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conprising admnistering to a patient a continuous
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pressure.ltoreq. 60 nmmHg, 3) bl ood urea nitrogen

(BUN)>7.0 nM (>19.6 ng/dL) and 4) confusion. As is
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of al a-TFPI of at |east about 0.010 ng/kg/ hr (0.167
.mu. g/ kg/mn) and | ess than about 0.045 ng/ kg/ hr
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equi val ent to the stated dose. For this reason, al

dod e ¥seddipeein b, tegma tpagtivated: vaseEinE ™ SNgOuPREsSF 3 ¥y Sompgition
contzﬁfflﬁgﬁhaneé’tldﬁQ%?ga%sﬁP bi Pﬁ RR tha@kitp% 16hgB2 BapaBle k! Bplicatién or

conSi dered equival ent to any actual dose ranging from
growth.0 6 pathage 27y by braiprial.. wml,bmomoatl,npe@&m% Ar dynggl m origin.
Inacﬁ}{g:gﬁlﬁ ma Bg P%gﬁtggg%g%?g;{fgg y Htﬁthggfglglgfhg 'ﬂl@'}ﬁ‘és&ﬁe Qhemical
treatmegfm texdmple rtteatment fvith dhineresal oby‘iortn@lm)d smécalifrpiradiation, heat or
any F Bt Bt FhRARTRY ey e B th b o e orgoniom
whﬂeqmuhnmn@ﬁsmnmhmg@nQW'adn1n|stered TFPI or TFPI analog

in the |rcul on ..of ap
e P leph BT s oSt R PRGHORE e immane
respéra g e dlomn&nzﬂ aighidibtyanaiftnun@ g&@Psioieniinogent FPIhic Rmine: re sponse
saturated faster, Adm nj st[agéﬁg of ala-TFPI to E
formg fhe-hgsis Of greraiecHye Fymypty ghoitod B vaccing AeanslAsPRFiLE cotious
orgahigMel s of TFPI (plus ala-TFPl) from about 80 ng/nl to
about 125 ng/m, or an increase of approximtely 50% ,
Thés esedhereny Bie teym ‘fimpane wapdme] refasstes rsponsy ehqlt%g irsynopimal

An fffhite, Sk FRT T & o, bl REMIP hubor GGty or may

infusion is continued until steady state i s obtained.
Steady state level for adm nistration of ala-TFPl at
about 0.050 ng/ kg/ hr was fgund to be about 300 ng/m,
and for adm nistration of ala-TFPlI at about 0.33 or
about 0.66 ng/kg/ hr was found to be about at |east 2
.mu.g/m in patients suffering fromsepsis. Total
daily dose administered to a host in a single

conti nuous infusion or in divided infusion doses nay
be |n anDunts for exanple equi val ent to
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such as an anti-TNF nmurine Mab. TFPI and TFPI anal ogs

can al so be conbined with interl eukin-1 receptor
wa@piagomsrst s, bactericidal/permeability increaBCTgS2006/013936

(BPI') protein, immnostinulant, compounds having

anti-infl arrrrat ory activity such as PAF ant a%onl sts,
mvol&fhaotbeﬂihe Juered grengrn lse rcgnte@m@tes a JRPRICa RNk tofypat of the
lmmﬁle ngs@ﬁ, G&*&/éxhlnglel RNLRICRT SompoMlisH ML NirsdeRt %‘beﬁﬁona may
nbi nation, the't erapeut| c agents can be fornul ated

spemﬁgallyelpyblpg@lemé@mgégammg ﬁﬁerfeﬁm regrogsegi ven at the sane

t lmsg& h&élﬁ‘lf Rk & ‘Eﬁtﬁﬁ” lﬁfnﬁ @g%h’ymeﬁgql SBBSQ:H‘E:E that 1nduces a

t herapeutic agents a Iven el ther at the sane
specifi¢ nemunedmqumge frhe hed mlmaét The agizep mawonmflsewmhot@rorgamsm,

TFPR I u of [
kllledpe rtl!e% Pe% 81?.21&? Or ﬁéﬁggs&? ’Tl oréagﬁ damr& ﬁﬁ){?%’c QLtor
contapnmg)an tnseIt I\mthsmmmaogmw openfidsha pleza ohﬁalgrsemifof ENA hapable of

d af , t eadmnlstratlog erlod of FPIIF(:el TE@?’ e

oGy ALY B P OAL G RS Bl P gote, o

lipopfptaifna @slyPerstid gh eptidEp s i dpitopt, aOEPtdRL br Why RofbmatldrPthereof.
anal ogs. TEPI or a TFPlI anal og al so can be

TF
Alterggichtiig HIRGIBIR SO CPHS: 2 U8 SURE. woul d be

ef {eqdell WRrelif) thd RAh “SRYRARNPNEIND A Accifd EorRARME nfore ttlih% one
foll ow ng may be adm ni stered in conbination with TFP

antigeyy whefimp| figrh| ey sawn | WeHes dg8v hdifferah isplates eh eMycoplasma
hyop%%ﬂz‘aé’)‘ ﬁgmbaacﬁff@rgﬁt% ec'w@f Egt {59%es ﬁ&ﬂ%ﬁﬂ%l‘eu@?ﬁz'h@ﬂg&ﬁ&z and
are directed agal nst bacterl al
Paste@mﬁﬁpdmelmcsia),rcé@emcgmg cohtamingah copbipition o) qﬁﬁlg@t;st i rdéigerent
F \/
genm%gﬁ)‘r nﬁﬂé ;&n\%kééﬁeg%érﬁbr{slﬁg fr‘%e‘ﬁg ﬁo gfag%g%ll?rq W@ysal»?cﬁzglla,
Esc}zayfmmobegamopbtldtmmamt anda(flwzcbumhn'pl ified
ph Si 0 L.C at hways |,nc udi n roteins

P otog RO Aol 1541 o AP AR 1 BleBRE 1 Forence

a Vamﬁfwhmmnﬁoganloity CSThenﬂieu‘tdlﬁlstnh of downart A&jugein eo’p@fates is poorly

under%%agg oé(%/ dfljy& a ] a‘l‘):e%hieﬁ g‘?’éﬁ%ngﬁcj | lllgqrelzzj onse %y slowly

releadRCThO Gitideh thl&CdtﬁHﬂdehvmsicaﬁlmia@d ihelie sffectIBy M@Ydﬁthéifollowmg
derivatives of napthacenecarboxani de (tetracycline

s).,
mechaRipE HRTSEME (rihie ailgahonomigmarhen Fad dtatlickng @, the injection
site, ﬁ&% Ul A Stof PiRfpk- Eé‘.iérﬁng gammcgl éﬂ)‘%b ROLYAUSMD dtate of APCs

arge rings wth a conjugated oub d system
by upeblring sqostimylatory dvigngls @&r majed hlﬁtemmnaflblhm aemplex  (MHC)
f
expre@ﬁflyi% regjf 2l a%%al enﬁ)régefx oﬁoerg g]}a l}i‘[glgi%{% c%gg? geslea e ?r uédlrect effect.
The ra@ﬁlt dpprorarate afawntc@he given Gicine immundgen wik slemndl tovo taege extend

e e

selecticghi haobg sdﬁnel\xﬂlaaﬂngam}il Krexkn) yacdind adﬂwantsagzﬂmdd&ﬁ at@ﬁcﬁ limited

1978) .and_ Vi es 1-78 sse C
to, off il kafBF PaRinps JonhRRERIe hive, BRiRhs, oS8 End Hoiprce
Freul(dlk%ﬁl)fant)) fin Mﬁblﬂﬂdn&nl\i/dt&t?eiﬂu&?di(ﬂﬂ Méﬂ-lﬁc’dﬂ dﬁhlﬁéld)l&[lﬁrﬁ&r-m-oﬂ-
7th Editi H W B. S@ﬂgders rrsﬁa 988). (O her
in-walgr & l‘flﬁag Welpclyde a In&GR1Ct 3P |a ‘HPln'a\m'I*}?’idW%aFi@ﬁmn
sulfaﬂencbamcﬁn&nd@&mn aBha®) ONASIREDEYICh @8, Eﬁftﬁécta(d%c}hll‘p'l\ﬂbﬁ(}

anal o see Asai et al,, Biol. Pharm Bul
hydroxyefhy propatedigiitedg HAaitith O&ntm@éla@hldﬁ}wtl%t ¢avlpn19 bglé@ (e-g-»
19 (1997) and Lee &
DMR?%IQ?%I;/E(%d cf%anﬁIau@ﬁ er@ﬂt?%{;l % (1998)), nonocl onal
anti bodies directed to cytoklnes such as those
nmonocl onal antibodies directed to IL-6 or M CSF, see
U S. Ser. No. 07/451,218, filed Dec. 15, 1989, and
nonocl onal anti bodi es dlre@ted to TNE (see Ceram et
al., US Pat. No. 4,603,106), inhibitors of protein
t hat cl eave the nature TNF prohornone fromthe cell in
which it was produced (see U S. Ser. No. 07/395, 253,
filed Aug. 16, 1989), antagonists of IL-I (see US.
Ser No. 07/517 276 flled Nhy 1 1990) |nh|b|tors of
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nortality. A post-hoc analysis was perfornmed to

eval uate whet her patients devel opi ng severe sepsi s due
W 20060AB3m ght benefit fromtifacogin. Al so, theCT/US2006/013936

possi bl e heparin interaction and inportance of

m crobi i cal docunentation was investig o

l\/@lser‘i‘sﬁg g%ﬁ?“k’bt Baderplst i hpEnacqticy! pyenl"‘?ﬂepté ej reafsshopnd

“phariabditiéaliy RSeptdbie PEHIAIEY Me Gﬂtﬁﬁﬁar@fzab‘i&%ﬁﬁf R§BS HuidBlelicle for
kept far post hoc anal ysis. 28-day all cause nortality

contaigifiy @5¢iae vnméwe@%ﬂl@r%v & dnJF‘E‘?d mwea Bt pethpwtggnificant adverse
effectRORMHAMId ﬂ[hrmﬂ%ﬁuéaﬂ{r 'abh%Bﬁ@le QErri‘é%rl&BWntlﬁ‘ e HERRIUIB but are not
adm nistration for DVT prophylaxis and | nportance of
limiteg; tey sfistilsl waie aﬁah@ﬁacgmem atqroiifeed Joltionsr Gawagry geay, include
5
i EReh ST B0t Hfed 2 ok, Saptoag €0 B8 Il o
a01d8)s ipigskrYRtives, vvh@mg vageys, ondmfymmgea@e pBR2 beffering 6agentye atigcosity

enhalﬁF@ Emlv!rasé églé)g § i veﬁé lxll(ngaﬁle% %na\ééuti%%ll% gru géégﬂ&lgﬁy flcceg/table

camed!anare]am]es pr wnpd@mb dmebvellvkncrwn mbheeor@ skillod irathe fait. IFend{ample a

. ts tr atedvvlthtfacom 0
phanqageu%caliyegr Vmc it 51511 tacgﬁﬁtab © GatLier o1 ve Icle ore e)%gol;l%n(‘f c%%%: 2 0.9 %
NaClweg., adlinieh stﬂhﬁrredf aphbspimtd beffeﬁr es emm akd dose volumes are herein

IITICETIE W TN T ST e

this didcisselROreadNgh - co@i\iﬁctlﬂneﬁdhl’tﬁe Waswle@des @ viedaft,nwithout any undue
tifacogin treated pts (2.7% vs 2 in pl acebo ((1%
exXperppgRfatiply the first 28-day period. Table 9 : 28- day
alAls- 88 $ereil rth@'tdrﬁly“‘}aﬁblﬂéa\?oﬂx\f)dsﬂloﬁ’eﬁkﬂﬂﬁeﬁ Qt RBCONY hdfdtn or
. heparin and m crobi ol ogi cal_ evi dence . Heparin ,ME
immunoggndp p Bhasmaefugieall Y@Wee%hbé/e@elﬁ opetd fewnﬂlr%mﬁ FHMENYHE Egsponse

in a RRE FAMINS b(ﬁnpdsitlfoﬁé:%ﬂ B SERRElQ MmafbsRs 284 @9yteéﬂniques well
cause nortality in patients with severe CAP. i g

knowp éniépserskiled ﬁttht? areicalais veipieay 1k, hing dnfe §on$ai¢rew_gn aich factors

as thd Q%é" rg@)@t\%giﬁ] S/ A doHdlh&? ofl eﬂ:@ 1eﬁ¥ faﬂﬂ? WHat @8 Youte of
arin ad tration e sarety e Is

admirgredpn. a’lBhferoutphé agingshpiicr capdn eficttagdous,i viempesel ddministration

C y u P St.
(e [ (l’n%ll’ qg’lg%’g ‘%%{ B‘?tﬁ’?agevg %égsr@:tc u¢ % énlggé&eo 1bI lgg%nuscular
subcutameous p rFoo the: M@&dal ragmirmstraabli ofpthe ipeardust te riicohdsg abither a serynge
yari.o tions,, are
with s o Wi e B K8 o R PRl
aloneTE?EAﬂ'ﬂ NS OSiBREAEREERI oF | ﬁqﬁbﬁthyBXdﬂﬁMdﬂcB’ﬁﬁiﬁl cbﬁenAtrMERMEs or

NTAGONI ST .AND COVRPQOSI TI.ONS
thefapﬁﬁE § %&%‘ 1R RENCESIHYS RECATER 2 éﬁtﬁpéfg%%@%r parenteral,
subcul88it] intlad&@mappt inmtidinusulag ladiniistiatién (. .0 bj écYabl?Ee Bdthintstration)

such %;t?er}qg i@s%@mgl : Catolr \%ﬂ]lugw%? g Iair:f%l?plr ﬁ%lg@ﬁ]élé{l%gg% f agg;}cnllslteergd as a
spray bEfnled R Boold And/bSwaBt drfdliYeredih Blifixiire Witk al DA tdhibr, diluent,
[0Q002] . The invention concerns anti-NG- anti bodies

or eXCiRIgRE U sivrife. Wien: RINERIngItR e lingm elupesgi @dhe likeh dhe compositions
can coliME BBty fswstalﬁsés SHNES g eniilsiS R agont, %ﬂﬁbﬁféﬁﬂg @Sents,
anti bodies in the treatnent and/or preventlon of pain,
adjuvgnig | agHing Pr yéssesity enarcing gsditives, meserativss.dflatoring jagengs, colors,
[ t
and tﬂﬁ\llf%ﬁ_r nfi%%%%]@ﬁ l\tlgér’ \#édt% rog\"j\‘ikdfqim%lgg o Nie g\fg)-gﬁ'ﬁﬁn desired.
first neurotrophin to be identified, and |ts role in
t he devel opment and survival of both peripheral and
central neurons has been well characterized. NGF has
been shown to be a critical survival and nmai ntenance
factor in the devel opnent of peripheral synpathetic
and enbryoni c sensory neurons and of basal forebrain
cholinergic neurons. Smeyne et al., Nature 368: 246- 249
(1994) and Ctow ey et al., Cell 76:1001-1011 (1994).
NGF up-regul at es expression of neuropeptides in
sensory neurons (Lindsay and Harmer, Nature
337 362 364 (1989)) and |ts act|V|ty |s nedlated
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host cell with a deposit nunber of ATCC No. PTA-4894
or ATCC No. PTA-4893; and (b) a heavy chain that is
wepwoded7hy a pol ynucl eotide that is produced PYT/ESIV06013936
cell wth a deposit nunber of ATCC No. PTA-4895 (for

conveni ence herein, the pol ynucl eotide(s) prodyced b
Standgrddigmaicetipabliosts, sogl gs Rememish #léramtcelt%l) YRRcHy 270 ray be

cons&it%@ %S%B%a@@ ghsbie % tp@r-gﬁ&s NGB ot rﬁldﬁg SperiREAnd&R3 and
I'n anot her_ aspect, the invention is an
amhp bmagpnt anvsniies prpvides jigtome cqmamlw i2a Pl radlginoyptas (W)
ded by a pol ynucl eotide that

adJuqag%%glggéﬂggv%aﬁha%%oﬁ%gl | with a deposit_ nunmber of

ATOC Nen a@iaust ggutiasr conA@igNe vaqing- apgigd! of Angwsipie capable of

aspect ; \;g&é 1 body conprising a

heavy c%g%}ﬁg%/lg |al+qusrpbr?se%ao a heavy chainthat that

i $2encodeagtidnic lqaophxhynthwtymm fady elbefoli s produced by a

hag §t cel |. vvlthl a deposit nunber of ATCC No. PTA-4895.

| S hnof REPPect . the invention is an anti body

caapri a Inﬁg-lc(rﬁx) h}&lrdphghtsurﬂ&mm salavtddeflodne theepouprofefhoaylated fatty

light c ncoded ol yn cleotlde t.h

is pr oaﬁ@éﬁ %'8"5(1%173" en&?f’ﬁom??ye&a e%%gf {COROIRS, apfvor any

ATCC N@omﬁﬁﬁﬁxcﬂa&ﬁe‘ifecm ATCC No. PTA- 4893, and ( b) a

hegvy chai n vari abl e regi on_of eavy chai hat

i A R R AT ek s GRS TR
adjudaﬁﬁar efflidionvhithnay dppaAss t nunber of ATCC No. PTA-4895.

In still another aspect, the inyention is.an antibod

cdhbr i $nrAguesHe Sejuborh Poliigipg &)VagsRRRREOH,§F [T uLpgen Sapable of
mdud%ééfﬂﬁﬁﬁlﬁl@trésg&mﬁli@ihéé produced by a host cell with a
osit nunber of ATCC No. PTA-4894; and/ or (féx
y @mannouipdipophilicopisiaeiant selgetad Homythe graustof ghoryaied fatty
SRS idha I c8fbination
a1°°ﬂ°§c%51§€*5’@ KO pGu AR N0 BrPROn bt TR o2
theregfat i body conpri ses the human heavy chain | g&a

tant, In sonme enbodi nents the anti body
o@in sqesﬁ?lﬂiaﬁurmn i ght chain kappa constant region.

I 4% ome rerHoué hﬁlﬂorél,iliqeiﬂ@xalhteawwmﬁlpri ses a nodified
st an G . . i that iS.. .:
oy tlSéO %fle}%e ac00n %t%*;the}rfé‘s%gtglég&hgfé gr?rb?%geo?laa colnbination of
at 1em 10b emmnmemcedneajndngsths memberd ad 3w ali ffaent randwps @f surfactants

(lipo%ficib?ﬁcg%&gﬁglglgf ﬁglﬁ"?cgants{) dl a %%gss etr gotg Ig%h&l{eg& n%@‘%:@erfé\ctam

pertaaﬁngjtemcmgelqa in Eur. Irmunol (1999) 29: 2613 2624

J.
P 99/ 0 144
e TN ey Te s (o TN T . L

comH¥B QUbUTESE $; of iR @Ableb Aty eigltNEY/WE B 1ds hxﬂrmryldmeawie (EO). A
chai n_1gQ&a const ant

oo FETIORE AU RTB SIS G558 CoPSIaHTHB ORI WA EFPlges
isa c‘%&l?m&e\f/ﬁﬁﬁﬂlﬁ? cd ﬁs@ bt BSIvyRew) G TR of @tﬁ%@ﬁ&@blde EU r.
nmunol . (19 29:2613-2624. [0016] In an%i1
aspebydrophilic |eﬂ\Pé fe@niaBy odledhel BB %éﬁt Plhewyigt feiity ol

comﬁr x{gf%oﬁq aPEhoBDAR B} (RGBT MIRRY bBilE EE@)M RYtRoHilidTPOE-POP

followm ng: a) one or nhore of antlbody E3
bloclsmmlvmen isry qgpelpmer gonapmiging Bhoup 5 %m/\w’smfm@mef pibylpraRKide.
c r
£ P ao P 8 opffo Sl e SRkl e g 19 C22 fuy
alcoloBandl ydtahtage)mlebted frotrhthe Igr«gmt copbisting off anaeleylh dzstsyl,EsBearyl,
shown in Figure IB; e) three CDRs fromthe heavy chain
of antibody E3 shown in Figure IA; and f) three CDRs
fromthe light chain and three CDRs fromthe heavy
chain, of antibody E3 showg in Figures | A and IB. The
i nvention further provides pol ypeptides (which may or
may not be an anti body) conprising any one or nore of
the following: a) one or nore (one, two , three, four,
five, or six) CDR(s)derived fromanti body E3 shown in
Figures 1A and I1B; b) a CDR derived from CDR H3 from
the heavy chain of antlbody E3 shomn |n Flgure IA

o NSNS e~ 1

'.-.




conprises an anti body |ight chain variable region.

[0036] In another aspect, the invention provides
woologpests des (such as an antibody) which conpPCEESH06/013936

light chain var| abl e regi on conprising the CDRI regi on

of SEQID NO. 12, wherejn S26 is S or F; S
isostc@mASlag] icobnldandsgomtingtions Frereef, adant SRSTY & é@. Ry ggf%@é@nd
more_lagvel}lgge&ﬁ Iy 5?@ kol Lwits 5 ko TOROOThe"POBPHPHISCK dopSlySer has

O%I on of SEQ ID NO 14, wherein S91
aMW9f®09’r3@0t¢@32>uﬂs5 H5R or S, and wherein Y96 is Y

he (ﬁ%&‘g)o p{r‘f:ﬁlsgg%?lﬂ)dfﬂé%lﬁ sul"?%ﬂrt]d gifatug@Esh dup iV Adt 18Rk to, the

ethole’edaa‘deﬁ'ithy SQthlss Briid r76HStepgth-1 ]&quy 581 eis Qha](g],dBnJT%/Ws{Oleth-
10], gﬁfo@@% 361 ?H @'g%l Whelal 4] ’5@ [éétéiﬁ-zﬁﬁ th® SO Bureth23],

pep t [ s &n ant1 body)
Bn3®f’18r[8feefeﬂr:2ﬂ1p¢Umq&na)anm m%@leﬂneﬂ,vvolm af-ho [WW -6}, Y olpo®

co fEEARN I 5y LRI A ostoloRERt 18 Yoo

CS2¥ ﬁIelteath}GZZ{]E(gtdﬂﬁ), RIPEX§Lageth8E BOBR[Catesyi7hn BIFS KHE-14Pareth-

5 08 S e . by IR el
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(BAaﬂ)dandwnmmsonség@rmf of SEQ | D NO 14, wherein S91 i s'S
For theKl?on oﬁlg Ifir?egi?ﬁc St §11 @Q%[c%h& Y9 @9‘ t§ G2ty hlcohol

In aln vari abl e reqi on
and @d)\mpragamslytshbc@ﬂbmmeglecmom co@aszmgmﬁ\@em cefthesiearyl, Sostearyl,

rr E; K92 J.s an I S,a
1aur%}C| go %}n h% g?%‘?lﬂat%% fﬁn}e c?\}ﬁgta?eo%glxo/ 3n %ggrﬁ&gcﬁlol more
advz&ﬁh@ed’h@l@r\ayi etHoaylated afeybdid‘,c&ok s@h drio é & The BOEtRP dprigeopolymer
1, wherein YIOOis Y, L or R
%\N&'@F ﬁ%&%qﬂ?‘%?oo\% wherein Gl03 is G A or S
Wheh& igfoup LéMndrSiotic OlipophilivfsarfitamtsSiddes 18t Abaot limited to, the

cthoyiaied 'ﬁrf}tyml@laoliﬁsB%%gP g B B85 O Besé Y (sTearetn-2),
Brij %Mé&ﬁaﬁ UWABHS) Krorﬂo® 18 [C52-B3"Faratii )0V aipo UN3 [leth-3gWolpo”

R Ui i rr e A
Pardeh 4@113T\4 [d\ﬁ-tﬁqfare-ﬁa 3&@@% (Ehe@&ld) Sndionﬂﬁﬂﬁi@ﬁé/ﬁhbteo@to he POE-

erein in YQ

R
POR/\Hecrl@quOM@@ P@Y@%%zlsﬁ%lﬂmeé .49117%1&0111% Iai%s[f’@ﬂxamer 331},
Plurk%‘x@@v\ﬁgfqg%icg%n%€2ﬁ§pﬁ&ron£® LM‘ B b xam¥t 1@).8 PIS ro){éRiﬁs Péloxamer

reln
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[0038] In another aspect, the invention prOV|des

pol ypepti des (such an antibody, including a humani zed
anti body) which conprise an am no acid sequence shown
in SEQID NO 9, wherein 134 is S5L5V A5or |; and N35
is N5T or S; an ami no acid gequence shown in SEQ ID
NO 10, wherein MO is M I15GQ S5or L; A62 is A, or
S; and L63 is L or V; and an am no acid sequence shown
in SEQ I D NO 1l15wherein YIOOis Y5L, or R wherein
YIA is Y or W wherein A 03 is GbA50r S; wherein TI
04 is T or S; wherein S105 is S5A5 or T; wherein Yl 06
i's Y5R5T5 or M vvhereln YI 07 isY or F vvhereln F 108
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pol ypepti de conprises an am no acid sequence (such as

a CDR H region) selected from SEQ | D NCS: 28, 30, 32,
w®2006363788, and 40. In sone enbodi nents, the PCT/US2006/013936

pol ypepti de conprises an am no aci d sequence (such as

rooiso % STl SO, ELTREP LR e T s

TetroRREYNEOL, TeRodics®TE, TeesHsPERS (BASFR andrwnﬂnﬁzfuohme@@ﬂ no
aci d sequences shown .i n SE%E%e NCS: 3, 4

g The guefactants of e Anvertion maw heee fatpialeobpl, B@lﬁt 4“&!‘6311‘ QIr‘teB%thle
origirf? OFHEr {BRS B @né)fon I r Ghe biRGr 8610 Beddond s‘frﬁﬂlye@ﬁl? ®nly minor
sovvnlns\s :9, 10, 11, 12, 13, 14,
adjustpgnt pohoformlatignafiferenaerct . the inventi on pr OVI des a
P Qﬁlgfsiogeac(:%ﬁ-% ﬁ;s tl%nlnmfopquQ hﬁ%ﬁ'&v‘eﬁﬂ %cé}mafi&l of

aci d sequence as a CDR redion, such

surfaciardy, dry @@Rhuzerr\ec@mmmpf samulsione drofr ghaut Q)2 SEQq aqum 5 ¥ in
(d o / )
perti At sy 1 o, 30 & o A eoRl i et FE% (bt s 9 e
advarrtmpw)s@@nabmmm"/htﬁ)aévou@ %equence (such as a CDR LI
r 'o and 22. In
g%%he lgiglllsell%(’?glm’{ﬁggggfoanggg{% %ﬁ%ﬁﬂses an am no
adn dn sdguegems (esnbolingat, ahdChilRsedn? invenfionryrowidésefor enl oflrioiwater
and 23. In still other enbodi nents,
(O/W?ﬁ‘gu{ﬁlc?fl@vg‘éc&tr?%eopﬁwener conpri ses one or nore of the
ar(rl)no ac hghes e subitivascontaiiing a Madth anfigdd0&: Bamvhogén cdpable of
.. In still other enbodl ments, the pol ypeptide
mdu%%ﬂflﬁ@lﬂﬂ&%’f?ﬁ?ﬁﬂéﬁ‘e@ﬁ & of nore of the amino acid
Q?llenﬁﬁéin -oRRWpopiliSERbyR NG Palcddl; 11, 12, 13, 14,
an 0050] I n anot her aspect, the invention
plOVi dé?‘léf’f?}é’wpeptl de (such as an anti body)
c ri §nBgichkk lf'éc‘e'tl% 2l nipPisfg @l than about
i 1 %Jbﬂl g?}ld/ o?%%%R H3 reqi nipis cted .

regi on, such as on) sel ected
f rom (43 "/@E@qssthﬂ@sbfw 7hﬁwﬂ6w) of pthyles oxidey | D NOS: 55
or - ) %
59a gxﬁré 1(5)11?() h QIQ Myﬁ?edafl\lca%r cholg(ﬁ gf%?h%lgggad@ 7% % _or
| D NOSMeB (aﬁ‘éi)‘@freﬂﬁ’ nepﬁldSorre enbodi ments, the

L3RRI SRS P, 0 A kB

71 %EY(wpdf, eﬂmmeemdelm adomagenusly an rethoxglated lodeyp allcylpé puitid & to 14

EO. Efggf% %{5 cQ ?J&& %C Lﬂ%’é‘%‘%ﬁ g@"l\g Ié%g C@vé@? 5c§" %&EB Bmde is

advargapdolly anl anhcsaylateld obdyhdcolmhrivaiti IFHD e, méthe pol ypepti de

rt ri ses am no, acid s ence. shown.i
o|lf rJE %Vran%&’(suf [f‘ﬁkﬂélm"fé thpg conggrtrarign 2qf DppIQnig riﬁ-‘/gr"phlhc
ethox@lated rfat@r‘rﬂ&ﬁhom‘mg@eraﬂh dgropnibopepiddeo ﬁbmtt 3 % aivpartiad® from

aboutl Bgl\&tom%ogt 2 fé ‘%g%w?gn aayﬂl} a%éo%'slg{eggrpe |nt} OBtt ago&nto Qbo%t 95 %,

expre@sab aslh ?ssm&&aget i Gveiit Bp Bk &f ez tshar (weHNPér t6€ ﬁo@ﬂﬁlccﬁlghly
he _am no qﬁd sequences shown jn SEQ

hydrogkstic @thomlatei fatty; glcoho} the) goncergtionsis gegersHy fiop él?ﬂslf ROL % to

about@sm%c%artléd?ﬁly fPOHE B JuPD.0P B 86 235 ROMYRBYAe bfHCRoR about
rising one or. nore of an am no "acid

0.1 %stocpbeniced (’/ (m/r-i) afr@e &OTPRr3tiog od e roadaric linoptEdy ethoxylated fatty
alcoh%g%rall@%ronilﬁyout]@ 1 930 808 2351%, N@%la{@ 13%% W‘?tto about
I nvehtion provides an anti - ant 1 body ?suc
an antagonlst anti body) that binds NG- (such as hunan
NGF) with a high affinity. In some enbodi nents, high

affinity is (a) binding NGF wwth a KDof |ess than
about 2 nM (such as any of about 1 nM 800 pM 600 pM
400 pM 200 pM 100 pM 9GopM 80 pM 70 pM 60 pM 50
pM or less), and/or a koff of slower than about 6x10
5 s 1); and/or (b) inhibiting (reducing, and/or

bl ocki ng) human NGF- dependent survival of nouse E13.5
trigem nal neurons with an 1C50 (in the presence of
about 15 pM of NGF) of about any of 200 pM 150 pM
100 pM 80 pM 60 pM 40 pM 20 pM 10 pM or Iess;




nunber of ATCC No. PTA-4895. In sone enbodi nents, the
host cell conprises pol ynucl eotide conprising (a) a
WO a006a43e3 r egi on encoded in the pol ynucl eot i deP@i/Uk2086/013936
deposi t nunber of ATCC No. PTA-4893 or PTA-4894 and/ or
(b) a variahle re i on _encoded in the nucl eoti de
2.0 MVﬁntage@éﬂts P LA 40P ARHBES b masr Al V&s geouply figgpabout 0.2
% to &BROOL WERY/S),. the host cell conprises a polynucleotide
encodi ng (a) one or. nore CDR encoded in the
p&t PR @é‘va@@eﬁc&e ebediment disortpsent iypeiongrovidesdonan oil-in-water
(OANE&ﬁmg§g§mgmn?;QOﬁ?gg, and/or (b) one or nore CDR
encoded in th ynucl eotide with a deposit nunber of
AfOC Nen aWAumwslonqun@m e ftsetie Aatige, or nununegen eaphble of
is a nﬁﬂyahégpmﬁﬁhkrﬁ%ggggl aidd.anot her aspect, the
invention 1S a co Eound by antibody E3. In
afdt her n@rsmwtllpopm oboempylated fatey dlediohit ed. |1 n anot her
aﬁgect the, %ﬁnplex is substantially purified. [0065]
I W anot Rer aspect the invention is a conplex of NG-
bédind byor&wyncd@dxtobmhaamomece&tty)alcpiwll,ypept i des
descri bed her ot he spe
9 o B8P TiFiontPe BORROBIyRRESHk bRy REF BoScopdiymer
S Cﬂhst Bytrophilicy efhokylhtee dfatty Ofl6éHol 118 advahiagdousigpeclaptyt hleohol
ventiopn is. a phy uti_cal 0 risin
complfE Gors Hah iy A PGS HIBI0 ) 2t Bot SET e fridk, and

more ad¥anta@éetysliz3h ebxylatky olegll sbdhbldeih des ¢4 EOethdwneivhic POECFOP

as pharnmaceuti cal c ositions rising,.t anttbody
blockgapd e A AR STNGESP O &% (M Gf e oxds.

ang lthi@dydvﬁﬁsag@aﬂ @nﬂbﬁﬁﬁdﬁ&c hdt b&@bﬁtbéuaﬁ cePaRiddic hydrophilic

exci_pi ent.. I n_anot her aspect, the invention is a

ethoxyate é%t%tlcﬁ@h & @Pﬁhﬂy &iom Hou - BY6 4o AP $ithY: Br BHsYIH from
about@1,50% tro Clbbolit 5.9 'nﬁiré‘ Qd@aﬂtagé%ﬁﬁﬁsﬁdnﬁ rhb%@tcﬁ Brost Baibout 3.5 %,
encodes for antibody E3; turing the host cell or
exprefied g A PorchRpgEGN vzmghtrby of@hmet femglsiomtw/g). Fenths rr@au@w 8RE-
POP lﬁé%kacglﬁahg%y thg%ﬁ c@ﬂtgatﬁﬂ ﬁé %e}‘tér[&%r ﬁ&‘ﬁ B! OQﬁd% t(ﬁlgoout 30 5/8 Hore
e ex on ve

press ctor conprises one or

particilotli frpim tab@lt@dl Yantec ket il de’s 6t vle ridie scogtentatiamof-thg noggonic
. : b

v B8R ey AUGH PR AP O By
from abqub D2redb tabd)utde) wad)@magecﬁslylﬁcgmabcmh a|2n%amdtbaut 1.5 %, more

n eotid n y chain in a suitable
adwm%@F%mHW% ahj?Qgépg O%UE&WQW?ée encodi ng E3 |i ght
c Bah¢ralhya stha edmh;ﬁﬁll iccmd[ﬁgefo e iAvddGoiNanayPRAe48 PBasa nidiersion

mnmé%gigyﬁg%dwﬂ 8gcaand thﬁﬁgﬁ%éﬂ¥cleotig§, nc dinggg%une

pamcglgﬂy:frainlay,oﬁtqlg,b(g)mo@%op@cover| ng and/ or i soI ating the
ant1 body. [0069] In another aspect, the invention

phBY Plo3s thecipRRsatye % SHiine |“ﬁ§f'é1h9ﬂ srufsins ergasepandikin-
water e flbnd? dét@hasbsoctte‘aﬁa of RS Gk A6 arl¥E B rkY PRV F R Ig&%si‘ %he PIT
one or norée pol ynucl eoti des encodlng the anti
value (sl &R meafutee byeprions ahsang xfor exsrple by alsgaln@tpearbmghtor by
condu@ﬁwg}9 Y oG 5&21 acBPha Feryle &mre %@ﬂwathgﬁr%f ‘tllﬂi HulfBy, for
ressed from one vector) 1n a suitable cell,
exampje rof rahblttyZSFGI ih mdtebbath.eﬂtw@mmgtumw i/ pogiessivelt inagpasede The
[ t.
chang@no i tﬁg SX%lgf %?thy@ﬁ%tei eﬁt\%tgsr% | (l)én %sgftgﬁ rrlié t %%%Zg%on with a control
emulsémt agahly ﬂtert@lidi@,:ﬂ(esetpﬂnatim ifn twaphabiShe lehaige @if @@l surface aspect
activity using any of the pol ypeptides (including
anti bodi es such as anti body E3) disclosed herein. In
one enbodi nent, the nethod conprises contacting human
nerve growh factor with any of the pol ypeptides
(i ncluding anti body E3) described herein, whereby NG
activity (such as human nerve grow h factor activity)
i s antagoni zed, reduced, bl ocked, or suppressed.
[0071] In another aspect, the invention is a method of
detecting NG using any of the pol ypeptides (including
antlbodles such as the antlbody E3) descrlbed here|n

o o - o .. .4 o o




while 15 pMrepresented a saturating concentration of

NGF. [0089] FIGURE 6: is a graph conparing the NGF
whbwek133gs ef f ect of various Fabs in the presene€r/u§2006/013936

either 0.04 ng/m of rat NG (approximately 1.5 pM

wn,inlo or 0. rat NG- ) ;
due tp gﬁﬁ?‘ﬁ%ﬁﬁﬁf’ %?cﬁ gﬁﬁp'smp?fam for wdyigh this ghange
of vital Epedt- @as%@&e ﬁé ﬂﬁmma&}ahfé%frtﬁeﬂ %mhfsho&iamtél’d%vely, the PIT is
concentrations of F E3; nmurine Fab 911; and Fah H19-

determyed byq the 29wk mag&ss’%‘g&ea £EnEERY piiue bel eaborhe5-15

milli$iERbhsfcetiRdrr %@cﬁ?'(&ﬂi@&r@c@r tRnsRA tf‘l%o Fabal@é o?%%@utNg:mS/cm
concentrati on, and is shown in Tab

(watesip-ih griplsigmic fos Phygiphasicalaralinge pe AgHEAYS phqs@etﬁﬁqrsmed ¥ dFrbe

placed Yhth) t‘ﬁ@lemumanh n@e{? 1ls%9fa5g THE Qérﬁfféré'fﬁitee leot \gﬂicl@ HRMrdrRitol Gvas

presence o NG-,
obseraiprh riostie FAT eflabae pf @emwulsion h@nqb P%@rém@ &hll ml the gy willtbe able to
I I
ccro coBRARGEN, TP GRRar nE RanBl, AR et el Bligifion, m
orderN@Ehmdase angsinos aduerdi@@ thevihvdngior, sing fin p@pcté@am@iom having a
tur ti conc [ els, the X

PIT Vg &° Wl@’g} tﬁ% raﬁ gesa‘? odaatéon?eng%dp )‘/l lt\l%dﬁl g ggge?gl}egtaﬁ&? nM and

t Meen¥rallyi nulsicrsespodids td the peasert emlvenmmr mAag corftffdG] volume per

FI GURE . 7; j h ' 4
volurigy (P of Eimulee 8 Aol %R kevoent G o b o R ERETES Gty pmd
the sﬂf&&nﬁN%ﬁ:lKﬁrt;oﬁlgi frowy/ alb@ut Ag%ﬁto gﬁédﬁ g0 %’radﬂzarﬁ@ek@lyofrom about 8 %
ti- ant | re ce
to abgyt}5; %% and.gnerg 2 gvaglfﬁg?%%(n?% albg‘étr]gné’éo eb%%%/a f @hﬂlﬁ%& By

deﬁnﬁ%ﬁa&ihgé@ o€ QfthésTh thel 28R spbdifddiEn &icluds aBvagk 8RNimit of the range,
cting resting pain assessed 24 hours after surgery

“nleséﬁ&e%ﬁmﬁﬁat?‘hat treatment with 0.5 ng/kg of anti-NGF
antye RpdYsefEfha§ BN hineAD bl ¥ndiRmk, 80500t 11846 @6l ﬂaﬁ%ﬁﬁ Bﬂ such as
pain when injected two hours aft er surgery.

isopapf{ipiREoi; andéory n@l?lﬁlpﬁm% Iphni S94alence salgNe s pesftansl Ml@b‘l"eﬂe

s
hydr(%@ﬁ’it%@{aﬁyfg&blﬁ gélﬁf@c&%s gl‘) gir']si?llbr%%e thlgt&HﬂF%g%Hr?%d%e R Q)ne

advalaagews)rnngara? qﬂmse%fnf ﬂx@fpr@sent)dn@@@nlmaammclném a@pﬂzcommsmg a

0 P

P pbisd 08l ELBE o PR RN, bl o1

advarktageansINGEmOIS ta r32; akmdcfx;ee B8 ar(oﬁabc) cqmmiuads: Sucht @isasay, BEexample

be o dnaoyr i USR5 BURARC SOBRRE Moo

6 VR k@khiread). about 4.2XI05 S1) . [0094] FIGURE 11: is a

B AU ottouR haessiln R PO PG > it e o

descrited ASBHS Sﬁiﬁlnbiﬁy @ﬁi’p@ﬁfdﬁl thB (ihlﬂtgredﬁ“toele g abetcomprisd\(teast one

. nd trkA sho |nb Ies and and p75

oil Se?@r?émoag h’?ocrlw?s’wcga?ﬂa Fo0XS ¢ andigfdea %Vgg%%f? %@68& {fis yqgetable

oil reﬁfé%ﬁﬁdrﬁlﬁlbdﬁﬂo afy, m@pﬁm %Eﬂ{e @b phaethdviiagbo@t} Som about 5
cor rela‘_)gonds t o NGFbin percent maxi mum

% to)aheyte %’d"@o“ﬁ%ﬁt"?@tﬂr"@n%‘?%‘i‘m EEspraied OFE ki 1 rL%stw acid that are
blodégéhgl%lé Ghd ARahgddETy Biplid a0 Roﬁé@te?@@rahﬁg &boﬁsrﬁd@gl‘é@ H¥r at

reased signal  (neasured When anti body E
least ok )t nostdle e gixe cwnlsions dakbere mmd@é e Fpmpsteise FoR SXW the
S Vi eLin)
voge B oy 6 RGN B duP S o SRR iR st g enine
primiobeoaikandghealdie i ty of full anti body E3 and Fab E3.
Survival of E13.5 nouse trigem nal neurons in the
presence of human NGF and various concentrations of
Fab E3 and anti body E3 was assessed. The X axis
corresponds to NGF binding2sites (nM and the Y axis
corresponds to normalized count of trigemnal (TQ
neurons. Full antibody E3 and Fab 3E showed siml ar
| evel s of inhibition of NG--dependent survival of
trigem nal neurons when the concentration of whole
anti body and Fab were normalized to the nunmber of NG
blndlng S|tes (Fab has one blndlng site and whol e
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anount of an antagoni st of NGF (such as an anti-NG-
ant agoni st anti body). [0114] The invention al so

w@e@eilts33 met hods for adjusting the affinity OPCHIS2006/013936
anti body and nethods for characterizing a CDR region.
General Techni ques [0115] The practice of the present

i rﬁﬁaaﬂally;nthwpkdserénpvemywn eniigens UsigcnRBEoYS P High cgmprising 2

suita 1(3) g%cg%lrﬁgrapl eco hlmc ?fe?ccg;t%m&& @)Ecr}#brﬁl &glﬂuent mcludmg but

ues crobi ol ogy I
not HniieH agys,terﬁe watee rphsmpl;aglaaldsahmghmﬁgglyuffwn@ Hheiks. i‘i}lft mmcle

exmqaqﬂ? Py Elih}?n{ gy s? éf?cl "de p%llj}% ﬁl‘éﬂg of! #Esou"i’fe &l Rd veh/éf:le

e, a oni ng

exmﬂw’ﬁt) QF ailﬁ)dfry nh@rn i@l exampleo mk:io (edmpm&a nanQ@a abids) qjcp‘@des,aantlomdants
1989) Har, b Pr ess: t d th

bactegphRRTSOpRES Copiogate gl S A a IR ibfhe oif and the

surfablaft quqi?allrduyraa abRie 160% Gl the Bolhegyf thé dnalidem eepoyding to the
Not ebook (J.E. Cellis, ed., 1998) Acadenm c Press;
mventioPml Cel | Cul ture (R l . Freshney, ed., 1987);

| NfHe0 gfé@éﬂt GhvdnBiofedohteaiptiteti &5 Hﬂm@.d)lnt cb‘rﬂ)r(sﬂlgpa wmfﬁm roil; an

cthoxited s sleabol it § BBt o poRt i ggsetagt 4 SnbefE oley
alcolﬁi 'vxfl%'ft 550 AsbnDofdc Hy@wBhilic sﬁﬁ’a%tant 199 3-PCIBBOP block\bbbdymer

ons; Methods _in Enz nology ca c Pres
withpwromaiCbiooR % FOBRg M Wee 9%@}59?}85@%; Topiqiic drophili
surfa]\ggt ﬁﬁarﬁél%gﬂ(@f)a{rafﬁﬁq’ﬁ i3 atl a?r%ﬁgeﬁlgﬁﬁa};ﬁ&ﬁ aeg 5% Shatt 50 % and

advamg@)lsly@m dhout Fii Yt tocbey 30 %o W)et%megwxﬁmsﬁ 8! %ﬁohm with 2-3
h%?%hnc%k %{?P fro‘?ﬁjé 1% %0933)% aﬁ%{aégwﬁlyﬂ%ﬁ OB B36 1GMRI(W/v);

., eds Cur r ent
the E‘lhmtydlmzd eleyhalbqlmllno‘i'l'@gi}G(EO Hs atdhg g@}ﬁ:e@fatlap fronpds% to 5 %,

advag ()uslir gor t1PoL0 Cégl )Z | @9\9%%1‘15 apoBipRIpO QYocfc de@b&nfé‘r" yith

| Aimino aneway and
apprEEilaMfelysm tb%?% E@uahd b O esoup 9804 1ocig0001 9 the concentration from

o013 iat% 18 8Bua7 R TR AN Mo es. hpr act i cal

appf &sbnd dtaboBiiadan ecodrdinpcto the fDesant, inesion, tidxdnurlglon comprises a

para%‘rg{)%/}fr&;g} xglé%a&leyf %ﬂ%? ﬁ,g)nt In% g(lr)llgl E%fhéhcssurfactant an
etho%ﬁﬁt@@ loldyRBIesIRY Qith Rr 0B nbRRNc hﬂﬁlﬂ@hﬂm suldhcimﬁs al(cM POE—POP

netti and J.D. Ca ade
blocjo, pePelyme with i@gg}jlmagk%(w:ﬁ) M E@#ﬂ‘ﬁ grogn% @E(%Oa%)t 16((:)(6)0 as
nonWniERFRbgANN duMadiant. Qq}c{kﬁoalaﬁ‘theqiarafﬁredﬁ is,at .cBocentration from 5 %

Li ppi'ncott Co n finitions
t0 50 % adm@geouﬁlyr%m ?{Mfﬁéﬁ % E)‘{[J?e)r the ﬁ&"é@&tﬁ@ ’ééjﬂog;l%ﬂh@ Wigh 2-3 EO
is atSﬁB? %bfldeﬁtrgioﬂdﬁcﬁﬂ Otzo"/oatot 33%3 %Hvan&ig@&hsﬁ'sﬁ&nqm boty 8l0a®/v); the

nucl eotide, lip ﬁgtlde etc. thro% gh_at
ethoma]awﬂ derd 'dthQ emthr é@ d‘g(E ii6 | abrfhe jcoacenfrafions fgmj {2t he to 3 %,
advan%aga a\gs ge fx!’oﬁxg lo@n o0ft, 18, | WYNQAGY QRYIIFOE-POP E98dLE cofdtymer with

the’ tern1enc asses not only intact
appmin)atélpﬁi&to 8;& YhBPcal eIV apundisaP k16089 ds aéﬁlged:oncentratlon from

00%(3§?§n8§§mp @ﬁér§&ysaggﬁ?gqpﬁ(gﬂ§f FggPo% srorg?ns

Cco mp B itlsikdn @nbmilraﬂ‘ttlabﬂn@lng) m the presend nmveahgn, dhehemulsipr compiées a

gur tio t he
e b i BT B LR At
an dtHb&%rl'dﬁﬂ $legNalédhol Wikl §-6aDE asnt}onelbms bydrsphilic susfadte, Inlpgmcular the
gM (or sub-class thereof), and the anti body need

not be of any particular class. Depending on the

anti body am no acid sequence of the constant domai n of

its heavy chains, inmunogl gaulins can be assigned to

di fferent classes. There are five major classes of

i mmunogl obulins: 1gA 1gD IgE 1gG and IgM and

several of these may be further divided into

subcl asses (isotypes), e.g., 1gd, 1g&, 119G, |1gHA,

I gAl and 1 gA2. The heavy-chain constant domai ns that

correspond to the dlfferent classes of I mmunogl obul i ns
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spliced fornms of these receptors. FcgRI|l receptors

i nclude FcgRIIT A (an "activating receptor”) and FcgRI I B
W@ 2006/1133M3 bi ti ng receptor™), which have sinm | aPCHDBI006/013936

acid sequences that differ primarily in the

asm ¢ donmins t eof.. FcRs are revie in
peratfy} 60 A 3 ApeRHET Fopbo 1o R0 AP B | Tk BSgs (V)
the e@ﬁﬂﬁhte@tolﬁh atcoil&%uhlmnm taewme&on&n&&o%ﬁoﬁW1 d8 to 3 %,

advan%ew%éfrea G %‘2,41 fe&eé (Wh"g the Btlh%’fyéarté\(/f 03&)@ ﬁtlcatwl Vﬂ&R?ﬁ Ehis@hthe

concéxﬁraﬁ&ﬁ@&ﬂ?f"}btcﬁs L7 Edﬁaﬂﬁgéoﬁﬁg%ﬁfz 0¥ t8aisenal)) 9Gs to
he fetus (CGuyer et | mungl, 117:587; and

KI Qatienally othen gympoynds nign die, agded 289 °0- 3[1191@'65] to the emulsion,
1nclud1gg nmtt %ﬁ? ﬁﬁutg@ RE Qﬂﬁﬂhurﬁ}’ é}g@ %,‘g@dut:béoﬁcﬁ:@ QOD@C} ﬁBa?{lc%ﬁart(ﬂ)N

enent

ar get e presence of
2006T2@7C l é?r@n@r H@ﬁl(gmj_gﬂgﬁaitﬂw& e InﬁtzwtOéttIeedmbgpaﬂh@OOZ

84: 4? 52?%&9@% Ctjl\bl etldl ! Pl Py HOADON ?;%w‘PJpthh S0BORR dz%?%k Mutwiri G.

gt_aLc&tplfnmdl Jthmhrmatﬁog@(&t gl: @ﬁtllogelﬁeﬂﬂﬁmmlsfsetsaé & dmplueeie 2003,
10 BN R0 9y o7 oy 345 SRR REE gy, g

edite@ b9 %):haehﬁden&lbﬁ’rdf Mnrkell Nefv@iba,/ Phakaacesgich] Bsvechnologh eb: 03)

dimeftlop e pmmitionh o BRias DRAT S aleesin BB e S, gmd

Adjuﬁdﬂt appracht, Sﬁqadeb’}cmwhﬁeltm ePoen \ayid Miaxk 17, Methmah gPkareBeduical

riable.re pn S .in Figures | EQ | 1 1 nd,

sioref o g 257 NotHiebical’ S hisCotsdresr By dirarpe dnine
(suchad%tA\bmﬂte@’)Eab{dt Pct439|,i dagboeRtdhitekai ke KA PAteEl¥B5 196.65,980.912

di agrammatically depicted in Figures I A and |IB.
ﬁxeﬁmﬁg§es 2 and 3 show pol ynucl eoti des encodi ng heavy

anghe | pr&kBit iGRRIOR alsh $2REdds avi@biMod 60 MRS laNehctiRg c&ﬁ@é}hon or

and |'ight chain variable regions shown in Figures |A
1mmtatﬁh)g]cgomp@§m§q%sylg afjeast §8R antigen enimypgnogen and an adjuvant or
emulﬁ!?ﬁ"ﬁﬁ@é §dcofitd RNmef rgént' AyaRaSE" ThE Gninlinddes n%?@gg) nf orated

ferent bio oglc functions are associ ate
during ﬁmutmnrfgnnamn opdn an ali¢rnatel embodimeyit] the ymmpnggien a:naydve N@Bd to
Rit ctivity and/or downstream

the e‘gﬁ‘?ﬁ*&%@&? f(r)rrleé%%ﬁa%’di %%eﬁl%: Sgl gnaling; and ability to

i e lontire [N@Rutieqfcehel aqueous rolnitiva usedfmaypbespredefiGinshe emulslon first
pl'Od Cﬁa Qﬁnq%v&el tl)g]O %Wn% ;l};%géaftﬁoidth%% n@é&éojsrolﬂﬁn%glls lflﬁ_eg ?%%0 e emu sflon
and thearcawindtg spamt8y dfnageows eotbiiwh mentidd Wil ireompoialidl of the

refera,to 'nnunog}obflln en odedlgﬁiiq2:% ¥
immynGeshy 1Bt SBTREECR O SOYSTE BY P Bht DORBACE foqp 9 fgesent in some
other@pmpﬁaté solidoen ol tAeCRixN0 .witiTiRe 488Bioar orAdifsthady, the antigen

may bt i i bl Sp 8 iAok G RTERS refipraniotn e

emuldi6il 28] As used herein, "immnospecific" binding of
antibodi es refers to the antigen specific b|nd|n

| MPERARYS 6FF pfEniagRsl sadded ik ehehEcati i et ¢ SR $ogjition

accor@ink Qo GfeirdBludty. 0Rs ¥xansle,the n&pﬁﬁicf ligopRilk @@ tants are added to
recogni zed by that antibody (i. ﬁe anti body reacts

the ofljaceprding %th@ﬂevqmlpm while Eem-mwohydmnhétc Jupfaeirss e aAddeds fadthe

aquedQ Syt react detectably with unrelated proteins).
[0129] An epitope that "specifically binds", or

"preferentially binds" (used |nterchangeably her ei n)

to an anti body or a polypeptide is a termwell
understood in the art, and nmethods to determ ne such
specific or preferential binding are also well known
inthe art. A nolecule isigaid to exhibit "specific
bi ndi ng" or "preferential binding" if it reacts or
associ ates nore frequently, nore rapidly, with greater
duration and/or with greater affinity with a
particular cell or substance than it does with
alternative cells or substances An anti body
"specifically binds" or preferentlally blnds to a

e Y Y




activity includes any one or nore of the foll ow ng:

the ability to bind an NG- receptor (such as p75
W@eab0133r3 KA) ; the ability to pronpote trkA recRP@L/U82006/013936

di meri zati on and/ or autophosphorylation; the ability

t act e.an receptor nal a
L o SR b B plegred Ay oR R e o R AR mettods kiown to one

of orcﬁﬁ@%r |sfuﬁr1ﬁtthd3ﬂ‘t $or diaviple, 10 6AMHbARBR b &le HBRBORSerltidn, the
physi ol ogy, |nclud|ng@ (in the case of neurons,

emul%l%motren@elﬁé Hrretemperige Bepy thy PHeel BR proisigngdn paticular at

roomrl@rﬁf)éi‘ﬁﬁ}e BR! BN %dﬁgﬁm@)’mpi(ﬁg&ﬁeﬁh% al @ity Cphase are mixed
function, neurotransm tter and/or neuropeptide release

togethen by rae@éfrhé‘iﬂa%l aghation p-gvivitly 2 duingeequipped Wik jaj rotpr-sigtor able to
createpef ﬁ’i@?tsﬁeaﬁHé Ydré’ea Ad@atnta@%‘@s?y Bk3oRatddnl s%@apgllow FtdtRH3peed and
the abilit to ned |ate pal n, i ncl %
slowlp meagq;rlg |rQ,1@ylonptg|thp pr[ogljp%&]e qqglt@g eggnqii@}yeq)f e aqueous solution in
S I S
the oil. e%&;éﬁ%gé%h% ;[%e %{1‘&5&13 srofﬂftlglg %f érg%gggv%{y'a%d%% fsix)g 0111 Tﬁé ratio of
oﬂ/aqpq:caas eolntdnmat bd wlapted @0otsipa mterﬂnmb(\iz}@fem\mly f(‘a'texample at

9h9% o f e t
s conbfThor S ABHL e P ERURSPLGERN E YHES8, RWHRB L Soaep e
emulsunr: thades @ngressikielsi chuah Orel bmmlslon elllilecadoling @t tdvai teh@ierature
n a.recipient for vector(.s),.for .

ohasy o SeishT RS bR RE e FRLGPLE Kb by adfitgn of an
aqueduf Gbluten [ov obaly thefdesiral exgkentfatsd of @lll intoathd filag ep@ANThe

may n ecessarily be conpletely identical (in
enmﬁﬂﬁ%ﬁfﬁ%ﬂﬂm%?m'Wnaéﬁonlc DNA conpl ement) to the
Ol goftak eRBdd@RENtCEBE bmldidn bah Biirelfadd at @ Edipdesnis |hlghé¥fthan the

A host cell includes cel

I berate_nutation.
PIT 0? ﬁ‘&ﬁ@é%‘i“e&‘ F HOy g g e PERPATE sy Rbpss) arg e tagether
ata tdn{ﬁéﬁ'ﬁlré Qidherl thakAkHll PASoUBEEMNGEET AvanthgRadifRRtag uéo%s @cﬁutlon is
proach for obtaining beneficial or desired clinical

progr?Sé@ﬁﬂwtaé edrtg theyif. pids aatieoe! qiligayequs\salytipmmay be gdanted tq|obgin a
waterCiﬁ 8l17(®G0F binieA) fof @ﬁiﬁhﬁéaﬂ bt BSF bkt 4194 1d ABBut 864 of
one or_more of the follow ng: inprovenment or
oil (V/é(D | Thgieaisfication may badensdy afagisation, withllew inagheseing orce, e.g.
with acé?e{tfa%&%r dr A AT RIS (%ropgﬁéfj’ QRAHY t‘&rbn%oa%‘é v§1:flr lg\lv ‘I‘@tLtlon speed.

eumatoi d arthrrti s’ pal'n, or osteoa
The epalilsnpn Ghdaingiis pos@gr-mfoﬂt /) wmubmm bna s@enréfsﬂep,| tae emnlsmn is
[ r u limte
coole:§l g»f’dgrre%gvgl& b%io%lthe FI[SIU %oquiﬁ)l\'?\n usgeg) }?’n‘%: Iorrll gc %.n o3 é% an SO/W
emulmverhastey 1nwlrdl<m)1 atﬁleo lmmefsmmnmdorf medat, Stlyd‘r[ahmtsmn is diluted by

B 3L SO PR S L R BRSO By 0 v

emulspm Thesamg$ibn may Ye stbreder&atmsoa) [0141] An "effective

C e of b of Sl S D Pl B B o e 4 m 0 about 50

nm. TRN&hilgibal mar belased, efbr leRStpleSad BE! adﬁjvaﬁ ! fdﬂnﬁﬁke a vaccine

results such as, qIIeV|at|on or reduction in pain
Compgsét}%é’(r poRermareudicslcompositiondmenilsian piay aliadn P%eidé‘ﬁ édolvent to
dissolPN1E dREd FTBARL, RAFECALS b TPphIRSH prE@ict BIHRRAE Sfopéxaiﬂibles attenuated

i nvention, an effective anount of drug, conpound, or
mlcroﬁ%ﬁ?lﬁfﬁ%@dtvﬁé%ﬂon’@&%ﬁmson is an anmount sufficient to

t t I d {

P B e e o oo e i B8 St of e
aqueons sdfhition; ‘Ship merﬁmvémﬂ ey bs tidued b}haddttlog af aisnspehisiors ofan active

enbodi nents, the "effective anmount” may reduce pain at

r est (resting pai n) or nechanically-induced pain

(i ncluding pain follow ng novenent), or both, and it

may be admi ni stered beforges during or after an

incision, cut, tear or injury and/or before, during or

after painful stinmulus. As is understood in the

clinical context, an effective anount of a drug,

compound, or pharmaceutical conposition nay or nmay not

be achi eved in conjunction with another drug,

compound, or pharnaceutlcal conp03|t|on Thus an

T B T o o o s ' . Y



[ 0155] This invention enconpasses conpositions,
i ncl udi ng pharmaceuti cal conpositions, conprising an
wEoantisbody or pol ypeptide; and pol ynucl eot i dBGT/US2006/013936
conpri sing sequences encodi ng an E3 anti body or
pol ypeptide. As used herein, conpositions conprise_one
ingregientravele as AtdrigeN &5 IHRURSEER FEFANAEEIS M} KTpRQReR, (10 phipin the

final @9&1}@&&10?”1@%&{115@«%@3[ Ynel RemBisi hey BHIt@NGHIPEn AR solution

eot I"des conpri si nlg sequences encodi ng one
and used ucndlseolam ftieskfirednchyuch ot W@ﬂv igdpradhelt bind to NGF.
T 2 Gmk uggé)e%l o&' ﬁ{]g}n%ﬁaglyf‘otr ! inCGRIPlesE 1r§/@ﬁt§cﬁ1l%§y be selected
||c|ents arnmaceuti ca y acce tab
ﬁomehecgrpm;emlsnngﬁfunhcngat@lmﬂmgsns wﬂncateChpaéh%éna, inmonggenia sub-

units. (g S g{oiedn 5 r?f) %}3&1&'@? BJI P%(%g:) p(i)tg}é&l # t&ﬁfynuc na t expression
vectcﬁsl]’ﬁh@ﬁhdiﬁg];ﬂ&smld'dﬁmvmg\mmmnogenai lssrrtsn @onmra@slethent of the present

mvergxggyh% %%ﬁ%%%ﬁéﬁg%ag Ll b %1]%8%% e19r§n?{'gno er embcr)]d ent
of th@ HvEReR th@&l%c@ﬁe ddnq:omﬁme t‘:ﬁmpﬂsesairﬂnﬁinmogm etdcted drdmy tha rgyoup

(,one nnre) e fal racyer i CcS
of st roibgati BHhGneooRce! (BYCCR PRl e e
ente;‘ztﬂzh.sl hiech¥as Bodag Gials @BV), VINéwcastd Dideasd Ovius t(NEAN) egg drop

way nmedi at ed si gnal i ng: ahi it

syndmme@s 2@5% pr EWPW%Q/?@&@?% H&Bﬁ@gg’bff)v%v JES‘P“%%‘GEE’ and
the hﬁé—%néc&ﬁhgﬁmngﬁﬂereeﬁur ons; (d) absence of any

Sbﬁm= Icant cross-reactivity to NTI3, NT4/5, and/gr feli

ately, the) VAICIng CORDeSItoR CORNEIFSS 12N FENyBogen selegied from a feline
path&%%ﬂ Ghifhg) g11u|? XSt e 't& aﬁshtféal'x&%esw('\fs) (F8IRN| Fdiivie tc@hclwrus (FCV),
crease clearance of NG a§ to reduce or

feling tekkdsiie vires (FelY), deline fimmprodefigiensytvirps (F1Y), gebiescriag angd gie like,

ex ki nase receptor activation assay (KIRA)
and ‘iom%%kﬁg‘g tH%‘la‘%}gnt No. 6,027,927). [0158] The bi nding

prlnp{et ariogier embwmemwyacme cothpashiobiof the PresemfrinyqEFomFanpprises

h af finit oW ci

an e R PR S BB LBURR, Bt hihea B TRAL S,
caniige Gerpeyvivas i (ﬂfﬂ/)b eianme EBvdyimsel S(CRVY v nari@F opfonhvigns, Leptospira

t b di f.f
e i St R BB BT A o

Borde@kldbﬂﬂzcﬂ%pbﬁzb@md&ﬁe Hkes @ndeoohibhlahox& tedreafng capaci t y to
e AR 25 B3R5 oy MR 2P B
selecQéH f64 anZ&ﬁuﬂeh@ﬂ'N@B‘l dapeas edi\IlneS hlérpesVﬁlhs @jfpen‘b 08 eypiel 4)3 equine
trigem nal neurons at an | bout %}Pgﬁln t he
mﬂ“ﬁ’ﬂéé’@ﬁ% detegpus, W ess Mils Vit ARG °%‘B’af‘ 59 n
thg %@ 38506 @hbddimeRMopf th Uﬁaéhubﬁ: thel @3MPdsition comprises an
Accordi ngly, in another aspect, t he antlbodles and
immpasieg eqi@qt orp pn bpiEng pARAgEN.GHChEsabies YIRSy DQVRSTPIaN sy bovine
paraﬁxﬁQe&Q Wg %aﬁ\/ BY ‘botihd chlofvirat, bbb VirdideinBa vk (BVDV),

di ssoci ation Kinetics (in sone
foot endmditivalisesse s (FMD KD boving easpirators syneyBeivis (RRS Y frfestious
Bovia @I%on%%he%so% Iﬁ%g &Q%%c@}&z 5’ fe;!n)ellﬂnrgltl%cza{a' )Pasteurella
abi 0 1 nh | 'oc depe ent survival
haemaiuie ah_ﬂl th8 like tud cgnmhlrmabnmmrmfns with an 1 C50 of about

é%@%ﬁ{hﬁ G5 bgc}lrﬁl% thelﬁrgg%{lg ﬂgﬁ%@egbpﬁg Otlon %npr}vles an

imm@hogdef Sele@ttd &bmud pdrcime anmgeﬂ\KﬁEh ap,0db6 hpt limited tog swine 1nﬂuenza
enbodi nents, the antibody binds human NG-, and does
not significantly bind an NG from another vertebrate
species (in sone enbodi nent, manmmalian). In sone
enbodi ments, the anti body kgnds human NGF as wel |l as
one or nore NGF from another vertebrate species (in
some enbodi nents, manmalian). In still other
enbodi nents, the antibody binds NG and does not
significantly cross-react with other neurotrophins
(such as the rel ated neurotrophins, NT3, NT4/5, and/or
BDNF) In sone enbodlnents the antlbody blnds hEF as




conmon to nost Fab sequences. For exanple, the Iight

and heavy chains each typically have two cystei nes,

wokioeh1are often found at a conserved positi onPCT/US1086/013936
understood that the am noaci d sequence of a candi date
ant _antibody may b i.e. have inserted -

virus (8o ereiih chegy 5 doF PP Pt iairad e FB e fyndrome

virus a(pRptsy qbilldebles vauk (PR poRindpardsigasd éppv} hmbvs h¥!8holera

nber to indicate the_insertion of additional
(HC\{)Ewaw@maeh)@pneqn@g}aﬁugrygzge lathix rigsiopathien Basteurella multocida,
Bordaawaoﬁaasemacbschéazhz@a@me@zco@uegBerm) HeiRobadte? s uaaﬁ@the
fo .g., residues 33 and 35, but have no resi
like, @@tmtnaﬂw@qf@fal ign with residue 35, the resi due 35
| Sy L ARhH GRS eﬁﬁ%&%ﬁﬁoﬁ aeqnte%ﬁu@l Bﬁmdeg‘ FNOIBRE com ositions
appr oac 58T is generally well known that conparis
compmigipg b laast@nb dmmeangest andcan, pmplsmutnvalrémna@@lttgaﬂy gemetable
0
vehic Sﬂrr]ﬁ'%uglg éél? c{)llg él&?&d@#ég?glﬁ%{gl e%@a r(ﬁﬁb%;by in
vitro Etdalrﬂtretﬂodaumgtwcbmgte(wlme Lmﬂzlmnam hqst ceils lmsm mchoonvennonal
nera ut, not al | ses | age ser ty
et ST oo 8 P o B ETR e o PO e B G e
cultusSti rin cahwppiopﬁatalceﬂllﬁa,csaicm;/ MA-404 bell tieclee dJOPatent Serial Nos.

558 EnEoLgor £oaary ol ol res) 17 F i Gomaiap gV 2 may

be cufbtted usin®BR-136G3)1s lihel3&AYS FhtentiSenaliNeg 63D 1,8 )i S’IVOrfla)aEb cultured

angi - nt.i.body h as hNGF) can be about
on eggs 45 P'%&%sutﬁ% s%‘g‘t%ﬁﬁéi%@p%me & aEHEOTReBaLRY Giared
in a2 apPPYtiatd cﬂt&ré ﬁleabﬁu(cUs)PaZ&t Sbial Nos SR963, ﬂﬂtusis PENEA; ROKER. F.
bi ndi y i s about 2 pM about 5 pM about 10

n
et al.oop- Jaggtutzesl’égﬁﬁw"'sa]cﬁ?atw% pM about 40 pM or greater
t ano@R@Uin 4B chMred MnBRRIRID A ViBGhe cbﬁﬁ/os*i’thd’ild'tﬁkg pathogen is

affinity is between about 2 pM and 22 I n ot her

advandpaserl et vated aftesi keavesidngapnd, (pptignaily, Ft&&@tqdhancla%féc@twn by

mean; Ooan chRRRt tt%a%t %Qlﬁ%'t £t %gﬁb %na%deﬁ%&]\/l be@abﬁr‘dfnoﬁctone
bout 2.5 nM abou

ethylmmmabumry gthmlepmma@m}, tteo@ro ang stke mofop Wphystixal treatment

e ek i s 3 e

in theadst UFor8Bampple, the BBRS TFirup May &b cuactia@diyl be@bpzruploﬁcxomeatment

tPlanQ%&‘g% é lpM’et blzo:r':lgllg%a 3 ]P ?ﬁlf y Iogl\%rb E]t ﬁ%%%n%l (UIS Patent

SenabNblér 58@[’“64))1 llmiemaﬁpn bhRCHi2ndlungagbé acebmylished hsisgethylameimine

I n o her, e t bi ndi .
a9 (0, 1, bt oy ey (IS b sRaie- | R3gLatgs swine
influedpd o&ummysbe iﬂaﬁlt]\btdddﬂési@ afdeterpehty liks 'Itat:uslls.q ok Iveith &likldehyde

o] sS. t.ha 07 nM, In other
ﬁea%%sﬁ/h@ nf‘h%to bqn 9@ %33 A?JF%’?W fogpngigpogiae Baierium gray be
macumMed apmaﬁemy&b n@btﬁiéht @RoBR. mbop;tz), %y%thnnab@ ot BEI ﬁthment

bout 2 n

O g W AR R P N E TR
5,333yt 500 pM about 400 pM about 300 pM about 200

pI\/Babout 150 p about 100 pM about 90 pM  about 80

piite aivactivated paihosgBocan &9 pcedBipdt bBocqsventippelu conpgniration
techng]blm(a)sl,J tﬁp;gall‘ﬁpcl\l}?aq gz gilﬁaﬁ?%%lll\/l ]ag%/&ll\ﬁt&ffie@ B%c&&g%ﬁ%ﬁ;&%g%ﬂog means,
in patigulat usi0g ghromatogxapiy te;ﬂmumsrrmnluélng,thé tiot didiited tefgel-filtiation,

is any of about 10 nM about 5 nM about 4 nM about

3.5 nM about 3 nM about 2.5 nM about 2 nM about

1.5 nM about 1 nM about 900 pM about 800 pM bout

700 pM about 600 pM aboutt 500 pM about 400 pM

about 300 pM about 200 pM about 150 pM about 100

pM about 90 pM about 80 pM about 70 pM about 60

pM about 50 pM about 40 pM about 30 pM about 10

pM In still other enbodiments, the binding affinity

is about 2 pM about 5 pM about 10 pM about 15 pM

about 20 pM about 40 pM or greater than about 40 pM

NA =N - Y Y - o " . A I~~~



rati os are of no particular significance. [0178] In
one approach, the bispecific antibodies are conposed
w@b0oa/118s3 | d | mmunogl obul i n heavy chain w th aP¢T1/181006/013936
bi nding specificity in one arm and a hybrid
i mrunogl obul i n heavy chai n- |I%ht chain pair (providing
ultracgnigifigatien ok ACHPRGSs pedicRt oF sajectve, PRREIHigRE, ingraghiculpr; using 2
EWEE’E ucture, with an i munogl obulin |ight
pOlye Zu n-i n6 gn?@ one half of the bispecific nolecule,
f almmlunomegsqﬁﬂengemeaqmmmmtaﬁ@or@l@s ite ¢ Mpsspiciaytien also
- un » 91:9RthnE BRI or RNA plasmid
il HRRNAh SEAB TR e 7 S g e E DR or VA plasmid or
VlrusPui‘gl patvimsesNoadedyi814es) ABTsvIpAes, | ﬂﬁedcqvmr@ﬁﬁ 3 Teggalogous
179 te 0 I SN
polyx%g@%trcﬂe Hleby c}reg&eggd d%gaﬁtﬁ%ggéllf Qf’ﬁ?elr%’?vml%ségqém Vt%}f?l gIﬁeV‘ﬁéterologous
polymiclegiieofnay emiprisee at sequenceSut nterkét biod ipegpobesy ef ﬂ@mpyusmﬁ may

oA KPR SURSIE S ! DTG, S e Lo

capabifibBreplicatior MGHe wifiphicaattt@ell pudnbjectatlhe teriddscludd®cloning vectors

oS L 2O0 T £, SRS L LR
C '@ Serhnl “RdoRBinaBe’ hﬁﬁiﬁs a Pljdualebidecds' (gSﬁonhlt: BEN@Q s@gisytisetic, or
and technjiques are well known in t rt
synthg@%@}gnbgalcp gither doespof ageur Watuyp %-}% rgcgg t({ %}’fgﬁj p(%ﬁl@lcleotlde in
an arﬁﬁgén%gyotmdb@nﬁu@unam zed anti body, for exanple, as
known in the art, and as described herein. [0181]
Arfiicpidificet pagthesecTierfiment pfale deeatiphethe; Frpmesion vectors are
expré:) (Sa) {ré‘c?t%{lé QRaNey thm 9@05&%&(@3310nmf|%1rdt§ﬁ§ & &p&{ﬁf@)ﬁﬁte 181 system.

ese anti bodi es conpri se, in addition to a
The fmpreased @raeinnfan Wi haéw@stéél iner frome the gplee syasrragt aftergey not after
d), optionall
S PR LR LG A0 TR GR8 ), oty
concehirateil hy @bnca:nmtmnmthmﬂs n:o@h whuirafiltration\apdioh punified Hyemification

ant i baodi C
s RS0 G, Sy SRR, DI A U
formhlyﬁsiim anmmutsﬁd)ﬂ aqtmmlugttedlequd:m uoentom. of the t ar get .
er abl 1 he effe tor domain i L£a abI
p;@‘fl fﬂr%s§¥ﬁ ymB‘?l}lil&f‘nﬁ L RICURPS? Py OFBul nes(éf gltivalent.
immiineRiglal bc)mﬂih’sﬁﬁds on c@h‘l’nﬁﬁfolncvadﬁﬁmmmpddﬁmny ditbr fekample wmtigens

' [ nor m in hai n onmai ns
et § BUGELORIATAT B e ceirab P GF BRPERRPTGE phe bu
are 1% 8inliled GBY BPLSpl@dMa baskY Habedraly sp) @adicolady iMmfrhidivewiu ey P.

and ot her adverse reactions to conventi on(?mmantl b a%/onella

haemofyéeap{iacmephdsy sphePRHGEMDT dh Ef@Hipddewd Sp-»
cory%b%feh&;ﬁt&%ﬁmb&u@rsftdmyzéyoca?s, MoPskNsl ENGolf 41AGhd BRal |y

i val ent anti bodi es Wwhich do not significantly

@reseridnyention fwther mavidesdormpthagdh fer Mdneng ﬁh%nune response

¢ @%@da Mo tH¥BEktfah GRbuRRogital iti
malgjg?gge%??@@gﬁ?s out’ rﬁlgﬁ%étégg{glge in tahe art g%da |Cgmp081 o
or a wmmh epmpositingl dckordibgite theniavemdempibe gmmmRe Fspesepelicited in this
Iy -

manff e o BB A St D SRS AfEF, diriqHar, o gamme
interfefonaedpamseaci d r esi dues, one or nore del etions or

a3 bRy 3he BB 1&%{1@0% P60 40RRbaSt S ANt or o

prevéit o€ he meduaé tl&nalnqulns E;ﬂﬂs&B]ny,Anfeoﬂlqmebhn enimaV ayitham pathogenic
as used herein, is a polypeptide that differs froma
native protein in one or nore substitutions,
del etions, additions and/or insertions, such that the
i mmunoreactivity of the pojgypeptide is not
substantially dimnished. In other words, the ability
of a variant to specifically bind anti gen may be
enhanced or unchanged, relative to the native protein,
or may be dim nished by |less than 50% and preferably
| ess than 20% relative to the native protein.
Polypeptlde varlants preferably exhi bi t at Ieast about

NN 7 o o o oy I T ~N\N 7 g,




the original antibody (for OIinked glycosylation
sites).[0195] The glycosylation pattern of antibodies
woren6alse be altered without altering the undePCHUSZP06/013936
nucl eoti de sequence Ciycosylation | argely depends on
t he host used to ex ss the anti bod Si nce
organgsg (fo ?ﬁem(f& RISFIR R S Peerty Mk b Pfoan parasitc 1l The

meth@H YCBPHREGE Bivent®nls uéi:lﬁilllb QéttcBfate AFmMO @M did, but not limited to,
therapeutics is rarely the native celggaﬁgrlatlons in

humap ecaging d@gyldagﬁ)’of?h}%%ﬁ S FRIOF ST (o i boyig (gg cattle),
ovine (?%eg @ e (3 9 oaglsﬁorﬁhe Bhimals (@37 plgl%] afgl ﬂllbblt qg%?@ll as in

In additiont e choi ce of
aviank deluding, |bgt n@tahmmcbtos nhlpk@ﬁ,f @éqeywdydéﬁs PPeEei ®ueilirg plgasant,

parrols® 1319&‘1’84 HMS, &8 91‘? Laflfds @Jstri@ﬂténglogds%drﬁ Ghy @R 1@epWt h

at1on, culturé density, oxygenation,

pHB pmanrttqulaatamnt el the riexentiond these mettiods cansist of ghersptination of

t
e85, 08 6, QuRLRAL, SLBERHt ) Ak n
to the intentidniCihegp mcthoﬂsefmehqn irebele fiy inductier of mo&z«ytwesnubndms whielted

in oli osaccha id r.oduct i
by thg va%pagg qgg 61,1(?&% trans %ototg%sg %é%t?"m%%c osy dm vaccglated
pregrR@f feiales tg/ ﬂeﬁ offspximhgy c’d]sa/ir:aisfeo of swwh nndjanﬁrmmbmwscmbteguenﬂy

e glycoprotein, for exanple using
mbw@ﬁg%dﬁg 3%%%5 ?ﬁ fEndo H). In addition, the
L emgn#agaga RF tHRostcifetdm@aition tage arbidigy toythe pigbane dvedtionovill
e ectjv roceSS|n certai n types of .
depensEary e ket e Kopp oo Ve aerin e SRR LS of e il
be vaSEIANEd. | OtheNRcRFd like| A Sef] cortdaatidhe hdutitthaDiact®el icbhpaichtoand
i ncl ude using coupling techni ques known in the

route; of eSO - SRR éraratiamab P& T RRAIHIECHIAL § admbistation
will QMb qﬁl&)béf Ghe lé@l%&tweu&ds%b antle C(doslgat b0PaccMediof Adn@hisRPSs easily

can used, for exanple, for attachnent of Iabels for

detennmﬁbhdas@a}n thwe@ngen@ancesﬂ%enwﬁémvaaese, dheronteced adayigigration,
and BatAR! IR0e (81 Ri.acsd H{eeac'nnlngl fohBe Ahalcifind, C@Hte%tﬁ&fr eﬁl@@l@dlcal
usi ng stan assays known in the art, some of
1mm1moeerdescmabe@f disferont dordgdsn as nellaaahlaioesgudlfsoa@s?tha ﬁfé@emng
bady [ e i€ t
T
accord@ics 8GR 2the mtdsbntstn@mmMW@hm undg, expodgentations efrom the examples

‘i i S
R e R
volurha\wangi B appsfbpnﬁat‘a(fmduﬁgqﬂaenmecmm bemmaitlcml diqscrlﬂmddhem@jmusThe

rt, of a co t donaj
ity i BT A0S TP AR AT g S agenet sl
infecti@ abked@icedbydl Ir%’@cﬂid‘liﬁntﬂw lgatalﬂnsohlﬁkgubxeldwtabswiated with natural
t.riggering sjgnificant.co t de ent SI.S, Or.. .
infectin. | T eRPARPB A BT BB o hésctﬁﬁ?lﬁsf Qi ibry Sl i

the aBITHIRA IRBMS1S, intabRn SbRst the v&@tﬁ&loﬂald%sdlﬂ@jﬂbb Gfroﬂf about 0 1 ml to
ecifica Iy b|nd|n%WFcRn and/ or FcgRl | b.

h
about 5}6.@%1;& dRaaegowHY> dIoPhEopc0-3 aHée mouaen%gmf éﬁ% £ifne and

equirld! spERE 1hE T uh&THINP HoQD Whaly b GRMY aBHRI 612 GRP 16 Od%hﬁq $.0 ml,
Ant'l bodi esnodified in this manner are partlcular

advanfageonily @romboufé& o tq:erhoem @ mibrdl precag advigBiREROPSLY 4 %%%qua 0.5
T840 RS

ml t&cicy;?l\}{e‘nt [ ong%g ant | g&ng 0{ he E&@s F%%SIQ] Thedolgenr\l/lg}r’]? ? gﬁm about
al so enconpasses fusion protelns conpri sing one or
nore fragnents or regions fromthe antibodies (such as
E3) or pol ypeptides of this invention. In one
enbodi nent, a fusion polypeptide is provided that
conprises at | east 10 contigguous am no acids of the
variable light chain region shown in Figure |IB and/or
at least 10 am no acids of the variable heavy chain
regi on shown in Figure | A In another enbodi nent, the
fusi on pol ypeptide conprises a light chain variable
regi on and/or a heavy chain variable region of E3, as
shomn |n Flgures IA and IB In another enbodi nent, the

o o o o o o o ~NENNZ .\ _[ [r——.




preferably at |east about 90%identity to a

pol ynucl eoti de sequence that encodes a native anti body
wWo@rooa/1p3r3 i on t hereof. [0213] Two pol ynucl eot | PET/U82006/013936

pol ypepti de sequences are said to be "identical" if

the sequence_ of_ nucl eo S O 0 _.aci t
02 i, SUE S By HEALEERO o AP P op B T and Smore
advaﬂggeﬁﬁs‘}pﬁsﬁkm1ﬁsabgﬁaqrmbed bel ow. Corrparl sons betvveen

two sequences are typically perforped by conparing, the
s é%meﬁecbgacewfona rr@a?% AEYAEECRRS AHBRRIOLHS t}%ﬁfﬁt\*ﬂ?ﬂ 19 fghance the

1mm1ﬁf3rfps%5§se | gy Sﬁgllléﬁrhsloﬁé pERAUTIER 1Rk Rlaba¥di sinée MY last dose. In
ari son w ndow' as used hereln re erstoa
one @e@q@mnt off the Presertinggsbion, the vagsiie eranpsitigh ds piwinstered as a
pareﬂfébt!lall Yot ;P%a%Uéutﬂéousﬁp 2 @Ry, S @r irﬁaﬂﬁé&tﬁr@) The
seque ce m e corrpare tO a reference sequence of
comptokigions anap baudibavistaed esoenei dgsroers inpdisinateomsbogdimants, pdainisjgsed in
repea% %@&C&%’r %{ a?oogptt\x}or{g la{)élu*t ?ilvé Q&@Q vérpgt]iét]arvggtok’ gﬁlut 0 to about
? nment Of sequences Tor conp r| son may be conducte
six wesksn glvahtegddaga lfnogmbpukjgzloawbmt fieweeks e Hgwaverserietd skifl in the

art Vﬂglrﬁcgufgglrg? f_‘ﬁt tﬁ% él}lghe fe d(gsesl_ﬁl% ﬁ‘fér %lln(r% é%felé%gét%%& VWC nations

depefSdV e @l nahbey nofefttosc hehdmgddsic notb hniutech td) h‘éle f age| ofinvthaganimal

vacc%g%ﬁdg? g%gllltvn gl?fg@lrp%\.{l Erp@i‘técuﬁg n pr% {“ﬁ %f ma Fmal antibodies; the

routed&f:j Bﬁmmﬁf@tﬁh‘s ]Icuﬁ&Int rofl sati genn swaiilpisle pgﬂ dbiey hed fthe Nk€. For initial
(eq. At | as ,of Prot el uence and Struc e

vaco e e AT ULRERI R TR SR R e S BRIy G be

betwSdHPMout Iwo RP-abStSfivid Feelsel ForJprevid @ vaddiatddeshidpley 9 anbster
to Alij gfnmsnt and Phyl ogenes pp. 626-645 Met hods _in

vaccipapnBtiaig,Pr GUnS PreEyanche Aiiyian prekinteryal may b perfyrngd,
Cﬁhe?r%hﬂﬁven@oﬁls@ B&t%ﬂt@s ad%lﬁﬂstenﬂggﬁ 9accfﬁé\|3$smon using a

: ers, E e, W, 1988

I OS
needlgfreq injgotorRabh @8O TRt bmﬂquozflgle!on‘éxvu%e@?momt Qo Piojector”
(Bioj &m(ﬂﬁgon UﬁAEeSAn 0&9&7ordMQ}y sl@ll CEh thgva‘i’l! is ﬂbléqg a‘llﬁx'ét the

neat Nurneri cal
specifigatioms of thehisjePtor s ;rcmuefsd with Tegesd: tq ﬁeétoéﬁ suqhrasrthe gpecies of the

0 £ n r S 4[1. IS 1 l d
iy B0 Qi el PRy’ Byt a2 AR and e e itong e
expeﬁmeﬁtﬂtﬁenno [0215] Preferably, t he per cent age of

uence i dentit r b

i AR Iemb %fnénﬁteﬁfseq nst:egts rg8’ver “a)%’m %}é&ﬁﬁ ? meéi\éés a single
admmmfmmm siba atcind cbmpmnoz@fopnuiatdomm amllmtuéswn ttmwrding to the

e 8% Sl 45 L TP BB SOl U FE B B

Myc&j&?&s@fai l@ﬂﬁneﬁdnoﬁae gaRRp, While2h afbtemteretnhbdnﬂeaslsnovldsmﬁ)k layVa&me
ercent or. 10 to 12 ercecﬁf?s as co d to f.h

°°ml?r§f“§r3éh’élé° twagth é’r?cVe?sVl(‘WﬁO&PO T 18’6‘?&5‘? %%?HOFI ﬂ%s or

vacciibs &8 kfitabRI5pusk &f a SREE B8 rédihgMERbingfbut he lin\!i@:d to, inactivated
sequences. The percentage is_ cal.cul at eggg%/qedet ermnjn

PRRS jgad S B veacing saybe ghminitergdalson prrsenc EXIstpg Rtigpdes.

actl ResEPn WriR PG HethQRit6 lt&%at%ﬁé’sf JDarP&tifal, comprising
sequences to yield the nunber of match ec p05|t|ons

admigisterigg taythe fest nmhe@macgmcnleﬂomeﬂn%@adq asperdfng to Fhe instipn and
[ c
com b R, gl shted OBt e roRE apiaig! bt Figeins or
peptides Iadtlhoki@s,peélewm,@ﬁ oDNs @Eﬂl’éh é@cwr@lecmqktlys ?rOQlBBIJOﬁCS and in
Variants may al so, or alternatively, be substantially
honol ogous to a native gene, or a portion or
conpl enent thereof. Such pol ynucl eotide variants are
capabl e of hybridizing under noderately stringent
conditions to a naturally occurring DNA sequence
encodi ng a native antibody (or a conpl enentary
sequence). [0217] Suitable "noderately stringent
condi tions" include prewashing in a solution of 5 X
SSC, 0.5% SDS, 1.0 nM EDTA (pH 8.0); hybridizing at
50C-65C, 5 X SSC over n| ght foI I ovved by vvashl ng tvv| ce

o, A~ r . o Y

-




[0229] Any of a variety of known nethods can be used
for detection, including, but not limted to,

W0 pevsnoB3say, using anti body that binds the  PCT/US2006/013936
pol ypeptide, e.g. by enzyne I i nked i munosor bent assay

partloglglﬁ c(t$ Q Qﬁl@dl 0 noa Elyg% ang]' %(ggﬁs%b}égs cgrgl gue used to

imprd¥e 2eviB pé%rhx‘dh&e)i 1tpzfn a%ﬁﬁél mm a6 2 /KA, a ng
enbodi nents, the antlbody i s detectab Iabeled

Di 1&g rseseRtcinyrntion dprthep gelatds tongy k@épmgflp@@s nspyighontaining an
1ngrecﬁ@ﬁt' Rodhesn anduRky B?Bﬁdrﬁl@&uﬁéal mﬁpésﬂwunu% §§é&oﬁ1§v1al an
used in the detectlon gHOSIS and nDnltorlng
emulsjpns madesacoerdingite s present i lﬂYe@ o1 e Fhejgugapganaganpg i a lyophlhzed
formadlcfrﬁ‘:[i @6k iR BEIbA Yol a EdREBed hQBin( i N sone

‘enbodi nent's, Increased or decreased NG- expression

( Ik dnveption wilh nawrbeefirthesrdsiesiped Ay dvayrofithe pploviig aerelimiting

xpression, such as presence of expression in

I'Ssue(s) and/or cell(s) that normal 'y lack NG-

EXAgﬂﬂﬂﬁ$S|on or absence of NGF expression in tissue(s)
sess NGF expression). The

g%ﬁgggn an%ga““nﬁb%%egﬁof the invention are

f Uit ealsicmas pdodiced irdeoestips andesdribbiihs folpwessi on, for

ease .assqci at.ed wth er r .
U oo, B Bieht IR SospeRts SEonth, buBiss” (ER T sog gpite o
dis1ntfeg’i’aﬁﬁﬂ h@ﬂtvglth zN?Em%tép oES® hmi)dw&flﬁed ﬁﬁlbxﬁdhde nhaf@anhtiens. To
rom an, | ndil vi e 0 \ a
produgp ap FH‘@}SIOPe%‘%%Yq eff 13@@6%% ‘gftsef‘amﬁa # ?fig %S ¢ ﬁ%eoale gplume of
aquecihl@ %ﬁis@'#‘l By kﬁ]h&du‘é |phzyse Qfas B@ﬁ:ﬂ@dﬂﬁie\bﬁﬂ Phise tuﬁdéi*‘%ltatlon 5000 rpm
expressi on ., a cancer In whi ¢ ronDtes

(rotatgmm FALBRE) OF 1 ﬁ@ﬁ\&%t%rgsaﬁm[ wsﬁrasrawe&wﬁl% Bipeeased with the

gmBRResH STRRd %m&é]f% 9300 g5t Hﬁ{hgplrxﬁiﬁh@e PBE 8dse ﬁ%&hﬁioﬂ@vas
contactln Ee0|nen (sampl e) of an indjvi

a Wa@tglpfébfer@dm@m Rhs fipd I&%t‘@%ﬂ%ﬁﬁ ag P& f:%m@lnmeﬁoe&ﬁrlwhase nor
the Lith bihuRRndHb OB phyRTBidAE Of Lhe invention and
° ete}lmrl%la]ﬂIa etoerot e level of NG differs fromthat
Q_Xﬁm§908®ﬂirol or conparison specinen. |In sone
) s, the individual has a cardiac arrhyt
Ok%ﬁyﬁﬂﬁner s di sease, and/or autonom c dysfunc géﬁwh?
- OlefhoP@RIpa®NGY her enbodi nents, the invention prd¥ides,

C ses contacting a specimen (sa Qf,. an
"PM£§%°8ﬁgﬁ§&ﬁgﬁg determining | evel of NGF expmﬁiﬁ’/wmln
- Presavaivenbodi nents, the individual is suspecte.®bbviv

havi.ng se, disorder featuring or associ ated
LA MER

Aquegyls phag d or aberrant sensitivity or

-Rﬂ@ﬁﬁ@pﬂgunegagﬁﬂﬁq)NGF Frprefflﬁn I n someenbo@5$nt/s,
e 1 I VI aua as. sha ce ung. cancer
- Isotelaﬁle °r cAnfpang oL And &Dnomtﬁw&péom@@rmmﬁé t% $Q.

s.m{EU@%ﬂ@ﬂH hepat ocel | ul ar carci noma, or nel anona.
d] For di agngstic Ipsllcatlons the anti body
t y*pﬁ 26Ty spiuton gELptzl@IEd 47 i e sameluties pnthe éfa%}eeﬁoy example,
in 1sdtcﬁﬁ<! BielteR Qoﬁ’cﬂi‘inn%‘ﬁlsohium 1:R0m bR pbaskh PRESPRAS 0.02 M (pH 7.8) was
| uorescent | abels, and vari ous enzyne-substrate
used toaiﬁ@ase thevequsessphate #donj ugat i ng | abel s to an anti body
are known in the art. In other enbodi nents of the
i nvention, antibodies of the invention need not be
| abel ed, and the presence thereof can be detected
using a | abeled anti body which binds to the anti bodies
of the invention. [0234] The anti bodi es of the present
i nvention may be enpl oyed in any known assay nethod,
such conpetitive binding agsays, direct and indirect
sandwi ch assays, and i mmunopreci pitation assays. Zol a,
Monocl onal Anti bodi es: A Manual of Techni ques,
pp. 147-158 (CRC Press, Inc. 1987). [0235] The
anti bodi es may al so be used for in vivo diagnostic
assays, such as in vivo inmaging. Generally, the
antlbody i s | abel ed mnth a radlonucllde (such as 11Hn

~ N T ~ A PrMNA A A N A o ~1 N T T

exam?




i nhal ati on. For exanple, adm nistration of expression
vectors includes | ocal or system c adm nistration,

WO p@badi3ny i nj ection, oral adm nistration, parPCTUS2006013936
or catheterized adm nistrati on and t opi cal

tra Ki art fam i ar
o P ataoDT P B cmeiont Qb B b iGinp Goisispision. The
emulﬁm&&ﬂacﬁﬂ 04 cAd clexMeenGeS f raﬁleﬁt A hotirs V AY fhis sBi8, th€edulsion
. Patent Nos. 80 fg‘} C}))g; 6,413,942; and 6, 376, 471.
was a[%?ﬂl?]‘ls‘?ﬁr"@%‘?‘@d‘gd P O PYFSet her apeuti ¢ conposi ti ons

C GRBdSSidP: Thda Nd@ii& Bk '#Qazva% SOwaRY 80 mit Bedisodi q
antibodres or &h g{f)ebtl des of f}?ﬁ%‘rl nvent i onm(suclrsr0 s

monoppfassiphasphate A2 ¥ isefopie bw@féde R with ey imppumogenéy) (mmvated
Myc akm(y anteaﬁme%%ﬁu - @qdrﬂuﬁo eﬁloas 8&%&%&%@ The
i ndeis et al Trend Bl ot echnol g9 202;

pre-exghlsion astpreriared ithe fitsh sten yeascpeled tweltqr@ é%C,Ahulted by adding the

sameé\engrz%ﬁﬂ\?%aﬁeo% Frl;ass gﬁté %ﬁl&ﬁéﬁé&{%gﬁﬁ %%@/@2@1; ﬁgggofa

magnatnc barj‘or Bidhute. (jﬁmﬁh su(fg@gﬁ)co%@txeﬁ@g -in Rerllde! enulsion was 2.18 %
(W/v)Pr oc. Natl. Acad. ScL(USA) (1990) 87:3655; Wi et al.,
J Biol. Chem (1991) 266:338. Therapeutic conpositions
c @wstpadpaied demeinp GleyRdclaeandsdee stable fadatilerdssareryesr at ﬁ°(a

agfr]n 5 tﬁf abé) %geparﬁgon glg%hgd,t(h & g&u?s&r%?cge &e%me% as d)escnbed
belovrConcentratl on ranges of about 500 ng to about 50 ny,
abgyt 1 to about 2 ng, about 5 ng to about 500 ny,
Er&i%%‘#@’zo ng to about 100 ng of DNA can al so be
ugadt Stepi:ng a gene therapy protocol. The therapeutic
tl des of the present

| des and
p?rr% T %@‘a@é’rﬁg\é{ %%@m@é‘r@ 3dé1of e pyy phase.

ﬂyﬂgm(qh@ﬁﬂ The gene delivery vehicle can be of viral or
non-viral origin (see generally, Jolly, Cancer Cene

- Olethi?dBai® 921 994) 1:51; Kinura, Human Gene Therdpf {¥984)

-Olet'ﬁ 184B1ij&96) nel Iy, Human Gene Therapy (1995) Lil#hg, V@nd
Kaplitt, Nature Genetics (1994) 6:148). Expression of

'Paf@@tﬁl%ﬁﬁﬂggz@équences can be induced using erf¥d§enutys

- PresBRAER! i @an or heterol ogous pronoters. Expressiog af, .t he
codi ng sequence can be either constitutive or

Aqueousphhssrid (120 0D48] Viral -based vectors for delivery of
) | eoti de and expression in a { s
P"l&a’ﬂﬁ’s“é’?gﬂ“‘w@@?m in the art. Exenplary vi r gg‘g’d

-Isotopefoutferee®niamihg disgditbhu an(hmmcrpotasdmmphcesdhat@o 0P MQ:H)’V RRAYLS. to
10009(9 )row ruses (see, e.g., PCT Publication Nos. WO
8/'d7936; WD 94/03622; WO 93/25698; WD 93/ 25234; WO
93[ 51%2(3,0\7) sPiOB 6 0RHED FVEY AithOBFuffel &3 thPedceint, Ho&kample,

219, 740: 4,777 @GB Patent No, 2,200, and EP
in d‘SﬁéﬂP@ni‘ndr\BOthoéaﬁ%“ zéfsphatﬁ &@\,ﬁfagtosas@dgwga‘?%@ as, yed to
prepafi thelijuSonsipheie Arect ors, Senli ki forest virus (ATCC

VR-67; ATCC VR-1247), Ross, River virus (ATCC VR-373
ATGEnhe 35i3Eem afﬁepeéeﬁe Falsion argeddo an @ép}ﬁararetrregwn% The
emulstod Meds pYce @A cofil Hem¥E at BaOfor ANbdst ¥ Rovkd4Ri thﬁ-ggge V& emulsion
532)), .and adeno-associ ated virus (AAV) vectors (see,
was agregemulgerroquigining §0 Podf qlg Fhaspd 94/ 12649, WO 93/ 03769;

V\@ec%ﬁﬁ:bg . )y he\éQm%ﬂé ?ﬁa%g’ & (M.@ %&%?ﬁ@%ﬁt owﬁhf llsoté)mc buffer

dm'ni stration of
contalamerdmﬂwnsardsn@t@p@wsbe@jphmpm (.62 M @h?.8)Gedehd framunogen(s).
(1992) 3:147 can al so be enpl oyed. [0249] Non- vira
delivery vehicles and nethods can al so be enpl oyed,
i ncluding, but not limted to, polycationic condensed
DNA |i nked or unlinked to2killed adenovirus al one
(see, e.g., Curiel, Hum GCene Ther. (1992) 3:147);
i gand-|inked DNA(see, e.g., Wi5 J . Biol. Chem
(1989) 264:16985); eukaryotic cell- delivery vehicles
cells (see, e.g., US. Patent No. 5,814, 482; PCT
Publ i cati on Nos. WD 95/07994; WD 96/ 17072; WO
95/30763 and WD 97/42338) and nuclelc charge

o, . o o I



ant agoni st anti body). [0263] Maki ng and usi ng NG-
antagoni sts (including anti-NG- anti bodi es) for these
woreiohots7ar e descri bed in sections bel ow (" NGFPCT/U52006/013936
ant agoni st s" Anti - NG= ant agoni st anti body ; (1 her
ta oni sts entificati ant a
The p(esmlﬂsr,}% Separedde lg,nqdratgs&glvgats cgﬂ?c{l @@gptgss)%, dilute gcl by addtng half

the vol&R8BOGE tatp%ﬁs f)lﬁtﬁe H5 8t the s%ﬁh&eﬂﬁ&ﬁ‘tﬁﬁs aftf mi38 by the rotation of a
i nventi on Adm ni stration of an ant agoni st (such

magnggic bap fox A mpinyder ag] r‘a&@nmgtonaatﬁﬁww)the) LR\gzpulgiae et % tdv.
[ 0204parbl 8etRl PRARIVCARNS ale B P 1RSI Fott P §oC. O

rheurrat0| d arthritis pain and osteoarthritis pai n) use
ddaifsel Bihewmnlsiogrie pr O/ W epi)sion Fertainiag 8R40 of an
oily p msgcks suppresses or reduces (including
SI gni ficantly) NGF biological activity, including
Oily phaga(d2¢ @Bm pat hways nedi at ed by NGF signaling, such as
) |nd|ng and/or elicitation of a cell
Oleﬁl%c(gﬁjt@bzto NGF. The term "antagonist” inpli e3§d OZOW/V
-Oletiarﬁe(&nfpo@hﬁachanl sm of bi ol ogi cal action what:Sok%er/y,
to expressly include and enco S aII
'Para%]nm @fl rcqﬁ?&ﬁacol ogi cal , physi ol ogi cal , ang%f%
-Presbrvarmem cal interactions with NGF and its cansegugnces

whi ch e achieved by a variety of different, and
Ag@@ﬁ@%@%ﬁQ%%o‘PSer gent, conpositions. Exenplary NGF
- Isot@ﬁfki Bgen batuﬁmhgr disodiem abd oA taRshm phodphee 0100 MPH 7.8)
6 ant1 body, an anti-sense nolecule directed to
Q.S. t ?l HEV udi ng an anti-sense nolecule directed to a

NYGE ChGuedsy Cbh@ﬁac qgli rlﬂmﬂﬁs_') isofRicAMNYulf e CORRE €4dBum  and
di rect ed to an such as TrkA receptor

monoRRYER B PPHER B0 0N (P FBY TR R Voo SBENSeEn( B BE1
emuls‘i’dnr 18 61CHIufeR vRfoM EdeChiRalaGitEbtRP EQRERATA KNS BEN QbnuRiod)is 4 %
NGF i nhibitory conpound, an NG~ structural anal og,
w/v. a dom nant - negative nutation of a TrkA receptor that
Jd mmunoadhesin, an anti-TrkA
_—H%:r@'?%t%ﬂhwahe?nm%%nt negative nut at| on of a p75
r dbe tIthr _at1Ch AR3pcomgosiion\@Rre atablanevien pifiSprasentd ofl ycongntiated
: 13 r S .
imun AT O diase § BonST S Byefli AL aREBIRD] gt pasions
did ndt ehamgé avﬁrdgmpnmﬂof&meorrpasses aI | the previously

Exagle e caianf brpp upge nP g ORI Vagihfrompostion

and shiel ia@iglets activity (including but not Iim'ted toits

o sl s oo R e P craredas Byt B el 1, containing
either JIRBSbrellR4 ahhlyloﬁ uid Ahtigd, Uﬂemmmtemywasﬁﬁluyaaﬁumemae
ree. | n sone enbodi nent s,

n ni n NGF
and 2 %&@ 63?%5 Iim&) of gretiyaadRoase BFSONEUS BRY 2i/cdpss-yLwenty-four
24) pi 1g1ét§ iRt wakkshold Webe raRidagls alica®a iNGFTwb @ERIRE. orG&ﬁythf ARelve
kA receptor and/or p75, receptor) and/ or reduces
(12) pigkiseties vageapisd ot daxd) wifhuthatlr efatheNER3 reedn gpmposition by
intranfls @R b8 - wHN TR SoROS Yf tvhelve SR QAs R@&'ﬁrﬁted%ﬂ dla% with 4
antagoni st bi nds™ (physically teracts wt
ml ofstbm,lFémmnnenmosmmebsN@Iraamﬁ@@@rrp@tts Gsoua b@blycppmds de the
unvac)é\i'ﬂ!rt‘&ﬁ1 8%@?@1058 ’Hg;%lgle a%é’&ﬁrg%ﬂag% evsg%elﬁg aeﬂ&?;rgc%uog S'che
1nJectiNG§tdcnnridherﬂgcq®@tom&laefohmdto a Fc dorral n) described in
PCT WD 2004/ 026329. I n other enbodi nent, an NG
ant agoni st binds to an NGF receptor (such as trkA
receptor or p75). In-other enbodi nents, an NGF
ant agoni st reduces (inpedes and/ or bl ocks) downstream
NG- receptor signaling (e.g., inhibitors of kinase
signaling). In other enbodi nents, an NGF ant agoni st
inhibits (reduces) NGF synthesis and/or release. In
anot her enbodi nent, the NG- antagoni st is an NGF
antagoni st that is not a TrkA i munoadhesin (i.e., is
ot her than a Tr KA i nrrunoadhesr n) I n anot her

Y T o Al N~ 2 = N M o



di met hyl am nopr opyl ) - car bodi i ni de hydrochl ori de ( EDC)
and N-hydroxysuccini mde (NHS) according to the
w@apphisrd s i nstructions. Human NG- (or any otPEr/UB8R§/013936
can be diluted into 10 nmM sodi um acetate pH 4.0 and
injected over the activated chip _at a ngcenﬁ_r_a_t_‘l__g_n_g_f___
0.005 ng/ L. Sbeske®y variabl e flow|ti meldiEegss |t h&ize of the
Treatingitdual| cHKigpershanheHyperthamnin apghkcrege Rajlyi gekpcal Reaction

density cdn Reactiensi eyed: T60-200 ré’gﬁgl&@%m ts Lﬁml‘H)
Group Ar(cahtrbBi | edNoI«iezuﬁbhc sttﬂdli:EQ 34nd | 5000-580. ‘RU for 0.0+0.0

anina necaue colead

Groug2{ER) ani EE\T’O R%cé‘%e a;l%ﬁr ?igudl (ishagé "Eﬁovvn t ha{ 8428

BXEREF O RidkkdioR! YT1 Qg Rl er TProguqt; No. 21?@%11.4
Gmug z\(r ce)eBl at echnol gqv Rockford |l) and 4 M NAaQ (2:1)

ef#meﬁnfdsiaydammmrt he bound Fab whil e keeping the

actlv t Chl for ove ectlons
8 e LS o inieBlenaofd S BRI °C
g@ﬂh SEroflB Yt wesiilisaifteR raunﬁa&}atm dfoaedes of arl’tﬁ‘\h-g vbccﬁrfee r
or the Bl Acore assays. Serial dilutions (0.1 -10x

adjugantedprith dhedelR4 6mulsins f  ed Fab sanples are injected for
1 phafrids aﬂfpﬂlemeﬁﬁn A apdindipsépasddak idegtribédrizsExainplep], toont2ining

are all owed. e concentrations of t I ot
LR4 grlstas GbGHOTRY 131 6E10 KEN MeH o AOPESPAAGIEOT adilvated MySopiasma

hyop L\ﬁﬁ&rﬁ&pﬂ@ il %Slbéw W&itEn @nﬁ@kbf Qack RS Eifthtiads 1ot X Adose.
et erm ned am no acid anal ysis) as a standard

Fortki49 mngietaéh@e iveeekopldrand gvipg @FF)GX?& brigh aeteragl; agfibedigse were
rand% Blfafl% %ﬂﬁn&% g?(ﬁ% dfl% bap ﬁ)@éﬁﬁj (%Op%ﬁg]‘etst&ds%c&ﬁh@edd(ﬁltﬁﬁy 0

angmulr nodel sSson R Roos .
with reasgmr sft ther R#t vaqRisteanogpositior)y mg@myal e Nl Epdly BieF BERptoT.

Growg ]uc?rreo}r)c}n% 6! ﬁ{enlglvg a@d’%%ﬁ@&lt%&ﬁp ? &{dosgtﬁﬁfgs were taken at DO,

i um di'ssoci atl on cons KD) val ues are
D21,CBI41;U[D@E, @B4aP1R6Gf DKBnandTRI&) pesoiversolatips fag fitrasion of filegy PCV-2

se.in. det ing binding affinity of an antibody to
OR'Fg Hﬁgff % Eﬁgfgl ng human NGF5NGF of anot her vertebrate

Treatmélht nmbodi meint D41 majmmiiédan ([Belch a®louse INGF, | D180

i ICE) ] HIFa + |
—NGE r-rat-e—NGH—as—weH—as—for—se—wi-th—othet

L ———r-ab
Group he|potruwpHizs:; 058 LcHS &8 t hesSikaial €d! Héuf geHdphi s NP8, <151£002

Group Q‘I ! 2:31’+ Go%p FO%, PINF, 4l Ré: bk 5‘50 DO EAPOGLOBI $.544:08 | 2432 054

nds hunman and_dbes not lsi gnifilcantiy

*Mdzamdrstatdatd@'e‘fﬁat@nﬂaamvhl@b vertebrate species (in sone
odi [ren n). .l.n d EhBes showed
TR TR kAR IR el o
signfficainaaidCe2 ORER hatirody eesppree iftom 7 forl 88 days afish vaficingtinnseven in

na ian l.n still ther enho ts, the antibody
Presgfici g mﬁ@f—)a}aar?ag%‘g%sstﬁg s iR ‘l’ag‘gh q?’g cross-react wth
Exafiples: Metis Db Bxeparasion sfiHbli@dadthie 1 el at ed

ne trophins, NI3, NT4/5 nd/ F o
ng{ﬁg‘f ﬁEﬁchena %tugaﬁt\xfebeo%wm?r W&@?Nt z%?ﬁmgda g %M) inoculum
into Be@S1la B sabpleheein T LR nveual BdvinesSehmn e:mx)d |Gmimrtes wetelpgown

in VB @POlso g, BIRe E5CEHBE Ln NP LERCp Do) TN Eaans o

abodt 770 E‘% AR 3R, ARHRinicyT nﬁi@@l@h&ﬁ TSAGR5%3 Shddpes E]bbdl (B (phates were
can be continuous or discontinuous. In on od|

alsot el 46 jap Slagnosiin st & defgtming (sympla PuEime 9 éﬁ?’?@%@’ was
punﬁﬁ%ﬂg r%rlrléak’mg&gé g&ﬁ&g&g@m&% bRBlafk @éfpmocﬂé‘ﬁlb%a't(ﬁ o144 days.

as described in Hongo
Cultates ddok, 24HHroutsomerovl & @D 212 7G oxmowjtures ferpliondiuck on TSA +

enbodi nent, the anti body binds essentially the sane
hNGF epitope as MAb 9 11. In still another enbodi nent,
the anti body binds essentiaghly the sameepitope as
MAb. 909. Hongo et al., supra. For exanple, the epitope
may conprise one or nore of: residues K32, K34 and E35
within variable region 1 (am no acids 23-35) of hNGF
resi dues F79 and T81 within variable region 4 (am no
aci ds 81-88) of hNGF;, residues H84 and K88 within
varlable reglon 4; reS|due R 03 betmeen varlable

o - ~ S\ o




humani zi ng anti bodi es that may al so be utilized are
di scl osed by Daugherty et al., Nucl. Acids Res.

wa 08473872476 (1991) and in U S. Patent Nos. 6PABOSBEF913936
6, 054, 297; 5,997, 867; 5, 866,692; 6,210,671, and

5% S?G’i@%ﬁ} aqc%teggf ggﬁ%alggang :d?elgéefpg%ciusﬁon%{z@ O 27 o Was positive

for b@Hl) | bodi es may be obtained by using commerci aI Iy
avai l abl e m ce that have been engi neered to express

s feeriractintmaRIYREOSE ©otProe T WG%ee?IFPélOtef?’rlBWsﬁ%??F centrifuge

bottl@NhdR bsnthil ‘%h?&d ak 975@6%91’1% 00 RIRGYCRIR /016 BRRMAADLR: at
fu human anti bodi es) or nore robust immne

apprqg@@eﬁ@}n §é00ray The swpepatapiswep digsardgd aed ealli neHets freruvrashed wigh 1x
phosﬂ{atemféd%gﬁﬂe%ﬁ.gﬁ SPell@é Chatal Fe§usﬁénd§&' alriechnal )gﬁéd & 10-ml

Xenonmouse Abgeni X, ( Frenont,
vaccipiKials- I\/buse(r) and TC Mouse('t m from Medar ex, Inc.
F)
B8 Ml bR A BUASEORE 1Y o S0 0r
or prwattvhto\cbs kW]ﬁfomdtchleesavetce oliservechot her al t ernative,

e blgicl) %‘ estzo D& i s%?ut WE? 5@5 E]]%gtplr 2 ? I'iﬁbngdﬁép arktV filter

tec Seepepfgor exa
steritzed ﬁﬁcéS%ﬁh aEO, Sfcrol filter5, 175/3ﬂnlm=ﬂ antigah lﬁaﬁtﬁeﬁl,oﬁ%;s digested with

W nt t R - 1994),
peps%([]élg HQS?R;& Vas @Hg&l f?ﬁ gge\éy B]ggogléglgcli f’%ﬁ ?g; ég io&rs af %’} C and
gentlé P&Eﬁ%f Sﬁrﬁf{le@&f l@b ul MR ipfead 8o IRA- PG E(Blgl%% lin6dBtel 8t 37°C

used to produce human anti bodi es and anti

in a fiplegers miigroperophilic eutiatasheti knand g1 lestyee: infy gmfthémsesem,gﬁex 96
hourd] ﬁﬁ%@h%tﬁ&%%é }%ﬁﬁﬁh@egt s %&Uifv:;ﬁ%ﬂﬁ pfegd donors.

Acco I's techni que, ant V' domai n genes
ar@Scn@mdzdtinnf Aatigeni mmrdlolnh dpd a IvﬁJOcﬁrabowt 30 rafer Gsapepsin

8550 8Bl LR RGN0 i,

was dbpaigient s on t he surface of the phage particle.
e t e.f| Iarrentousartlcle o {e\l .

treatsmbvﬁﬁbb@obﬂﬁﬁﬁh@n thefunctl onal pr opert| es of the

£ RedRes ws TubRid pd don R aLg 1ius b etatpo bRt F"de' "

dissoviidBe wbﬁmﬁﬁeds'o@aamh 10Re P LRP adjulSs p&fvidl hVaﬁemhbct the
Phaﬁ% di s an be@gerfor med in a variety
concqup %feacr Flng nafiesiopnulatiqn. LR gmplsign is q@vﬁlﬁméo LR4d

emuléibi §86tided iOBYA 1011 I Gl b0 Bl Rleh oM IR utrol F127
Bi olmcg/gi/ 3: 564- 1993). Several sources of V-gene
L3

is 0.28&p Stéf’airf)f@e”é ef¥br phage display. O ackson et
al, Nature 352: 624;;828,4:33%ImimsehRt ed a diverse

array of anti-oxazolone antibodies froma small randgm
conbi natoyi al |i bral yngdedieng@nasityger Ingeeliéut @nankiey mg
Iaglediens Of Compoudntsed M aRg pér meper t 0i r epafdove @anbs

pBs ' O un nzed nupramn _donors cam b
+ P - H H
allll UUUI T UI VEEI bc al 1 y UI al
seH—anti enom%, at—pe—+sot ) et—essentt+aty 6&"'4. WA
the‘fr%gjh”n J‘IIIQKC ncr‘ ‘_nuv (& r|1 ot a!, g I/Ir‘\l Rl n| .
777-%81-RQ7NMH%94\ r Grﬁ)féﬂﬂh et_lal___ENBRYTS

12:725-731 (KEB8Q:. |n a nak@®fal i rmune respdhse,
anti body gehazedBHgomul ate nutations| at a high rate
epsfogSUid) hypernutatjon). $agnp of the changggg

I'ntroduced wifFy confer N ghas artinity, angoBsCcerts
dispraying high-affrmty surface inmunogiobuftmare
preferentially replicated and differentiated during
subsequent antigen challemge. This natural process can
be m m cked by enploying the techni que known as "chain
shuffling." Marks, et al , Bio/Technol. 10:779-783
(1992)). In this nmethod, the affinity of "primary"
human anti bodi es obt ai ned by phage di splay can be

i nproved by sequentially replacing the heavy and |ight
chaln V reglon genes mnth repert0|res of naturally

o oy o o o o




present invention include MAb 911, 912, 938, as
described in Hongo, et al., Hybridoma 19:215-227
W@ 2060)337§ 0292] An expressi on vector can be useCI/US2006/013936
direct expression of an anti-NG- antagoni st anti body.
One skilled in the art is famliar wth admnlstratl n
Igelmoba@mmeﬂsbl on vecto s 10 05t5a1n eXQ,lLeSSI on &P a

eﬁogeglou ]

e)ﬂﬂfeemﬁnakn useddn dns shuduc hmdsebcﬂe@ caivemtoreymge fat are PRRSV- free,
and 1\2 d&on | ezt%nlrog%zlf grﬁé (Jr‘)onv%nlﬁ%}mﬁ% g%&ls gl%ts%@pted %ﬁé still with their mothers.
All patwhiphey drg exdardad. nTlst pigs dro ms1gaedjtot20gromlof at least 5 pigs each, with

dm ni s . l.n..an er adi nment
swas§EionS Wbl P D e IO B Bl SR REI R s
Onlytdhﬂﬁlﬂl}i)hea@ﬁﬂ @hin@is, ar® ﬁndlmeda uathecmain aAly pagstaeer Vdentiffidi u]?[gs are

ventricle, eri i um Tar ted el iver
vaccigies &b ¥k 2 %?rmsef 1 Phiee Y %%hh? %fﬁppdées%f%‘w dr s s
vaccfed Bk oRlgréuplie BQﬁﬂvﬁcdi’ﬁHtédrUéﬁllrﬁQNadﬁﬁat@d%hnﬁbls @ecbﬁe 1 dose (2

used. Receptor-nedi ated DNA deI ivery tlg ehrnl?&g

ml perelese) visehe 1nﬁamﬁ%9ﬁlaé$9&F?pPSe0 5 ml AYRE eackgho
conﬁ@ls@%%@f‘x@@w&: e(ngf%%gdtloﬁl 202; Chiou et al., Gene
her apeuti cs: "Mt hods And pl i catl ons O Direct Gene

Trzatn%fweekS(of ae, Appigs areyeane &rgbei)a enggd.o fEagh gfouB are housed in
sepa %3%23 &h@%@ t%o%%%élhég%}é{%% ar%e?ﬁ)%s.%d at a #proxﬁa@él.ly ZQWpost
challefga. (ThOOGRaty?: GBES! pigs @e wecropsigd apithy ﬁn@jq apqronsyodrts.  The

3 sitions containing a
@qm%m$t%d%ﬁé%?ﬁ%gﬁgggkganlnlgtered in a range of about

100 ng to about 20@laidy BfpebNentibPesigical admi ni stration

i N aTgenmehiPésagiptign ot jodelicob@oter ehulleage ¢riNo elnglesgeof

allett—506-ng—to—abeut—56+9 to—about—2| ny,

""5

1 : Dy

a‘?l‘éf? ePrEP&uFM{d%p&’H&t&dﬁ Hpcia)!é%i‘“sk%fé blﬁﬁé“al AMEss, treatments that
des can be delivered using (giyne del ivery
are o@eshdem @ecessw fgete agandly srejfapanichoadmpisisiedo fEagh raavnabﬁ ear

tag rqlmely 'dﬁt@@[ ggilgbﬁ él%ﬁﬁn}ggﬁﬂ r@%@ﬁdsiﬁ tréa‘?xlnleM’re @ﬁ eJnd 6s1t10n of

her apy Hurman her’apy

the aBingd 5vill bo esetded., Nﬁmmle@w@rmh@ﬂafpl}ov(lmg opllenge) 85 moaﬂ?and or

1n3ur§?gﬁ1n}ai sard Rl rfeFe "&h | uhfealt &?%ﬂn&x@ (digﬁ’dal lmERY 65 3 1915} Afay be
|ng sequences can be 1 nduced using endo enous

wuhmawnﬁbnahednéheterologous pronoters. Expression of the

C OB 85 T SO 200 e bk syn g
Vaccﬁlaﬁl@ﬁ ipfiettopbhljenge had it rderopsyd Hekprbeser antibody h:velesm deetttmmed
.cell, ar vve% known in the art. Exenplary viral-based
Skm\;%gfﬁlﬁpeégorﬁnﬁ | ude, but are not linited to, reconbinant
I ePiodNdtiol TRBak&€R; Pigs Bre,welhEd Iﬁp&ﬂi aneigdl] plﬁbrl‘tlos'acc‘ﬁ@hon prior to
90/ 07936; MO 94/03622: WO 93/% %@t 913/ 25234; WO
challgnge 79 gerackipygopey ) raluaip@otsy S & 1¥at ent  Nos.
S, N&Jﬂ&;s]“ﬁ fire néor ﬁ%dli@fg DfBsRakat to MelicebadlP cafidngeand
EP Pat ent . 5 242 al phavi rus- based vectors
M_Ms_&l&tﬁs vectors Senli ki forest virus
! ucosa
(AT o AP 3403y BORS ool ind ALER muco
by miero-eploplili¢ utups andpagsagioq Skiroglgmedimaplal®- 1250; ATCC VR
1249; ATCC VR- 532)), and adeno-associ ated virus (AAV)
vectors (see, e.g., PCT Publication Nos. WO 94/ 12649,
WO 93/ 03769; WO 93/19191; M 94/28938; WO 95/1 1984
and WD 95/ 00655) . Adm ni stration of DNA |linked to
killed adenovirus as described in Curiel, Hum GCene
Ther. (1992) 3:147 can al so be enpl oyed. [0295]
Non-viral delivery vehicles and nmethods can al so be
enpl oyed, including, but not limted to, polycationic
condensed DNA I | nked or unI | nked to k| I 1 ed adenovi rus
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nvaccmated
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described in the followng references: Li et al.,

Proc. Natl. Acad. Sci. USA 1998, 95, 10884; Ei de et
W@bkes/183373 Neur osci . 1996, 16, 3123; Liu et al.PCDUS2006/013936

Neur osci 1997, 17, 8749; Klein et al., Cell 1990, 61,

647; Ienz uron, 1993, 10, 3; Tsoul fas

ePnaﬁhe e at gﬁ%@&aﬁ%c{c&'}@% an%ﬁ‘HI“EQnH’QFHhQEW @ram-negaﬂvea

short, %Nﬁ@l Jgulﬂ-@ﬂ%vhkl’zrod@p HdascQBhtyOfecadthiity li*.'l’(!hf‘a rhmpinﬁﬂlﬁirﬁﬁody,

herein by reference in its entirety don nant

both isalates iWeEe aAtHaRRe do dhgnesmes éfamqér%tfrebaésd Pﬁ S&So%ﬁﬁ god Ypstern

blottlgé H%orﬁlets hRohRIM 868 fwR To@iRb Q)% %hﬁ’i'lhr ‘& %El%ob%%y‘id??ﬁnd $%en the
0] nant negat|Ve mut ant , . 9., mut ant receptor,

namei" Elefisqprereseendd n Iplao 1 268 1hed p b Aifstie profilogiike drief 206t or
Exaﬂﬁﬁpﬁkﬁaucr' l'ioﬁfl M&gulléﬁ b YrBabe A%gg known in the art,

SUCT as T ntraperrconeaft ous%
intramuscdl I3vBag€rEEléP@%@éﬁl§#M¢ byiUreqsgiAsEvian | y

| Growpsentricul arly, or aIrlegseAetWEyaiGys,trlprnszer ally,
intranasal |y, dé¥omel |y, or Weak nhal at Moderder exanpSaong |

Vacc@bt8drelip at | on of* expriessi oo vectprs irncl udesE | ocal- or
system ¢ adm nistration, including injection, oral

InfecBOCORAbIsAL | ON, particle gun or chthetarized 3

* GrRSILBhS dkfdsbageANNd T OpI Cal adm ni stration. e
Ki int eart is famliar with adm ni strati on of

ExanfpiP i€ Gish3c HRGhRHSohPRABbAN expr eSS' on Of an

exogenous protern itn vivo. oSee, e. Jatent Nos.

6, 1h86eB08: iflapmaioy o responge dTakeg, 44)7 Fas | 63@1&3‘ Tewr Jelfiglgs and

C 9155;5}615 d LB 0)1 e 2] mild; 2,
lymp wligfgg&ésofdﬁﬁ%og%t |Cd1<g{'}1 expr eﬁssﬁlgn% vglctorm or o
modesaj@ geh drdeeerpolhaiotl adlemdatorysaredbrechpigrasdaleulated as the sum
(g e

of thég]ggtgﬁkg s gfgéjinac & as%agﬁd én‘ﬁ%ﬁ%aﬁeml ??céﬂtpqﬂfﬁl s%ﬂ% 8rse calculated
fromBies&technoI. (1993) 11: 202 Chiou et al., Gene

Ther apeuti cs: | caty ions O Direct Gene

Transfer (J. A If?'sa‘qﬁng ’i’@zéoﬂ W al., J. Biol.

Chem (1 )881}r8ﬁ3Nﬁﬂlb,erV\ﬂ eMt&ln’].‘otal Scol®i gl . Chem

1994) 2 K S NatH. Acad.

(Sci.U)SA 13@5\’“’%8 chrwl et I‘F’%b IWB: ol . Chem

(1991) 266: J0eptrolgEepeut i c conﬂ&sltl ons containing a

lynycleot.ide are adm nistered in a range of about

Exa A1} Serdioer zﬁ i %rrg of DNA for | ocal adm nistration
i n a gene ther apylaplet Sewlogicubvesmmpesenbodi nent s,

Grogpicent r at|ipuy ¢ aFiges of abphy 1H00Seeand 0 abhopiay 20 | ngay 40
Vacéiﬂgééﬁ T Q) apvakcindtiél | aRAUT bVilinkfordhOUf1 GO Ngp 5
gr ‘g‘r bout {20 ng| t o about [100 ng |of DNA or |nore can
so be uged during a geme therapy protocdl. The
Infeh{lﬁﬂmlﬁb RpTynucl eot i gespgmd—pol ypept i desygf —tie, 3
ConblofSeNt | ventl on can beidell ver ed using gene dellivery
S—H ne delive fr=cl e can b,ugzgv—rlmgﬁyg

Suivaxyn yr°8| ﬁrgl h {see gefer ? Jolly, Can Gene
hyo {7 ﬁy ( OO/I\ 1: 51 Ki MH-a- I—lIII‘\J n Gene TI‘VLQLQT\\I 19

Conirolss. ~ cony _Hunan_eéneéﬁ;eﬂapgl (1095Y_ 19185 JRY

Kap! de;ta*o vaBEihéJ pRvidea alkd g‘d‘bd(lﬂ(ﬂ%)of Q)tdté@l)ve i6RA@S 54sed ufdn the
. such codi n% q¢1encq$s can, be i nduced_ uysi ng endogenous
intensityrrarGesh 25 e lEdet Bigolngical o e?rsoawa}aeo?ecew%éb%sﬁong

serolGRidM CRSpAReLT tAe coREInBY $§ﬂhh€n%8m@ﬁfﬂn%)esﬁb£ ! Mycoplasma
constltutlve or regul ated 0305 i ral - base vec ors

hyopregmoriar prdellycerto gavel @mﬂ%@tlb@dyyﬁspen@ét i de and
expression in a desired cell are well known in the
art. Exenplary viral -based vehicles include, but are
not limted to, reconbinamg retroviruses {see, e.g.,
PCT Publication Nos. WO 90/07936; WD 94/03622; WD
93/ 25698; WO 93/25234; WO 93/11230; WD 93/10218; WO
91/02805; U.S. Patent Nos. 5, 219,740 and 4,777, 127;
GB Patent No. 2,200,651; and EP Patent No. 0 345 242),
al phavi rus-based vectors (e.g., Sindbis virus vectors,
Sen1ik| forest virus (ATCC VR- 67, ATCC VR-1247) Ross
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pol ypepti de. Coating of the second solid phase is

carried out so that the capture agent adheres to the
w@emon3sdl i d phase. The capture agent is geneP@l/Ug2086/013936

nonocl onal anti body, but, as is described in the

exanpl es herein, polyclong| antibodies may also be

used. The cell lysate obtained is then exposed to, or

CONTACEO8htoh idKurthi@leasiBed bynlle Gllptvitipua®enrt paaghpat t he

receptor or receptor construct adheres to (or is
cdpturé@QQﬂ*W%@WQQMbﬁHm§6?Pﬁm%ﬁgge. A washing step is
%i(li‘}a n g4 Eﬁdegﬁ]s Qultion Sont&ARink @ vhRTR 48t sHRRR URtlusdReh capable of
. lysate, leaving the captured receptor or receptor
induciegrastimgme reppensaihelashy or captured receptor or
r pt Qr. £« : 13 EmpParehdio, or contacted
mﬁ?ﬁ, gﬁmg%$?%% g%%%?%?@@?neagntibody whi ch
i dénht i kindgerphwkphoryl at ed tyrosi ne residues in the
t LS (! t | : £
an(tﬁf- pﬁ%og ﬁ(%{i‘iﬁyd&@p‘ﬁﬁﬁ sHffa talng §/e%}?edqmﬁ9@1b gfdglg 0 gtlﬂ yla%ted atty

osp rosi'-ne anti bo I'S conj ug Irectly
alcolwt, polydiyredyldnypolyoxgmomiteny hieckwipolymsa (ROE-E0¥ blockgbpalymer)
nthangy oﬁt%n%gqi&adioactive col or reagent.
and/of &By, FORRRAHOn BSReeL b or yl at i on of the receptor can be
meRasur e diyinawaet©a§) emtlsionbanprisihegnge of t he reagent.
Th? enzyme can ? .bouqd to the‘%@FE&QP%%QPtX5O%%Q%bEOf
arft] bod}) AHePRLLY 'iejj,onc‘f?n A8 A B TAL G ToT SCUT e Y,
indudih@in ilm@a Respense g higaj ed t o t he anti - phosphot yr osi ne

anti body and.the enzy an be bsequent | y.bound  t
EHQ) an G gROSh Brp R e wtfotey Tor RRvR SRRy
alcol¥R pBRkRthykdnB boly¥xyRbgiing Bloek cdpoBmen (PEN-PORIHEcKIcOFdlRer)
anti body to the captured receptor or receptor
and/qrgpg eepfinatios theseofir ed, e.g., by a color change in the

cq?pr LeRd&at oil; [ 0316] NG antagoni sts (such as
ant1 - NGF ant agoni st _anti body) can al so be identified

by nc araniionic bydsentéicrherylatsd AAOROINGE and
noi T OFyyg _gmﬁEYon%@jal‘)aér P01 6 PEndrBi8 tleQlpoPiNiOBthoxylated fa
a g to NGF and

characteristics: bf ndi n ] I nhi bi'ting
alcolisil edmagisesabonicd3 Ypiof fheanolerslan weighid(i Wwhe o & cthidleneads (B4))-
o i na. R NSNS . ;
Sk o AR5k on B Tyl RS
copotjinree céramisenaboandl Br(waul @idsosfrtargdearidon) ; (c)

i ncreasi ng_clearance of C i
orbvent RATSIN e peRE gl S Mhedlegh AR Ryed fo glotl
compmrsb ek tiumi abbw 438k (w/w) @f ethylbichixider(§O).r educi ng) NGF

synt hesi s, oduction or rel ease.. I.n ' ts,
rEinGe LBl ppasgst | AR RGP AT GF PIock
copoByielr b@ﬂp’r)slié ﬁ)&:hldﬁﬂig)l (finerorhyoré olutiyddncogidan candi dat ed
agent w t and noni toring. bji ndin r -attendant
r efluct i 16 cBIsin At PR ERR ? Wherglflk%fée %41%‘3@8%%3/5 aal?:({t"ﬁogﬁstagfb to
C22 Bty Mebhol i@ adiafid ddaisip §8ladted Bim bR gﬁﬁlﬁfc@ﬁsﬁ%ﬁig\t&fﬁmoleyl, cetyl,
purified NG polypeptide(s), or mmé cells natur?Jiﬁ
steangly ﬁp%wlnlgwb%lc?hog Rad eembipptiops bsspleadyaniggously an oleyl dlcohol
and RO YBRRIERES)an o NRed IR HbsmN twith @ 4umdi ng assay
I's a conpetitive binding assay, where_ the abI|ItY_0f a
cahdi dalhe eaglsinn of pereprapls 5 wheraithartanpylated falphpeqhe! igiatGy to
[ : [
Cz2 e AR valikeci BR o e gRReon Hin T arpbiBfh, o6t
formats, including the ELISA format. In other
enbodi nents, an NGF antagoni st (such as anti-NGF
ant agoni st anti body) is identified by incubating a
candi date agent with NG- and nonitoring binding and
attendant inhibition of trkA receptor dinerization
and/ or aut ophosphoryl ati on.[0317] Followi ng initial
identification, the activity of a candi date anti-NGF
ant agoni st (such as an anti-NG- ant agoni st anti body)
can be further confirnmed and refined by bioassays,
known to test the targeted biological activities.
Al ternatively, bioassays can be used to screen
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be nebulized after reconstitution. Aternatively, NG-
ant agoni st (such as anti-NG- ant agoni st anti body) can
wheooar1333dl i zed using a fluorocarbon fornul at i PCT/ESHOE013936
net ered dose inhaler, or inhaled as a |yophilized and
m|led powde 325 one odi nent,, an.NGF
stearyd g QgL é@urylﬁkag?ObénJaﬁ?H@HP Oﬁéq;?f%"rdﬂ f’%%‘ﬁ?%ﬁf’“%% 3 plgghypjcohol
and ﬂu?re Mtagéohaz 8 ethby1sbd SlefiPROhdIVERT toAMBIRt ed | ocal
|veég tec ques. Exanp| es of SH%ﬁ ?%ggk ic_or "
t aPr get dge plaelawn a‘éparwrgh 4 whatpin fisdO5-hY YRqlypes has a
MW bfRloaNoabkeadePgioosour ces of the NG- antagonlst (such
as anti-NG- ant agoni st anti body) or_|local deli

calOhet dhe emylgion ohparpgrerist wherein st QH-BOT dlpck ﬁaméym“r‘rﬁﬂgs 2
MW SRIHEE Rloo 1PLbodt 1¥RR6! € catheter, synthetic grafts,

adventitial waps, shunts and stents or ot her

i nidt antTab bmula@moé auy, ongiof paragyentisflite 1@ arheredn Ge ngpiquig

et o W PR B LS pei i Mo,

5,1281, 968 emnls{od 3P piragrapti Duwheirein thelethorylaied ttyateoleifs Brij®

o AR Taf PAAEP DF Sogan gl s

Volpb®aV\Ghlppibt G Molto®( €S 13, yomn®icsmcv@1po®@sas,svolpo® CS23

nt | 1 i I
(Crofitp BRI Ee B SR S #1010 TReRCs R BT BLR L
BL-zanBcucsm‘x) Bar3d, BCpI3axyBoelv, Bal-50V, BR-2Q (Hikke Chxmncp]s)emtany
be in_ various formulations. Pharmaceutically
Cmngg%@ﬁﬂgﬁpé exci pients are known in the art, and are
rejzat i vigk ¥muRRhtof ShipSied pﬁﬁgrhlhﬁtl tb a2, Wheckeih ehe non-ionic
admi ni stration_of a_pharnma |caIIy effective
hydrephefict syFfacdant g PQRE I%OCka?ﬁ 15’(‘379p| ent can give form or

COfiSi St1@ReHulsRi 0@95ra€1§p1@ﬂ3 WhEh theWOH-ROP B1RK @blwlﬁﬂérSs
i nclude but are not IT'im

ted to stabilizin q
Lt B I G odeTamar i Hugionl F S haloSamer b Lo AR Refosamer
3381 BRI BFbE ZPOI&Q GRS aldB DR ROEPbRxakst 2‘23 iutr@l@dF@Bk{' n

penetrati hancer’s. EXci f)l ents as

Poloimqrﬂlzﬁt Letrd®fEGT [ Balossmenr28Y bh@olf@dﬁﬁéﬁe}?ﬁ@m 108} (RpASE),

vl BT80SR T Tk BTSN Ep B
[ 0BR7] Tha esmlsmnexfbmxjonﬁm"lpsragl’aﬁ@sleto dgewhesein thy non-ionic
hpopth%c sgrfa?ct’t n? 1sfa%ref}109ﬁ|a{éd?tté/%coﬁa by injection (e.g.,

errtonea venously, subcutaneously, 3
i nté. amngaeuhmtsicm, of@hmgl)aph Kewharein tig eﬂ;oxthdé‘atagpémhsl is Bnj®

so, R0, Bty B BB LTREREY|. 1Rl CEERAONE WAL

(Croéd)(B$-AEBDIXBD-4 BT - &ﬁiﬂdc@chmlcajg)smgmy a'(mglonmm;l therenef

dose, t n1n and repetit.ion
}fl C }?H%D\Hfﬁﬁ‘z?neaﬂf@artaﬁéf’ﬁsl Hai ge‘g’ﬁ]ﬂn@ Pr%IH jopig
11poﬂ1hﬁli7‘ctsﬁffh/otar{t Q&%E-’P@P&Mcﬂmbﬁyﬁéﬂ i body can be
adm ni stered using any suitable tqgﬁ g@g%udl Qy
" nlct [0 culsipn of PRARRBL | ¥BHERISPOF-ADP Rk SORfyfnerts
Pluroﬁ'h@@ Y ANPBIeRAker 40']]} 'Pﬁﬂ%&ﬁ@@' L@(ﬂ' [Toloﬁitﬁer)%lﬁﬂdrmﬁ@ L81
anti bodies can als adm vi a | nhal ation

[Polexamer Zzalécflwenlé@rhﬂ@ﬂ@famer 9/82]flaﬁroa@i% IAOJRPREIaS 13,
Plur(g'm® g ) PQBR&IQ(%@B ?lﬁ__ Ph@(ﬁ‘llé@l il ZSqIPo}BQMérdlﬂgﬁ LiRsi@des3qan

or the 0se 0 present
PoloxmrlﬁB]ohutrd@R/l@fl ¢ aploumnetry%OZj]oE@gé@rh% HiPolp)smrgeé 272 ]ohytrol®
about any of 0.1 ng/kg to 1 ng/kg to 3 ng/ kg to 30
ng/ kg to 300 ng/ kg to 3 ng/ kg, to 30 ng/ kg to 100
ng/ kg or nore, depending on the factors nentioned
above. For exanple, an ant29 NGF anti body may be
adm ni stered at about 1 ng/kg, about 10 ng/ kg, about
20 ny/ kg, about 50 ng/ kg, about 100 ny/ kg, about 200
nmg/ kg, about 500 ng/ kg, about 1 ng/kg, or about 2
ng/ kg. For repeated admi nistrations over several days
or longer, depending on the condition, the treatnent
S sustalned unt|I a deS|red suppreSS|on of synptons
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exanpl e, by coacervation techni ques or by interfacial

pol yneri zati on, for exanple, hydroxynethylcellul ose or
w@edoat113373ri cr ocapsul es and pol y- (et hyl met hacyPer/e$2006/013936

m crocapsul es, respect ively, in colloidal drug

L72 (i ortar b LR dr BaPeIP SR BT ST oo G 1) @asr),

TetroNREOTEIDI uta@)llc@@’rmnmmﬁaa@im1m3F$UﬁthytceﬁJBMaame@5e
di scl osed in Reni ngt on, The Science and Practice of

PH&r madye opplgiorgt a%)@ﬁ ofpamerapks hde {HBbTFN thepyegyl

conce%ﬂ%ﬁat Jt%grftcednaaﬁﬁw %ﬁtl%t 24198 §f SRMsibLisHFRPA8HD.2 % to about
Sui t abl e exanp [ s of sustai ned-rel ease preparations

6.5 %, Hepagidratlas @iﬁ’mfé’t’h‘ela%lt% abpit ¢ Ve é@vaatag@oaﬁlwér%@mbhé% f@ about
5 %, Hn%é’a@i%rﬁa@é@@s‘i;ﬁfr% B6od P, HpBRANY St (such as the
ant i body)’, matrices are in the formof shaped
ar20i cl éSIOﬂemgVa’fQ‘fl(@ﬁﬁ) ergyflsip eaEWEUl es. Exanpl es of
3 f ai Qtl‘?g L%&Ls%ﬁl‘ﬁog@t?rﬁ&fﬁﬁga'\/Qﬂnléqgtt&ﬁlo}[ ﬁﬁﬁlﬁﬁo%en capable of

rogel s or exa

mduqmgap(lﬂm’myxdte@m@hwhm’et hacryl ate), or 'poly(v
| | No 3,773,919
p?gl ;%E‘?Jél%néc lﬁp% 8&5%5?%6&3&23135@5 et hyl - L- gl ut ana% e,

no{Bt} degmankakiloa et hyI ene-vinyl acetate, degradable

tic acid- i d.co such .as
L SBRone BesrHcehiis Hery Ry SRR PGPS 5O agyabon
43 %bﬁ@leb@th)&tﬁ:a‘tibug‘hy%qlzvl’\ﬁ) detlcaoptiliy (BD); and | Supr Iol i de
acet ate sucr.ose te isohuty and .pol y-D-
§> 3- RyEP W@W 105 o 1atf§gﬂtt@5]ﬁ{°$ﬁf§ CPEPHTREAIOBRL 8T
more m@&g@m@@hgaﬂ¢y@xg adnm ni stration nust be sterile.
his is readi|y acconplished by, for exawo

f i1t r affhe AR BﬁPﬁfﬁf@ﬁ A0cvherq {bg ppRripTiRGFophilic ethoxylated

tty J1B&HoR ﬁsq‘n Ndre BRAh ABAR US V6 4d 1655 thafl Abbut MG, @W(V?Gf)&hﬁ&ne
antl body TTPOSI tions are gener ally placed in

OXIdedEﬁt)aﬁqneqth%b cAgleyl decde] PithadeddEOport, for exanpl e,
anyi Nt pgy @xﬁﬁ’l%n% df&gr% 2098 20 e thd AN- f&ﬁlcfhyéxfogmi@f

pi er ceabl e { o ermc iInjection need

ethoxyh@ddmp@sth namg ebalit Al % @ madre (Wi 9é¢thylpmmq (Eﬁ)) isan
ethoxgﬁlfedtl{?eéﬂl Qlcbi{b OS5 of 8?!@5 such as tablets, pills,
ers, ‘granules, solutions or suspensions,
o) r235 up fihs Bmmltstoe of arfyome of pdragremhs 801 tee?2alvhapein tlecoadentration of
dm ni.st.r.a admi.ni at b
the ngnﬁté)mchydtiopﬁllhc e?‘ﬁ@ﬁ%fcg fétq al%gr)heo?é? | %nsl%}/ otfl&h %lan at)mﬂ ?I/oO %rgd
less thancaiboats7 1t% o /sxt) ©f ethytenqoasmctec 1stfa:|m ﬂmtlt Ve mgtbemtlseh%, ins

pariqigtFopy et o PR PBE & charera e epftonedim SR Ree B ou

3.5 Y5 ugsrasel assagfefdeflt@ge lntvfﬁllqgl}t b% velamné 6f @ilslon Wg)a eSI u m

St ear a I cal Cl.um pno ate._or u

pHAr maﬁfga prmeision gf nyee Qf gaéagaaph&,a? gﬁm Wlaertla .ﬂm can%eatrttt?n of
non-ibhi€ hpdropHind & ét@c?kylh 511:&161 éb@[ﬂn@in@ lab&ht &1 POSREES @@N@ of

m xture of a co resent invention,

ethylens pxidg,ds &oprakp u@t%atquy?’ Qc/p eptigypdy §81P‘tab?‘ﬁ@r0é0f’ t0 about

2.5 %\,/\%Pe dRhRREdNGy hemtahaﬁ@ m% QJoEIUi L ng)cormOSI tions as
om)geneous it is neant that he acti ve |ngred| ent is

diZ8per Jhelemylsion of atyrasg gﬁmstgrmhe 2¢ erasoxharein thesroneentetion of
EHQQ Iy
the n$e¢§3§? [ v lli{%’]élat? &a osa Qﬁ}f Egﬁﬁn{él iss)lfrc as h%/da £ aB&R 2%%431” d
capsul es. This SO|Id prefornulatlonconp05|t|on is then
subdi vided into unit dosage forns of the type
descri bed above containing fromO0.1 to about 500 ng of
the active ingredient of the present invention. The
tablets or pills of the n@eel conposition can be
coated or otherw se conpounded to provide a dosage
form affording the advantage of prol onged action. For
exanple, the tablet or pill can conprise an inner
dosage and an outer dosage conponent, the latter being
in the formof an envel ope over the former. The two
conponents can be separated by an enterlc Iayer that
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CDR substitution nmutant which results in inproved
affinity (also terned an "inproved" substitution). For
we@x@epiasy3 as denonstrated in Exanple 1, use of P€TUS2006/013936
method permtted identification of a single
substitution which roved bindin ven wh .
particaler framabent ¢ %ttmou*sﬂﬁ {3 |aéwr%?@s§?fr%@b°§5% Simafgnt 1.5 %
a6 ity s SHRat 3 9fkolaBol 2. 200 by (i . e., loss of
fore aﬂgg Punctlon Caﬁgl%ateso?ﬁa blnd may al so be
sééuené@@ﬂﬂﬂﬁ@$% /W RSHSI9T GOMPISINEDR subst i t uti on
mi[ ch Fl?{i oD quﬂgﬂ EhtaikifS 2 dccind QR o?fﬁﬁ‘ﬁio%@ﬁ'&a‘ﬁable of
tiple toun screening are conduct ed or
inducingampmeune esphingaingdiofteach conpri sing an ani no acid
Sti of one or nore
C%&) g#ﬁ-ﬁguﬂ5mg@ﬁ%a£%gﬁg&%@§§QFQ%EusefuI for the
d€3) gnaafinaaladicond |i brary containing at | east the
or,igi nal__and t each inproved
R podPPT “:yvgmhﬁ e&ﬁgﬁ%%ygm%gkg?ﬁon in the CDR at
wsxh a nsm-ﬁlﬁlﬁd Hydtdpbitic pulyantetiytenwpdlydxyprepytesie blooklbopglymer.

Pr aration, and.scre or .s ctian
T R R
alcthP@ ANaRG gEots B RSk Hatad Sty pIcoho] demplﬁ?smmm tﬁanrabout 43 % and
characteglz P ?1£DR |n so far as the frequency of
less thanhaut 4% W"a‘ﬁ e 9%idt ng, the same binding,
degr eagaé chiiidh BEpRigrih 23" Wiikengtha f&ey adohyli iclen ethoxylated oleyl

i nformati on relatlng to the inportance of each am no
alcohgk waBAdPHL# ER-for the stability of the antibody-antigen

CoRpl exne Eﬁiﬁlsf%ﬁ %FB{yeone of pzﬁaé?%ﬁx’s b @ Pkhdréi ﬂ@%n&eﬁtrﬂldﬁi)f
bi ndi ng when changed 0 amino acids

non-igui ihy drephilie eth@r@/mdffa@dala@%lsrﬁ@m FhoBhnl 9 e ab@ltélﬂ Toid8) y

partu}u?ar tﬁt%n{ a%gHﬂf 1.3 %1 B%ou‘:l1 1510 €101 b MAhRGeouSIY OB %'uw 0 b4 to@bout
lon O retains binding in onfly a snal

3.5 ‘Vp expresscchga@ i cegiapeini weight by solump af eppdsior (Wi)-i s

£ Sﬁ)nt ! tIlhg gq:ﬁl%m% ? %@) ({neg)?ge{r IépHs 96 't%ﬁ&@ih tﬁeoco%tratlon of

ction. canni ng mut agenesi s
the nmetdnwdsrdg@hm ablyoxyefhylemepplyoxypeapatede bigclpoerolynagids frem about

0.01 éocﬁo & L}t Ct dgrtn%r%%gﬁn?u ?—3@ ﬁglg%go&% 1?[@(}/ ab%lut f ?F’/e&%/v m no

am no acli 1‘ons in
t b CDme Nnuhfbnmmnebépnhga}gls aém 3®mhexmn¢moucﬁnyram of

the nmap R BRE PRI AL R ARUT is L R 0E Tyl ol 2 fe

partlﬁim%hmtlﬁ() 2 W@lﬁdbﬁﬁ&%ﬁwdtvkhtammﬁdnabéutnlzt%s t@ateut 1.5 %,
conbined in_a secongollb%9r¥ %Qi%Q i ncl udes the

morelaﬁﬁ%”&géﬁusé}fﬁ% about §:2 % fRAbgrs It ™A no acid at t hat
PO t i afhe eMARiOARY akydredE parhgtepHd d&o 3delihtietad emulsion has a
substitutions at_that position, ggndlng on the

phase igiiprsien tempegure (1) grﬁ?tﬁrrtbaft tigaual o 2555 red, or

pej’3m t t’I‘flg eHrﬁls{bQ of B@ra&?;fﬁ‘i $68he3&5h BRMIN S Bém §§du@ 889001 about
hod. I'n addition desired, adjacent am no acid

65°prretpamﬁulﬁalﬁf19@4bah@én€i<e@°tltﬁoa€ | east two or nore
AN Al dilsRARHY SRk Bk BEpIRT BOF W HOcARLER TRY

per it additiona lexibility in

compristslnyt voBDR; pastvplutne me(y) <pfr¢ntut1ﬁncm,, frpmrahwt 2(% tq ahwpt $& %t oil
phas%,r{]??%l{i%tg rtl?edoqﬁ} agﬁlth% cka% pa gﬁﬂ?ﬁiéroxﬂagbmr"/o (1 %‘gut 40 %,

Sons “enb rar

conprises substitution at positions that d|d not show
i mproved affinity in the first round of screening.
[0360] The second library is screened or selected for
library menbers with i nproved and/or altered binding
affinity using any nethod nown in the art, including
screeni ng using Bl Acore surface plasnon resonance

anal ysis, and sel ection using any nethod known in the
art for selection, including phage display, yeast

di splay, and ribosonme di splay. Advantages of the

nmet hodsfor adjusting the affinity of an anti body and
character|2|ng a CDR [0361] The nethods are useful for

o - e



293 cells for transient expression. Antibodies were
purified using protein A using standard nethods.
w@Be@entB7Assay [0373] Affinities of anti-NG- FaBUS2006/013936

nonocl onal anti bodi es were determ ned using the

Bl Acore3000(tn) surface plasnon resonance (SPR) system
advarftBledusdy Fomlabigyt 8P sccabartd SN pnd, apse edveplagspushy fEpn pRegt £y to

| -N - (3-di met hyl am nopropyl ) - car bodi i ni de

ﬂmuﬁ%ﬁf&%ﬁ? ﬂ%%e (EDC) and N-hydr oxysucci ni ni de_( NHS)

acsor diThg etolsiohef parpgrhrihet4 wherais the @dltis dminerabgilan NGF

di | ted nt o h
T e
isopada B0 oﬂ[aﬁd}‘br napkthegc vidrsipzdbine, quh@lwwt pristanacpadgsobuisac ,

] Wk R, RS g MR ISR BB B i,

det7ai | athe kindRicn®f phraigtsts3dond 5 50@:ef0ibe Rihdra pilsomptses gmear

e L T (e
from&ls4b BDAnd aks ef arélﬁitﬁcﬂdﬁﬁ)oMs 21004, Pierce
Blotechnolog Rockf or

ef Fect i RS EUlSionns e g &% Yot elw&gﬁ Fplérli?%éb‘fl%ﬁeé thepgme

MA]@(HSB%L%'SQ%r MAK@&@%@ (ER E}GP"IFRAEEOD@Q’IVI@Q@eﬁréuogCt i ons.
buf f er 01M HE

ECHOAS0. Tj@swsgmfcﬁ@tlﬁame OFBM)&%%}&S Hdedl é‘éefﬂ!iﬁh‘? ?fbls B‘Lﬁ“f“élfe of
oils éo%{rpn%k al 106 Bl SGRIR 2RSS 8YcttionCr €eni ng assay [0374] A

ng Bl Acore assay was optim zed to determ ne the
af40.ni tThestukidn of] |p@qut§ph POhereip thamistire of gils cABPHETSE &t legst
onevg@&% cH Iture | ysates were injected at 50 mM/mn for 2
%XSSOCIatIOH times of 10 to 15 mi nutes were used
f 041 d et'ﬁremfmmcrrmf pafagrapls fhyhereir s egetpblp ol rapsesenty frpgpbout
[4) J 0, 0 0]
0.1 %3 Sk H L)orR! 39 pRkQNRHALAAY BAhLYEH: S0 RABBLES % WAL

range as the te
us4zl t oTieregadsort df@aiagiaphmg' ox(4l W)lmeel@ tie-ve@Bablkeit s grqun@ut oil,

d for confir
nut qﬂ §'§’(§%?N8’E ‘?1[3 ﬁaf(lf) 1s<)y€I I811,t eyening %niﬁ%vs\,g rglé ?ﬁfiﬁhe hke
obsai n Retbhelkiok Qnﬁpﬁdiﬂgkq&rafﬂ oitem etfoaylated oleubrlmheblwith 2-3

B b SR S B FOREE Pl L HEAL SRl
hydleg‘ﬁlﬁ& SrfaeEnt ﬁ‘nd)aUPG)EJP@F detcﬁpdlymdfhaﬂa@?ﬁylrmﬂy ga et % EO

detectin |fferences [ 3 hﬁ that wer e
and a BBV oxquad P8GU o 1660 ag nBP‘lqné“rnl@’ fop #3430t Gt er i nat i on
asgay [PR/lulssed 6iadara%falph! 43 QihSre{nGhd pardf@ oS4 dtARbAGNIHon

of purified Fab sa es were injected for 1 mn ? %
fronpaborr h%eabautdiods sed Va@ﬁgepp%ﬁfmafabdﬁ 1p G0 torpbgdr3Q % (V/v); the
HR! T 8BmIY, DYEb NS %/er e
ethogt% Q%g# % %oP@ﬂ??R%(ﬁfg/agér% %%{é? IE’&&%% el ectrophor esi
advamgn@sbzs&can @tlz% al-3 Ya(wah the etheryaiad elsHcdephehvith 5- 6(%% 1s at
Bl ok o )1 % POE-POP
oo SELTEILRRS FELI, BEALgRELY ORI ot 10k o oo
bloc%b@lﬁhﬁmﬂ&@pmmmﬂa ﬁ@tcu%l §6 B9 and 2 MW ground 9Kt ta 169530&8 at

te sopfrrabatnion 0t kN 2p RIS R ERAN TR GTSA T o,

6. 489- 1A&Qulsiinrgmibligndd peviiinwi} almllhqzl_s'h@pdaﬂnyl alcohol with 2-3
Equi I, bri.um di ssoci ation .c D re .
5O EEpeco S SRR R 8 ARl bl QAT o) ononi

mat urati on of nouse antagoni st anti-NG- anti body 911
[0376] The npbuse antagoni st anti-NGF anti body, 9 11
(see Hongo et al, (2000) Hybridoma 19(3):215-227) was
sel ected for humani zation and affinity maturation. Mb
911 binds human and rat NGgwith high affinity and
exhibits no significant cross-reactivity with the
neur ot rophi ns NT3, NT4/5 or BDNF. See Hongo, id. The
affinity of the papain-cleaved Fab fragnment of nbuse
Mab 9 11 was determ ned using Bl Acore analysis as
descri bed above. The papai n-cl eaved Fab fragment of
nouse th 911 bound human hEF mnth a KDof
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| NCORPORATI ONBY REFERENCE The foregoi ng applicati ons,

and all docunents cited therein or during their
w@e@saecisrd on ("appln cited docunments”) and al | PCT/US2006/013936

docunents cited or referenced in the appln cited

docunments, an I n ited.or referenced 0
hydrqpBp o 281 A LB B BB B TEe; ith Appraf e a0 2 EO
and 2QUttvedo@id 9860 & BI006 ds Adh-iBEiE ﬂy&oﬂlﬁ@ﬁrﬂaﬁﬁtﬁe nts,

together with any manufacturer's instructjons,

deier i e gmalsiopo E%Ié%fa@b‘bsc‘?’lqued’éﬁe@ﬁ tfmpikis gt deapegniration

fmm%hﬁ & 50 $04dvaitig d%ag %&81 5B R 361%6(%)”1 %e%'ﬂibx?fatéd rble@rn é[lcohol
docunent i ncorpor a g%re erence ereln are hereb g

with 233 pat ﬁ’?@dnqﬁféﬁfﬁﬁoﬁ fw V(etpénéédvmew fem &rplody a0
(W/Vj E?\/él;}% %\}%ﬁ ble§a1nol Hn LOWORE 4t @R coﬁéeﬁﬁ%ﬂ:ﬁoﬂh—EZ % to 3 %,

The”present 1 nvention relates to

advaniageousiy fame):5 Yrta PSh O1); andidie POESROR blogkigapelymes withnd
appmqaﬁ;tgﬂp%te& 8¢ @ 5Ol mw(%&%o tgg%socn@ 2CRIPARL ,{Ifagliﬁlg from

si ng he sa THE | NVENT
0.01 %ste 266, sldijniagaody from@ASCh trelS Ve(wiel | known.  An

h ' i .
ad47u va rAn en%ﬂsaoﬁ: go%pcf'%ﬂqg at ﬁ%ﬁn %’fﬂ gﬁ] FW%%%@)&" giﬁzlsa}éa t“gth 2-3

vaccti né ases
EO ab hm—mammpnphﬁlmmfaogmmnd Amethoxyddtedtleiakohdlivath 56 OFots @on-

o nogeni ci of a protein, glycoprotein or peptide
1onic ng%?ﬁggguﬁﬁ%¥tenulsify vacci ne i munogens. (Nossa
1919, |’I|he emURIbAIGE piragralbhmmhﬂrﬁg yhe pReafiin ¢iEd a) g concentration

ott-Raven Pu lis fle
ffomér«p wdva&fe@@uslvﬁf m\)g %%43 %éf S & %&g@a@my
with Adj BOY &k theRBARAG4tion PRWED. | v8Rd %ﬁ&m{tagemy from Blse%um %
Because of the es entlal rQ

Press, NY, N, Y. p. 14'1%
(wivk theretheaylated steyl geohpl With P95 bt coRseRiFAYOR SGB: Gitey /&f
advaﬂtﬁé‘&hﬁ?ﬁ‘om%%ﬁ%%t(aﬁr use of adjuvants in the
formulation of vaccines has been virtually ubqu|tous
( MfssalA method of melinga vageige FOTARRYItoOB RRINPIISINAYYRINg: Yfcgne
antlgtslb?r hﬁ%ﬁ%&% Mle YNh&RIBA ThRAGH RYoateEH aHBES)ith Ji’%mulsmn of
erence nventlona adjuvants, well-known in the
any qiieof paapgsaplisJde 48 in nature. They may, for exanple,
CapSi Sty fﬁ@thlé‘@%o‘% Qﬁg L] ?Jnﬁuﬂer}&f 8 n‘fag@s‘t E&n}ngléir%osones’
mcel | és or emulsio Fre J uvan
admigidferivgthe smubsiontod afipomeht parayegel 1 tar%& oPtheehdcine Lo@Position of
n ra. Al though there is no single mechani sm
pma%@ﬁggqﬂggﬁgggctlon an essential characteristic is
t i r abkik fdrpertfmmgme fniethad bf paragraphei@e 50 b@npmngrthe

res nse to.a vac Nn.as CO are t ot
el RORS@np REGRSEAITY L&) GHBCTREDE FROMBUC CLPHREebn 49 and
uwu&ﬁkmﬁ?ﬁymﬂbaﬁ&gﬂ&uﬁaﬁodMbgel and Powel | %?95 supra)
In_this_r uvants are nore ectiv
f R S AR et L T
is to e& ﬁnm&d&ﬁa&eﬁd mvamah defied @F\smeng)oc@bdragmmsad & 1 BERARed to
responses (" and Powel

1995, supra); .and
partighls t%@ﬂs @?tofeﬁh éﬁ thﬁcﬁbe‘(Faﬁlﬁs‘é“Ht‘ﬁE 28 F88Y Bﬁﬁaﬁe"r‘i dﬁ%?t‘ci’PS gh‘?EFOf are
possibR! vlqﬂf&ﬁpde?ﬁrﬁﬁg EORLURSS g‘i&%@ B Sf A6 pletk invaRfnne

anti gens (Vogel and 1995, supra). Cenerally,
enul si ons used in vacci ne fornulatlon conprise a

m xture of oil, aqueous solution and surfactants. Sone
enmul sions incorporate a lipophilic surfactant such as
Span 80(r) and a hydrophilic surfactant such as Tween
80(r). These enul sions may al so contai n conpounds such
as lecithin or saponin known to have ionic surfactant
properties. However, problens of stability can be
observed with emrul sions usgd as vacci ne adjuvants, in
particul ar during storage or transport. Lipase or
esterase enzymatic activities present in the solution
or suspension of imunogen can hydrol yse the
surfactants of the enulsion a 2Xnidi lead to a | ack of
stability of the adjuvant. The |ipases or esterases
can cone for exanple fron1the ceII culture used to
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enbryonic and fetal stages. In particular, the term

"vertebrate animal" includes, but not limted to,
wheovansid37zani nes (e.g., dogs), felines (e.g., PEL/B$2006/013936
equines (e.g., horses), bovines (e.g., cattle)

orC|nes e. ? pi gs) ovines (e.g. sheep), caprines

abbits as well as in avians. The term

alb' an’APe1- G He 1O ®) BmbiSHR E&nﬁr%n@ny speci es or
subspeci es of the takxonomc class Aves, such as, but
nod) | | nmawop@solwn@wéﬁ@mgtarve@ﬁ@ra@hg@rqspmwgogéﬂaapable of
mduél@/ﬁhﬁ—)mu lljgs? Sg,mﬂy&;slfs a goose, a quail, pheasants,

awks, crows and ratites i ncl udi ng
odﬁ)lchlmeﬂmnahMKbdgsﬂmnﬂwﬂdﬁ@yabehﬂhere|n the term
r pertains to an ani mal of porcine
¢ |n%1gﬂ8%ﬂkﬁsoml refers to a femal e of reproductive
ag{é) ana rxoapabq: hydrgphilissuriaeaht h@lwéqdrfrom the gravprafl ethoxylated fatty
e i DS n [ [
stoongfin B STy oo R b3 ol sHofolel QLSO B ffymen
anW&ﬁMﬁbmnmhhﬁmﬁﬁﬁﬂﬁ I nacti vated vacci ne" enconpasses a
vacci ne,_capposi ti ont ai ni ng_an_infectious organi sm
a2 pat HIY ﬂpnf‘ﬁ%\tFr @Wﬁ %’r‘?ﬁ@?ﬁ%\sﬁ%l e of replication
0 r(1yr owhhqueboesqaidaegaminiigy vaeciiomtigsn @limmunogeh capable of
pr ot ozoal raS|t|ﬁ or fungal in origin. Inactivation
“ﬁuﬁﬂ§mb@“QE@6§$PW§ﬁ%ﬂ §¢>a variety of methods including
hi@h praassusde ligspaiceatfadtme adlévasatironf he g@ﬁp@pbmoxylated fatty

treatment with thinmerosal or fornali
alcoloh golyexshylene molyoxyripgy] leperblck ¢ ?%%%%ﬁgdﬂﬁ?é( copdlymer)
and/@&ﬁg,bgrhﬁﬁgu&qh@g&vent replication or growth of the
&anlsn1 l e nalntalnlng its |nnunogen|C|ty As used
@i n amﬁerat ekm "i munogeni city" nmeans capabl e of

pr@?”“a%n%&m&%ﬁﬁh ESRAgRRAITyAAASE ani mal agai nst

munogen or | nogens. hi S 1 nmune response forms
t hd baslhs eofulsidneofistaim d ottierein tihnhmnhtlv eghoxylpted @atmﬁk@hol

com¥l gaqg&ﬁt é‘ﬁ%'o@ﬁL RIEREEY ek rﬁa}u@&fsheém oA é»ﬁ&@

er &l esponse ers
r ewhaeis ¢hedlydmiphidid PK)E—HaP thkrEdpolyAwr comnprises zrb@gb’iﬁrf’éévva@wr

ﬁW to cgllular imunity (CM); hunoral imunity or
morg 787 98988t h. The present invention al so
coRhaepiiatlgmphilc epojisal hityilbatb] vanaipastiouots i e

molGe Bt B B0 VR el B R s CBOT Bl [y fnduce an

i nﬁ/h@&ﬁ@lﬂa @l&ﬂ@ﬁtddﬁht@r fleshohis b €9pea3E fat@&&lcuhtﬂdnﬂ] edvahtageously
the term "anti

en' or, "i nogen"
seledttEionk e D <RTSBE R FEoPYTRG TEShONEE=h MR gLEros and
comBifAtioRk therbb adviintageduisiyay ol FlEdhS ard 110 hévaata@eoukisam
killed, attenuated of |live; a subunit or portion of an

eﬂm@ﬂﬁﬁﬁ@@ﬁﬁk&hWeﬂﬁhﬁﬂ%ﬁﬁ?”%ector containing an insert
Wi %ﬂerélﬂ'@?émgﬂﬁ#bhﬁw POWRBHP bRSk cibolnfRE SorRprisbs ABUESH %Qhv/w) or
capa i nduci ng an i nmune response upon
morgefethoimarkidaand a host animal; a protein, a
gl %ﬁ&&%%eelb@E-P@Pl Hl&‘ﬁr%g 1$h&bhada WX}P SRJut 560 18 alPd%Pi 6086 or

an epitope, a r~any combi nation thereof

Al whereiattled nop-ibhie hydmpinbfg%mfa@iantmn aiferxylategd fmﬁi‘mhgbora

t 0X r 0

e ol oot Bty ARE O Bompltes il Phan oowt 4%

(w/ivant etygenardmdddar from t he sane species (e g., different

i sol ates of Mycopl asna hyopneunoni ae), froma

different species (e.g., isolates fromboth

Past eurel |l a henol ytica and Pasteurella nultocida), or

a vaccine containing a conbination of antigens from

di fferent genera (for exanple, a vaccine conprising

antigens from Pasteurella nultocida, Salnonella,

Escherichia coli, Haenophilus sommus and d ostridiun).

As used herein, the term "adjuvant” means a substance

added to a vaccine to increase a vaccine's

|nnunogen|0|ry The nechanlsn1of hom1an adjuvant
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tion may have fatty al cohol from ani mal or
Chenziegje) abinecampogitian thpreef @hange of one origin for the

Ot h? [eift ?ﬁ‘él o@enlkaﬁ cgﬁ’&ﬁtr o%k %r%&ﬁ‘ts,‘?ﬂ" Weighit Eﬂélf Voaﬁildk‘ﬁﬂd’@mon 18
fe ation teemJS|on An
fromaubon'm)cﬂ Bl’gtotabottﬂﬁéi %nmemtio@hr fre abewié %afp %\%fr%%r } advantageously
nc Y 12 es avoat spe of
oGO o © FRt b ARG PuZiotab a2 s sl
pastic uﬂ‘}arenfulsmcm aflotuirh 2 Wlictedn tib bmphélwh%j\mﬁtﬂ&@’é&j@%
from abouyt % t.0 or
compighTREbM 22 Sp b Bl ey B o P e SO o
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advant agepus enbodi nent, the present invention
13559?‘?5]@¥1?}’é§xfd8|man oi I-in-water (Q'W erul sion which %
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antigen or immunogen capabl e of inducing an imune
(wiw)eof plbiilsae pHARBISL: (2) a non-ionic |ipophilic
et hoxyl ated fatty al cohol; (3) a mneral oil; (4) a
non-ioni c hydrophilic ethoxylated fatty al cohol
conprising nore than about 43 % and | ess than about 7
1 % (ww of ethylene oxide; (5) a non-ionic
hydrophilic ethoxylated fatty al cohol conprising about
71 %or nore (wWwWw of ethylene oxide. The ethoxyl at ed
fatty al cohol conprising nore than about 43 % and | ess
than about 7 1 % (ww of ethylene oxide is
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i ncorporated during enmul sion formation or, in an
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et hyl eni m ne, binary ethylenimne (BEl), thinerosal,
and the like, and/or a physical treatnent (e.g. a heat
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wel | known to those of skill in the art. For exanple,
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- Paraffin oil (Marcol 82(r)) : 87.5 %v/v, -
Preservative : 2.5 %v/v Agueous phase # 1 (108 m): -
weoloensses 407 (Lutrol (r) F127) : 0.58 % w v, PCT/US2006/013936
| sotonic buffer containi ng di sodi um and nonopot assi um
phosphateOOZM(H Q.S 0.0 %v/v A5 %
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aboufdN & tBQEodtWQ@@aﬂfa%éouI%o% 8508F131Y5th @RS 5 PY AIaseek | N
the first step was cooled to about 5C di l'ut ed by
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Paraffin oil (Marcol 82(r)) : 86.4 %v/v, -
Preservative : 1.5 %/v Amgous phase # 1 (240 m): -
| sotonic buffer containing disodium and nonopot assi um
phosphate 0.02 M(pH 7.8) : QS. to 100.0 % v/v The
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di sodi um and nonopot assi um phosphate 0.02 M (pH 7. 8)
98.5 % v/v and the i mmunogen(s). The BEl enulsion is
not d| | ut ed before ‘use. Fi naI surfact ant concentrat| on
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m per dose) via the intramuscular route, as 0.5 ni

over each shoul der and hi p. Unvacci nated controls do
woeioeneses ve any injection. At 3 weeks of age,PEl/USP0geE13936
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or spon Exanpl e 11: Serol ogi cal

advanagpxmsbfefmnil'dimlueS%tosbowllé%ﬂw res onses H. cerdo

va :

SRR R SRR S e o SO Broportion and

bl i:vﬂdeﬁll thd mtmlre)gf ailsl cogwpeibasat Iienxnomﬁvegctslsl@leﬂs@ttt i ons and

the strong serol ogi cal responses. A conbined vacci ne

conpri sing Suivaxyn, Mcopl asma hyopneunoni ae and H.

cerdo gave simlar antibody responses.* * * The

invention is further described by the foll ow ng

nunber ed paragraphs: 1. An oil-in-water (QAV)enul sion

conprising: (1) an aqueous solution containing a

vacci ne antigen or inmmunogen capabl e of inducing an

i mmune response in a host ; (2) a non-ionic |ipophilic

ethoxylated fatty al cohol; (3) a mineral oil; (4) a

non- | on| c hydr oph| I | c surfact ant sel ected from the




24. The emul sion of any one of paragraphs 20 to 23
wherein the concentration of non-ionic hydrophilic
wetdvonydsat ed fatty al cohol conprising about 7 BCR@82006/013936
nore (ww) of ethylene oxide is fromabout 0.01 %to
about 3.0 % particularly fromabout_ 0.05_ %to about
2 \5he%m mawegeaailﬂam mgeondiy oftryteibiseiflovsr: gilogplywsh tsoya
) e%oﬂan%th-r e enul sion of any one of paragraphs
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%to 2 %3% 2% S{;HI r fromabout 0.2 %o
tempgpagiie (13 Thereater HhRn 'ggJa rom about 0.2 %to about
1 @hé}/@m RS enudilotlits a@hm Sﬂv}érsfdn(temlailmmne (PIT) ghatenthah o gqual to
oL1.2 % (wWv). 26. An oil-in-water (QAV)enulsion
5 rising: (1) an aqueous sol ution containing a
VagRrBig 1R BITIE R0 abdul BTG @bowt 85N nerepartievdartyi firgn alpput 33°C
I mmune response in a host; (2) a non-ionic lipophilic
to abopHXG1 ated fatty al cohol; (3) a'mineral oil; (4) a
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rom abou 0.t O nore particularly
adviegep o HOmGRvoLA’S CJSHt 10581 o PR 51 The
em‘l,&h%fegpthet)ﬂwmﬁgﬁlgﬁaﬂmr agr aphs 26 to 30 wherein the
concentration of the non-i h
f atwhyres G Horerslilrs & pArabB o1 s oo iR Yertiifi o,
KodreeaRedipolisébuléne , polyd ,
Squﬁg‘{/ cthgﬂgeg%[g&é&{e ?@?ﬁggbﬁ%ﬁtg Foh S e g%%lfjt 12 % ore
poljampmmbag@m@?rypeﬁlﬁéﬁﬁ@bbm 010. 2 % 0 about 1.2 % (W V).
Whepe“:fn @g]é}nﬁis glfnﬁﬁ%g g Q@luﬁ’iﬁ: pRARBEARNS oft erh@sidd, from about

SI 0 a ph aSe inversion t enper.at ur e
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2 h ndZ2@6ret O
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adveRiAEsous frofhaboenlf %itobeut 3&ifyof oil ehast apdir agr aphs 1 to
33 ere n the enul ﬁﬁ g &orrprl ses by vol unme per vol une
QAL h&?ﬂﬂ%ﬁ‘&’i““ PofMiabout 2 %to about 50 % of oil
phagigrdif te wethaigl dih@npiikdss)linaarar taneifisdicailont chaindiaving a number

particular from % t bo 9 sly
of omes ecis g Seseaeseidy AR 15 for AGOUATAIEHET
corifcRaapout 15 % to about 30 % of oil phase. 35. The
emul si on of paragraph 34 wherein the oil is a mnera
oil. 36. The emul sion of paragraph 35 wherein the
mneral oil is a paraffin oil such as isoparaffinic
oi | and/or naphthenic oil, gpualane, squal ene,
pristane, polyisobutene , hydrogenated polyi sobutene ,
pol ydecene , polyisoprene , polyisopropene and the
i ke. 37. The enul sion of paragraph 34 or 35 wherein
the mineral oil conprises a linear or ramfied carbon
chai n having a nunber of carbon atonms greater than 15,
advantageously fron115 to 32 and free of aronatlc
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al cohol and advant ageously sel ected fromthe group
consisting of an oleyl, cetyl, stearyl, isostearyl,

wo 20064113323 cohol , and conbi nati ons t hereof, PCT/US2006/013936
advant ageously an ol eyl al cohol and nore
advant ageousl y an ethoxylated ol eyl alcohal wth
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the [ i pophilic PCE-POP bl ock copol y onpr.i ses about
My@plapsg i epnewnoniess gorsie SE¢Ay B Oioslie aafef R%’Pe. n the
hydis0phigli oo abahinh ol leé‘cﬁéxymam eRBolid) fnéth 2-3
thgrsl aboAuteﬁlAIfl%Il% W/p%]lﬁg E)eth | ene oxi de yi?qrwhere
EOtaheoﬂ-lopmhﬂpolbhlhc Wﬁqdﬁ% ant alepxylatedyloy] elsofiol WHBrIrB Esaé‘é‘on'lomc
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et hoxyl ated fatty alcohol is a C9 to C22 fatty al coho
and advant ageously selected fromthe group consisting
of an oleyl, cetyl, stearyly; isostearyl, lauryl
al cohol, and conbi nati ons thereof, advantageously an
ol eyl al cohol and nore advantageously an ethoxyl at ed
ol eyl alcohol with 5 to 2 1EO or wherein the
| i pophilic POE-POP bl ock copol yner conprises about 35
% (W w) or |ess of ethylene oxide and wherein the
PCE- POP bl ock copolyner has a NMVof about 1000 to
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about 4 %to about 40 % advantageously from about 8%

to about 35 % and, nore advantageously, from about 15
waewoe/ a3t 30 % of oil phase and wherei n t he PCT/UB®0&013936

mneral oil and wherein the mneral oil conprises a

linear qr ramfied carbon 0. hav nber
advaptageguyly 39%5 drtadt’afwivhgpd %s %0 %@%ﬁ%&eﬂrg Ygpef W
appr&em%@ly 70n8 86 f @@Jnd%ﬁ\@%dnﬁxd@%@@qrﬁd@o 8 r.u i %&bﬁhamﬁ from
ermul sion conpri ses vol unme Epr vol une (v/v)
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udi -

pzﬁf udl, arrﬁaggﬁr)n&égga% @}dpa/gat!a@l St bh %B%ﬁ&téd oIk alcohol with 2-3
EO a3 dvaivniegpopkiliy sdrfagtantdndan e@%}ﬂﬁ@ﬁh@i@ﬂtalcsbol%lmﬁ OFmas@on-
. . fromabout 15 % to about 30 % of oi
w?wgﬁggghﬂggaﬁﬁé%%|n the oil is a %1neral oi | an% wher ei n

t hi. i e aulsidn of olapm il 8 wherain|thepraatiin pil isath omvdntzaiob diem 5
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advafifagdousl$ fiofn 10 Fyﬁmr@v&?}ng at least two oils in any
proportjon or erein.t 0i
CoRbr T < Fgmsieioa serpres B Psisi afg i L avar e ticen or
1mthH§61€ iwheteEthBvadcie @nien®r lrSmEGRFPH isefcoplasthE£Bpn&mtoniae,
vegetable oil or wherein the oil is a mxture of oils
Pm@@@ﬁﬁ%ﬁ@?%%o%ﬁeF@H@F“PMBHO|Is in any proportion and
whey ei E&ﬁpd@ﬁt?éh ¥bBpafinghé SmEIGBRbf A&k AlanliA38LciR Witigen or
vegetable oil and mﬁereln the vegetable oil represents
immpnogen, Fthetein e yaopineentigsaor inggumpsest isgicoplaspa hyppaaumoniae,
porci%g\éi?{btvﬁ% USTY; c%B&E@r%%&Ht 5 %to about 15 %v/v.
erein t e ol Is afxture of oils conpri sing at
| east two oils in any proportion and wherein the
m xture of oils conprises at | east one vegetabl e oi
andwherein the vegetable oil is groundnut oil, nut
oil, sunflower oil, safflower oil, soya oil, evening
prinrose oil and the like. 11. The enulsion of claim2
wherei n the enul sion has a phase inversion tenperature
(PIT) greater than or equal to 250C or wherein the
enul si on has a phase inversion tenperature (PIT)
greater than or equal to 25C and wherein the PIT is
from about 280C to about 650C, nore particularly from
about 33C to about 600C. 12. The enul sion of claim?2
wherein the enul sion conprises by vol unme per vol une
(v/v) of emulsion, fromabout 2 %to about 50 % of oi
phase including the oil(s) and the surfactants, in
particular from about 4 % o about 40 % advantageously
from about 8% to about 35 % and, nore advantageously,
fromabout 15 %to about 30 % of oil phase or wherein
t he enmul sion conprises by vol unme per volume (v/v) of
emul sion, from about 2 %to about 50 % of oil phase
including the oil (s) and the surfactants, in
particular fromabout 4 %to about 40 %
advant ageously from about 8% to about 35 % and, nore
advant ageously, from about 15 %to about 30 % of oi
phase and wherein the oil is a mneral oil or wherein
t he enmul sion conprises by vol unme per volume (v/v) of
emul sion, fromabout 2 %to about 50 % of oil phase
including the oil (s) and the surfactants, in
particul ar from about 4 %4p about 40 %
advant ageously from about 8 %to about 35 % and, nore
advant ageously, from about 15 %to about 30 % of oi

phase and wherein the oil is a mneral oil and wherein
the mineral oil is a paraffin oil such as
i soparaffinic oil and/or naphthenic oil, squal ane,

squalene pri st ane, polylsobutene , hydrogenated
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