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WOSNBORGFROLI NE COVPOUND COVBI NATI ON' THERAPY  FGaIais2063/021547
" the Inventlon Th|s invention relates to nethods: for
prevention of disorders by enhanced
katlon usi ng DPI'V inhi bitors. Background
mmmmmmm n Cancer is the second | eading cause of
eat {% Ml ting in one out of every four deaths, in
t he nited States. In 1997, the estinated tot al

nunber of neM/diagnoses for lung, breast, prostate,
col orectal and ovarian cancer was apprOX|nater t wo

f]n"t'h'g”- ek PN EBMBIR AR ruRRRY i'hg?
rates of cancer inC|dence wi || continue to gr ow.
Cancer is currently treated using a variety of

nodal i ties including surgery, radiation therapy 20

~and chenot her apy. TheEch&?e of treatment nodality
"W || depend upon the and dissenm nation

OfThisligvendshaelates fdsetindds fdreheattuniehituyd prevéntidn bfjdisofdedisl enhanced
immuraﬂia{al 1 - ltOthe ability to control to sone .

SRHEHEYhE "igﬁ%ﬁg 3'"Me therapy, and thus to

l'imt.the toxicity to normal tissues in the body.

Chenot herapy is arguably the nost appropriate

treatnment for dissem nated cancers such as |eukem a

and | ynphoma as wel|Backsro tigghenot her apy is

g%ﬂxﬁ&?%é tHe s%gc;ndqéaﬁfng ﬁge §y§et<1t%me&ﬁ’tj A Yin gt?e o%pgf etVery% r deatl|1 in the |
toxicity to nornmal "t ssues ] Oor concern: Nb ﬁ’
Uniteq §tatss.sIn lﬁ%wweptlmat@sistptahwmb@r of r@Weimgtlcbseer faplng.ibeeastgpmstate,

0
I

: colore%ﬁﬂan%ton%a%’calﬁ:lert WRY g@oklma{e@uoﬁdﬁﬁﬁ pBE]estloYI% eR'?r mcreasm&ggmg

enot herapeutic a resi s

populatips i the Utnn%d Yetas i Eaenabiete e¥nevféhaeimt¢s -of ganeerringidenegswillggntinue to

g,.ow_lnten5|f|ed in an effort to find even nore effective
ents with | ess non-specific tOXICIty Recently, much
efg iscupfendlyesaigd pingcaeterishy of madalisies influding,svrgstys &dighign therapy

and cﬁeﬁfotﬁeh@yt TIREhHROGS tﬁbﬁﬁ]ent?wqod%[l@\&ﬂnﬂéﬁéﬂd BhonGRIGHY, IRREDN and
otheréglsorders Qfélu i ng i nfectious diseaSe.

He cassr ;9"5 Egd‘taﬁtégesé’éﬂrgf@pfg&fﬁqligpp yhegapy s the ability to
contrmmfnetekeattmmpamﬂmk thteragss ahdlfhlﬁs tolVidit Rl &xic toa{a,ham Gikd4@s in the

icacy O ased therapies, woy
body. A mBIE(aRY ARy PP ToB At U CASr o7 s oHeAted Fppsers syeh s
leukeia@vid HetpheRagosd|tds aittasass. Uﬁﬁrﬂ’iﬂfé‘iapﬁs géﬁ@all)fhdhhﬁstered systemically
andth@revefq¥ on aqd treat nent of sorders that woul d

EREFIY P Caite R A ATHE: NALAP o, PO’ AiPaR Pon-
chemotberiymstichgentfandaitiiers, altholdlihitially llesﬁomhve to chemotherapeutlc agents, may

1011 1110 111 00002* 001
devel%’dﬁﬂ%ﬁﬁ 6832 ligélfjr'% gljé éﬁé@?@fﬁve aﬁtn-canc# choés has’intensified in an effort to

- find even more effective agents with less non-specific toxicity.

'Recently, much emphasis has been placed on the use of immunotherapy for the treatment and

'. prevention of cancer and other disorders, including infectious disease. Immunotherapy provides the

cell specificity that other treatment modalities lack. Methods for enhancing the efficacy of immune

based thérapies would be-beheﬁcial.

-Summary of the Invention

The invention provides compositions and methods of use in the prevention and treatment of

disorders that would benefit from enhanced immunostimulation. The invention is based, in part, on
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the surprising observation that the conpounds of
Formula 1, either in linear or cyclic form st0duMAR @07
waeed/pdeduct i on of cytoki nes and chenoki nes t hedT/oSp003/021547
turn stinulate i Mmune cells. It has been found,
. according to the invention, _that the conpounds of
Formula | stinulate the prd@l‘uctlon of IL-la, IL- 10
MCP-2, MARC/ MCP-3, MCP-5, JE, GCSF, MP-2, |L-8 '
the surpmsing Q;bégrvatmme Eq)r;xgougdq GSf ﬁﬁm{laalc ppl-\qr mé@gaék)r Wchcf @rre, stnmulate
the proMxﬁion LP cyté@nes VE cherhbkibes tiHA Cantif ELPR BRSO MR une 36MN @: has been

ers. 'Sone of these cytokines activate macropha
found, aererdingiertheayange that e emtRoHgrsoé FPT§‘“'ﬂdr§Hmt“l‘ﬂ?§hea9f%d“° onof IL-1a,

IL- 13,%&@6 9'MARC/»@@$@“MUP% !IE'"@JCS’F NEPRONSE $KE ehickNERAYS LIX,

such cells includin dependent cel | - nedi ted

mphgein: oty MR P R PG oA E P o n Pt fhegy Some of

_ these YR8 £BVRO HAEISpHaBeshd Bméra:hﬁgempm&mmg caRhna iReekiueeul in

production 10 endog enous y IS
enhan G TEHDE SBAHFINE VAF 81 bl dnsheimasantibdy Seﬁreaﬁet"b?eé', mediated

cytotoRibigylandSnfign p.-e@e@mhe | L-1, has been associ at ed with
toxicity. Productio

B e R e v e R e

‘endogérlddlg IsibeReficial §ifle eSEdeR@IS adiittistrytionfof Bostast thekd factds, such as for

xS AT SRR IES, RS RRSH! Sty
“inductida I’;bi'dméshﬁd ali@nfoe inductian th thdnqﬂeebyncbl\yeapb acdes vk he ddtaction in the

nd
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and thereblbunwbroome oixidity@asblemst Akthougb nétrmmncmfg tb e bound by anyalag@ular

eérative an ine e

'mecha{}lsm ‘% fe ﬁtbeétppoggseg &eg qucﬁo gfcu’?ese O)Q?k f%mocgﬁs in lVO%]SO mdlcates
* that feddtack hvmmnly|@emh@rleﬁwp maabsgpebame dndj gan pantrol Qymkirhéevels '

3ﬁ9 [nv&tioR & a%ﬁ%%:gg%@ Hopaftfon R JBsréutib ﬁl@{kopﬁounds of Formula |

nlstere ease speC| ic anti odles I n order
can betagmimsterad with fiseass Speeificantipedies ig prdertn enhgacs taxsetTigngw phsuch

" antibofiel. h&éﬁgrh aﬁmugl'l Mt‘?rﬂgidmg td 9e thﬁncb@u ? pQﬁﬁc@ﬁ}ym&ﬁ{nt&n{: lt{||?15roposed

mech anlsn} propose ro ucti.on of
that the ProgRgtion &f ek 'amf%'gwwa ﬁﬂfmnsswtmnu%ﬁormulaﬂcfpwamdﬁr leads to the

stimul#ITRE Uikl end RA ShefeBy tiknciig tﬁyieﬁfdnﬁﬂn&lf atédmﬁheexﬁgnbﬁiy
t her ebtv3 enhanC| ng the response nediated by th

adminisieged anEbRdYy  adm ni stered anti body. The | nventl on
I dhéatneéntion rd‘lﬁéé’t@ dizthodchng Wit%hﬂﬂﬁerﬂlﬂfcu@ﬂhﬂﬂﬁd tﬁ&aples for a

e therapi.es for a nber |nd|ct|ons bat h
* mumbey S Aol O 7 ez Ry BED B et TR e intiide bt

are not lirgitaipb ﬁSssivél hroghe tllihhﬁples B&haﬁ'mmmogiobmntaaﬁhrﬁ@raﬁkaﬁ Sidvtive
r api es
immun Rl AL R BT AR AR Becogigtof dendrite cells

The metaodsi anainieodedwp tréat angre\genariabsdndicatibnsahdt wgeldenefit fr@ an enhanced
XL of dendritic cells. The nethods are intended
eat or prevent various indications that woul d
bémifpottarft asperta nf theinaentien) the ageninef Foesyohse adrhlmstered with an
oy . t
antxbo{&%?r?rarﬂlflgd’h& fgg}ggxg d\?ﬁthgelrns %.ngg éﬂa/ g;{llltg])hﬁ ﬁ/ v\yg&n ?ngan or as stand alone
compagitions obiysofme ayhedinentsthe immpneamspogwithat isdtimplaied rsaal dey -mwidiated

lmmm{e reslpg

I’'mune’ r es
immung resppnseiiad isstimlater mﬂmeloraé@pmseeinvm\om Bicelty ad aribbdy, priikiction.

_ immu%&g%g{\%gﬁ{as\tinﬁceﬂ§ I\ﬁ% @anlg ﬂcpc%ﬁ%géag?ﬁ?;{?xg;ﬁigé. gFf’)fheI{ J}?b%glments, the

- Both tﬁ%k b?nes;%ﬁ&@ QM§t ln%tdotﬁJF Embddfieritd. rin %lh&ﬁer emboi lm%:nts(,j the

nbodi nent s, | Mrune response- t hat 1's stinu

lmm“’l@ﬁi’%ﬁ?ﬂiﬁ"&ﬂ“aﬁ%‘wgECSH’Q*‘P%WI‘?]@ ofhetsci if 6N edagtiverimmboaigsponse.

production. Both types of responses can co-exist in
yet other enbodinments. In still other enbodi nents, the
- 35 immune response is an innate i nmune response, while
in others it is an adaptive inmmune response. Q S MAR
2007 -3 -
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The aspects of the invention comonly involve

conpounds (or agents, as used interchangeablydj;g\rkﬁhq?g07

of Formula I: PR wherein Pis a targeting gro

binds to the reactive site of post proline-cleaving

enzyme, 5 and wherein R is - reactive group capable

of reacting with a functional group in a post proline

cl @ﬁeqssgctsemumvermoﬁfcsﬁmhw lh%lm%n{p%aﬂasl (Mleag%hlts SsQ@ibed

the post proline cleaving enzyne. P nmay be & pepti de
interghrangeaplygeredomf Fexmpwa L The reactive conpound may be

sel ected fromthe group conggsting of organo

bor onat es, organo phosphonates, fl uoroal kyl ket ones,
wherallnmmalaeztrgg;ngl‘gnp@pvmdh BindQo t]m:lyhdtyd slm(g/ﬂpam m@me cleavmg enzyme,

d ea g tl gef‘esactl\?e eE)ll_l of anegl ﬁrea ﬁ‘lf I frI]S di up 1M ,a post,proline

and WherAll (F 8 LeaCHYSRIOWR 12PEAF 8 (iﬁlgam noaf“k;?lngl% sph&’natpe
cleaveﬁg &@iz$me apﬂefmﬂﬂ?yin tbcyfeﬁai\deditm&ftﬂe post prollies cla;ndng enzyme P may be a

a- anot IaZO|Jd In sonme | ortant
PPt oY SOOIt TOR B PG SATPOT RS Bor Beish GpRHas Btoup consiting
of orEAIoRREH s, ordiiePhe f}iﬂ&hdf@s ﬂﬁt&omﬁﬁ@meslﬂmﬁnétb@m-pepnolyl 0-
provi des the use of an agent of Fornula |,

and
acyll@/ﬁquwavneérazamnﬂﬂ%9zefli11§@iwélﬁ9r00¥eﬁn%ﬁp%a FFPC%?TFSe emt\%ﬂ (alpha-
am1n59k§l§ bﬁ%b%xﬁt@é&tewﬂ%ﬂﬁaéﬁ?ﬁ%%e J-Ritriltshd RERRGNALIRIes. In
a” medi canent for stimulatin an i nmune response 1 n
someammttpret@mbpﬁlmﬁ:etsdtheﬁommmd%of th@lngﬁnttmlas@t hagerprabine cefnpannds.

7\ FRLELS, e BATHRURAHRRL bl 05 (TR SR R o

antibpdy-or@ntbody{PragtRent, HQ@ amonintefEsctiverty ptemudate amimeg e rdspenas dor the

Al >N . . .
preps ] S5 e i B K RN il e 2 Bielt BBt mmune
stimulgtibh. may be a different am no acid residue from every

ot TR

[ 8% PO e sckorBBR et {fn o Rrirleh Oy i v dgtined by
ForngimB: enbodlnents betmeen A, and Am are peptide

bonds; and each X, and X2 is, independently, a

hydr oxyl group or a group capabl'e of bekng hydrol yzed

to a hydroxyl group in aqueous qutyﬁn at

physi ol ogi cal ApH—3y Bis in the

L-configuration” is nmeanft 25 thaj the\absol ute

configuration of the Cicg like that ofXan L-am no

acid. Thus, the X, BN X2 Q 8 R%2007 -3a group has

the sane relationshlp to the,@ as the --COCH group of

an L-amno acid has to its a carbon. In sone

enbodi nents, A and A, are independently q;ollne or,
wherﬁ]ndﬂllsnaél 1p{§§?rdzﬁggeen pﬁmg 6?1,énclus1ve A and A| may be L- or D-amino acid

residues such that each A in Ay, (i.e., where m>1) may be a different amino acid residue from

every other A in Ap,; the C bonded to B is in the L-configuration; the bond between A, and N and,
in some embodiments, between A and A, are peptide bonds; and each X, and Xj is,
independently, a hydroxyl group or a group capable of being hydrolyzed to a hydroxyl group in
aqueou.s solution at physiological pH. By “the C bonded to B is in the L-configuration” is meant
that the absolute configuration of thé C is like that of an L-amino acid. Thus, the



enbodi nents, mis 0. In sonme enbodi nents, X, and X2

are hydroxyl groups. In addition to agents of gq MBR 2007

Il, other agents useful in the invention include those

in 5 which the proline residue in Formula Il is

repl aced with another amino-¥cid residue such as, for

exanpl e, O e MAR 2007 WD 2004/004661
group fraklt eRAdRAID 1o fe ¢ ¥ShBecorR Bl 095n Eja}fﬁ'ﬁ(ﬁ&m K to its o

wel |, derivatives of Fornula 11 in ich the boronate
carbqyy dupome embfpﬂ"ae@a A gipd Ay are melgpandenslygreling oz glagiag egsidyes In some

selil t e oup of
ermb A4S 20 R P Qi ik RFal KO M on PR 0D,

f uhltahldmociecﬁ ageet* dfyorEaylail] atherlagents Hse@I fh Oh.é imfbnttomnclhﬂe those in
wh1c§lﬁhe ppr‘c])'lme rem%ue alH ofm uelagglrls <pla \(/:veel_(%%lt noth ry Euno ac éil resgcill{f esucl}kas for
exangitd A, are L- or D-am no acid reS|dues A in each

repeating bracketed unit can be a different amno acid

resi due; the C bonded to Bis in the L- configuration;

the bonds between A and N, A and C, and between A,

and N are peptide bonds; and 10 each X, and X2 is,

i ndependently, a hydroxyl group or a group capabl e of

bei ng hydrolyzed to a hydroxyl group in aqueous

sol ution at physiological pH |In an inportant

enbodi nent, the amino acids of these formul ae are

natural ly occurring am no acids. Thus, in sone

enbodi nents, the agent is L-Al a-L-boroPro,

L- Asp-L-boroPro, L-G u-L- boroPro, L-Asn-L-boroPro,

L-d n-L=boroPro, L-Lys-L-boroPro, L-Arg-L-boroPro,

L-Hi s-L-boroPro, 15 L-Pro-L-boroPro, L-Thr-L-boroPro,

L- Ser-L-boroPro, L-Cys-L-boroPro, L-dy-L-boroPro,

L- Tyr-L- boroPro, L-Trp-L-boroPro, L-Phe-L-boroPro,

L- Leu- L-boroPro, L-Ile-L-boroPro, L-Met-L-boroPro, or

L- Val -L-boroPro. In sone enbodi nents, the agent is

L-Ile-L-boroPro, L-Met-L-boroPro, or L- Val-L-boroPro.

In sone preferred enbodi nents, the agent is

L- Val -L-boroPro. In other enbodi nents, the am no acids

of these formul ae are non-naturally occurring or a

m xture thereof. 20 Thus, in one aspect, the invention

provides a nmethod for stinulating an i mmune response

in a subject conprising adm nistering to a subject in

need of inmmune stinulation an agent of Fornula 1, and

an anti body or antibody fragnment, in an anount
effective to stinulate an i nmune response. The aspects
provi ded herein share a nunber of comon enbodi nments.

Accordingly, these enbodinents will be recited once

but it is to be understood that they apply equally to

various related 25 aspects of the invention. In one
enbodi ment, the agent of Forrmula | is an agent of

Formula Il. In another enbodi nent,
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‘the agent of Fornmul-a | is an agent of Formula .
an i nportant enbodi nent,  the agent of Fornmul a IJU]ﬁLMQkW

. WOs28heemeed from t he group consisting of L-Val - LrdDusdenn1547
L- Met - L-boroPro, and L-Ile-L-boroPro. In another -
-enbodi nent, the agent of Fornula 1 is in a cyclic
form In yet anot her embodiftent, the agent 30 is
opticcally pure. 0 $ MAR 2007 WD 2004/ 004661

lysineERingSp elgSnG Xyswetl, dgivatives efirmula bos vhich dhedopnete epsfupiseplaced |

w:thar&\émtér%’asﬁ&%n@d%@&taré% WRGuIGR fhe! nﬂfemd Of i mmune
stimulation is a subject having or at risk

- d&pe BEpp AGFEmple d compayadsiuseeln th@aveb@nscép B%fueaerfdﬁﬁmﬁdtbméormuh
: group consisting of a carcinoma and a sarcomm, but it

is not so limted. In sone_inportant enbodinents, the

cancer is ngither a cagciongna nor a sacho In a

related enmbddingnt. the da CQP_Lﬁ_j_a deykénia or a

he cancerl i s\gel ected -

| ynphoma. | ong enbod] ment
% f bagel cel ICkgarm noma,

f.rom.-the grquppgonsi st
biliary tradt canser;y” rmzad er cancer bohe cancer;

brai n cancer; breaéi cancerl; cervicgl cancer;
chori ocar ci nens,; cance#™ col on and rectun1cancer;
connective tissue cancer; cancer of the digestive
system endonetrial cancer; esophageal cancer; - eye
whereingm ésean integen besyeanf0 ang &0, hwwam anfbskare L-oordxammp @cid residues; A in

each r?%?ﬁ% brac'k&EJ @mte&h BQ? hllff@llentrh‘ﬁ‘@vm a@%m&]edtﬂg)é b%ﬁ&‘a% Bi lshm the L-

cancer, acut e el ol d | euk em a, acut e
conﬁguwme hecbondsrhebreier Arapd Nof dandeGy Rechbesveen idn @rd X af ibgnds; and
each X,k Rmsamdepkﬁdekmﬂydruw Bloufs 8MCEbup ca?:ml’e' df be@k hydréigkd to0 a
Cancer non- sma ung cancer, nphona,.

hydroxy) gegmp in @“F‘&Pﬁrﬁ?ﬂﬁ?& -at NE{H‘Q'I%'GQJ ®Hn' s | ynphona; mel anonsg;
W@Lrprmi;ortﬂ@ b 08 AsH:, ARBEmiRS &Yids GRhkdeNorarite &Fe nafi¥dlyloBflirring amino

wids. 0 iSSP A L imiorep e L pLairsehro. e Gl

boroPEA DYSh-L-6R6FG61.-Gin-L-berokb, E-&?QLM&)@FQ{ L%Hﬁﬁﬂml&&,ﬂﬁﬂfﬁﬂi.—boroho,

IS T IR A ———

boroPtyy, LiTap-i.-twysPte n-Pherl-boraltrhdi-Lanib-dokioRmnL-lleil heoreRrd,de Met-E-boroPro,
or L-\gar? lLeo%t go fl% grr]né Q elfo%{rr(eelfllg & %Eén ¥sl nlqe bo%P?odgq\Aet&ap ﬁra,_ or L-

cancer, on cahce rla ncer

 Val- Lehooan:edk soperyeferred mhodmea!;s, theuzrwntoah{,\@ai-L bokaPing Ho wener
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embomlerﬁp %1%{9 Vﬁws ap ih(ﬁs%l}grﬁl ae 3&?\%& ?&graﬂggcccgr[rmg %ga m%(%rg khereof

n anot her e
r éﬂmam aepspectnthe mverion prolvidlss omethed foaginpilating am wmsre response in a

on cancer,
and alczamb@b@r agipndy fegmieot, ocan@avount kectiMe thopkime late alnymhmasponse
) arﬁxe L\#Q&s &@ﬂﬁ&{ herénJ]sh%te'al nlumgérr&? Eomrﬁ&p&%o A%H#dmgly, these

cancer. 1's an I nmrunogeni ¢ cancer. |n stil ano
embodimpselitehetrecitesh ance AHGEIS tq be upderatperkthatdhey appis e@ape poiarigus related
aspectdBPRe IVEntRRPECt Of the invention, the subject is one

in need of inmmune stinmulation is a subject having

atln presmbgdiment, the aganhef Fopmylat s @p pgsasofdogra ll. Inrapgther embodiment,

subjeds @&{ﬁfiﬁé fi‘rhm?s'ie‘?mg la Ju!y@lttlrf&eb 8 iElise Eﬂﬁg}oﬁ%b %@%g@ﬁgmula L

the agblﬂfoﬁp&h@l&&l ifinSRaRer Réwhulag, ﬁﬁinmﬁb&ﬂmf élﬁHBHInlfh‘ﬁt g{eQEéfht of Formuia I

consi sting of a _bacterial infectio cobacter

is seleptgd @e%ﬂlﬁﬂm@ sppyisting ph-datk BPF°P’°aLf‘\ﬂﬁﬁt5atr°r?Pﬁ? apd Pdh‘ [aPRPPfO In

 anothé? eRB5AMbAt] the hgthRFFomiula 8Tn d dyclicfoRRt InSet dnbikkd éBtbodihient, the agent

one enbodi ment, the bacterial infection is sel ected

‘is optigallypuren o group consisting of an E. coli 30 infection,

a Staphyl ococcal infection, a Streptococcal infection,
a Pseudononas i nfection, d ostridi um
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difficile infection, Legionella infection,:-
Pneunococcus i nfection, Haenophilus infection, 0‘ MAR 2007
waQo0edeidedll a i nfection, Enterobacter infecti oreCT/US2003/021547

Citrobacter "infection, Neisseria infection, Shigella

infection, Salnonella infegtion, Listeria infection,

Pasteurella infection, Streptobacillus infection,

Spirillum infection, Treponenma infection, Actinonyces
EFE"@FWB HPom 3 5B 8f theymue Py the sebiestimap ke 085 inasdeTanmue

' stnmuthQQ fsa éﬁQe@t@Qé‘er Bk Gidk M@Mﬁ&? 1ﬁ47cano@r mhyhe %léc%,from the

Nocardi a i nfection, Gardnerella infectio
group ponsistinedis acrreinom pska sapsama.dt F&dﬁh%’t“é“'feﬂf Bwr“s gmportant

embodth&ts the chitbEig héither a BaGida mRfl@Sardoitfac Ot 4 RMtedImbBYihAt the cancer is
i nfectjon, and anthrax infection. The nycobacteri al

a leukgmpip gF4 ygﬁhm be tubercul osis or |eprosy respectively.

C plGREmbYydiinbie, dvé canbarbefewiedn ﬁrbxﬁi tlaengiodw cohsiqingef Bq@ﬂ (kb|EGa,rcmoma

 biliary, ‘WF'e%‘P‘ie&?? "idge’%'f"é %’%’t‘f °F?°8Fnbf2‘|‘f‘e°aﬂ? Wﬁ’ﬁeaé‘ocﬁg‘ieﬁtcf“?{ 2 °F"°§F1

choriothréiNomd,; Iﬁﬂ\@&hh@ﬂ, col@n Ialahpetamsanrpd emmmtwel gsshe taﬂf‘,epctahc):lﬂ of the
d'geS‘ﬁvﬁfﬁb"{‘\ SthTRﬁtéBg%ap% es%h\%eraf3 c nclzer eg Ee%nc% c%r 0%/ th% Rad gnd neck;
gastnd/damws; mtm‘-@uhehahneohbmtkhdﬂe$ca@car; latysx canﬁapftcutarmyelulﬂTEukemla acute

lymphgﬁqeuk mia ch\r/(|>nr1 Us Ilgld ?eur(l Olg 'c %Rlsétlymp on%qeuker\rl]llar T le% Ilver cancer;
I'nféec roa irus I nfec enovirus-'in

-small q':eﬂiflhngnamar Aon-smalkcellnéingxianaen lymré@pa,rlmdekly sslynwyomaamon Hodgkm s

lymph?é%g;gﬁ%l%{atnggég'eﬁcﬂ?%Ylé“rl)lﬁ%tclng& é&i&gﬁ%&é}]& SovhdtnGGhded r}%}&ﬁgtig

ction ‘ecti on and

© cancer; prfostete icger; tefinghdasmianthebdomypsametrederalvancer; rdne! oangeg|cancer of the

respxrzlt(ﬂ% Fs‘%stténp Qar&cﬁmﬂ QIL? Slhckdl é(o&%e ek Besticlbr Y3 eratﬂgxto &{%mcer uterine

ment ungal ction Selecte

'cancergalui}pn@onfsth%mmg' syftemcandi di asi's, ringworm

hips 4R ASRBRBinont, e ad @PY Q&K fr&%@gﬁeﬁ&&g@ﬁ@mmm&r Sancer,
crytococc05|s aspergillosis, chronmonycosis, nycetoma

breasticgficgis £9lefancencadpmetiial seneery hoad pud neghepneqr ke §ing enser,

nymphlﬁaa | 1 8oknh QVaridn taRRR B tateARRHAdABkal cidd6r. Parasite
~infection | s. selected from1the group consi stin

affe YT ambogimash MRSCBET €A UFiracqry eroesrofrarisaf %faa'gwscancers

" includb BitsRIRN A REdSH- ldakasm; eHelafvrnatf RedliceINGrcindue oA rcErhoG;S hser

rucei infectio

o
R S H RGP ASRIR LAl DAL 1ot ot

'embodiméregthemanceﬂ“:aemirmnmm;fgeﬂé ¢aﬁfb,r Hymsnol epsis infecti on

tlqlo%o gr%sb nl ectijons r hltsst osoni asi s,
h? 0C Sopegmens f\lg%ﬁf d? TREYSanus infection, and
TlDepdmdmgSpdnfﬂw hspedt af the freetionihe subjactidsriedniseed s piahime Gfimulation
isa sué‘]egt hay ngcr)]rtat 9.9(’ oiI dQveelorL?nt& a?xqﬁcfecgnous 1seaﬁenq'§n ‘fegcﬁé%:ﬁi?yﬁ%%%n%y be |
selectedfeom tlmggmep ccmsqsmm aibsctexiat mﬁa@tign deyeobdetarial infection, a viral infection,
a fungglqueétmﬂqh(% g asntﬁzyafgé‘oﬁl l?l¥ it ig l‘g)t ?t{nlﬂr:'ij&%r embodi ment, the
I mune response 1S | mune response
aihd¢ll§remé0dlmgntotthabaqquabmfecmntw $pirdipd frenlithe grop donsisting of an E. coli
mfectlgl? %@P{bﬁﬁoco-g&? .AféE%U,’i‘g ﬁg&@g‘a?l lorlO & P%dblﬂ&ﬁg fhrdd @ﬁostridium

ponse or an adaptlve | nmune response, in O
dlfﬁclbn@feﬁionelwg@nelImnfsﬁ@ne‘g‘awow infection,iHeampyehilus miﬂ@p@n g@bsnella
mfechbﬁ' lﬁ‘lfchﬁ)%térg%ctﬁﬂe@l'trt)ba%teF [HEdeh6n, N@ﬁ&ﬂg"ﬁﬁectll}ﬁ‘ ShERa infection,

di ment, the agent of Formila I's adm'ni stere
Salmowpl{aHnfeqytlop,dflﬁgﬂlaalp@atl% Pastegsslia gfﬂcp% gyepéqbagﬂlgsi lb@@ﬂpn Spirillum
mfectnf:ﬁ , AGEPRMma ihfecHE ABTHIRF LB Eotioh, NforY inRREN, Qforﬁ\'%dc@ﬂ%‘:

fragment is an anti body. The antibody or antibody :
fragnment may be specific for a cell surface nol ecul e.
Cel|l surface 30 nolecules that may be targeted with
the anti body or antibody fragnment include but are not
limted to
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HER 2, CD20, CD33, EGF receptor, HLA mar ker s SNEWA%SZUOY
HLA- DR, CD52, CDI, CEA, CD22, D2 gangI|03| de,
‘WOR064#90866¥3, VEGF, VEGFR, and the |like.. The am(Tsgsep03n21547
anti body fragment nay be specific for a cancer
antigen. Cancer antigens that mnmay be targeted with
- the anti body or anti body frégment_ have been recited
t hroughout the specification 35 and include but are
infectipp, Nopardin infertion, Garuerzllg wie@syn Canpylobagpiigfect@ma Spirochaeta infection,
Proteugﬁi?é}hbxpg'aégnod@gfegﬁ&g %ﬁérgﬁfecgon anAR 08 e .
004/ 004661 PCTI US20 - /- carci noenbryonic
- anbs Buirdeatsta) mfeemz*znaymel trberrylosis otlspresyeseeivaly caused fipthe M.
tuberchiBM4 shdM A raegsgsb.esomtslr@nso ipmgaci ated antigens such as
Ov-TL3 and MOv18, mel anoma anti gens recogni zed

b§ﬂ caﬁle{nsefaspentgh?ww m%q.q”pgszelemfgam thy grogp ccp%@gg of an HIV
infectibliR4 mrpeaﬁiﬂupfeh Qirhd KiafecG3n) 8 Hepad GRple2Rtds QGR¥SctRR ecytomegalovnrus
descri.h 6,427. Still ofher
infectipn, E’@I‘“‘%\ t"f’tj-‘e‘ﬂgméﬂ“eherpé'é‘fst%ﬂ“ﬁé'}f%‘i“ﬁ“uhﬁpa’f'ﬁbpéf irgs infection, human
papﬂlcﬁﬁl’l@l@ﬁ infigttibiy Epsteif Barr PRuLihRStFonf ﬂoﬁﬂnrixd’lnﬁct“ﬂr adehoviraé infection,
f HEcer antllﬁﬂens [ nCI ude .ant | ﬁgns encoded by
influenza h"evémf et (RSP Syl ¥igysd yaricqllagpsigriviys '"ﬁ?éh‘gi’s
small gfx ihfeaia, mMEgpdxsnaét&mfaamsts mfecklymphorra and | eukem a.
Even wi.thin thi S cl ass ti.on, anti .can. be
PPt AR freB bt Wi neRfion RO HEP SRR o
qin s aeititer gemsnenTMﬁengahmfeutﬂtm sBletted fran thel ggddp (chbsistiag of

_candldg%fl réng{vnpr? m%%;’l SrgPsdse%BStandﬁOLl?fnﬂpaﬁ%cﬁg oucloingﬁo% n‘grlg{a)coc)cbms '

aspergllObiSahroBiomy¢asis] @ycesinta iafections, pyendhlsdhagdsiscarldeinkeeversidolor
mfecn{; MYC and IgH or IgL (Burkitt |ynphoma), MJUN |IRF4 and
JH (Myeloma), PAX-5 (BSAP) (Inmunocytoma). O her
c armethemhogmst theparasimpviiestion cdrelocred iora thegrduprcatsisting of
amebn%&dﬁybﬁ{o?@ya &l‘iz‘? ﬁ]tf&tlgn @QééﬁJhasfxsu Ekng}ﬂnan%?%léﬂgéﬁﬁm iRfeofis,

i ncl ude RARcx

: 'Onch%?r@ﬁ?%we@gqqn@asq él“mpéqtﬁsgrpa bmmfg:ﬁgm@ge@(gqy@m:@ectlon Trichomonas

Y LS, aradH mm adlepSis InfldGTERinochl
Vagma(Ac:utel Ieukemnae) Wn apn%l nPBX or HLF It[S‘1‘\.(!':\}&3[123’(:ute

Schnstq;symﬂq5U}ea§)pysgcqr@§§éﬁﬁcat))r aqwnuALq@c(nm awrl braghprs quglplg@ mfectlon
C & Varlo@d dsBdtts @Y the iRt dNPtM: mMabdshrd iMERdeA Y SRhARE hfimmune response

syndr one/ acut e rryel oid | eukem a). . ther cancer
ina suaﬁft deone embadimentethe frpmyng respense i aatikgdy denendant el ppdiated

 cytoxidile SR aroftfel bflisbdamdnk, tl&l-lﬁlfrﬁﬁ@resﬂbhﬂet@h Beil-rfidifidte Bisnnfdnd Rsponse and/or a

ynmphoma, Chronic

| 'h“m°f§:@2hfm=§5@|§?qycfmd R g n%g%srsa 'gb%%lulpﬂge&oeme e8| b an @gtg immune

respongéi@riih @dapysied apaimne n3pdnse) kiestha etmbdditgnts. EGRBRe &rffddMibht, tAmmune.

acut e hocyti c. 'l eukem a -and
resPo"%%\'IS nqﬁ%}? fﬁ%d‘?‘fﬁ "erﬁbé?g cel | receptor (TCR)

(I s@eielenibydrmhmmae ageak df @uhem 1a3 adnfihié@reBwatlok foracieRt ®dth an

s o SRt Ry Rt o s
| Ebkantipody (mnmtlbgey]fr(grﬁgﬁb mie st:d!ﬂcEYB: a @:ﬂdurfd‘db.ﬁeo[@lle Cell surface

molec@és‘r/tnﬂ kge E@%&ﬁqrﬁﬁ% n)tlbocB%A antlbo %ﬁq%r?tl lﬁ%%{f }'ut are not limited to

enoc rCi NONe:
HER 2a€6030¢33i B@Frmemctir Hha npelreoy seetsds, HlaﬁnDRPEDSI &4, CEA, CD22, GD2
gangli SRECHIK P mwrae#evéa%kgﬁﬁ Hefk@stat e cancer) . 25
ue- or Tineaje- s %I c Cancer antigens al so
- i bt antibodyppir d@rtné)? fr@ﬂ@m lha)flmspmlﬁorfecaecptncnr sntigéii Qdncer antigens that

may b@?é@efé@ %htﬂ 'ﬂ)e a%ngda @rsan't:iﬁ):dﬁ ?ﬁglnt h@le dﬁé#@&led%ﬁg C@@ﬁ@{% Jpemﬂcatlon

(Brain, east te an st onmac

and m@vd&@zt ’\“HEFQZ'"b‘ied 1EHER ﬁéml)ﬂsx EP2® §1D33 PR % ganglickidsa&DR iganglioside,
cancer), erbB3 (HER3) (Adenocarci'noma), and erbB4
(HER4) (Breast cancer). Tissue- or |lineage- specific
cancer antigens al so include ceII-aSSOC|ated protelns
such as
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30 Tyrosi nase, Mel an-A/ MART-1, tyrosinase relat egl
protein (TRP)-1/gp75 (Mali gnant nmel anonma) , MAR 2007
WO40fs6@hi ¢ epithelial mucin (PEM (Breast t UNaN/892003/021547.

and Human epithelial nmucin. (MJC 1) (Breast, ovarian, -

colon and lung cancers). Tissue- or |ineage- specific

cancer antigens also incl udé- secr et ed proteins such as

Monocl onal i nmu obulin (Multiple nyel oma and
camn?ﬂﬂ&wawmm)(CEMﬁ&%gn@mrmmcm prioteing FAGHE., [owib i aptigenSovarian
associdY andi9hé suchis a)QfoﬂLpQﬂ%ﬂ@qg %%%}%4éerﬁaeclogrkrzed bl){ antrbody

r carcilnona

el ona a-fetoprotein
9.2.27 G B BM, B P SR CiimBRAYZ axshse ik Qtbar s agtigensare described n

U.s. Pﬂeﬂb | Ste o T isRiRiothed daHE aﬁft%ﬁé RORBi)ed hRRH, rE Fl'Qlﬁe te
ecific anti gen (Prostate cancer). Still other cancer

a ?Cﬁeﬂé‘g%ﬂséa'b%ﬁfé‘”’é?‘ igdoia @ivariquey) aht Cgvérrsantlmr ingluge antigens
encod PUI 283 Biht hdVe SRIBRLONOEFBosotnaPatidRBiors UAkhya thteﬁzln'trgen‘gl B found in

acenta. Their expression is confion in

|
lymphor gl %‘?f?‘fﬁefﬁér? within fhis flassiBcatig, dntigensicag b hprackesized as those that

- mvorvamtiv@emsfﬁmemﬁtgmet PhesOhcludBORY ey %P%Maﬁt‘émll)ﬁﬁphgﬂra), BCL-2

expression of CT antigens inc

and IgHABO“‘C‘%!?IiY‘“F@A@E Bk Diffpscgiargeisrelh lymporga (AL angaRGR or SIL (T-

cell acﬁiS)&rﬂ-phoblastrc%ukéma c-MFC dnd-18H vP 1gLitBMitE ijEIrN/IRF
TES-85 and PRﬁAI\/E Stil oot er exa%ﬁw S:P 4andIgH

(M_y"'l%{Pﬁ)r 78 BHE) (REeaEm @ in whi ch they are expressed

| Otlebetcépantigéns BitGnvotve chiIRBEMRI A8t RIR hnd t§§e%y2<:reate a novel frrsion
W VEL- 4? MAGE., GAGE, .BACGE and PRAME (‘Mali gnant 10
gene apdip

AN R Ml FAEE. NPM\gE Mo (oﬁtﬁy promgslogytic leukemia),
BCR ah@UBYOIREHE n9QbiiALR | EEoteddb P AL (R
%,5 4gfﬁAstrog tl? ym narlenbgr 5__}Head and neclfgtgg%ger?la)’ E24 :
and PR o K. @%ﬁﬁ‘é‘é\"e YWP??HRJ?FSF ipuksminl ¥PMc ALK fAreplasticdaaeesi! leukemia),
and Nﬂmmmyeﬁﬂ?@ﬁﬁﬁe syﬁ%ﬁgﬁellmute'rayelmérleum 1, -2, -3,
g)F Head and neck squanous cel

l}?f e a?tﬁ%tﬁ 3"“'?@%”’[‘@%@[ 'WeagePﬁ}lﬁ?Em@@Xc?ﬂ' Sugfacs
proteirSFuch as K20 Hob2Pk(iNah-Slobgkindh Bﬂﬁhom@ BeeHRAMBoMATHrénic lymphocytic

o EIOPEBBE 6 LRSI B ALl L, o G ORI 510 ooy

(Comnia@L(p)eyB) abnth fympbeaytie feukentia geinsal@mmt melane g alIHi/T- cElDreaeptor (TCR)

(T-cellﬂgl'rrn%}.\eo?rrsal agff:l leﬁlig]ezlﬁ%eCB%/g%lell reccle %:“r?gSR -Ehceﬁ n&%&)naiag%e‘ﬂvmra)

Ther ar cinoenory gen
CD26 (ipdtbelial @Dﬂﬁbphomeﬂxgnar@m)euuxamdre@meﬁe antrg&'rhﬁﬁﬁ\)alm{ iHHe%HP, and

- ' nant nors .
HLA 19@ g]“)?‘gprl]‘g ﬁgleéggR%R@b’ G%[:‘u glrcgr&ﬁ/mmg.b %%r #‘engeaﬁcgi;omas and
ductal e%me@rcrmap g@hSP@F@aS) i ana Prqstlalgtsgecrfg: resmbrank estégen (Rrbsrecancer).

HH TR mn.b%é oﬂﬁcrﬁé EalSer b .ﬁtgeﬁé Jkgéﬁﬁr;?{e\ébfi?ljmap Q&ﬁerCt?rar?%gtors

EBV- encoded nucl ear anti
(high exprepsion eich paEGFR €hFeRelr gr erbi 1) arid ESifRail1] (Brapclung iteagigmestate and

stomaér\rcﬁnc@};t @:tbﬁd (HERP&%#E@M&)’(B‘?ééa@{)c%ﬁc%ﬁ&d@‘aétﬁ&w(x@eﬁ? %H&%Eé R3)

not limted et a- cateni n
(Ade“%ﬁm’l"{‘?é‘a) AVks PBOHERA) (Breasteanees). use of anti bodi es or

amiséljéog"lﬁéagéf PR af cet RRfEehd disof rﬁ’crluc@'eyll 2kodidd& proteins such as
gens. The, anti body or anti body

i ng _cancer anti
TerS’FE}S&S‘ﬂ%ﬂ’t R%@ bé: ‘gi?é'ersrer%atf%rm*améif%hﬂgﬂé SVeligrapanainems),

Polym&phio Bpitheli& IntucinfPEN (Brest duais), ARy HiARart itk BAudM IMUE r)G{Breast
. anti body or antl)body fragment include but are not

ovaria, Chlop gt luRg capeess)-a g CD6.

Tissue- or lineage- specific cancer antigens also include secreted proteins such as Monoclonal

immunoglobulin (Multiple myeloma and plasmacytoma), Immunoglobulin lrght chains (Multiple
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30 The anti body or anti body fragnent may be specn‘
for an extracellular matrix nol ecule. Ext racel’ﬁl“&(’% 207
WOra94/9046610| ecul es that may be targeted with tRCT/US2003/021547

anti body or antibody fragnent include but are not
limted to collagen, glycosam noglycans. (GAGs),
prot eogl ycans, elastin, fibPonectin and |am nin. The

anti body or anti body fra ment may be specific for a
Myelomalhsrietoprotein GAver earcippmsag Jadlikrempfoand 18 §Ovasiaw eAnger) Gastrin-releasing

peptldﬂPAn%yiln ?E’u C&Qﬁrlc}hqﬁléi!ﬂd lﬂ&%t@%cnhé Eﬂtfggrﬁ(degtawp&vg n,

, 1 gand
2@@h¢@q4ewr PUESSSECATEOELFAGT) @mgqﬂé thet arg expigssaq in 2gppe normal

tlssuesMﬂgﬁ £haggald RGOS p la@éﬁdq?ﬁ’é?%?ﬁ%dnﬂb Qo?nn%hcln tifrvors of diverse
sphati dyl seri ne and hosp et hanol am ne,

pho
lineagegmpytay a grpp the yntigens fvrz@mzts (cr(mnm‘qsgleﬂpy Examiplse gff tamot eypression
of CT m@e&l thluderMJ\GQQx 1TEQ %@nﬁlzTEQGk Eachintialbed Lﬂ@EtlhﬂtY-ESO 1,

RAGEL K Dot et iats o b B o GISC PV BES 5 M FRAME. Sl
other exipledlsy GINdntip&d iafBthd cdnbe@t mr\ﬁﬂ&ithé)&r@e@ﬂﬁsﬁh feludé SSX-2, and -4

N s

melandiid)] BIOM-GESAl/SOPL IS(Meaingidnay; IS8X$4 (0Nigbdeddridgiaifla) ANOMEVES. 1 4/SCP-

1 MAGE i S5 E ARG oM Re (P Ry vAgnppneer

lymphbid &ifthatz, B BEectabladdr aad bredst daRce€)eRAGEH, aidg GBI OLY3,i-g, -5, -6, -7

* and -5 GRS B BE TR SR BRRC RSB S A S

and CITFIf (NoxiHoapkid '8 l)(mﬂmblna)mmltm OAte ldnlnﬁi&)hhetlcaﬁd(emla (ALL), acute
myelo%enf)%smat OI d @rlvlhf UX Frhé%)mc @{ngp Buke%\ tzglod

oOGgaovmmbptlms are Eﬁﬂépercefc;epa pmlmm tissVD¥r okl Tineage. These include
r PR r
memb@r%ig3 tg%}:aﬁaH%nfb?%m anf? eH‘(%Mti‘)l fﬁé(uef cbdég'nlﬁtllﬁi}slln d(IJIgt%E é@esﬁ%ﬁd CD66e.
These atigers aan be gpregbeddm ey diffgens piatignsat tumers |and-iLaAtha|rg9tq¢m
,mmu,@me;a (D33 humani zed mAb, anti-CD52 humAb, anti- CDI
for t6), MDX-22, celogovab, anti-17-1A mAb,
bév%ethm%aw anfiges AU bprotg iR pdthese mluﬂsHeme)na virus protein

' (cervu.%l"&incér)fj R BV endbakY mcfé'hrcanﬁ%entﬂEﬁﬂAW IS HHAR as WEhOREck and oral

PEroteoglycan (1-Mel-1), anti- idiotypic mAb mi m c of
cancehi gh nol ecul ar wei ght proteogl ycan (I-Mel-2), anti-CEA

Aliil1 biéydader ant%@ﬁs‘ ardftated ol ddérang &%réﬁéﬂdnd)écﬁfe?kd&ﬁ as but not
G i omab- H mAb, , anti-CD22,

hi st ones)
“m‘teéj%? 3“d bﬁﬁt‘iatel“al('ﬁiim)hunan mAb to GD2 gangli oside, -

| The RQEdtioR emBratds the@ke S AnGbodize pF aﬁnh&bd'bsm%?mentd $Ecifi®for any of the
anti-FLK-2/FLT-3 mAb, anti-GD 2 bi speci ,

°Teg°é{?$t°ia?1‘iﬁﬁ?'§'§?"saut oanti bodi es, anti-HLA-DR .20 Ab, |
afhe arﬁ}Eédymxhnumy frvgnzentimby bempvmd tz»unﬁkbmaaieanﬁdlchMromal cell
or

molecﬁﬁ%ﬂ?gﬁgag be@e}r%eé%d[ g:ﬁ g&l BOJgr?gr“%lB’l)?d)&‘]‘ 1nclp(ha%6lhge nét limited to

FAP ahdipDR6.ant enbodl ment, the anti body or anti body

f ﬁ?? nt OT anb 0%Y menf%eyfabe Sﬁﬁc &({fgmn eé&ﬁ%[“% rmqux %ﬁkcule

Extracalﬂltlarbmnilyx moleaﬂ&sulmn ohgy be mgmemtwnh te aaiﬂboajnbn an(m{y fragment include
but areanno{t 51 q fo colnagnlf rggfc%ar%fnoglécans th’Aé N ur)g eo% 5catns glastm fibronectin and
lmmnmcovalently or otherMAse) to a tOX|n derived from
pl’l‘ﬁ@&ntﬁf)wqc?gﬁmbog% rf] S%%: Fllbb s-ERCGfﬁJ tﬂ)&i Hlmtspyasptﬁata% ln?o‘l:etcgl%i Tumor
vasculgfurg] ry@wjﬁﬁ atctelde but@WanOhhmmdutﬁ endOgllmagbﬁM i ﬁé@stlatGAM 1, ligand
protein, a-sarcin, aspergillin, restrictocin,
ri bonucl ease, diptheria t oxi n. and Pseudononas
exotoxin, but is-not so limted..
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The anti body or anti body fragrrent may al so conj uig
to a chenot herapeutic agent, a 30 radioi sotope

wQ20pe03%éIn. The chenot her apeuti c agent may be HEF/BS:AD&&JI021547
fromthe group consisting of an anti-netabolite, an
‘anthracycline, a vinca al kaloid, an antibiotic, an
al kyl ati ng agent, and an %I podophyl | ot oxi n, but is

not so limted. in one enbodi ment, the antlbody

- reactivg it a1 MEKGrlass Njagtiagp, PR inopiosehglipids seck erbphowélﬁfa?yésatmwd

phospméﬁeth;’n'élah{’lnevvm@ux? (f&m)Qdd YBGER2 (Itrbmrﬂggnt of Formul a

V\A"é?ﬁ%?ﬁ?@%%g{nelg‘(ﬁqg ! ou)}ild“giqu Ant%sfﬁthgwghwb&%glg include
2C3 (RFCORTARBYS). DiRr a@@mnesaﬂat melspadifa for thor@drbubingé RicRde ziriﬁnbodles

that reaiqtlgqoql;t o ?%ro?grﬁn{q%li%? Stﬁéq%%gtgr?sﬁc na{slarcg)ganlFt ht?l'-[ G]pand the FGFR or

a comﬁamadlrawma thet’Ih[H?BRu Wnﬂﬁddnds of thishgtenktias ifclae cnmaymvons

n’E-S/al gagerq bf’!ﬁ-ﬂ%ﬁ tgng t8clmcc§' élatnblogu krgérgeon 18 elgg dls ilr'lolﬁl &18 group

consisiinlig cff(lfi&uﬁln&ﬁimam[mmtas (B t:d’lb:h&mh:j lgmphoicﬁticgalkem@,@einylzumab

ozogarag:w @%g?fﬁﬂ)? <Jnye gchld leugeﬁn §BI¥EI’ é&%i&?ﬁ a %terrg ¥ FOﬁée lﬁ?léemola infliximab

(mﬂarﬁﬁ‘dtﬁ}y bbwelatiebde@nd enalyoaibidramiiritis), htanemdp} (elcm:mmayi anthuigs) aftuximab,
t051tum? rgf{lﬂﬁ &isd: Iglreeng%m% l eg tE%g recegtlg]r &Rﬁ,glg%%?%ﬂFa%ﬂﬁls?t}elf&gor protein
(TF), (Sypdy mm&,gﬁo@meptmenb abrltmmnnbmuxaan,ami gliotypic mAb mimic of
gangli'aﬂ@’@ﬁ? gﬂfi{oﬁé SR A2 Ho%%be&g' V833 ﬁUEﬂéﬂ&Q& BBH,' dnfl-cD52 humAb, anti-

eficrency. 'I'n anot er enb e subject 1s
CD1 neAl@or tg), MEYX522, cal_pgdvehstltl 51}1:9xea¢is beMagdirumgbpdastizunpab, anti-TAG-72

L. |

(MDXafh%S qg{l l&&gﬁgn%%gm se f hi@ g%?ﬁ%lg'llt éeorg d’(%?‘lne(] -Mel-1), anti-
-dlotymlqnwboslumfém m@ecutahwplalpilpege%mm GMetRb poyi- ﬁér\aﬁy hgAbH11,

© anti- Dmdéréﬁl“l@-ﬁssoél&e@ﬁ%te%hﬁﬂéﬂ??nﬁﬁ.b mﬁmﬁgﬁ%APfGl‘FlOISm‘rlﬁ&) hnti-CD22,

is adm ni stered oral the antib y or anti bod
r.

y
CMA ﬁ?@g%nélowg'cgammm@f’é?@'aii ganelienidscior ed/r3, apti-ion 62 lypoprotein mAb,
ior ¢35, MAPIKIBALT-3 tntlh, aftPQD-2Hispeaificinia, dnnh@cleaﬂmt&hﬁsﬂeedmn HLA-DR

_ e anti body. or anti bod ragnen In. s
Ab,a néa'?mw% Hag’dlﬁ"ﬂé%?"’V"}E/’ﬁﬁnaé’gaﬁ‘f“‘%‘f'xﬁ?o?ﬁ% geAﬁD gi-Y b, antl-Trall

recepta@lBB A, evA®MB RIS, Brsastdmtentant A8k-CbnaaBases | yrrph0| d

b Buam e el SRR e b e S ey amivoy,

and prbkfaﬁlyri; is tr’asmmmhm hanmhﬂaﬁﬁirﬂﬁxdnibbmtneﬁthfhe antibedy: orQiitibody fragment -

: d it.n both I L-1I d I L-1I
'sa“afgﬁj}ﬁgﬁ?g}? o eéq%LYI'F'Fé'EW?‘{ lronoof | L- Iarrggns bot h

aTha dnt(bod)oclirl’mtlbok:lm fragnodnh@sy cﬂmj]!gﬁkbdremaglentlh er @by tvise)ab a toxm '

. derlved ?ro e;llaa}lt ﬁmér S %ld{;q_ﬂafl?t ?hquxm mib seﬁmé’éd %romr%ﬁgqrgrlgoects()nm% g of A

N one emot
chain agmndegtyﬁ:oﬁtatemﬂ chaib tpxdn, aitiosomie Snagthatin@proteinnasasing Bpdgillin,

resmcraew ﬁbm&l@ gjwebaﬁ tox fnlqdma body &&@g&kmﬁdb{m i R Mied! "

€ agent :
ad‘ hv aritibpds er@ntibodp fr?gm@alysy Psa @muga;tect ﬂn@ cmmotlmwutwragent a
t
radxoné%(bg)le lapgé/ytétg)?ﬁu cherjn&héf%lrxn m%g{}g{ g{&’g{}bﬁ tgf Frgup consisting of

 an antismetabalish e@)emlllrycm"teha vine aliildids e wttbrotlgm\ ialkyldging agantnandtan

eplpoa%?tﬁyﬂﬁ)ﬁ)q nhﬁlfter‘é i sd Rfitegt €7 M “substanti al-ly

I'tanéousl y" means that the conpounds are _
admensiesbediggntathe antibogy ofantthody fragmeng is@dminiskrsed ip e s-gb-therapeutnc
dose. WM thin 10 m'nutes of each other-) and intends to -

~ enbrace joint adm nistration as wel| as consecutive

~ admyasioss Fehodisentspihe agent of Karmudad in pdipipigtered @ p goutine schedule.
consecutive it is separated in time for only a short
.period (e.g., the tinme it would take a nedi cal
practitioner to adm nister two conpounds
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separately). As used herein, concurrent adm nistration
and substantially simultaneous administration 8M@eMAR 2007
woeeHotdéiler changeably. 30 I n one enbodi ment, tHGI/6$pOOR021547

of Fornula | is adm nistered after the antibody or

ant i body fragnent. The antibody or antibody fragnment

may be adm nistered on a f ikt day of nulti-day cycle,

with the agent of Fornmula | adm nistered on the

r #hefiesmbgdinsitisthe pganhef Fopaylal is winisterdddn apopted admidjstraton
differeht fr@m thaPof tie an@ibodYr EntflRYy fr¥gnleft. The agent of Fornula |

be adm ni stered once, twi ce, or nore tinmes per 35

déwstllllqthea FrRDQKRSIE: HiE Sebiect is@thgrisedimg ! exmpiemed delling for hematopoietic

stlmulfiﬁoagﬂ'ﬁéﬁubje‘ét leMHofiBmBRbcOMproMRed, ibusSit notaY 1iffited lﬁgéfrﬁ@ 0
MAR 2007 2004/ 004661 E’CT/ US2003/ 021547 -

emb°dd‘9%'1t~°e therspipc e gipally impuseeomaramjsed i may bp 8 asarresyit of nesnetic
mutatid@Qidh adi agahdalisbulingdia 63SAIDOfin 4ddeher &RBYdIMAE thquﬁﬁéct Qfay have an

t he_.seven da cIe The nul ti-day cycle ma
immuge S BGEN of Gy ASTORS 1E BEoub cop g o REon yrEarrgTeg oby inerpisycongenital

hypog&hﬁ@l&ﬁll ménﬁﬁ,&ﬁfnﬁﬂmfvﬂf ablbﬂﬁlhﬂhlé?dehaeﬂag Nend @éle&n‘vgﬁnmunoglobuhn A

i ncl.udi ed to.a
dercigi i anolr SodiBn, ha bt UGN G et Tk A briish anotrer
embochraght fike qubjeut isledh- Nnﬁnlmoétnm.jﬁddngad&bl thasitot Bndeidh@any@mmurosuppressive
ousi ng may al so contain

therapfes ﬁ%f']ebnﬁg‘ gB’F ordg‘ggtbq” the conposition either thereon
oin ¢deembod1mentT1lhe agensdfrﬂontulaons adidinistefed draligiafi@the aMody Grntibody

roam R B R S B P B et RELEMR P
prior te ﬂb@dmbmdy« bsantibduly fagmpms it stiinsotherymbedimen] taé ek dfFodnula | is
the i.nven

adminlr%{és[‘eﬁglé‘gr% %r?ougptﬁgt F ?ages%?rgghond n.ﬁ%ue ée BeulP egﬂ)glgsperlsgof éLd ? G %SF or [L-8

- (KC irsmispledn the ganous smh@uaejm desgtbed hangjn ticis & l&uhﬂeﬁbod that fiedevention

embra&ds iﬂdm%f SitebH vk @M aza?l? it [Wamﬂhuf 5’%&% Fr %tatnon‘iag]qua\ means both

'antlg I N an anount I’'ve to s
@ and &fﬂrmgelﬁﬁg%b%ﬂembedlmmmthea&eesqf Goreutla bib edreipistetedan areagenutit that does

not in@fasE@Fd 1121 leviis admi ni stered at a concentration of
greater than 10"8M 15 In one enbodi nent, the subject

1 & e gmiediaentyibe agept Afarmenblos pdreinisteredie mifiigstto B hours prior to the

antlboE)DdSrrﬂPl{lﬁ)d& fiaSméHl Mnthsh& GbofRef, t‘h@ ehf\& E%Hﬂﬁ&’% Gdmihftered 1 07
odi nent, the a?ent of Formul a

days PERYP HPsaPté‘?C’éa of #ptifody frpgmenst Inxehprether ?raqudwnmﬂrefasﬁre qf Formula I is

-admmfsfefbﬁ'lsﬁﬁ%&htlﬂfy sinh1@ncdA1) GRA the LRkitRAP bNBkibSIYIRSMERN A u.;ehﬁerem the

od furt nprises adm ni stering an adjuvant to

© term ¢ %@gar&al% ﬂBﬁuE@Fo‘% yn MSARS t%&p%wds g édr@ajsﬁvagmlthmgmnutes of

each othet @@t, &dthfnr 10Mihies reﬁnlhrbtlféﬁ)rbﬁdl tdnBoto @mbAkeliint Qchﬁ]l’nﬁtrreﬁlon as well
nucl ei ¢ aci ds MPD,

(o) nmul. at OI‘
os confeiBaary R B b Bsion S Farsepifr it Seisraedh ipe o only a
short paritd @&n theTines icaodetakanimegjean prrmyuoba t& @drﬂﬁts@ﬂtvforcgmbodnbﬁ
adenosli ne

separa%r ZURS %sg(g ﬁ"rgltn ngcurrﬁptg@gl %stre%cﬁmﬂ)s&staﬂw%g]émywmq Fnﬁmstratlon
are useld mtgohzmg@btyal associ ated antigen (CRC)-- Q)l? 1A/ GA733,

SO PSRBT BB S | e i i
fragmePSA- 3, prost at e- speC| fic menbrane anti gen (PSM),

TTﬁ:eeJn lb&ﬁl%? Qllitﬂ)) é)%n?eﬁtt rﬁayco admims?ered (%st d-gy of ml?]tl day cycle, with
the agent of Formula I administered on the remaining days of the cycle. The cycle maybea?2,3, 4,5,

6, 7, or more day cycle. The agent of Formula I may be administered once, twice, or more times per

day. In one embodiment, the antibody or antibody fragment is administered on the first day of a seven
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‘day cygg\(ﬁ

P120ctpsgpd P07y

may al so be selected fromthe group consisting
MAGE- Al, MAGE- A2, MAGE-A3, MAGE-A4, NAGE- A5, @&fdé‘%w

WQ\M@EDMWI MAGE- A8, MAGE- A9, MAGE- A 10, MACE- A KII/US0GHD21547
Al2, MAGE- Xp2 (MAGE-B2), MAGE- Xp3 (MAGE-B3), MAGE- Xp4
(MAGE-B4), MAGE-Cl, 30 MAGE-C2, MAGE-C3, MAGE-(4,
MAGE-C5). In still another b]rrbodl ment, the cancer
ant i ﬁen is selected fromthe group consisting of

qweddx@ptwize deijygaminisuaigroishe agaepf Bormgadon gach of the remaining
days oftheHevén A8, GAGE-9. And in yet a further
enbodi nent, the cancer antigen is selected from the-
g BEukicsiax pxcls ey bsrrepsateg twirgtiice, fyrtinres, onmgre. dimranalso be
repeatdd it VarioGdHrathstof tidie] iR@SAng BUR Aot linlHeltof ARk Ya mbHER4H/E ﬁMnths, or
p2l ras, RCAS1, a- fetoprotel n, E-cadherin, a- cat enin
more. (i -catenin, y-catenin, 35 plZOctn gplOOh " PRAME,

N‘I‘hE&ﬁp]:sm@rdbeﬁw uﬂdﬁtmrﬁﬁi QJH%rQQQie&’ m@ioﬁsnﬁéjiulch B PdRlather, a box, or |
( f Odl‘ MAR 2007 04/ 004661
a bag. F@?ﬁ féaﬁfa'“ S rucHORT % ysH °§ € cqrppos P eifsethersqrsor therein.

The m@flxlﬁons@:ﬂlsgﬁxﬂgbtb a6w €2, coftbits &aﬁ@lduﬂﬁ 416 10 BRURE) including timing and

* dose gfipafling 1 Hese '%fe?\tef%E‘éfwangﬂ%éfaﬂ%moa%a%?ﬁ%@wed ina kit

(EBNA) 1 brai n gI ycogen phosphoryl ase, SSX-1, SSX-2
%th SSX- 1. SSX5 4, S?X-d? SCPl- . and CT-7, ,
c eragge eMERUOR PIRVIAS 2 pediodifor sfimatng g mpng fgsponse in a
subJeccwrmensmgMmlgemsnmmtsubjmmh need Dﬁ:lm‘ﬂIuhthsti‘nGszIGﬁ tan hg?:nodfhmfmula 1,

and anlaaﬁﬁge%t ", ag E?Blgﬁ eff%\’:?{‘ t:i? sgrg}lltafcé an ant r%n CPerch S tugr'r"l‘gqe rﬁggnse wherem the

agent ¢fdoegda hg adimipésterest aph CQMananmewftgrearer tham &0t hods nmay
{4 &dan oﬁa@arﬁ&b& LERLP bl SUPject WLh a therapy
sel ected Trom roup eI S ing of surgery,
r froérgtembpdimentdthe mmﬂ’fenmm/l is 4d@ninistered on @ r@niboshhaduit ,In another
embodifiént qg@ ntQF SR i@admifisreli 16, R bBShi gxgl:an{)n an rent from that of
ant1 body) are adm nistered prior fo treatin
the anigeBi ect with a therapy sel ected fromthe gr oup
C fNdlofhe} éhtbo@ment Fid fevhod rﬁﬁfﬂ]‘elaéo'n{bnseé ngmfsaﬁﬁggrhﬁﬁ @QM to 112

anot her enbodi rrent the agent of Formula I

subject, 11 ppFmhegmegh etsdiyant et frof U BioBB eFistRS erﬁé’at Fliggera toxin,
CpG .ﬁmhﬁn&uhhﬁﬁﬁy rvuctekt a@ldE hm’la Mprahegsed fromthe group

c nS| st hﬁ% 131 ?Pg radi ati on_and chenot her apy.
PRy therlige ra senceraqtisen g Ihe capser prfigsmmay pe splepted from

_the grdubeoxﬁ&tth@MART 1/Mi8ar2Al 06! Yiernd§ife &Qﬂ]n@&eﬂinﬁd’n%r%ﬁmQK@Abp)

d t t t th ath | ected
FAr, G 6 g e B i e A 2R e anien
(CEA)g:ﬁAlmt hspapgm lAM oY) proetate @picRAhtigeh hl&‘.ﬁagfém -1 quAF@{P@ALZﬁ prostate-
e su or nt i

speife gl P GRFF Pt Lepledk D reBibeiband DS Hamitemmucer
may alf@baglested from tizechroupi consistiag of MAGE@L\E MQ.@E‘AABH_AGB RBIINGAGE-A4,

of .t _ .
viaci 55 5 B5LGE B2 S A GE A\ OHRER A T o
A2, NigGRNpd (MAGE-BInMAGHE-Bp2(MAGE B3} m&]setpm (MAGE-B4)XIMAGE-C1,

h

MAG]%@? %ﬁgg F'iﬁé}g ’éﬁ ' I\(/IHG% 52 ﬁ\ s%n l%en ergqgodlm%nt %}w QB?eﬁmtégen is

n another e
selected fiom theigrows eonsisting of GAGRe!, ﬁMFeb,tGﬁeﬂiE-érGAGE -4a6AIGEFeT) GAGE-6,

_ GAGE(’P hAt(}’EeS @AG@ @d)%d il Yot E‘FL%E}%'FT}bﬁmgrﬂ' e Qf{nb%;dn fgen i A9 ste}ggted from

adm ni st er ed e subj
the grqua cmﬁm@f BefoFe RAGHRILAGE: |, A G GndFV, tl\h'éMahﬂ%@nty(asmatehgﬂ

MUC ﬂﬁl‘il&/ tmg:hb)/neuI &1?&@%@% ) SWQQHbr@ﬁ”E can% a%iat%giﬁ%c ggnm y-catenin,

For mul aé dmnistefed to t ecdt

4 RRANE QY 900K, cdd admcwgtms payposiseoli protein Y(APC), fodrin,
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anti body). In one enbodinent, the antigen is 3 8 MAR 2007
m crobi al antigen. As used hereln a m crobi al antlgen
WQ 2004/8046GInt | gen derived from an i nfect i ous pat OHES2003/021547

and may include the entire pathogen. The antigen may

be peptide, lipid, or carbohydrate in nature, but it

is not so limted. 30 In on&-enbodi nent, the mcrobia

antigen is selected fromthe group conS|st|ng of a
Connepinc}7elgrigiotypent §.@p75, G¥hgeoglivatte.iD2ganglivtsidggruman papiliaha virus

.protellﬂnﬁth&?ﬂm@of Mmglagntlgé}.% ?rl P%%B&V 81%5&%' u:lga %H%E%NM 1, brain

one enbodi nen efi1al’ antrgenis
glycoggn phaspharylage, SPebi 8- %@%tl‘é&%bﬁsmeswgmﬁ@( -5, SCP-1 and CT-7,
and c-§8B31 sting of E. coli, Staphylococcal, Streptococcal,
Pseudononas, Costridiumdifficile, Leglonella
PABePATEs @lsa dncluppsens phihe eppceriantigsns wmertianedBnfrewisbrespeet to other

aspectébit thORMI&GHiBA, sudek Ft@kdntble 18bdedRlel # TaBR 152l MONel | &,
Listerja, Pasteurella, Streptobacillus, Spirillum

THLSEAB FRbOARER R lREveoine piPatts of thoynyenimRtEguEthodyymay further

%0 6é4tRp AR Gln RV ARPY Geddoad fromlB YINSAHpl P b
compl.Noc rd?a GﬁrdngrelIg$&canpylg%ac?g§&58pl?%%ﬁgg{ggyrmhmmn

) _mmChﬁpﬁ gd®: Bacteriodes, H pylori, and anthrax. The-

m@h&ﬁib&dlmaﬂlt e hdegedT Fﬁﬁxyulabﬁand @el avfkbn {(6rARR Ahtibody) are administered
ter eci es s tubercul osis "and M

proe F BERUE et ¥ heGgY PRI L FHUBHBE RS o srsery, adition and
chemoieRpsli Imembthertehbodiime ] tha Bien O FotrbuldBand iRchniE AN bPanYibsdd) are

i SO A R QU TR bk i St s

radiatioly hMQﬂbtbeta;fyu Sip yatepathértentbodimet] thel Sgenhﬁ%fmttla Ban3 the antigen (or
ti.s C virus, .human oma Vir

snivorb o ERR P b e 4t B B weRREWIRA Piaby TFien mphe sroup

consising/efisurgeryr edipianahd chensyhespy.i al virus, varicel l-a-zoster
SV ,

a?{[) g@ganhL%%éﬁeM Eﬁéﬁ%u&zﬁp g cﬁﬁﬁxtséégﬁd ﬁhé‘gu&éect %nor tc* the ?ﬂtlgen
(or thegantibaslyh | In apntlier ersqulmnt,dm oﬁﬁormuhﬂwdmmstsredi echedibject 30
mmutefsrtgml&l?gbe%rg Hcﬂmﬁ%{ﬂaﬂoﬁ to# {ﬂg alq gen?&)p ﬂ%eq}n?o%hy% th aH&K“% erq)odlment the

hi st opl asnosi s as

agent offiogmie é!séﬂléi"!}@mﬁ’d@élﬁ §"bm¥ )}/tOOkdm/s: brfore admip peratgxnldf s iastigen (or
the anff¥dgjyONMy COSi'S, mycetoma infections,

pseudal | escheriasis, and tinea verS|coIor i nfection.”

| #p aother emhodimeats the atrstipiRopmula { isedministesqdtp theaphia efter ths antigen

) (or thethtiboa®y! 1h hMeReMBYdRdnt, SheSRER 'o?ﬁorﬁr@laqga%%m;téreé {3 %hﬁct 30

- group consi sting of amebiasis, Irypanosonm cruzi, _
minutq A0 B Py aHiT ASmIpISaUR ARG ATiEen (Of e ARPANY In another embodiment, the

agent SATORANLT §ladfinBterddas M Satjdkt ARJ Bdayd 4P AARRERIoR LHHE bintigen (or the
Pneunocystis, Trichononas vagi nalis, Taenia,

antlb°¢10rrenolep3|s Echi nococcus, Schi st osom asi s,

N@&LGne @m&bdnﬁa’ft QRSiigerNe & AliQ6bid ABdeR AAY Ssed ﬁ&ng:{ ekl Snti gen is

p The.i nventjon i ntends to enbrace vari ous
an antiggy it Fim SRR B RO SR 8 B PR SHBE paen ST antigen

may bdflﬁfrpeden lipilj @ carbotgdiatedn ngtii@MuElR $s riobso/iRitednot her as pect a

C 03| rising an eff ctlve a unt of

- DERE Spbe ERp TP Eic R he s o s oot DB yising ofa bacterial
antigerf, aawgelnatteridl antiges, aavidabahtipanna funpdl @ntipeiRas b bar@sﬂtnc dntl getnh er

C i rimaceutical ly, acc % rrier

o LR e R PRECH e 0 s T b e nredig rom e
group erinsigtirigaf €. @it $tbph}'jpcchepieﬁtchptwodcﬂl Pseudomonas, Clostridium difficile,
Legionelia, Pneumococcus, Haemophilus, Klebsiella, Enterobacter, Citrobacter, Neisseria, Shigella,

Salmonella, Listeria, Pasteurella, Streptobacillus, Spirillum, Treponema, Actinomyces, Borrelia,
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25 nedi ated cytoxicity. In another. enbodi nent h

ef fective anount is an anount to treat or prev% tMAR 2007 -
WOARH4661 n sti |l another enbodi ment, the eff a/UK2003/021547

anount is an anount to treat or prevent an infectious

-di sease. I n one enbodi nent ;- he anti body or anti body

fragnent is an anti body, and it can be selected from

Corynéhgee}glﬂ.{q% l I 5t {Eﬁrg%ere lat%wglolb?cit N p&rg F%g rce>tgttls ngﬂgnodes H. pylori, |
and anﬂ'frefxeCt ive arrount of an agent of For rruI a I and a
cer nt | In o nent
%rm/cq %%?%WHHPZI (FC{I\rlfbggJ om a m%cotbpc?er{eat %)gglég S\{lgh ZT.S M.
tubercﬁlbtrSarﬂll’M Ie;trlmebutasmsct lssmmefd t he | nvention, the cancer
a['n rﬁ%&e{ grm)d{men? t}]%%prgll aqg ge?l'#]&egr%h fécgrﬁ grrr]al s%eghg%@&{ég%%% the
group s@istigaf HIVoHerpéssingplous:s ﬂddeprpq;dm@leer ViNias2, 200 megalgyirus, hepatitis

A viru§ 8'384459 Qﬁﬁﬁrﬁs E z{trhjs%ggéy %@%ﬁﬂlfl&lﬁa vi temI ¥ s rotavrrus

e agent 0 orrru ate

-adenovtis) mﬂmm wrms msplaltq;msec)dfal yneawaerellatzn%n virgs, gnell pqrs monkey

Y ot her aspect, the invention provides a nethod of
pox a
preventing an infectious disease in a subject at risk
ofin vkt vedtsp embodimentiheclsngabansicen is deréved Eempsrfiigahypecies that causes an
mfectrbxqgé?éckédw aé‘gx%uﬂc%&n lof Edn%lﬁra@fs rhedEME |hQEUpﬁgm§§qs blastomycosis,
I ous di Sease adm ni stering an agent of
paraccReidividomypasis, erifecoseasisezsperpifotin CRBHOMYCOsIBf MXSEiOMY e"ft’%‘ons
pseudélf%gél‘lgﬁaslsl-anld tinkdWePtIR fHIQdbeNnt , the method furt her
onprises adm nistering to the subject_a m crobia

aﬂn stieanotherambhediagn the prraniic afigenjs dirived frem 2 apravie, Spfrcrrs selected

from tH@ ErofpRRCLETRIYE ambtiRis] TrypaobdMbreb, FRTHRialiS LeGhRMIARR, Plasmodlum
fromthe group consisting of a bacterial infection,

Onchagpreigpis, Faragenimisis. TyRapesgap bf%f'e%‘FP'BPFyéﬁ‘fdT%\°*‘65‘P%F§|VP$'E“"fOTae"'a
Hymeholetst E€inocadts, SERG&omakis iRudeystics@sis Neaitbd dierigin@bl@ad Trichuris

l.isted above. In one enbodiment, the subject is HV
trichukidgat i ve. I n one enbodi nent, the viral infection is

S dihe Givestioh liends feentEaes pardos Sﬂtfgénsl’fgmﬂﬁe infdcos @sthegenpreeited

virus 1 infection, a Her pes S|nplex virus 2

ereit nf ect i on, cytomegal ovirus.infection, hepatitis A
viThe mvenrtfora @tdvides inhyepsibihed aspdat a/q:cmumsrtrqm‘ @olpriging an effective amount of

| an. egen?gfal't | t1|1laI a\nlalntl@od%&f zﬁ\?%(&&i‘sagﬁ%{g [ﬁ&r@@“}&(ﬁlﬁ?ﬂt tl‘lg éﬁnposmon

sten arr vi 1 on avirus
furthei- cﬁrmisemhamﬁlcaxﬂmb\apcremblc nérget i on, i nfl uenza A virus -
I QE Sr?e f{nfyadm{eﬁls Br'e reﬁ%c?('é/ an?(yuqf ¥tan ernor}ﬁ't {o%ﬁm}r{ﬂ{e%ﬁ{iﬁogp dependent cell- . -
~varicella-zos Irus I nféctions, pOX
mediafedfcgioKictin, In mkfeymp@rmmftbfmffeewemwsm amefieide freat or pravent

| cancexy q]ﬁ sﬁp%nﬁf erﬁ{%aﬁrgnt tﬁe@ﬁeétﬂy grﬂ&dn? [§ aR meﬁn@ %Streat or prevent an

)0S1 t10on conprising an effective anount of
mfect'@g €38 Forrmul a | ‘and a microbial antigen, V\herel n .
the oftEiHodiHent- e ARRAY of StibsAy Mk Adie & aﬁl‘aﬁtrbody, and it can be selected
adm nistration at a dose of greater than 10-8M In one
from thergroup HeettaboYe ef fective anpunt is an anbunt 20 to

t g ﬁ“otm aﬁ@&"tﬁ@ﬁvé{ﬁon Brfoeraéd QdpSiRASMprisIiPCanlBeeétRRlambunt of an
antl can be sel eCte from tl'rl) ?r oups reci t ed_ above.

agent PfrF%i'e‘t“aéﬁPﬁ h%ﬁ“c%é‘?}&?’[‘ I“t°ﬂ%e']‘"i’Rf'éPﬁ e ebie R YF qBsuy ‘Sr?@taH’SH“t to
treatJrgfevgfttrcm&,atr ng an inmune:response |n -a subj ect
having qQr at risk _of having cancer conpri . v
* adRi 00 RSP of e BFRtgR 1 o, SHGE 4K P Peptid anigen,ora
lipid antipdiyibid it iOfot 30 iR ERINThe tankerraftigea cdn be&ﬁﬁct&i’\fr@ﬁtﬂe@ﬁﬁhps teBited
an anount effective to stinulate an antigen



10

15

20

25

30

25 specific i mmune response. |In one enbodi nent t%g
subject is HV negative. |In another enbodi ment‘” 2007
WOs2904/88661i s a subj ect having cancer. In yet arCib€a003/021547
enbodi nent, the cancer is selected fromthe group -
consi sting of a l'ynphoma or | eukem a. In still other
enbodi ments, the cancer maylde sel ected fromthe
- groups recited above. In one enbodi ment, the cancer
above. kn oge gmbediment; the agent of Eermatedtinormelatiod thic pdministratioe at a dose of greater
than 1§¥W) €ect 30 has or is at risk of developing an
i nfectious disease, and these infectious di seases can '
bén ¥ek proghes aspret e invepsomprovides arrasthadend peedenviag an infastiens disease in a
subjecARRE bf@%lo%&@ﬁ RFBIRS HisdaSe (f,drlfphgiﬁé ld@ﬂ[ﬂ'lﬂg L& é:égat"i‘@k of
antigen such as a cancer antigen or a mcro obi a
develoawe.ag aectigirisspsenand administraing @ agepted Fermyia It élegvlmppgm an amount
effect,pgﬁl,ﬁmegbpve I n one enbodi ment, the nethod further
nprises treating the subject W|th a therapy sel ected
f Jfb?ﬂeteﬁ@t)@r"snfpthe ided furthey compuisgs amigistering o Aie sybjegi gdnicrobial

antigel, REIBRENREA S grdhpSrebid aBOR 7 Tn Me&@@cﬁﬁx@rﬁ“tﬁ@ﬂafectlous disease i selected _

t he agent of

CT/ US2003/ 021547 - 15- odi ne
from tg%?ﬁ‘ﬂﬂ SPNFiStg @ ?H%?teé'ﬁ‘t'l‘fﬁ‘étf?"aﬂémgﬁ' CH?"BFE‘F\@&‘ F‘F‘i?f‘ apgya parasitic

. infectibh,@ad thag: cah besetddll G6in td drbups liktbeabapy, sel ect ed fromthe

ChEitBrpamyne B ainstl WY nisnis e SmeRmeny dh vig nfction s

selectdad‘fdimiha gioupﬂtﬁi'nslsﬁﬁg-cﬁ’lﬁﬂ-legﬁﬂsmxbl%x Quthis Mh&tt&fn?ﬂHaﬁpEsﬁﬁmplex virus 2

| mfectla{x eat Ing %H%V"é'f rrﬁeézpérg ‘ﬁ%pﬁf\ﬂ\fése.'? )\/Il’rusrlgg ggylgﬁatgﬁ g vei‘rcljjs 1:nrfecc):tlortn Iplepatms C

virus mfcetmmt hlﬂlimn)jlplllbma Einamtfédmen Bpstbmd!an‘emt:s mfehﬁorﬁgﬁﬂru@fnfectlon
adenovn}pu{smgecﬁlog a|{\ﬁluenza f Hléus S![l‘,l cgléag,tres\mr% rySyp clsxé?qrvgrgs glgelctgc@re éachella-zoster
virus ihfections,seal) lp@upfecnms msnken gooinfestiorgad FARSanfeaionon and
Trl‘ﬁ_@tanlﬂﬁlﬁe?g%bect thdi ?}%"IH%"Ié @?@E r!ateégmﬁﬁﬁr? cgﬁgﬁn%m%ﬁeef@&f\@ amount of
an agentef Formylybend alrmm@bnabqnag@dwh@m theiagent of Forhela & gdfotmuddted for
admmﬁﬁﬁﬁﬂﬁl a@a Hose Of Qrgmr%aﬁdﬁ‘sﬁd 1} &re eh%@dlﬁ\%m{ tﬁg Effe%gvergl%ldﬁtle IS an amount

hours béfore administration o e ant

_-t°“eaét)flH"F"eaﬁ%t‘?fé‘i“"é%%?é?enent the agent of Formula | is

la@nhagndriin iR c&rﬁbetsagctMneﬁlE g&ub@reg reflaysebef ore
adm ni stration of the anti I n one enbodi nent, the

adferftt aptharatpieh e invengionpray! SRS BRteR TPEPUEN R R fesponse in

a subjédd BAVRRESR Bt rlgk)bﬁ'ﬂiWngaﬁcbﬁ&JH@rlglﬁg AdminBRIiBE R 2 JuB¥&!iS nddll of immune
(KC.in mce). In_another

5"'““‘@‘1‘?&5’Buaﬁ“é‘ﬁPF F°"Ph‘é ; é@%ﬂt antjgene i aamaunt effectigiio simy laiera @ntigen-
specifidimmiBemdipohdeat does not increase serumlIL-1 levels. In

th t of F | (I
Ny N S TS

A subjecohmur%ri:‘aMr e yét, anbthe eslu&jmaeﬁt thécaﬁlbﬂrﬁd'hereftlaﬂﬂblﬁ k}&tﬁdtﬁb@oﬁd'htmg of
vant an t1ona
e tymaiph S RUen Bl SO RSP R et e Gt s

recited abave obitdnerernbddiment, nhecdasdec is ameetdgasis. NiPket ahdehir eﬁﬁddn@ﬁ?t&e SUbJeCt
h.as or E{]Lé}é oﬂggetlgr})?{ﬁﬁ%qmcqllogse (ﬂse?sr%r d thses% Fecé(fUéglse?sF %]npﬁ &elected from

one a I -cancer

the grchpswprtqd@abgves i oy mﬁoﬁmﬁgeﬂiywbjeads dtrthemudaivdstered-an antigen such as a
. cancer%ﬁﬁ%gﬁtopgmgblal ath e;mlﬁj]!: g%? &B bQ?elgcteI% 1'{ gnet%e Ig%u&s}-{ﬁ%é gabove

er aspect

r hscp@mg@oqhmentathﬂ mnthpthfunh@(cgmpnmmrggdg ﬁna b;lm;t with a therapy selected
t in need thereof
fom TR SR UPPAER, Bl b RS’ o FoCt i ve 1o

i nduce I'L-1. The IL-1 can be IL-1 aor IL-1 P. In one
enbodi ment; the-nethod can further conprise '
adm ni stering an antigen or an anti body or fragnent
thereof to the subject. The antigen can be a cancer
antigen or a mcrobial antigen, as
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- 25 taught herein, but it is not solimted.. _ In one.
enbodi mrent, the subj ect will have a sur gery | 19 8 MAR 2007
- WOaae84/#dé6lenbodi ment, the subject has.a skin aEE$2008/021547
froma trauma. In yet anot her enbodi nent, the subject
|straveI|ngtoareg|on|n which a m crobi al -
infection is comon. In onel¥nbodi ment, the subj ect is
elderly. In one enbodi nent, the agent of Formula | and
t Ireong sberdimenty the pgsniafiFatree k ang shetretigen3ge ddmiristeredh gmor to treating
the sulﬁé'@?m mt‘a’py Eagcté@rﬁdngﬁ@ gnlo§p @(ﬁi\mstnrlgsc;f @nﬁrﬁﬁy rﬁi'(ﬁﬁ%@ilahg chemotherapy.

one enbodi nent, the agent
In anothgrsmhodimepe &e@g@t p?FormHlaémth@qmt@mq pqirelmsteregi faBer treating the

subJecﬁwmtI\ SerapshidciRa fl@gﬁﬂé gr8fip doRsif4 %f Lur é?%eam&)nand chemotherapy. In
adm nj st er ed nmucaqsal ugxlrﬂnn st ano er aspect ?1 ?1

another grpRadiment thepsgpioh Serm bifr e@ttgeﬂ aie admimstgred hefrye ad after treating
the subjmﬂﬁ a tHefiplp Sd1ERedi fonPthe BIORY é&l@llstlldé dJt W@]‘? (}Qd'mro‘ﬂ m'lé;agmgtherapy

blﬁ gngﬁ dmnlsterln bj ect in nee

§14t ApYhgre %@1@ t Bpgepmfﬁgmallq_l |quifm§ﬁte%@m subject prior to the

antige®f lh@Gélatd@erhbbdiréht) @& dgbnt of Formila8 14\4%%'"3&@er to\@f%bsu ject 30 mmutes to -
n.one e

s h ﬁ 4/ 004661 PCT/ 552003/0 1547 - 16
ourg °'§G%P ioysjratipn of fhe antigep; (o sfj PF%P%HE’&)O%F%P%%BW?@EPWI Is
admmgfefvdmo doBict | RO days bk Ehmlagamgmbuhﬁgaﬁm a such as

h u%lg gw.ﬁ%(gﬂsxg{}ﬁ? lﬁ%ﬁﬁu(gFgem %Sg%&dgrh zmaamount that increases
lymphoidmissue (ke spleerr)dy\/e(sﬁiﬂﬁ) 1, Ca(ISF seﬂe&mc/m m.aaru np@bmbwmuad.mem

the aglhy BFE QR URT oS F an Aot baCorSFo lteath symalLst i in one

embodiraent,tige agentaf Formutald ioddndsisteled Di adpsaof dréstes Kifag 11 oFM.
( [ ondi nmef hod. conpr
(i:Pm g Sﬁermﬁn t¥e su Ject |s Jng%r ad Sﬁeéfé%a"oag-‘“gﬂlfﬁmf’ S}géxgjﬁﬁw is
optionally salgeted from tklé(grmlcansllstlnglofathrlawhuﬂfa t@did, ©pGi lmeluh@;tlhlﬂduﬁ)enucleic
acids, @pthﬁp@pmt(%g:g{ l'y or prophylactically effective anmount
subj ect. The nethod may further
c Bryst another erabpdjmeng siei sehec@f\asaloswﬁ@ene dmeapiiegncer therbpyrseskted
from tif gr&ﬁ%@hﬁ’@ﬂn@ of su%r)a'ﬂldlak:&li a{n%%ﬁaﬁ](ﬁhe\(fpyc Ond' ti ont The IFN
isS not so
| ;[‘Kq lfléqﬂltloq pfoblﬁ@ 1 ﬁqu@prrﬂspec{, ﬁéneg@ﬁ (ﬂq>rtspmnla1u§g g@rimmune response in
a non- irrﬁNn%anﬁﬁ&ﬁh@&i M%e&@ﬂﬂbr‘ién@ﬁdmﬁﬂ%r Yo PSibREl. 1?{‘ ﬁse%Qthéo?gﬂ agent of '

the group consisting of viral ectl ons

 Formuladgigap amayp gifectug iodnduge - b aThedh- cambethel UeQ’ftBbdﬁnent

-t heons th&ﬁlhedt&he bt odPQd 'erih\ér%onlpﬂs%nﬁM‘ HGhfigen Bpﬁl antibody
condltlon is a chronic inféction

or sEEEMREFE o PEMOIEhe | UM GENe] ST SBiEeBocHPiSrabil antigen, a
taughthﬂﬁnajlbdt ltSSIBthd]Iﬁxﬁﬁddl_OH chronic hepatitis C infection,

roni c cg'gst ei Ei 1giﬁBar, Virus infection, and
t (S8F ERPSIPeEnt, ths yyBject ?Vaé‘rsgng'ﬁc Ienotheessahodimant, thegpbiect has.a
skin alxmromlﬁmrmt,raui(ap Qsyet Snotlﬁﬁérﬁlﬁﬂd&ne(nﬁkl%uﬁﬁ&tai P ¢linglth h fdgion in which
and e net ast ases

d
L R N MR
" raong tmbddimént, qneragem of ﬁmpyl a(wthg antngéh u@_t&hﬁ&&d&&éﬁdher
sor der

T
T B AR50 Bt Ropten, e

-of Formuli { isptiministrédarallyl dn arloFidk enttsyd e, vt antigedliahd DB Sgeat 6F Fdethula |

areboti]g rﬁiﬁﬁ@%d%c@%ll?o rest_rl cted however.. 20 In one

nent el L- is IL- IaorIL1(3 In anot her
elmsbt!i piasher aspediof ﬂ‘etlﬂeldloflmmﬁm‘d is ponided festimulating an immune

respon@dth BlrhiEh wgms.ﬁ,éwﬂgrgmm &6 Lectacomﬁﬁggngdrr}e}%har\{negptgg SBiecy jp need

ted Tfom con
thefeOflaFlﬂlSenF meala@wawteffepwuwduqe ILganci cl ovi r,
L- deoxyt hym di ne, clevudine, a therapeutic vaccine,
phosphonof ormate (PFA), ribavirin (RBV), thynosin
al pha-], 2 3-di deoxy- 3-
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fl uor oguanosi ne (FLG, fanticlovir, |am vudi ne,
adefovir dipivoxil, entecavir, entricitabine, r’dMA%émm
WORpHeG4661s B- speci fic inmmunoglobulin. In a f UrRGEUS2003/021547
aspect, the invention provides a nethod for treating a
subj ect ‘having or at risk of developing cancer
conprising adm ni stering t ol& subj ect in need of such
treatnent an enzyne inhibitor selected fromthe group
c dheesmbadiment, thesyhigsthasa grietia deficienty siectod from t@DICoup consisting of
SCID 'a@ghrhé%lwmm&m%ﬁhiﬁ‘s BARG’s fga.mngglsmme,ﬁ@ Andbnbéiin
i nhi b an agent of Formula‘ | 1 n an anount
hypogaspmagleluligernia. GopTIop variatirimypinedefieiarcy (FRGYread aalasties imamnoglobulin
Adefglggcytyr osi ne kinase inhibitor is selected fromthe
roup consisting of Genistein
( Aﬂ yab a furthey 35peet e&fw EENtiat@resthod 15,prpvidad: fopfreating a subject having or at
risk of(d%vé‘op@n 4ol lht‘éﬁfér@KMPh?Fb)éﬂ)c)nswér&InbiY b Mede mdMRARBMBHdeD bérﬁn'mstermg toa
mycin A, Daidzein-(4", 7 di hydr oxyi sof | avone),
subJecAG_neg;g@ su?}}tgmgnen an atggnto g?rﬂww
an amélint BIYELE OxipRBY b Iherpdutical§ or fophiHcaay RITFEYE MREMRBAL-1 in the

. a H (2- Hydr oxy5-(2,5-. . . : . L
S“"“b“ﬂ?d?%ﬂ%ﬁ%?% %E’ﬂ"—g? 1dﬁ§}tf FBWIC% ASHIEt bving or ptisk of developing
an IFNi-FHQﬁdi\&We edndDdidh MTERd IFNtlﬁkﬁ/ lﬁm\ld mm(bizﬁ ,OFNp &r 188y, 30t 86b©d limited. In

o ARG SR O AL A% 0 B2 T R Bl e o

conslsﬁﬂ@dﬂmmﬁﬁitlmﬁdﬁ%&ﬁd%ﬂ:ﬁés?and]cz.ncet' hén deRmibbdIRSH, the subject is

HIV pfﬂ \258' t %@Eagiegtc EBQIELFIII &%én(ﬁsﬂg E;%ggﬁggscaoc%%n% lln egnon sel}écxed from
the grdhp(cdﬂsﬁ'dtlug phpdheonid hepaitisB- infettion| chudrfid ephtitis C infection, chronic Epstein

Barr \plrus {rﬁec)uon ﬁl_&(f' %Lp)grculgé{s t(?{l\er'c:lggnﬁgrgﬁr}oﬁ: ug P?ﬁatocﬁl iaélczg«&lpgaa Kaposi’s
Sarcorha GXIDSkélagd o thickgomsinsthelagmas, aﬁdaregavaiTMModar?\ét)astases In one

P eriyvative _
embodi {Eﬁstﬂe & %{Pg?rﬁs’jr%}orﬁﬁtl\ggl €. 9ezbt(aﬁt?1 gb aﬁg] rrzlg)s @. B di drug A@i‘&%ﬁg Thus, in
one emippdifagnt, theslisordsoitidmermesistant. He apotiss amnbesfitentthydisdrder s multiple
sclero§Y, nﬁfq%ﬁbh&veaem&m&ns arel bt H&hadd 18 pdR Eue A ve o the

I nvention, a provided for treating a subject
héwwgrr@Pdlmaet th élkl (bﬁ‘ILd'é\Pé Flo;b@ n'g ageihetiembedimeitathe method further

E compr@’sﬂesﬁ’aﬁlﬂﬁﬁst&q’:@% kel sOSjecR € B3cBhPLcBYd e[@gnttsgle&ecﬁm ﬁ]@tgrduB c&%EQng of

ggch treat nent an a ent of Fornul a I N an anount
IFNa, 8F$Y i 15R> Yo Zbgrrygloyh | Faéaftaawclawr;&rﬁeowhxnudme cheyudine, a

- thempeﬁkhaﬁlﬁﬁ%oﬁwohm{mamm $iBavirSHERIB V) YehH8osth tﬁHﬂlleg_’) diddoxy-3-

10 | h
RN A A T ol

hepat:ﬁes-sﬁdcﬁ‘mmmnumog?otﬁubj ect. The nethod involves
' rec (ygﬁg an anti-m crobi al
T

m{&ﬂ‘s‘terl ng to atsub eccfg
3PSO e TFRR PiRIIdes 3 methnd o Meptip A utcr basnepeatrisk of
develdpmg k:mtmntphang dslinieteriigs | lasﬁlﬁd?ccm nle€d dﬂ%@ch&%ﬂmeﬂl @r&@n@ inhibitor
one havin

selecte%%oq the gror%p %nmatu{ﬁeqq 8 arﬁsdieehxpaf%lpg B{“?'o‘tﬁbg‘.'%@% a I\Aé kmase

mhlbltgs emtl anHH#¥ER inhibitbreartden agent oﬂﬁoﬁﬁﬁla DhnSan dins@aeffecti@@ b inhibit the

cancer rlﬂ &{e%mg%lglgm &gyéﬁs&ee kat{gge IIH% 1 or lS se t‘é@? %rﬂiherﬁr%qp(agglgsisting of
Gemstpmﬂ Jell- tmvgyttrgxylsnp@pvdnp)ml'Y@hbstln)233(3btafctrfbydlrumpha\yl), méthylene]
propa ﬁﬁ*ﬂ@%&&ﬁ Im%h A2 D\Sld%rﬁ)gl 3. dghﬁ/?r%éf' F]of%vtp }é%} f6’ tr %arboxy-

1 OUS
4 hydr%(ys*@mébﬁéﬂ 5”fcl1h»rerXMﬂ>hgwbatparcm|l~§18mg?-bfdrem45§(@,6er| al
Dlhyd}og;'kﬁﬁﬂlﬁnno)az Nﬁd&@!ybén%x@%n& 019 ’anﬂ%%gﬂﬁgdﬁ?éﬂ{tﬁeg &Eg ngr

par asit i nf'ect PErT Al
selected ffopcthe arﬁuw %onalswaﬁ azahﬁ%sﬂ nfeei6,0n8, a®t pidr lulanether embodiment,
resi stant - mcrobes and the drugs to which they are

~resistant include Staphyl ococcus aureus (penicillin),
20 Streptococcus pneunoni ae (penicillin), gonorrhea
(penicillin), and Enterococcus faecium (penicillin).

In one enbodi nent, the anti-mcrobial agent is
sel ected fromthe group consisting of an
antl - bact er| al agent, an antl -VI raI ~agent, an

oy o o " - o g,
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In still another aspect, the invention prOV|des a.’
nmet hod for shortening a vaccinati-on course. AB 8 MAR, 2007
WOrR9P490661" short eni ng a vacci nati on cour se" reflKI’lszuszoos/021547
reduci ng either the nunber of-vaccine 25 '
adni ni strations (e.g., by injection) or the tine
bet ween vacci ne. adm ni st rat'?Jb‘ This is accorrpl i shed
stimul ating more robust i mune response in the

the Méé lsjnasetinhibyigps '&ﬁeleﬁedjfrmyhe BrOMPGPRAiSting of I E242Q (et GmiINI- 1493,

pogs@s@mu ﬁl‘ij%b%ﬂyl? 9. (&Ln&ms@@hyupﬂem@g@&nhw .muo@@ 1R Sl a

For mu I N an_ anount f'éective to I nd UC_I%I

fuﬂhe'aﬂn%ﬁtwe@é H*es'?ﬁcﬁ inhigiterinisireted Gomdhsmoupcsonsissing ef Farceva " (0S1-774),

Tressa 251 430% Weregh7i (Gu|ﬁaZM%QeH@&1NQnLFMWQ§%ﬂuﬁgﬂﬁaﬁh&aﬁ&lee analog),

vacci nation cqurse is shortened by at |east one
AG14p8 i ypoops eghodiments, thecamoypy eéfﬁﬁwsrweeéglstﬂ@%tccu nation -

- COMYét @nd ﬁoféhﬂj’e&t&ﬂ el iDenfihCa mBINLA s pAivided for tdting a subject having or
zatio de [ mmnl zati ons, or nore, Th
st i (BRI i R Y U e HBPTHGIS ST & ubiect I eed ofsuch
treatm@ftiin it 6f Forgula © irfanSiiduMetfective toif@de Bf. eﬂfd&mwnzcﬁht ST1L-AN The

f For nul n an anount effective to induce an
methof ) e s 7 Bt B oREUR BT PR oY et e
adirhnitiet Sspex, the’lmeen‘viamﬁnonlaésl aOi‘ﬁetlﬁkﬂLfbrS{ﬁeveMﬂ%rcﬁbg}e&h&we in a subject.

The mleglcg nﬁ/glves a% g e t(lé;? sxtb#gt 'e‘éeévd"%]@t“?v‘gﬁ‘ E{Bi&ug]%erﬁgaen ageny of Formula
Iin arsdnmuhmﬁiedwbyo mdm:edlaey;sk Sbretivance &ythe artinReobildygent. 16 dihe

embogr?igrﬁl the %u% ecf:1 R ei(ha%fn)é( fg a éﬁsﬁggse V\@gﬁ% ﬁ%m?eﬁﬁﬁlgséli’s’easte hzr\se Ssed '
herelﬂP@?ﬁddSQﬁ@fétt&Z&B@se "}8d “mmmbmbmfehnorf’\aa ummh:schmfgeﬁmy #nd intended
to conb% a%qgfegm %g aﬁgﬁrg crobk q}%lu%ﬁg %Lt n% h rpél a %a terxum i, H\y{:?%)élctenum a

nistere sta tanedus
virus, g fungiin e parhmm\d ztmllkgn SHUERF atonc ambmnmdhé nnﬁa@lmm diskrssis selected

- from th@¥rolféonsisthg ol?h'i)aéﬁ{rﬁl ifktidnl Mitf hedcRon Q\M}%Ennfectlon an a parasitic

| muni zations for HBV; immunizations at tor exa
infectiop,In e gRROdiReEnNt, ébeebapt@fxalpgpqtlgn ispPamdompigs infeqgon. Other drug resistant
mlcroﬁﬁ QHATHE BRSHR wHidNTHEY A£eli®h ikfudf StapXRERLE aJrQ}ér(pémzmuhs

age for 5 Poljo, DraP, Hi b, Pneurnococcu '
SteptpSaE I PRATIOBHE (TR BRaTgh (PoaeHl MR RaietEodseapem (penicilin.

In oneQﬁibbﬂhmeﬁTﬂiE’antl HideobidiBint EBREHBATRACHS { rohﬁ?ﬁh@nbt@df@ﬁ‘&ti@ﬁacwnal :
exanpl e 12- 15 mont hs of age for H b

agent, Fgﬂ é'ﬂfhﬁ‘&aé & an gtfungal pgepts F“Fdaa“ PURAAYIUCAE NS at for

eh&ﬂm dﬁotlx&-ai&ct]ﬂiétuh@nmfn p&@ﬂjeg Dhelb@fdr shdrt@HH%PZﬁtcinﬁmﬁ courlse
ears of Pol j o

' -6 f
- Asusnts SR el ST5cingl 6 e e e b et poaccine

adminlsivRjons (erp.irbly Zgtdtion)sor alte tfn&rbeﬁée&ﬂ'ﬁﬂcan&tﬁ}nﬂ:ﬁlst)’zﬁﬂﬁﬁ Wis ia@Romplished
by Stll’IllR%tln Sb@?é"éo\t;gsrt Pn%_@%rre 3 10 (thssugjﬁc %ﬁ%‘e@og g)gy fn%glgg tm gr?e
emboci;lrecxwrndmnMnnga@csubﬂ:pn i0 needcoﬁ imrggniZation dredgaintws F ekt IS i #mount
e'ffectiib?ﬁ‘)l :H&i@e:'%ngaéllﬂ één%g(y ifid ﬁﬂiﬁ‘r[ﬂk f gpén]gen o%e\rgécﬁseﬁg}n}/ngﬁﬁn%r{:cﬂigaaqgcl:c'in%tion
coursehwheseie the yaerémationf causst dashertepiechibyt 41 @lastam( l'ﬁ(h)urﬂa&diry m ether
d §{§l\£ ' vent i on W|
?mbo rﬁort Y an eg&sdgﬁél;@%qg Svsgéz%lﬁ%da i ons af' nigqtign, tw? s'?mi"? ﬁ’é‘c’"s three
immunyizatigns, orgpefe.mBle methasionay inyohet mmoskerstwboditents ztalmmaaﬁhgftoa subject
in neepgﬂﬁﬁrﬁﬁlﬁtmgh §gén§5ﬁforrﬁlﬂa I I%san %SEJ?% fec@%g{gp naeuce ar :Pn?‘nt n- ecxf ic
vacci nation 15 comonly requires three - alot
immung 5espeRfe K 2 Yaseise admipystarse losh Vaacrmtlsmmltaemel&ﬁr@m éle rvmtdanon course is
shonexﬁﬁarztat leésf‘o&rdg? F Intothef €6 dfRenfsY hL véchggf&g\to\éurse M%lu?%nédrb% one day,

ods of the invention, It le to el
two days, fiiessdayy, fur daxsofave days. pin jd@@ane N@elf Pmvedkes.deree weakevfowrweeks,

one, or to reduce the time in between injections from

~weeks or nonths to days or weeks. Vaccination courses
that can be shortened by the nmethod of the invention
i nclude but are not limted to: 1-1BV: Hepatitis B
vaccine (3 total doses currently 20 recommended);
Pol i o: Inactivated polio vaccine (4 total doses
currently reconnended) DTaP

L A o -~ o e 7 o~
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~ Haenophi lus influenzae type b conjugate vaccin &A
total doses currently recommended); Pneurmco@dj R 2007

WO 0p404661) . Protects against certain forns of FIME§R003/021547
Pneunoni ae (3 total doses recomTended) MVR;
measl es/ munps/rubella (3-in-1 vaccine; 2 total doses
recommended) ; Td: 25 Adult 48t anus/ di phtheria (2-in-1
vacci ne; for use in people over age 7). |n another

one memsowomhs of mere. dpeRsEmvadiment, the pgent of Formuen! isedmipistired

substdnfSIBL SHRIaNkdubly Vil thePRkdifk. Wﬁ\%hﬁﬁlon;rm?t c'aﬁ‘yé‘%& ifl8Y in this way include

provides in yet another aspect a net
but arg ot e PRy VAP iU iEatioas fos HBY ; ummuaz@@m ader eanoplagro months of

age fof ROKE DTER/ b, BV Prasiddabatt; Qﬁihﬂglzﬁtfﬁn@atsf&@xﬁﬁsle Td’lljr E@ﬁ"tﬁs of age for
; 3? az'u{glh treat ment an agent of Fornula | in an
Polio,dffabe 1%8"9980%‘1'3?%1"5?1@'7&%&0%14%ﬁog@ﬁmglséeqmcrrxéhswﬁmnferPoho DTaP,

Hib, HE'8 [FeB&Rocobdib;Afnfuizaibils Qo Rhh i 0195 AohhesBRY fo$ ﬁ.l? cted

p fromtﬂz Surp ﬁonsnstlng of radiation sur‘g

neurisgift ARYER, Foorl T ap etins s s esenin | bt psor BiaP,

xmmuﬁ@ﬁnihs ﬂffoﬁﬁﬁrﬁplb a-6l years 6f £ Folio,arml, Mo 1%%9135tmn§ at for example
enpodi nent s

11-122 %) { f i nventi.on. H‘Fhefo oi ng
Pt aPh 1§75 'Y hiTUpunizations;apfor examp eégdawr’—%ﬁ&pﬂgﬁ fo sgipnas-dightheria
(ie., TDi(With aspercis afoostbreevery\i @ yédrgN As hm«:nmgles%mée&hrﬁa\;aéd vdcBifiation

or

courseh%r {e?anus/(é {?htho tnggrgc S%J{)rrg?z}e% ﬁ'f‘m‘f’ﬁgg{’fgggﬁsfﬁ?‘lé“:“h@ ults tfﬁ‘@t received as
a chnld;éd;lh&dd by rautisy b(xosxaqﬂosseﬁteaidm-dnplah@fal(m e@dty a0l} b/éh\v‘sﬁlf’ﬂthe nRethod of

the |n$4%80n wﬂlba 5 fgroalosZoréeXx%) ?Z]e(rll(F)SA' /efq' ég]gﬁ%q?gr {h?U ﬁ 29 [glgé %éﬁ%ﬁl@y in some

. mstang@lo@mtedhefnecﬂﬁot baosigr shiopts taten sn.SA$ amgthef exainplg) hepitdls @hcRination -

; in, - | at MPL, MPD,
commgﬁlglr@lr 1. %ﬁﬁgﬁféé&élo@%ﬁcc n%’leys?ﬁuéevge%gﬁgéég?hlﬁgwmng month, apart
in ordgrgo demtiomifelt iemmubity oUsihgthe uisjheds of 3R intentidne & it psSble Rither reduce
the nu%fsloc‘f@nﬁgﬁ@nstmﬁ P (SRS n%gaénopgtrgd%{:%t%e ﬁm 9}ube Ye%{ﬁnsectl?rgefrom '

th era&l In anot her e
weeksjormonthg g daysereyesks. | Vrceinatigneeunses tﬂaman bmhosa&éw the method of the

lnvenﬂldhnm@ed)ui dré Rt Finfited & HBS/PH@;%EILS BOYR nlr)é gptfota‘ kosts cu%n(;@F

‘iﬁi KC|nmce) I n_anot her e
recomgljg ); o?o ipdp#rtivaed palie vassife s total desss uryeatly rasnmmendedidTaP:

Dlphtmﬁﬁetmyaden@lﬁﬂ&&ﬁssﬁ.%m Vdetihe;| sa¥E1 ®oses cGerﬂ? recommen ed) Hib:
nt t he -agent of Formula 1 I s adm hi stere g

Haem%’q@&‘é Z”g"rté%&be@k“ﬁ%{ﬁ"%femsfﬂtO'F'rfi%‘iSuCPFer*é\lmmcn@mea@gbct

Pneuntoco@ud\@eevhar): M&bﬁtﬂé@ﬁm&@énaﬂ fof G¥iSkrBY PAELNJRTRE Pfiotal doses
10 ri sk _of devel opi ng cancer

n ect at
’e°°m8‘8ﬂ‘%?f§’ﬁkf& “ﬁ roRg!i O-1ar 1 sasinect tofah derescammanded); Td:

Adulttelﬂ&t/dliﬁlﬂtherﬂm}&gﬁf’dccﬁé foR€ MPedpld ovePa@T). arlrp%h]er embodiment, the
nul,at e, an anti gen SpGCl i c inmune

compougcés og':,l]-‘l rmulq caaheéuseg FP&S‘HF%‘ ora gﬂl@ Y#s¢IRod furt her
cd hpmNGJEISn proeided lhy'eu’agotaer&bﬂbpmﬁethdd f&%ﬁ%uﬁfm@ﬂﬁtﬁmune res&onse in

R e L Jﬁgpa'a'ﬂ s At e e Rptgen o
Formugpehie hropnwgt efraticep stnhlnate aEar&ngtmfbleﬂﬁﬂﬁanrbeesB&me | pkia# to and

follow?fég%ﬁfgeéﬁﬂ?%lg thf %[»Hub ﬁrlsmg %o a%ﬂégsg%F%@aﬁggfanaﬁlgrapy The

foregop)@|em§gdlmpm$ @ﬂﬁt)lpg] @(agermgtﬁﬂcprmghtl aretehanll‘;‘!labplaﬁlile toabis aspect of the
tBBeq{ﬂQ? b n. ot her .enb

inven chg% g él?ls'ﬁ}ﬂgl;?n?t:s %nrh§18%!0 cance arag ﬁ%ﬁqua@h@p I%E&&?thns

aSPCCtaé@emVa'tt@d breast cancer, W|I rrs tunor, col orectal

CRYn€ embbdimEl G\Hm_lecﬁy B'tﬂﬁ wise f ngé{%? ngt%{ns %% E frgulbeng)g?leﬁl%

prostate cancer. |n anot
stimulagion, [nqne gmberimentshe methed furthes spmprises adnsmsterlrrgmmﬁxmt ®.the
20 These and ot her aspects of the invention will be :
- described in greater detail below Throughout
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this disclosure, all technical and scientific

have t he same neani ng as comonl y. under st ood bbei%gow "
WOo04e0dédiary skill in the art to which this i maIM$2008/021547

pertains unless defined otherw se. Each of the .
limtations of the inventi.on can enconpass various
enbodi ments of the inventiond- It is, therefore,
antici pated that each of the linitations of the

subjegtn {reanotherembedisiept, Hyg aélnyﬁnoneeledtm the erougBonsisting of alum, cholera -

~ toxin @H@x‘nﬁ%b&ﬁﬁﬂﬂ&yﬁb&n@%@s I?@Be d in each
r I e SC

aspect of the I nvention. ion of the
" Fi'g@regyntodgnent, theqgent hﬂéctrmghémadmlmwrmme sabjelct 30 minutes to 8
hours GBRPOIKE fher mﬁﬁmalﬁéﬁbﬁﬂ 4 HI®erdpy PN node and
rs\/\EHI 164 tag}ermr sanpl e frgi‘/\n&% exef)g%ure to PT-100
( jIn gnotheygmb %‘P@Prtb‘a agerg@f Eprgpulad i gjnamgq:lag,h] apfamolnet that increases

f 1
Sk Sk S e LT, (96 00,4 DY af%wéo«@menn
the agﬂ"é’? ﬁ: ‘5 %WH‘“B’RQBY 30 ameppfihatiless nptripgrease seaume 1)-] leh'»‘ﬁlg
3 Ih Sn@er@’oamnﬂihetagﬁit ef f@mtila 0fs a@ﬂmlﬁépéd ih g@ose -Fgljegtgr i
ntrPangH]gG, anti - CD20Q ant.i body rituxi mab t uxan

allp r §spech@aretiod '%H?Y'd%mt'alﬁtaﬂmymmupmsmbe in a subject at
risk of Rvélldﬁﬂﬁgl H_Mertcsﬂﬁ"isl'k@' adﬁnﬁhlstérmg‘ﬁf a {Bjebt Tk née'a o@smmg an agent of
F rloﬁ &f Burkitt's Non-Hodgkin's Lynphona as
ormyg, !5‘t"i"8ﬁ‘°6‘ft eifeative jorfimylateap aPtl‘BGEﬁH’eﬁtﬁcdﬁm”'@ TSSPNAR: LIpQG7

* embodi@eRDhd M3hé ﬁ&thﬁ%ﬂnbﬁé&@ﬂﬁﬁtﬂ?&?é?ub]e%pm nEddbf sﬁ]ch'tﬁalﬁxent In another

i stoqQra - i nduct|on at .30 m nutes and
e’“b°% i5pst S‘frqw&gﬁ ﬁ'\é“ %@Wi‘?@‘t&c&{'?e& b A prespyan o developing
cancerilg onéSemtibdﬂneﬂethedimlhhlﬁirﬂgﬂpadiiﬁonShﬁMlB:%dkhﬂ;o'lﬁ)gﬂg th QReiREd

KC i |
- emoodiidcite SiseTn Brat b RBR O et St T o

precargapu HPY lesipos b mherlem’éod‘rmélanﬂle fanditial pﬂSHE&;snt:Eh @an ificllde @CAI- and
BRCASE . hi he i nducti of I1L-113, :
F?Zetdssgélatgd &éggaﬂ&g ?ﬁ%ﬂgn r, colo eétén ag‘fer ug:a?,h%}(r@rfngf @yaran
cancery gnct ;gome dapeer. Ih pndther Emb@ammdkrs&bjeads 4t In:&it oftdeeelbgigle @%cer that is
ametfa§isNOt required for enabl ement of the invention. 10
Det ai | ed Description of the Invention The invention is
bd&ess apdotheraspegts of the inggntion wilt ke debraibed ingrezaged&t&l imow. Throughout
this dikPés0e! A1 tlech'ﬂc'amr{h Q&ﬁmﬂc Ye%i llgatvy the Q%meca@a%(nﬁ €3 comrFon ly understood by.

chenoki nes whi can
one ofrozdipgry ikl in th?rﬂh'@ wwutwﬂ rnamt@n pestains uhlgss db%nedpmecwnteed to

e BaeH ¢rehel h@itaBbdsiof 86 Ynvehtion TIY AR oA EMrib eern?oghﬁrﬁ'zn% Uehe 3R iffvention. |

i mmunogl obul 1 n) 1 Munot her apy,

It is, ﬂ%&%‘?rﬁé‘“flﬂaﬁ?ﬂ Qﬁ@?‘?@r‘?f thedimitasigns 8§ & inverltige invplying @ay one element or

combiR@PAEHT, eldniets b benNehitlel Meabll AYicHESRIBIAAGSS that expl oit
-~ the synergy that is achi eved when the conpounds of

Formula | are used together with anti bodies or

fragment s t her eof BrieNDadfiblisH ofdePFichires t N 1 NVeNtion

d  hods STDaRRpae of i Hihres fi

p vi de ne or stimulatrng an antigen specific
FRhE oSS g %’E% ARHTREMEineRsne FRPresHpRiHwAERS! bmph node and

WEHIFI64 mnkmsdm;ilﬁgfeltoheﬁg empasslareaawgemﬁe VaroaRdtirbgens nay be
es or tissues (see,

t d t '
e;(sgir%p?p o?%g F%f gﬂg)tlg?fuéﬁ?q (ég@g}n tumgs yglyme as a function of
time a&mmdgmldmcesn BAdBant/+ geﬂn panel) aid BADB/A aurs ﬁﬁtel(ngﬁt Bﬂ)el) -

h th fvent | e restri
G g S R R LR -
rituximgb Ritwrn Y palane], andRFE Hi0and ai- (BIDIﬂ @htlbdﬂy&ltlﬁﬁlﬁﬂqwt@%ﬁ‘)Qégether on
tumor %%Mé H a%@D/SCID mouse mode! of Burkitt’s Non- Hodgkm S Lymphoma as functlon of

time after inoculation.
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‘Thus in one aspect, the invention provides, in part
nmet hods and products for the nore .effective.trﬁétM@%@mn
WQ00¢/8046€r usi ng agents of Formula | in combi neCT/U82003/021547

with cancer specific antibodies. In one embodinent,

‘the conbination is synergistic, resulting in greater

than additive effects than-Z6 woul d ot herwi se be

expected using the agents separately. In other

e Fp diisveristegrarh hfcytakirieiimButiianat B&miraitd and A/lgursdntioviogladeynistration
fPT%BﬁngIC for tunor or cancer antigens can suppress

gromﬁh invivo via a variety of mechanisns.
ArFig. 5 dehysetiefhistrggenms sbewing ﬁemdactm of Yt~ G C8F @'yi KC in serum and .
t [ [

spess IRBEP o R ByRitof Floke of MR i Blad' i Bl 1o rpeepor
mutantl{-{*) micen, and i nduction of tunor 30 cell apoptosis

heﬂ 6‘?&! 4 se m%t(%%shmq%ﬂé lm&%mfﬁmfﬁ @c@ﬁhrﬁkc in serum and

ulins specifié for tumor antigens suppress

SpleeanmDFeaglmwtﬂ64¥Omm1éT!Q%at ment of cancer. Although

am |E %ﬁnb@ﬁ@&i tha{t%tﬂgﬁﬁts §re ng{ req&n%@ @(ﬁ%nﬁ%ehﬁof the mventlon
effective, they do not conpletely suppress tunor

- devel opnment and progression in all subjects. .
Conpounds  of Forﬁuh@edln@sgrh. tw.smmﬁvameunber of
different nouse Tunors 1n
d Erhg irventipndgbasedip Prhersthe eww ﬁ*&éthemﬁ °§\8ﬁ'i"]‘|'|‘3sltsél“élﬂ"e a variety

of cytbindsUNPElreRBRIREsVehidH G stifftitt BHe YmMEnd\¥psterd OPlle re¥¥itant immune
2004/ 004661 PCT/U82003/021547 21- stinulate the

stlmubpme thus he ¢ ogtpq)wteﬂ gnge-the F@icac%p{ Hpmye dased 6herap1es such as passxve

(ie. .ﬁmmpgwm) imAlURSRerdRY bedctV Sim@ftinlz86dni Wit atigenk.| TRilsSh Bne aspect, the
proliferation, activation and che ttraction

nen{EpT DY MAHOT BEFOPIP AT MIET S A TEO G e i Famposnds of Formula
1 are UsBY ﬁkétﬁi' with aﬁlﬂfohleﬂ&f’fra@dﬁ:ﬁlﬁ th\dleoi( I l’r\l’hﬁbtﬁér aﬁﬁdt themve&ion provides

methogh TSRO Hieh e i Shep5p MR SRRy FANLSISER e sHEPOIRGs of
Forman tifopethaxctithaatigeds. Hihe @otigeosmalsbeahrgéied-ompanticalar ced mipasiardissues (see,

for exam letéJ rg éa‘?éé ﬁt?%sehéegﬁésg ?l?ﬁbg QJ anﬁgfl({iggﬁéatﬂg‘t%ﬁn be used m ‘the methods N

or ce I nvol ved

of theanMennctrwmot eefstnemi ¢ thse Kot ang cancer spenifiroandds deacebedgn g'emter detall

i cInBlicdi ng to be bound by any
he@rﬂﬁkqw% ﬁ%pnﬁggﬂgﬁggﬁkegg rief description of .- how each .

c eThus inygne agpeet, thompentian proyideshintnarioinethgsis end predugistipribriness
effectwa ttreg{ﬁlelll%? tahc&lu sxgggé%ﬂ o? F%Hntalatl 'npgbnﬁjmatl&ﬂ"Wﬁ ca‘ﬁ@ér s&ectfﬁ antibodies.

provid herein Tunor-infiltrating T cells,
In ong mtroamqﬂg thewpmbiaation isTynerasticy topeling in@rrater thﬁlh@ftdltefmeﬁmts than
woulcl &ﬁ&wQE bé %E&édtusm HEpe & rﬁel}“ hd otfied QBB@(ﬁﬁer{téj BR'cSmBMation is.

a mechani sm of i gen-recognifion that is different
additivg.om t hat  of antlbodles Thus, tunor-specific T cells

C %tﬁ&ﬂ%&mﬁd«ﬁp{umﬁﬁ&l caﬁdé?érﬁlgé}fs cBH QPhrBssitiRdrRkdwtR M vivo via a
initiated ﬁ%wantlbod - based t herapeuti.cs.

varietygEmerbRBIEEY AiWBRd deperdens e bppdipted %fg?myh?qmplwmnwgﬂ'ated cell
lysis, kdr%dnﬁg om&hi&ally&lﬁlﬂed 1 5iRE) i bAoA ko t@divididn, kahd In@liction of tumor

cells are SO, ac ]. co n
cll Bt e e Bt RS o i o
antigdny &@ﬁreﬁsﬁtﬁm&i dréveth i $18 @edtmiem iof €atdrs AQKough! WFDQS)SbésEtBﬂrd’atments for

r owt h i arn d-rece medi ated i nteractions
cance %ﬂf‘l?e eﬁ:?ﬁjlﬁ% Iﬂ%é gt cgﬁng%}e ¥ Sélpqrf/ss tumor dg\@ qpeRt; agg prézgressxon in all
sumehhese cells can account for the innate or non adaptive
r ns i nst tunm
| R RO RAR A P b piea i Rngladhed 1 v

now me:sdmmuastrmdelm these doimadunids, ivthet adnbihistefed tqombi-baariog mice, rapidly

i munogl obulin and are referred to as Fc 20 receptors.

Fc receptors can bind to anti bodies that are

specifically bound to tunor cells by their



10

15

20

25

30

35

anti gen-bindi ng regions. Therefore, since each :

effector cell possesses cytotoxicity or growt ha8 MAR 2007
WO 29/He@ry activity against tunor cells, the PCT/US2003/021547

anti body-nedi ated interaction targets th| s activity

specifically against the tunor. The nmechani sm can

therefore increase the effidlency with which these

ot herwi se non-specific effector cells suppress tunor
stimulpteotiie Arodugien ef grewthfagteys, feytekjnesranti yhemekizes. elthetenatiator2&ollectively
stimufdd t'h@ ProYifeRRiBR, rk‘é%hox?ﬁld' chémd%'ttpd'éﬁcgw t5 ¥t¥e%r83(r Clcrtognvsttg?rﬂ%%i of effector

Thu In one asp ect I nventi on provi
cells p&alv%q in ,l?gqha\ppﬂ@ap;\mqaw) andsmimunclysis d’rfgxowtirmtﬂﬂﬂﬁbn of tumor cells. The

" immu® BRY AchBmnRaE MR 841 Jﬂgulglgbn@%b%& %8/'@0%?5 Qcpl?)ycomgounds of

anti body fragnment an
F Omglﬂlﬁf'é’@t‘c%‘gﬂuﬁ’gr Wpﬁfs“fe@f;fkﬂfmfadwmcmnn@dmncer in an

anEdafiples bf &felcioY Eells thvaivEdTH it iti- tﬁr%r eh@&y of‘ﬁ%ﬂﬁ&l&' £m mgounds are

i’ﬁJB rﬁglatedctotoxmlt i n the subject
siven beiowqiAbAyah nof hiending torke bS'EI‘dé’fyfaéb P#ft}@letr@eshanﬁmﬂ, abref description of
how each ¢etlaghe cde pepeiai twith@hhor¥BEbi Rl Melbdvds it M l)@i‘stoy% @thﬂnhlbmon of
mmor%g sgl Stfjﬁé anpunt. I n another aspect, the in tion
\a PHBYs for i nduci ng nmucosal immunity. The
mjhmﬁﬁl-llnfﬂtﬂz[tfngq&ell§ n‘fcl’uﬂﬁhg eﬁbﬂoylcrmytﬁﬁ’rmcﬁgst (CHL }, Bhat elth r lyse or inhibit
at ho %yésuch as act eria, virusSes g

tl
fumoy %ﬁm‘ﬁ W'Hé‘ﬁ’a Y aMEHEEE ol Arkee rffce&rpfem@bataetdnffmrg from that

of antﬂmdlbacﬁumumd spedifid T telB caidupgmeit tgh@bi Ysis Ihﬁ'owth |rah|b1t|on initiated
as

ons row ded herewith could al'so be use
byan@@sqg%sghoheﬁagfow for a variety of nucosal 35

rmlmogma.ga/mmocmomaipml remamphy rg@mmlexl 114, AP MBRokine activated

ier LY B ARl oBEoiife 6 5Poisdn nd Yot o & quﬂ?eyﬁgéy@'y, e effctorcell

types ganceitheti lysg ltymoragells dredtipess wéir glbeﬂl ih &Qﬁnﬁﬁ&:cﬁt@“h@h f6&d 1H§i=°agt|ons that
l SucC
ack lhﬁtgxl‘?dl&g&aé éﬂegi::f} gftﬁn gl;h%ggt%tﬁas o{ thcase c%’ﬁ é’a'éﬁcé?ﬂng ¥06Fl1erymamr Horj-adaptive
immuBg [ESNP8LES againshtugorsrstimaltaied gy Batriula lcceinbelﬁiﬁdl lathédition) SR hese cell
types ﬁ&%@%@pﬁor?fﬁ% s t'o%q% gﬁ%k "611; %%nungqubu ina %%O é’ eFed %(E as Fc

nucosal surfaces. ace
receptprsc g recenferg Fandtind tg arsttho@psrma,tsrq spedifiglly fxamém tumor detls by their

| antigeOURIngQEHAYsY Thdr&Brel HiRle efBloRUr kit BOLRS l’slrcl,gt%tr%lg uérggr%:

hb‘groductlon of IL-1 indicates that suc
inhibifopy aetiwty FEBINSTAU RNl the patibady- madlateﬁsltemaon targets tedicatied

specnffchlU agaiakt the tuay, ITHRYn iandsm@th
" nal i n%_ e%ent s. Some of th teglgﬁ):p%@%%gt@ Fﬂgﬁhcmngy with which these
° erv?% O ERFCHeEieronLe! It suppress durpar growsly nBliermecessris frévmeslyyefeiréd to as

am.bonﬁsepbﬁemaummawo@m @imcyt o the invention that
gFe these indicati ons can al so respond to sole
F ?FUI"aO"F APE T HYCHARPIoY ides amethor for Binmating KROC in a SUbjeCt The

metho«tommumnmane v afilcAtdrRftibod) ONG: i
ot he aCtl{lmgea arpa il t|96dyaf{3g 9"?2*&{9&01 Spound of

ents treat vir
| '“"“"!amalr‘? P BYEF by iy g Féﬁ@eel%?@ce%@ amswet qbigetivie custianilate

antnbod}fﬂapmdemhema{edfateﬂ cﬁotokn&fﬁﬁ&ﬂe@ﬁbje@ I BRE k%bomgﬁst bifelafoht

j ter however not
effectl§e sﬁ% gtear i\ o?}' g] cpendent ge InH:&la{eH |c§t°i°ﬁ'§|%l'[§)9 SYnepgigig@mpunt.
Smmnenbc@spdcathean\&nﬁdmowne\s'niam‘aud fo¥ RddctgmRYEN i3S, The

mucosWsBJ?acE o f?eqL&?l? |h|[ p{leftéou&pa}t ! &Jsgﬁ'n %@gﬁ%& Ql?usaq?ﬂgld fungi,

I nvent’l on
and thl@gp @@haaq:qdymmqmsESp:bﬁsmﬂl}seotf&e MealdeddTit a Qibject greatly. The

o ; treatne n .be treated usin
oc mpoagghrsr,l??oglmﬁ %E%@ tlli 9 dllld: al}%% be us %n%s Jgffg'{’%fﬁ@&g” f‘l"ﬁ é(a'P-‘B}‘ m%ogal

malignangigs o lyhlaesablmmtbay aeheratly BTtVelweBdeUhdsgldﬂﬁhho(the@fétdrﬁlgw{%ﬂ‘gA)
may be in pegylated forn), and optionally with
ribavirin also. In these subjects, Fornmula |I conpounds
can al so be used together with other small nol ecul e
drugs that are currently being tested for hepatitis C

i nfection.
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- 20 The conpounds of the invention are also suitable -
for treatment of hepatitis B infection. In thi§# MAR 2007
WaQ 2904/¢M66Indi cat i on, Formula | conpounds can ber@EB$2003/021547

al one or together with IFN as well as various snall

mol ecul e drugs bei ng devel oped, such as | FNa-2b,

acycl ovir, |obucavir, ganci-2d-ovir, L deoxythymni di ne,.

cl evudi ne, a therapeutl c vacci ne, phosphonof ormate -
isotypé, Bﬁd\)ccon‘dirigdw hn’dtibﬂdlésﬁB‘vﬁns pe d‘oFMﬂSESx!;d’cl téehBAwilli thaRgknts of Formula

e .and nucl eosi de_anal o

1, athEaf R an6od e Prs P RIS, B SE9RO L e | Asegyldp simulating both
cell-medinted intthwre, resporetand rantdjoﬂy-\tﬁdﬁhﬂed inRAlir@ GEpbrises at mucosal surfaces.

a ntri |tab|ne s can al so be
Mucoﬁg%uﬁg\ciﬁst"hc Y8 Sdirytal V%E'g%&aﬁtr‘i '&teﬁnﬁﬂﬁ}ﬁ%ﬁ%bul in. The use
oﬂ'hEﬂds\m,ld)lﬁedvatﬁmmlmﬂcbrdmlavlllcbinpdnmm iithebie K pirauptéoitoif G aidiicates that

s T80 i TR B FRIF S R 1.1
downstrearp ﬂum dignaling Iaventsa i$omeidif these dralivatiod aegedted bérenﬁhﬂatgetstoh e .
comblutl?b% tl?eraﬁ)gr H%&g l?e%h ﬁtscg)ogrgde .':(l];fALrtd @H Vel 1¥tio rthealéls )r/netorf khetseeiadications
can alw rb*pOhtamsolgd’pmla/mnipaw aelmrrwdyoxdenonst rated drug
appﬁthggﬁ)gl}poﬂmﬁ Thh 6eﬁ]té%deerlth%|sé£o§g :i)glﬂgf)?lolpﬁ on. Wﬁ%gwpactlve agents to
treat virelghisttians epatiigelatheehnonibinteetiansl apd mor ppuspledy edonid h\epetlltise@
: S
mfectnoﬁ‘ &%{? , he eglrtlgg%’sulagcé " d§ rngg Ltt@ g%ﬁ@ﬁ?\f%ﬁw gﬂ Lubjects are treated
using thwg LRI |1\§,ormypr pbiacis hat are jalgo HILY pesitive faipeven borse pvltb this treatment.
It has b&| Y5iE az:&,mhge[r) AR ifventidh@ ﬁmpﬁaaéc I.erc?ede@ﬁ &&J‘Ln égsegk, 1b fhose
manner. O her bacteria t ave been assocry at e
subjeci registeit ggnangs §5iP§'@5a‘f?é%lﬁWT%WnSﬁmwe@i%moamle yigompounds. In
some {nbiBieS R YA AIR T BEKHoGAdslchiMe adili i GALOGRE A& (which $h BraVEE be in
WO 2004/ 804661 PCT/ US2003/ 021547 _-23 pneunoni ae -
PP ebavrinpiso. dnfhetersHiissts F@mu&léﬁ@emtnss can also
be used@dpethict Witthgtherammall FoleQllOGUELHS afeREEMITbein @Ried Fdrhidlitis C
p Formul a | corrpounds can al so be used in the treatnent
infectigh. { uber cul osis, either alone (i.e., as a substitute
f e eampoandsl of tt&\lmiehtaiﬁhﬁ: a]liou;gltd#ﬂoﬁai theAtHicht Sﬂ-lﬁbatii_iSE infection. In this
‘ant i bi t her a or. in ination with 5 thgse .
atier ok ule THBRhtscRt b S BB oo e ool  vrious sl
moleculedmge bﬂyg dﬂvelbﬁ&zi snﬁlﬂﬁk IFNa-QaJdcyclelﬂlobhdav&, gafdidévir, L- '
hese co SpAre use ac
ceons| R Pl | SR T M PBODR RTRORS| F AN PRk (KB and
thymowipclipht-¢ dandnmeientidy andTiweleasidel andlygueosueh hbahB: dlde@dyBuﬂ WiFfoguanosine
(FLG)nEq{c?io%gr famgllng Béldéf?\uru d?;‘?.@}#ilr entgclta\%g a? athcntabme aﬁ%rqu}:fll

nt or preévention of vira ect1 ons,

- comp@ads dap alsabg uselﬂ With hépatitis Byspecifis immsmglobaiih.i N greater 10

d%ﬁhie o??k%la chg nds !vﬁl? &MHRQ ¥ %ﬁflm‘%ﬁy H?e?e%tnigo%%nl?lgtrxdme is

vaccl nes such as those to
report@lly ssodiateh with dsng wgpistance | Thm@aﬁéssetdﬁ ﬁomﬁ@rlrmmamlnds with
Iamlv&i)q)r{'én:g}-lI quﬁcec@@lnpﬁatg %QISE Qf cﬁﬁé |le¥| hite Wﬁﬁérgﬁnggeﬁ’drmull c§mpounds

turn can xploited to reduce plaque fornat
may be asiedmw@,@éia waadrﬂ freasedoveith Imniyediee whnghave alragdy msmgieug
resistanéd) TheseAstter X@E&Qofft&' ih QM0 E@rem:gl td othQTRAUAGhS for which drug
adm ni stration. 15 ndlcatlons refating to I nmune _
resistagest hag pesnOPseEver onisSesPereed: Aretherdnstpnresgit may hdesirgble to use Formula |

comp&ﬁmﬂﬂ&dard-ﬁh%ﬁﬁeréﬁdf tﬁ@ﬂﬂuﬁﬂféra'pﬁ sl n'dpﬁmﬁsgﬁg? Rlitedto a subject or
ficiencjes, saone are described in greater

mducq:?éxltglie{ablﬁ élrdé Fﬁects g aﬁﬁptesgeqlmmér tCﬁ@:r §9‘ﬁ‘a*a<5'i‘?é ave been associated

with deTeRnte mefugd St@hylotoc@Bs MY ablidtake @ipsMEiRY, Weptococcus
gl ycosyl ation -
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(CDG . Another congenital indication is the
i mrunogl obul i n deficiency common variable 08 MAR 2007
Wa 9h1/08eEf | ci ency (CVID) which is characteri Z RC TS 2008021547

IgG and I gA, and in sonme instances |ow 20 I gM '

Subj ects having CVID can present wth other clinica

mani f est ati ons incl udi ng gagBroi ntestinal probl ens,

granul omat ous i nflammati on, cutaneous features,
pﬂeumd@ﬁlstpmg@mnamlilomomfrh@r(teenst@men@penmﬂun), andoRndracts faecium

pﬂ“&pmﬁctlon an increased incidence of autoimunity, and

a predisposition to | ynphoma and stonach cancer.

o ula bersenonnds|can afgn eattsechin hei tregtmedieof tuberculosis, either alone (i.e., as a
SUbStggifmgpagg}eg%Hlaﬂgrﬁ (g'ﬁ aﬁ%‘ﬁg%ﬁ%’sélﬁf #tﬁgpblétlc therapy) or in combination wnth
tm”eHVﬁwﬁﬁﬁnaglobul|nen1a sel ective imunogl obulin A 25 S

d elfHe(ébﬁgfdf F oﬁ‘lﬂﬂia P&“\%B&dg RIThifRE E‘ytblmigg %g ‘?J |5a%c%ﬂ|? Y- 1, also indicates

cel'l deficiency).
that tl&éef qompgwgils é@ uf;q-fgltm VetEing H@U?CQ\AW@P"'WO'"FWM beth bymbrakand cell-

medxd@d’dQQlHﬁhit)O Wlﬁ&ﬂlll@&o%ﬁrﬁﬁéeecgllﬁlﬁ rﬁglaFeerﬂHJu%r)J is u&mﬁfépﬁﬁ in the
and i me instances, preferably w
B INGestiO g parsubper IV infeefing.  As described in greater

detaxldaelbwpl:cﬁ'lﬁﬁlaeﬁomﬁtﬁxhd’diﬁn BEVRH ERPRE G ithaEditk smlaﬁfhgs%' t8 small pox
% Eb, system c | upus erythematosus, rheunatoid
virus (6&-V1)i s, Hashi not o' s di sease, chronic i mune

t hﬁmb@ogftmp aidi€atdd thap Ek.iirﬁlu(aCI lebpdutdd chiYbe used b RAGatd Mecrophages.
Forpula |, conmpounds are

This i Y S35 OISR St RSB P EREPT oG RL o Pague enguling

macrqphtgeeamlbelalmiad Ehloaving RoRdNONSIMpBuidadmititiahies. apy. The
I EN th t herapy, but is

P TERE imp Egreb Bnrod= Sbe Pve e ie § Fogprgunds.
Thesesn;dlgmgm lmluc@chﬁesltal deflcirgieies, t(b.tb:ﬁcff@&]ﬂndﬂ&keﬁdes&fbé&fﬂ:l gPeater detail herein.
Examﬁgéﬁmglh& tﬁ@{y’ndxl‘nrey %ﬂl‘lﬁg\% «ﬁ' errea b ct> I%sopdng%rI]t%cF SOV(f()':F gf glycosylatlon -
(CDGBrebmthftr cengeritahindicitionas the msn@pglohépaibﬁ@eicy Ldoalrnon variable

SRS oA i s o

IgM. Spbigrsy Rrvine CYIB sarspresgavitheaihes alintical yamifestatiane mvhtdalgtgastmmtestmal
probldmsagrRnutsmaddus mmnfah&f@utﬁrﬁ:%m&%%@ ubiRual :]#: OhedtBE &Q)ﬁ roviral and
include but are not limted to vira ections and
my°°%{§3§l?d'i‘ 58ti0B, At IesssasesnGidraceef puemmunity, aadv aredispesitioh tQJb(mn@Oma and
stomaﬁD&aﬂbHr aOlheﬁ&ﬁEéihitE‘ldﬁméaﬂorRl lﬁcqlﬁiegganll %l&bﬁﬂeﬁﬁy shiéh atsl?:ﬁ&t?n s

qﬁl conpounds are | ess expensive and easi er
agam'a%ﬁh ingmiz andicopeenitalhypogaramagliehylipantia selewsivel inmeneglobulim e

deﬁcn&cy AR S0 6rd RBMBIREd ivnuABAtiBRY & QR Tb Yy 'ﬁwlladehclgl%gg QpRdse

sed to enhance immunity in such ects.

defc“‘cﬂfﬁ% atdﬁﬁ?%dﬁlf%‘v PR ATUIPEIP huEE producsign eant bie drisated uaingdiormuda |

compcfuhdﬁ‘ﬁl@h&fnﬂ&ﬂﬁidfel nﬁsﬁncé@ﬁeﬁi&ﬁ@ vath tl‘iel'lﬁtlb&ﬂ;e@ d8dcrib! h'egﬁ{ tfrer
infl a tories su COX or cox-2 inhibitors

imma s TGt GBI SRR (ALOD A Tic M expmatosus,

rheum@tbiiprtbstys) Hashiidte's disgasd, distbni@ Miirhurle ﬂfrbrﬂm{oﬁérﬁ)(c SUrp@S chronic ITP),

andm§P§AIDS) such as ibuprofen (Mtrin, Advil
enopr of en, i ndonet haci n, and val decoxi b (Bextra), and

agﬁp iindiqated gsbrys;t Fonoala abojﬂqmuﬁds&h thfapRstida e geeh9lattfeally useful for

u chr oni nfections
ndica I SRR ARAEs o Y B R TB et P e D i peiF
therapm babr@pgtgoﬂnype@; A fla'th\dr dxample lof thisiicmgtipla Ldélémﬁs Others include

ecti

mbmcﬁggﬂ?@g%§%P§ﬂHgF#Qgg§?ﬁﬁﬁfec?Pgﬁédqﬁéﬁc aﬁﬁﬂﬁgscmonmrwpm““
C), viphhepHigipte 8- d\ﬁraatmaﬁéélppasocsaﬂammmom Kappdi’s Shvgdrax{AaDS-related),

Fornmula | conpounds can be used to enhance imunity in

a subject at risk of developing a condition that is

I mmunol ogi cal |y responsi ve. For exanple, a subject may

be .15 adm nistered a Fornmula | conpound when it is at

-ri sk of developing the flu. As another exanple, a

subj ect having or at risk of having angi na may be

adm ni stered a Fornmula | conpound.
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The invention ther efore provi des therapeutic apg MAR 2007
prophylactic nmethods that involve the ‘adm nistration

- WQ3004/p0de6r or cyclic Forrmula | compounds. | n SEI®US2003/021547

- instances and dependi ng upon the indication being
“treated. or prevented, the Formula | conpounds are
conbi ned, preferably in 20 Bharmaceuti cal form with
anti bodi es or fragments thereof or antigens.. Formulal :

thick pEmERY MstRsomas, nd tgional byimpbwhdvgnesdstasest Exenplésarf matditions reiRnsive to
FN K
! Y%???f'e’é’ﬁé |b‘§ aft Jogglgg%dsttg gié@o’?. nlgm%i ea%s?%'glgéd'seaﬁé andcagcer.
2501R gdvangage abysing Formytla Ligpmpapnss lireplasfe of aatmpnagy isithahFa@mula |
comthH’d@Eﬂe@é%@lexpGﬁs‘NéF&nﬂ BasleP® aﬁﬁnﬁﬁs&ér\’tﬁnﬂ-‘ﬁ e :?ndpo% ¥condmons can be
proline- cleaving enzyne. Post i ne-cl-ea
'mm"é?&'ymfvaﬂéd @ﬁf%ﬁ@mﬁ?éﬁoweﬂsarww fised et gnham immunity in such

subjete @Méﬁt@ron%ﬂﬁnﬁﬁ&uﬁfres&‘@@cﬂdﬁmﬁg dafR Qntlée% 6M§Jc9ut?é§'iq'se §uch as the
use o{fg%ﬁgsent s.any amno acid) fromthe amno termn

dpenthie am@itaﬁfﬂ sugh 350 b et Q%r%ﬂhlh@rsﬂe@awmgCelebrex), rofecoxib
(VlonIJ AP (Ni]ﬁd)sblﬂﬁnorbddéronaﬁlantﬁlﬁ)tﬂallnhlmogeﬁ %SQN S% 'such as ibuprofen

(MOth}: gﬁ\g tqd gwrgfplglt}@%ﬁg%gckl\g)and%ew (cBet(taq,)ga@g,anrg p@ﬁ;ign@emhuse such

as thelrobal MO meravenbussInipglse nitfphingl dsé; Rh@ni @it HidfSor Afse 26 RbdeI&ich as
rovi ded that such residues

gingivils, ﬂ%?‘ﬁ"rmf & f“é’?eéesﬂpﬁﬁf R dh e P8)¢ BARtIoRESs Fneymesystinggrigii pneumonia

(PCP) mfectmneretdﬁenﬁﬁuh@-l/&@etohffed:tibns’ a&ﬂﬂﬂdgkhrﬂﬂyﬁf)hd?ﬂﬁ knd Kaposi’s Sarcoma.
t he ag nt of Formula I. In

S lan B R Lo “% g c bj k
certdl npé'r%é A & COpRoY 8?'1[?0‘}‘7 ﬁoe{‘ﬁ’f‘@ ‘F—”"’t"?i’l“{j)ét'ﬁ"rfgﬁc‘atns
of devgioping atchadtitianghat nmmlnme@logwallb lremﬂcbrfs@et Bortehﬁmﬂ%eacggg%& may be
me is forme

S r oI [ en f

scminlidh i PhoryBY SomPL WP E1s Y P FERBIE tstiup Asanheg expale. a
subje@ B@Ving AAGt Q@Mh&@ﬁ@iﬁlmﬁ’(ﬁ'ﬂ' bﬁﬁﬂﬁﬁétgﬂdﬁ#&nﬂ% componfn@r med -

of CeOok d|

pgrht@?r@aﬂ?rnrﬂe rﬁ&‘gﬂm@%ﬁ?ﬁ%@&hﬁc %d% p? m\s agz dne?lM&%PVnWVe the
administratien of dipepr Pé@FU@J@S’mUWﬁ eérhppunds. irosorgnmstmcaand depending upon the
mdlcaﬁb‘rb&tlﬁ

PPy I B Slen e SRR L Bun oI P
pharmaggatigad form; yih @qtl@g(bes o fragroeets thesertf odantigentss F Orhhlél la:omabuadi have the
followaikétd@: occurs via a carboxyl group at the carboxyl

termnal amno acid 5 in the P group. In certain

embodi nents, P may be 30Fopmulad or |ess than 10

resi dues in length. The devg opment of phage display

i rari-es, and chem cal conmbinatorial libraries from

where 'éﬁ‘af%%?ﬂe REOPP Which Ripduiadhe reashversite 664 past rralingtrileakingenryme, and

Risa tdaem@ (ghsip rcﬁﬁaBIeQ)f re@ctﬁg Wit @$ﬁ1cﬁ@rfa%rfu§) ih gﬁe rkgg?eto §ul£> bE#, dsg&olme-

th t
°'°av‘%‘§}‘é¥’é?1t‘|? ?‘ﬂ’% tie %‘Z%F%S%f%gfﬁwﬁﬁ. Hichrisved Wec-ﬂwncfhr removing

© Xaa-Phi srka-@la diﬁﬁmdésé’(tvﬁ&e Wiai fbpieﬁk@tsraﬂ?%iny ﬁcn&j ﬂ'cﬁn fﬂg aff}8 terminus of

ol ﬁgg ease e}nd which forns.a co ex wth

polyp FEHER oSS 8RRy Prking ﬂ%avﬂ\géf‘@’%é"‘lc@é%tbf"\ﬁée @qtan@nteggc@ms

dxpeptldlyhre@ndassl\ca)? V) andfiteetladadtiatiod Pridid s APQN- nat ural 1y
roups, by assayi ng

o B8 Rl Wt s B Rod P oo g stbesnrroeiieence

~ peptidarhintetie npwteatrowdfdphmgﬁzh d&sﬁﬂﬂésay) not Btefrbis s@ﬁ‘ﬁ@ﬁiﬂlb Can@Imost preferably

lmpro&qw%ﬁ%b%h gm él? reyplo%ﬁ)rcﬁmf glee%\ialggge\?éygéee%yt i ﬁ‘:’gg&ﬂfgf’@&%"el In
cenalrtﬁnbadmgmhspmwrdtﬂe l’txargainggr@lpbm l‘s&nﬁ\@l\aﬂlai tﬁ@imét@ ti@-reactive

© site of g SGJ? E)Rﬂg? EIQ%\}nrfgae%g)ngecl% ?otér% 8% ralméis g%d tég/ emalilglg};)m}g)é of P is

phage |ibrary and/or conblnatorlal l'i brary nol ecul es
whi ch "exhi bit inhibition of a post-prolyl cleaving
enzyme then can be covalently coupled to the reactive
groups di scl osed herein and again
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tested to determ ne whether these novel nol ecul&Syan 27
sel ectively bind to, a post-prolyl cleaving ehb?n%“azmﬂ
wa 2004/04661manner, a si npl e,. hi gh-t hrough- put: scrEE0$2003/021547
assay is provided for identifying non-naturally
. occurring targeting groups of the invention. 20 P
~ targeting groups can be.synkfesized from peptides -or
ot her bionol ecul es including but not linted to :
formed o€ ponsgmineacid «f,@tppgengsc iAgsordwg 6r thé partidul pmbcmimdﬁ P can be composed
wh r ruct ur
o S st s SRR of Aok b o B I R s8 Bapipnf ot
| il genep.shs targgtingigame di.q.rP) isrcovilentle mllmbﬂd t0 thetréwetivesoupofin some
embo&1%9@tthé&v95ﬂld&§;h2§g&ufs Vo 03%@%}8 g%glg af RO ga%gxyl terminal amino acid

bi o- ol i goners Pat ent
in the Begroupe il seapingasodigents Pooayeeds, Wi d:(hordss thad df tesidnss, in length.

bere aelefpht i phaal dlsﬂh)pﬁtﬂsrjleg %ﬁd QHMP&Hb%Frlﬁalbranes from wh lCh
ptidom netics W th Tlicose sca

synth%,c c@'BB%WB%ﬁ?‘Hlbé selegped p@mh,nay\pc tbhwgmta@goteamixgmlts ihe identification

of furlh@rt taigbting gidupt REFHFCHGRRD, aé}HlﬁdcsAn ‘B@Eb\}aﬁnt%yﬂ{aaﬁﬁ 'tozﬁﬁjrn u%lnﬂ&g moiety

econbi nant or. chem ¢ I'i brary approaches.

- which iy or sgociales ) SHeceRcHy uie o e Graapang aich éorg@ ssprplesvith a

functlf)rfaﬂ) Brolip Btk pro@ase teabthBRE Sueh AbrafRlch &Y screeUARO RSy non- naturally -
nmet hods of the invention utilize this |ib rar§

he,
°°°“TWP’%WCP'@ BTonps bY Fva)gmrpteﬁg plervagsactiyify iprhesiresgnqe@nd absence

of the pnﬂtlﬁaﬁl&gd cﬁwllfﬁﬁrﬁm&e&le SMBmBIAMBMI @i9ﬁr)ﬂf\olb§ﬂlé’ﬂd determining
itor identificationis 30

whetnp B Psieﬂﬁw"ﬁﬁr‘%@?we&w T RPPASRST Hmoyn seksiraper ?fl?tsabﬁtrv@ analog

(e.g., Cﬂﬂdh@tﬁb&ﬁsubftramhlbg hicR isl edsiyHedetral|€ ARGl sh&ro Nd?érh’émﬁassay)
Anot her

o 5 SO0 SR s e

cleavibgengeme thgn gando pevalehily boupled b thei@hctive RRupd BLIJIE herein and again
tested@c; ae"i'érﬂ luﬁleéﬂéﬂ thiide RiVe P&]@lleéuy %glgcwv(rall %?xd ahs % gfqlg gleavmg enzyme. -

particularly in the case non-p 2 ?
In thlsmwt egmelre lrlelatbtqugl@pgrsqupsngxsafyud prowdetdlfer ilenti€yiiig R-naturally
(ma"ﬁ hggﬁ &1@%5&%9% organo 35 phosphonat es,
uoroa et ones phaketos

NPﬁ@‘ﬁQtI"é IEWUPU«'!(' he wnﬁydmd)f;dnampnm))r otaera;pnapﬂécdbs incldding but not
limitemaa&QQ'Ydes %QQA’ @%‘psr @[{Js %gé)ﬁ's oem%s derlvatlves or structural

azeti di neS Uor OO ef |
analogg é?ﬁthF abave, (O&Fm“aé‘ﬁﬂsrfb%qukf)?r‘q thS lhb% p‘hl@matvelossct Harthn invention is the use

of mg@mg@&ﬁﬂ na@y/fréu pdpididhe ra?ld&ﬁ Biro'olllgémépfbas Patent 5,650,489

anothlazolld des. Sone representative agents %f

: benzome peadiversommprassughyps dyrtoifiss hepzadiagspires pr dipeplides armnpeptidyl

peptndﬁrﬁlnﬁeﬂ\fﬁw:th fﬁ&d’-‘]ﬂjgﬂlcbﬂe sdf%ldmga‘mig%car{}!mlnatg })ep'nd§l ﬁgg%g%s Many,

Xﬁ %Q ein mis an integer bet mee
if not 41}, of %SFS‘@“P%{“ (AN Be SYRgSizsd uping gseormhingat whamceil libesgy ahpecaches.
A vast(afray ofgiaydididfetaltgaﬁfg%rcblfps B bR ekbralddSdnh ﬁﬁrh@g bf %gﬁtlé Oafatural

d di
compef iy AR BEHER D e GG 2S4S B o8 e sl eptides

‘which bind itaprblasse Ir.eaCtmefsltgu (071 thta@J};ﬂ' uEIﬁQ AbRGds Wer&hiBitor idRRGkdNion is

bet ween A and A

“the facqe m’anlgmfmoan?' B@ﬁ:grg of gﬁfgreg%}fm% cagﬂndatg@of small size in small reaction

volumes (i.e., in synthesns and screening reactions). Another advantage of libraries is the ablllty to

synthesize targeting groups which might not otherwise be attainable using naturally occurring sources,

- particularly in the case of non-peptide moieties.

Examples of reactive groups useful in the invention include organo boronates, organo

- phosphonates, ﬂuoroalkylkétones, alphaketos, N-pepti'olyl-O-(acylhydroxylamines), azapeptides,
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10 is, independently, a hydroxyl group or a grgnmAR 2007
capable of being hydrolyzed to a hydroxyl group in
WO290Hed661sol ut i on at physi ol ogi cal pH By "t herd@/oseoazari1s47

to Bis in the L-configuration" is neant that the

absol ute configuration of the Cis |like that of an

L-am no acid. Thus, the X 26-x2 15 group has the

sanme_rel ationship to the C as the --COOH group of an
“et‘iﬂe&rﬂ%@olfépﬁdm@é'df @OqsteSﬁSEPerab’b@ipha-ainmovlayl) ) phusphonate esters,

- aminGERBHORIH-n B BoylhidghigRENdent |y prol ine or

al ani ne residues; X2 are hydroxyl
gr¥sdePressmatiieaapntot Fopmtul can |be Ewthrprdefios hyFefradla Lins fdllews:
invention can be further ge &hﬁgg by Formula 11l HOH
lui , X1 ANCCA-NGB H2CQ CH2 H2Q CH2 C

C 20 HQ M H2 wherein mis an intkeger between 0 and

10, inclusive; A and A are L- or|D am acid
residues (natupally or Ren-natur I gbccurring); Ain
- each repeating brackét ed junit can di fferent am no

acid 0 1 MAR 2007 WO 20 4/004661 PCT/Q§2003/021547

-27- residue; the C bond&2to .BS% in the

L-configuration; the bonds Bﬁ en Aand N, A and C

and between A, and N.are pepflde bonds; and each: - X,

and X2 is, independently, a hydroxyl group or a. group
Wher%wamrlem'@ger betvaen handrll molesive; 4 aad Ky nluay)h(q/L- @ Deatpinb Beid residues
(for g@gi‘ﬂ@ tHere i é‘ll.lt:lll ngtlrﬂlorglgu 'tﬁzlt g%lhhafn PE rB ;ILQUS 8ml|n8r?8gtr?.fédue different ‘

nmbodi nent ,
from *Ef’@mﬁb‘l’fﬁ‘ﬂ ofhgr ‘ﬂ-"Pﬁ@rtlle Chonyigd &5 &5.in the Li-qupHguratioh; the bond between A,

and Nedﬂ@ QR SR UntbodifaGits Ctﬁmrbgmje dX aha 80%}9 E{p?de J4hG8nd eagil Kaand X,

npounds can be provi ded and use near Gr c
is, '“dFPﬁ“ﬁ?“tléisa hydeaxy gﬁ@tl’ qr 4 grgug capapig pEbringNrydroy 2856 aﬁlj{droxyl group in

aqueoh§§iﬂﬁi@n B@dh?holaécal %Qo%y gelaﬁfon@&ﬁgbsis H%ﬁcf IE'IL:OHF%uIIaHS] is meant that

- t f th t
th s SOTIARLoAT Homofs i Ao 1 ot AP bach and every A

I Mhésrehe | ndependently be a non-am no acid residue.
Thus, 10 the plurality of (i.e., Am wherein npl)
may be a peptlde or a pep&¢ m metic which may _
i nclude, in whole or in qut non-am no acid residues
such as saccharides, fattyacids, sterols,

|sopren0|ds purlnes pyri m di nes, derivatives or

% $ctural s of the above, or conbi nati ons
group PP E Hmeatiafon i 9 theC aythe ~COOM &Py of ap -amisqrcabhastayits o carbon,

In varidbiseémbodingaitpA lgﬁ(ﬁﬂ, &t irdefeRddatiy Bitohﬁ’é‘er]‘anﬁg"réafau@Chqs é"}@! and X, are
-am no aci

hydroxy? groups.
One group of Formula I compounds useful in the invention can be further defined by Formula

ur

[ o Ho oy
Lo X
A—N C—C—T—A,—N G—B\
H Cl: H é l &
2 C _ C
\ Hy 2 \ Hy
C : C
i Hy J m Ha

whe_rein m is an integer between 0 and 10, inclusive; A and A, are L- or D-amino acid residues

(naturally or non-naturally occurring); A in each repeating bracketed unit can be a different amino acid .



residues. It also is possible to substitute .
non-natural ly occurring am no acids, such as ZUf%MAR2w7
we2084hbéecar boxyl i'c acid or pipecolic acid (vwirwbsiese1547
6- menbered, and 4-nenbered ring structures:
respectively) for the proline residue. Representative
structures of transition-stdfe anal og- based :
" i-nhi bitors Xaa-boroPro of Fornula 11, include-
residuey the Shondeddo B iy in-t1Bdy-odffigurativeh; mbhelﬂsbét%ﬂxAﬁndmlﬁJhndC and

l etwee I R ol e n the
b twecng?( g@yﬂ’ are g@ﬁtrﬁ%éoﬂogt%\sc@i% aﬁ)@X gtle%cpﬁﬁlz ﬁtly;a h%?ﬁ'ﬂ%r'oup ora:
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groupg:pw& c{f Bgn@x.@gijrolyqu ter hmlthybgrgl(mp oguedss sofutlbrhﬁ phymmgutao ﬁH
haptgs, fh%:?é%%lb%&%ﬁt g]tt Eb’r?ﬁoldrlc? llenAlla{Oboro rﬁ oagg % ﬁg?‘rgg“&ﬁ i L-Pro-L-

group Is repl aced
boroPfq. LIGI”B%H’WW q(rgloénmgnts tm mpmdog Val- boroPro

Nmmdoﬁnlpwn'dgdn%ﬂ'd@méﬁ Rt éétmnrl]ﬁégr or @%ﬁpﬁ)? a5 %e§cnbed in U.S.

di nes, fluorool efins pepti d i soes

Pate"‘dé‘bﬁﬁé%ﬁ”( agsypadMageh Fe&?®Ryl ) phosphonate est er s

| arotigagaits ¥l Blthedhdifsdd aty JoHsz@ﬁon@Bﬂthé" inven élon are. denvatlﬁes of
[%nn§¥ﬁnot jazolidides. It is to be understoo

RYBIY c3°8 381 FYFE 4 ibpmeciagerehrisatinks aion-agum deisl residue. Thus,
the plﬁrutilS'Tof Aytedaf Whentehﬁnfl@ ffal b/ @péﬂv’h@é’@r aq;eptF&WétQ: whléggu may include, in

bOI‘O ere roprlatet ese

n
W'“"eﬁfm Rath Pt g‘btﬂ @fe@a'efaercp at gropgRdes| Gty acidscserpleisrpeenoids, purines,

- pyrimiflirles,aigtivitivesCdr @GuctutbitaRalbdIQf B GBIV d?'aor%ng’ogé:ﬂhg@c}f and the like. The

in,an asynmmetric qr _chiral carbon an
o5 BT n i A3 i B ot mgm i e amin i
residuas yltmﬁi i6 pdssdble&dﬁtb:@ﬂuﬁh&l&&fnraﬂf&cﬂﬂ'h@&nﬂg h&ldd, Such as 2-
r _and can occuf in two

e
szl Gl PR e 6 bR anq Moo e sructures
respectimelg) for ihi prolicadesidued R}@btyﬁ:hﬁﬁwl/e PoapRE b tﬁaﬁs:M‘éliﬁatQE}ﬁlog based

oept cii,0 i.ch th
lnhlbl ?é ra%tﬁg?cﬂ’é% &{)l%"gllllga ﬁemcbl(u) alryis ?é\)'gol’lr? é’m Egr ﬁr@gég éﬁ’i %oPro in which
“boroRye} tebersitodhe anblog Dém‘Olllr@ iawhidiethe garbmg'ﬂdtecgbdp)(cwl-l)\(ﬁcplaced with a

: boron*l g?cmp [Baﬁ‘l)n]gméfg%af?\%l cg%pouz?ig a%]ﬁen ion hlaﬁ%aarp zzeﬂ_ﬂ gcl)uasrsir&c%?re in.

I rection or
which dl?q‘ tfogqne hgrownis sapiacerdchyt fog exampk: aprtoapﬂmeaic b fldveoatkyikafohgn

“alphakefs, Q&Y I- bvﬂcyqiﬂ)fdto‘igllgﬂtneﬁ)a«{zﬁﬁg&iﬁqea%ndmeg ﬂsﬁgrr?g aggs (E[?eptlde :

arrangements are no mrror
isoestegese PEp gf’ﬂé?’P'&nadP'"%"@l)rpé‘Psehqne@ esters,aasnmrptylwﬂrohdmmaﬂssles and 4-
c anotﬁﬁ@éltdhdégeft $t08Eu
T St ereo | somer oflﬁg&%g@th%t\sfg%@@%eﬁ%y geglétgje \%ﬂpﬁuf’ gesc?be% percin can be
S“bst'tﬂiegﬁfg thegraetiv e graun of ginemulall (ilge bbrshy! saovs). | Where bppeabrieehese
limitatioRY @phf &fudlytolFoRMES chl:om@ AR 2007 WO 2004/ 004661
P / US2003/ 021547 -28- [designated (-)]; the other
A8 @tﬁ(ﬁe‘f"'ﬂ!}? eXCERiIon A Flysinge Fantaii 4n asymmettie OIpdhamle:arbon and

| al &arl e
.may ccﬁiﬁilﬁﬁlbie&ﬁhn dn@ Bitiral QaridRQtoRA N, a%n?é?ltlc @fg?gtéoltnq tn{](?f éhg Aréqro acid is

£ g hc [l ed d xtrorotatory i'somer
referre t‘h‘if g@s“?‘@ﬁ‘é’l" EANASEYR WO ff‘tf?“é%mﬁfw fﬁgnSale#emfmgre identical

in all cﬁérﬁﬁ:ﬂ&nd ﬁmﬁlﬁ)rdp‘inkhﬁlﬂa&&@xégpﬁon eHefirk Gidh ﬁNﬂEh lﬂgy Jan% use the
| er ent suﬁstltuents in the tetrahedron around
rotatlo? ng %lnse 0 a ltz?(ﬂtg b a5 RMUROAGH ssre(r%ferged to ppkeing “eptidabinactive,” i.e., the

amino adidedan roate e tphinb-psiliridel iight Sy Ge@iRectadn behepgHCe conmpound
e rald which is the snall est
Wi;"%“Za{’l?"&'t ‘ﬁﬁ 's'gé‘gb%ﬁ% L FIAYRY ?‘%31 %@2&*569& cabogifian pRFUBWPekEIrens

- rrangqrmantstltn epage.t Thebdrprahgomests en‘eQOt duﬁ@ﬁﬁf@ab@gmﬂbyﬁﬁﬁéﬂ dt @M%er and
‘are refi eg tcg%s 9&%‘39‘5} en'ﬁtglgmﬁrs Qr 3 *’eée)(? 'Sgﬁglfsyu té\iesg u%%q fg} onléI rst%EeIO ?sr;?ner ofa

&n esta

given zm;gq aprrhvillontste plana palaried hglstb thalet ahd B Ralled $ir IS\Vb%iatB@ iddhRr
am no acids by reference to the absolute configuration
of glyceral dehyde. Thus, the 10 stereo isoners of
chiral conpounds having a configuration related to
that of L-glyceral dehyde are designed L, and the
stereo isoners having a configuration related to
D-gl yceral dehyde are designated D, regardless of the
d|rect|on |n mhlch they rotate the pl ane- pol ari zed

Y s
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D, refer to the absolute configuration of the four
substituents around the chiral carbon. I n genegd MAR 2007
WOn204/9®b41ly occurring conpounds whi ch contai n aCHUsb3/021547

center are only in one stereo 15 isoneric form
either Dor L. The naturally occurring amno acids are
the L stereo isomers; howeveB; the invention enbraces
am no acids which can be in the D stereo isoner

-[designated (-3uthg othersteramisamen fiarmiee anvndisid hdﬂtrotatbeplafmepmdlzbm light to the same

egten%@&@th@ﬁ 1t 34 Q@al%ﬁﬁéﬁﬁ’o%&? V%m@ﬁfaﬁ afc’ 96\%] the DL

system Wever, CcOonpo or nore _
ch mgre %%ﬁt‘@rcsmfﬁw foreclassifyitis apd saning sierso BDBErs is ts@mlute

; configRdifoh @Pha FduP Bifere M EbRitdRnds $h D Berhiis %raro%}:d &e aszl@metnc carbon atom _

centers. These stereo | somers sone
(e-8.» the & grbarp aamysTogstablisd tRissysieay emercﬂcnmrepocuh@aad sglespéci f v
(glycdril@ef@@é)f WHIEH B tHeQRal & suddftd Qav@(ﬁia %nﬁ&ﬂk Safd gﬁ EINLY tyvc\;gﬁventnon in

iral centers. For exa e, npoun such

the arf Bledyf ieieo S0BPE OE Ehfieraenydnore chighateitly w1 Th robsdhon

' conﬁ@?ﬂfdﬂis [fivel bdeh @EceH1 QKA by RYBy zin@%ns StRS &Qgﬁa?lgﬁge E and D, alio have been

e | soners oun avl

urati o

assigE B Ay BoRss e i T SRR RE Ehertbaphe s, i
stereodScﬁmecBiﬁ’al 66m;§d&ﬁ‘dsﬁ§vm§}(S&ﬂi@hﬁflorﬁ%ﬂeg %bt%gL%WcEl%ﬁiLh de are
desi a% or .am no acids i sf provi de Pri nm(g v

& cﬁ'lé’?ﬂ‘%i §160 ISQUATTE Bvinga canfiguratigp fﬁ'%ij’é? D-glyegenl bydr:@tr designated
D, regatspssaof the difecgidn ls;mmaméy @dtaté giefb:{aﬁy §$l§r{'ﬂe§ le&g"ﬂ‘ﬁus B ?ynﬁ)%ls L and

nt e voi d anbi guities
D, 'efs’%%%"éﬁ%\'ﬁ i‘o W%"W‘WE&S? Ok St Es Hand e arbom
gdmeenatal, nhﬂnalls ?&iuﬁ'ﬁig{cﬁmfiﬁxﬁdmﬂ& édgmfﬂ%lrﬁl%ntgr?a% only in one stereo
ere u uent .atons. around an asymmetric

ISomchC FCb {t]l y I§ bl; J](St}edg?uaélpl O&é‘ﬂ'@a"g]"}f’gacéijts awltlae LhsierBeisomers;jhgwever,
the mmntjer emﬁraqdemnmasmdnguhn&i @nBEiIn tED Stefey lmﬂohhﬁnrﬁml | est

(oSG a6l bR Bl b i ity BN el DL

- system. fHewgvery pqmmmdsayiechdem:wobe dxomn:hpage'nt% nﬁff bé_ﬂh!f'l p@gere stereo

isome on fw h is iral’cen ers S
£§Mﬁ Lﬂ)it‘l L ﬂe g@?ﬁrﬁ (gl rr ﬁ t S‘ﬁi ﬁ éte%mngFrs é%r“ett@res are

cl OC - W se e con ura I on aroun

desngqa’ged ,ugp@hp gg sys(t)em pgnare clpzfrlytsh@lfd e‘wrcea@urayonm lsmiodieids thst contain .
. twWo- oﬁ@&@%lﬁfa‘l Eénfé?skvﬁoﬁ&am%)er I Bédag Wl ﬁtag Rmpeoalie |sPIe§clréa%ﬁ&ta|PﬁW% |

S. _Each chiral cen named. accor
asymmgrit GarRon A[S’ESW‘?}@"'PWF@%V@PEWWQ)ISomweglrﬂguanortsn &hs lsothére of

compoufds Hahiﬂg abd chvaideted %FeQJnmvmgs leﬂ?etﬂeo . (Aec%'mgn:%tc{ sﬁ:USSﬁg ogg-ne RS

é@reonlne .refers to (2S5, reoni ne | n
SYS“‘"WI UpRating Pty itomers fen am'wrdseﬁewgq!ﬁdtm Bwylmﬁs i BjoclBmistry, editor:
A.L. Lehrithde page - 00 2dubs@, Afw;@fiuh{n?a%%ffiﬁ s BRMR B in 08 MAR
22.87 WD 2004/.004661 PCT/ US2003/ 021547 -29- common use-
° RYmatem s inysated oo G@btgé"'ﬁ%wh&ﬂéc?omyoqﬂﬁ geaing two or more

chiral edatekd. Ih 'erfehlll $heas|5'§tem IS@BYRE to falethBfour didéh&bstituent atoms around an
d to designate the am no aci 21

asym egr }SI n[g rﬁi ruoz’% umb, fd :
NS PEar & f’ B8 dGHiTaE IR AIGRHCUMbRTAr dn erHeref desprasintvaianice

densnt)C'ehﬁnehe sn‘ﬂﬂ&st aglewtss-raak gidip is ﬂb\ﬂﬁﬁ% Hi@é&ﬂ?ﬁe\ya}%ﬁ)anj{ mf gngr Thg

i nst,ances s ant iall pt i cal
aifterep 2GRG 55, 4356 PBinse st Bissberston raeva et Lotwpist (upre. 1f he
decreagiag ok omitrdsrseei etieiciogk-aveie ednBig@htidnouhd the chiral center is referred to

Met hods _f
as R; if tﬁg g cgeg%@?}ahl?grdl fls éﬂ%%r- g:i[}(év sieggﬁgqng gUFthﬁgf %{ﬂrrgg foas S. Each

chiral c@g@ms garaq:cbacglqprgmglmssdg thiz spsndilh [ Ab}ﬂﬁinfﬂﬂé sf§Ath totBiebife, YR skilled in |

ts of an
theart G Bty ind R es bl OB TR0, 08 1B B0 Pty e v
systemg)The meseé@ditlnwd@gnmmg nf L-4D9 35311093d D-kll, o0 thiréedAin® hée been in
whi ch are incorporated by reference herein. 10 As
- nmentioned earlier, the agents, including their
~individual targeting and reactive groups, my be .
synt hesi zed usi ng reconbi nant or chemcal library
synt hesi s approaches. Libraries of interest in the
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i nvention include peptide libraries, synthetlc or gani ¢
combinatorial libraries, and the Iike. The artiG&&MARG07
WOoR0H/Amsel skill is familiar with the nmethodol aayr/6$p003/021547
library and conbinatorial chemistry synthesis as well

‘as the screening of such conBounds for agents which
are useful in the methods of%t he invention. 15 The use
of I|ibrarytechnol ogy, such as phage displ ay, "and
commog ¥ f9nsante timhe and epritng tp be gsed iy amse;ofmpruumdus &, MHyvever, the R S
st n r.qt ease
oyt Bty WL G IR AR B BR e i) SRR more
‘meCFH@QWFprpllcatlon entitled."Miltival ent Cbnpounds for :
Q’ﬂﬁ%bérﬁs}‘df@lﬂa ‘R%ﬁm lﬂﬂ)sbeQH‘ g@ﬁ%an%gs%ﬁﬂsgaglgil pgc’agly pf"ﬁ eThat is, at

éﬁ} 4p 1999 and aSSI
least ht9%ﬁ’t %195 PEH HPe 98% lﬁ’c?ﬁ"/peﬁtm mbqnmtmeqearnrngrdnatewf the L-

.conﬁéiﬁ‘atfoﬁﬁrﬁ{oﬁ{é(éﬁ}bocﬁ?ﬁ@ﬂpl Reth&ds fmgﬂhés%nﬂmmg % %]'rfélts%rf ?ormula[

qrallel 20 synt hesis ne
age"tifrgd%’ fged ('JB?“P*?S?’eﬁéQT applicgipn YA 82(0§258, 1994 and its :
. C (Mir@'?dﬂ €Ak Ets ofIEQT nBbd snB Gthad f%gfhelﬁpr%df&fﬂr’e fiie be?n previously

72, h d July 13, 19 U.
dlSClORESi in U%Sgi?itfn ¥ ﬁlteeé:an g%%?lfd}' hoare ingaypaatggh by q'efegence herein.

COXs rﬁ&pemleﬁﬂleﬂ:’% adhy, lnﬁm@ﬂg %ﬁ' ﬁﬂfvn&ﬁ%ﬂg@lﬂg‘ a8 reactive groups, may
i'ncor por at ed

: 529, which are her
be SY%?%F%‘PF&’@ reqembInANt Pr FRATHERY '%dyfﬁbﬁ%ﬁégﬂ”??cb?ﬁsx@m? piguserest in the

invention |ﬂdﬁﬁetpeﬂﬁtietltbratnh£ sj&ﬂﬁﬂ@ﬂﬂ’gﬁ’rﬁc @mbitoiM] ifbrdries %ﬂcri'r‘toh% Yike. The artisan

ra The i nvention_ enbraces
oforeiRty RAEY (Pt th oSl o BB EorMR AL Py g gntesis
well ak gﬁlscreérgig&f ssdhg;émpduglﬂl; fot gdents hgifch are'u@@?lhm hﬂ:%tho@@gf the invention.
re. either

vi.n chaln that
e N Flow. e S HPEE ot oo Ry btc4eHEY et s compound
array metbods) mlthﬁ syhthedisand s¢reaning®é protesseSflftsitobd Has béwh pl':H\libusl described in

us. ﬁf}ﬁp&ml%tlon Qheitfed PRAuftivEIdh 8111%8%3? [‘or Cﬁ‘ms mﬁ%% % 0[5? 3g Uses

y can recogni ze an
Theresfo f@sﬁ Yohprirde 989 amaasigrRIAS. &Ndosmﬂ 3(76,rtlm watehobf hich are

mcorﬁohﬁe‘éﬁn thdir mlir@t‘} Bl ?errg{ce S Eﬁa@ﬁle@# Fa‘? %]slsur(r:ntx & and parallel

( - cel org anelles s as m
synthess W&?ﬁ%@ﬁ' pr °T’ﬁ'§d w8 HHHPS/BT7, 49r7a@lndalwuetrhér1@@4 arglds catra@sponding

PCT ﬁuBl%‘H%ﬂ)al&t #pplPatioh WU@B/‘] MZOJubME@d § ene’t ?%l and U%!?’hterﬁﬁ\lo.

hem cal _nodi fi cati ons,

5712, e e ok 08 By itg sovgEding BT evbiihedpaent applicaiiono -

W096x32519, Whith are hERIBy inbsipdtaBdby\efekinb, the ternms  "anti body”
éﬁ?_are}ﬁggdnlnterchangeably 0 8 MAR

a gl Qbul i
gﬁ?ﬁ““ %Mﬁ GRS IopsCePMPEEo D 3dditiamte the- cogwouids pEisinhile I, an
annbo&ﬁbn fﬁxgdieﬁ?t&h@&ﬂ athe Mveitiol 88Bkades tHehiSe 6@“%&‘(39 Bf alﬁsot)épes mcludmg

o, A B8 P Bl S S e e e

kappa ot ambda/@ninabl e regi on that specifically recognizes an
i mmune effector cell .that

ni G t
[ e MR R -
of a partiputar targsi. s@r&ordﬁngﬁy &ﬁdntiﬁahjz ¢af &6 rizeCand Bink ROSYemoMPIL X €S

d k f
_carboh?a%te gﬁﬁe nagé aff)y‘:a"‘??%gﬁ?ogrﬂf q@iféﬂ pp%r&?l%rﬁwa-ml%lflar structures

(e.g, calrhbzrggrmﬂss spltsoniteehémdcs Oxl‘rlboﬂﬁhds) ané ar@:e&@ or ®aih@it tidteot &8 also

r : ac evel bulin can be
ecogn% Q(ﬁjﬂo‘&ﬁ"ﬁ{ or?r}’\tl,} ?A\}%‘"%O hd nﬁ‘i‘]‘ 33 8n SIW"Hﬁﬂdi'gﬁéle P28 8985t n
m°dlﬂwtpﬂm$®mﬁanMnmg\1 Voo Ilmwmnmﬂdi)mg oBPRRAOT AClsbifherein, the terms
“antlbdd§@!irﬂit ?xqmtlﬁé%mbu a@t{ Jsgé; 1n9erchan§ﬁabi)( phage di splay

I nmuno

brari es) so be modifi ed
genetlcally or chen1ca||y to incorporate human 10
pol ypepti de sequences into non-hunman codi ng sequences
(commonly referred to as humani zation). Additionally,
I mmunogl obul i ns can be nodified chemcally or
genetically to incorporate protein, I|ipid,
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or carbohydrate noieties.. Potenti al nDdlflcatlons

could al so include naturally occurring or synthQa@r'ﬂtARzm7
-WOIPHedbElr entities that are either directly tRXI/USZ008/021547

tunor cells or serve as |igands or receptors for

bi ol ogically active nol ecul es that could suppress

tumor growth. For exanple, @lowth factors, 15

cyt oki nes, chenoki nes and their respective receptors

i ni¥isproifisgnibadiey caraisohe ubddgmihe snventione Adiidpedific antrb@dyﬂ'ﬁi&&ﬂtavmg
one VaFiablebiba tal spRGALHiIy 'rnggn‘?zres § WP Srfttégn %n%)ﬂtqt %hetr varjable region that

represent biologically Ive no
SPemfrﬂ“é FEEEBNIZHS & awpmamnypmm hpstémimiunmaffeogl cebiuthat has Igtichr growth

inhibitht9| |aEt|v‘i@'h%ﬂs$the Thor aﬁkb&ﬁﬂ%n@&uﬁ’@pé q}{trgodggcm?p%xes & be created

b l@@ #g‘&(t) (covalently or otherws
- Oy linkagq P IBYFF ﬂP'antOg'OPutm@@édlfferpntbam ty for tifthe ahtigensandiy effector

cell abﬁgeﬁ@leﬁl&tr acthd pepid HeudEiOuid cP4sSi sting of A~ 20 chain
QH? d?g cos | ated A chain toxin, ribosomne.
yngg| l,Hé Cﬁrll ;gpqlpcedam PR lppma@w e(plghqnpqnﬁpemes, or in vitro from
lmmdneﬁblﬁdhﬁteﬁ&idl'hg DNA6UDN £R6i8ted bR 1'3?&?1[3@0ftWA ga ga)[llﬂage display
xotoxin, but is not solimte

llbrar li om)cpgi uE
IRk IBE)OR REFGEEPe Modidist Brnciinally a1 dhemisall taderosgratedivenan
polypepritenéduencepmtyt don-hagenéading set{u@t‘iﬂe@{rhﬂhﬁﬁ@ rSreTdY 1855 l“?lﬁﬁ&atron)

d h hénot h t
ncaif G Bl ooy hemis b aEreGOME S FOTEPTOR poin, i,

or caxzbnhydranahabtmdsl Pﬁcntﬂhm&ﬁﬁ&hh&%}éﬁbld ARo indludé ﬁtﬁtg'a@ dRhBhgor synthetic
and_ an

mole&lnar %ﬁl éle? Hrgt X |th%rn dj 25@3{) ?{ § at | ng §g%|%?]tﬁﬁn(eead ligaads, pg gggeptors for

brolog]grllmact;vearmlécam thamnldeﬁpp&rsi tubﬁdgroﬁfh fFroR&aRPle, rB@thg,ftors,
that binds to

cytoktn%s %Perrgorlﬂ ngsr r{%ythecfrr res}getﬁgtéeﬁ?p?ﬁ émf 1 a&ﬂ,ggm % Actye ligands gesgeeptors,

: hormgmd or'rfatymally caeriiggor syraliesic taxde dll repteeéit ban)gearhz,l attivémolecules that

I in is
coudGRRRE i B m AR e e e b HBRor  cancer,
: p r'@p@pt&@py oraqntrbcpﬂer fragihent snay tagugaet (cavtlerrrlyror Other&astwera toxin
derivédStdm plﬁrlﬂaﬁr 'I%te &@mlae Tﬁé tokngr& bQ geb&Ped fro[m th groHp f‘]oélflﬁltlm@ of A

response. cancer ant g
chain H{J‘t“ Aeelycesyirsed A ghain tﬁtltlerdwsw raartreatmgpro@m kvercanbspergilin,

.restrlcﬁ&Yn k‘:lson'iaclleilsﬁI ﬂptﬁéﬂa't%ﬂand%euq@lﬁwa's %ﬁ)%)éirg 813 r§noé P%gm Qéds

U%, 347, jssued on Cctober
i‘ﬁg'“é’?éy £ 3ntibody dragsmens mayglyo gmjuggtedip.a chémotherapentii zg;em a
radrorls(ﬁop% s{hs kHdSe relzrh:ﬁ Meredn, orlaRYRIRS. afte br%&%mﬁ?ﬁ:@ 91?% gef selected

f resented (in a digésted for on the su
rom ‘Qﬁg'é?H’t ﬁ“" AR @tirmetgpolits) qn arntli"%cvr@lnem\tlmplkebndam amsjouc an

alkylafing gpeit, &nd ahfepﬁ)b&)pﬂﬁfotoﬁlﬁrnbdt% ot §d IRhika. then it invokes
- en it is presented in the

a [ esponse
BRI 2y BT bEb o resmrotieanil i pmsationdn ob antibody

fragment éipaelbieds t6 & cancet o8 nidiRamtber mt&%4éaqge4§r§rlgen” and “tumor antigen” are
4 wn$m1 ﬁPS/ 21547 -31- cancer cells either by
use "b ngra (FRCeL ARtBEn gsisesk hepeinis @ compqund dlfﬁegptug;yapﬁgpleted with a

tumorascaxiw;:prefbmdlyIaﬂthEJOdllS[l:facﬁtof a fukmor orflAfkdr cHAMGEE cFEHEFF rﬁtbkmg an

art al | rif t he antijgens, by
'mmur?e%e%’ngl nan cerﬁmcﬁe" X‘aﬁ) be y‘ifvﬁﬂet“rﬁ(?\‘}b“ §\PAt Sﬁésﬂ@d ofis an
exampitg) thaantigeh inghe a hﬁiaram@en ammsg:elreﬂ in US| Pdéntous 5 87€3470%sued on
hat ol nt | expressed
Octo T S B2 B 180 of Moy 25 AT o Pt st i
mvokeglqg hnrsurancapgen svhemaih IShDeesenmlI (at aatigented ﬁfrﬁ[j)&i’ ﬁld surface of an antlgen
tne
peserf{FE A 18 Bt O M Mot QLT IEAR KO P N Bt d aim iane
respongy Whesrikip peggnted imshp rentexeof a2 heelacuba nCaater amttgendah B8 prepared from
-cells. Due to this differential expression, these
antigens can be targeted in anti-tunor therapies.
Cancer antigens nmay be expressed in a regul ated manner
in normal cells. For exanple, they nmay be expressed
only at certain stages of differentiation or at
certain points in devel opnent of 10 the organi sm or
cell. Sonme are tenporally expressed as enbryoni c and

. 1
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never expressed in normal cells, or their equﬁ§;ﬁ
in such cells is so low as to be undet ect abl e

WO2AMH6ENnt | gens are encoded by nutant cel | ul @rCJESPO63/021547
such as oncogenes (e.g., activated ras oncogene),
suppressor genes (e.g., nmutant p53), fusion proteins
resulting frominternal del#lions or chronmpsomal
transl ocations. Still other cancer antigens can be

canceg ﬁ?}BGéEFfl?y PRePariRie copdp etrasy oficanser cblbstor exabipassrdeatdibediin Cohen, et

r " y 7 | e Flcod
o, 1ENRRE RS TR0, YRR A Rl G oA i rore
or byéiaﬁ@‘fq yatheps of éggq»tq Mg(mgr (enserantigdns geind¢ BEAje noCDRARed to antigens
that afd fekoriBitahnily HQFRsel! AliftinogbAIS; Zx%bn L€ ch‘)vl%_%%ﬂ\tolr 91'!\761/?8 Such

ovari an associ at ed anti gens uch as
antigegs G Wrisqlatedr Breararah facerabigantly et by ot myanamomdyhe art.

9. & cdnber dliEeredcompitsds an%%s that 7B fRrenfi dP eﬁ)@ chbettgﬁeg canéer and

O her cancer. 20 antigens are

~ [k
normgells. e tasthis flfferential eprepFonohRss enETEn bamrgegeeins agti-@mor

therapitsS ((Rfcer B lntlEath rﬁay]be exprdstd 1@l r@éﬁmln%nérrﬂ&h&gﬁl J% or example,

h 1/|\/EI C%E 100, Dlg t1dyl peptidase |V

&y 't“BtP}ﬁl RApress %ﬂ%éﬁ aigyslages AEdl 6'5?%6%@; appesies mintyimApysjopment of

the orgAfsm wcehosdsmé ar8 tekhpofally SXR&Gtadlas 8R6961iak

never% % I A/rGA73r’)g %Iar‘ﬁ%noea?rbr §rgnllc %nq?ﬁagﬁ'h%%d'" others are _

Refe Sf%"' “ﬁﬂ’ﬂﬁ’] Y rr dhelrsrprstsie in aboblls i g 1y 1p be endeietable
arﬂ)tl:er cE’ﬁdBSirﬁg&sS&EHﬁdee@ by \lila@QBI1{I 7 Seues Beh dstohcogenes (e. g., activated
enic e |t%g 5 PSA-2, and PSA- f
ras onco%enf: gpref)sg enes ﬁeﬁxbxfaahéﬁ?ar?ﬁlfslxogé:ﬁotil tmg-f[o(lgréqnpemal deletions or
chromwomzptmns'l@%nz estitl ahaicincer MAGRs tarbelelicoabd by VIR 1(7.,3%165 such as those

MAGE- A 1, MAGE- A2, NAGE- A3,
carrie &R%%d%mﬂé""%ﬁ A7. MAGE-A8, MAGE- A9,
MABEMAED of dui@Eantibans idNGE-HER (ph/mh‘:omoan(m/l%% Ed}lioside, GD2

ganglm g%o&% @lgwk@%@ kg z@agtqarh&mqlnopewns A

antlgqnmrlaraqssch@dgntéwn!gsuch GADETL] aGNFEvPS, hih MAGEarbma antigens

reco y‘lanngﬁﬁz% % £ ?N@'\% &%%I%D%GA%@F ?15% geher cancer

antlge'gsgre dﬁzg@quaw ISy Pat{_]ER:_Sﬂﬂé,dﬂ pNilk ether CR@é{Sin,trgens are listed in Table |.
f etuRRdr@kBhples ifeiR
tenin Fnar§l|20<:t S}MG%%GETQZ?§% A %’E@@ é{'dfise v
(DPP %’dt‘%‘?’ms‘éﬁ éﬁ&ﬁ’ﬁ‘ﬁ%%d‘%wﬁ?ﬁsﬁ@&h@l) |FA|Br ‘mc@plmlm b, Colorectal associated

antigef AE’E()S) ~Coorln A@Aﬁr@ NEHRihdEmddyon ’cg\n'tlgé c{gﬁg?ando S mgﬁ’ogﬁmc epitopes

d
CAP- (30 G2 20: S0 Brp St Srreific e EA) apd e o e 200Fcs PSA-1,
PSA-N\Gh 2RI (idkeielspBEifié HMeRBARY e dSAPSMAZ T- é&l@%R&g}EPQ SL3 chain,

EBV encoded nucl ear anti

A,
MAGE T ﬁ/oélt%%g BHG €p NAGE-Ad MAGEAZ, A@@mgMAGE A4, MAGE-AS,

N MAGEMMME&AQ)MASS&ﬁM&“@(Aé; Mﬁéﬁ Rio, %EM@P% E/A2, , MAGE-

ens can be classifie
Xp2 (TRERA80 AT KA CE S MAGE3H (RS BooHATRE . oM GF-C2,
MAGE—GI‘!;:MAG&FE4 YEAGE-TaIGA G Bfandily OF Rinfos arRiRERAEE ém@eﬂ%%ea 2,

GAGE‘?SJ‘% T AGERL RRE S SRR e T AaRob %ﬁ'}?&%ﬁwa !

G, Goies MBOY- 11 CRIKeH, tyrdsiinbdenpss] ML family, FEROAR, BCha REAS , 3-
fetoprg_k Ix: g udﬁé}lna& c.!ltgr(m *E; Bnin and y-catenin, p{20ctn, gp100™™"'"" PRAME, NY-ESO-

1, cdc27, adenoma_tous polyposis coli protein (APC), fodrin, Connexin 37, lg-idiotype, p15, gp75,

GM2 and GD?2 gangliosides, viral products such as human papilloma virus proteins, Smad famiiy of
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BCL-6 Diffuse large B-cell |ynphoma TAL-1 and TCRSor -
SIL T-cell acute |ynphoblastic |eukenia c-M/d &rMAR 2007
WOR9p4/003661Bur ki tt | ynphoma MUN/ | RF4 and | gH My éh@Imes2003/021547

PAX-5 (BSAP) | mmunocytoma Creation of fusion genes

RARcz PM., PLZF, NPM or NuMA Acute pronyel ocytic

| eukeni a BCR and ABL Chroni®2m el oi d/acute I m

hobl astic | eukema ML (H Acute | eukem a E2A and PBX
tumopgntiggns, Impcle P | AR -endogedstiolotrastigeo (EBNU R Ivibsmin Npbdgewpliosphorylase,
SSX ] skeuk -

AES0b asOMOMERLS 6811 s §>€l4 &3t %yé\d[PﬁVl %P'XL(TF ékCé?ﬁOaandiﬁrbB 2.

M/el odyspl asti csyndr ofe/ aclte

AdEhspentiesns carke dlassifies asdnrdcapd dofiable®lY. (2002) Bl ood
99 409- 426 8 MAR 2007 WD 2004/ 004661
PCT] US2003/ 021547 - -33- Table 1b. Proteins. speC| f| cto’

Table 1., Classificafion afdw}cqr.angmaé Protein Di sease .

_ CeI [ -surface protei ns CD20, CD22 Non- Hodgkin's
homa, B-cell [ynphoma, Chronic | mhoc is

Tablq éd lgé' Fﬁeals en¢odetbby genes thiat hayeunGB@EneAbutreosonal Ageaiuasin lymphoma
la(AM__CDI0 (gpl100) Common (pre-B) acute

GeneF \/rrnhnr‘\/fl c leukem a an(i ndliseaseant nel anoma

Activatiey of quisseent ganest or (TCR) T-cel | | ynphoma and | 6UKem a

BCL-FeymdieH. cp| | recept or (BCR) | Blapssd ¢ellllympioeaa and

BCL-P anddgh n  C26 Epithelial amdliicyiagiopidnaal i gnanci es

BCL-6y,nan | eukocyte anti gen (HLAiffiBRIargdB\eel Lympimnad

TAL- hend Tifder S8s_ DP, _and HLA- DQTREASAutdympkadlagg alomia

c-MYG and || bi | ary adenocaiBaikitolymphaid duct al”
MUNABEN@egli nomas  of the pafMyeRmaProstate specific

PAX-@PAne anti gen Prost ate ¢afimekocytsmh dET Nal gr OWL

factor receptors (high expfession

Creation of fusion genes

RARe, PML, PLZF, NPM or NuMA Acute promyelocytic leukemia

BCR and ABL Chronic myeloid/acute lymphoblastic i
| MLL (HRX) Acute Ieuk)émia }' : redkemia
E24 and PBX or HLF B-cell acute lymphoblastic leukemia
NPM, ALK Anaplastic large cell leukemia
NPM, MLF-1 Myelodysplastic. syndrome/acute ‘myeloid
leukemia L

Adapted from Falini B. and Mason, D.Y. (2002) Blood 99: 409-426



EGFR (HER | or erbB 1) and
breast, prostate and stonac
WOHERZ90d641) Br east cancer and

Br ain, lung
er bB2 HERE MR 2007
ar(hmszoos/ozlsu

EGFRvI | |
h cancer
gastric cancer

(HER3) Adenocarci noma erbB4 (HER4) Breast cancer

Cel | -associ ated proteins Ty
tyrosi nase Malignant, nelan
-1/ 75 Pol ym)r phi c epitheli
Tabl atishueair cetlilinea

rosi nase, Mel an-A/ MART-1,
o related protein TRP
al mucin (PEM Breast

neagdUC | ) Breast, ovari an,

| Proteim| qn and Iuno cancers__Sed

rRitease pr ot ei NS l\/bnOCI onal

Cell-surfaepproteins)| in_ Multi |l e m d

| oma and pl asnmacyt oma

CD2Q, f230gl obul i n |ight chai ns

Nduk Hiodgkia’ sMRpHIMR, B-cell lymphoma

antigens i nclude MAGE-Al, -

a-fetoprotein Liver carcingrhronkalymphdcgiinBui@ma@LL)
CD5varian cancer Gastrin-rell@asdlingLipept | de/ bonbesi n
CD33 yng carcinone Prostate speiufelmyetiatadde Rukinils AAUE):
| CDIG@Ept Table I c. Cancer t€Xldnfindn (pRiB)aBRE 5 mphblaE leukemia

ABd makhant-nfelandma BAGE,

[ CD3/RaekErecem@ETCR) NY- ESO- 1, R/

AGEgell$pwiphbma ardd lenkemia 4, - O,

CD79/B-cell iecept@® (BCR) HOM TES- 14/

Htilympiioiva hrdteBienaidl 0

CD26PRANME. * These antigens aré

Bpi(ﬁmiﬁﬁﬁﬂ%'rhﬂhoﬁlqmlg%'eg?i

Humani legoese suighn GILA)OR, Hs.Aand
DP, afihHLA-D@xpr essi on i s commoli

ILymPRITE maRSRscidy acent a.
in tunors of diverse

exprekdion ngi oma  SSX-4 A i godeng

RCA$I neages and as a group the GiédoBRREl daRifdmad bi&yS 10T

i mrunot her apy. Exanpl es of |tatki@tar@ndMi Sad Mtapgd carcinomas

antigens are as follows. Prefekpalksagase SSX-2, and
Prostatejspiekific olomashoamitere 1. MAR| 2®3tate cakder V047 V0466 T

PCT/ US2003/ 021547 - 34- SSX{2 (HOW MELC-407, CE,—GAGE,
Epiddsialgridnith Gietuntreddploas@igh afd PRAVE HOW TES- 147 SCP-T

rioglioma

EGFRHEMRI E5ebB) S4ad-EGFRVAGE- 3 ad

' Bramfurg, bredst, Brodhl

T S

nmenber Head and neck cancef cae¥ari an cancer
erbB2(HEB2 or HEBRMewCt al _cancer aBekabtic@tef ard@BRad candsre 1,
erbB3-(AER3Y, GAGE-1, -2, -3, - 24| AdhmocarBinomd and Head and
erbB4{HER45quanous cel | car ci noimBredst Ay

Cell-associated proteins

Tyrosinase, Melan-A/MART-1, tyrosinase
related protein (TRP)-1/gp75

Malignant melanoma

Polymorphic epithelial mucin (PEM)

Breast tumors

Human epithelial mucin (MUC1)

Breast, ovarian, colon and lung cancers

Secreted proteins

Monoclonal immunoglobulin

Multiple myeloma and plasmacytoma

Immunoglobulin light chains

Multiple Myeloma

a-fetoprotein

Liver carcinoma

Kallikreins 6 and 10

Ovarian cancer

Gastrin-releasing peptide/bombesin

Lung carcinoma

Prostate specific antigen

Prostate cancer

Table 1c. Cancer testis (CT) antigens*

These antigens include MAGE-AL, -A3, -A6, -A
RAGE, S§X-1, -2, -3, -4, -5, -6, -7, -8, -9, HOM-

nmmunotherapy Examples of tumor expression o

12, BAGE, GAGE, HAGE, LAGE-1, NY-ESO-,
TES-14/SCP-1, HOM-TES-85 and PRAME

* These antlgens are expressed in some normal tissues such as testis and in some cases placenta. Their
expression is common in tumors of diverse lineages and as a group the antigens form targets for

f CT antigens are as follows.

Protein -

Disease

SSX-2, and -4

Neuroblastoma-




20

OVt TES14/ SCP-1, SSX-1, PRAMS and CT-7 Non-Hodgkin's
: | ynphoma PRAVE Acut e | ynphobl astic | eukenia (AQL8) MAR 2007
wWOo200/@466ty el ogenous | eukem a (AML) and chr oni ®@CTVUSIDOB3021547
‘tic leukema (CLL) Table Id. Proteins not-specific to
a tissue or cell lineage* Carcinoenbryonic antigen
(CEA) famly: CD66a, CD66b, -34p66Cc, CD66d and CD66e.
*These antigens can be expressed in nmany different

SX-2(HOMyNE - 4D UMAOE. GAGECBAGEe | Mpligsamandianoma
nd PRAMEnot herapy  Table |e. Viral proteins Human

HOM-RESiIHMSERA virus protein (cerlvMewhgicamcer) EBV- encoded

SSX-4n,cl ear ant i gen (EBNA)-1 (| yn@edesirioflioneck_and or al

. HOM-FE 4(SCP- 15 MPFRE -8 aid SSMt at ed| Astrogyrens ant |y _expr essed

" SSX membercil es CDK4 and bet a- cat ehi¢ad ahdinetle bananevafanaeter,aQymphoid

tunor _antigens can al so_be c| tameisf dobulecsat cmecetiand) biesst tdheer

RAGEela ri&; e4, GAGE-Uivr -3t-Aey, -&r @ andis|sideid ahdkckvsduambis. @l carcinoma
8 __expressed by). Cancers or tun®MNSC&3soci ated with tunor

HOM-ZES | 48R 1,/ $5- L PR AME argl CTED | Bodghts IgmptReiaem a

PRAMH v6; am|; cyclophilin b),! &ueslmphopfpitdsikemia (ALL), acute
(1 g-idiotype); Burkitt's (Nonmydixhghousieakeniy (ANDNEd chronic
(CD20): glioma (E-cadherin; |dympliceptidiguke@diaq@LENI N;

y-catenin; pl20ctn), bladder cancer (p2lras), biTrary
Table; bth Rywtefns ot-sewific lbo 2 tigshie caeelidinedget)C f ani | y; HER2/ neu;

Carcncoegrbm@n@)antlmr(CEAhfamllg Ar166a 006 6b PE366cpCD66AThd CDBEON
*Thessantgenoerm bepRiresasst in HERR different ml%hhﬁtuﬂxord\dﬁcirﬂm thegdted by
immupethesepict al  cancer (Col orectal associated antigen

(CRC)--Q017-1 Al GA733: APC), choriocarci noma (CEA), 15

.epithelial cell-cancer (cyclophilin b), gastric cancer
Table(ﬂER%H“‘ﬁPqtelﬁs er bB- 2; ga733 gI ycoprote| n), )

Hum 1o Vi CWP' otetA)—Hedghkd
EBVIH;J,%%EW :EFEH%% i% m omas gfnelceuq(drorrglgar(:érgcl Ophl | I n

NY- ESC- 1 erived (

D) y nE| anommga ("pl‘5 I ot Cl T, gpl\), U'ITL.Uf et cu anit g—pn

Tablé3Y2 M’mgte@?a% thlltlkgfﬂrgs%@ mo{&/lﬁksoma (NHCI fam ly; p21

CDKmbetaQ:q nﬁrﬁﬂn 4 Tung— carcrnofna HER2Hhew:

c-erbB-2 nasop ryngeal cancer (Irrp 1; EBNA- 1),

21

ovartan cancer (NUb‘ZU IdHI[y, HER?frett—e—erbB )
prostate cancer (Prostate Specific Antigen (PSA) and
i tE@NFeRRL BB AItigensept 2lephesiavgediaccdpling @ theatadceP&ﬁtuﬁipr they are

assocngémlth I(I'-:eQ?e&ﬂgéée Rl%? etpn%elg):r tu@@g%gs%aﬂsggﬁﬁﬂ?n%g algtp 2ns mc)qude acute

neu; copr

'ymPhPéhgrc 'f‘F‘IERE/(ﬁ‘é@ amiL; éyoé@hﬂyl b), saqmidm@ommg nd:anyper Bur@mss (Non- .
HodglM‘RE\’) l&n@ﬂoma\/{@D’é@Pﬂﬂ&%@%d}P QI/ %gm @Q:gl%nﬁél y-ca eﬁlnhE{ZOctn) bladder

Dtﬁgad esop vi ral pr sSuc
cancer G055 Y PO (b G Press SHGSTIOHLG e Baneu; o-arbB.2), corvial

carcinph {p58] 62 yas), Eﬁ?ﬂfaﬁdﬂﬁdﬂ{a (E@Q&egﬁgﬁlﬁ%ﬁgngoﬁ%z M%? EJrrllly) colorectal
°a"°e&(/%ﬂkﬁ?f“"l? g%%%’?"t'mé@R I AGATH3LODP), mqlwwycm@m(CEA)
epltheleaBl]DbzﬁﬁerC(f:ycldpﬁiDh bﬁ@ﬁdﬂﬂﬁi&ﬁce\“fﬂ@?{rﬂh@erb@ .28 t7§1§ély&fgrot?1ln)
revrc RS g 2P B o 100 oher iou FNAS)dors ot (CEA:
MAGH-998Y-ENGaVe Iyarphoid @éll-@rived leikemfEX(®@yclophilin b), melanoma (p1$ protein, gp75,
oncofetal antigen, GM2 and GD2 gangliosides), myeloma (MUC family; p21ras), non-small cell lung
carcinoma (HER2/neu; c-erbB-2), nasopharyngeal cancer (Imp-1; EBNA-1), ovarian cancer (MUC
family; HER2/neu; c-erbB-2), prostate cancer (Prostate Specific Antigen (PSA) and its lmmunogemc
epitopes PSA-1, PSA-2, and PSA-3; PSMA; HER2/neu; c-erbB-2), pancreatic cancer (p2ras; MUC

~ family; HER2/neu; c-erbB- 2; ga733 glycoprotein), renal (HER2/neu; c-erbB-2), squamous cell cancers
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A/MARES; C®27,4\4655434§81ra5139¢0"‘ Y0 et al., Int. J. Cancer
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Immuned 36 DG B8N, 1980 Bos| KENY I@hunatp 2:1 671175, 19050VAn den Eynde et al., J. Exp.

v, BR300 50 e g b St Boip! S, oo RS St . e

187:2852 021998 3Wangl 96, J. KirkidnbE $&178506-3606, 1993; Ahdroadsoét.al., Int. J. Cancer

82: 442}8% ég‘%gGgé]'OGét%gdSEx %@h@g‘ﬁ 1'&11@{; 1’99%, :Lu%(rgggtnaﬁ)]le.é Exp. Med.

188:10083:01€ 6998 Wilfel dtA06Lur Kb benpamh24:3§9-#14, | 998aSidener Rabpohkgh Med.

133:5%%2898%9%%?%8 ddg’ ?Klaf?s 1?£3éﬁ4§; lfis;l%% Flf?,']m. J. Cancer 83:755-

759, 1998 Btig®ad ﬂ&@ZEurl-Qgﬂmw@b)Zﬁ'é% 310, 1998cKatigsen et2b4/: vgagh 960:2099-

2106, égﬁ“ﬁg\gﬁég@égﬂﬁ r@lmg((llg% gf“e@% |1?980‘%'pallal$&'al }J)?'f?p Med

183: lg_d§7l95021?9@@§'513aya§_1996al Q@W@ge@@h 5&296 391, 19A%nKaakami et al, J
Immuizé %3%%13%2,81398? glgalg@:?lt 9' Mmu%l f’SIS 1756 180‘2”@9'7%0)( et al., Science

9;  Kawakam
264: 7163?)193}1%4315@“1@93; al. @'gq dMailiAcad. qu USA jl 64%62 ,\ygg4 Skipper et al,,

J 1m,J1§,$z ?@7350%5%03%999% RM%&QGJ I%uﬁ(lz 1,59136i 3083 1997006411 et al, J.

Wang et al

Immur_]_qjgl 62:1339- h_711§0] 99g_g§3\lakwﬁgale{ Fa:p Mec{] l&é{ﬁ 35%@94 Castellietal., J.

Exp. NS 1812458:388 1005 k3RRidePatak Tt 31CaRter 35:451 E:ﬁn‘?@}S Wan% etal,J Exp.
Resear ch 58: 4895- 4901, 1998; Tsan

Med. 183:1d3 1114051997 Wanpetaby: Expodlsd. 1&12?%734%6,61»[99%Parkhgrstse@al Cancer
ReseaN,art% 48941691 | lmth&Qg 2906 .139&}1 CaR 9 Inst@29B2-€9(C 1 9L Correale et al., J

oc. Nat| 2:7976- 7980, .1995; f @
an point bt e oa F i ool Nttt o7 oo cloos
Wolfei et AEXSLienDETH9: 128 B135148 995 1Rcbbind 896, J. FRp. el 836t 8511192, ¥996;

Brindip s 7o bips i 19812 ﬁiﬂaﬁcﬁﬁaﬁtoﬁﬂ? oo Fasssag, (96

MandhB&ito’ &%t.,/0 Bxp. MR 7186385 MI%Tt Gadguen et&l A Mool 160:6188-6194,

1998; %go 618%5319?@%3%2’7& 7 eﬁ PGE&djnaetla%Pmrfunol 1621601738,

1999; Thzarikt 30 -Ch3B Re359:3TBE79L 11D Hoedn eatl., Catizen Rer. SREE44-5150, 1998;
59: 5785-5792, 1999; Hogan et at., Cancer Res.
58:5144-5150, 1998; 08 MAR 2007 WD 2004/004661

. PCT/ US2003/ 021547 -36- Pieper et al., J. Exp. Med.
189: 757- 765, 1999; Wang et al., Sci ence 284:1351- 1354,
1999;. Fisk et al., J. Exp. Med. 181:2109-2117, 1995;
Brossart et al., Cancer Res. 58:732-736,.1998; Ropke
et al. Pr oc. Natl. Acad SCI. USA 93: 14704- 14707
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5 as others are disclosed in PCT Application MAR 2007
PCT/ US98/ 18601. I n sone enbodi nents, the anti gglqs gm
WwWO2904/9l46ftlered i n a substantially purified formCITH$2003/021547
term”substantially purified" as used herein refers to

a conmpound which is substantially free of other
conpounds such as proteins,-36t pi ds, carbohydrates or
other materials with which it is naturally
Piepeg etabof. dte dledOHRO 1ERi765,6899; hvmgetacsczmmmurslsi Y354, 1989; Pikk et al.,

' .-' J Exp agdzerd 6).'10& QWOMSBI%%QE e@a? c\étp Ecg néﬁdﬁi f#g,t]g?%:lf{opke et al., Proc.

st andard techni ques suc exa

- Natl. ﬁfﬂa{ $5i.c4%4 %'47%é4g)&bl§%qudalew rormenitp 6119B2GR, i1 907 Rodskn et al.,J

ImmuﬁfJIt %3 %Bﬁb@ l@9§ 'thé:t“herm Phl. 9199191 gﬂ 0%75] [%%gu?hesg antigens as well

yacryl am de . Inthe’c

as Ot}‘ﬁ'fs)?&ﬁ‘f ogedig P EJIW@ER"P@B@T/&S%M&@H t hat have sever al

stig rs&m&@ﬁk%ﬁnentsh@l[t @nt@]@% alp@acﬁﬁr\(&gl@% lnbaa{\lﬁs?anqgl nyﬂrlf' Fd form. The

non-reduci ng )ol yacr m de ut these
term " gpbstanigl by Ryt taf é%er% hF’é'l" "EfPF&EO PRSPt Wiieh is Ttbstantally lﬁ'ecyof other

: comp&fndﬁ RRh ¥é proteing) rllpm%ﬂfohﬁirat%rﬁm%pﬁlét%lé:@% h 1§]91t Ps%aturally

am no-term nal am no acid

assocngﬁ& §g7 g(‘ﬁjeﬁﬁ%thﬁéftﬁ{ﬂ pyrify @@hﬁd@ﬁg@al @@mpqyedq;g@dasmplypepudes using

standa}d)t’dahrﬁ@lek Quth ek foh exbaipleqisicid PGGHdABS. et REstafitidil
[ de\‘/)eelcﬁg&rrlef?t lv\,het he]r Hﬁaellrl])ar ggmeg};lypeptlde “{'“

often | {?Ha% fed &

Hﬁ ingle PN I Ah? MITHPLEIS Pokracaipnids self In the east aknertiady
glycoi}dlﬂﬁil’po&lpbptelei & tﬁtﬁd theli Ha9€§e9&als‘ihrﬂ dRHE! th& thaflbs §388Fbands on a’
non-réducm (g L z g . ed di p Eﬂ ria _and tetanus toxoi 3

vacer ReYapaiises’ ’Eﬁeé”’ rin a,lisip¢tive patiensfor thatonolypentidg. The
purityiofifHewvenlaa baaerial petypeptiie c%albﬂe%&rﬂﬂe@%ﬂp&flﬁﬁﬂgl amino acid
sequenc% gélne the |live neasl és vaccine; the |ive nmunps
%SS’ l'ive rubella vaccine; Bacille
Cé]h:rﬁommnﬂmmpmr(dﬁs%)bemkﬂaeﬁ Carhta&dtiSn Wath Cérﬂﬁs vd’&@lﬁé&te‘ltﬁér%unently
t

being rﬁs;\ﬂ?;g gll ({/ég%%é'hﬁeqﬁyhgt'hér lﬁ%ﬁr}/d%g olrggmslm erg%% hvmar\lsgejeﬁ\:/tg gé:xamples of
vaccirjep, i hyrpan sggje%aqdcdlmqgctnomégctnesﬁlwgms ocudé the combined dlphtherla and
teta pmxma%aaélg naococcal
e nuvaCCI ne: p ﬁus\’nggv\‘l}glrg @Tll \&g@}gJ l}h\uégka\?g \éa(t:e%en%ue? Vﬁ‘bcl"lf the 23-valent
P“e“"lPF‘ché'daWF Eﬂe &i¥g meagles vicpios; thshldleananps amlmelivejapam%ana Bacille
Calmeﬁ@-@ﬁh@dﬂd@)&uﬂ&du‘o@i@ vidnEShe A5 ANReciAd ﬁ{}m%{tlsr Sacn ing: IJ]'lgpatltIS C

vaccl ne; cytoneg al ovi rus’ vacci ne; rotavlrus va

' vaccnnﬁ,arfaplese\[apcanq,(g(gmhhr@an cgpllpﬁrcglkva\yzglgg); m@ctlvgmtxbhopdao(cme meningococcal

polysa¥¢@fafilid Rccirld) 3ué§??€?ﬂ\%§ng%ﬁm cgi: \{Egé I@ea#elﬁ)y%%g }Pse vnrus vaccme typhoid

Kill daﬂw nlnstere

illed Whiplg 59!l vaggine; gholerp yacging;dprapese Srenpephalitia dilled ilrmwammeat®novnrus

vaccmbrtfyﬂﬁﬁgélmﬁlvic!m@lroﬁvnrus'v%&”&' &Mcéﬂ%%&g Ay dBfax vaccine: small pox

Vaccinneutroph| I's, macrophages, NK celI's and eosl noaﬁ s )S _
&nd/ or adaptlve immunity (i.e., imunity 30 rredl at ed

bSFhél' coﬁfpbhtﬁjs dNForRukelcbfid be éﬂi}ﬁnlﬁiﬁr@%ﬁer VRS l%:t%nal )&9&'&3
es. st rrulated by the conpounds of orrru

fungal or(paraatlc m%;g{] ionJg 0 St”P‘Tlath'U)ase ImEYnigy (i.gyimppunity mediated by
neutroptels) rsaceuptiagebeNie byfls Gﬁmﬁlﬁ@phlla)rhnﬂmﬂaﬁtl\re%ﬁ’lgmﬁg il Sinfhunity
|

As I 3
medlateé) %)f I’]ls %."%‘é Eggl m%{r]ttl gacto %?lglfeéia cl}:{yg q:seftqnulated by the

compogmﬁﬁwdmladaag b¥altwedPrd @Tamt)))\cat ﬂmidlhm@dw%e BN th¥redy Bnhance
GLion n turn can provide an

an imllt s r§“1“5"z:|‘8 efl ‘5“8&@?&%&1 A%\?ﬂ/e"laﬂf"@c'lLT'&Iéplﬁlgéﬁt"ate@'"mtm"umty
Theref@@Formi®] 26 0pbuoB466 8 IREEF {OU&Z\‘}%AW&WST@%a ll:rhﬁ induction, and this

can e e

in tum‘é&H‘BﬁH{?e %‘t'ﬁ%glﬂe"fa sERp sé\?'éyn‘f’?ec?ﬂ“ééﬁ‘?“bn during periods
of helghtened rlsk i ncluding for exanple flu season,
epi deni cs, and travel to pl aces where the risk of
pat hogen exposure is high. Many of the cytokines and
chenoki nes i nduced by Fornmula | conpounds can prinme a
subj ect and prepare it for passive exposure to a
pat hogen. The rate at which .
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5 Fornul a | conpounds stimul ate these cytok| n _
chenokines (e.g., LL-1 P). is useful particul 3’?9 zmﬁ 2007
WQ/\]Q@‘H@%}%H hogen exposure cannot be anti ci pat ecPCTYtJlm03/021547

t he nmet hods of the invention can be.used in the

treatment or prevention of infectious diseases-such

as bacterial infections, ny¥bbacterial infections,

viral .infections, fungal infections and parasitic

| Theadnpomsds of Borinulrtphealsobe usadprephly attidaly @qréventsnfection during
penodgf)f:hellﬁ?\?eng! rls‘i:(aﬁncl’udmé fo??}(a%c?ecf? aleaslomc dnrggzgls'ap] tGr%\{el to nplaces where the
risk offlathe gemi edpasnmedis Kigh. dVihrey, of Iﬂeg:ytohmbsl ad cieimegineomdyced by Formula 1

us’i
Formulznlf c@mpomds stimare thesrytokaes andfChmakons(e i Llb 118D asotseful particularly
ectl r ections (e.g., N
Where o%e" e?& e g%talhgcﬁb (ﬁ gonor rhoeae infection), _
_Sﬁ'uhgea mewethmﬂeaﬁth@nsent@am@nemdan fhe freamens eBpreyentipof| infectious
diseasg]sfug‘?&sl bgf}Fru{l frrf&ttions! mch%aerépﬁYetcg(g@ r\ﬁﬁ‘ hﬂ:ﬁ%‘é'fgﬁgal mfectlons and
Pasteure ectionh (e.g., Pasteurella multocid
paraSltmm@W'@n) Strept obacillus infection, Spirill um

'?E{x?rﬁﬁlkpﬁ backérElP HIRR1Bhs i NGk 'Eogbh( %&tmo&ﬁﬁ%&%ﬁ Staphylococcal
pa dum i nfection Actinonyces ‘infection (e.g

compqylg(?sucgg ﬁlqli%g 5 §UbllﬁlcF zbngcgé g:@lltnt?rgpe mf\%hel k&ﬁrﬁf@%ﬁ?ﬁﬁ#ﬁgp STI(e tatd at which

- infectings, Prrofgreangs infctiers) q:IO?tﬁ‘#‘é'@td pile; Lasinnela infctions.dt @pqnm?occus
infectiGh fﬁd%ﬁ]@aﬁiue [n'féém)dsrdé Echhé?ﬁbphllmgg{eﬁua@lﬂf&fl@rﬁs IKQ¢bsiella infections, .

dnerella infections Ng dnerel |l a_vagi nal.is
Enterqbﬁeptgrdtlﬁegwps (’@gﬂaﬁi;prdbfagtto(gf, CFSFﬁﬂédlth(‘élﬁgS ((3@ bl memngltldls infection, N.

gonorfHBERYAPRRERY, ShigdiRtinectiond, 8&ioREa infRitiohd ERRSE dhfections (e.g., L.
infections, Proteus infectjons, 20 Bacteriodes

MONOGYHILERSS; utfﬁglon),_lPas&weH? fnfecgﬂtu(e&,‘thtwella Ewétﬁﬁpae@feﬁ?or\),l S[trgptobacﬂlus
mfectionfsimllmmebml U Borlainy .deaﬁcﬁ.qe b OMsepdiRip gan&mmlf&xoﬂy,l Aaﬁ.omyces

j nfection i nc h liti,s, neon
nteci B oATRRFS S SN, e ST B UL PRPRET Pt on
Nocarﬁytiﬁfﬂa@ﬁ,l Gintdrfetlﬂlahﬂfécaﬁﬁsl (ep., GEﬁB&rﬂlaWa@ﬁilrs infedtios), Campylobacter

nfeio - CORPY R [ R BHb oPepee Patoh bR s
Bactembdeslmfecnbrscﬂlpyﬂnn areiqpitra¢ ory syncytial virus 25

xgrcr:xﬁllfes(? &‘vnr\éﬁnfegt?onk ?ﬂcﬁlg§ I{F\F 1 ¥ec{|¥ns HiterrE)];se sé%@%&%’rusﬁ%h 5 infections

(mcludmg exxeplafitis, Focmatpl and ggfltaf fqngﬂ,l humaﬁ emlloamsnnun mifagtien,
cytom%g WSU rqlg ?n?écﬁ %E%&B BAN ’v1r{1§ iHg CFIQ{ l’?st\;?l% ﬂsﬁgﬁd é infections,

IRt ectr on, % COSI'S 1IN
rotaviparirsfeqyioc,iadt;r@m@ny@@smsmﬂvmym wmvﬁspfe_@royt rospIrensyseytial virus
infect]olf bR DSster mmr&a&d&@ binfeelidnRiSnkes BEOHAKGOR S ARS

nf ecti ons, cetoma I n |ons, pseudal 'escheriasi s
lnfCCtBJO infection, and tinea versicolor infection. Exanples

OfEx.ﬁPl@?bftfﬁnganm?e%dng 'ﬂﬁldd@ EAnHQ%sn@%&tl&ﬁ %g@&ﬁﬂ histoplasmosis
~infections and nematode | nfections. These Include
infectipfrelastasysosisnpiperinns Paraoceidipidomypasisapfegsiony, crvgococcopimgiestions,

aspergliIsRARRUionE, RBBMBIMY @R isInfbRiols, mycdréid iRfeOFont §R&IdhNAcheriasis
I nfection), Leishmani asis, Pl asnmodi um i nf ecti ons

infectyog, 4pd tingayjersiqoler inkeeliphg Pl asnodi um  speci es i nfecti ons,

€. EB(ﬁmsz oif ;ﬁ}aﬁﬂtepiﬂfebﬁﬂns RicludeBoth Sn‘étozoaﬁ infBRioAd dn@fhem%)tode infections.
e ocerC|aS|s Par agoni.m asij s rypanosonma Dr.u
Thesq;ipgludeamspiags. Teypanosp %ﬁﬁﬂﬂgﬂfsﬁﬂek Hés ?j’agaﬁrf’éﬁﬁﬁ%m%croé'aﬂs (e.g
Faciolod hggatit0nfetteony Lensﬂﬁﬁhﬁf&pMSirﬂoﬁlu& iBfebfiis Z00), imalaM@ causing Plasmodium
2004/ 004661 P /USZO F :‘? éﬁlpll i nf ctl .211
specisp InTEqiighD figs P\ 3l5PARM "ﬁ\” & P anplanped (S ICRHERYE: Bﬁ’ onimlasis,

Trypahnlysoma bhepidnfection f(iec,tSleepimg 6iekmgss), Pninmepois éfadition (eag), aPneumocystls
i nfection), Echinococcus infections, Schistosomn asis
(e.g., Schistosoma mansoni infection),

* neurocysticercosis, Necator anmericanus infection, and
Trichuris trichuria infections.
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O her infections that can be treated accordlng to the
~methods of the invention include 5 Chlanydia . 08 MAR 2007
WO 200#e46@n, Mycobacterial infection such as PCT/US2003/021547

tubercul osis and | eprosy, and Rickettsiae. The
foregoing lists of infections are not intended to be
exhaustive but rather exenpi38y. Those of ordinary
skill in the artwill identify other infections that
carinij infectprd nEishemengs pagpm@mnf@noraﬂ' denid lhf&é\tﬁdﬁ&ﬂiyn&&blﬁﬁhli |hﬁct|ons (e.g.,

.Hyméﬁ%kbﬂﬂ%nﬁ’fnfécﬂ@n)! @éﬁ%t?}cg&mm n %nl’?’lstgsso%qgsiﬂ ng%’in“%qumefnansom

infectious diseases t can é use

infectiqny, nepro@isticesnosis, f@cﬁtnlbalﬂwdeanmmlfeetldnaertchncaunma{Le.avnfédﬂSns

W"@ﬂh@r lfﬂ‘é&%s th‘ﬁhﬁh Ge 9@&'&%5& éo?cﬁn%t@’t‘l@hr}fu{tﬁ&ingp t‘ﬁg mtvg %on include

| es |ncuenon|n ecti
Ch‘afb\é{‘& Infeghinpy Mygebapterial infestion sick es (ohArgos{siehd bhroswand)Encklﬁeﬁle

asTh# fg:g%’tﬁ@g’ hstsﬂfﬂdf&@iensaa?e Nt Htendmgbg QMaégtllv% but rather gxemplary.

cer Vi cancer) ects
Thos efordipary,giall mt%ﬁs\@'llaﬂf@t'wseelrﬁmpnsém alblameegbl‘qtb presentibn and
treatmenf ﬁQ{gIMetﬂécﬁ 8AHE invbMiod. » rapid onset, fever, chills,
% hot phobi a, pharyngl tis, acut e
I y‘ﬁ‘B B'ﬁ'te V’ ith 1'5”'3%'61'5&#96??6@@!“%3“ brawsed i the methpdsalf the invention

includepettole, bal:temdﬁ oGyl Qﬁh§ whble |ﬂﬁr§k REL 'pﬁlsn@éq Qnd flagftfflthereof. Examples
nf ect.i products thereof can e'b

a ns or
_ mclucl& élf)% értf%c ou g'tag p?pgl?onaﬁvgwaglpﬁﬁlcﬁeﬁwe}&) (Whigh etin de yised 9s gpz@cer
~ antigdanewall, IpartlbiﬂErl)afot“ ccﬁtﬂ@hl cid&&) ;@hdline &ky, nmedi cal

iLLLoner th these Iaborator
Pesg’t% t\s/\j;}avu}% alnr% Fﬁlags (Bffeseéxfeetﬁ%%at exhikit symptops of infectiglus disease
(e.g., rap(dransm;(fwec cbﬂialny}&@a,, pmmbugtpmpngmpm%a% ﬂa@élosathy,
~nuclej ¢ aci detectlon t est’s.

splen({f]i gglé %%g' C(ill’ll'{ ttnlr'llz«lile ge}rﬂﬁﬁ?%rtosgtoé{ehkogﬁ}ﬁ%?ﬁe%w whoR @&@w pathogens or
byprofypta thezeaficar lnrs:tg@:ptyd ("Besg.for d2AFnbdinghfectlbybdibedbet aFd I&\Bwn in the art and

the or&h%%&@ﬂ%ﬁacgﬁd’n&:} \SJIFbe?%Elyrt“lu&%é gh?rﬁtgé%/tggi g{LlchNRude but are not

I mrinosor bent assays, urine
llmltef}, pq:,rb@rop@pmqamlzgs,wghvat@e dedeodpinttesteGbch, as efiltuwres),Agd ARGiCald

* detectPn@&Gls! ThQBGcidk Wet &J?.?sr %L-\énhan% ﬁ(r)mct:rgsl%g%\? i %ﬁtljrlrer{microscopg'l (e.g.,

and conduct a conp ete si cal examn
FISH)a'apda"f*iZﬁwntrwcrpﬁmnx méftieln eggllltmbmnatrayrye-hdeﬁSmhmsdsenﬂent assays, urine

screerﬂ@l&ﬁ- DﬁAsﬁigde%Bmﬁ}atlFﬁ %&oﬁ% ¥e o pll‘hggneélcal p{rac §?]ne2}3lsll generally .

# ase i s one exposure
also takp p g‘&‘th'%% %M@géﬁconmmplyeml esztnsnatm fiualiditioh as@nititgathe
laboratdryﬁstgrlst@jl’hbaiieea wher e such pat hogens are known to :
@ and where such infections are commpn. These
Ea ggtt rigkab devslopipgan infRstieusidisaase ismpa et is at fisk @hiexpo§uskto an

fectians paitbgdne SugiiGbjeas
infectia®s pashofdne Su je@S inhad thog uk lrl%ﬁﬁlgnlr)] gr%% gﬁ{}g%h\?vgt?#ens are known

ect exual activit
to exlsirl ﬁrg{ ‘@F'éeosuéh Ftécgls are cglﬂ@f)@c'}[@s% Sélblgcts alaeirludg those that engage in high

risk acpvmeisluth BBArhY of pROkRY, @né&ﬁiﬂg hﬁ)ﬁgrdcf)la‘ranﬁﬁ g%glgafﬁﬂl{ysx%{%ne contact with

not limted. t
intecrey Yl P Ruiels B3 et b oassontatets ingrkone surgery,
including buttnoeliitedifto bhdominapapdery, el@nvi rus (HPV) infection.

T rrent therapy for is injection of IFNinto a
| E‘S’,ﬂ‘gﬁ ‘a°§'8?%“r“dssﬂ F 5‘%%‘8?“’%{%1;) Rf rgHmennof hunap garillomavisug (REND

infectigny CFhe qerranhtherapnfor HIPUnexﬂJef:tGIm olFCH'NTMl‘cﬁa 18siSPAHBRY B cal ablation. A -
woul d

Systemg:QFetdfnfegi S%EI!I Xs tK‘a’ﬂ %pwsqgnrgg Eor%lo acllﬁo%%:!nld&,i piamcglarlly when administered
orally,Mq)g\d@p Figsg‘ablFmrqmuiparlsbn eihp@tentdinis Rhersidhl |F§fn|nMa H:%ﬁ'prunds are
similarl sgfgm 'c&ﬁﬂnhﬁl}n%n&h—llﬁyo \(\écc\:/x?e(r:sglgrpefen%lx éwu e&%gt | c%:'n(r sych @s HPV virus-like

opnment such as

particlg M@}bﬁa@,wcmafﬁemrﬂ@ ekaupds, Viiologe 26000ke20;366(1)|209¥%5)2000
Jan 20; 266(2):237-45). 0 8 MAR 2007 WD 2004/ 004661
PCTI US2003/ 021547 -39- In still further aspects, the
i-nvention contenpl ates the use of Fornula | conpounds
together wth anti-mcrobial agents (e.g.,
anti-bacterial agents or anti-viral agents) in order
to reduce the risk of :
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drug resi stance by the mcrobial species, or for

treatnent fol | owi ng incidence of drug resistan@d MARE007
‘WO 2004008660n | nt ends to treat subjects that are POIVUS2003/021547
' i mrunoconproni sed in some inst ances. 5 Subj ect that

ar e not i mmunoconprom sed (i.e.,

“non-i mmunoconprom sed") a#d-those that have bl ood

cell counts in.the normal range. Nornal ranges of

binGed fiGtdindspects e kivenion fcﬁhténﬁ;ﬂat@dé 68 lof Pérav@tail compaifids together

. d. ref
with s icEREN B (&N 2 A T TR L G easog e risk o
drug rd@ﬁtaﬁaﬁ@ tlieOmptthaI spaces, BYFor mqmphem: fillboing ﬁi@iﬁbhﬁ@@ﬂﬂx@ bé3Gtance.
d bj e
{\?l!;fi m}g]eén\}gn gfr{gs tﬂ gggfé&ﬁecysghzﬁ a{e ng munl po;: ; melSC L{ J(s]ome instances.
Subject thacke¢ ndt hamndmupromsmpﬁ mm‘mdmnﬂ:ﬁodémproexmﬁjlae: thesa tHat have blood
cell cogn#%/intetﬁ n[nrglx?ngs Uy Hrma? 1aarr]1 g% fof Qlto%d Eo'ﬁﬁéé a%%“?»éﬂ%glgeu@%ﬁ{ag gx{ggtitioner
and refaaul:edcan bedhede to h@mdalmhmmbvwrtmosb ﬂ)r s®hchurgu B edditson, reference

can be} ma 21 puﬁpﬁ.g%igef a r{ﬂ@aq{oﬁ ?blrx;s%n b STEURRG! QHRL%B@ﬁn%m?s%d Subjects can
e Ca n sone I ortan
mclud¢ mbjecs tha} baye sotandergane ramskeauﬁen@@v@mﬂﬂ wgdearhemnmewnc‘rcempromlsed
For exgﬁ{gle sgch\?#efegfp ﬁ‘xQ)th‘vg a%M{cgﬂ tﬁ@#he?ﬁag'g ﬁgtl'”ngerg&n% @X}et!ream?en@such as
re one or nore I n

ections are commbn,
chemothiceapy roa vadiatinp thet vequidsignder Sienimaiypesompromisedy Such Sé‘?sl%ﬂﬁspﬂlsé’ would

r. t 1 1 nts, the
not ‘“*Qﬁeé‘ﬂé B%Mﬁo&f n’ap"i’mﬂlgéfillm Tesult bﬂhé&ajnu REBRE ifpEPARt MfBlithents, th

] ects enet i cal y IﬁﬂUﬂOCOﬁpfOﬂ]SEd

- subjectsegnit Hgk oftdqmlomlrgeay a4tiop dugtoge HereneingeHreitd! BrPCedvER: travel to a

reglon rvﬁ{éﬂaqng of A6 ih PR R ABhABH, SPthe PNAE ekperibited ANGLIERidal for
I nfectious or exogenous procedure. Such subjects

examp}waﬁwb°fbml@@an’pl e a genetic nutation such as in

am&ﬂ{& Bbdditedhk2the u slhay bR &R s iRk ﬁimBﬁNrohﬁsed meaning
treated accordin i nventi on routi.nel

that theyiafbaRA @Rnefin ggvtaagré&s&re'adeﬁ.t‘@%*.mww"g%"wromwé SN pnce ofa

mfectlbﬁkf cﬁ‘féidg@hkﬁls Ql'o‘aﬁﬁfee S@clgsubjeitda @idy hz[va\f@ekﬂﬁplé ﬂgeﬁhelf @gutﬁxﬁbn such as in
re.infect avi n

agam bﬁlénegr%% W‘OFQ?F Btﬁajecgtrrbay bF He%ic{] qcFor f;eqmv%tlon routmely or

only “Ehﬂibﬂﬁy areat Sl;lgﬂeh lslﬁﬁ‘tdhmlhp irgaa g}rh'bctlbeschSeﬁsearge thii &MBng to a region
e in el

where gftgesans rs Farminy e B Btk ooB AR )
p ﬂreft&lrcmlb:lr ymhiduhm the G‘r&tlyodsaﬂa@ghohaiem anetntendpd fof QS’eah)Hyeriyt subjects.

_' As used%ereén alx glgﬁlfjgct gs one %a% 8(3IEeasP g qe )tegrrs %Edl Xreﬁerabl a?fe%st %3‘ years old,

more mefembkyeadlehm W@yerarscmm ahdimbst preferabdyt a]dhastdﬁ Iyars ¢lther apeutic
Iagnepome e%#) %gtﬁrg& dﬂomggsl;lt%?ll g ovnd@c?ﬁ{l]%: i ﬁaéll f{xrtﬁep %cﬁldé clﬁﬁéc'rtq%eerapeutic
agcntsd;ueteagetnmsro@a@agm if thexdasepdeasanohfectious dlmasrr grtnng}cgncer agents if the
. i |- Iy , i~ .
e
virals anv1fuﬂga|c¥féranwpya$'ﬁél ude R-lactam anti biotics,
PERLAbILd afaﬁn-(,w*ans%ma@bumdm ARibREG ;;entcl.u.msuch as natural

anlnopen|C| l'1ns, en|C| | nase-r esl st ant pen|C|II|ns

_ penicitigg, BGWPB‘E‘HU'@F’IPF'P% inaggrresisint PRoffiilking, parbpxy penicillins, ureido penicillins),

cephal‘é%plﬁé @399k reRBiod, sedofd cHeRBERLAORId SRERRGh &Slﬁ%sa&ln@ﬁ and other B-
d third generation cephal osporins), and other (3-

lactarqs é@{chﬁsslm(l%eggxﬁ, lyglopqﬁaﬂ@ﬁé}ﬂactﬁlﬁ% m:taﬁsvwcorgqnaem i5aglxgosides and
spectihdyct, tegﬁcsycnMmﬁmw&.c&wmeh¥&9$lh&%%cana.ndamycm rifampin,
spect i nonyci n, tetrac clines | ora enlco
mm@#vphf RAlyBISIRS. 19 ﬂwﬂﬁé i2pd erimehqeritfnAne ﬁ”'“? I"FSpi n,
nmet roni dazol e, pol ynyxins, sul fonam des and
trimethoprim and quinolines. 0 -d MAR 2007 WD
2004/ 004661 PCT/ US2003/ 021547 -40- Anti-bacterials
i ncl ude: Acedapsone; Acetosul fone Sodi um Al aneci n;
Al exi dine; Andinocillin; Andinocillin Pivoxil;
Am cycline; Am floxacin; Anm floxacin Mesyl ate;
Am kaci n;
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Anmi kacin Sul fat.e; Anminosalicylic acid; Am nosald gyd ﬂtze
sodi um Anoxicillin; Anmphonyci n; Arrp|C|II|n AR 2007
WONPP4/6046¢1i N Sodi um Apal cillin Sodium ApramnmydQr/UsS2003/021547
Aspartocin; Astromicin Sulfate; 5 Avilanycin;
Avoparcin; Azithromycin; Aziocillin; Azlocillin
Sodi um Bacanpicilli.-n HydrodRtoride; Bacitracin;
Bacitr acin Methylene Disalicylate; Bacitracin Zinc;
Bafvtiébaviecial dncluBenmegdppars; Bedtasilfione SoBemhyA lhihecm{ CAlBxidine;
Amdiﬁs&?fg]cﬁ}nﬁlln%hxfl ﬂ\@)ﬂl %l f%nlﬁ%nr@éng n)laéﬁ;‘% i{ﬂ)k %E%TT Argr?lkacm
AmlkB‘EJt‘ iSplbase; rzi\nsmsm‘ybe a@é@ﬂ@mﬁylanyhtes‘suﬂmat Amoﬂ&llhﬁdﬁiﬁhomycm
AmpiealiP aMdidihih §@anb Ll i dan
p b% p‘;dllllh SGdlurD& ﬁ’d.lgﬁ"gl o ,@a}krﬁ cin; As cm ft%?gg‘f ﬁg,\ﬂ‘ate

Carbenicillin Phenyl e éiP
Avulamcwwwggw@mﬁm @gfoadlprgﬁzb@ﬁfna&ﬂ)dmm Bacampmlhn Hydrochloride;

Bacntﬁ@ﬁlaﬁﬁ:ﬁlﬂi@in%etﬂﬁé@mqulﬁe %lﬂ'!nﬁ lgéf %cmé??eg%(grﬂaﬁ Calcmim,

Cef aparol e; Cefatri zi ne; aza
mb'é‘f“é’ﬁ'ﬂl Betamisig; Sy Hate; C?e#PGG?j%rBalzlmt?/cm(E@mnamme Hydetdipiides;

Blsp)ﬁﬁ'fl&ﬁll\’@smr RRRhGHE; 'Bﬂxﬁros@%fuﬁﬁtgcé%lpreog?{ ih §1|JIEJE% Larbadox; Carbenicillin

noxj me Hydr ochl ori de; tazo

D 'S°%| é}ﬁqe“@?%Wp%ﬁyHS%% Saehenigilindemyl SedivmSeatbeninillin Potassium;
Carurfi@iafBd AR TefaSeg Cofttiro G0 R Ah &lfe. Ce@ﬁfa%o%ﬁ%ﬁto 3%:1{ (‘Fgole Sodium;

tan D sodi um fotliam
Cefap&:aﬂeo%e{a r Hme%effegﬁﬁ riSqdipm; Gefaraling Cafezplin ﬁqdztmp d:efbuperazone; Cefdinir;
Cefepliad; @efdpimtd Iydttliotios; CeRidabll GERxERS:; C@ﬁlfleﬂb{llﬁa_m rogﬂgh&énbefmetazole

Cefm%?d? oéggaﬁnhge%@éfdzﬂ?lw&? pr%g;oﬁ)f(clﬁl?ﬁ? &iﬁgggeﬁpwong Sodlum Ceforanide;

Cefotaint SodiiirgCeforéta; Uem&nmsm @Efon@ﬁfﬁymo@mgﬁfe é@ﬂkaﬂ Cefoxitin
Cef ur oxi-ne Pi voxe

sodiugl EhRIAATE Cefint ﬂ‘f)éege Aot b Esfbiremide Sedivnl Gofbirome Sulfate;
CefpoGexima Pexxktil; Edfpronit detrbtadie; Capinalnod)ei: @eftazndlme Ceftibuten;

Ceﬁnz%ﬂﬁ%‘ogﬁlhldb%{«g%@g) 1|u%te ﬁ{ﬁ@?&rﬂe{,}#g’flﬂ% /%%Itl[ ICgfu%g(?rLg Pivoxetil;
Cefur@gmg §h@mg@ﬁphac@mﬂ®$€dmph €rplaikin; &ﬂh@lﬁﬂﬁﬂb&tﬁblﬂ&ﬁde Cephaloglycin;
Cephﬁﬁ‘tmet é&ﬁnalom % '@J@H‘la&‘?m sﬁi‘nﬂt oée %16?6'?’ Cee)t(c?cgawg)l(—lydrochlonde

| or anpheni co u00|na
CetOPhxm@b r#f@ahemccd}@ld@r@myheenoll Palmlfalrd Chbetphdyal Paifothenate

Comp%xSQllllf)ﬁFnshean S:brdtu% §@9M&L (fh‘?ork%sd; reclJ?lﬂTpixamlatg &loroxﬂenol

Ci profl oxaci n; C profloxacin
Chlorrefr?cdpl&%ullfate @lﬁqqegrmygw(ﬁ[xdrocmprldmﬂimxam, Qiprofloxacin; Ciprofioxacin

Hydrobh’l@ﬁ&ﬁbtr@l@h?&n c@rltm&ﬁw&ldm g?&%{}boalde lng?m&cén,

ot

drochl oride; Cindamycin
- Clind MCWWPW"% Glipdeayein Pz@l@tedfydzqcrﬂpn@ Clohdaxacin Phosphate;

Clofaﬂﬁﬁfﬁl?}kﬁag?l%n iﬁg?ﬁéﬁﬁ? {?&c{x@&ﬁﬂfﬁgh’n?ﬁ QgQ?t%Gﬂ]u bghs(%nethate Sogtuw Colistin

Sulfate; H@Frmy&n %f"ﬂ)‘ﬁ'" W@'na@yplpq:lﬂm @Xp@smr Daiﬁzprlstm Dapsone;
Daptoﬁgd:lﬁ dIHnieSIobYd:lm@%ﬁn@Jl& clw@@gfdﬂﬂMGh&r DQﬁQ@;Eﬂ..{éCM&l ?'Ln%in,

or Denrecycl i ne; beno

chl
Dlave%f%@ﬁ?%%éﬂh B Eg‘ BISP‘i"F'Hf Dipypaienyai ﬁulgwmwthnone
Dnrnth@niyyd,flb@ctyl’:ﬁﬁﬁ@Mﬁydyclﬁdbca&hﬂ] Dok lire FoSitex; Doxyc cline Hyclate
Droxaffh Shailh S S kcline; Dotyeyel ine Cal cf Ui
cycltn %EPQt%& PHsIRRsYliRg ﬁ%OQWﬁ%tEéyth@@YDﬂ&mmmycm
Acxstr&]dirjampmﬁnoﬁstoiaw Er&ﬂxh‘(ﬁh)‘ciﬂ Ethyl$uot ihR¢; BRGNS AR Gluceptate:

e A G TG

Hydro@ﬂgrtdlq;r Eihrpoamde{SIF lsbmpttlm;t}'ﬁc»xacdﬁ’nyf [BdIe] FlutedilifRDF QR Rin;
Al St ear at e;
st B AT Pl A o

Sodiung;| FysidiiAckd; ﬁientFrhmdleﬂubfam;’@lpxﬁonmmq}lhmle‘duFHSfoﬁﬁgﬁ* Hetacillin,
Fosfonycin Tromet ham ne; Fumoxicillin; Furazolium
Chloride; Furazolium Tartrate; Fusi date 35 Sodi um
Fusidic Acid; Gentamcin Sulfate; d oxi nonam
Gram cidin; Haloprogin; Hetacillin; MAR WO
2004/ 004661 PCTI US2003/ 021547 -41- Hetacillin
Pot assi um Hexedi ne; | bafl oxacin; | mpenem
| soconazol.e; |sepam cin; |soniazid;
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Josanyci n; Kananycin Sul fate; Kitasamycin;
Levof ural tadone; Levopropylcillin Potassiunm 08 mar 2007
WQ20#/006@myci n; Li nconyci n; Li ncomyci n Hydr ochb@r/us®p3/021547

Lonef | oxaci n; Lonefl oxacin Hydrochl ori de;

Lonmef | oxaci n Mesyl ate; Loracarbef; Mafenide;

Mecl ocycl i ne; Mecl ocycline-#l-Sul fosal i cyl at e;

Megal om ci n Pot assi um Phosphat e; Mequi dox; Meropenem
HetacilNii Foadyicin] Héxedindibdfiogaei; 'ln‘maeﬁdydls'eedhhmé @pamicin; Isoniazid;

Vet H I\/E‘t h
-Josammwggqng{'&cq; S'l\%eh e%%mplﬂr? é. ra taci\%% ev?qrgﬁy cillin ?otassxum

LexitHkAaﬁyodm lu)‘zezmycen I-Hyrd:bmydnh Hydrdmlorkbt Lomfbazol; eonﬁbﬂﬂmcphmt e;
Hydro%fl rK?C L eﬁdxwm%ﬁe Lol car§qdwg}ude ML lalgq‘vlmloc?lcl dle

oc cP dro I ncanycin

| SulfoW}dms |Mt:galhtnmen&1ms1&nd’ihuﬂphat¢xlaﬂmmdlox M@&optinem Methacycline;

Nal, Kol
Methaﬁ%cb#ng h@&%&léﬁégﬁ%eﬂﬁ}ﬁ{ar ﬂn/l.;é hgr%deﬁl%e 18%£tglméh{}?m§ng Mandelate;
Methidi mrBodium; Mretieprinh; viettoaidazdbet Hydndchlonid G INldtrenidazole Phosphate; Mezlocillin;
MezloRF uéﬁ%:@no% rH:r ﬁl%@fvlm“—l?&%é”l&lgi% %ﬁ||1?M;cWﬁ§cﬁ+chlorlde

urda2| urim I rino
Monemm,qunsxm%szimm Nufailijn SMlmdﬂ@rdlxmetSOQ'@meNialﬁgm Acid; Natamycin;

Nebraglg dlla’u N n@éﬁqjanmta't\é NeQRcsHesuIfRr ltléd?ﬁ(ﬁﬁl' tﬁ‘ndeNPé{ﬁQ' Ré&lificin Sulfate;

oxacin; O netoprim Oxaci | um
Neutrgrycirs Mafiyadene; Ntfpfa\qlp@ggﬂ*{jfﬁathfqrﬁrqpeAglif@dale anunmlde Nifurpirinol;

Nifur &t KiEdzbRENit fifd: NRFoferhhtBia; WRofiidéMorfloxacin; Novobiocin -
acycl i ne. Hydrochl ori de; Pal di mycin; 15

: 1
S°‘*'“F’a¥’§€¥ﬂ°t§‘r prrsersin: Omagillis fpdipm; Opone; imonapL3qdisym Qxplinic Acid;

OxytelBS¥lifd; mﬁ%geme chiciuf; Oﬁ’ﬁ&lra%&élinb mly@ocla&rkl’eapzmhﬁﬁcm

Penicillin tassium Penicjll G Proca
Paraciggroplenp) Paplemysyu Pefiaxaes Fefleyapin Mwy'atep%%ﬁfe?qﬂim (Pegicillin G

Benzaaﬁmz atDLinR;G PeRkiGint Pdnitiln Hygeabanpdrilliferogiut PéhicWiin V;

. Potassiu Pent |, e, Sodi u . Phe . .. )
Penicili § BEBAAR %"éc"ﬁb%fdéagrwnf‘ e Hojspyg Peniaidons Sodiums
Phenyba@iinbshlichiatel Biperadillin$o&iosl MFHemE’illlid Sdi!}wﬂ r]i’mdlcxllm Sodium; Pirlimycin

Hydr(g%(g)gﬁ;p I'l;&: aPHC%l’ubE}{%%({EPorﬁ&l imcllpv Pamoa%r bR var’n |H|n }a’ﬁbenate

PolyaninyBl@t(lfate Bo'Sudnfiyging Propibadin; Wgwmamgdemmmlma’lm’c Qumdecamme
Aceta%j bumu?nsm{\ q?ace%xg%olﬂia%%?lapmn%émr%c]np %Fo%@ﬁgﬁRe Agn? E %t l%l’fabutm
leanﬁahcxriy’bmxnl Refamalei RifampirRiRfifaprotine leamragﬁetnam@yclme_ _
ROIItEE %}%{ng@t(l#l%g?@%s%@n%%&%&?%ﬂ?g?ygﬁté %%[Hﬁu@ﬁ Pr(% cfn% R&sBramicin

SodiuroRwsriniecRosaramissmbtoarite Res@acipr RaxarsoRy RBaxithromysin Sancycline;
SanfeErng‘H'S%Hi"ahxe arﬁgﬁ@lrllﬂlnk&:r Ellhnsggd gﬂhg Rﬁ‘ﬁé ifry Sl@gﬁéﬁ §lm"a?é n

; 0soxacl n oxar sone; 0X1 t

Sparflgxariry Sp¢ckipemyzin Kdngcitoride Spirgaxting mallwmdmcmorlﬁe Steffimycin;
Strepl‘gﬁlp'ah ghllfflté @treé&%&fdu @lgfagenz%lﬁﬁgén%rﬂlde %u%aﬁ\'l& Sulfacetamide

oxaCi n: Specti nomyci n Hydrochl ori de

Sodiugy, Svléwmenslﬁéﬂa@mwykfﬂ@zﬂy dediemi %Hfaé@unesﬁléfaﬂqnﬁsﬁc'ifﬁnerazme

Sulfaé&t@re BhipMEeRHaBinSWh ffah&hizon; rSﬁQ&rﬁ’éil‘l(ﬁQZdléj Sul@r'xllJn@Jﬂ@tﬂgxme Sulfamoxole
Sul f abenzam de; Sul f acetam de; f acet am de

SuIfargmefzdgﬁ/tSplﬁaéntrasﬁLflfa.?ﬁlaéﬂe,r%dfas\gm1%lSalfqtlHézogegpl[ﬁ;ﬁlmet Su 1soxazole;

Sulﬁs&ﬂzﬁl@d@&zﬂ SulfiSdkhiol Pd&iminelbhIFNBA ML smspenerﬁtdmtamhmr Suncillin
Sul f anet hazi ne; Sul f anet hi zol_e; &ulfanethoxazo

Sodiugy, TplampiidifeyAsahiosde: dgicpripi% Jicailaygeia Hyroghlprides Tomagling
Tem@dilﬁeaméﬁab?dﬂlne ﬁ%rﬁ&ﬂcﬂld@ﬂ eﬁﬁcycfﬁhhl lfh%ﬁﬂhmle U&n@lex Tetroxoprim;

Thian’gﬁlpt]; ?cggbgégl elh}g\?gtﬁ;ru%nageﬂﬁalfcflEuéfgli)a%)égizOl flﬁ?fFngl. Disodium; Ticarcillin

MonoStHidmMixatone; Pivdofian €loride) Tobraingéih;] TobraniydinSulfhte;Tosufloxacin;
Sodi um Tal anpicillin Hydrochloride; Teicoplanin;
Temaf | oxaci n Hydrochl oride; Tenocillin; Tetracycline;
Tetracycl i ne Hydrochl oride; Tetracycline Phosphate
Conpl ex; Tetroxoprim  Thi anphenicol; Thiphencillin
Pot assium Ticarcillin Cresyl Sodium Ticarcillin
Di sodium Ticarcillin 35 Monosodi um Ti cl at one;
Tlodonlun1ChIor|de Tobr amyci n; TobranyC|n Sul f at e;

—— e o W TY SN VAN NN A NN AN A
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Trimethoprim Trinmethoprim Sulfate; , -
Trisul fapyri m di nes; Trol eandonycin; Trospectoﬂf%MN?ZM7
WOS04/604661  Tyrot hrici n; . Vanconyci n; Vancomyci nPCT/US2003/021547
Hydrochl ori de; Virginianycin; Zorbanycin.
"Anti - mycobacterial s include Nyanbutol ( Et hanbut o
Hydr ochl ori-de), Dapsone (4,#
di ani nodi phenyl sul fone), Paser G anul es
T"m‘tth?ﬁ"ﬁbga!meéypme Sulfatel Tglﬁldfwi’TGBl)JmCPrTlrcﬂtandbni)rcilf apepﬁctdﬁ@)sm Sulfate;
T rotﬁnPM r%b il & a
g fomate g@g:"*"?'%f"%‘**ah@g%ﬁ‘?”ggmqa)mycw”?%{[%?wm
( Rﬁtarvpffcr?actpr 'P%izqiedwwarb@ltopﬁtmmm*rﬁddquhl&tdeﬁ mmsyc(z;m i
dlam|§UJIxF&hﬁls@fﬂﬂe)ﬁ’%@?@ﬁﬁulé@mﬁn’rﬂ)g\I%Q%IQ%)ang% lirlftln {rﬁ'apentme)

I NC amant i di ne_and ri mant

d
PY’%M eolppiazid,iRitadigiRifampin); Rifadin iy, &fhnym: (:leampm and Isoniazid), Rifater

(leaﬁﬂiﬁclls&h&‘{d fand Byr&lonatiden) %treﬁt@ﬁ'&@lpgﬁlfa'te #gd interferons.
virals further include: Acenmannan; AcycIOV|r

Treca}?éfgl(hw?"‘@&ﬂ um Adefovir: Al ovudine; Alvircept.

SW:&I—(&X&IS iAETBAY. athinfidind Hhd rriﬂ'ﬁh!a@iﬁé Qﬁlvam %&%ﬁdvﬂ vn&l’rmm One
riflu V|rd%ne N@F%&ate Avri di ne;
‘t’fr’ YRine; sapgiclo tzéfV”él‘b‘i"ﬁ’e’eFWF’o%ﬂl l@tprfq@ls Del avi r di ne

Mesti-eitats fu%cﬁf(‘llricﬁ.ideVAdel;nalj;ﬂaﬁi ISl RE; Ac ggbnilf’%&glﬁ) ’rAdefowr Alovudine;

Ed dj E
L TN S

: Cldofﬁﬂs&hpdmﬁ'lhne Ebﬁamirféelydﬁeldblhu& DEtaGifdatVIesyREl Bikiciovir; Didanosine;

avit Sodi umy 15 IdoXuri di ne;

Dlsox%‘{,1 doxu me,LEanmref{}aff 8““11‘8% gq}?lplovnwlq@pqll}?é-lydrochlonde Fiacitabine;
Fialuridjgk; Eoﬁahlatel; Ehsparh&lShda&ﬁ,ZlDfﬂﬁnetN@HiuhaGhﬁb%lowrP @%&c@évﬂ-\ﬁoﬁrum

Idoxufy Blﬁgq@e\{hoxal bi@ll\l/ ine; Eblggﬁgr g%hgee gﬁrh%glaf g\frk;tlggazone Nevirapine;

aqU|naV|r
Pencigoyvir; Pirddave; R@ﬁﬂm|mantﬁﬁr&\l—lﬁfd’dﬁlpna-d lSQj'uQﬁelr Mesylate; Somantadine

: Hydr(JEVIGFl&C E*)mddglg St%}!)iga vlunlge %/)ZJF gg%{rﬁ%h? Wgswgme Valacyclovir

Hydr IGE‘?%M'WbS@dV@MaPh@@WhHBE V}aﬁarabme Sediund Rhésphatd) Vi®xime;
Zalc:t;iu%ozwg{'ﬂﬁne ZinDi¥d ){ugé(il{(‘ﬁntgégse ifhiSRrase inhibitors. 20

Anti-fu I nc e | mdazol es and triazol es, polyene
mfgnpoqulgg 1aqﬁ|!qebxlnt§ip;o<lp§ anrgqrnagéq;f mdlymc]macralmahﬁﬁtﬁditic@ Igﬁls&fulvm
amphdiétitin BUGY NOSHdifhe. Aﬂﬁdapﬁftéslhﬁq itk elzzﬂrg r#ga?s anti agannFqumo?mes folate

ant i mal ari al” qui nol i nes
antagqxfilsfsr @anadaazalp%§en%ﬁ@pm @usroeeins, Wmﬁdt ornshme decarboxylase

. inhbitgd, @Kérﬂﬁﬁ@@ebmhlﬁ{oﬂ'ntcmsﬂﬁldge%ﬂ Qf?c?(é“( (ﬁg nJg n)fc{(loefnegne) piperazines

bi 't hi onol nlc osam

(eg, Cg?tﬁyg?aél?a&'laelg%gacetaa@ﬁil@rge éﬁ@tamqlg)‘ur orptqm,énabgq:ms quielings (e.g.,

iodoq tdmcﬂ!(diMH&'@HMWﬂ)ﬁ (ﬁ)troftﬁ'&ﬁ (G4 ' Alfu?{ﬁnc(x? m ldlqéség)é ggéngam ndlg?)

onat e hal ogenat ed qui nol i ne

ot AF B AT Yoo e BB (i o)
dOdwet ditiniafecties glcludéJBmoﬂiBuﬂHﬂﬁéohlorfd@tL @@YQB?ﬂ%ﬁthncﬁromlde

mpat e sul fated na
Moxal%c%ngisoBl utlpaﬁ{rﬁéaza Kayso f‘ﬁ"” Sprﬁf]@@ppwgroplﬂgmq;dgrotease inhibitors of

HIV arg Cftlhemxmwmusbly dirttegrh;le OihibiSis of 8V Whd J)tﬁé?%ﬁom?us'eP \Cdfklor (Ceclor);
m _Orni dazol e; ’

al aC S
Acy c"%h ?%’ k) dloriox Q\ﬁr%@c{?%m?—%%?fﬂ’f'@r Cefuroximegetil §@eftin);
C(proﬂon:mnb(lemp); Aofmachhé\H)aimi:hlbhbe Beh£tHoAMnl CHisiRie ; BRhiBALIAS Sodium;

Bromc%l'a;ynPrl ?Ex%g;gfdg Crof n%lgta gg{'ﬂ“:@(‘;ff) \éws% g&.{ﬁ%ﬁllog{je
Chlorhgm@p@klyﬁ))chl@eife(ﬂludqumol( DediphenBiomis! BnB¥IbA®1@¥Bhiuln Chioride;

F uchmf_Iy @%Elg Cm%z?lllcgnp r(anll (éloeﬂ IP%PU%RFOI;;I?%\@I&%%{&:PH Rysspesp eroxide;

Ichthanygef; WCC)’HO@WBHNJD% fsopropy! @dedhalyiVthénde rARutadEMeralein Sodium;
Cet al koni um Chl ori de; Cetyl pyridinium Chloride :
Chl or hexi di ne Hydrochl ori de; Cioquinol; Dom phen
Brom de; Fenticlor; FIudazoniun1ChIoride; Fuchsi n,
Basi c; Furazolidone; Gentian Violet; Halquinols;
Hexachl or ophene : Hydrogen Peroxide; 35 |chthamol;
| m decyl |odine; 1odine; |Isopropyl Al cohol; Mafenide
Acetate; Meralein Sodium 00 MAR 2007 WO 2004/ 004661

PN NT ] 1 I~ IANNA ™ A~
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-43- Mercufenol Chloride; Mercury, Amoniated, . -
Met hyl benzet honi um Chl ori de; Nitrofurazone; 08 MAR 2007
WONLOD4/B661S0l ; COct eni di ne Hydrochl ori de; OxychlBCTES1003/021547

Oxychl or osene Sodi um Par achl orophenol, Canphor at ed;

Pot assi um Per manganat e; Povi done-| odi ne; Sepazoni um

Chloride; Silver Nitrate.; -4%ul fadi azi ne, Silver;

Syntl osene; Thi nerfonate Sodi um - Thi merosal :
MerculénoCCKIsRREMERUAS Amtivniated;Methglbénz&héliags Chloeitle; (Niﬁofbﬁzone'

NivorfiE g e ine SREFRAAG e b gl Ege Sy RRgoropheno,

Camphdrixed; PdtasemnﬂEdsmaﬁgmatwmoahomwnhqdiemommd thridg;ehbelﬁﬁvae,
o, ShAE S S AR B e
aITEhe adil&)odlssetlﬂat\mm be wsod with tha nompoppesrof| |me1 ngblodinthsn useful in-
cancer 1rgfg |ous lse se wfe!pgy&ﬁﬂgksglgi? If(pr hlcﬁlraﬁﬁyqdlé% FM %n?%en@rﬂave been
.dentlﬂenlmnd S'Vhlch murﬁmesefp froined e;ﬂraoehdomeMmons low titers of
rﬁh rq%la I'c nqgcz{naansg%e gged%%lngm e%&ﬁdﬁggﬁbtﬂfn therapy.
in IOUS pa gens . teria, viruses su as
Normidaépatung glebubip tlmpv@vhzes: 8n ar@hodyrmmursufmm the segizm @hormal blood donors.
. ' |
This p%g eé‘éf'ogll?%éon Vd’;b{sqﬁ&l glfegg‘%pf?gtg%?gg’% drug?niah cﬁ'gl}e{trl#t\é Ly fcﬁ fsthose of
mfectuonslpathagml(sg wbasterig\véruses gichtap hepatitisf, paryowinvs; dptsegyinug fupgi and
paras%?jétl-llzﬁw lﬁ{ml.ﬁ\g"glogﬁﬂr thél;gﬁf Lﬁ‘lﬂ&ésg%ogﬁs Wh B FJBQ&@ from R serum of

o urrent K used or 1'n devel opnent for treatlng
indivigyefisowhd havehigh Hiersné an artibedyip @ garfigiiaraatieen o Sheantibgigsmay be those

that alglcghé“tl}ymsédlb? ﬁfd\l:lvelt)&ﬁent he tredtinY ﬁﬁ‘éch@ﬁ dRases. Examples include zoster

varicell a-zoster in iInmmunoco om sed chil dren and
immupegabitia $ysefuh farihe praypitios of Yﬁ?ﬁ%@gﬁ%%[‘ iAmpRpsemeomisad ¢liidren and

neona% i’nurﬁm&w ﬁm{iﬁlgﬁwjhﬁ)&héfupfn tige p%bkmxﬁ&hremrcgﬂhﬁﬁms obé’suﬁject bitten,
byarﬂu atitis

A s Ay BB Seiohn gt b rons hegafitisA or B
virus,@§Reiailyinlaysubject ax@uéan teate Vi) o intrfurie tge)bvnur (luséful ilRfAY treatment of
i.n the,t rFat me

resplrﬁtggpﬁypc‘ét?aéyvusggﬁghlf aﬁetaws u&g\umﬁlo@g I, Wg%]es lfn&uaﬁ%]%bulm (useful in the
prevehﬂimilbf Qrécaibriini lmmummbmlsemmg lsutjecksi);ruifells @fininoglobilinguseful in
ctl on nnunoconpron1sed or

the prg\éﬁl}P?n %fe'@%%'@? aer e%"ﬂ'btgfrp%e f"r?%?uﬁjogl obulin (useful in
t Kethp'raetm}:rdtes 6o irgéctions dighien mciude gtiestiga ndxirf apribddies, anti-

'staphﬁoccicca(f gﬁct?bogxg @ﬁnonaﬁ}%telp&dﬁngﬁﬂﬁ Ig{) di i nfectious. di S eases

ies, anti-
st Apivpdiecpedid foaﬁDlZQ)mdluésRl(cMadeﬁ)Esy‘élmntlbam& spéxdfic for

I ke. bodi es specific for CD20 include R tuxanTM
HER;*/ "P%g‘lercﬁ\ﬂtﬂ bodi es specific for 25 HER2/ neu

| rgﬂmdemhbfcwﬂphvﬂm Gaheancdd antbodicadiong vﬁﬂﬂhhﬂ&dnﬁnercnal source are as

follovgsgtilpg gﬁgﬁ mo%cgq cﬁ%ﬁgme%d&? S|:’|t e L &,&gm gnﬁgﬁ%hm s lymphoma,

B celHylﬂhplhmd)()DE(I/Gbmmtemi)banthtIDMB'M;sntbhmnﬂbﬁgkarnNSn Hodgkin’s

' ymplﬁ&bnp(Eana/C{-laxo%%l%]KEXe n? %hp?ggxl&uw&e Ellterce mn’”" %r?;rxat acg)zvarlan

cancef (CmentechiE axidBER2, M(PX-QE() proatatei HOHERZU ctlf Iasg mcﬁminq:ast pancreatic,

T

Ovargx@f) oearian barseryiA tane e BregaRex ,multmkanyea‘ama, beash luzpn olvamanh QXitarex);
AR548?>\/na SE bgygﬂl% ié{d{\%\fa(ﬁ &ﬁe)xépaxﬂ%asb%‘r?acﬁhco%tal $Altarex); ProstaRex,
prostz(teMAIares)c)antl-BGEvaeRemAmlMG €225, EnpaindMebreadst, beegtapd heghgion-small
n
cell h.?xﬁatrehﬁgw §s@té 9&8%2&11 an@ ;&Ee?tgcacgﬁéeﬁ{lrgr?gdé\g§§/ste+%r gl}:t E?F receptor,
(Al'tarex); Prost aRex prostate (Altarex); anti-EG-
receptor mAb, | MC-C225, ErbituxTM breast, head and
neck, non-small 35 cell lung, renal, prostate,
col orectal and pancreatic cancer (InmC one Systens);
anti-EGF receptor. 0 Q MAR 2007 '
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WO 2004/ 004661 PCT/ US2003/ 021547 -44- mAb, NDX- 447

head and neck, prostate, |ung, bladder, cervi dh MAR 2007
W(bmm/O(Hﬁﬁlcancer (Medar ex/ Merek); gent uzurrab PCT/US2003/021547

ozogamicin, Mylotarg, CVMA-676, anti-CD33 (Weth

Phar maceutical s); anti-tissue factor protein (TF),

(Sunol); for-c5, colorectal -#ancer; ceal, col orectal

cancer; cb5, colorectal cancer; anti-EG- receptor mAb,
mAngj@Xﬂﬁﬁ; hﬁﬁtéanki RaSH, prestits, llwg,dﬂﬁddére(;er\hwll@,varﬂn%d&@f (Medarex/Merck),
B A B o b S e s anctisue

anti -

_ factobgrﬁ@fnégf) @Sunpungr cheaersetal canvelr; oasdy dofufectd baeer; cS colorectal cancer;

antl-E@FF&:ﬂﬁ&ﬁﬂg MK Al W\Qﬁ%gkeck%}gi’cz{t?@g@ Q@%ﬁ§ cerzné"))a'qul pyarian

| abel ed), ibritunomab t1 uxetan
cancWeWPrﬁk)s a‘lty ph meb b( ¢dpEGomab.ritanerex] icalbagprialc pdiRatic, lung, breast

and d%xranQ:a.Qfer (@&B@Arrcﬂﬂo%m%toinaﬁ 2R gﬁu"z&% 9@5“&'1&), S itbmomab

arcl nomn, nel anoma
““"eféﬂﬂgﬁﬁ -Y$59). 45valin, mwgqqs Iywwharpa (laﬁeb|a9¢mmtyp.c mAb mimic of

ganglmmmglgggbgsﬁﬁﬁgﬁﬁggﬁeﬂ(lﬁ)ﬂ &R Hoﬂﬁ A‘FEWQ%V&IOP%S)CMS) anti-HLA-
Dr]OM(é3h£,Ie¥Mrld @@@Mdvona@m@nprlmmcmegmne Pl @3Futtals); anti-
CD3 1an% d T

ARy RS, A EREMRAATE, ik
'e"kem*ﬁa@r?éf'ewﬁl@alp@ﬁ)s a@xcmm@wwpmo IGADEP A TWMhrdnf2/lyihhocytic

kgt LSO g TS S o

Moleé@qgl{rgﬁxpgol?%@apw (cﬁmp,lamprz@@nvmugpe@pfor)onthDx || myelond
leukem@NMegAEBShuntaRYRE BiSFRC m%qdﬁﬁ%éboﬁﬁ%%? aasc eesctlvators) MDX-

nyel oi d | eukem a ( Medar ex)
22, mé‘t‘ﬂ?‘fj brabgmia (MedasydQ] 03 O6 96 Soklad aMbom,arelogﬁwabﬂmd:oScmt"M ovarian

and pRk@e kaicer (@@ﬂ)%@r{) &%ﬁﬂ%ﬂ)\b 3%55\”941 no;z r{lalmgﬁ éwgg%r%fv)\g@ﬁ%féostate

non- snal | carci noma, pros
cancep{Kilaxoqelicgme ple); anti- Vmﬁ@hqmwﬁﬁsyﬁes@lzmb@y aoaswnr;allang, breast,

tafdy ARkl e”a '
pros v orl eagc;f g%loﬂg%{ﬂ%g?éef ct,ntech %r?isi‘/ggt?ﬂ, Vol qrfhu?amzed Ab (SMART),

dachz',ngsté ﬁzwyx teukemia Zl@:apma((gmmiyemgndabj),l mu-ﬁh’&ﬁ 7Zﬁmﬁepl@0humamzed
blspedlﬁiuzkle NI -20Y, T30 88ord, E’ o ToSthe] &a'%séﬁgﬂ%‘ﬁgh&“f% ang éﬁglc cancer

humani zed bi'specific

(Medag‘gﬁ) U= l%gteggl{: AP migyc,ef; high m@mbﬁyplghtajrotqu&mm @Madla),and
MELIYBSUNEd, malasdaia (mm@d a{tem)otypﬁnﬁ,kb }nﬁﬁ ?Eb’@g mggé‘Pud“we,g%t of

proteo&kﬁqn&%&g ‘V?Er‘.é fr;&%)orgl( Vi )7 dntliGHA/ Ab ChMidALY NTBA Cide™,
colore®til dah@PardiRe dndérs Uﬁ,‘;r&m%lg%; P‘i’?e?a ‘Jr'eYT%a@rkl %tn(eﬁwt%g)agents cancer

E-2, nelan
%@Wﬁ?”cﬁvé@g@p@ &l}](a\{on@@r@@; thnde oicheer (G/&N’hﬂﬁi Biotech); anti-DNA
or DNALMUEQHBQ)&&%)(MSP B&%\@A@g&&r @4’] L_%% Ié%‘;/ g olta}r Llﬁ%%er (Peregrine

Ph %ﬁnts Cancer
armg [$hiily eppb HHpAl_.[ bgq;quanCQtamimon(a\hev&)btastamB(\Otl@l@lHBaotech) GNI-

250 mAmtcbtgoEéEm cagfeégwéetﬁﬁmptéﬁ ?e%op;?&?%%%%é 2%@@,?3(.695@\%‘;5 KgaA);
antn-C %ﬁ? E,a{.fyg)pho@q: é{mﬁ-loﬂglnﬁ\b lyniphema(imane&tedics); anti-CD33

mAb cﬁlﬁhg'hm caﬂ%ﬁﬂ&tﬂ@mwe%ﬁﬁ?sm% ‘Elc’goa}gte"ﬁp)rl\éﬂ%tﬁ%% g?sﬁ(g%

mAb, col orectal cancer :
myelogeggys Todemia (Waprby IM(("WT(IUR O&g&dh} jung aliti panésBitid cﬁkwgﬁ(m:%ﬁﬁia Blotech);

anti- 1d|6f§'p|c thﬂBrhﬂ@bQ@GDbl%ﬁh éﬁgﬁ&k h@%ﬁ L rm] é g‘?’r‘mfm%]n c% E’T%?/;AC S

con ate

neurobgﬁtgsna @%ﬂhﬂ Bigteah); @vtiy g ireceptor vaaoltzat/gﬂ:l\dr egﬂfrl]t @@ncers of epithelial
origin (mpﬁitblagmllﬂé&la} Bk @By, YWiRiohds %l%g E;) for 52¢ o?oréctzlll o

i c cancer (Vivent

Clea
ovarin P AT G MEleiGAraPmsalo ey’ BB @ismgticie infibochaBting i)

nmel anoma, snmall-cell |ung cancer, neurobl astoma
(VMiventia Biotech); anti-EG receptor humani zed Ab,
for egf/r3, cancers of epithelial origin (Center of
Mol ecul ar | mmunol ogy); anti-ior c2 glycoprotein mAb,
for c5, colorectal and 35 ovarian cancer (Center of
Nblecular Innunology) BABS (bi osynthetic anti body

e
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0 8 MAR 2007 WD 2004/ 004661 PCTI US2003/ 02154@ @R-zmr

proteins, breast cancer (Chiron); anti-FLK-2/ U%
wonm4/06dicer (tunor-associ ated angi ogenesi s) KAMTO320082021547

Systens); mAb/smal | - nol ecul e conjugate, TAP
(tunor-activated prodrug), cancer (Il nmmunoGen);
anti-GD 2 bispecific mAb, M 260, nel anoma, glioma
neurobl astoma (Medarex); antinuclear autoantibodies

proteiff) brAs catieed (©aREH)RM)i-F LKNZQ\FIAD3 i) Efker(RMOE¥3bLiated angiogenesis)

Bi o rna nt
amCigg AR O Bl el chmudate, TP (gt G i sateer
(ImmbSef)) aktaGD)2 bispBtIBRMABRMDIGEZ60 A elamial Fiédmaaheuesbldstoma (Medarex);
br.east., | un

antiﬂﬁ%ﬁﬂﬁ%}el{@{}%l}%eg mdgm;cl ws&%&% ,bchc%g{Précyonoﬁlopparrlr?g) argl-HLA-
DR ABREMARTURAD At RAmitcgnd1, N@b-&lod@l&ﬂ £ Breell Imﬂl&ﬁﬂ&ﬂbtelﬁ))emgn Labs);

bod h d
sMARL AR Ry, e el rene R p e e st en e grSieh Besign

Labs/NBf'drﬁ%j dNBHCHARA 01 -ibeley mAB,dnﬁhﬂm&T-a‘.}E{AL cc(lEBd‘lﬁl&hl)cef @Gimmunomedics).
rfat Ol

t .
efl afﬂ a{fgpﬁap tbﬁ%vg cto% (g{}o thfe mveBtéodnl l%"‘thfclg é‘"té i JF% 8?“Sb;0dy such
as mfbﬂmab (Rewriedde) dod etamdrcepe(ﬁobmt) fmlrlmmmwrmtbntns 204 Epattnl-dldehse

palnv:mag:h Sntnalgg\/ a?trb% f;(‘)?ged‘faﬁ;]’i ﬁqgjleg}p E)nm%’cgwa ct1e kré.%? Igarn%i ée%umab

"Camphafb H, a:rudstrahdstmdtcmcdr aclhoma, Bsell ghbnie VEGF@ytlmhmmnﬁ{hllenmum

| ~and H'?% g%?,yg %%@Ln%ga ngn;ggtgid aggﬁt%gmﬁovn%ﬁﬁg@po%g) rb?e%% cancer; anti-

Trail caemger B3 Mab; @bdst canyin, m F0arAb, beast gancérom BB Rabreast daicer; Abx-Cbl
mAb§£51%§§§ﬂségﬁ&g¥braces a nunber of cl asses of

1es an ragments thereof including but not
| | Hietiention embricooaitumberificiagieof antibasiias eed fragmentgaheseof msluding but
not hg.ﬁg&{o apﬁ&dﬁbe.\@)ed t&@a!néer SMLAGEs U BEM bR ve), RHISHIRE mofklie,

ecu extracel lular matri x nol ecul es, and t unor .
stromgbeell molcuies exteasel iz matrifanlesu|¢r-@ad tumog waspulasyre peseiated molecules.

MDA @EIVLSFateSmAlediiR i€ & MbRclIO@bt ik SxpRéRd a6HeSirfite §Qell. In addition to
surface of acell. In addition to an extracell ul ar

an exanelplar domaing it ynay firihprqompHsesy trangmembrang demein Badeyteplataic fomain.
axr%D2 (.)ra;m(a:g%p\lzé%[:m@ CIBBBEGE recepfor] aﬂ&rslsﬁkﬁ]'aki@ﬂ_,HAl'ﬁﬁLA (211)52 CDI,
re ers such as -
CEA (g8, GBpgangliggide, F@gi%wf%gﬁi:gsﬁ"déhe ) FLT3,
VE&Stronvit cEiRnoR&wk & hglo:)ebllﬂe expﬁsﬁdfb?ﬁ&{rclnfiﬂ lcéll. I’E)Jafh@léls fclu8e but are
esse y a stromal ce Exanpl es
"F’“‘Pﬁg‘})ﬁgéﬂ’tﬁ!ﬁ‘%@&- not limted to FAP and CD26. An |
exAh a:a&béllmlaamammrﬁdléculﬁw Eaolkcild fourdi 1ﬁﬂieeﬁttdcelltﬂﬂmd'nd Examples

t
nctle oo EDpFRR ST B AGRy PR e 3'%?"
fibronictii sadanyiaans, elastln fibronectin and | am nin.
tuRQr vasculgture | at.ed nolecgle IS

expr eSosr evasctl)la tre aflss&cﬂa e ur eeCl(l)lF is a r{nolecu ex?resse(?by vascu‘l\’ﬁlflure of a tumor

(e, & mmd@ancaatatherrthanl'veﬁystansygtcemudl sdeukemial Uadwittsa cancer antigen, a tumor

vascula%#é S{&)éﬁted .ﬁﬁmé’.‘ﬂé:ﬂ ﬁe &Qﬁbﬁ %mor n%y a%:glal:um(’vever its Bresence on

ture associ l'e e expressed
vascuinwr:raf a \pgocmhkes ifasuitpblgaarast fortagti-paneerahrrapyotn ®Mne instances, the tumor
vaschzﬁl?i‘g HLs@é H&?mglﬁcu‘rf’e i Q){B%ssmkg ﬁlghér I@elSinMp lhﬁc&lﬁ[ug:et‘lﬁan i€ in normal
anti -cancer therapy. In sone’l nstances, t unor
vascuatere.u Examples inglusle butgreadt limitedcto lerdoghin @%fpﬁd EsRab N 6,660,827), ELAM-1,

veal- ghem ?W%Lnd .@act,wmﬁh M@ﬁﬁulmwagsstmmgéng anﬁndpnosr,me;nrwds such as
vascul at ur €. anpl es i ncl ude but are Rot limt

phosphatidiserine q@@éoswasdylﬁaﬁnol%ne @s aibadinU.S Hapiior 6, 312 694) VEGFRI
(Flt- IY%&/IEGF]’{%MM]') O Sthbaamb %&uﬂtt‘r@as's&%éh ant¥idirs G§lcR8Sthose
anti gens, am nophosphol i pi ds such
phosphatldylserlne and phosphatldylethanolanlne (as
described in U S Pat. No. 6,312, 694) VEGFRI-
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35 (FI't-1) and VEGFR2 (KDR/ Fl k-1), and other t
"~ vascul ature associ ated antigens such as those 3@“%@07
WO2I040049¢d 2004/ 004661 PCTI US2003/ 021547 - 46- decDUS0e31021547
~in US. Pat. No. 5,6776,427. Antibodies to endoglin are
described in U S. Pat. No. 5,660,827 and include
TEC-4 and TEC-11, and anti b8di es that recognize
i dentical epitopes to these antibodies. Antibodies to
describediimbh 8stpiNa|5i 1764287. aAetithd s toi dndapiin arelde®ribedhin U.SiPat. No. 5,660,827 -

and inQludk FBCH %poga g@ggg;mmg Blik .agﬁ%gto&g@%%god.es

Antib&ke8 5 amn@brihesphahwdmmgltﬁd inHa&S. Rat. Nos 313,694 Amsibodigntbat inhibit
t
VEGF‘éaﬁége‘%rfbgwnﬁu F”l% Y&t 6 %g‘i b ROl GRILbDFES 14 %ﬁpf& ! ?952 Oam%%tnbodles

or ‘ahd””i'ts receptor

that are fpeeiB fentemerivaschlrmre nelude @Ubﬂpimxhaofeaﬂ GRPeampiextdie growth factor and
. (3R i f d

o e g ORES 25 kB Sl Pt uthessi

_ Antib¢dieS|0§thd&iattPeClaﬁdeq@li%tbdd itH48- Rah dloghPt5pidai 284 inchige 068 apd/ GVIT.

$ {orb\é%ﬂﬁér%bd' tﬁ‘aﬁ kﬂé‘iﬁtnﬁola% Embra&el g the uW&F?J:én%ElL&é tH&E Rlclled
an al so those that bind to the sane epitope as those

explicitydvereinchng e%rhﬁse thay bimd$@thg same APItPRE 25 Fhesq TecitsA hESIH- ar e
a%lémgﬂuﬁﬁ tRUMR NG drd'Ehtib&didsQUEHE thedbllovfig, W bERRiRK Se
commerci al I'y avail abl e: Apoptosis Anti bodi es: BAX

commpgeially ayfilale: Anti - Human Bax Anti bodi es (Mnocl onal ),

Apoptbiid hadpdien Bax Anti bodi es (PoI ycI onal ), Anti Muri ne
Bax Anti bodi es (Monocl onal ; ti-Mirine Bax
AMM;_I&_@ P9tﬂ lrnaﬂl?aﬁaj( -Antigogigs {Mopoctonal), m;r@lalﬁlgnan Bax Antibodies

(Polyﬁﬁﬂal)b,QIQl-ﬁﬁrlnealﬁﬁxl AHT“BH&E}S (moéloﬁﬁsmhl Eﬂﬂﬁ’e Pt ARBIdieS(Polyclonal);

Anti-Mirine Fas / s L| an nzy
M&&a@% %?aa%aﬁe‘%sg pd iﬁ% RS0 ATE: Mg Fas / Fas
uganﬁwnﬂsdaie@maneyrﬁmhmaieesranamdB WufisvdieBCL Ant i bodi es :

RORpoe? poh Ul b BR L Atipi, ARG EfRn BER AMELORA )

(MondtdnayanthiBathansbe( Rnﬁbpdiemﬁ)aly):l;omﬂl) AleMlﬂ'lnle zbciexnmsbodles (Monoclonal)
ASibAtl B3 Anti TRADD, TRAIL, TRAFF, DR3
Anti- Iﬁfr%tllpebodl rét'std' (? %f-l nal% Fas / Fas Ligand Anti bodi es
ie ARtodi aspanaintXPIRADDATRAIL, TRAFF, DR3 Antibodies

Antl-%{? q-laL pex%?.,lil%ﬂ@ﬂg@o(a@s nﬁﬁ}lu@%g g ﬁ%%ﬁl Ql'gje%ﬂlbgé M

rne I m
gemtibddies; B igs:iAntydHuman, Murine bim

‘ RP
Am.bg\&l}mE ggg@b%%ﬁg}ﬁﬁﬁ .MH mggfnﬁ.ﬁqt#ﬁﬁx&% M&%Gn@ﬁ
ARARFMitibadigsPANyduman P%Rﬂ\mniﬂme(Men@}mﬂ) LAt eodand A RP

Ant.b%&?&?el&m 'mCNA%e PARP AddbB&Es; Caspase Antibodi es
Monocl onal -Miri ne Caspase Antibodies; Anti-CD

ARG Caghpgs bR METOPA): &t dlurin Caspase
Am,bgﬁ.,éls 3 PanVera Anti-CD4la, PT25-2 PanVera,

AntT-CD42b, PL52-4 PanVera, Anti-CD42b, GUR20-5

Pl Anibndies AnipED 203 BLYEAPan Vs GBHGRRP; PledehBanVeragAnti-CD4la,

PTzsﬁ%Wéra AnﬁrttmztzGDﬂIQ»z WW%GAREIOU@I@GURQOJS PahPdra, AildDsHob,

PanVer _
WAt Bles P hanl oS L e Paeyiray An g, LI
: Panv&ﬁ%nnlcxﬁ’@nvgs 8 PadV¥rd, AGD:Icﬁ%z/ESEan Fianléa!aa;/exanﬁmaobsz/ﬁlacm WGA-

1 Pangﬁrla,l AlttjﬁDISactnéﬁnl;(%eraaﬂplan Ht%cggg@p C%alﬂCDS antj-

CD6, aii- CD@D]JQ-,CIBD&dth@ﬁE,Sntl-EIMlO aﬁEIC‘Dl 1 datiiCD12, anti-CD13, anti-CD14, anti-
CD1s5, anti-CD1 6, anti-CD17, anti-CD18, anti-CD19, anti-CD20, anti-CD21, anti-CD22, anti-CD23,
anti-CD24, anti-CD23, anti-CD26, anti-CD27, anti-CD28, anti-CD29, anti-CD30, anti-CD31, anti-
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CD15, anti-CD 16, anti-CD 17, anti-CD18, anti - CPJMQ
anti-CD20, anti-CD21, anti-CD22, anti-cCDe3, 39§ MAR 2007
WOe2004/0088R4, anti-CD25, anti-CD26, anti-CD27, ardt/v§IngHe21547
anti-CD29, anti-CD30, anti-CD31, anti 1 MAR 2001 WO

2004/ 004661 PCT/ US2003/ 021547 -47- CD32, anti-CD33,
anti-CD34, anti-CD35, anti-4136, anti-CD37, anti-CD38,
anti-CD39, anti-CD40 anti-Ch1, anti-CD42, anti-CD43,

CD32,aftiiCIGB4hti-CD34, a8D35, aii-CDEEYR-CENY | mEIRDAS, amitdDISDERI-CD40

ani-C Y i 043 anfiti ol i B PG R Ergp s, n-

CD49 antiiCIBD5&hti-CDS li, akfEED 52, aiti-CDEDGO-CIsd ) anloits 5, antit CD3BD&RI-CDS57,

'antn-CQE% an%9 ang CI:D6§[D§-§| Clg(ﬂ{, aqtgggz ar?tl-{ib6%6%?%%64 anti- &lj)ff anti-

CD66,amt1+CD[6’DY&t|—®Ih68 al@[ﬂB@ aantiiGOOD/ahti-CRHL antiSCD R, ant1-CD73 antl-CD74
. i - 74 nti :
antn-ngé,iap < 16 anpl- -Cﬁﬂ}t Lnt%é}g% l-Eb8€D %Bé)} antl ! anti-
CD83 camtit CLEBBENI- @D%i al@E)SB% amH:D@Daﬁtl CRX88i anCOBHY, it CDIVDBBI-CDI1,

antl-CBB% ant 3, ﬁlﬂth%r-CD@SnHué@@’antiiabmcgﬁ%D% anti- 8&%) anti-

CDIOQmm;.cmgg antQ0 102,@01-00 1 03 a0ti-COMAD anti-ght 03, @]]_-62106 antl-CDIO7

1
st 5B oo 88 L0 R 5 -
CD1 lémm -OBD16, ti-CRH 7.-2@HCD1 38, antirCDI £ anti-gD 1 dhenti-€D121 anti-CD122,
anti- Cﬁn% antp@D]rép ’ant‘?ﬁbu%tléﬁ’w@gﬁtl C§P27lgn?t! CB@@ alg:béill% anti-

cm3@r¢ml c@ﬁg@nh-g,?}nlp'z @@13%&2@@@. CRi3e, @;g}cggwe anti-CD137,
anti-CBNSE, aﬁpé%?w AR CD(Fm%&I-canh' a.QDé§942 %RLCDl@DHPCDm anti-

anti - CD ,anl- ,anl- ,antl

CDl4§@pp-C@jﬂ§,@nt1%lﬂ] @m§@14§ﬁthl-§3@-_lﬁ%-pntl-cg)ﬁ§(? _a@DC@g@l anti-CD152,
anti- C@n§3 2h#2CD3 94, aﬂtﬁltb'l@aM@DI%Ehtr—@Bléﬂlml-@Di58‘ -8 P59, anti-

corsl ol et - Hlet- bl DI a6 B af Lo - CDIe

antl-C@WSS ahiDCDA 49, antGDIGD) a’hﬁZDl7&%t1=(@I53nh-ﬁIﬂlf73 GhYi-CD4 74, anti-

CD17§ l-c%%ggam.gﬁm a&%@éé@%ﬁ%@ﬁ?@aﬁ%ﬁﬁ g(hf'xptx-églibintl CDI182,

anti-CBn83,-afibICDG 84, aam-CDlGDaﬂIG@DI&ﬁjhntf-CDl8765nt1-6m 88 &iDi-AB BRI, anti-

co198hliHot 2 antl-C[?lBE %%)%3 raa 86%?193-5}])?5@ éﬁq?ﬂ?eaartm CD197,

anti-COD§, Bnti-&Mt! P9, GRI-TUH20@ ntti-COBAI Anti-EHL02, BDELCB203aarti-CTIK7 Snti-

cmog,%ﬁm;{i-}'%g%ﬁ it %15207 %@gg? Qgéﬁ-tcﬁ_'?g%% é%z?@ntanq @2 ilg %x:ni-CDz 12,

anti-CB31 3,-2@bCIR84, aataniDZID aflt3GP2 Hn anti-CODIR Bnti-@A2 18, SHitCD219, anti-

con et Bt BBy, s BB, mconr

anti-CBAR§,-a0DLOR 29, anti-CDZBR 01t-CRAY i, axix2D232, ani-CDZI32&8i-CD234, anti-

CD23§%{:-(§B§§§AM| ?1%2!37 égg%%%s A tgg‘?gﬁn cﬁ%d W‘“ anti-CD242,

anti-CBR¢3, ﬂ@D@P.ZM aawpm@)szCDa‘?ﬁ aﬂt(ﬁ@%ﬂ alah€D2‘t§D@1t6CD249 anti-
CDzsg%uth@mgG anti-CD217, anti-CD218, anti - CD219 anti
anti-CD221; anti-CD222, anti-CD223,
aﬁama@&gno_h@spmgwumamim Eppiodiesrhiproanipaxin Antibodies,

Humafi ! ithegmgl%utr(ﬁﬂﬂ %‘c@@agil?epﬂmﬂs QD%%Q Exédab !Anlqg%%l Human GRO
anti-CD232, anti ant i

Antibogigs; HWE%CCdrﬁqtlbml;lumghlr}09@21ggdlesaﬁgmard@2@94ntl’bod|es Human [-

TAC ﬂﬂ%ﬂod@i—iﬁ%aﬂﬂlﬁ AM%SS HafHah LQ@Q resséiﬂ%HemQQRérﬁntlbodles Human
ant | : I - ¥ ant |
lymphaoxin. “ét‘?%ﬂ@?ss fopn @@% ,"b%‘ﬂ‘fsr Huwz‘!s‘b" Agiihgdien, Eluriag Monglgne
InducddBYEIRN @amiakA itiBodNy, HeMSH RAP-2HALIBE i ESNH AV I P-D AGhkiBS&dies, Human
Human Eot axi n Anti bodi es, Human Epitherli al
Neut rophi |l Activating Peptide-78, Human Exodus
Anti bodi es, Human GRO Anti bodi es, Human HCC- 1
Ant i bodi es, Human 1-309 Anti bodi es, Human | P-10
Ant i bodi es, Human |
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TAC Anti bodi es, Human LIF Anti bodi es, Human ‘8 MAR 2007
Li ver - Expr essed Chenoki ne Anti bodi es, Human 08 _

WO 20045004660 i n Ant i bodi es, Hurman MCP Anti bodi es,Pdiuns»003/021547 -
M P Anti bodi es, Human Monoki ne 35 | nduced by | FN-gamma
Ant i bodi es, Human NAP-2 Anti bodi es, Human NP-1.

Anti bodi es, Human 0 8 MAR 2887 WD 2004/ 004661
PCT/ US2003/ 021547 -48- Pl atel et Factor-4 Anti bodi es,
Plateldtifi acaor-4R>AMibbEiSs, Aluimiah BANTES AdtibadiesSkman S DIbAdtibedies, Human TECK
Amlb(glECK Anti bodi es; Mirine Chenpokine Antibodies: Human
Attracting Miurine Chenokine Anti bodi es,
Chviurink Chemdkigknintibodiese BiymbAiBiGed Afivaceing Mudmd Clizoakins Antibodies,

Chem%ne-pﬁn%%%ﬁshdénnt 'Eggg ﬁlirtllb%gésll\/@rﬁ%?f(%dga?\g@?)tdi\e/groﬁllﬁxg% GCP-2

Antibddidg, Mntmdd@@lAesbodMa;MmmeMHESantes B\atine 3VIP Ratibodies, Murine

RAN@;%@Q%@%@%M%%% An@gegggvgkéﬁg u{sam%ﬁat CRAE Antibodies,

Rat GRAtAtibetliess RatRGEP Wntibodies,iRabMIlR A ntitRies, RANKENTER tintbatiiess
Ind€ C/ ing KEeQBRR fk: X-@?r‘a'n kﬂ%“n?ﬁted stﬁme { gytgkme Receptor

eceptor” Antl
AntlbMWaHummFNrﬁmm@f:SeBummﬂca%ntlbgdlﬁmHme'ngm Antibaghes, Human

OncoQta%HtAnﬂb&nés' ﬁ@rgéneﬁN F k'lﬁ%ﬁle} Q-lumﬁ W%eh{btd%@tdﬂnh?ﬂh%dles Murine

Human i bodi es, Hunan Recept

Biotinglgted Edmké@ / CMSPM“ﬁ 8@6631%6{%?#5@ eM“'E'}Pt Avé'b?d'@%ew*’n'é

Antlb&&eﬂhgﬁe 5.0 !t\h@tsi:ld% MdYIHE TRg: ﬂeEthnltlp&ﬁéseém A4 zﬂﬁb&}y
Ant| bodi es I\/Url ne TNF Ant| bodi es, Murirne TNF Recept or

Lyiakine lC ibedies: Ratl:éi?tm@&ﬁeé IGytpking / Cytokine-Receptor

AnubSA{éSOKMﬁN R@.ﬁs&ﬁéaraam Ah%kifé@ RaRRBNF Rh@§ddry) at ed
Q/tokl ne / Cyt oki ne_Receptor Antibodies

b Rives e 4, oA b 4pUin (Fman
Procofifebh Amldutﬁg) dhﬁ@nectmwlﬁ&ﬁ&u{ REEREQO Mg &hin (UARANY Vitronectin Receptor

S PR KR oM ] 85018850 o .

VGrt‘)@mERatmnAilﬂadiaﬂ}Lum‘aﬁl Grmle Eidtar AReb@lsp¥uriferbroath) Factor

| nect n il n Receptor, Fibronectin
Am'"‘(‘#—fﬁfn%ﬁ " M%Eaé% r%ﬁ'{e eé’pt or (Human); G owth Factor
&muvirusl:amib@dles’\ﬂhdlbﬂd ApgbodMsrCameplement .
Antlb%n? V\%F%Kﬁt?b 8%%%306 aﬁé Facto rA&npgdbeg 8r\éEAI?1t1EadCesolﬂV Antlbodles

aneous acu1

~ Influepgat Adibddliess Hu@anl hentin Anfpridids o Wueige L@uinAingbasliets, Murine CTLA 4

Antlbﬁﬂés ﬁQxﬁhr?éTL%ﬂ%rﬁ%d %015145%§\nt1¥ %kﬁ%@é@&gra&a&&t&odles

odi'es ueriza

Arﬁg_mmwmymmmom iGFadh Axgibodigss Homar MEF iAmtibodies ,
Huma’ﬁ"ﬁ’li Egmll%%les M‘lﬁﬁlﬂﬁ\]ﬁ%tlﬂodlesp‘m' bodi es, Human CTLA-4

odi es O Antibodies, RNA Polynerase -
Arﬁtull@ém @%‘bOWbbff usechintthayipeintien andhesingluderntibestigsdisted in
refereﬁ:eégucﬁ‘% in WI@SCMJI% E%@nhl% ﬂﬁbb@@sdhmmscg@s NT-3
bodi es, Huma Anti bodies, Still other

aﬁ@ F%@fonréfsrr%daﬁmb%@euté eﬂthp HIveTHien, th‘i/@ﬁt’ﬁ’dcb% aemvaﬁm@evac-zumab)

Bsczl(mhmgﬁa@nméxhsmo@@n{dnﬁbﬁ@a.lnpath (a‘i‘é‘nﬁﬁz%ﬂﬁ?%%@ Hitcepti®
al O I mary bodi es i nscott's '

(trastwm%tat 'M@xm%r#%%mw,éfyemh%%'d%wsaaqzmh)é\d8?< -3l fMylotarg

(gemthzﬂﬁ’rﬁﬁ Bkc%ﬁmlcm) ePanbret RABEASMA) amfﬁxaﬁtnwi,.ﬁmwgﬂagm‘ﬁmmmomab),
nmonmab) , Bexxar (tOsitunonab), Canp

Zamy}, QT%Va&mﬁgﬁijI@é\t}g@tan & dpyentipnalso E?%ﬁé‘!’ﬁ%?‘rﬁ‘lﬁ&mems thereof.
I m&m&efeﬁmumm thé%ﬁwﬂ@@gdﬁns(\mmawﬁw&palc mAb (GD3

sangl ok B kB0 Csh ARG TRR (ER i?@é&ﬁpﬁ@ﬁ Tb22, ErBR2
X CDéPEfefRIyEpE4n,, PEM and CD33.
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Zanyl, and Zevalin (ibritunomab tituxetan)

invention also covers antibody fragnments there@i8 M&%ZUU?
Wosn#0gs@f erred enbodi ments, the cancer anti gerCT/852003/021547

VEGF, Anti-idiotypic mAb (GDB gangl i oside mmc),

CD20, CD52, Anti-idiotypic mAb (CEA mimic), ERBB2,

- EGFR,” CD22, ERBB2 35 X CD6#-(fcyR), EpCam PEM and

CD33. 0 8 MAR 2007 WD 2004/004661 PCT/ US2003/ 021547

- 4%e ithﬂ.oh BNdbﬁiphs@Eh R 1650 BPRAIS &Bibbd1& an8 entibodpPigments. The antlbodles

ant i ant i fra The nt|
may b oA G RGPl oR Gt PRI Ry P BPlogy o ey may
furtheClBiv@aréd @fpadsentid ahﬁﬁﬂte@ Ayid. Baetyantibydiesicdii béfaFthdr@nanipulated to create

t ed. t | yid h
chimeli: Bt i 268 rhochs % i [oeEPcRR] areates defibbabED, o
c lSngiiﬁ'rcaﬁIlyoﬁs i wathkh@vedin mtartbomly esan:ﬂspdmdnl of Beartibsdyusclexle, the
parato\R%l ?m oﬁ\ée%r,%n ?n:q!ngo {he antho yy {oq{] nﬁlﬂ%%g%? %%%rgl,, %éqjik W.R. (]986)
B df Mddhe mnalbnPWjley & Slonwhic\;ekdwmfbrlt Revitt, 1.

( 991?}'-:41%:;1@;:&{5 nBBEy é}%#é;b %ﬁ{c&g 154 %h‘?’@ &&Rﬁﬁléﬁé,ﬁ(?xg?rdf The pFc' and Fc

regionschanekainplenee effectvpridte qomni@n@ht@gqcadﬁiuuwe 8otSovodved imantigen binding.

s Y SR g BB REA i OTO) hc F rotces
withop[:h,e pFa'Tegieis deqigngteé A F(ap' Q)rfragmgnp‘prgms botk obthé entigen bindifig sites of an
intact %&ﬁ)g&)o @Jnﬁ%%&%}n grgl% c@qg)npghlcﬁ{h@ ge{% dnrlll\iplge'\éﬁ gniyﬂa@&hﬂl %gzﬂfed or

AL egi on
whichihag pee nwﬂmﬂ “@tawtyhecﬂceegr@u desmﬂatﬂmlblfﬁbl‘f@gmm;entapﬁ orfuaf ¢h antigen

bmdmg‘ is§e Qi bRt ﬁFSodyﬁﬁcQéc% P%ée‘d g%rﬁgr 9 F sg’?'lman)s%onswt of a covalently
ment, retains nti bi ndi n of

boundamt' qdmﬂla@tchan@m%wwnsqf me|aavtr09'y h@'ewy shein droetpd ?qﬂ oﬁhevﬁqh feggments

are thd BQJOF SetdrRHaAIbf Qlﬂﬁaogﬁ?pgmﬁa%'xgﬁhélg 8l ey rﬁéneﬁ“(ﬁge asfciated with up to
bee roduced w t hou %: regi on

ten dl@%&%ﬁ%&c syt abalﬁef'%h?dy SP%tféﬁ'tha"S He f’éﬁm‘f'}‘ﬁe'e*éh’tqp@%ﬂ?
bmduiglaaulltm i®iatiee of an intact anti body nol ecul e.
cee further, Fab a ts consj st of a
OV e he Atss bisg i gomiAL LA AT R SHEILRoRA i e p et
compléfneiitivéty dﬂémblﬁdg/rebﬁm/&?mﬂ@ﬁwhlcd dirext® Gntérakt with @hefeitope of the antigen,

f f .
o T 58 S Pl U A B e s

ClarkwioB6 Rojitt, 1 991)t brbothi thé maey]d:halnl RyHtagmbmiand thedliglit@bdin of 1gG
lmmum?ﬁtlc%%ulm gth%r%ta chfgtgry {kfrlegcnér& %fﬁ?olugﬁl:l&{ﬁs?;%?ag rﬁ%)ggtﬁ/ely by
three mrnnlegwntabtyrd&tenglnpmgrrttglcmn (@DRlalrhroah Cbaay ,ThaQD'Rs and in particular the
CDMQ@%iknstﬂY}ﬁogrb Parlnih‘?a@ﬂi \ _)ecl:hgi\rll\hl T 3,29 Ier?ag% r%ﬂ)%g%ﬂgtra go(g ntibody
specifityh t he epitope of the antigen, and frarrevvork

r g0 t ctur

?gl's ﬁ&? “%irfg?%)bé'éwg Sug{el]le QR'tHQI t"% non-¢SRtr%r (;ns gf y Tg’@‘@g"aﬁ antteqody may

be replagex ith Sl"iﬂ'l"ﬁ aegions h’éC(h%P&W]C eﬁmerpsmlﬂoraaglw@rm whrielretaimang the epitopic
specnﬂc'ltg bt thggl?élﬁhl Qlfmbbg)G Tﬂlmgg:iegrq&u}nhrnﬁesteﬁ RQH@de@ﬂgplﬁ&%nd use of

.. framework regions (FRI through FR4) separa
humanized canfipedigsyin pyich vﬁrwa@&ﬁﬂ%wapmtyyma@tte hyrg fiyand/or Fe/pFe!
region’s €dprofiRe b ElAiorainBiY GEBS}O’I‘ exaipIeCPES inté@RAliohd] Publication Number

articular the 25 %IOHS and more particularly
WOo$9 @@%é%ﬁ@ﬂsmaﬂrwu etigrnd a?e@ Peiragéteq MUEsmRRYE pRjbediepin which at least a

portioA Bf th® Middine BIPRBIohd Eds‘bh’en r lade§5 b)npRVrégﬁJnE ofifhAR U@hegudhr&ntlbodles |
t he art tggt t he no a manmgal i a

includig, fraggegss 9ta°taé"tf°éﬁﬁ HEb it hmgmw iy, ar@@ﬁfe@ngfewd to as
co-specific or heterospecific antibodies while
retaining the epitopic specificity of the origina
antibody. This is nost clearly manifested in the
devel opnent and use of 30 "humani zed" anti bodies in
whi ch non- human CDRs are covalently joined to human FR
and/ or Fc/ pFc'
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regions to produce a functional antlbody Thus
‘exanpl e, PCT International Publication Nunmber UﬁtﬁKR x0m
WOoROgM3esl t eaches the production and use of hurCaMiS2065/021547
murine RSV antibodies in which at least a portion of
the nmurine FR regions has been replaced by FR regions
of human origin. Such antib¥lies, including fragnents
of intact antibodies with antigen-binding ability, are
“chimeric” emhodfey@mknemiabaputbes&f Rar@20 pr chi@erROMY b @it Gi8:lude GenPharm,
“chinmeric" antibodies.
Xemngbhnég%&g dg%ﬁggégyof humani zed or chinmeric antibodies
i AbhsaewilldeRhparent to oxe nberdindry siild Gethe art,alrecpréent| itkent@®yadso provides
for F(%aﬂg%ab 9 a K‘%Hi frﬁ?%ne%{lpéﬂnﬁmc a‘hf?bo%@lnp&ma{ e ?@5&6/&?&(?%/&%1)1{1

sent 1 nvention a rovi d
and/ofFGIR2 mfor Falts, chﬁv CHRQ reponfs h@gmrspla@ﬁ pyrbemelogays hiseaios gon-

humal &ayﬁag&pfm.ﬂélma@ﬁ %C%%,Fﬁt.@m&qs wi;QRkh#RaJ.xQ/oPtDﬁD%/or CDR2

cha regli ons have been repl aced

by
and/oq»i@hbcphg@&]g&}mglgns keve bash. rephgwdw l@g\g[p@ﬁ@@gma@w nearhu@an sequences;,
chlmeﬂ iibo ﬁa%nfeﬁ@ﬂl%es%ahlbpﬁk eR ahdloMDR Narddf JDR23NG6Plight chain

/ or ll%ht chain CDR3 regi ons have

CDRBbre@ﬁnSr*@m %?ewpbyedrhyrhsme@éw HEIAROT OP-hHBAN fearARAES; and chimeric Fd

fragmé.ﬁ dhRIO8RS in wiith HIBFR endrGTURI138IBPEDRN tgRAShAS beem. rumce@ by
the FR and/or CDRI and/or CDR2 and/or |ight chain

homologgus hprgg erionthypan 58¥sIcse S haRreyniy)varberA!BogBtleden sheaedtingle

chain Bt{bofieyTBN sequences; -and chinmeric Fd 10. fragnent

anti.bodi es .in which the FR and/ or. and/ or
r SGF SENPAEIUBRIE Faed IR B AN B SURESRA %%ffsngy H‘ﬁ??é’ﬂ‘"B?"a“O" of finear

or cydie Foﬂﬂtﬁlﬂ%oﬁ@ﬁlﬁtﬂ&ﬁ@& anTnB&iywi ea@idnt theneMsuton aﬂ|aﬁt0cancer antlbody or
udes so-call ed chain apti bodj es

a"“quﬁgféﬁ?‘f"&r?f FLaPiCHRbA Hﬁ@g%v or apfibody fragmept 'Hﬁé“?‘ai’%"rdu bepefgoverthe
adminGbtraGenveTlelthdr Bgdnt S6WE. Mh SdnfedlhstmBesOthe bffetCiaadditive, Syiah biliers it is -
nula 1 compound and an anti body or fragment thereof
ch as an anti-cancer antibody or 15 anti body
f rihgsrameone aspectad tizrinvennang the Iipraiulalrompewhy aod the atti-bandsr antibody or
fragmfe%tthe';g‘?ﬁ1 reqaﬁm%ﬂeg %Qtsgrgré?s% 0 %rjnl;ma]ql\l)g fn Jnh:?fectlve amount to treat or
mnistration o e|t ent al one.
reduce the rignefaieyelomhes afaneert A gsedlblmm,l tbfetenmmdnqrgﬂst@f ldesceibéstan eHect
res’ultﬁ% %ﬁﬂhéédnﬁrmaﬂon a_frhlt' ﬁast 't\['b %@ﬁﬁ@ﬁi@ﬁ f‘stgréater {haﬁ th'e %ﬁ?& U &@h of the
Forrmula | conpound e anti-cancer antib
indivifinah agpaistwhen eereé alongr Whmﬁ?dﬁpgﬁtl@r eitheper bethsagawss may bq le,sed at lower
dosesqmoﬂﬁtﬂe‘ﬁged' ifeifher %Eltt%g hGiniSeRH Aond. Qnttl{egt%m%ﬁ n‘?ths either agent
reduce the risk of "devel oping a cancer. used
or both @y bp admiRistered it “syb-theragpulicy gose &gmhuab@s, thqcogtbinatien, however,
bemgm%§$ghkng fromthe conbination of at |[east two agents
whi ch is greater than the effect of each of the
i nidpaARneNy afteraglisqrdsr s startedadms tairesyes, ampliorate eredfogcthye eliaipate the
disordet, ta{?d%r iRlasdd6ihidd SSRGS, BBfeVRRt itB&H bebmingWhirse. TRAGFent HAbjects

d be used if either agent was adm ni stered al one.
beforq Jipqes Bt (ife AoV IBREE FigR EAmERILHMS logpdugs i rislagf dgyeloping the

disordfl nAsﬂllsSd Edfrad thétedn “FreMnt” ReFérapane préphyfhescirdafienEdfatients who are at
| one, gnb|n t.i on, however

iskof 3P R1BE AN 2 4FPEee 8 8 R Ridhespipeag develop the
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esophggegl &hé&er; Bge cﬂaglgéé-? %gc?]ecr: aﬁ%’ﬁ |1er21tdco %ec %asr% ie %agc«%g g% S;Htﬂnehal neoplasm;
kidney cmcxelab'ylx cangén letkeatia ineludieg bauteobyelodd Bokentid acﬁfhlymphmd leukemia,
L uor ¢
chronlc%n‘a}ellotn{ @Blle gfnrg}M: g'n%ggldtf&k%r?{g}uﬁo{'\éggn? N urtl%cancer ?e gg miall cell and
non-smaliresil); lmhehonetlmhdilm‘Hctdem isruéNbi-HBndgkarls lympbeed nte@noma;
e i r

myelotrr{%lf ulrortr)]ﬁla%g) aagr!al ch1§JC%fr?r%g€ngz rlfgi OE#E%(?JHB anﬁéﬁéﬂnqg oparlan cancer;
pancrq:aqupmmproﬁ@tp azm@q:raretln(gbéels@rma rhp;l@igmmﬂaa:gm@,nactal cancer; renal cancer;

rmp@l.@ 2% ; safSa R @R%eP Wmadh i
cance agyeaéﬁsggﬁi%e ot her tunnrs"ﬁescpg%égﬂﬁga%m§gr&“§Md
cancewmrlzewcerwcm olthe orrB6/1syHET/ 49820 6Spther kau inomggand sarcomas.

Caf&@homak Qﬁlcﬂrﬁt@rs oPHfithali? ofih. térﬁh&rﬁg Jitgnde@ foi Featht! w1th the

carci noma, biliary tract cancer; der cancer;
methqda atthe investign felyde butase et digdsed towwsear@mmae Acinque pwne@ma alveolar
adenoGABiR6ha (afsb 4\ Q@Jn@éﬁﬁi@rcx%aoﬁhenﬁﬁ%eél%ﬂm CABKESm carcinoma and

connect i ve tissue cancer; cancer of the digestive
cylindsgrag) eFR{CinONY GHENOMRIPPUTE. Ferioparcineidmy pHEeR? Ofadired corexeglucolar
carcm@ﬂaaCﬁvfeolaﬁéﬁﬂ%fcu@fnabh.% dﬁﬂ@ﬂ)r&ﬁﬂlpﬁﬁ%mcgﬁasBlnlécﬁar‘e@mﬁl%r and

intr i thel lasm 5 kidney cancer; lary
pulmqngeyadénomatosi, Sa' ﬁeﬁsga'a?'ﬂag cygifpraa %%qeﬁﬂafﬂ(@fﬂ@H?dabasa'oma or
basnlo&tauztrﬁl hhiy mahm cdrclnetmk)?,‘ Bisal,old dﬁhl’n@ﬁ\h Cbafﬁﬁalaﬁiods teBikRMoma, breast
Loy npho % } ung cance
carcm()ma ronchno?l lar c rcmoraa ronchlg %?afCll}:oé‘]al Srpllﬁllgwﬁoﬁqﬁ:moma cerebnform

Cel non
carcinoma) thiangodebdgmamr&maIﬁdsd\&ahed-&hdlgkgmsm;Saddymuhﬁg‘m:arcmoma) chorionic

' cz{rcin?Enl.a,g(g?@i?;c%r?iq%{lg%gggfdo%gp {nﬁga ac%‘f %gﬁdrcmom gr ar}/ rlp?/ cglﬁcmom%r carcinoma

arynx

en CUigassrG earcinompgwiane,icylinsiaing @urcmpnasylatdeczd aﬂb&rqmoma duct carcinoma,
i I 0 rect cancer
13, 35 R B G i
carcingiiasratsinene epithetigeradehoidesneerinonags tlcael carcinosa di brosum _gelatiniform
car;,ng%r%%qn%ugeagﬁﬁpma gaﬁ{%egr%argggr%? gafiB0KTRfare g.a,m i carc.ﬂé‘nﬁ
granulosg @Ilﬁgﬁﬁgmaﬂ@lrmﬁ@@a@lmﬁae}mmm Gagdinomaj igapntocellular carcinoma (also
called%f)ﬁérﬁ]ao RRfgdant I%BQ&Qa mrhebz{t&«altcm%ﬁs) Wu&fﬂe LQPcarémmOﬁian.RJ
he i nventi on | ncl ude, are not limted to,

Cafcme@ﬁdlyﬁ?m%?hf%?%wae alf%lilmmﬁryoaql vareinena, a@remgma m-tno ma

- mtraeﬁlaérﬁﬁl GAtidoRfd, ﬂﬁif%ﬁﬁdﬁtdaﬁllﬁﬂfacl(ﬁﬁg@oher s.carcinoma,- Kuliléltzky-cell
30

adenonyoeplthellona cribriform carcinona and

‘carcing(pp; [ RARSpreinotacSarriRAm - BSIG At PO At uBRAEHRAEHy mRborRithelial

£

carcinGmb,(daR@ida AfastAeidey) ddrcifdihd Redull @t WAL Mdry cAr@h&hd) 4Binoma melanodes
al.veol ar cell. carcinona (al so calledr%ronchlolar

melangtic GaGRATE, MUFIDRSICHF NGB CATEIRABR MAS{ERTUARrFIAIeymuCocel lulare,

muco@m-ﬂﬁmm&h&)-a chramaha matdsur AhedoROARinoRA! &k dHiR myxomatodes,
R cellulare (also called basalona or  basil ona, and
nasopfiy e

EPIMESPEIRBAAIEr T Q8LHE D FRICIRSI2: FHBigma ossificans, osteoid

carcinbma,asayitarcalhome) fapitialyChdmbRa, pofifba@l cardifbifal preiBasive carcinoma,

br onchi oal veol ar carci noma, bronchiol ar carci noma,

br onchogeni ¢ carci noma, cerebriform 20 carci nonma,

chol angi ocel I ul ar carcinoma (al so called chol angi oma

and chol angi ocarci noma), chorionic carcinoma, colloid

carci nona, comedo carci noma, coOrpus carcinoma,

cribriformcarcinoma, carcinoma en cuirasse,

carci noma cutaneum cylindrical carcinoma, cylindrica
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carci noma durum enbryonal carcinoma, encephal oid
carci noma, epibul bar carcinoma, epidernoid caf @i MRB07
WOcp400d66ta epi t hel i al e adenoi des, carci nona exrROTES203/021547

carci noma fibrosum gelatiniform 25 carci noma,

gel ati nous carci noma, giant cell carcinong,

gi gantocel | ul are, gl andul ar-58ar ci noma, granul osa cel |

carci noma, hair-matrix carcinoma, hematoid carci nom,
prostategundinumed, tenhlRell EaEiRdn0Tkidnay @Bo calitd la@shoeH@InE kidney and

h)’Perga%{:éhl(Q’g)ﬂdg ntc’npqq% tr?srﬁr&e c{]gcfah eﬁgﬁg&?ﬁ%@%@bﬁ?tgy 4 tslgllwmdenan carcinoma,

scnrrhoarqardnmfm cardifomratscios, s@’mbﬂ’ rynfgn:all cardihGrd) @ﬁiﬁmoxﬁﬂﬁlﬁiplwmallftell
Ly e AT MR ——
sponglmum! malaQUSICeanmmlsawamaf mllrcalmm,oma string carcinoma, carcinoma
telanﬁ%%%ih%,p@{chngﬁ% Igﬁ%'g%&gdesl t]rﬁg)’n’gr%gr c%fachlg)}nﬁ,gcgfacir%o ma élébgrosum
tuberqg carcinoma, vewehobs earcomapchiditamayviloamt i In preferred ambodimenas, the
methdd8 bR HSntion TR RLAD trar S, &'tsthvﬁﬁumégé I?ﬁ]%sorecéaré:elrvqg Wary, prostate,
carci noma nmucl parum car i noma fricocel
lung, pelemandi reksymratkresarstimaoiner, kidngy ci noma nucosum  nucous
C 3K iR PRhicutAly GnPHIR: JIM&%?%{: AdGRomad 35385 %%&%%esenchyman
carci nomm, carcinona ni car ci nona
neoplasisihas arise labmefanéwﬁsnsswst Btﬁﬁeun@sp%@f grapoTemare caeagriized and these
lude@ifds RO Ras (Reikink AbYoif Abdshd '
e R Ao AR 0B B PO S RSP G rReT™
leiompgsaicomey d@b@pzmaarconagmabswt parigheralmeiva shrath tyragra (alsoehlied
mallgﬁﬁft ShARFOnRE, nlébrgﬂgr}ésa(d%hﬁéj opﬁéut'cfggm@ga@m'@f Ebvﬂ@@%u.ﬂ{r (including
ki dney and hypernephoroid carCi nome), reserve ce I :
Ewings5a590R1p4 boneasxipskelnial (e easrhoneldung ssarremachad prmitive

neuroﬁa&féhﬁzﬂ R@nor [BIGETT, h%mﬁﬁ?&hﬁ%nos&@eﬁ%‘s nﬁmﬁnﬁ&ﬁr@lgl‘nas
signet-rin Cell CarC|n0nH CarC|n0nH SInp

lymphapgioparqomjas, Kapasi's faHoma, heawndiprrdothelioma; %ﬂséfc%'ﬁ»ﬁ’éf'm'éi&lmor (also
calledC@ptessiar fibrdHAIGs), Sipnmeﬂﬁerdgﬂbdmacm@bammmr;ﬁalrgaam fibrous
isiog P e B B PR e SRS, e o prt sareoms,

epnthethel@agome,tcwar @lryrcand, d¢sﬁmﬁhsttc€sh1am gélptainorg gﬁstromtestmal stromal tumor

o (GIS'lt) dglns I %Qb gt?omal s%‘rrjlcrogna QR dsarc {‘gpsﬁrlo(r?&»s’nu%ggtg?qggﬁﬁarcoma)

25

30

35

rous car cCl nona, UCOUS
skeletgi dndsmskdlﬂalpm\dfcbmdeudaremwdl rrent s, the nmethods of the -

I nﬁh%%%llécggtt@[)eetrelﬂ?eﬁ gnagf ge Fefrgggrgségnb ; res;: %‘Sreﬁh acY gy gﬁa}g% Lelsgﬂ gef:rein is a
cancer that ig resisaatrto ﬂ@@sdmasx SMUE!@!H Oﬁcaré(prdﬂ:eyed ]]U)es@.mmtcble Imay appear initially
respo@e tb %ﬁgﬂé\%lﬁt (én'aa.?@e'htrrécg %ﬁl&%&{aytb% ggm lete %21[)1:1: hes?onswe to the : treatment.
The ofshippsy stprglaxsioff care W@twe\sdepﬁhdﬁrfgetpemthe bzypexstyp:cf arglahecdegms oﬁpregressmn
in the s%g&mitmg beh ghernl'(l)ﬁégi %89 QLI %e ‘or ddﬁﬁ Fé)g{)%'ﬁ) r‘ahon I urgé)fn HFhose of

myxoi d || posar conas gnor posar
ordingry F‘ﬁﬂyb@a% gifayare Pﬁ%'b'dﬁmdeslapf:@rmssubms begmnated accordmg to the

invenB&{ foPDRaLiofyRBNer tﬁé}@ﬁﬁehnquﬁw aﬁresév R 63bi% an'zsme} &8Nt for

-schwannomas, neur ofi brosarconas, neur-ogeni C C
their cageesoffermatively; if Hre sancerrip Hleely torbe rqf@ptng (¢:8., BpRY avalysis of the cancer

~ cells &%ﬁs‘i&?ﬁf @t sddpes,; thé:r‘l)fﬁé' A6 E! Sl Abt Have Siready 27 BYIS to another

Ew ng's sarcoma, and primtive neuroectodermal tunor
reatmepNET] ), synovi al sarcomm, angi osar conmas,

hemRm@ied SEref ARG cancdry MBIN At BB ALCIRATEA to %ﬂl&ﬂﬁés ﬁelanomas renal cell
sar coma hemaggr&éndot hel i ona, fibrosarcoma, desnoid

carcinofjias, colof parger, RAUSHGPEFES P%i’éreﬁﬁ'wa%t%r‘éﬂdgk'“ s lymphoma, and
lung ddadepmt of i br osar coma pr ot uberans (DFSP), nali gnant
fibrous histiocytoma (MFH), hemangi opericytom,
mal i gnant nmesenchynoma, al veol ar. soft-part sarcoma, 20
epithelioid sarcoma, clear cell sarcoma, desnoplastic
small cell tunor, gastrointestinal stromal tunor
(A ST) -(al so known as G stromal - sarcoma),
ost eosarcona (al so known as osteogeni c sarconm) -
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skel etal and extraskeletal, and chondrosarcona Tﬁi
cancers to be treated may be refractory cancerg8 R 2007
WO 2904/8036@dry cancer as used herein is a cancerpa1mas$20018021547
resistant to the ordinary standard of care prescribed.
These cancers may appear initially 25 responsive to a
treatnment (and then recur),-60¢f they nmay be conpletely
non-responsive to the treatnent. The ordi nary standard
of Thearkventivh kcin alsaiby ue parea cagtels fafaré iﬂﬁmﬁaag’éﬁne r csrwe thataard
lmmua(%:wge rcz?n%er(s?{hatg arrechlmv?; f;br(orqlksl:y r?q) tglgﬂ(?%fs #’I %g%f)s op their s}{rface or upon cell
death.c Blrels¢ imantunegens freinedd endbgcm@ sofircesOf chngeananiggk aid théirreledse can be
explo%dtby%e%mg & t&fmém 1§$r@&%él§th@éan&@r§amp%§®f ﬁr&tnﬁ]ogenic cancers
bei ng treated accord |ng to the 1nventio
include dhopglisted iy Tablenle BFludingmaliegane mghagomezodrepgl Fféléd‘gﬁebeen
exgubfed attridk afuét'dlkﬁﬁngtarc@t&taﬂ'mﬁde 130 ect3 Q‘laf zh@hfowﬁ af‘&@fuspected of being
ternatlvel t he cancer
exposp o EpAFS & CHnogs? (58 S aRRLeE S S HePEEpt cbalignantcancers
Exposued tb saronoghmsgmayly Ofcrebdeeths tidk of adoplasristie subjetue, usually BCiffebtityg DNA
0 ment ..
dlrectEXtCanﬁ\\égeng#ng ?ey gg tggs?\;/e?% gogliigs:}lgﬁ i%n glfm%al %Eect{owagr% g%?laﬂon or may
be an pqeﬁ-,sql@d)o@)b E}xgluwgsrﬁf a@mquleqamgq@gmclp@qjatpacqg)e@spestos and the like.
Ca'Heigha) ﬂﬁﬁlm\ﬁ@thé?ibyQﬁB @@Jment 4 péfidnt’ { enat fe@on&a@&%sﬁbhshed tumor.
pancre Non- de%kln s, | ynmpho nd 35
Diffe wﬁﬁue%?ﬁglgsrthat ean ll PRI Bess ! \yﬁo?@cbz& /VUGH%’B Reen 1dent|ﬁed natural killer
cells (PIKHCWI@ T 15¥pRocy®d (CTikp lylmphtﬂdil'tel-aoﬁwatea Rillerl csits (baKs)setvated
macro%?aéteg, ?%ﬁ glﬁ{ ?Kta{égst cgg%?l erl.lruggs ! tldﬂg Qﬁt%u‘f h?'c% & %rp§evtt<)u§y sensitized to
specifiq qutigeps, e theagvitysiges nehigaiig dieprasence ¢fe§lass I sutigeaicocaded byptamajor
hlstoc‘éﬁlbitlblli%e&%lex MB&fon tﬁfg&i@&geﬂﬁ c@lfs%re' tﬁbuﬁl‘nt\(@ 2R3 Wygbntrol of

sour ces cancer antl%ens and their release_can
rasceBRRTGT FEGP B CPHB. RECHOG-0 ALY BT GG o tpigor ool
only dftecthty Hahxebeeraseogtized e aagesfand whanniegapdt ant@arnne eXpSesﬁd on the
[ C
tum01J c@ﬁ atﬁ%ﬁlg& Q‘g’%gr&élﬁgt‘:s%el] ngag%:tgcr)u]ghtéb E éfl%?l Is i hegejecFon of
transpipmied [uspeiry R af wmere equsqd by DiNfevirieas) baK sells g smsc; okmahiymhocytes

distin@FRMIHSNR GAEATIOfopPBAAEY A RKRQSRL: (#:Ehg@s a?n@ﬁfx'trsmﬂ?% dffectly kill tumor
Irpnirtratl n

: carci no i S an agent, ca
cells i i @\?@P’E}E}B ﬂgihlf ngj antigen t?e@ﬂlgﬁrtt 83&%@ f%tf'CtedE%bs@f}P& nf:btrophlls can inhibit

tumorcgaevath hpkjding egietheliattelly of tiroiagam@ee thdt frovidSod@fsuppBowp ki Surbor. Thus,
a(.:tlva [ %gﬁagéssbnd He%H(?;JhL% ang %g@ﬁoﬁg % g%‘cs\r’eg% a{'IPI\& wtfii LateS o?‘l'ﬁ)(umors they infiltrate.
C thVé‘Eﬂ"e n@the@qaﬂ@mﬁ%mqn@: dqsadae@hqmmsnmrbarlymysnorm@e se ofmucleic acid

basedivA®ires HAlidiGonl® géﬁtlde@éﬁﬁr)lac@ﬁes()ﬁg@mﬁmaﬁﬁihar Gith Edcfé%@n@ %as d vaccines.
est 0S

' %ﬁfb‘i%wté’(ﬁéa Cﬁg§“*1*’6°ez9ti‘§hfém5%£ "ﬁ“a*t“P‘é?{lf‘Pyén‘i“ﬁ‘f?éﬁé"d"“C cell vaccines.
Theser vﬁ&:}mm ganerally iacludesibmiitic cedaded BOVivo with afnﬁ@ihesﬂlth is}tﬁ]ﬁcﬁ a%cnated
ant:geﬁ? +h%6iélgiﬁ ic A %ah fb!e !naublajnncri) ! HJ:} glr g@lgfq eereb Cil vag ?%Rntlgen processmg
and e)gxgetsslgl) on tbcyqe{j |syfapq; ofTth¢ th@csyrmd}g bg @Mbigd with the antigen prior to injection

in vivb ym%'vé'w WRehdfiRl &Ms by ﬂ)eefctl\ﬁﬁh lmsvnt(cl-ﬁgﬁpen rquﬁlfe\ﬂ "i’r{t@gsubject in the

macr ophages, and neutrophi I's can ki

activajed sfate. \ﬁ?’ﬂﬂ@df°%%?\9?q§§a'bt§éﬁmb‘P%‘\)Y @d‘gﬁ dyndg'éﬁ &qlls inpd @f thesels

embodipems. f Exampled ofgedisitic &N Badet @acaifdsiintlly does not require
the presence of class | antigens encoded by the major
hi stoconpatibility conplex (MHC) on target cells. NK
cells are thought to participate in the control of
nascent tunors and in the control of netastatic
gromh. In contrast to NK cells, CTLs can kill tunor
cells only after they have been sensitized to tunor
antigens and when the target antigen is expressed on
the tunor cells that also express MHC class 1. CITLs
are thought to be effector cells in the rejection of
20 transplanted tunors and of tunors caused by DNA
viruses. LAK cells are a subset of null |ynphocytes
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di stinct fromthe NK and CTL popul ations.. Act |ﬁ%§dm7
macr ophages and neutrophils can directly kil

WQ:204/804661 a- manner that is not anti gen depender@T/Hi$N003/021547
MHC restricted. In addition, neutrophils can inhibit
tunor growth by killing endothelial cells of the
vascul ature that provide bl6bdd supply to the tunor.
Thus, - activated macrophages and neutrophils are

autoldgjamhbu:taanghaqfu&aseenah@ @nqwhneaﬂtg@nazﬁolbgal hmgﬂaﬁc.ésme)yood-
ne net hods . an

rat €. vac
derivifleni 5382 BY i GG PIoGE RSS! BHEE oHEEe Jfene] Greortion
bloodadetided deadrétit celtscloadee sx vimo adidartigemnfot Mu p@ptmﬁ&m’&aﬁe dther B- cell .

. VACCI . The art is.fam liar w th, nuc c.acid
maligh e FRIovehd LRt B tonend Do TRERE R ofase e o vivo
with otigémnfioticentdneexpysingtod HﬁRn@ed prot-oricbgene CAIPC3024Denrdon

aCCi. nc¢l.ude,den |c cells
Corp ?rm%g'gd‘gnoam\élﬁg %ep‘%) f\'/dg&eeﬁém'sc e 5"“% tHESt - associ at ed
arDnecpdnantagd loEthel ecmhmetdluse ofedfloirgulz hevnipeunds aodthe &degoinigivaccines is the
he. ant i :
reduc&%:elggt% lleu)g(‘l%rgl'e Oégl:ﬂg\%l%é»{nm?%{lhg\gﬁs ecft %Uft T chlvg n Or?ﬁ‘ ? %fe:vg
therapegtjcadly apprypHyéciaith effiestivanimniune feepasd. i @emaptpieofor s@ne infectious
d15ea§e§”tﬁrgé 6%& Oac\{fn%tgms ‘giletr&]: D@o‘ ﬂezf)% %full& gﬁec‘?ﬁ@? m&%]e?esgonse is generated

be activate In vitro an en‘"re-1 nruse
and t@ub!uems immupized. B numbeeedn be weteced Py eomibiving Forowjad wonipound

admlrgﬁﬁtlpr’?wﬁpmg IVEE%QIC\MI&IQ‘ Epinbﬁ%ﬁ? QAE#]L%‘QI r‘?ﬁ %ﬂlclcg‘rdln Igﬁ-' clrgngfaé aompounds

hese enbodi nents.

~ are pw&rlms‘tqdﬁ@mwétsaanb of mmwp@@(wasevm 2004/ 004661

PGl Je? RIPR/ 0P FrimanGttiefiby isht tﬁla 999H§hc;km&fvated killer cells (LAKs) that

anti gen-pul sed d endr|¥|c cel advance

are P’Q’?‘?ﬁidédlS‘IOdQth&'PP*P?&IHFi;ﬂ‘dﬁ'ﬁ“é%)“fUS wmsuaew. Fhelaggen f Farmgla I can

be coﬁneinla@wit@%ﬁ Qel@)éltf'/dr\ei.‘)an\/\ddti"t]orpfoQﬁet &l Gatin olam (l)rgneﬂlace of it.
dr eon rporat | erive

oven
ch ST ol R iR g e g bcurqnoaﬁmlt@@w s, cat; horse, cov,
pig, shetbf dop, ehitRes) rodent af drartaienicB-peiglate, e. BRMbAKEANGH &Sh or agquaculture

e R R bR B R, SR Gt o

therageatic @rpsophylacteasdtings trhhd&vdrﬁﬂatﬁ/aﬁkﬁhv@febﬁa&-s@ﬂﬁe@g Siitgects can be.

' d
rous SRS s FR 00 SR BREE TSRS s e

etc.), iavratvhoapamal$ (etgwmoa;rdm ratbbitsu_@te) abo Emhﬂm{eag lloﬂ:Q gpﬁmamsc ), but are
not soﬁlﬂ_ n%etéj? %Clﬁl ur %gnoalnngf t}(ng egrﬁs d%nll]enks dggcgg%d her in re‘a etto PgIB%I‘I {}%)rcfeﬁs the
invengorgig also gsead ifnremetlra otmhmnamam\nectair#tgs or
pr I of .
ex'g{%h%(\leﬂﬁ%noa?s% SeLOn\rfT)%aglgs nt elE:slt }%di,%p cégvsaggsgﬁs%rﬁfs Jenved from
mlcrqusmaé@th@abﬁl@hs Calmette-Gigerin; bdghm‘tm gnreunk éshgnse and enhance
reswtﬁfcé %Hﬂ&% irl HTHALE Aﬁ%ﬂﬂsﬁt h§y &e&ﬁ{bﬁlteg Qch MQaﬁlE&gd%of Formula |

is | nmunizéd hi s nunber can be re

bj e
. mcluwm nmmgnqssmmmoay qllge@}wbemw such @+ stigoauélentides, QF- Zﬂraewd the like.

Thesé’zﬁ‘l@%ﬂl@leadilﬁ/hﬁtp% [iRY RrGRt gfeatdr dlegirpor al 1'y. Accordingly,
For mul a ounds are particularly suited to

s ubjederms’ eﬁfctw arowst” qf sitheg o1 theomhiinatiers of compeynHerefdrpip the amount
neces@;r%/ bR NG r&RYe 4 desirdibidIShc Gfect. WIPHRKIREa PG L YRR Sunt of the
| er ceIIs (LAKs) that 15 are prined in vitro wth
combingtiesfoKridrbe shagROUnhRaSESAY fofRYSS detivarerpofahedmijuae systempesulting

potenag@nh &e%ve'ﬁqmud cﬁaﬂ-arﬁ%@n sa@af@m.ﬁeéipws& hG@déFa'il Clebréctive

amou?tldg B\?{férg)%atftﬂ?ttprovﬁegﬁ BlP]é)glfglg'ewgsq%Ck\é%%Flcggrﬁﬁmg&alIggﬁn?rf[éqlal effect
may bBeld aniblib@tibriind @ hbsbluféielifthatiéh oF sgRBtomS Ak ltiNkOR G the @RWEder being
pi g, sheep, goat, chicken, rodent e.g., rats and m ce,
primate, e.g., nonkey, and fish or aquacul ture
species such as fin fish (e.g., salnon) and shellfish
(e.g., shrinp and scallops). Subjects suitable for 20
t herapeutic or prophylactic nethods include vertebrate
and i nvertebrate species. Subjects can. be.
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house ﬁéts (e.g., dogs, cats, fish, etc.),

. agricultural stock aninmals (e.g., cows, horses{ §pMaR;
WQIekeps, etc.), |laboratory animals (e.g., MCEUS2003/021547

rats, rabbits, etc.), zoo animals (e.g., lions,

giraffes, etc.), but are not so limted. Although

many of the enbodi ments des®2i bed herein relate to

human di sorders, the invention is also useful for
treatetl le@q canver @tikfectionodikeasen in anethicedmtaid atent, 2 bT&@g.(talny ©éteficinl effect is
the coe}llld%&% gbr}y%slglgéf; tPlclj gls T er eg cz%g: r%s evalg?ﬁeg ﬁcg exaglu;)é% bé gqe absence ofa
tumoba @i Hl¢p§$orctdd>mme$ \@.nﬂns free dfehight @ils.t he | mTune response

unor

Aa e ORIV Simolst el VY SEpchiind WER: doRclB+ Bivedin g yparciutar

antibgdyrused. A'he effentiveiateoumt fomranyi partignles4piphicatian cHninso vary depending on such
[ ] ' : I -21 ..

facto:g aé 89 @Hﬁiereogmgqg:ﬁﬁcz g%qazggf t@%b?éct gp{}g gén r‘s?rs' g?@e Flsg? e %r condition.
One qf ér@mw skill tprthedregan gmpigically @@rrﬂ‘lhethb effentivedri@mt ofeeparticular Formula
I comﬁm}}dr&hd argf caﬁl:ér Iaﬁfbog% Jntb%laﬁgmltmg h&:@ss {tmg 9[1@1[% lt‘y’]ge%mentatlon

refers to the anpun necessary or su o)
C°'“‘?*'@9&I‘Y'§'éheateéféﬁig? R@videhengi. by efidosing ampnprtheyesiopd astivegompounds and
welglﬁﬁg ﬁ&Bn‘s\éﬁ‘chaag‘BHt@r‘icyotfelaht@onozﬁfﬁ’im@llﬁ)aﬁ)ht%t 5y lWd; éh? sévlgﬁtg of adverse

unt necessan% to cause activation of th

S'de-%sfﬁ an prefessed Modet agreinistiation) anyeffestive peopbidactic optenapeuti¢ treatment
regimaf cﬁiﬁe'p@hﬁﬂecﬁ\pﬁ&{ (ide? ndt f&m&@@;bgﬁﬁﬂp{&%w g‘ﬁ%{ |§|exllt}f'ely Bffective to treat
eff?ctlve anopunt is that anpunt that prOV|
the pagticyy a5 gitiest 1y beneficial effect. The bi ol ogi caI I y

e @be€ indlanRf, 28 6E-th3RpsMRY dB8ed dTRitReTRlel AL p&nﬁﬁdnood'r the anti-

absol ute el imnation of synptons resulting fromt

cance TGPy or B L0 AR PO DR A EBBen of & suct having,ora

risk opﬂé%ldﬁﬁ@%{)&am exBrdple ﬁ Ratbaéeh Bscddvereda206r8ing thhe invention, that
ous er errbodl

when 61? tiw8 é|a§s§f 1) rb%ﬁéequ%c{ tgge ,ftlge etnthcgncef aHE e({yﬁ:ﬁp BT @jmm:stered in a sub-
theragbtiodmat aeistitifprddhe ajdesmbtéeher@chc, reuftN AEsyub-tSrafalkicl 8&6’351; used

herein{){%geésdtégﬁgl (%Y péh hsr]ess a}ar Iha q;a% ﬂﬂéc ng{ Rre Jucel-ﬁgxlera eu¥|c result in the |

- subjeesfif aglotinister e@lmibmabsmy ofithe gthet @geawn dThg, thkpub-thdrgpeutic dose of a anti-
. cancep%tﬁb% Bhe \9 QP\QHJIS’ n&%godh& ?epfersFredCtHer%pePtlcsre?url]ttm 91e stJect in the

I ve anount
absenggpfi thft:mlmﬁtraélam O%thsﬁormaiay cofependi ﬁlgeracpnut&wokes of amtcamscr antibodies
e he.Suh)
eGP 90T R 7 Tagh 0 s b TSRS
extengjyedy prserybed k) teferdnpestshieh ag Remington srhbanniaceutital Scietces, iBth ced 1990, or - - .
e f

L T e e ——
profession @s gyidance fog thg rgarmertobeancerent at i on.  Conbi ned wi t h

t h&r hiAoRIpDER descPbbiiReki lhf{h@r'aﬂeutl %hﬁ&%b 5}? ARG il iy

vari-ous active conpounds and m%l actors Such
deterrpiged,{ere ARl cultpre|aggaysy dn partenlai thmfchnwmopmqfe frornsdachcompound can

be detdBhigé usmger\/@ifrb Et\/rmﬂﬁtlcfi’\QYsﬁysS The StirQatfhfifdek 8f @hne cells can be used to
preferr adm ni stration, an effective

deterfwﬂaffhiffeaw qnaypt °(f HherPapsieylen comppundifortht particalgr prbiect an thedosage

can bPAdRIRREApWAHIS br dB0AHakOTo ARbEEhSARITddAEElsTh the Ri&h t Y and
the particul ar

3‘1 IS entllé(rzr{-ej effectlvetotreat
Jietapguticy € AReYnLT @R also be depsmingd Rl studigs Fagmstance, the
effectﬁ/f: a@bind of a FértukQrchmpaunt amﬂﬁﬂlc@ﬁantlb&iy@@hﬂuclﬁ spPS§ic

t r eat,ment .a sub-therapeutic dosage both, i1s

resorsE G (Pt Bl RSB G (RS T RS BIARS PregFian of el
forma@ién. dRale@hatiningy] moddlCiatiudeASsagslinexadithAtigndnt cdlig Srelifiedied into the
di scovered according to the invention, that when the
two classes of drugs are used together t he
anti-cancer anti body can be adm nistered in a sub-
t herapeutic dose and still produce a desirable
therapeutic result. A "sub-therapeutic dose" as used
herein refers to a dosage which is | ess than that
dosage whi ch woul d produce a therapeutic result in the
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20 subject if administered in the absence of UWEMRRUMW
agent. Thus, the sub-therapeutic dose of a anti -
WO2ApEe6GENt i body i s one which woul d not produdECT/b$2003/021547

desired therapeutic result in the subject in the

absence of the administration of the Fornula I

conpound Ther apeuti c doses6df anti-cancer antibodies

are well known in. the field of nedicine for the =
animal subgetcrypustialyfin @ defired snteTf(ﬁ!BeraHi}Qsa@gSoﬁ‘Ri)Vreulbeecb’mpound doses are

r|b ﬂ in re
wit

) {
admmf_lf%ere > to tﬁe %1%9 ceu Iria:n é{' ecla]lz:cg an%E%;{} o3¢y lnhibgtg)ﬁ of the

growth of Qﬁmtoht';)ll@hy)gmm igjactioe oK the maRafaer cehicie jndirstiveadf Ithea:slhrgabyeduce
the rls%:o??gevgsm?ghg%hcr&re f gﬁ:@@ﬁ ?tb% %g(%“HR gc%r n%t onen g@e 8@ ? pre-existing
tumorfig indigatjve ©f tho abitity td ersas rthetyevd:eh é¥lge whigh hherbageuodnﬁeall tb filave human
immufi 360 o oATRMNbe {BasiEeibiblind druinn ca@lg{g%amf St debeiline the-
culture assays. In particula e

effeCta’ﬁ'emlﬁvﬂtefthaS)F’Gfgm}P gombigaigpound can be deter m ned

uslrh@qp;snad WbdeloPbsth 5@1{5@5& WydRREY e J Jme ﬁeﬁoﬁnwaamaﬂ;b.my and

i ndex I mmune cells can be use eterm ne
poteneyt gfdle 4dv'@lawe%¢ﬁmn9ﬂnct5h'eclpcans the edjnyants améo Adikstingr the dnse to achieve
maxuﬁ’aﬂrefﬂcgéij tﬁged%H B eShdthodd BEscHita ag&é%%oth&mug@s AdlA tvﬁlqln the

downwards to achieve the desired levels In

caPabtlﬁ’és %fl}b‘j @é@ar"xﬁ'@”‘é%?éﬁﬁﬂﬂ cally effective anbunts can

al S8 B0t LEMBLARbuhdl R ﬁs@d h :

t he Jeef foect ive arr%&lnt of ‘ oe?érlrﬁ@gﬁﬁly y %gtoﬂﬁéb@.}tgﬁ Gx to 10,000

g, mong typicallydeom abot lbmi«;aytt@ 8006@1:3: evea nwymteplgalb/tfromm aboesifqpge S mg,

N Vi
and m%?‘%ﬁééaé'?if%%anﬁﬁ el Sk RS Supbey B, i
dosagaedaﬁ!gﬁafrm &houtal umc%lrﬁg/kgmbgdﬁe W%)Sfrdgﬁ gthA g tb21 S)On%g/kg/day, and
nt _.ce are, injected into the

mmﬁgpﬁﬂﬁﬁﬁgggT"Lkﬁ/g@§8%§#021547 63- ani mal subj ects,

- udnahrtiyulrty importdnt ereltbdimene, thGageat iahdmyinisired dmgreounts of less than or

i i

cqual (01 O Highg per 0D MR ARBE I ALE oD JUt Bl b3, 08 05,0403
0.2, 0d gusfke per day. Libe iagemtshaytatse be gdmomisteredfin amguotyof lesnhhrmmqual t0 0.1
mg/k% he dh{‘de%c'iés%a@& egl?ﬁ tJ'@bé 9181y, o Spk 3 s, 8 011 rbdd3‘36‘5i 4.8

to reduce the ris ‘
myk%@ﬁ’.b{éelrn sorpmplmdgm@ﬁs e agqnﬁtarpeadngﬂmwmm(amngp eﬂd@m Q3¢05|mg/kg per
day toSle&@anQ0 Q% @ bt RodsUhBkg jes ddy e
> abi |atny trgglgér geét K}lﬁe catncer qﬁ%gﬁ }{{ch&ﬁgﬁ)e)?legget};w‘ me/ke
Ped%@dlfled to have human- immune system el enents can be

USR ehethddd faficRiaR P HivecRld ah4BREs GEHK OF d&vBibpink A H@@rdérotlmmg of the
determine the effective anount of the synergisti

adm"’c&%’ﬁﬂ?’h%ft“?ecﬁ&e“t?ﬁé°f5ﬁ [31li2adithg aatiscanper pestbrdwerentiaody AiEment may be

partlcaldiljd ﬁﬁp@ﬂarh aB&dnsedhcd, fa §uBleditwitier f2h&R\prddlspRitidntiy Cé?leéi the agents
tenc t he admi ni st er ed conpounds, 1ncluding t

maybﬁafw %dtﬁ%d“bJMPﬁgfquH@e slCPF’éi“lTose to achieve 10

MR i*roBtine @£ Hel IIECAS UBAISRELIM ReférbiR a@éd@@dﬁndﬂ&@i@tﬁ?ﬁpeﬁmmlme The
capabilities of

. ther met hods
routing ﬁ%\ ‘g‘P%ﬁ"%ﬂCPWP§RPTrP§ﬁ(\)’§Hﬁ »glaﬂl aresﬁlgﬂtléﬁltor ¥hich differ inclepgth, as long

as theGdféﬁﬂH isdseddratinedd ddr metsie thé i}bﬁ)tnﬁb&blhe)dulé afag éhvbIve Bl miARMtion on a-

mor e t C r bout / da
daily ?35'58%6’6% gayév e e S %"g?‘f”y a?yf‘ %grn& ayftf"ﬁrytsg‘ gys,
weeklgbasis, amdntmyshasnt ypEng adtinymberofitab otweek thgretbetwkon) egery two months,

three tggrﬂksgg%l Elogtﬁg Iﬁ? %&{1@%%&?&%\&%05(%}{? moélg-g,r&ﬁl'kéﬁat%f, mwogths ten
monthsygiévea imonths, mtvearbmths ete. Aberﬂzﬂwnlg/tkgmddeygrmmndirourmsichedule may
invonVeXBinfiftton' S BeD Bl e 63t WU KBAARY s b R LB b
nportant- enbod e agent 1S a nls
anDunts of Iess t han or equal to 1.0 no/ kg per day
This includes amounts equal to or less than 0.9, 0.8,
0.7, 0.6, 0.5, 0.4, 0.3,
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0.2, 0.1 ng/kg per day. The agents may also b '
adm ni stered in anmounts of |ess than or equal %t'%MOB1M7 _
WO20041¢M46g per day (e.g., less than or equal ta@/08003/021547
0.08, 0.07, 0.06, 0.5, 0.04, 0.03, 0.02 or 0.01
ng/ kg/ day). In some enbodi nents, the agents are
adnministered in a range of -#Beut 0.005 ng/ kg per day
to less than 1.0 ny/ kg per.day (or about 0.005 ng/kg
montlp;eanddhgn every éltreearhontins after thets $\ny barnc@arl:onfrghhlng)n viasid dayyered by the
routmefsc uIe ?sdl%n%?m lsglt{lgrgnprll r éa%i%ﬁx thg%th%’ :ﬁ)?ro%%tgt% sawdule mlf,owes
admlmmlnm gtirmruamrdamf t he agent of For mula 1 and the
[ ; - t
ool G r?;%3?%%%ad%ﬁ%ﬁz@e%ff%wng Bl vesorr
dthW_E)hteal derexginple pfediesmaﬂpfwbioﬂ mercoémeeﬂvenmdmes agrﬂlotdsl dlspersmn
LSt the
sl 51 S, Uk G R gy o
micel{es, '@Xﬁﬁrl@@e‘ie@raﬁﬂ tipesomess  Aypraferred ?Sélmd@ldsysscm pf thre mvﬂﬁh@n is a hposome
Liposoid &r0 GGG RarBss A0 CATR IR Tsdhila Qgélnlglfy Jeamevmo §hin virro. 1
are identical or which fer 1n lengt
has beps shoyen thathargi wrelaingllas fvesa@s @W)neldch rauge in pige fiore 6,2 -t4t0eum can
encaﬂ%ﬁlkﬂz 'laﬂ% xﬁ&hﬁ%féc@leWNA nMQJ\\éﬁd ﬁnga@? \chﬁﬁ 2t lBe %@ulﬁed wu)}hm the

asis, every t days, every t
aquequg u\ter@aygi bee!@lg\feyedftq) geéls daa)/tgologq@kyyctme)fordvdfsaleyaetwe,ekle@ds Biochem.

.sz(ﬁﬂﬁb%77ﬁe"0nth|y basis or any set nunber of days or

weeks there-between, every two nonths, three nonths,
f dlPORBIAL HYY, beﬂ?ﬁ%@*’%rﬁmg'culﬂ t)éSerdmCh@hns thedinosemetts SpeCIﬁc ligand

such %‘ &hkar%h Jr”pﬂ)@elm%it}ﬁs whigh maf‘P@vSs@ﬁll fo? a? eﬁn !JR;SHsgﬁe to an

twel ve nDnt ernati vel

 immupg cal} ipeludse i aisinet kraiyedda intacs o ﬁr%n&aﬁwﬁm@ euls vdnclvnteact with

lmmlﬂ@bélep@cﬁ‘ﬁd Rcdp@rs :Inh@nofléc[1§§ sVMB@Kantibodi L@Wﬁi@h B¥erget WRRHHRIYI surface

s for 7 004/ 004661
mark 3 e S eSigh o s 0 et B o elnown f
those mﬁmm thef 4re rn ktitBdtherAmpodiesits, €l labsoﬁﬁmymatdrga%d\w tHe @arleer by

routine.sch

cou i b RopeR] e EmngiherpriiS e s S BT o dicoRibg thearecor
may bemm;bletﬁs a nadledr mrgting péptide, hich wilkditeat the detyor tolfhe nucleus of the host
, conpounds of the invention nay be adm nistered neat,

or in the context of a vector or 5 delivery system An

eﬂamlfmfatldehHmnsfa¢tiop la;esbmmlercmﬁy baiilalgié froh QIAGERNTor @Xumple, as

@ [

EFFECTEREEOlo i IPbr PRI 1 R epe P S sl 8 g ne
SUPERRHCJEH'T‘ tagrowé! lacting-deadrirerie tmhmlqgm)s m cel | es, m xed

m Bﬁﬁéoﬁés ar@wmhéra?@pmgablﬁr&ﬁ &ibes %ﬁﬂ' fgpéxa.% fé ﬁfféhf@%mm and

e I nvention
LIPOEE@TACETMalwhwb atsrfenmed vé@gemshmﬁs wbh arhé[lu@eis dioleabxy;) propyl]-N, N,

Ntnrﬂéﬂ.ylyﬁrﬁa{nﬂrﬁemgﬁde‘(BOWA% aﬂ dinfdh IJ:B adeiillelmﬁ(ﬂﬁ Vl\ﬁgr%ﬁ'nde (DDAB).

shown arge uni | ar V Sse
Meth@fbirf@fénqkwgéapz@"feﬁ ermv@"znowmm@qﬁrt@aﬁ havg beancrigprsibbchinenany

pubhéaﬂ()&e LIPRSRARISE GaleBeen W ed%r@ébﬁaélpt@ﬂ TYdnld 191?? &3 ology,
be encapsul ated within the aqueous i nterior an be
(198548123%étled to cells in a biologically active form

( Ah @h&er e@bodihent thElcREHiSalBh G tor r§‘§'b1ocor§|ﬂa?i%pe)m|@r02pmere thatis
Li posonmes may be targeted to a particular tissue
sultabéeotg gig; &hickering

bF‘i"ﬁ@'y’tSH%" 151957 SbMEcosy dglivepye Sugh micrqspfierrg areglissles
et al., Bidleoh, A,gm&@,gl pligds) 1960 PhRI MathioWHRADS, MHAE 155 356, 410-414 and

or t a |iposone to an 15 i mmune ce
PCT %%V%B@wmﬁﬁﬂgggﬁb#@? limited to: intact or fragnents

of nol ecules which interact'with imrune cell specific
receptors and nol ecul es, such as anti bodi es, which
interact with the cell surface markers of inmune
cells. Such |igands may easily be |dent|f|ed by

bi ndi ng assays well known to
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those of skill in the art. In still other enbo&li nﬁ&t?
the liposonme may be targeted to the cancer by 8 007
WOC004i0G466] i't to a one of the immunot herapeuti ®CT/US2003/021547
~anti bodi es discussed earlier. Additionally, .the
vector 20 may be coupled to a nuclear targeting
peptide, which will direct -6he vector to the nucl eus _
of the host «cell.. Lipid formulations for transfection
arl;‘mtlcmmm‘isdegahdb}e and aloldégiﬂidablé rpely]nglaaa%hlcesfcﬁlf bewsadildeliver the

EFFE T | | d
Fom R RS Eh T, S ANATER ) G (PR P B Bfrics ar

prefereealt iSnch mbdymabrs mbematuaﬂ bﬂs}{nmgtyc) pol)&&rsle\ewlgmer i8le@ected based on the

e TR A B R R LBl GHRRASBmee

Typicaldyt, redeasecover apptm@d sanging ﬁSmI‘ﬂefw'be( 2 fewdhours and three to twelve months is most

o5 ALk N ) Y SRR o s
weighl mowatet@nd DDAR) Option&b’hwgss‘flmkemm rngjtﬂvapmsms omerepowmelrs
k
Ko il et R SRR i
(whergin él-gamggrg@a;rg dispgrseqd ﬁhrqqgépm 9 splrd [Bilymegic magixporya mncB@ap(sglg 8\5I)erem the
agentsgarg Sored ‘4hlthe !:(Qe MOWeng gﬁé‘i’ﬁ" OmBL fo{n}‘lﬂ%f EQEH}'&@# é BLW& Ifc%%ontammg
vector I'S a bi ocorrpatl bl m crospne
the aggnfp inglydefibmsy cqa@nasmhylmpéan@ha@s&ewalf heotizerand eayeptosition of the

. »polyn‘felﬁl: mdBiMevishls Qelé&éartg%hﬁlﬁqﬁfo?arbﬁ rgkzﬁg kinsd id thle tlssye into which the

Chi.ckering .. et-al., Biotech. And Bi oeng.

- matrixis ingroduqsd.” Rhepiagef Hie palymeriematgix furthepis @ﬂl@ted@mgixr)g to the method of
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dellvesﬁ@hlcﬂf Qo ﬂél-lflse@ icalf-hjdeadiCitto 2ARRIelof 8dnhiRi N8R 8f zps’%lZ&%smrQ by
MAR 2007 004/ 064661 PCT/ US2003/ 021547 - 65-

aef°s<ﬂ dpe Bﬁea&@bw@w'@om angpso FERierakiniyhen 39GrRpral Foute iised ﬂ@e@lymenc
matri:Ca#Hd tREFIAaed I temgbahd MRrthd M—caEﬁF mthlb@dyl ar&&@@‘@ﬁb@@d Ei"nzgiu@llractant
ant i - cancer ant i t he ec egr.adapl e
veiofe € B 3y PP GoT oo 7 517 oS i dedssation rtes
and ales tosherforimet bfa qﬂﬁthrya‘f%ﬁ:h 1sTHiﬁadb£si\ytJ’tB ffurther |8&b:13€ the dffbais@fdss of
n.the perio over rel ease [

e et ol 8 Foal Py G B s P stined an
mjuryl dihg enatrix cﬁmﬂ'gsplooalsb yan beeble«a&éncmttﬁfegradep Bﬁtlrﬂﬁlerf tamgd:d@gby diffusion

t
oves AR oL DRUER AR Al I TR e

admingstered thyldersogle¢t vtahatlmp:lam wailils dtekamwrpam:ﬁ aaﬁmuy isQOfnidfered utely.

"‘%9&% §1\,’éw\g§'¥n%¥s oﬁB& {Liijarr nqngSt n}%%e e Dig g‘rodxgle b%dé?gehsoqeilcrrrig?dst_)y H.S.

Cross- or o
SawhiyeCh oPsthémnél fativtie} ipMadremaletufesi (49930 26:58 - §831 thee Ghctdngs of which
are mEUr&JerQ@ﬂJrénE %lyﬁ%m%rgé%rﬁc}s%agiﬁ) %@Qﬁﬁ g 61|t|£| y&g{)ﬁfan&@ Cpolyacryllc acid,

agents are IS ers
algmamaﬁhltosian mly(alefhybm@ba&pémsé p@lmmlnémthamate@@oagmlmeramylate),

pouy(.§5bqg@91eihacr§|9@) S&&@ne:gflméhﬁﬂlléfé'ﬁeé]dlﬁlsé&ﬁifllaaha%ﬁ?égtpfog)h%el

methaicw&qtq)d@ mphenasl me@@wlaw@@ly@m@l acroﬂateamp@(lsoarmlsqceﬂﬂt@,
poly(l&mtﬁh&ﬁa@ﬁﬂnw&a&maﬂg&te} he polymeric matrix

device 1s selected toresult”  in favorabl e rel ease '
kiQtheridgliveryvehigles gande yeed;and Besgripdedet ¢pshleaigst(SpyddiFegerite et al., 1994,

1996)} Phi06hiE @dancdin 6t a$l ms qfo“len@t d@olnmﬁs@omtmwat Eunt h@@ Carlsson
el ected accord del i very whi ch

etal. 181y Fu g lag%a/lorf%ﬁ 2l 9199) “H?SQE’P% @H"qiq% ol 199% Hjghaisk et al, 1989,

1992, @€l Bl 50521 9958); Gile BacRHEIRRAG ¢élg | h%flﬂ&;eli@ rEQcS’)@JvcH:&‘E&: Bb&uus
reas erab

nasal ul non
calmdgg e Speecl Ao b ¢ By I9BF Kool SAblohereld et o,
1993, BawvaiLet al., 119210 Mageanet aId9BY) Bveital veeROELE., #adchilaD d¥endVifus, Herpes
enconpassed in a surfactant vehicle. The pol yneric
matri x conposition can be selected to have both
favorabl e degradatl on rates
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and al so to be forned of a material which is -
bi oadhesi ve, to further increase the effecti veQWQ%AR ?007
WO 20841604661 when the matrix is adnministered to ®OBSH003/021547
and/ or pul nonary surface that has sustained an 20
~injury. The matrix conposition also can be sel ected
not to degrade, but rather,-660 rel ease by diffusion
over an extended period of time. In sone preferred
Simplex)i{Gdilinlantesal., 1 998, P95 Mbsa et al G O9RBONEESt @bl 1998] FleRhe teeal £ d988,
e | a e ng J: e
Morrvaef-t tﬂ lggy)bjm?&égﬁlyér% (@u ta g{pal C%g,mc}nes&t%l 33?1933&4 lé)y 601%/5‘%94 Moore
etal. d99ﬁo@r1ﬂag§mlﬂfaﬂl 1994 dildridtge etad) 1288); bidec axld vHceintsy(Hymaget 4., 1993,

. i had : .1 GoP- (Pat hak | J, A
o S 8 oo BODBRY e B, LR 808 e
carboxyragthyilgedjslossf chithjaph(Hapgjima et al.n998, rj@blat-édl el PP8); polymer rings
(WyaRQ{ :M h}’@'s}i Rﬁéo@ou?e% '(ﬁ%co&@tsa?' fbos g)'u%h e{‘al 8l§t 1’9'% 1997, sodium

pol yacrylitc "aci an
ﬂuo“ﬁﬂﬂ}%@ﬂétfﬁy ! 9%1‘@%?@‘? plerss(Tacksbetyal. elt9ﬁ§fIMa$em Habr \oBtHEg)e al.,
1995)99#&5&:9&&(}{3'1&%!@0{ b)) %é)gqard.réf’ély { ¢9%°@§E¥! al, ”%9%?%% a? b Ehike

hexyl net hacrylate y(isode met'had
PN“CE6L§¥¥8U¥eF%Wn%¥mab¢yﬂ é) poly(phenyl nethacrylate)
poﬂkﬁé@ﬂfﬁﬁ&ﬁ‘on@&ﬂ%eﬂ{oﬁg of tﬁ’é)llnyefnh&pﬂrcgr@fﬁ in@&fcéd AhPde yseful for
ol y(isobutyl ~acryl ate), -and by oct adecyl acrff §
replacig <atsieg SR PrOFSHURFE P iieBeieaib, BRou mantinegche presen
mvenhcﬁplls Ugeﬂll l&%mv%tt%efﬁWSQxEQ%é&ﬁe%r l?éatmg slx%l?ébndmons

Emﬂsmms(meoH et . al .
Accorfgwglp)com m e(rw\my bg used|to treaiglggubjgéﬁtﬁg gl@wnd@gm% or, that wnll

underé&gﬂreatrhkht €dr inter kD EncdYRF RifdRtiGls dRbase. EF2Rmpld kl{}%ma be
1& ders et .al...1999, M chal ek et al ., 1989, 97,
admi séer R syejent ip COTQQBB()H with apgthgraafiprqliferativs (¢ &y @1 JnH- ancef) therapy. -

Suitathahdidaatdr &eraﬁﬁﬁ helﬁﬂﬁd'hkg'ica@ﬂlobeduﬁatbl rbthéh® the tumor mass, chemotherapy or

locah%ﬁ% rzrl]ga %Eggﬁ ‘h‘i}&éﬁ‘% prgﬁ)%gltwé th%rgétgnquéffgalfihyﬁtﬂscg?e?%fa concgngent with,
or aft&%&,meﬁitmﬂﬂhe gentadf the ih@Bkon. 'Nuag:ﬁﬁiy 4o t@ta.delagt 993%)/eral|hlome days and

in so%&g%ﬁg ée&%ﬁ%ﬁa%ﬁﬂgﬁs dﬁf%or\” [ uiri?ent% éuc% that thg-agent

may b@jadmingstered i@kdre or@ﬁantheothqttreatmlzﬂgﬁy soi@@mbodiinests,@lie agknts of Formula
I may]og ??%ngég&%%lthe(}r fglg%lﬂt th]egaﬁﬁ egg %rﬁaé?lgogle% &1% to ‘the a%mtmlstratlon of the
other ilggg"oh@@ﬁ&tr@tm@t (e.g., pg%o swmmyacbqtloapr chemggdrapwmjmeugh the
, 5

tmm%fs ot s’o llgﬁt%@eﬁglgggw&é%?}n to be b}_)gﬁ(glﬁ/ Jﬁ%%ﬂug\ﬁfrfge&gé}nsm it is
propop\qgighqt theagmigistratiopgd Forngmmp@mdamducnmg@normatjm thgtimmune cell
compﬁ'hnent l‘&%?am]sl@ f%, 'the%du@t‘;on' of Jn%%z)y' T &q)l% Y& E%cl( e. "Iﬂls lébeheved to occur

car boxynet ul ose, chitosan
via thg_gsggkme\]cgglgg?/that@ influceq bhq:ompoglgg of orplgla)j;mrtlcpiaﬁg ghe mductlon of IL-
I. Th%g‘ggiytt(i gévr\}éféfe nétetrrl)%?'ﬁ%ellsféﬁrp&ﬁ%@ rfﬁrﬁur(e\(@ﬁ&%g tg%r &lample, cancerous
cells tf]:ft&berrpra@m(nglggﬁrvm&a saxtglcal plgzggl)re o[ foélﬁgg@ﬁhqgn%heaqwgr radiation. The

mvenﬁ&ﬂ‘ﬁkﬁr c&itenddlates tﬂegtgg of FMMRASRM c&hpadhds in 488& suljeds ﬁ'tor # and
Vi r sones ck et at., 1992, anglard

follov%wg sn?lrig}éga Q&ogfr ﬁFmﬁ erap)j_@ggjer foacﬁfate MEMAns IMmyas cells to the cancer

antlgeﬂald thlvag, fehdan gell@bf fk mmﬂr&%?stenk-&dnme pAinedivith cahd&htigehOand
03|t|on ods of the invention in

therebé'&rctvacf nplmjfget Shpve n(ﬁdy”e ionééeé'pu [This ds paanéB[ éé‘f'ﬁﬁ to radlotherapy of
subJecEw(wlSetrd: ﬁ’lg‘mBlH bglseabnrﬁéd)@ﬁ thvadsa tiorkitd @nd J’f&Etﬂfély&Sear any remamlng
J | po ; resent inv f
ramor et 4 o R P RS R TR 4B e Snees Pl v haegsata migh
not have bedn rezepnsedmg theutoinext ofdtuirioomass preeeaatiahit.ngl y conbi nati on
therapy nay be used to treat the subjects that are
undergoing or that will undergo a treatnent for inter
alia cancer or infectious disease. For exanple, the
agents may be 15 admnistered to a subject in -
conmbi nation with another anti-proliferative (e.g., an
anti-cancer) therapy. Suitable anti-cancer therapies
|nclude surglcal procedures to renove the tunor mass,

I



10

15

20

25

30

| ocal i zed radi ati on. The other anti- prollferatlve

-therapy may be adm ni stered before, concurrent! 0.4 ﬁR 2007
WQ2004004661 t reat nent with the agent of the i nverdT/0$2003/021547

There may al so be a delay of several hours, days and

in some instances weeks between the adm nistration of

the different treatnents, s#¢h that the agent 20 may

be adm ni stered before or after the other treatnent.

I nlt soorbe wrtbewodthat is ,othbhentiagmhs thé sdBmcmdﬁrabe tteat@dyith €ormula |

compou rcrils rv‘wtﬁé gy otmr‘ihl%rz{%g atvsvI H%ﬁg&  Some SIT?og{aptgﬁﬁn%&! n}eﬂté of %‘f Hantlon the
methom tar&mrtmhlaﬂyed istcted ¢o subgeets atehigh risk o cancgsy duol asttboss predeposed for

ia e I u ng i.s.
famnlfa?{i tfﬁrf? ﬂerzrllQ: oﬁ IBGIXF(E Ebﬁﬁﬁxnootr %IRn { 2n soc:ﬂ%d brea; Bgerr],ﬁklﬂ}s tumour,
coloregta canmert Liclirhlanenwﬁmdmes pyaripn canger, gapdoposed t h at the

' prc-)sté’%équhI Eérf‘()i;l%n' LRIl geF & cmigns Sﬁ%;ﬂ?ﬁg r]s?%%lsg gmg%stngrn%amfest pre-

e | nmune ce

cancerwé sympteras sush acifre-pansereys rplype(el &, in egion @nexe), bspre-uncsrouslesnons
2, REHPeNSfdcddeRfa ancey). @ the cytokine cocktail that is
|nduced by conpounds of Formula |, particularly the
i nEhscegssTEas plsp be adminiyiered ifombingtienow igerrarsareicahanticarglifarative (e.g.,

anti-cafel)AnGARerSIN AN6R: dn{FBMIRRNt B8 RENSRASy Eeoadmfnﬁgter@&(ﬁ\r&hﬁnatlon with an
cancerous. cells that are renmi ning fol

anti-cagRepFAmACUR YERERA YIOSBHC FoFIPPH rfgcwaﬁeempcgnsewompound (e, 2

nuclefcdidad | br@ﬁm) Eﬂaesupbxeééewen ‘éﬂ)»\ftﬂliﬁdhﬁ brofipdtRAPIALES ehb&ii Méﬁs the
of Formul a npounds i n cancer subjects prior -to and

cytostatic £QsrRoB ﬁg'r%ﬁdggwds e TR e sro! ahamst Heyetipfperiembodiments, the
cytos@fi€l@mpodndi 8¢ RhibRMRIbYs theBWeh M8lot Sroliftrdibe ofSARG®H smooth muscle

I'n this way, menory cells of the imune
Cd“%®é¥%ﬁﬁgan be primed with cancer antigens and thereby

 PrAtoflng to R Me:tiBIAS Yfathd inden6En, FBrotdkel doﬂ‘l’ﬂ;@uﬁd@ BB thd htiScahder
a.ntlb(l.?del erstnlxag le%{il'lrl%lls e%d&?tghégco%caugregtt»agé glp %Il?v&]ﬁ% Ptlhlng %gtcglﬁ\éhc%%pounds
The admfl’estltatlmedcyedoleemy imMojve admipistering thediffepent slehts irsan altarinatirigifashion.
In otﬁﬁgérﬁ?dg&?{éﬁ fh2 cén%l;i %{1 them'%J R [uy mvenhlf)rlg %g)(': Bl e?lvére%beg%rg ﬁnd during,

fo an ens hav

-or dueingand @fieri, or ttefoee mt@jraﬁeXteatufenlawrthmbar theeapiesp ﬂmsdmewatengehnt agent is

admlastgeﬁ/hgre%p&? 4 h\%?s-%%gx%/ tlQe a%ﬁ\%sth ﬁ{ﬂ{r &@?rﬁg%g%r %ét?‘}- éﬁfe@aﬁgé tréa‘iinent. In

e understood that 1 n ot
other smhpdimenys, more then aneanti-ewliferative horapyinay be adgumigeradths subject. For
examWettHQ%JeWa)ﬂ{:&We th Elﬁpé(f’thaﬁvéﬁﬁl)ll, in éd?rhb%%{]gn \Lvﬂlpgcftl‘i Qpéery and at
mbodi nents ‘of the invention e nethods are _
least m@rqﬂ}ec efitiaprpljferstivescompaundy Adtetoptisetys thamednt thy b lnigstered in
combiliPRih .%uﬁhhaa%né Mﬁc‘anm @d%s posed for famlial (e.g.,
fam lial col on posi s RCAI - or BRCA2- associ at ed
br Bgdtoredl# &@mpoquﬁsd antirfaeser ansibediessiae be eAmbingd oith other therapeutic

agentﬁ-ku‘cﬁ b@aljRAhts RYAMMREBrm ¥ fshGHiesCRBF Riftherd e p&rﬁlﬁtaqtc&npound anti-
ancer), or non-famlial genetic reasons. ects at

canceﬁ?rgww» and othes therapgnticgens may, b a%wtﬁrééﬁmwft@wo seavertially.

Whexﬁmamwfﬁer@éaﬁh ASntPAre aiMARRIA uﬁnmnl.ewsay (h@y aan be lhfimmRleR in the
Cancer Bre cancer ous | esi ons

same BESPPATRYG (RrUIaHeto e e afmipestergd at %éﬂ%@m The amipissariape the other
therajdltid &hents @ﬁjﬁdaslaﬂjucﬂm) bitBthé Pétmiatl RoMpiim8sir@iakikancer antibodies can

anti-prolifer v 0 anti-cancer). dru e
also b(cﬁeél?pé)g%;ly s?[ﬁraé Mdﬁlaﬁ&ﬁfherﬁpﬂgméﬁm arﬁwzlbgtereg at a different time,

eitherﬂidfdrd’lér&ﬂat ﬂld adrﬁm&ﬁﬁfhﬂn rofi the @armnild Icodipourls hnd MheiRamder antlbodies The

separ:a::tg)%rgtﬁrﬁ eeg @S & C#r&? oe}léhese Céomr}ﬁ cr g?aé//i)\gg%&totgrzf) mmutes orit
pr ot ei n) that suppresses cell growth and/ or
proliferation. In sone. enbodi ments, the cytostatic
“conpound is directed towards the malignant cells of a
tunor. In yet other enbodinents, the cytostatic
conpound is one which inhibits the growth and/or
proliferation of vascular snmooth nuscle 15 cells or
fibrobl asts.
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According to the nethods of the invention, Forpula |
conpounds and .t he-anti-cancer antibodi es may MAR 2007
WO2004/60detler ed prior to, concurfent with, or f@dTUE0/021547

ot her “anti-cancer conpounds.. The adm nistration
schedul e may invol ve adm nistering the different.
agents in an alternating faé$ion. |n other
enbodi ments, the conbination therapy of the invention

may bﬁmpg@e Qiler theepeadiclgénoriaciadedutine hmglmltﬂd)toomcldldrablﬂ @djavhts, non-

b d.aft t t th
nuclen?1 ﬁmg £d6u ants, cl%'to?( n%s 06 m?mun%gl}eharggu%c amr\)od}gs agtéﬁfﬁn?,,“ {§t er ed
mxctehmmdzﬁijdvam nsankadﬁmmﬂhhea antrremacsd rmtampres oiclutihe
{ f .
immunos Wﬂﬁglaﬁ)g Jlucﬂ:ﬁcoalcid rﬁ%l%&ley guch 13 a%)se coBtallmn]g E‘Clpa tJl nucle{)%déa?, gf) >(}escrlbed

I'VE
in U. Snﬁa}temUédr’rﬁhB&inr wghed Betaums)ub] é@Ql UB61207.64BlisyedtMarch 27, 2001,
andU§%nJ3§?f6 gPXSSE&ICTﬂL}V%)t %&ﬁ agents of the invention, in

I'natton wt surgery and at | east one other
ant Tnopnnug¢leit aeidiadjyeant dreamy uedeculajor eammetiid exespt fartte agent

‘.mmmr@mﬁla@mdae&ta%meqegc{bea %e,efmi.&aaah Qcﬂnmtt: therﬁgmar %ﬂﬂ)r cellular

one anti’-cancer rug he Fornmul a conmpounds
immungespopsen AOp-nyeleic Bed P‘asvaetﬁ incye, cf@wmtmet afjuyantsshatereate a depo

- effect,liMBlufRStthil15ting AERVAnts, Wmn@%aﬁgbéﬂy @H%g eﬁf&t gm%?ate the immune

i Mune res‘sonses even further. The rmul a conpound,
systempfidi mucesah adiivagtst | body, and ot her therapeut i c agent may

be\naQHﬁhWnﬂhﬁlr&éﬁte%'a%ﬁ&@ﬁ&oﬂﬁhs}éd Rereift RO S0l | hXt causi08antigen,
the other therapeutic agents are adm ni stered

such a3 2 GHICEAMBRIST SR L A0SR VRRS NS PR Plov b relemsedhinthiebodp taspeolonging

the expésuR@P @Rl dell¥ thctnti@AS Thid WlassHT adjaekmisNhdides B istot fifiRed to
sane tine. The Edm njstr tlon of the other

alum (¢4 aluminpn hyd @u'('@afew osehate); eneasion-basrd fermwlatiensringluding
minerdl oapﬂmmndal @n d/aﬁmnl-mlQﬁBD-&f—w&BLinbﬂ@nﬁ&ndﬁa&l mabasz& eR@lsions such

s enySTRR s AERARAL S0 aBE G0 el e SR b DFATRRE b, Fonor

ME-5hef squ&kemnn-&vhteraemulmh:estaxﬂlnem wﬁh szinl ﬁmnmﬂ"wﬁthXOFOhlmMGbrﬂoratlon
nd ancer ant.i.bodi ration
EmensS A CRLAR RINER [Pl EPMET B Bima s B Ao Bisetiine »
micellmityrnmg agemtpkESY Phafmmmmlegoxporatmn GhriDlV@RCEQO? WO
Al;
Q\errgl?\ﬁers;mg %ﬁ%?ﬁ%gﬁ{ gszal:xl'i%éZva gélg <iausn? Xctlvatfon o?gc%lr %f the

immumeosypraml &i r@ayafpr thstauijeusansetag immone-ceH tepreduse amd sdcrete cytokines. This
class cﬁ%ﬁVﬁlﬂJ include B&}Ké bt %mn&ﬂ'& sé;%ﬂﬁ glﬁrﬁfé{i FHh dé Bark of the Q sagonaria

ant’i bodi es, anti gens, l el C acl adjuvan
tree, spgh aa@S@\J, ég'glyqohalﬂ thagelatehmélpeeal& peatsivdth HBlLAnindctignations |Amtigenics, Inc.,

Waltthﬁ?%imiég&r%%la%ﬁﬁén%kﬁ éﬂgg ﬁ d@@ﬁ’ ?@Iyrayrc K} r@ssR{sjtbga]elnstltute

cont al ni nucl eot1 escr

USA);plerixgiives @%p@pmccggglgg_such gssrg@u)phz@ghqyﬂ,h}mdzdy(M PIoRibi IiggunoChem
Resea@h 204, R4RiIEL, I\;I/T)Sﬁm% 6Miﬁéf>t]dc2(7\{m£ %91 andqm‘goxﬁﬁmﬁ ﬁPdlééﬂ%de (t-

ISSUGd non nuc el Cc acl

MDP,&ﬁléﬂMﬁﬁﬁ Coahicesagrinedisipianide related fr limbA; @M@harma A, Meyrin,
SwntzérmnﬁﬁitLew}nﬁﬁlﬁ’EMn%HGA ﬁbt@r @%hﬂﬁed%ﬁ@ﬁzbrpﬁgmgﬁ{ @bnxa\’&ur&t}atlon

can stinul ate the hunoral and/or cellular i nmune
Sea“‘i’é‘é%nse Non- nucl ei ¢ aci d adj uvants include, for

| ﬂﬁﬂﬁ%@s thﬁ@}ddié%%ﬁo éﬂ%&tanﬂ t@aiige ﬁledﬁﬁhﬂne]sgstgﬁlf’ §€those compounds

whlch&g% ?fééet (g%il gr;(:g'gésﬁa‘ I‘S uvara]xt Jiytgnlgsgaqllgqgg&t?s r%t limited
to ISCMGﬂhuﬁ@nHM&ﬂh@corﬁﬁkxes’i\dﬂllblV«’:tmfalrI Hikbd Gp6AAseApids HGHAm virus-

as ‘u in.is uvant t hat u
sized e it Pous Bt B8 e O M At B R 82 e
Beechermadjuvnt syseembi veHichng yn sibinew@@muRiontenthinidy MHALag QS21: _
‘prol onging the exposure of immune cells to the
antigen. This class of adjuvants includes but is not
limted to 15 alum (e.g., alum num hydroxi de, al um num
phosphate); or enul sion-based fornul ati ons including
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mneral oil, non-mneral- -oil, water-in-oil or
oil-in-water-in oil emulsion, oil-in-water errupgl h(‘)'bﬁRle][17
‘W0s29041004661 Seppi ¢ [ SA series of Mntani de adj uvEri/e$2003/021547
(e.g., Montanide |ISA 720, AirlLiquide, Paris, France);
MF-59 (a squal ene-in-water enulsion stabilized wth
Span 85 and Tween 80; Chiro69Corporation, Eneryville,
CA;, and PROVAX (an oil-in-water emul sion containing a
Smith&Klliab Bedchinn BidlepicalsJSBB], Rﬂdné&rtzl@elgﬂuﬁﬁ|SBE°&§4C(SHiItHﬂhm%ham

ot AT TR
form fhiveB@Suchcds IORAL 1005 (thdse aorﬁzﬁlll b ligdar ¢Ham of hﬁﬁbb‘lﬁbﬁ)ﬁ&ly@iﬁrodytene

.or tan n i.omune r od
B o PR PRES oo F e e e ikl o Db e ormiation
(SAFbamtoule waet ehilioh e&tztlmng'ﬁwm’mSDSntpuﬁdnﬁdnﬁfblcﬁdk(bﬂ’pdlhﬁerb@'nl@x

aria tree, such as @21 (a glycolipid
Chemt"ﬁ' H’ér%“ég"’ﬂ 'he 21S peak with HPLC fractionati on;
. A I‘gparriucleic atid mu,cosBEathuthaﬁmsedvlk)mn Bah ydjjrdhint other than an
immu gs%mi) %J'ﬁs ({)t)ﬁXt)ls %@%ﬁ@ dn Suoth %En%go%aﬂfm# une rdsponse lll'lmsa subject

esearc eriv

~when IadrpmpmrgdSae o‘rmamsakmg‘a@um Ponparctimnaiihrosptigeny Mulcoqal aljuiants include

but ar@ WEtLllmlﬁh Cfl Belcm,(}gg?f/g}g %&Ig'lgért&)pn g’lﬂ T deH%fxtwes mcludllng )out not

| pept | i) and t’hreon
llmltedlt@éﬂitﬁ dbunitt(CTRDMWu &iab) 9998 Qlvchikubd ef a., gpm@mm&an to Asp)

- (Font%la%‘?glc W?HSZ %el'liﬁl (@Eﬁg L&ﬂ rg'a #Pigge éhgaytkfg% ?&E@r tol\@H(IFoﬂtana et

al., 1998) IGTIDS&/KI68 (¥ A ﬁfhﬁﬁra Serrte L) hFonga gt aka@?ﬁ)p E6TH5# (mr,g to §B) (Fontana

etal. 5?994)t (':?Nlo%hls to AGh)YFEHRIS ef AT 98, %ﬁ’ﬁ?m(sgﬁt%l@f(fr&ﬁéna@ﬁﬂ 1995);

| Mmine sy stem‘ aré 0ose co
CTE Mﬁl(éﬁluﬁ%tﬂbs) b&mwo ¢tiab, QB&)@TSG(HE er fo Ri) (\Tammptoand 1997a,

199765ht$smkm§t&iys§\@bdh¥@&taﬁ 195 ¢ IFdEkES J,%ht 1685)NRhcrk 83 {S%ndto Lys)
nost | ng’l ating conpl exes which contain

(D"“‘fﬁe)'(é'd é@ B?Htﬂ’é et frl pT0Y ZeRd2 Peslusiensitpyig 2o E&c@ermﬁ&rcpl Bea-dabile

enterd’gb)tdtﬂ LﬂlBlleEonni (s, I.gai(érslb@ﬂvﬁs Pélﬁmﬁduﬁggm n@ﬂn}l]tew Ing lsh¥anit (LTB)
USt r.a I ne eecham adj uvant

(Verv) 3t Bt BB ArG UK ol A95Me RV b LR TR er

Phe) (WRimasel 2108998); OT 1S 2KREI26 0Fs) (MEn26 0kl OBEH LTI 18E (Gly to Glu)

(conE L300 B10¢ 000 S MR BEEE PR ALOSR) g

al., 1998); WTKI68 (Sey & leys) éMamiH&tt(ﬁn algapd&% Doseeat alm12a7d 1998| Di Tlbnaso et al.,

5o AL R R ALk 8. FORDBUABLE b Ry 5

SpangléreBID 1892, Rregtag pinbBlemmipmik, ye&mmmdsenze 1995aWkl@cd1 doyl., 1995) including

PT-9]§Q?§@ %oggrg;eg%%§§%%bh Ile e‘te?g ot ﬁzltoklg r%iegva g%gseegﬁl%w) (Holmgren et
al., 1993] Vérmewettaby 19@&IRaPP'GIhI et antl 895nFregtad: B@E@ierﬁﬂlts‘amﬁ)%; Lipid A derivatives

C al
(e.g., E&%@Bép‘ﬁo%o@ﬁgA 19@8}1 nucT et%éqggg( Xa%?(%%l 139&5 mran}yl Di 6Peptlde
(MDR)gletivatiegs¢Fykuphima pt ahd] 996 Pgaveehads 1988 aMichalek et al 1983, Morisaki et al.,
1983)| maﬁ$$dtép1’|]|emb%n¥ p%rlnsqle g, &ﬁér@uk&@%ro‘t&n ﬁ?@%ﬂg% Q;Iro in of Borrelia
i nd u0|ng a nmucosal 1 nmmuné response In a su P Wﬁ
burgagefeni.rauer @F@érampranmﬁé\@aFer'srwrerrae@dis}ﬁM@umﬁ@t i B9Wan hie Verg et

al, 1998); Yilih GRkr elVHSBAA(:. gadamﬁeﬁaﬁchﬁa@m@ewb@ VAHLch88r@t 4101 999,
l'imted to Bacterial toxins: Cholera toxin (CTY),

O’Hagzp, §38);Mdumipess salisdisaleish - BORS, h ); and papoaigs ees- @520 Aquila

-B.oprﬁHMQﬁttcalé GHcB,)wéMélste%tMﬁb (SasakDQ 8., mmmm efdl. @498; ISCOMS; MF-

1998): CTID53 (Val to p)ﬁlaS(Fontana et al
59 (a éamlsfre rraterepulsipg stapitizsek witiSnap 83and Twegn 80; Chm@mpor@m

Emery\ﬁlld-m thd"SuphRNSA Sdries 8f MontaH& Juvmgg% KhtdnldeliSA 920; AlrL|qu1dé

Asp,” Ser to 'Lys) (Fontana et al CTH54 (Arg
- His) (Fontana et al., 1995); CTNLO7 (His to Asn)
(Fontana et al., 1995); CTE114 (Ser to Qu) (Fontana
et at., 1995);
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15. CTE112K (G u to Lys) (Yamanoto et-al.; 1997a€
CTS61 F (Ser to Phe) (Yamanoto et al., 1997a, GOMAB)2007
WOoDgH/aB6s1(Pro to Lys) (Douce et at., 1997, FOrRGIMBS2003/021547

at., 1995); andCTK63 (Ser to Lys) (Douce et al.,
1997 Fontana et at., 1995), Zonul a occl udens toxin,
zot, Escherichia col i heat-@bile enterotoxi n, Labile
Toxin (LT), LT derivatives including but not limted

Paris, Feante)); BRGVAN A oil-inMa)er e(nVEfo%bdtalﬁhhg aEtablhﬂlQQ&;\ergdnﬂ_M a micell-

formugggqﬁxjt ﬁ]_é%l%?gnﬁegg&a c?xle (% Bﬂgnj Sﬂ(@ﬁﬁge@ i S)g\text Rg}gg@} Formulation
(SAF;|Shntet ZKerqichis, Iho, Bopgier, CQ)rpméy§dihrbakylatoph8fsk) )phbsphazfH PCPP

polyn-é' \giruE Ssr?gré:PéIné.Eltu n8§22|§tgé.)%&hTaﬂlbé@%@E#gﬁé@gagcgrgoration,

Seattl¢, oA Rse et at., 1998); LTK63 (Ser to Lys) (Marchetti

: etcy%tkirff@é&gc%em Hﬁ_%ﬂ]ﬂ%) %k?l Iy tgegc?eéir/e an? éereﬁl nﬁ?twgt?g' §¥ S‘%St proline

cleavia®@8ymesPekdmisisiraion okFavmuldT cor(m_cyaodlsewm cyatkines dd®2 chemokines can
999,
enhangg@g ?ttfg{ {% Pg]f Qqur?leé @‘Ew %g)ct)%n ‘ ar? mrlht@%gsia hicl udin g

23 mPTnOIG PR FSCiRvehetindueed qriaugmen@g By thercoplminisgttiantor co-linear
expregs?)%%} cyta-lgﬁgs By %Hoyiﬁg (Ylﬁec‘ler(é ﬁ@g%@ﬁ g‘g@6 @E‘?\'N B! elrb9?tGe|ssler et

Verwel | et
al., 1998 Qsasalpreéglt HY7 dlxiep @jab, ﬂr%?ﬂ) o1 B- igggyrmulaiom ruOlmu@e(mm &t@6,1997;
Tsuji ét%l 9997)qumtﬁﬁﬁX(l)m]gdumsdané\antw Ll%er(aéﬁ)%@iéé B c ?&I\BB s and/or

Vancott et at
chcm%peis gmqe\pégllmqtqijpqlpaor@ayé)p admmggag:d |@a\fmmeqf agucleic acid vector

‘that edco8ed: theMyﬁJ’llﬁJe clﬂhaﬁ];\e cytc;l(%%an Mé'xbx%%ﬂ ifivo@lin one e?n%g?qi)nent, the

Bacterial outer npenbrane proteins (e.g., outer surface
cytokige gt pmolang wadministereddp s fermef aplagpidreapressiogyector. The term

“cytolhhlé”g&j%(ﬂ 8 d gen&tit Rime THRHYI RN g%ﬁbf Mb&f\?rmg§§lﬁrﬂeﬁxdes which act as
, an e

humog regu %g;tglél?llasnej( &;ch%? (é}?‘ltﬂ‘él%ql(gl? 6I‘Hjswlt gh, gxther m%ormaltor
patho(o@ﬁﬁl@brfdnt@ﬁn@, mddufite the fLA&Rnal detiviteds @PimdRIdudicells ah®8%ues. These
Prme‘_‘i_b@ﬁ’)gmedé%%'"g&%g?ﬂélr?gmfg“ (ge]llss 3' &iylgnldiak teggro%tsses ta%n%g gl’ace in the

extracBlhﬂ{D’l’eaVlmno&ud: iQyadkines dlscare céndrilde direeting AT célSaspvlise. Examples of

ookl 8RB B P OB, LSS, .20, A0 gy v

granul‘bMema%pha@h colony sGowpongfacton(GMEESEnerayubdytessol c@AMtimidlithg factor

(GCqiaR R (ER ATIE R R D85 3 teand, ana a0
ligand2 B0s6MmO @b 6dimEES, AdSROORBL B2ATHY BytoKiGe. IRatill Stherfenbbditkits, the cytokine

1saTEf§Y&X (an oil-in-water enul'sion containing a
wd ng detergent and a mcell- form ng agent;

| Dis€terin dchreaokintT s ated aCo gmnananmfpr psprideDoegdypefiiies that act

_ prmm?}”é/ttg é‘gmA ﬁ'ﬂg&'&(%%ﬁ%ﬁ’%f %ot'h innate (anA dapts% 1mmun|§:h %nemgkmés are

thoughtio tapf: ctina(t@mlmyolgaalaﬁgﬁaew@xga)rpﬁgsptsaz@m&acﬁ@@lagbnts by concentrating

e Bl SRS K e B A SR s

tumor@ytr@@nwé@gaﬁ dF rEesentop i cwléglon,ananp sh@n:tlwm ary kiyevngb ecivew the effector

cells s%rt]ﬁjat Ihgﬁ 'irﬁ‘#ﬂb{né fﬂ@&l%hé’(@'ge yt snpaﬁﬁmf} g‘lé) 98 enl‘an@egl &nqq;e cell basis.
enzynmes. Adm nistration of Fornu conpeunds th

Two grgups Rf ghemokipes/agy distingvisher aesordingto: themham of the fiest MOGa(s,tyme -

 residul{ thhtRRS@ndetel G th@gﬁnlbfterpxynapﬁd?ﬁ(ﬁng Bf t‘ﬂg p(glbﬁem 3k Ohe s resxdl}es can elthéf

degradation. I mmune responses can also”be i nduced

be adjgerh s SERIERISS\PY (MR 2R 50 Atith thrrey dafiniegthe FC@ad FX&earokinggrespectively.

The a& 856k thefok R tsQKItries 16 parGARTOHLRG SellsBiAlE sﬁ%cnﬁcnty results from
igan, 1996; Chow et al., 1997; Geissler et

, 1997; lwasaki et al., 1997 Kimet a!.,1997) or
B 7 co-stinmulatory nol ecul es (lwasaki et a!.,1997;
Tsuji et a!.,1997) with the Formula | conpounds and
anti-cancer anti bodi es. The cytoki nes and/ or
chenoki nes can be adm nistered directly or may be
adm ni stered in the formof a nucleic acid vector
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that encodes the cytokine, such that the cytokine can
be expressed in vivo. In one enbodi nent, the , R
woanobdane or chenokine is adninistered in the FEIUs2003/@1547
pl asm d expression vector. The term "cytokine" is
used as a generic nane for a diverse group of soluble
proteins and peptides whi ch7&ct as hunoral regul ators
~‘at nano- to piconolar concentrations and which, either
a cogmnjﬁfermmﬂt&kwean the @Bénukine@hd abpecifit déif rhénitsaneiewdplonéxPresied by the

efectyifall, Foh PTETn SPCRBEF AR AL BPR TV GAR ALsaereaty on

neutr(ﬁ)ﬁhi Svhéﬂeﬂsﬂﬁé € bk MRIRARTES MIPCRESAMERK b&tn A6 tds And
extrgcellular envi ronnent. Cytokines also are

actwaeeérﬁ 9@5? ingdefions theCyf” ghemoking |10 apezawﬂééve apti-apgipgeaic getivity

agamﬁlﬁlr@dﬂ mm d@%bxh@@cheﬁidhttr&&ﬁ\t A tictlviatel treelist dbLwhiso |r$8a'oﬁedly has
|L-7, 1L-10, IL-12, IL-15, IL-1

“ﬁmﬁP%hﬁWWBVP%@ﬁ%¥PBﬁWége col ony stinulating factor

( BViofhSFIspects; tha itlveritioh @clfted to Rifs thsitiaradséful in Shelt@BdiRhAt of cancer. One kit
| FN- a, necrosi s

ot o B B S LA SIS i

housullg’larsanﬁkambmﬁbmmbr&,n ahlli@n):qnﬂ(iﬂstrﬂcﬂlohzsfoﬁtlﬂhg bf &driti@ktrdtion of the

di :
both. A ug{%med re?eﬁs]e veplclg%ou.sgcﬂﬁeﬁ%&f%aécoriiaé%%\élklhltsa;glo&a@ :g%wrrgcot}%ny device
wmclmc_my ferbe;asqselmﬁodeda beongobiypept i des t hat act

- Prdfa eﬁ%l a\éan daé/o{ar}g nglé rr%gl%tra%fof eo om oun S éncr?aﬁla%cg%vemence to

i nna
the subsciznd thei mm@am My @Ip@gmfcrdbasd éélemslssstagsarmnaumu gnown to

those @pg{‘dln %Eltllllr?{’f’é aft IPhE %n%?ydegglg%masegstygnlﬁs su@ﬁUt o Elctl elglycolide),

ophages, €0sino
00poly¢x@lama10bmmdbctmes,edycstmndts pdimr@s)@tetmmjyhydroxybutync acid, and

polyahlﬂfdﬁﬁésl %é’o@&%ﬁ'@s o'f&epgrgg% \}Jn'n;rsactg g?ru @re%escn ﬁd in, for

chenoki nes are known to a tl tor
example, Y fftatanhip0 5, i0fmDipléveniavatemptise 1(1@U<§= non@ylwhwstsmeﬂlat are: lipids

mclu&uﬁﬁ@éroﬁ Sich 33 ciRieSteN RANIERT1 Q5@ aﬁbeﬁtstﬁfcllds Opﬁélltél fats IM!R as mono-di-

oups of chenpki nes are disti ngui according t
and tp E'é{“ﬁ'é‘gfi’ hydspae! esfeageisustams; gylasti mtewmeemqsévaseﬁ efantewax coatings;

compieb@ti tableBs tﬁmg%@{vumnwmdbﬁ aﬁd@x@&leﬁﬁrﬂtﬁﬂk fuked inlpm%s £d the like.

e y si dues can eit
Spesilig f’ﬁ’g@h*ﬁ gﬂ'aﬂ“’a‘f‘é &mﬁﬁde Bn@ grtiong! werns mtwm?wgem of the
inventl@f is Borgnddiga %&ﬁtﬂm@?ﬁhk ey SRkt hﬁt‘ﬂ&serdeﬁﬂ%gtlh ved. Pateﬁ&lol-ghtﬁ452 775
Vi eac nmoki ne is restricted to particul ar
s7538h.a0q 5736 L3 dQQﬁEﬁ%Srﬁng SYYRRS i MOIh g ARREFRPOPIY RpAegtes at a
contrdeRratOfHom a%yﬁ&%élﬁﬁ‘g@ﬁhbm UhiS@@lﬁﬁ/m% B854,480 55;133,974 and
i.nteraction between. the cheno

5407 3 g PR B! A E LU T BR Bt o e which ar
adaptefﬂ“oemtpmrhtameﬁ | s. For exanple, the CXC chenokines 1L-8;

B B 0SSR P A Rl s Pt
compagtkl aothantiscaocy trebodynahd/oa e anvigénead/br ﬁthérltlﬁarapbll‘tlcai@dni, bftibnally
1ncluate9 ?n g%grlﬁﬂgmglbp&c%p%\?llegbgngp PR3 rtéc’rmt“ ceutlcally e\%cie?tabé%carner

I -an % Nat PtUnDr e as
meanstmerog marecdempetie sohd badimuidf fdler, dquntsa)t ed:aﬁSukaenhg SIbstMcE}r\Ivlach are
suitab?(aI fiafaornﬁp ?thattiggL a Iﬂﬁ\%n ore{tﬁeg g%raebpape ani nqp?heetg I

‘o ecu
er asp i-OF P a rner d(r%ncges an

- organ lcl ar snordanic ingredient emrlal drisynthesict wnda\t/hréTWe gitive angc;-élent iGrgnbined to

facnhtgt'eﬁhe Z?I)IICE% 'ﬂ}! ‘36]4. ogéhté mll)ﬁ%%ina@elﬁlgzﬁtc@rb&%ﬁngﬁsez!l&)aa% capable of

e containin
being @@rntnaiglfé Mlthhh&p@rnngmdﬁofatm lpre@am@nmanandbwdgﬁaelmthanm a manner such
that 1R A Pl PSR bR bR e B LA R Lfrency
hereln in accordance with its prior art neaning of any
device which slowy releases the Fornmula | conpound.
Such systenms can avoid repeated adm nistrations of the
compounds, i ncreasing conveni ence to \
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' presea'a Noid

the subject and the physician. Many types of rel ease
delivery systens are avail able and known to D 18oMAR 3807
Wo2084/0#661 skill in the art. They include pol yneCT/052083/021547
systens such as poly(lactide-glycolide), 15
copol yoxal at es, pol ycaprol act ones, pol yesterani des,
pol yort hoesters, pol yhydroxyButyric acid, and
pol yanhydri des. M crocapsul es of the foregoing
poTheragents wayrhezadmimiggerett peg se (neat)or diethe faried a pharmhautically acceptable
, e al so
salt. i ncf@%g mnrg%d%ﬁré{ y%m 9{}& gl%g%;bé M}ﬁ. (ie%éalllygﬁc}éptg%g tb {Ton
pharmaseytigaliyrgceptadleshlts mayshnwesienthoieasedto ptepare hhﬁlresCtegtl@Illy acceptable
salts thereSt’ %UQ{QILI ﬂ&lhé’e gliftaFLSnoP R&Hﬁ %lseé zﬁ'edS &Qtf@sfollom%lds
nono- di - ycerl ease
hydr%blpa%thb’@%ry@wewhllp@pttrl@@h%am;@, lsylsmmw wémyltconatqlwgssulphomc,
tartarROciffRIMRERSR @ﬂpl‘(ﬁp:l ﬁ)?rﬁlcurﬁél&gc QQ&%?J‘H Rfkendb. EQEIFQ% AR benzene
exci pients; partially fused inp &and T ke
S“'Phgﬂ@cKF? sughealiffiap be prapdreses alkeme rmtaé OhdkahlnP mrthesaltsr, euch asgodium,
potas§liiR ot Qdlm $:S bEIME cdrbolit &y @upgent of the invention
is contained in a formwithin a matri x such as those-

-deitpblp Befferiqe ppeats insidgracetiqasid and a sait (2% w/vy cgicacigand a salt (1- |

3% wil) Cbovic 48 addsalt @NSL2 5B) wall; faf‘ld»'ﬁ'lo@ﬁ]\%hc w&&&%ah {. WAWv)a%mtable
active ngonent per neat es_at trolled rate from
Jiclude benapikonilmpichleride e 0% 0,03 Wi )yshioenhutapld0.3-0.9% wiv);
parab3ns&50]-0&@% vay)laRd timérostin (0.002-00290W~$86. I n addition,
based ard re delivery systens can be used, sone
 of RrmERUgpl dormullandar Raganteral AfrAR ISR og ficludh gucous solutions of the

actlvmfpﬁﬂmemwaéﬂsomﬁmﬁﬂ tAcﬂﬂh‘»anfy :iub&nkn&ié%ﬂlie@&n&%@ﬁﬁétmds may be
fective. ampunt of a

and
preva e SRR SLR Y Bt VSR Sl oG LR cotetises nlude
fatty tilsancps utsame aifj ©NsySithetpiattpAdd bsyers, buthlasielRyl oleated@r triglycerides, or

Th '
B e T N R T B —
suspepgipre S@b ap sadiupi @rt@@j/melh)d cellulage)isorbitol] drelextradi Dp&diﬁaﬂy,ohe suspension
I
may aj%%@ﬁé@ts?lgbﬁgtﬁﬁiﬁga'g @ﬂ{%@rﬁs Wﬂ i?ﬂ{;n%gs% tt{? é?llt”B%rB'a‘{ef the Cﬁ)l’nﬁ,%lfnds to allow
for thg preparatiomof bighly Pmcbnt@adoolesoranAnQIhegamtabIecompoumd Ifganstmned release
delivdrp SRl iFeNt i ' o |
o al{g tive | nng ‘ed Q?Fé]me&fag?céaﬁrl}égg E@Eﬁc‘? c0r¥§4 '% (W{szt%g e? ﬁguage" fibers.
apbrarresivelpithe aptie comnpndeme boin potvder fsmefoneossintiopatith a suitable
vehlci‘eoﬂgoﬁértlé @?&e@fé@w@t@ﬁ béefakd € of  being conmingl.ed
he cConpounds of the pr esent invention, and with
eaklts PBYTRareuticahcomnegikpRsialss iap camprisp stitaplp aelid drgelrpbase carriers or

exc1pieﬁtts eEﬂGﬁﬁlé@ 13 uidh G&h‘rlé’i@b’ll &kei Hpﬁtr@mﬂé Bitlade n'omﬁfté'd tB |aﬁcmm carbonate,
phar maceuti ca iciency. 0 8

desir
calci fg'e'}ie‘@i'owéwmmmso%i Iilase denvazwempéatag@wtp@lmgs sheh as

polyeﬁlgireh@glww per se (neat) or in the formof a
r maceut i g %dlghacc tabl e, salt. Wen used in

e GBS A B adnpisieed By p 5dingsn Equipefereadminigerng medications.
Depefipapbmine Qype bfitancw i beplfbatrearammma l E%&Qﬁ&&haQ,Lteca'ﬁ@értaﬁt,bod,es

fth may conve 'ﬂ‘ I ﬁ .be u J g Eehar maceuti cal ly .
- ortheARve R AP e 41° *é“%eﬁtg é’é? '“'@ﬁ%?? ¥ FYSEMGOptGy oSYSISEC TRplEs |
“includeakal lamd‘ﬂat'&hd:rd] Ol,nlﬁlbd)xﬁailmlelw@;deffefrm khife érﬁﬂdd%n&g)ecause of the

v 35 L G B G Y SRR RS Gl e o
are regujilrphtserl for adnfigisttagion by inbaldtidnC Theve tylpase dsﬂbeﬁhﬁmd@ metered dose

'mhalergmlg rl])Eeé)n éa%{lljateii N@oihl rlg?)loxgaler m%glg i@l)g%%f%/hglgwgﬁgambers in

combpm@paw@dvlals ad mumm metal or alkaline earth salts,
such as sodium potassiumor calciumsalts of the
carboxylic acid group. Suitable buffering agents
i nclude: acetic acid and a salt (1-2%wv); citric
acid and a salt (1- 10 3% w vVv); boric acid and a salt
(0.5-2.5% w v); and phosphoric acid and a salt (0.8-2%

"W V). Suitable preservatives include benzal koni um

chl oride (0.003-0.03% w v); chlorobutanol (0.3-0.9%



10

20

25

30

35

Formu i oo SEDHAR 60 b s aud i
in subjactsrihal eye ot droat rlsbuft@vcﬂépmm HA®rintettbonl conpound and t he

par abens (0.01-0.25% w v) and 'thi merosal (0.004-0.02%
w v). Pharmaceutical fornulations for parenter@ 8 MAR 2007
WO2404/¢04661r at i on i ncl ude aqueous sol utions of tHGET/US2003/021547
active conpounds in water-soluble form Additionally,
suspensi ons of the active conpounds may be 15
prepared as appr opriate oil -y34 nj ecti on suspensi ons.
Suitabl e lipophilic solvents or vehicles include fatty
oiFlosuss it therapy, s sffevtiveoiniounionf tigyForhielt | confptibd/can bk ddministered to a
subjec@5%)gr{g'ﬁnoo‘EQ&Rdé}ﬁeggltMong)u%ﬁttgthg gffec{edgl %ﬁ S tllSdSl?e br aﬂttrernatively to the
I I"posones queous 1 njection suspensi ontal n
immugg gysteman CAdminfstering’| the pragmaseutival opimpositintof tl@fpretsbm invention may be
0 0
accomPHSHRF BY w,g?aagg%@g% &Q%OH&? £t |? Mmﬁrw%hgeg g, Ag%,marat.ony include
but areypa imiteshtozire, BAEANtes intrastusesilari lzmﬂssadwntalgethd inklation, ocular,
vagnndl%ﬂ%&? the solubility of the conpounds to allow 20
for the preparation. of highly concentrated sol utions.
Arlbe pipinistiation spuse efshaitnimula f eempnysd aridrikaiotheslagentsalescribed herein is
not linfiBhg ¥PthY adrfinisFAdoRMte & tROINIBIAS! zﬁiltll)é/dyq}é@lnlarﬁm %tl@&{)&ggﬂbed
consisting of nodified col]lagén
he’e'"AlTﬂ“%F?th“Ff\%éPWO‘t“ﬁé“adé? P%‘"EE?WSO'MWG gamperyuts@nﬁ in thoseeherformulation

as the faﬁﬁtf&if Qhtitod P frhgrhent boti¥nt & lﬁna%%eta@pllnﬁsté{'@dqlh Gl dG¥rerdht fbute, different
rile pyrogen-free water, before use. The

f°mNBH3'r AL PR AL ITEERPYIdIo Hsanarn@er%wmmﬂnr dhe Formyla hrampound

is admiibtered orallg@hd b aﬁtﬂ)oﬁ)aﬁﬁtibﬁﬂ)‘?’ frfmentSt afifgeh N ﬁﬁﬁlﬁstered parenterally,
f%[;rpes of such carriers.or- exci prents i ncl ude but
preferahly by gframpseylprgy spRsutangous wisrtion E)'Sﬁ'a‘&l\e't is nptSo dimitge-
pmm&ﬁlhat hﬁorta{lﬁémlﬁlid?néﬁtigtaé SntlgSﬁs&fr Gﬁtﬁb‘édleﬁﬁé hdthi@SRred mucosally. In
rrvatl VvVeS el atin rs suc as
these S35 QREE Frybeiitient P optieet RREPLIGINED 2R B SKERPFhio2h aptigan. Passive
exposiry oexnys vaifedl itheasnlyjedt Qothes it &fnta’ﬂdﬁitmmﬁdnﬁgdnnglcﬁfﬁﬁdnqﬂkét(bﬂ§pathogen by
i AR AT 5y RS B e
exposyraen thawthet h@d OpRYs VBEH thelsabjed js dehigpeatelp ddministered an antigen generally
LT e T —
SuffacﬁﬁrS@P}E?Srtbfdorhlnnasﬁ@in@g@n*bmﬂmnd sciabuisfacee. Aécotdmgly, d1enmhtuon
|eh¥R0ed of : '
embra%% eI ﬁe( . o %netfégrr% aa't H'l?% Bg@zﬁgst bﬁ(lﬂ' t@ L%staaﬁallg%mhtgﬁégﬁﬁy w1th and/or
f°"°W|”1$gal9r“m*$‘?“%‘é’cf°ﬁe?""émﬁﬁ‘?r@tl? ht | on by inhal ation. Th ese
t YP&Mednbd@MeR St is Bl
NDI € mpest ﬁ ac% lu gt E:ggf/%lggnﬁ%e@g Blgpa%gtr)odllérs] ﬁg%rﬁ%%‘sﬁ by routes
that mgb‘&é"@r’?‘ﬁ%ﬂ B Wieinseigens proagsnagens vl dntsn theibody d¥ile, subject. For
pi) 6k tREtNeibZiS Frem aQ 700 @ A
exampdd] PCTI US2063) 0 2rlr151 27e5§|7r2%/&5'\:10r ! ;:lé Wf%r? e Qx{egf‘agpgﬁﬁg-preferable to administer
the anigep by ihplBtielhy URHarlyy s @m¥Ssp ufrom § messehsatanis teeamlyéransmitied by
sexualaﬂgﬂc&lr&f, e th sofie hstaRdel iteCireOMbR WY adifiSed & arfBlrs YEAmibodies to a
il re ound o the affected organ or tissue, or
vaginal pepife O 1o % the immune system "Adninistering"

t hEsoﬁhamﬁ@faﬁtﬂmlﬁ)almeﬁ@ Wﬁ@&dlﬁﬁoﬁﬁhs%f FérARIaNaRSAMinistered orally, = .
accomml i-shed b means known to

__;prefer%tw'ebys Rgﬁ]splga taﬁ},e{sl tléaéﬁnter étlr(?,ugasnpédiatéts I 3ome embodiments, the antlgéns :

or antlaﬁﬂnsraresdls‘oaidmm”istd:rétﬂ'lhl the s&mdxolite AlrBsoR@tinstands}iel pieferRl a{at the

intranasal, intratrachea
ay be the case partlcularly

' O(E:P ST ﬂ% ?ogﬂn%}osu{ %or u?a{wlecognﬁi?ﬁc’ng%grgtadrglmr}}ebegg%aﬁy, ancﬁ1 optionally
theantﬁgeagmntlquresamadgemstadmsiowallbeﬂwelher ein. The Formula 1
conmpound may be adnministered in the sane route, and in
the sane formulation 10 as the anti body, antibody
fragnment or antigen, or it may be admnistered in a
different route, different '
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formul ation, and even on a different schedul e. éqman
i nportant enbodi nent, the Fornmula | conpound q 2007
wo26d/0etler ed orally, and the anti body, anti baayr/us2003/021547
fragment or antigen is admnistered parenterally,
preferably by intranmuscul ar or subcutaneous injection,
~although it is not so limt&8 In sone inportant
enbodi ments, the antigens or antibodies are
adior- Irasimlﬁdrammoﬁeﬁdgbr)ts canibe I&muhaed eeaam)db)Octohfbl’nmg the active

S|vel
comp S 8RI T PhmpdelfcsPY RS BpR TR B i i g enabe
compbunds siith¢ m&tntlomm fownudmndtaatablem plhs dragexnt dapsmles, [juid, gals, syrups,

' slume%nsuls;ﬂaf ? ﬁxgsl a(ablf}h R‘% r}'gr%%ﬂ mrggé/tlon tl))s decptﬁ%e 2V rl“%g{rrrga@%%léﬂ

bEKROWNST

“prepasitityjsefort Qralestt q:anebe obtmpcrbasrsehdnmmteet optheall)fgumdmgawntsmg mixture,

and p%?sﬁag th% nﬁ%}eﬁ?%raha?sdgfltér ?@&%Js%‘tybleaaulﬂlﬂngst ﬁ’dgswf,gl to 6bta|n tablets or

enera
dragePeryes. \S@lteblm@wreetsmc, inpeectio filerp aitch egages, Oﬁcﬂleimgjwmeswcrose

C : h
mannfi] clsrﬁgrbﬂylpsg@ os@&epabﬁ.g.gsgstgg] gg@p Fhplel a0l gg%rgl %?ﬁ Stagch, rice
starcm mﬁ@tﬁﬁﬁa@h gebﬁﬁr&iw@gmpfbslw@/l oclluémc,lhgérnsympytmwelsécellulose
sod.umsa‘b@mhywenmset Shd/o? PO e)nsyrﬁ,lhha(negpml ﬁ@&?gﬂ g.neé@.%hng agents |

| ow n adm nistration o oun :

may bF@ﬁlq!ﬂsn %wh as the\cregsriinkedrobeyinybpireplidene, jear, pr zézleqc ieid of hsalt thereof
such ér&&h&ﬁ @fgnﬁ&d (ﬂ)ﬂgﬁe}ﬂ? @He%ﬁal Wm@gﬁﬂm‘g' zgfsg He RYmbIQEE BXaline or buffers

hat m mc the routes throug anti gens or

- for nees?'@md@téml agid sPeditians errm%m as@ayst%wd ww@usch@rcr@rs For

2DRYRWBIE are ipfovide@ with biidBI8 codalings. 3} MispRsiBkd, @Jn@érﬁ(rated sugar
virus, then in some jnstances It is preferabl

solutigns;mayi bewgsd. vhish BY PRioRRIyFoRtAR M BEFAbiF; tals; ey 9yrrqhtdone carbopol

gel, pbl@&hﬂéﬂd £RBI, bsd/dritiuh cm))ﬁﬂé) hi@qJehéHlutloﬁs gRI®fe@Id Srganic solvents or
sexual inte ourse l@Qen in sone

S°l"e'|“ﬁ‘§fté{ﬁé et)y‘?sf”}%‘ly S QT DiPBILT B dafﬂ fhetablatsqr deageqcoaties fins
identificatian bi tb@:dar&Sertzé) dﬁfereva@mb&latlorﬁ @Nactiee Wmpoaiet @kes

S ace, nt s und
of eGPPSR L LBl B iy el oS SRR R o

gelatitnyas well @es¢dfthéealet adps@ésanddaaf gmmahd & hlestgasﬂ; sueh B¢ gigderdlat sorbitol.

t. J { tl
-The pg%h?tﬁ:tﬁ:s%sluﬂs %ﬁw%ntgmﬁe ac{TE Ve mgré({lentsel %lex wnthS ﬁﬁ% s?c&ilts éactose

are a via
bindetspsughmaystarahes, msubnpetnts syclpasedleoreapneshan stednge arﬁoo;mmhalyl,

. t [
s POl AL AT o
such gsHatty dilaMequigrpareffen, at liquidgiolysfhy e/ gl rhyathilltlolnﬂ Mblllzers may be added.

ted
chrdsﬂfe?e% o gﬂlaée‘rdgor;btéﬂ] a{iﬂm@sg?tfe a%‘[ﬁg%g}) gg[l‘steﬁ nSJcn%{ c’:: gﬁﬂyrf:sahavg geen well
deﬁnftdhe ﬂ‘&ﬁﬂl @é'rfemmlatlamfpmdlaé@lrmtreﬂmm be erdeshgtscs@aaulwfoaslch
awmﬁﬁﬂﬂmn MAR -2007 WD 2004/ 004661 PCT/ 1JS2003/ 021547
- For oral adm ni stration, the agents can be
- f dion’emoa@'eﬂémrne%reiwrythbyoremwm may tekegheform gftablets or lozenges

%)Ive(} oresusggrtgieg mtsgitable liquids,

_' '-fommgmgg&%ﬁ)onwg,ﬁnghar nmaceutically acceptable carriers

-well known in the art. Suchr carriers enable the
c diopaimigistrasion by inhalatesnthe sempayndscfor use aesPmingdo ths present invention

may He%@*\ﬁﬁﬁntl)mehlbéed i HRAS@Sof af ARSI Spta ;Lrénght% frcﬁ‘?ﬂ)réssunzed packs or
yrups slurrles suspensi ons anJ i ke, for ora

a "eb‘i"ﬁ@'eé"fq‘ 815 ussof %ﬁ%?j‘eél’f‘?l’e{'ﬁ‘"tfeg ’tdl“’é'h’tr@dﬂuomﬁ'%ﬂ“ﬁﬁ?}eut ical 5

trich|G26RRASTASthAAE, Sdlétlﬂfrot&FaﬂhorH&ﬁan@ Jartae dﬁpmd@bnn&ﬁjer @ﬁtaﬁﬁ,lghﬁ In the case of
ex0|€|ent tlona h%%grlndlng a resulting mxtu

a presgge ?36?,58%@? Aot B fergtineg by RLaviding ad‘P{"é fo ‘%fé‘&?'ﬁg“etered
amoustU iCapdules aﬁdbﬁt‘thd@& bfsg. gelhtitds igellan ihBal@ ot MsuTAitOhA! e fOFmulated
dragee cores. Suitable excipients are, in particular,
fillers such as sugars, including | actose, sucrose,
mannitol, or sorbitol; cellul ose preparations such as,
for exanple, maize starch, wheat starch, rice starch
potato starch, gelatin, gumtragacanth, .nethyl
- cel lul ose, hydroxypropyl et hyl -cel | ul ose,
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10 sodi um car boxynet hyl cel | ul ose, and/ or
pol yvi nyl pyrrolidone (PVP). If desired, d|S|nt3érMM?ﬂ@7
woape410@661may be added, such as the cross-|i nkaeCT/US2003/021547

pol yvi nyl pyrrolidone, agar, or alginic acid or a salt

t hereof such as sodium alginate.. Optionally the ora

formul ati ons may al so be fobul ated in saline or

buffers for neutralizing internal acid conditions or
contaimiug alpewdd mix bEthe c@apound dndutsuigable poader befauclﬂsa@aﬁe Orcstech,
Technq%u s fof ?Vga?%g at\gggoé rdéc’lhl{/' }yasgﬁlte Cagef]l \tasvc.lelprgns wn to{hg%e Oofs b\/ﬂ (ﬁos ty
Genenaby,|sunhalystt9ms:sbmlldmnhzgumnmius which ahld:n;not sighifivantly limpair the blologlcal

: propemég ?ﬂhé @igrgg rlljlng ﬁﬁ%? ?&%&ﬂﬂe&&:Sglaﬂg Ll?/de(gué%éu A ?osglls ¥9ﬂ£ %gmmggon S .

ﬂm&w&s&i@e@mgdﬂth@ds@h,\m@ﬂ@ P d;694 b’/’dﬂmecrmtpomtect hyrret‘grence) Those of sklll
th
vt Q81 AL b OE b AU 1 LB o oo
m“md¢ﬁm@?@ﬁﬁﬂ@9ﬁﬁKmations of active conpound doses.

Phg RBGSIShAC Fherd graamme %"&n%?'tlﬁ‘e?. ééf@mraguy fifad bgfo%lul?f ed for
i ncl ude push-fit capsules 0 atin;
parentgzal adspipistraion Py HIGSHPS ¢iSe 8Y helvainigstioger em"unucwa éhfigsion. Formulations

for injeLtfbRlntaGibé %fesen&ldchh uBdodhé G&HOL. gorn aiolikd @lin multlfse contamers with
ush-fit capsul es can contain“fhe active ingredients

an addeq pergervativer Ehefiommositians gy ke wch@rrnae% WaReNsions; sedusions or emulsions

in OIIﬁMCaHue%ﬁs veh 8 HA8 maQ BeHI A fIrMMhloR ARt Sts Sl Bs. Qﬁpe%é\'ng sQB:hzmg and/or
mag nesi um st earat e and, optionall'y, stabilizers. In
d“pméﬂﬁﬁgﬁﬁpsules the active conpounds may be dissol ved

or'rhs JShad @0y hisoWe tferhiuiddiifltétESor va%ﬁh}eﬂ Borﬁfosfuaﬁst é(xch%s' S,
I-i quid paraffin, or |iquid polyethylene ycol s.

suppOsge FFIEM B8 SBTAS/e <O NBBORATATA BEPORIerY G35H e cocos buter

or othtOglyastiadsed f or oral adn1n|strat|on may al so be used.

Sych cr.o ere av e efined in th

Alf 4R BBSHE R O Ereabelhatiaml, PREvBR euaTD B fmulated
as a del@s axgpmat&m Sadbl lmgfaaﬁngsﬂmiiulat@dﬂmm teet formiul ¢t wibtOduithBlegAY meric or
hydroPhdc;?lc r{la erla s (For Eiéarrﬁ I'l]ee ascgggngllsJ {n aéa mcep%B%yE%?rtlgﬁ%Fhange rezms or as
SParmbam@ble ds@vaﬁms, @deramplt asatspoimglyysoiubleatlat | on, the

Il ent |
y a CO Vd; (%Isgﬁf&aﬂ%&?n{t@é%a&rgn&{}ﬁnp%agé; %)r S A \1e 2 ueous X saline _

solutlgrprfqyn*maé%mlapmnPSﬂIatsm epeashlisated, zeeuiedpam@lcmsmpa gold pamcles
contai'ﬂ@cpfﬁllllpgs%ﬁres \OMF%{PIZ%CP Seéé%ﬁe Eet@fo‘?‘ Hﬁfslﬁfmit%n RO e Isllc ﬁrgr dried onto a sharp
objecttp] & orahed IO hEivepharmarahita crmpsssitiaf alsoriowideagrmoyles, powders,
tablet§; QBQQQaﬂétQ)GhQ?o)%Slﬁés ﬁ?ﬁ(ﬁ%ﬂe@gyﬁpg @ﬁnulsions ts%genggﬁse cr%fims drops

a pressurlze aer osol osage unit
or pregratignfrivite Brogyctes tslgasgioheptive ¢amppendsgn a\ép$e\peqpaatrmxemeents and
additive’ aﬁW«HﬂRHla@lea@ %lsﬁ%raﬁﬁrglﬁdeggﬁﬁu@ ag@nt? swglﬂhggéents l%ncants

use in an inhaler or.insufflator may

- Navoriag sypricPetAEr %EM/'W@MS%W'ws%@sﬁﬁmmwbovc?%he pharmaceutlcal .
© comp&sitith@4rB sil@bR fGrMEIRIa vrahe@y @fdrng&n%}p‘ra%@ fp‘e.da @l&wvteamfﬁaethods

30

er base such as fose or sta Tech nkgues
for df@% i%éw ox Ia"é‘lgf)‘s@‘i‘e’ﬂ%?ﬁ%/’é%‘ é@?s{%"ﬁswm'ysmpwow \Rﬁfet"d)y
m&nﬁ&wse of skill in the art. Generally, such systems
ould .utilize coqgonents mhﬁ$h w |l not S|%n|f|cantl
sqme |{nﬁgrta[51f fﬂ"boéi s thﬁf B'H@ pdrainisration of thg Prgw&}tqoglpound and

the an(lgﬁﬂ,re Mbnﬁ%al’]’hhs’? theSﬁ'Ieﬁtidn&nﬁfhgesQﬁ- dcﬁhlmstﬁgblﬁ&m Formulh Ncompound,
ci ences th edition,

prefery R e o6 BN B oot Bt oher xRl i the
subjead hasdamndet, then portviesticmnlithezapty inchaids duygichd teRioNale a td’ﬂr&)r Madiatidd Sherapy,

paraneters and conditions for produci ng aerosols

wi thout resort to undue experinentation. The

conmpounds, when it is desirable to deliver them

system cally, may be fornul ated for
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parenteral administration by injection, F%%Z@
i njection or continuous infusion. For mul at| ons? 97 7

Wq?ﬁp‘ﬁ@%ﬁ@n may be presented in unit dosage fOrRET/E52003/021547
in anpoules or in nulti-dose containers, with an added
preservative. The conpositions may take such forms as
-suspensi ons, solutions or erffitsions in oily or
aqueous vehicles, and may contain fornmulatory: agent s

or chemntiterapy. yusp}eﬁtdcqhgl somt alsiahdeg foragmanistir dre Foetngp &chpognd with antigen

prior aﬂﬁlg'ih%raﬁgtﬁd COHNRHO G reTRY to%h (i &e? g«fe%%u? eo%ploUnJ %1t z%ltigen after
conposi t1ons suc O

this thegapy as wdh Hnle,rtb@metbocgwouktmmlm lmtlngprmmmmhocm dbse to. antigen (with

-the F QBQ%blhB(gqud?{ﬁ & dﬁnctenﬁ Qﬁpﬁ}t géﬂ di&le calPbe a%h‘”@gtere% gegticul_arly

ycer | |t|ontoi atlons

Q_-'“th esfidegs| y, the conpounds may al so be fornulated as-a

dQQQFanJ:ﬁnQ:ﬁE ﬁu%lQHxﬁ the 4B R A,mmﬁcbmli ggmé ﬂntd ﬁthlﬁg?/such as the

be formul at ed suitab pol ynmeric
anti-HER2cantibody ﬂ(aﬁtb?un@kéﬁ'ﬁrp@tla@’) &lw agiedyiman be ndnanlsated erptlaibluea dose
of 4 ﬂ%/?(% gﬂge/igﬁ%oﬁg‘ %%ﬂg% Pt nﬂ sx&sfoll&’ped%g e@lg}'%amtenance dose
erivatives, or exanple, as a
of 2 mafke, In embedimentsinvelyng the |a¢rqmtsaatmn 0§B¢rmladha¢nmé @b pwikbdy such as
the arfti ?g%ﬁ; Alibah l'ttg{l ?ilt%xanﬁ“qrthgmgp& . fo@lﬂgﬁuﬁgﬂe%d iR %Jeelﬂ? infusions

ons 1or In tion,” mcroe
for 4 err&dn;m (bat ford-8 ovsaksd tadhirvtose bring33S ogfm’ ¢deyolnit baytsinfice srea).
Form{}lg?t:(?h %g%s'tcg}[lildg)g 9%?%&{&2%'&@ for a%gl.rl(%s %nﬁedla{%? Arﬁ‘ t the initial
antlbqqyjdgget(e 8o 7 daysy cyingedioamula hqqmppwgis g\kli ¢xparthismmune effector ceIIs (e-g.,
neutrmﬂf RERPE g@@komﬁhg T h@éﬁég) ﬁr{a%%g%e‘ﬂ{ ?QMJ e oenvnronment

ers | ets Coat mCcCro)ca su
of thes%fﬂﬁfoer.emtm@% with wq!nsgmlv@wﬁﬁ %lu“@?@'er%@ﬁém@wwdmdémﬂp

subsegAPSImiMEtrdtibS PAUAboINThid, FimPRQbAFIuaEs a8 beARE sQLiy in a
active co ounds N VWOSE?IFF)%‘SP@ ation. exc i 0] ents

Pretrent e 1S dRIoB R BV g ftcombination of pre- and post-

treatnibinSAdntiBGHF aBBhS , A sl ﬂbd&lhﬁtmgfbﬂﬂﬁpléléf thig GftSemboWRlehd, Pi@-treatment with a
teners, or

Fom G o Pl o6 T Sisd b eFaepap: s SSeTRGRT B Eaif o)

admirfifiatipihthatnoacld eitha ak conequnosrl spacedby lafeeualsiélgt abzi)q;rét&ratn&éﬁ@ 7 day

eop. 1 Sy elish Sk 1 Gab8 Pl ol o R b vk Bios gty recommendec
by thSpameificairad 49g. 16%nthBlhc IIQHDPha\NhadehndaB em):or por at ed

hefh%laﬂtllwéé o %‘ngéﬁfﬁ m S a,s ge ad g{)ﬁ:;‘etd Eo&ret rI \5! dtlh% ﬁ%tocﬁﬁarmula [
in a myftiidaytclyele aibe melti-day eyderm@th 31r4t 5, 6T B9, oher mawéd}'tdydl The

antibtg{yrg¥ g?%%ﬁ@m%et@ﬁmﬂegh}tﬁ%éte?& 091 heaﬁrE {7? suc a C%F)p%lljl?ﬁéd by

administiation efdhe/Eormiled agent foer apyber Fﬁﬁaysexawphrey of hay ime b8 Bonsecutive.

For egan;e@glFla?@rlr%V fi n?aytblg %ﬁnﬁ%?[&%ﬁ% Iag?e%oarlﬁnﬁbnd’a?P Jf aI A?Lg ég)?gycle :

The Fiom QWF“‘ D @@QWW@@C@M it JBR06 3 MRET RS Pf_ﬂﬁia)’ aywell. The

multi Qi mtehﬁffyaoQcheLttsd bre, Rcv?cfe &h c%dor'n%rec'ﬁ’rﬁgs 'AQI%FnQ{%ﬁs lttrr%. be repeated
mni ster For mul a COfT'pOUI’] W th-anti ge Iy

for a leegﬂ! P tyng weli* awweeérwm@vb werBPRthy, pemener degendingaidon tﬂw statgs of the

sub;e&ttaﬁd fﬁ@ fH&hlpajtﬂc rSsSHr’RQ URdrut s ﬁﬂtdngﬁmnﬁ% éxgﬁ'lplet thé §nt|body or fragment
as . wel hus, the nethod d i nvol ve .bot’h

thereqfﬂ% 44@1faﬁ6re%1°'b%§'fst ERYE aseyem iy yel apdiheFormukel Eenadpiistered

' tw1ceQQB@fbH ﬂﬂ)remduﬂn§§lﬁﬁay@ abMe keVBiNday cyd1b ETIRNE Ve /By cféﬂ?p&ﬁﬂned four
In

adm nistered particularly I n the boost™ dose.
'“meséﬁﬁ'b‘% W@rﬁssdayi“ﬁ?}'gwl ng the administration of Fornula |
agents and an anti body such as the anti-I|-I1ER2

anti body trastuzumab (HerceptinTM, the anti body nay
be adm nistered initially in a dose :
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of 4 ng/kg (dose/unit body weight) as a. 90 m nut e
infusion followed by a weekly maintenance dose 0 bMAR 2007
- WOm904@p46d1n enmbodi ments i nvol ving the adm ni st rrdT/0$2005/021547
Formul a | agents and an anti body such as 10 the
anti-CD20 anti body rituxi mb (R tuxanTM, the antibody
may be administered in weekl’y- i nfusions for-4 or 8 -
doses (i.e., for 4-8 weeks), each dose being 375 ng/nk
( dliheéivalmdn fhxﬂﬂypmwﬂésaﬁte thar ﬁ&)mallyEOmﬁMdeahel agéﬂﬂ@ﬂhﬂﬁﬁentlon As an
dm ni st er ed
cnamiig ST SRR I 1 cpainteifie nabodyign et Pkt prtegebly
formuTatetiand ):ont.ﬁnadcfer ddovinizttation byciajeptwnnahe m\adotheeoqmaﬂd:r thewbifigound of

-_Forml(ﬁf i %geg%%blf %lnjnﬁ'lat(e(?fqg ofal 'ﬁ elrlillI tl‘r&?hlgér% agd :T?az)iet%p t /ﬁ%}ﬂo h8r ?xﬁglple, the

kits may ccmmrwnrrcmn mameﬂootbfthet dompbummf Forpruétlrnedbmanigenyiot dicocktail of
. c I t cytotOX|C|t
antlge%%"/. ,glr%egl? gfgeslao\gﬁua I g&%ﬁouﬁ{isaa It K ¢ antigens S may ben %ey d'owglef;ﬁuﬁwe same kit
but infdefifarent aomalmmjn diffeczanfolyaulatmnsifos diffetent admllastratlon routes. In some
embog}nfn%fng qglts ?,ﬁ%ea rg@%egdrlrlbtﬁen%:tlpg %%gﬁtlg i p%mgrﬁbj Fo?mts?cht as a lyophilized
form thatecan h«emonawnﬁeﬁ prieriteedmjnistratiag toga snlbnctl |Arhhthq lng of sh@Iwpleation can
tiorfly EdHtain |nSdcBbnsGOHARAL L
optio o%,rm an In Conpngund Cag'ger%eonFtR tFoo ([fg% gﬁ%%&l‘}ﬂgﬁ{stratlon
courses of defined period (e.g., 7 days) 20
adm ni stration that coul dEﬁ'deal%r be concurrent or
oacedlb lntervals (e gh, y pretreatnent 7 day ]
ale - P akin y he ¥ i gnghtghent o

“qﬂﬂnmemm*@ue meekly as currently reconnended bymthe

manuf act urer Genentech, Inc., |DEC o
Piicriyes u'eqcelaqeé w“bt\’%ﬁfjl 164 pellscand istatsing 2 daysdater, arsaigistered (twice

daily)farsagaeed offmymb%r ﬁiﬂlﬂé Rbstgy A lelﬁt:t@@flr_%ﬁ/l\ﬁl)tntblh:dagesaagg fimors 2 hours
clLe e mu

after tgglg{sgéos%ofgl)lj IOOé)n d&y 4 #teréumor mogXlatg)n Wa§ proB?ssele ’agggggpd hybridized
to Affymetria Geﬁt@u;ﬁ&c@ﬁim@ﬁd@e lﬁa‘nufabﬁi@ﬁ’e fristriidfietise Qe Iﬁg}taﬂﬁﬁof expression

|rst d
v 3T AR TAREEA e bl My PR B ganti g
chemd(lmgm@nnctufated&y she abfvissde. Ko valueninyicnothatyene epsdsion Whlsﬁalther
undeté: %blﬁe%%ﬁg*ﬁgﬁe% IB')Q?T é@d trl:%ili r?ena ’ﬁn'%l Fa s@.’@gvy sepe%tl?e 1%&#%%&1’ cytokine and
chemékpreragh@exipreag@nin bmhyhektemadmd mesitml@hngmm Jyniphinodes.
thrice, or nore tinmes per day as well. The nulti-day

cycle may be repeated once, tmnce thrice, or nore

0 ‘ - py indeced bp 8311601 30 for a

| elrﬁgfeb 18{5 tﬂe deﬁ@ct%n §sh|ﬂv<%€e%l'fn m‘?(a %ecnti V\gcgp @Ltngt%d %{mumty

nore, depe upo e status o

. that a'teﬁéteqtqf%hyébemqk@eii angishermekinsy serqgelatedbs P& 06 cmullnpmand drgining -
o lymplﬁmg@ls%esch 1§E§dnb;%jy 1L afarnag,”‘?ﬁ]tG -.c5PeL 801 d;/ﬁ-‘NyB f:lther act.alone or

. amnlstered- on -the |rst aseven
in conhipption Witlgiher Ay ipkinesig stimulpte peifirsiios tasdletiactivatiop of ahedagicated

effectbrQell typls. MR wmcmsp@amepcsf JE he. sszsfw&fl.an’me)cmms LBae
seven da ¥ cyc cle is performed four tinmes resulting |

Lymphotaatin 10,1 [Pd %t MBht and e Ripaee dpgrpkingytha gerde gpageatract and activate

the indicatéd Sof Qped. Q?ohé&.?etﬂtﬂe cytél8nes BYESHenBiinds lﬁb-tr&%l'atéarﬁg'\P'Tdﬁ)‘é act to
kits that mnimlly nprise the agents of

 both ipgseasefester coAuRers ARAGRBIRaITE e SRPLe cpliyn ﬁwmfrw@f fhe tumor.

one container the anti body or antibody fragnent,
preferably fornulated and contained for

adm ni stration by injection, and in another container
the conpound of .Fornula 1, preferably fornul ated for
oral adnministration (e.g., as a tablet). As another
exanple, the 5 kits nmay conprise in one container both
t he conpound of Forrmula | and an antigen, or a
cocktail of antigens. Alternatively, the Fornula I
conmpounds and the antigens nay be provided in the sane
kit but in different containers, and in different
formulations for different admi nistration routes. In



10

20

enbodi ments, it is preferred to provide aII the active
agents in a povvdered formsuch as a | yophili zell 8 MAR 807
W 2984/00d661 be reconstituted prior to adm ni str a@WOS2008/@1547
subject. Al the kits of the invention can 10
optionally contain instructions for storage,
reconstitution (if applicabf/8 and admi nistrati on.
Exanpl es Exanple 1: PT- 100 increases cytokine and
TahidZ2nPkrictien gixyeokines aad shamvkas induckd by RIr-16ceat mrent of
Tunors 15 M ce were inoculated wwth WEH 164
nd starting 2 days later, adm nistered (tw ce

Inm\z/g Flplrm%g,
ce S,

Macrephageyhorgcyde g dose of ILPI/AQ0L-0R agadonise M@, MARC/MRINA3 *, MCP-5,
extracted from | ynphlB¥fodes and tunors 2 hours after
Neutrpptél first dose of PTGAIF*OvIIRI2My NA8&KIG*cENATSIHLIX

NK & IpAlul ati on was pr oclksbdf, 1I-aR ebtegdnat EFN Hryingihzrctin t 0

Eosinpgifilynet ri x GeneChi psEatador ding to the manufacturer's
instructions. The log ratio of expression values
T cellimmunity) treated:saline treatnent) has been plotted on

Tcelighe ordinates for t hib-@%yHoki/Ps MARC/MCRhdyniphetectgenes,
ActivitediT eelsed on t he absMIGSaR10%ZMRC val ues i ndi cate that
TIL gene expression was MIher undetectable or unaffected

Primed)r RiedQfs t r eat ment . 1 fRe data show sel ective inducti on
of cytokine and chenpkine gene expression in both the

Anti-dndidenaRd the draining inguinal | yrrph nodes. Exarrpl e

Endotﬁeha‘l’é’enlgt' on or cyt OKngéb&B&dWW' mes T nduced by
T-100 25 Table 2 lists the effector cell types

|nv0I ved in innate and specific T cell-nediated

*Produgadiimfumpr massat are aff ected by the cyt oki nes and
chenoki nes up-regul ated by PT- 100 in tunors and
dr ai n| ng Iynph nodes as descrl bed in Exanple |.
e-3t Rolgnof A : RiNe Y115 'n(the‘i‘P'laUIOActlwty

Againd ng P64 Tdng,,g:orrbl nation with ot her cyt okines to
: stinmulate proliferation and/or activation of- the

i ANpreakesthymistBAleR/e miced H+)toy phymic PAr-Blc migaRE! MEPo@gnitally deficient

in maMgDT Bmpilboytes km@z %remchﬁteMﬁ)\NEljﬁW%xmdr Lets. 38e mice were
nphot-acti n, MDC, and TARC are

admlfbfﬁ@?ﬂaﬁ Hdose H%'ET A °rt56""€iﬁ‘é’r'ﬁf59'éf'?ﬁ"é‘éx 2 witd daxe2Q afigr wmor ingeulation

* and tunktd N@lﬁh@ﬂaﬁs@‘séaef Wae &eas@@d'a@ﬁ& Limed l){dlcitéheonqué &hinﬁ‘l@s E&AGreatment

chenpk ul.atfed by PT-100 act to
grour;epipiases D igpleae e di Pt Aotk aﬁﬁﬂ“%ﬁéé’ﬁt‘roﬁtskg“tfﬁ@‘“y inhibited

tumorréverfi (@ valwes kil oSvni weré B‘@erh‘lirﬁﬂ By Biidéhls ttér). TVEREymid m&:e N%R'ever
4/ 00466 S2003/ 021547 -78- Tab

tamorE P BRE TR G 2L e CHRE Rk BS en ety ot dDnkpreas

‘tumor rejeatog Waﬁrmtrobieyve%crnmdrmng@femmgwt@cd Lin ktﬂlwﬁm 1d4-tdedtor model,

tumorég&%%p ne\ﬁ' ?pczgred sipEntg?eR@ﬁém%mlceL?% Nka l&dlEI%REhEHO Thll(l)O can
stlmulate-n]m-/aﬁﬂptlvd immunRy agiiraghe hitor, bufdedific tyﬂpd'd:ﬂf/@Cfﬁ kd’d;mred for tumor

| s Eot T
il TRERIar B g YT Aevn mvoAGEs SeRed irofustipyof
cytokinBGind chdﬁao]g()fbs invDC: fféatedMiBPT-100 as described in Example 1.

Example 4: Effect of PT-100 and Rituxan in NOD/SCID Mouse Model of Burkitt’s Non-Hodgkin’s
Lymphoma (NHL)

Immunodeficient NOD/SCID mice were inoculated with Namalwa cells derived from a

"Burkitt’s NHL. The human lymphoma cells proliferated in the immunodeficient mice to form solid

subcutaneous tumors. Mice were administered 1.5 mg of normal human 1gG or 1.5 mg of a human
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Primed T hel per cells TARC Anti-angi ogenesis
Endot hel i al cel|s Thronmbospondin, |P-10 *Prodd8c¥AR 2007
WO 200004a6iss Exanpl e 3: Rol es of Adaptive | MuredTyus2008/021547
Non- Adaptive (Innate) Immunity in PT-100 Activity
Agai nst VEHI 164 Tunors 5 Normal euthym c BALE/c mce
(+/+) or athymc BALB/c m c€9% hat are congenitally
deficient in mature T |ynphocytes (nu/nu) were
CD20k-specifit adtibddy\RitaxAAEbLH eatlo &f dayfml‘S aael lafier tdhiet ifdcolatioke rARlditional

e PN B PG B FORRT TR ARG PR hoctain
were giverods indi¢atmigs the Ziipgncd [egere]) Tive faar remmaent etbupd eathentaingg @ or 5
rephclatgglilgatn’lg]g d tg ret pees?n(t’ rm% ngt%%nngﬁ Yoiu aﬁe% (-%)/r ?ﬁ) an’g)P r{%I tgg Rt with normal
'humaa 16y ddoorefiee on It—‘ﬁlfncit@ﬁmsln grriofniparadh vitly salinbiriithent (db6 rotishomvn).
Treah?gé}\w {A)P('lp‘ OY)%kali %mmn‘\éd & W 91t l%liuxan aqgnebgacﬁssn&,el canﬁy (p<0 05)
inhibigedrtyhertgeowth ted smtlen:txtgyt d?@y\bm@d trcatm&t pith PESIR0 anf thdxen inhibited
t“m°{,%§‘€‘8tk§é gr %ﬁﬂcé’:‘l‘ﬂ& @FB}B% Qg?tépa%é rh& Hwer {rgtrﬁ&{t hﬂp ﬁiﬁ%o and
normappman G puRibxamplded. The ﬂ%twmpw@}he@oncem thrae when copbined together, PT-
: i

100 aﬁ@%‘iﬂ] g%gﬁicé?ﬂllﬂr%ﬂ gz{ﬁ eh%ﬁéo ngPeééé% ﬁ{%g lrﬁﬂ)tlr%u |e?§étca‘igéatl%ﬁ g nﬁt{or than
e'ﬂ’efttf?emteuh‘i)‘r'tseliﬁut specific T cell activity is required

for tunor 15 rejection. The data are consistent with a

rrechanl sm of action involving increased production of
pletSo AT 09 1ngsepsesdbrhBiCiene Expression 8@ MinusestAdter (lral A d@inistr@tion Of PT-

1oom§m ?Fe%rn'.eh?éfW%Hﬁ@mﬂln?or} Exanpl e 4: Effect of PT-100
uxan 1 n NOOF ST D Mouse Model of Burkitt's

Ndwcpmrwwuyted KBl ¢ IGpils) aniGtarting Zritsiielies indministered (twice
da.ny)mégsDﬁﬁ P00 9 Ae mqumt @dive&Maemln .ﬁ{?LsSand tumors 30

derived from a urran

minutegpn Shqysfier e ﬁtsé‘éPS? ?f HTthOi qwahé d@fffltl!ﬂ“ér'ﬁochliif@é wag pfagessed,
labele?lchlnﬂ berﬂ%@ Eﬂmﬁﬁ’éﬂﬁx Géiﬁf@ﬁi%s a%r@ﬁ)g\f@{h@ nﬁm&ﬁréﬁﬁﬁﬁgct}o@ The .

nor mal human lO%G or 1. of. human :
log raggsbfpr ewsgemnqlm BB pgﬂeg}gimggpmirghmve bagn pIotted on the ordinates

for th@&ﬁ&gn§ 64 ihdliGat@dnl tROMYCcidshR 12K A Blue® thdRAE tfha@%eng@))/p%s’s?’ion was elther '
tunor. i nocul ati on. Addi ti onal Featnents - .

u"detﬁﬁt%*ﬂe 9 L@af;%fﬁtej!@@ PLobgp Rramente dng dircsompane induptiosef eragkine gene

- exprebsidn dt 301 anuedd add 2 Béurd ANEPPT-] 00t iEtkB0n inREuBnaBiyMBR nédes draining

i ndicated in the Figure Legend. The four treatnent
tumor§y oups each contained 4 or 5 replicate nice. The data

I eIRL BSRRNAMBRR ikdidiy InV)QlllﬂJhrfﬁaes(b'éfore 26zk of S ?‘@kmes after oral PT-100
treatment., with nor nal human |1 gG had no effect on :

admigigfaipn OBl AS SOV é’?rfi&ﬁe dThiF tugeeskithat e timing bR Qiegical challenge
(e.g., R@cingfievdtumor-bp @i MM odWidfisidn le-gl 4y dareed aﬁkplfo%&eﬁﬂﬁafbn%relatwe to

h. Ri t uxan al on each significantly
that of 210 e i) it PG ETiT; o5 PR ReomE B agIS PT-100

" couldtbe e&hm&fﬂredlﬂpbﬂ&xiﬁiﬁtel)om rﬁiﬂdteﬂ:aﬂla( @an hdthihBirdtRd of thelBRibody in order to

ensurgg L e 1B Boeh lbied T enly e St o S BiaTom . | 4G

or Rituxan alone. The data support the concept that

agmnB/b nacetwmaranhmm.mabﬁeh 20 pg Paat)mmhhd@)és iﬁdﬁ;@:ba on the abscissae.
Eight hours after PT-100-administration, 1L-1B, G-CSF and KC levels were determined by ELISA

(R&D Systems) of serum and extracts of spleens. Cytokine and chemokine levels are indicated on the

ordinate as pg/ml or ng/ml of serum, and as pg/mg or ng/mg of protein in each spleen extract as
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Exanpl e 5: PT-100 Increases IL-ID Gene Expr essi-on 30
Mnutes After Oral Adm nistration O PT- 100 purd ﬁd‘AR 2007
wOonwe#twestt OfF VWEHI 1.64 Tunors 15 M ce were i nBCLUS20831021547
with WEHI 164 cells, and starting 2 days |ater,
adm nistered (twce daily) a 5 g dose of PT-100 or
saline (control). RNA extrad0ed from|ynph nodes and
tunors 30 mnutes or 2 hours after the first dose of
deterfrined 6YBCA mitayin dssafst(Bierct ) Mihe datm odich@thaom2ggsdge of RIS S@dincreases
abel ed an di zed to Aff trix Gen I-nS
-1 T R e R T 8 B S SV o e PO AR G feyelgre

increisadl ln(lﬁ)tlfsrpreeﬁxlm’seﬁﬁﬂ on vaI ues (PT-100 treated:saline

ave ttedo t he or 20 for .
GRS 2o i Shend ot RE St PR 5 surien
to mcvalsugmm lrd¢lsaftcertdiin gbwgeﬂaaorequtodmlss oW chasok@iet b]&i‘suppress tumor

'grow{é %%t/cag{cg SHhe, 45 efmeo% age tP%’t or(aTacil' Olglsttra{tl%ﬁto ) (J'c])se of PT-100

npar e |nduc i on of res at
stimuBﬁesﬂLﬂ Btpﬁﬂela pebdictib inrtse splidee IWItRTut 1zﬁf§mgslemnrn IleS/blB af llﬂrﬁ tiofincrease.

| nal h nod r tunors.
SB1B% sl BRsOF AL MR el iAerBe i aEtetr s ariy.
Therdﬁyﬁa QkP’DﬂBO aédtRént Qrt@bprEg'ﬂ-la]:aQ)st cﬂ:fenaﬁfihmflﬁ&foﬁfab animintunologically

h i t t
activg ?d#h"’ﬁ@‘ Wil ﬁ‘ omﬁ@gﬁ&. @ar"'%ﬁ ﬁ°é‘ﬁ g@dﬂ rQ%a%%%%ffeﬁtanThls can

be acRievddyRising RA6delof T-206 ihbQid¥s rl.daméfehmelemgevelsb,mdu el@.tthe above
and l.ocalrzed injection) relative to that: of -10

exampigya BHeng 4a5e Pl Bl 00isHmylated insragesdithd Apeodution incthe pricee, anld ncreased
serun?‘ RY8s %%F%&k@ bu[? Jerdf) Revel§ QT)I!Ldl ﬁ(ﬁ@gﬁglt A R&%Qimgly, a dose of PT-
pproxi mately 30 m nutes-ear an a ni stration
100 d@fennined @rstlmbbtst)lulﬂ poduiion irplymehsd tissug waluout altefiQg feaan levels of IL-
1B cag < aclj]rplglds e %:j éﬁt%ﬁngtbv%kgg Eicl)ﬁ\é 8P %"l" ?ﬁplst %’ en? %’? Curlceréa/a € serl.lntl_eicas of G-CSF
and/oPK@d\umtquomcrbgsu@pbremllcyerﬁlos Hu&B Widdedsot be Afifhateredg 1SBUnmAN subjects,
v c mce were orally adm nistered 20 ¢
IL- 8’|5$h e‘t?ﬂmlorg kl%{ ne as indicated on the abscissae. Eight
hour s after PT-100- adm ni stration, IL-1p, G CSF and KC

: |gndlmgel s are |nd| cat ed on the 35 ord| nat e as pg/m or

A FUTBE T g Bl
IL-1 ﬁ@'ﬂtQﬂSZ(G/@BW@QQ@uWadmIlﬂ@erdéﬁ(bomhm @gd oDRT-BWYorpalok @s imdicated on the

absci%s?g.%-_ﬁi%geil er 9’?-)1 00 ;r mqni?tﬁa_ %‘?,gﬂﬂg%’ %,%Ftaﬂg‘ k E}ev%% Y%geszg %Zr%ined by

I NCr eases vels in Iee
ELISW dflserutn and extmats iofiplese r Qyrolissvankd shenvdkéne dﬂsls G}eﬁﬁﬁcawddm Ie ordinate

as pg/rgl o?l ?/n'fﬂ)? elnlérﬂ Gh %%?ﬂ%% gf?g h goéeqr\?m i te‘%‘c sp'[s Eré exrtrgct as get?rmmed by
BCAprottip a@@wg/Th@daewdmae tisay frfthe |almnce of thedLA1 mmewansne nesenumice, PT-
100 coHl\é% kn%tea&qrdtlgl l&egrmotm: IQ %e%cbu? [h% magﬁul%le optﬁ% KE%)/n&e Was (Jgg:atly
reducétl eordpared td dtmmsnbnml B6 hhl@t lnoheadbsmdemﬁthsll.r Htece)JI'Dr;:tﬁe sgrnit®and
splenl%n(g-:a% 5 }(E Ieveg 15, Weres es%cnyalﬁtunaffecl'edjb BTH'E)B L mlms z{ti%ﬁuccijcagmg an

serum | evée

absol'uw(_n:@agment nglt,f} rsignalg . mdgtfplaﬂT b toftirhylaté @@dh):ylon of these proteins.

|
l]'ﬂ]g Eee?do h rre%ceplc’c}ra} %‘R% S@y ? rnété ntapre%epf%cr: ?otr rPL ZT‘E) Sr gat%‘I tettl}ét {n mice with a

targetédfrmltmms ofthel 1lf- UrectptarAl: BE-160 stmmmm')llwm m&iublyon]&ﬁtlﬁcipllén&: tissue
was G b ST o kTP o PP ARG, B senc
achieved by -using a dose of PT-100 that does not
i ncrease serumlevels of IL-1(3. In the above
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exanple a 20. jig dose of PT-100 stinulated ing e
roduction in the spleen, and increasedrtfgiﬁﬁn;&37

WpéWl’@“%ﬂ G CSF and KC, but serum|evels of | lPCI/IJB2003/021547
were unaltered. Accordingly, a dose of PT- 100
determned to stinulate IL-1 p production in |ynphoid
tissue without altering serohh-levels of IL 15 1 R can
be adm nistered. Alternatively, a dose of PT-100
s ufif-1 & ¢aprstimulatei ity OB sl ustéan Lyia an a\lteb@edéﬁopG-'I%Eforeaﬂﬁ/d@ﬁendency of
I I folL-]
e sl (P apentt 6 P37 00 B Pl vechP Gt edios 4 PTU Dgastsrapiy in vivo o
causmrmﬂrage mfILKG in Exrqmsild&ls%e dnd -tAdd hisShitiaLkis e - ?%e@@p?@ﬁdes the
in and KC are Dependent on IL-1
S'g"aéftg'ﬂéﬁti"ﬁ @dd"rwh%ﬁ "OB%ﬂm* R gynthesis.) Alghenehonsn itanrine to be bound by any
pamcﬁﬁr thé8S/ it Isl pokslbi®rthBs the EHIIQ?peWregﬁbnﬁvé s’éft&%ﬁ{éoﬁﬂd& Q’FIL"(QHHQ i §o-express

the 1L-1 receptor-1 (-/-) were orally adm nistere
FAP,JL-1B@pd the dl-drecentonho or saline as indicated on the

absci ssae. 8-hours after PT-100 adm nistration,

IL-1(3, G CSF and KC | evel s were determ ned by ELISA

of serum and extracts of Eguiwadests Cyt oki ne and

c h’ﬁfﬂ}tieﬂﬁné Q¥iftérSspadificatibglis&atsRidred o Eéﬂk‘ﬁffﬁ:feq{ B%Beﬁ')lcztﬁwe ¥Rilled in the

ng/ M of serum and as pg/ _
art olgPhsits the PRS- LR MEEHY TRSEDOIGE mot 65 bEUP My exBTAles provided,
since @K&&(ﬁh]ﬁles’ﬂﬁs aYdndedQ sihpleallhsRati R Snd Jgﬁetct bffind |n€enﬂgf§ﬂ%g1er

mna |f é g§C$Efor in . mutant mce, PT-
oy e‘ﬂ"ﬁ FE& ents P{ep’g@lg] tge qupetqféhegb\{eew \BEI‘PUSUP@ ifications of

the inVer@idh irlkdiditioh td tiBselsBGWRIDLIRIRIWRBedHeRAT Wil beE Hent to those skilled in
In the absence of

C re o _t hat no 6 m ce.

the o R A e ng bty e gﬁ?‘(ﬁﬁ%“é‘i’ﬁf”%epﬁf@ﬁlaep@@%"aﬁ ke

advarlt@p¢ bl obRIS ot eiviehttdnlaye o AdcER&r IR encdBiipaRTed1f)Qach embodiment of the

]nwm]gplnlstratlon i ndi cating an 30 absorute requi r ement

or IL-1 signaling in order for PT-1 00 to stimulate

pr &l ceférerses, pétenthagigpapnogublicagons than erelrdcitkd in@isiSpUEation h&

- Ly ' r tor for I'L-1R Data indicate

mcor{)ﬂ%@{ﬂ#y erlrlll'( églg&\%l! %EQJ] by 't%ge?%e? ed nmutation of the IL-I
receptor-1: PT-100 stinulated IL-I1(3 production within
splenic tissue was greatly reduced, and the G CSF and
KC responses to PT- 100 were al nost conpl etely absent.
01 MAR 2001 WO 2004/004661 PCT/ US2003/ 021547 -81-
IL-1(3 can stimulate its own production via an
autocrine | oop. Therefore, the dependency of the
splenic IL-10 response to PT-100 on the IL-1 receptor
suggests that PT-100 acts rapidly in vivo to cause an
increase in 1L-1P in lynphoid tissue, and that this
initial riseinlIL-1 f3, itself provides the signa
stinmul ating additional de novo IL-1 (3 synthesis.
Al t hough not intending to be bound by any 5 particul ar
theory, it is possible that the cell types responsive
to the conpounds of Formula | co-express FAP, IL-1 (3
and the IL-1 receptor-1. Equivalents The foregoing
witten specification is considered to be sufficient
to enable one skilled in the 10 art to practice the
i nvention. The present invention is not to be limted
in scope by exanpl es provided, since the exanples are
intended as a single illustration of one aspect of the
i nvention and other functionally equival ent
enbodi nents are within the scope of the invention.
Various nodifications of the invention in addition to
t hose shown and descri bed herein will becone apparent
to those skilled in the art fromthe foregoing
description and fall within the scope of the appended
clainms. The
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15 advant ages and objects of the invention are not
necessarily enconpassed by each enbodi nent of the
i nvention. Al references, patents and patent 08 MAR 2007
publications that are recited in this application are
incorporated in their entireé®y herein by reference. 0
8 MAR 2007 -82 Clains 1. Use of an agent of Fornula
I, and an anti body or ant didaig fragnent, in an anount
effective to stinulate an i nmune response, for the
preparati on of a medicanent for stinulating an i mune

1. 5 Ussqgfensgeni of Farsulbj,@od an amtibalydr adtibodgiiapeest, imanl aatontreffective to

ne cytoxic

respohéean usebjat iched of inmusketigulatidnhe ant i body or anti body
fragnment is an anti body. 4. The use of claim1,
wherein the anti body or antibody fragnent is an

2. anThe ydsERDclamt li, bbetyin theSmmbheregmmsaif agibadndependafterikimgdiated

CytoXtihganti-HERQ anti body is trastuzumab. 15 6. The use
of “claim 1, wherein the antibody or antibody fragnent
is an anti-CD20 anti body. 7. The use of claim§6,
wh . o . : . . . The

- oSGl of Qi e AN O b Bl T o
fragnment i.s admnistered to the subject in a
su ti ~ - ' j 1.

b nEBERPIH L SrEERTh Sibok e HEBod FRRHT: iy M OTEL Biocy
in aroute of admnistration different fromthat of

5. NEhAL bPALA LLnath! RORYHITBORERy iéRistdmatiie use of
claim1, erein the agent of Forfmula I Is
adm nistered orally and the anti body or anti body
fr o admhni at a . . e _

6 11 PREOL AT R R AR oL B REh Pkl & St bR ipody.
is adm ni stered to the subject prior to the 30

7. anthd@dyr Qiimd) WhBeRhd madm®dtantidedy iskitgimae of claim
11, wherein the agent of Formula {

stimuia'ﬁfi fi-lrrglgndl’ll;u%g éegf%%géé 2(%rr{}]éeé?rfp\_/§'pa%ralile gtp ae%pd?ca{ﬁen oresti{rn?fégﬁ%ggrgi@in%ne

Is adm ni stered 30
mnutes to 8 hours prior to the antibody or anti:body

8. fraghmebscldm i1 IherERehdtmabay of hitibBlylfagmehat Sdrlinsi3Rd to the subject
_ agent of Formula | is adm nistered 1 to 7 days prior
ma St.l

rthepp@eutiodosshody or antibody fragment. 9 8 MAR 2007
-83 14. The use of claiml1l, wherein the agent of

Formula | is adminjstered to the subject substantiall
% s ‘t%ﬂt‘&ﬂg’l ly WRFER ﬂfer?ée%ff?& F?fﬁb‘ff‘ Iot aJQHT‘FtBTGGi&P the %’Qﬁéﬂf‘% route of
admiBistihion dlfRrduRorf thacbfahddnlibodshie aibody figgnagent of Fornul a

| is admnistered to the subject after the antibody

or anti body fragnent.
10. "The use of claim 1, wherein the agent of Formula I is administered orally and the antibody or

antibody fragment is administered by injection to the subject.

11. The use of claim 1, wherein the agent of Formula I is administered to the subject prior to the

antibody or antibody fragment.

12. The use of claim 11, wherein the agent of Formula I is administered 30 minutes to 8 hours

prior to the antibody or antibody fragment.

13. The use of claim 11, wherein the agent of Formula I is administered 1 to 7 days prior to the

antibody or antibody fragment.
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16. The use of claim 15, wherein the agent of Fornula
| is adm nistered to the subject 30 mnutes to @ 2007
hours after the anti body or antibody fragment. ? yéR
The use of claim 15, wherein the agent of Fornula | is
administered | to 7 days af#ér the antibody or
~antibody fragnent. 18. The use of claim wherein the
.subject is a subject having or at risk of developing
' 5 19., The, use of_cl ai wher e
14, S et Rt i SR RUGPUR CURETSETLG tihect sibsanially
simul@agonsIn o thecandbaly daatibody. frajtheniThe use of claim 18,
wherein the cancer is selected fromthe group
consi sting of basal cell 20 carcinoma, biliary tract
15. cdihe@se offelanml dﬁﬂhdﬂﬁmﬂﬁragenbﬁmmﬂﬁdi &radmitiséred ©amCRbject after the
b reastbc ne cervical cancer; choriocarcinona; CNS
antiboLy REZPO F@HIQ%d rectum cancer; connective tissue
cancer cancer of the digestive system endonetria
cer; ncer apcer;. cancer of th
Lt basef e &9 Wit fr i {hF gecpol Fapila he pephigsferidp figjsublect 30 minutes
to 8 hmomﬁaﬂmankbddn eyarmabkgeffagnieﬁtt ynx cancer; | euken a;
acute nyeloid | eukem a; acute Iynphoid | eukem a;
chronic nyeloid | eukem a; chronic |ynphoid | eukem a;
17. | iThense2d czan GE,rWheﬁdil Yathé ?]gbai of Filobﬂi(ijlg?( Dﬁﬁ@rﬁlfmstd&ﬁﬂ' t8 ﬂ&ik%s after the
ng, cancer ynphong; gkin's | ynphong; n-
amﬂxﬁoabVWﬁ‘g'ﬁ?ﬁﬁﬂona nel anoma; nyel oma; neur obl ast ong;
oraI cavity cancer ovarian cancer; pancreatic
cer ost ncer; retinob| astonms,;
Sl o em & bt ‘é&ﬁ%‘?"‘ Ltvewaqr alikof Aevelopigg capeer.
of the respiratory system sarcomm; skin cancer;
mach c testicul ar cancer cancer ;
19. 5 3F P! GRHE SP- whsffap th, oG e frew.tﬁmrgiupss?gtlw obgcarcinoma
andaﬁﬂnmﬂhe use of claim 18, wherein the cancer is
selected fromthe group consisting of bladder cancer,
breast cancer, col on cancer, endonetrial cancer, head
20. aniheneod ctagm ¢ &rwheteguthe tanagr id deivgted nmele grodpyddpsiNINg of basal cell
carir e MO Y B e SRR G BB S SGer R eyl
cancer; Sharionatiastha<INS cabces; Waﬁd)f&’tum—cﬁﬂceE&onn‘Est/elmﬁle @fincer; cancer of
e R heg OB S0 % R 5 2 OLEEL LS 8l nec
gastripfancédrainm-23thelv eeaplasmt kidndyrheet; Ilzn‘)jctﬁ: caihce &SiRerhis; acute mye101d
leukelﬁ%l gc%{qumphro? eﬁk@%b acgrgrﬁ)ilc gq%re]l%ldﬁég(? hr%mclfy}ngﬁma ?eul(emm liver
cancer, mfneld:tqlldmg cancfeunga-lsmalﬂ]6c€kk:lt1mgnan<a:ndyrﬁplmm’aaHbdgkﬁ1 s lymphoma Non-

Hodelf] Tt e oGV e Goetns. sl TS gty veran cancer
pancreatin sans¢r prgstate camer; Enntnh])dstomanfhebztomylsarc&nﬁt I&ahll}damm ceal cancer;

' cti a Streptocaoc ' Pseu
cancel Gl BE s oy See GARE G cah R QP sanP s B Gar e thyroid
cmuwteqﬁonemhaumdkacenqmmedﬁmmymmnomcus i nfection,

Haenophi l us infection, Klebsiella infection,

Ent erobacter infection, Citrobacter infection,
21. Nélihs gerafglaimf & othiewin thSbingelid glecicd fremttlheogioupSahmmg lof Bladder

' ' ria_inf ct| on la infecti.o
cancegtm;egsg:ca CI" col'i?n Ca%CCrI]',feélg(fm r1a1 cancbr Eea% necl( cancer, feukemla ldng cancer,
lymphoma, melanoma ovarian cancer, prostate cancer and rectal cancer.

18.

22. The use of claim 18, wherein the cancer is a metastasis.
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Spirilluminfection, Treponema infection, Actinomyces

infection, Borrelia infection, Corynebacterium 8 MM?ZM?

infection, Nocardia infection, Gardnerella infection,

- Campyl obacter infection, 15 Spirochaeta infection,

Proteus infection, Bacteriodds infection, H. ponH

infection, and anthrax infection. 26. The use of
23. c| Hiems@df, clanhémhanem ke shtyjéoe Gsta sobjsct b @ ep&ent Hsk @& developing an
ln&mQ%ggggcterlal infection selected from the group

con S|§?|ng of tuberculosis and | eprosy. 20 27. The use

of claim24, wherein the viral infection is selected

24 LB R TRRL T i B e ol Bmufigp iy consising or
bactenial nmeCuBn | anﬁmbact‘ﬂm,al miémicmmegail aMféctiths aifitfe@Cibfebtion and a parasitic

hepatitis A virus infection, hepatitis B virus
infection oL . . .

Infection, hepatitis Cvirus infection, human

paplllona virus infection, Epstein Barr virus

i nf.e 0 avi rus

| S e b TS ok B L Py B RO RET S s gpnsiting ofa
E. col:i;jﬂfﬂryibn aIStaphylt)kS)cwhfné@tlbIQB Stre@odocel ir&cﬁ@ﬁb@ﬁeud&hédﬂ@ infection,

ecti

Clostn&am%ﬁﬁgpe lﬂfre%t&olnl lloe&g) nﬁléa 1n£[s|';1t(£)onugrée’u{gf)co(‘clf§§|y||1|1{3 %ﬁ)nl ]aﬁem #1 ﬁ.ls infection,

Klebdidile uffeumgm,IEntdﬂCﬁtﬁCtbﬂ 1ﬁf¢ctl1c81 Sﬁrlobm:teedxfédl&ml\leﬁeer@ﬁﬂe@on Shigella

mfectgq%gél 1% | @% gﬁ%ctlorb;rx]g caliog1 %%%ctﬁbféq%&%e% Slléfecthn

* SpirilBith m&pfmgﬂebmnﬁ infedtion e gdes infdyi 616 Bofrelid iffe@tdn] ONS,

cor 3 SRS N B, RSB S eSSl lion

Spirothatte difeddion,iPsotaligfedtiod, Bacefivdds enfeptionl[H. @IS iiskdtiag, /a8 anthrax

lnfemarreblams Trypanosoma cruzi infection, Fascioliasis,
Leishnan|a5|s Pl asmodi um i nfections, 35
Chchocer0|a5|s Paragoniniasis Trypanosoma bruce

26. Zgg%%tse (gt%’la\llrg 9:43 ﬁa rel tlthﬁ nfecpo%s c{isea[sg ésnzir Irgyci%ﬂ?céc&aﬁ 18FFcc)ti08n s'gﬁg\‘)[ed from
9bMWHmQMQgsﬁsmmnmenimﬂnqn&@hlnococcus i nf ections,

Schi st osoni asi s, -neurocysticercosi s, Necator
aneri canus infection, and Trichuris trichuria

. 27. i rifhecis¢ ofiviaim 3@, whEhein ths eirafinfedtiah i sﬂ:l,ect&‘dﬁﬁdﬁr& the grdup con51st1ng of an

0 ibod nment
HIV ﬂfwl&l ﬁe%n& S le’ﬁﬁm}éf l?t?%s T Uaz%?fﬁ%s Smé‘f exrr‘flﬁlf%ﬁlg%guf’ B cel |l _
cytomﬁmlgwms ldfsqurpmchcgatitie Alvirukaafdcadn, hepetitisuiz umm;bnfeamgamtmsm? virus

1nfect aa%? A % %tgct ﬁ Lﬂ‘ﬁtem@ak‘r(\ilrﬁf }nfec jon, T §/V“B(S_)W§€fcgon

: aden@lrsselaéetlcmnmﬂnhEmﬁafums ohfeariorh rdsplr&)ry s;mbﬂradammpﬁfecnon, varicella-zoster

virus %%ﬂg:%agr%ll?pOQgifgcﬁrlg In‘?()nk yr plzo%:cu ec:pg)ggn &%ﬁenp%x 447,

anti-tissue factor proteln (TF), (Sunol) i or-cb, 05

b i di
- CORRSEL A o U ARG B0 B e o

candldmdas nagwcrmldﬁ%plhmmm lzlasmbmmbsls aarhdocGibRolmyendls, crabtdceosis,
asper%f?&sm?é?&%rﬁ%o%@ yc%tﬁrrrrlg E)n%ecno?s p%}l\(é?lﬁh(ear?atﬁ}é)gng E%ej% vgéltg:blor

infectzgmt i -i di ot ypi ¢ mAb minic of high nol ecul ar wei ght
proteogl ycan (I-Mel-1), anti- idiotypic mAb m m c of
hi gh nol ecul ar wei ght proteoglycan (I-Mel-2), anti-CEA
29.  Ablhenyspiflalain 24, vehetein thiparasite DitAtias ESGdiS(ad:(Eﬁrbrm thetgedup Sonsmtmo of

ameb%gg W@%Tgﬁgﬁtlﬁel&tp rr‘(a%gasmolnzggjﬁuLelshm ainasts, %b&%%(%um infec 10n§

Onchergreggsis oragenimiasis, ﬁgﬁdm@madlaneb infectian2Pypusnooyptioinéictionyichomonas
ior c5, anti-FLK-2/FLT-3 mAb, anti-GD 2 bispecific
mAb, anti nucl ear autoanti bodi es, anti-HLA-DR
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Ab, anti-CEA mAb, palivizumab, bevaci zumab,
al emt uzumab, BLyS-mAb, anti-VEGF2, anti-Trail 08 R 2007
receptor; B3 mAb, mAb BR96, breast cancer; and AbX Cgf
mAb. 20 31. The use of claim1l, wherein the antibody
or antibody fragnment is an @Ati body or anti body
fragment specific for a cell surface nolecule. 32. The
\{aginalsenfedftloﬁj "Brefin ﬂl'fecnm&{}aieﬁolém_ iﬁﬁ!:tlonSEdhﬁrﬁvG@:cﬁHih%EﬁUn@ i's
Schis R oGl NP REP BB AD R g nfcton.
CD1, CEA, CD22, G2 25 gangl i osi de, FLK2/FLT3, VEG-,
- VECGER. . The use of cl erein the anti
30 an eb‘&%‘%ﬁ%ﬂﬂ%&%‘?ﬁfﬂ?@ e AFODAY PG e oot Praaﬁ%woup
consmﬁpg of fratuzumab, aleammagib @Bltdllgfhfbmcaﬁn&ﬂ)cytmalk@ﬁ@) Qbmélzathi

ozoga&,l%leI K@ggg &C%t% Fr&@lgglgg% ?%}k}%'gg_ @3 3S %E;ggn?%égiggurp@%@) infliximab

~ (inflagmaghy wsictidiscatddAd g BbioiSdrfieis) CadnetcBR EMBENAGH Grtidis), GiffXimab,

sttty M ST, rdiiv o i arecri el MR b SnAov fscor proten

(TF), e8utlol);Mamcb8¢5, bdrgdmld\ﬁabmhﬁﬁ@ﬁﬁb didtek QA la@@@mﬁx&ﬂldﬁy of
ant i
sone Bt S B 4e g g A B hAB GRS D I gAY P AP hamAb,ant

CD1 miB(i6i 16), MIBX 20} del@ehabodntial Tt iADQAY, ek agABAD, dasliz@Mab, anti-TAG-72

body .or antj bod ment _specific for a stromnal
oo R E ARSI of H@EmplPeHls AyefghomSteqplisan (kMehyg, anti-
idiotypic moxmxhume bf higibineletlll® wefghSploR6#1e¢hn {(1:08)-1) Nantigr oAl nb hmAle 1,

TRV NN N R N e

CMA85I7I6)|, anidgdiogpicdutrab adyb to GDRGERN0siaE 86tk iG, infilioad? glycoi)rotem mAb,

ext.r r tri ecule. 10 38. The use_of c
or et TGP SmSP. 2 FEEE PRGPAE Al A HGH GugRaIOpges ant HLA DR
Ab, age{CEA tneh, baloautrak, txgvmmmaln;armn&mma@ BifySaoAd, a@eVEGF2, anti-Trail

|.yg0s m g GAGs pr.ot | ycans, el astin,

recept% )tf)a(réo%‘g%t | g[%a%%apreagﬁ?nﬁ‘?r)’ é‘ﬁigl.;bx‘lfgbg e of claimi,

wherein the anti body or anti body fragnent is an )

|bod nti bod f ragment ific for

okt SRt P s s g SR B8 B on by o anivoay
fragmclhtapmﬁ%gpr anell seriface tdokectlanor vascul at ure associ at ed

antigen is selected fromthe group consisting of

endoglin, ELAM1, VCAM1, ICAM1, ligand reactive with
32.  LANe bse dflel@ine B B S¢hereln thaexlli sgﬁ"m moaeafma@@da&sm €rbin PhedSopUBhsisting of

'HER %E@Q?EB?@‘E‘G‘}V ls:csée o '(fjﬁﬁzan d k%ﬁef‘ﬁ’e %ﬂylgﬁgé@}%ﬁg QEA, §D22, GD2

ganglmside, FWKBA/FLAB L GEGBRIMEGHRRS receptor such as a conpl ex of
20 FGF and the FGFR or a conplex of TGFB and the
TGFBR. 41. The use of claim 39, wherein the antibody
33.  orThaptd dfolyn $paerdin the autibody draibody dmgmém isan@ntibody or antibody

t d antl n.is selected fromthe group
fragm} 3fec fféfg BFTEC® " and TEC-11, 2C3 (ATCC PTA 1595),

con
Ca\/39 and Ca\/97 25 -
34, The use of claim 33, wherein the cancer antigen is selected from the group consisting of HER

2 (p185), CD20, CD33, GD3 ganglioside, GD2 ganglioside, carcinoembryonic antigen (CEA), CD22,
milk mucin core protein, TAG-72, Lewis A antigen, ovarian associated antigens such as OV-TL3 and
MOv18, high Mr melanoma antigens recognized by antibody 9.2.27, HMFG-2, SM-3, B72.3, PR5C5,
and PR4D2.
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42. The use of claim1l1l, wherein the antibody or

anti body fragnent is admnistered on a first day 0 BMAR 2007

seven day cycle and the agent of Formula I is

adm ni stered twice a day on day two through day

seven. 30 43. The use of cl&6m 42, wherein the seven

day cycle is repeated twice, thrice, or four tines.
35. 44Theseofic$amaf whdreih meéﬂnlbdd@ ef &itiBodyfeagemaartayib&dy@r entibody
fra istsr%ofe%ed for " (g two nmonths, or three nonths.

B °R raf}goéna})?e TUFMCL, wherein the antibody or

ant i body fragment IS conj ugat ed to a toxin derived

from n : bac 0.$ MAR 2007 -87 46.

6. B S 8 e BB RO Rleqhsr R idiamet dqup consising
of FAPrapd'CD26. gr oup consi sting of A chain toxin,

degl ycosyl ated A chain toxin, ribosone inactivating

protein, a-sarcin, aspergillin, restrictocin,
37. ri "ﬁﬁmﬂcbmﬁ 1 dhepélh ﬁfelaﬁtlﬁoﬂy bﬂalﬂﬁﬁhym:‘a@ﬂleﬂﬁpﬂﬁdimbody or antibody
fa % h1 se of cllal m 1, wherein the
gr"ﬁﬁttsf’%céb%/fob?n %‘Hf“fe%avn?tf%ﬁ%ﬁ'fel s conjugated to a

chenot herapeutic agent or a radioi sotope 48 The use

of...claim 47 rei.n.the c thera ent

sel e e‘gt] 998 #\f‘tj e g 6“@8%&['10?}3%‘ Cted from the group
consigfiing iof cdlbgdnoglydoRamiadel puahd GRS, prﬁﬁogl%aﬁd Blﬁﬁm,aﬁlkr@h&hﬁi and laminin.

an antibiotic, an al kylating agent, and an

epi podophyl | ot oxi n. 49. The use of claim 33, wherein

39. t hﬁlemam:feﬂanant Wwie€in the adtitgdn er @Elb@@ﬁ&gﬂéﬂd;ﬂﬁ antib&¥y @ hntibody
f tat under gbﬁ chr ormsogm .alteration. 15 50. The
ag”ﬁgeSp%cf’ fP%\?Fﬂn&’@ BPERFOPRES FRIEE  product is a RNA or
protein gene product. 51. The use of claim49, wherein
1 ene. or. n I uct t hat has undergone .
0. ¢ e i S P 56 oot VY B dtror PP irsglgsed from the
groupaonsstst iof]@doglugEhAMer vgmm 1praxdvat Bgaaa s@ctiatvath IVANIN , MHC class

o M S D b B P e veGr
(Flt-1pNAGHR2. (KPR/FIFhg anld;eccmiplﬁl cdlagrdedh fastoe g its rédeproRBLas complex of
cts a t i vation of quiescent
FGF g@glgesﬁ:;@gge 8¢ P ﬁ@lrgn& d\gheg{rl ﬁg{ consi sting of BCL-1
andIgH BCL2andIgH BCL6 TAL-1 and - TCR 8 or

S - . a |.gH. or RE4 I.gH, and PAX-5

Cottge M 30, il Mo anl Y o S vl gishlane
assocpted getrgen oy soldcred froraslecgmlmtcenblstmg bf EEGroued TECIS i ,@C3gameC PTA

is selected fromthe group consisting of

1595)&&95W&PLZF NPM or NuMA; BCR and ABL; ML (HRX);

E2A and PBX or HLF; NPM ALK, and NPM M.F-1. 30 54.
2. T elShocf B g R B R 906 RE LR0 pPe ro c
of a selenidam &ydle amdhéxa egemt d)ﬂ’f@)nhllllsSmadmﬁlﬁstdr¢dt®&ga-(ﬁp61€dzfyl t®o through day
sevendntigen is a cell surface protein, epidermal growh
factor receptor, cell-associated protein, or a
secreted protei n. 35 56 The use of claim 55, wherein

t hﬁle%gé éf c?a% %ep HiohELdled gay cyclg g:streepqeatfzacri Pwrpcet %cg ro(r) P(Elr times.

consi st
44, The use of claim 42, wherein the seven day cycle is repeated for a month, two months, or three
months.
45. The use of claim 1, wherein the antibody or antibody fragment is conjugated to a toxin derived

from plant, fungus, or bacteria.
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CD20, CD22, CD52, CD33, CD10 (gpl00), CD3/T-cell

receptor (TCR), CD79B-cell receptor (BCR), 0 8 valk$ MAR 2007
2007 -88 CD26, Hunman | eukocyte antigen (HLA) -DR,

HLA- DP, and HLA-DQ RCAS1, and Prostate specific

menbrane antigen. 57. The u$é-of claim55, wherein the

epi dermal growth factor receptor is selected fromthe
group 5 consi st ng of EGFR (HER1 or erbBl) and

46. or h@éls I((Ii_f" H}S‘l Q? §7§1(3 ee go%uél Is 3¢ R%CCF glﬁ)r%h’st [ bB3 i(,oglilszl:%s rzgﬁg A cham toxin,

deglyocsb'llateagscxhamm:md riposotoe iinacti Gitisgpreeine a- sﬁrcmnasphgdlgf fedfictocin,

. nbon&?ﬁq 18 he tto%fn an{ﬁ-ﬁ%&??‘e | an- A/ MART- 1, tyr 0Si hase

OxE"ol ymor phi ¢ epi thel i al
10 nucin (PEI\/D and Human eplthel ial mucin (MJCL). 59

T use cIa rein th creted r ot ei

sel'6ctet Ciar%mt ée“étrhce)ﬁl%tebcgﬁgli aélflg?f% BETCRBH ué?fg toa’
chem¢therepreogd agont dr a radigisstopegl obul i n | i ght chai ns,

a-fetoprotein, Kallikreins 6 and 10,

Gastrin-rel easi ng pepti de/ bonbesin, and Prostate
48. s p’ﬁﬁiuﬁd o chuirh i4@e&'here315th6 Glem'Blf}fErapaﬁlc @fent lsa'blmtaﬁfrom\/ﬂﬁrgﬁiuﬁ consisting

oran WSS o BbAS 0 Bl A B TS s
epipod@hyll@mdin.gen is selected fromthe group consisting of
MAGE, MAGE-Al, -A3, -A6, -Al2, MAGE-3, BAGE, GAGE,
GAGE -1, -2, -3, -4, -5, 20 -6, -7, and -8, HAGE,

49. LAGeuis ofI‘dM&rESD—vﬂhereMcanE#k@B—ng’hn is-22gene &r, gehSprod§ebifrereof that has

-8, -9, HOW TES- 14/ SCP- 1,
““der%c?@?-"é%‘?alﬂ%(ﬁ%b 40, and PRAME. 62. The use of
claim 33 wherein the cancer antigen is a non-tissue
non- ea eci ant| en. 63. The use of
50. CITahie i c Wg? ;e the gledlﬁ pfng a%ﬁgr%ﬁrofeiuh%eaagroduct
speci fi c anti gen is a carcinoenbryonic antl gen famly
f claim®63
51. ggl?;gl%%eoog%}m E%Sx&hlégé #e %ene ]pr %nnf: ytodw?haﬂla}s ungeégo&&cléramosomal
alteraﬁcprxjmsel@(}:dtﬁtvel the gropp cxmmsmrgtqf genpeat g@@&ﬂpct%ﬁhateﬁ%ﬁ&nvatmn of
f wher ei
quiescy an% er” %(rgit e(%eg;zrée pgo%ulmgfsgmte? Wltﬁ 2 n%\ggl P"ﬁ?% BEndp Proléit
cl ai m 65, vvherel n the vi raI prote| nis selected from
t a
p?%teg%é;&glaﬁgggé@t&gﬁg%g € H%[ﬂe gro%u& Pssoma(t) MCF &auobogqulescent
genesg\RIe2@ from LIFOerGIp. cofmsemgséBéI -Iodrdilghl, %,‘L MIQHD BOles, TAL-1 and

TCR%@%&A?% AR on R b, g SR o

cl ai m 67, V\,hereln the antigen that is nutated or
gﬁ]ﬁrantl sed in a cancer is 5 CDK4 or _
b elbs uEER! alfih o ere‘l”rfée%%léob$enEP%i’id\‘ﬁtslaSS%?éﬁdéY1ﬂl gripcl fusion gene

and pl@ﬂid ® @ﬂéﬁtddrfroﬂﬂﬂhb Brody cdnkBGHIRITRARS, B8L 9B INPUOPMBEL- BCR and
ABL; Y12 (PRX); E24 and PBX or HLF: NPM, ALK: and NPM, MLF-1.

54. The use of claim 33, wherein the cancer antigen is a tissue- or lineage-specific antigen.

55. The use of claim 54, wherein the tissue- or lineage-specific antigen is a cell surface protein,

epidermal growth factor receptor, cell-associated protein, or a secreted protein.

56. The use of claim 55, wherein the cell surface protein is selected from the group consisting of
CD20, CD22, CD52, CD33, CD10 (gp100), CD3/T-cell receptor (TCR), CD79/B-cell receptor (BCR),
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consi sting of Avastin (bevaci zumab), BEC2 (nitunomab),

Bexxar (tositunomab), Canpath (al entuzumab), CeaVg®, MAR 2007

Herceptin (trastuzumab), |MC C225- (centuxi mab),

LynphoC de 10 (epratuzumab), MDX-210, Ml otarg

(gentuzumab ozogani cin), Pa®#8frex (edrecol omab),

Ri tuxan (rituxi mab), Theragyn (pentunonab), Zanyl, :
CD26aHdmﬁel‘¢ai{dcyle éntipen (HipARBR, HIA D tred PILA I, RUXS 1Us Podstate specific
3, wherein the cancer antigen is selected from
up consisting of VEGF, Anti-idiotypic mAb (GD3
gangI|03|de nlnlc) CD20, CD52, Anti-idiotypic mAb

ERB ERBB2
T {5 TS ST IR AL Mol SR o FTGHeg i the roup
consm\lhg bEEGFR tHEElB]g(ﬁnibBlf) altDEGERALL erbB2 @ER2YE MERQnelr0EBBE BHER3),

' , The use of claim 1l wherein the agent of
andm%%ﬁ&%%%@l is an agent of Formula Ill. 20 73. The use

of claiml wherein the agent of Formula | is selected

n1th onS| of . L- Val -L-boroP
b4 B B v o o4l asSaciafeh PRI s S9UECIco dhsgreyp consisting
of Tymklﬁasm MelamwAEVIARD- It heosagedvelarfl pﬁmammmlﬁ)h/gpss |Pﬁlyﬂloﬁﬂ1fd dp@helial
f 75. The.use of im 1 erel n the agent
n“m"U?E&%fW§I “Pnegtg nHF@ﬁBﬁgg)|n an anount t hat
increases Iynph0|d tissue levels of IL-1, GCSF or
of .claim1, where gent of
9. F R o S5 TSP E PSPt S AEISHEY PR Shtstng of
Monoalenal nameagbs L, lIIIﬂ]nhhog]oHuEIV BgHf chalnk, a-Tdiépretsia, 141ligEiad 6hnl 10,
n the 1B 78. The use of :

' S -la or |
Gasm@f”é F%Enf pe\’/\l’?&b’gi‘lﬁes{’h BB fpeF‘éLlC BIHER Wi se free of
synptons calling for 35 henatopoietic StInU|atIOE 0
8 07 0.79. The use of claim1l, wherein the
60. &ﬁflse S fisp A e 0 Caplie A Cem BTk e

schedul e.  80. The use of claim1l, wherein the subject

membr'(hne antI%?:f;:

61. i Sl"hlc_:"ué{a & % I()H wherem the cancer testis (CT) antigen is selected from the group N
consisting of MAGE, MAGE-A1, -A3, -A6, -A12, MAGE-3, BAGE, GAGE, GAGE -1, -2, -3, -4, -5,
-6, -7, and -8, HAGE, LAGE-1, NY-ESO-1, RAGE, RAGE-1, -2, -4, SSX, SSX-1, -2, -3, -4, -5, -6, -7
-8, -9, HOM-TES-14/SCP-1, HOM-TES-85, HOM-MEL-40, and PRAME.

b

62. The use of claim 33, wherein the cancer antigen is a non-tissue or non-lineage specific
antigen.
63. The use of claim 62, wherein the non-tissue or non-lineage specific antigen is a

carcinoembryonic antigen family member.

64. The use of claim 63, wherein the carcinoembryonic antigen family member is selected from

the group consisting of CD66a, CD66b, CD66¢, CD66d and CD66e.

65. The use of claim 33, wherein the cancer antigen is a viral protein.
i

66. The use of claim 65, wherein the viral protein is selected from the group consisting of Human

papilloma virus protein, and EBV-encoded nuclear antigen (EBNA)-1.
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67. The use of claim 33, wherein the cancer antigen is an antigen that is mutated or aberrantly

expressed in a cancer.

68. The use of claim 67, wherein the antigen that is mutated or aberrantly expressed in a cancer is

CDK4 or beta-catenin.

69. The use of claim 1, wherein the antibody or antibody fragment is selected from the group
consisting of Avastin (bevacizumab), BEC2 (mitumomab), Bexxar (tositumomab), Campath
(alemtuzumab), CeaVac, Herceptin (trastuzumab), IMC-C225 (centuximab), LymphoCide
(epratuzumab), MDX-210, Mylotarg (gemtuzumab ozogamicin), Panorex (edrecolomab), Rituxan

(rituximab), Theragyn (pemtumomab), Zamyl, and Zevalin (ibritumomab tituxetan).

70. The use of claim 33, wherein the cancer antigen is selected from the group consisting of
VEGF, Anti-idiotypic mAb (GD3 ganglioside mimic), CD20, CD52, Anti-idiotypic mAb (CEA
mimic), ERBB2, EGFR, CD22, ERBB2 X CD65 (fcyRI), CD33, EpCam, and PEM.

71. The use of claim 1 wherein the agent of Formula I is an agent of Formula II.
72. The use of claim 1 wherein the agent of Formula I is an agent of Formula III.
73. The use of claim 1 wherein the agent of Formula I is selected from the group consisting of L-

Val-L-boroPro, L-Met-L-boroPro, and L-Ile-L-boroPro.
74, The use of claim 1, wherein the agent of Formula I is in a cyclic form.

75. The use of claim. 1, wherein the agent of Formula I is administered in an amount that increases

lymphoid tissue levels of IL-1, G-CSF or IL-8.

76. The use of claim 1, wherein the agent of Formula I is administered in an amount that does not

increase serum IL-1 levels.
77. The use of claim 1, wherein the IL-1 is I[L.-1a or IL-1B8.

78. The use of claim 1, wherein the subject is otherwise free of symptoms calling for

hematopoietic stimulation.
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79. T_he use of claim 1, wherein the agent of Formula I is administered on a routine schedule.

80. The use of claim 1, wherein the subject is HIV negative.



