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| antation of an infusion

B0 APt SRR ) S B o1y s st e s (0
Cifnplbr)tatioﬁl Bfaa\iﬂfﬁdicﬁi@hmﬁ; dmdmosdl fatiniontion] fueh sonkgbgumetital

APt oSR5SR, ARCETEE e s
enyperetraladniniirgion slcctohiamn ctaltaélpm@mﬁoadmelﬂi aémma:trat@n and topical
E‘a ?sﬁlmoﬁd%ﬁmaﬁ tdﬁlﬁ)ﬁs'tralgn Hﬁy m&l[ll(f'el alf g}% v@igh s%ﬁﬁﬁon\’\@'ﬁé}e ointment, an eye
SO e ol ntment, an eye shield or an eye

@mkﬂ os gl qye ﬂl‘@hSOh{tleié)ZS] In add| tion the conpl enent

| 196YsPIrt Rlaith mb t@np@;&&%ﬁbwoma{awe% ARMtiden8mdiisiessd
in conbination with a i nrmunonodul at or

0
i SePDEEn pi & dunpame B LN &Imm[nﬁﬁ‘?@fsmﬁﬁ%)ﬁ%‘ind enbodi nent
qf)O%m Q&n@ﬂl&feﬁiﬁbdnhﬁ‘l efilid paent B atiqsrekids b e addinistrtisd sfanicleinacid
nucl | C aci g nstruc S th atre Msorc% ene thera
e‘i?{ﬁh@%t% ?f@retcﬁ%@ e ShpPEiERe \}\%en }g@l P geng”
t joea7a pgnothgl&aﬂaa’qlméhn aﬁtlmmresemadmmanﬂucbﬁ a lnbthod;fmezstemng for

O T
omodm\@ saewptt Csli2my Cortfedefigient mce divesamtivermsaiésst similasiisensthelagical
C&'Jangl% fB{mdqﬁ firin Qiﬁzfah&w& AMDE Biese nliRERE A LERdBR b8 dment

sim hi st opat hol ogi cal changes found in human dry
aﬁbllb\mﬁt or Kpatsy H ipteridrealiy; Rigolpgise! B‘émp?té’ﬁfr@ﬂbweffﬁ“ned to detefmine

c}%aa&u%ﬁrﬁ&h AMINEREIb St ifnick @6didd Fwithttie BEMBVYY el Y.

| st ol OBI cal _exam nati.on ﬁ?‘ perf ormed to determ ne
pPgT‘é}HE W*Wﬂ%&%@% in mce treated with
the agents to be tested. DETAILED DESCRI PTI ON OF THE

I NVENTI ON] 0028] This invention is not limted to the

parti cul ar net hodol ogy, protocols, cell |ines,
vectors, or
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reagents descri bed herein because they may vary.
Further, the term nol ogy used herein is for the
w@uogose2pf descri bing particul ar enbodi nents peoil/ySzne043103

[ of..inte edt i the f the present

(a0 s ARG ikt o el AR oo B e aperctos, o
trdagents idesguilled heréio bergust ity mayamy., Fusthmt thet terglinology hsediergi id foa khe
%?rh&% %{}%gcnﬁllﬁé g&t?cufap%nbgﬁ) ngrﬁg((%n gca!pc? @%thmg‘ld&f ']%th% the scoge of the
pregpp@pvep@ono&s wsekherdivoand ingthd 4ppend{igBng] the pingutss foaeé Rhéa”, and

OffrefoMds Elura%fereﬁ&%nﬁéscﬂ@l coxﬁ&gcléaﬁﬂl 8i0hded difertiSY, BB, RRELEMW "a host
acr On%ns used herei n have he sane neani ngS aS

caiins Fl%?all.?h‘éf’é‘i?ys"lffd’éblh%ycegﬁwe of ordinary skill in the

?0'099]' Onltds Gerfnb@biBerbe, bidRcHnidM @Y doRRtific Nr&mld ahy a@f&ﬂyms used herein
ods and rmterlals simlar. or equi val%ﬁt to

e AP BRI HRPE oG PYore oripay blatftﬁfaﬂffﬁ ¢ field of

[ﬂfe@:ﬁ/erﬂbn mnmargh Iamnetﬁoheaéﬂﬁﬁﬁﬁdlﬁiryﬂaﬂﬁtehﬂﬁkﬂent WenoscRscribaiM@rein
teri bed her ei tents

STF P R SR R B B BOPRE st R P s

loxe desefited beree t o the extent allowed by law for the

E@g@%@p%\fﬁ%ﬁ% ?L[bl’hpalﬁlgxgtn@gtgb[n?d I%&aln%‘? IH(%t to%i gﬁgrgl%l E%f%%erence to the

reEpbrlogdd bihew &ir fhephraese af @mblb@andsi@doamgtﬂkp rriiEnspenggrastvectors,

B 6E, b e thIRMB M B rep ot M B R ELigk Be s Wifh tREpr&OR SvEMEH
as an admission that the invention is not entitled to

alreen hehiagheseipis éﬂtheaelﬁin@d ByARPHRIETRR tht thp v etion 1 petpetitishto

%@daﬁlsﬁdh@[%ﬂos[um vitue Jﬂ}ﬁoﬁlﬂeﬁﬂonam no acid sequence

;{3 ant refers to polypeptides having am no acid
85?1é‘ilft°:es that differ to some extent froma native

$®q uemlmeermO'bxyme pdid fé@en@vﬁhama Eefdry/to pelppepiieaiivilg s:aﬂu e e

s%qu‘fnces t Tt g\%fjert R)g%(?:/?tg n ;frorgl ni%g/g Ese %Q%g)ta{yg%g%o ﬁrgl)na 1lgya’mu%o acid

tsteennatarivs il lpypepitilds aboihd Yawmebga of af lege ehoei O, or at least about

b, 'h@rﬂ$l§ Qcpli§ ﬁ‘a%%e \Eﬁndé Eﬂlé i acfa%!:cﬁgﬂcg 9:1?11 ?éhqge&rsubsti tions,

insertions at cer ositions wt no aci

Slelefionn ansd/q fnwl‘h@s ﬁ%?@ﬁtwoamnﬁ byﬁ%m the awing eeichisguengef o patiypgmino

.68 Bqudnélent i ty" or "honol ogy" is defined as the

percentage of anming acid residues in the candi date

W tle Mt dentily or thamplopyc & detief p thererorpiege gf gmnip aci residues in

mrcmﬁﬁp@ ldlhﬁ@e HEQEENRRcal Gt reditiut bf d GrreperanE eedluenaé fo &ich it is
n|n e sqﬂuences an d |ntro uci

b e e A e L S
tpheeneldenntyefoﬂhq@amcseluemﬂ endot coggidesinglany icongereatiye substitutions as part
%?ﬁ@ ?e IYCQEEI {Tzln e%t%%\l_l\y to} (9 %ﬁmﬂﬁ e:Réllé an%for ﬁgéﬁloﬁs sﬂé‘lﬁﬂ: cgnstrued as

i dent | term na ext ensi ons
irpiEng lﬂ@ﬁ?f oshmqlogbé\d%lwdssetnﬂ gaeputssprpgseiurcipribe qhamt QYSIW@}IKHOWH

I’ﬁ@ﬂﬁpérp 9 (%uedve ¥d@19ﬁiy$ca§ Béjreﬁﬂgpa%ﬁ{ed By ROLAIRHR! indilin but not l1m1ted

gnmnen are wel known"in the art. Se uence identit
é%ﬁhoseéespr&éém <9°Ie@afaélalraéMela°uH§/Bw}ﬁ>me%% g Oxfred %Y%S@ty Press,
ety waa; 1988 Bib&ehplidhgl HREMEQECGENRRE Pioftct, SafiRUb. 31 | LNaAkademic

Bj ol o Lesk, A M, ed. , Oxtor Unlversty
e S R U MpuaESatisissRistner Wi T G ol gt
CEKBQ% Pruopeatrss, NSmJérh:y 1B94; querledAnalyQﬂ atidoic@laPBR®SY, von
e\llr\{{eY r K&dlg'g%fesscg&gg g Ee u%lcegua;yfms QrMae%esPogfgl\él?E %bvereux, I,
Hdam&towceé)sess New Ydek; SQ@)V and @@illp, 38&f wehtigmAn Bl, BEANS 1.iApplied
Mol ecul ar Bi ol ogy, von Heinje, G, Academ c Press,

1987; and Sequence Analysis Primer, Gibskov, M and

Dever eux, J.,
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eds., M Stockton Press, New York, 1991; and Carill o,
30 H, and Lipman, D., SIAMJ. Appliedvath., 48: 1073
W@ 1®885622Met hods to determne identity are desP@nﬁﬂﬂmﬁmBuB
give the | argest match between the sequences test ed
Vot d%: 497351966 Methpdstindrtpsmingidepsipysrafiesie ﬁ"l e teyerers RN

bRees B %H&L@@ tést@@ |Oéﬂ1§uterti>wgra§1rr&ﬂ{d;@§ to Hététinine ettty betiden G
progr am

Ielc
REuERs eﬁﬁﬁf’zmjﬂe nstéffﬂﬁfi@s%ﬁ ‘?CG gm@%@“kﬁﬁ% 0% i i &‘5@1‘2{“"
(husrdithkch 151): 537 (€9843) BLASTPMEI ASTN, BidFASTA (5tschaD 8-H 8oL, J

oy 0 BT BAORLRRS A i 4By o

ather shizidl (HNIABT NbkiaBaltivhd o, et :M:NCEE@@MINIth@QchuMd 29,894 é][tschul
2th WhiemMfEl doridi QW al

%mettah’\]lv%%{b élﬁlagf 52%05 oﬁfaaﬁgéoﬁm%{?g‘%&%e uéed to deétOfelr m%r%ga ¥

ibelesad fotdstermir@@BBty. The term’ antlbody herein is used in

:Ir(g)gg bf‘l%qgﬁs‘ Enu%&ﬂsﬁeré%pg 1B 80 tr&adst ¥nse emBpEcificallydbers intact
clonal anti bodi es, polyclonal _anti

meheclosy ertibpdies. poficlopd a‘ﬂ@gdlfsem'glnspmlfgggtﬁoglfscee gﬁﬁpgcbfbc agiifyodies)

bR 4t B3t 8o thi€@SktibbME, dnd bitibbdydiaghdaakodsng agthel exhibit the
anti body fragnments, so Iong as they exhibit the

d@%?@@ﬂ“ﬂ?ﬁ? Y¥cal activity. [0034] The term

"[603H0 Qh&aﬁll "maﬁliclobzﬂ ditibodys alis@thelerretm torag hgibedit ahtagnad from a
%g%gﬂé 8\33 ’ca%l Hﬁ}( %og%;lrgglgc])u% aﬁ%’&‘ estai:] Ié g 1n§fv1d%%gﬁtﬁb%@1ta§ c%lnbﬁfsmg the
q:npuldmo:dareslermoamxm}mfwgomm npﬂ!ﬁpw qgeuring matasionsdleat mpysks| present in

EXES B}nan R @8}%% o) p%xy@@ﬁav mt,édy F{éﬁa&éﬁ%ﬁs' Mh%éixﬁb Hl@@Iﬁnttaﬁ'tbedws
may ahoun In contrast

pm?@@| aemlat dlﬁ‘?’imt mmﬁ‘ﬁ%@ﬁpﬁ‘is) 6755 g iope! P%@P(Ud%duecmd against a
g'rlmf fe QL& Rinash HQQﬁ’tig@x? TH 5,668 UnRBAnES indldhttS 1B @Bracter of the

etern1nants (epi topes each nnnoclona% % gﬁ ¥ S {is 10t o
cHintiedy @@ma@%t%@fi ﬁgmglsyﬁ‘a@la%owmnwm)opg ti P eéeaﬁl is no
Theod el bd @qulnn@fbﬁﬁdt@m&itﬁe ahﬁhiﬂﬁ‘@la&ﬁpaﬁh&laﬂhﬁhﬁcﬁ o exagple, the

the antj body. as bein roma s
6%1636[5@%15%8 l‘jF gs(efl glnac%)fcfe‘ ance Wi {ha Present 1m%gt§on%§4 Ibgln!ac% b%
Cl@ﬁﬁctofnu &dtha‘:sﬁrﬁteleﬁanlfeki rng Kplﬂu died, tNeore, DF6:495 619211t ¢ty pe qggpe by
%/ F% a tt me 0 {J 9 MpaEX8 'H%H & 5675 ht(ﬁe @&98&&%&1&&63" may
331 ﬂb &1 R aceor dance Wit pr esent
| moeaa tsolamd ey pliage am‘abjnéy Higrarich usingyert¢cHieiags ﬁ"éff%‘%lqularcésf’n etal,
dﬁatz?r% 3@5 92&%% 6@9 g%ﬁd ﬁgrkétl,t al W{H Kol @ﬁﬁ.'rS 4.9%7 ((15-@7 B, exdddple.

bl nant DNA net oq§ (see, %
LI035 Fie mobaslonsh a0 SGmp sTERGes SHBEA GREFI AR R ghich

1<ﬁ|o§tﬂe fﬁﬁvyl a%%ﬁtgﬁ&hﬁﬁ Qrfdeﬁmgﬁtha)ﬂﬁdnmyudw hihas’pblﬁﬁng sequences
u5|nq@the techniq ueslgescrlbegaln Cl ac

e dlesgisl?veé game ?g‘ut %i1esa0ﬁ wglrn%fé) a fl%g\ﬂar ant‘ljaodsf\;balss or
BiuBllass, s hSkmbidder 6ﬂ19&5h)1m(s)‘ iofdergixa mth ex. holOOSH toTesponding
m&ea}?e%e? r%lal t1b£ﬁlﬁ %ﬂ&cd:ﬁz)mihaﬁgt T speﬁ?s o Leflén%%% oan tﬁé\rlaﬁ{%g%y af:\l/a;s or
anélas, ab welhds fregvednts of sich aéibadies.ab lm astthep pﬂmtrqu dsgjesd giofogical
COLLEPRNEL: R, FEAUSH: Caﬁglvqo&s&m Libadi 85 de5d ¥eduddr 91Bs31-6855

parti’cul ar ‘specre$ or onging to a particul ar
aﬁ@B%Ddy class or subcl ass, while the remai nder of the

g@%’]( %tll')o%y ﬁ%@kﬂs‘cﬁhpmetatﬂo@& TR QAREHS d¥ @mprising the antigen-
correspondi hg sequences in antib dles derlv

ahBdinger vajsblerwon feregh Fympicn gt afl%b° e %8{5@?5‘%1 F(gbg» and
or subclass, as well as fragnments of such anti bodi es,

so long as they exhi bit the desired biologica

activity (U S. Pat. No. 4,816,567; and Mrrison et al,
Proc. Natl. Acad. Sci. USA, 81:6851-6855 (1984)).

[0036] "Antibody fragnent sPageGmprd se a portion of an

i ntact anti body conprising the antigenbi nding



or variable region thereof. Exanples of antibody
fragnents include Fab, Fab', F(ab') 2, andFv
wo e@geaes; di abodi es; |inear antibodies; si ngPEFTRENN6043103
ant i body nol ecul es; and mul ti specific antibodies
fFo firenaenfsr Grbodien: lnmtdytﬂforhag piegit-ghipin afitbod/polonples; pyskradtispecific
%Hﬁdoﬂbﬁfxndeﬁﬂ%gnt%dmﬁrﬁ%“ ses an antigen-bindi ng
a re

var i Ion as ‘we as a |ight chain constant
defFal Ao (ietayt” eniibody dsong Wiplagomprisshat aa igen-BR iR Yrsleblgagion epypll asa

afpkt ofdilBcondthie d&&ﬁﬁ(@@ Rbd IXEhAS c Bt BEnal8la,Y. &8 a@m{gcﬁm
constant donmi ns human nati ve sequence constan
FOHEP OBt e AY! it UpneeaRRER LA as (gt m?‘h%*\“%%ﬁﬁq“e?‘f‘?é°nstam
Idﬁihﬁﬁi) oBditin o0/ Yeqi@iye Vadime thEFI6Y. e inlTaRt antieddly @ay have one or more
Qtrﬁ%rg& [0038] Antibody "effector functions” refer
osée QDFO| ogical activities attributable to the Fc

r[@Q;}iSb An{i@dn aticae igetpuenee té-hosebiylogioal eetivaind attigbwaladdo the Fe

?g%lﬁpg e d;%&dg?t?%c F gloﬁ ? m rpagiggeqlgﬁlg?a\gggerp g?régigtlg)éga}}};aéﬁbsody.

ant ect unc
crapblesod mﬁlb@ibpﬁ??@e fmnctioys intlesieiCd d bigding-eonmismeptdgipendent cytotoxicity;
kFc g%eg&g bingiL DYy &s&@a@l EMmeh eh iRA@Yy gdac,@c»t ﬂltageé Gdid Yown

; aOCtOSIS down reuatlono sur ace
F%%‘@B?nd}f geﬂ(Sérfage roge{ofs| (-2 rBe‘i?léf?P‘i?F‘“ Bs@R)ete- et c. [ 0039]
Epapep dxelsbgd@@oxi theEaniBl 201d s@@érde SAPUCREE: ddfnaih BEhGOHRSERBins, intact

n of . their he C, i ntagt anti bodi es can
FETR R b ks Dridinen R it R ARGl o b
dimdsinde ng li’d:d&gM aadievdhrd df sk mhglk, futﬂ@DimHegE:hto I'sgkslassErd

(g%e%asé @&3 Igg FgA x%élgz% @Jrhtehvgr&adl vl %lgdqma& that

[cgrespead ¢ thfgdiﬁerenTﬁ@seh eéanybqslhaarn catledhs Bamt, amlbmsmtutelyafhe

Cs%uqlﬁ %%Qs IR tﬁr&edn%ngin?aﬁ &ﬂhg&iﬂgﬁ’ssb? §1ff91fent af séstl)? gl%xﬁ\io?{)tﬁﬂms are
g, respectively. "The subuni

é’f‘s}l%‘t"@r es and t hr ee d| rrenS| onal confi | gurations of

dodsbe F‘&ﬁfbo@'—cﬁﬁ&@eﬁt &Rfi-nichBn 8RR (ABCEY BfeMed 4 ccl AW reaction
[.0040] "Ant] bod\é dependent cel |l -nedi ated cyt ot oxi Ci (I¥K) 1
cells,

(AR PP RSyl s et SRS A EaePFEETRsO S £ e e
nﬁmpms; dnil ma@ymmgegmsgmze bbumd bhidbdyex p lta@@ﬁceﬁandsem@kﬁx[y&ause

t u a eut r ophi
Rl hihe PP o Mo s e Bl Ml Bl ok B
@éieteasamomstbwq:mvmyﬁa&m gel chlﬁll§chfexm¢saoﬁ arhgeatoitit cells. To
E@s@ss%ﬂd@d’cﬂw %{“ :1 rﬁol%cgfe Oaﬁgfegtt elnrﬁgw E!&éé:(ﬂ‘:ﬂ g's thﬁr:des%bed in

ress FC% ereas nonocyte res
Ffé Rt Nevrdeh P;é@FQFISﬁZI E<F! Raékﬁmeefméwsw eﬁaﬁmp@b@rewchessays

Gedlas pen-gﬁerﬁ%f%g@ﬁorﬁmga@e@ﬁé phily) £ NaPBPKRGUN R) &ﬁls Alternatively, or
i nt erest, an In assay such as t a

BB ADER 2tV oieomolaqs o B 08 o 10551 80 355 i ¢ anial
reyabiesfoetifsedhidels gpsﬁ;&nabkeffect or cells for such assays

Il‘ﬁgéildlf gﬁe %%? liv ha %'al 5‘3?5!{% fhe fact L{gﬁ??egtglh g?al{ug}lgs e Wgo?e%%maglg glffer
@d@nﬁﬁebmehqbnce/éﬁﬁ@ antHoidies ztnyl aﬁﬁlseﬁhﬂhmhcﬁiguhﬁispa&ﬁmty of each

naa

é%\%ls%élb@fo{) & p& g) ﬁu?a% §t§%f: a\F/eeveraglg Ivairglmlté is bedar?)j g?:ﬂbuted
tteriopghow) freiverigble domaifsof mtibelies s famedntratdvian thoe sdgaients called
RRbdraRRte Rfiors B&n ¥akd 1@@4 Ghaifl B Rk chirfVari St nﬁﬁmgy L
séquence anong anti bodies and are“used Int I ng
dreereaYs Feieys g alsg ca@%@cq?mplammta@m dgfermziping togjehy of GPRS. {TEhe more
Raghlyl hbeREd FR{oh O Dariable WENAs arelc R4 ﬁ@%ﬁ&o'rl& 1Ieé/ oﬂs?FI&? tThe variable
evenly distributed throughout the variab domai n& o
antibodies. It is concentrated in three segnents
cal l ed hypervariable regions both in the light chain
and the heavy chain vari alphg glg@i ns. These




hypervari abl e regions are also called conplenentarity
determ ning regions or CDRs. The nore highly conserved
w@ororions2g7 of vari abl e domains are call ed the fPEEsmO043103
regions (FRS)". "The vari abl edomai ns of native heavy and
|dprgins of v RCawRER light i ereh fampriseffprs FR, darggb ayopdd@fpf%/ -hg
Qorﬁig%tﬁﬁt cofiokd BthRd hﬁ&varﬁ@@ﬁ%@ﬁse\ghlawbm%ﬁﬁ connecting, and in some

ervari abl e r ons, which form ] oops connecti ng,
é gﬁ f? oRE ok ggkﬂﬁbﬁﬁmﬁﬁg Thaopensriable frgiops. i prep phain are held
Sdgetatinidl&e pﬂsrmmth Ypie PRy and Blitg the @gefaSablcRed@AE Rork hﬁbﬂher&ﬁaﬁn

er oximty F
it s T T R
Comiinsi oblvtnemblogztdﬂ Gudrer, fthEd.dhbiaf HehlteSeaide] Meiondd insittutesgpf Health,
' dles (see Kabat et al., Sequences of
%%%%g%ﬁgﬁg%b ﬁnunologlcal Interest, 5th Ed. Public
[HRO421 Bhederm/Thynsrvandghleiregival When wscd hertie sefaf to Hisanink acid residues of an
@ﬂtbb@ﬁ%h amespgrgs%%]f&)anhg[elp% egr E ¢ g{:&ﬁaﬁhbl@%%gﬁ %eﬁlgr%}@*%ﬁprises

regi on" when use" herein re e am )
PEEP ggidissidyes fpm a romplewsatagfy detsrminies regiey) onIOR " ée.¢. gsidues 24-34

ant), 596 (1y) B 9907 (13) & thYIRBT Bk lvﬁi%l@ dcrneam aqm 3 9@?@1’1?'51) x% (H2) and
ar |

am no acid sj dues froma " | emren
%g{@r@ FF&TF"é@ PV le doipge Kehat gt al. e niseg Pogenip)
Q;bh@nplo@:ﬁal?ﬁﬁe;(edz,z)h IB:‘hEIubSQH&ﬂh Sdridge, NRxichd) @nstitu@és Heh@, Bethesda, Md.

B P HRR B RS o g 055408

Séa@ @ireshedizhiRhot irinige @hlahmmrﬁeazc@u)csa 55 (HRene 96- ,‘lOlE(HBI) in the

Yaﬁﬂlvhﬁabﬁglglh&g (%gﬁ’l\él x‘idglgeili\?wop 706 rlbé[’] iﬁolgéyflg%)) ™ Framework

ﬁ*@@?ﬁ"@r YHRY preidyes ralieéhyﬁeevatl@@pﬁom@e regidues etbprdira shem@zva(xable)regmn
53063 af heddin @RHO1-96 (L3) in the light chain variable
donmain and, 26-32 (H ), 53-55 (H2) and 96-101 (H3) in
(1983 nkarey digrripmotraliiodies reodesiror dentiyabrntise bisdine Eagplenty, called

Mlib" Bigalents, b6 w20 3 sQd1d atid A& Tding sﬂd:ﬁlﬁ@é@yﬂﬁi‘l "R@ @b @knt, Fhose name
i.dues are th &e vari abl e mai n resi dues ot her

i ?Sr%@hwbm%ﬂ R B 8L G ey has o
defebmigioding DEA3Y is Eﬁip@paﬂbled)f cresilinkiy @figeant i bodi es

@6 %ufﬁq%ﬁggg ! e(rjlte ali]sto Icg <rflauns %ggcérﬁgrr;t d?]i;‘]lzgg Ioiqge 1&{:\ c%am ands the first constant
demdigy€itd B pibi Inﬁgvygh:tne F alaﬁmtn’ants digferditead Fats Eregmehis g thre midjtion of a
\i@péﬁd@@ﬂ%e c@rfaclx? ?etnﬁmﬁs of the Héaw <':' inCR11 %B%ﬁ%ﬁg:lg&%%eone or m re

readi | Pepsin treatment yiel ds
C¥ch wﬁa?ﬁwhg@ﬁteaprh a%@ﬂswee@swaon hgreggifpr Hab' in which the

CRRARIRiAR(s) 6f A8 Sonbthod Hdnhiths BAL 11888 ond AL 4! gr-g‘?}? FE@E antibody
frgﬁment al. so contains the constant domal n

S CHETY Jid Profesct fspars of bbs tragmenteuhiel vy meucyste@vres between
. OencYentibudbduplidgadt anifo@OFagMESs 4k fido@hiovd OM Fab
f t he itiqgn of a few residues at
SRR Be o B ot Rty e e O pened 1 one of o
icleglyidhtinng typesecativd kappe €¢) eyddiralida €9, thsed m thi@mian ididxelignces of their
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ST SR 0T s P o Sl ol By TRt o
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T 1SS 111 1 T t 1 acute
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[ munol . Meth., 1995; 184: 123-138). Al of the wholly
and partially human anti t}nggé Bboame | ess i nmunogeni c
than wholly murine MAbs, and the fragnents and single
chain antibodies are also | ess immunogenic. Al these
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W@ 2000/05ded ni st ratl on in humans than whol | y ani Pel/US2006/043103
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indeth6@logh Gor plt@ine@ dptinial dosapes .0 idalnisgyisd @ripus ibrgh an;iahtennmmg
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aﬁH tisehe QbRALe. Thede 'ﬁfmibﬁ&s can b GRY ﬁ)@@é&ﬁne‘ﬁ@df deakddjohdifidhs that ik
i nt ra%)erl toneal, int gader mal , scul ?

Sspiated BreRsEve o prepuigledartivaiqpof Qf’ F érﬁ’f‘t %6t r aspi nal |
ifuiseIa C[-“Iieaﬁtﬂaidws &0igk pedsank inketibrasay bSUﬁiibslaidiﬁb Mviispdcifat trlsmmﬁc or of

enable i nd. to ndage t' . C

Fgg,efte ﬁpem u 1S ec tlt% gng ?I?:I xﬁﬁf%?en%@&e%%fa chosen
am@eﬁ:&anaalhapmglﬁcaﬂomoththe angiged a@ftil—ag for B b@@GPgOmee such as a

88 Joﬁg(qugol%&L bof Sl & ﬂ%teﬁﬁl §eHQ=JL @@tr' Q@féétr%ﬁs W6®3/17715 WO

et ween

a?é@&%)rz W@§é@%36ea\ﬁot8é/0%j7@§ éﬁuﬁa%@dl |11Hmk31}°? ﬁi”c%{)r@t(}%) Q S, Pat. Nos,
f4Qk7k Q. G148, £RBBENS sBNab; 5l Bodebagyy o A 1. dehetoli . 1597-
opt i mal dosages i.e., admnisteri ng various dosages
dritP G¥¥erni ning which is nost effective. [0081] The
qmpj &ﬁiﬁmhepﬁéﬂﬁmme pﬁbanhhieﬁﬁm‘l ne:g Be desdridtd @ spetified inldrios ¢f the
in Vvivo co ation and/ or .t

BB Ry aeaey Rerarearerd! mh BB nain ey
triatnizoc spepficaily bitd. Thamptioras) medmpmmmlméﬁ ehap e Specaficld 6h

Q g t amino acid
B S B O i A ] P SRS e
besidyeeed for treatnent of diseases or conditions that

ao&k4 h@(;d?eg udabt ﬁ)ﬁﬁ%ﬁegdn’c/ﬁvéﬁﬁodiﬁb@@ﬁ& bedchogbdae §ﬂeMﬂéd @férms of
of t npl enment system e anti bod|
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t ok S0 @Rt D5%, aoreasosfo_vg Bkt Yoyt llebdt 8L FdsCTSOY at least 70%, at least 65%,
’\% ¥e€sé g@/e C%) 25 %%%d%ggagﬁi) AT%ani’gr (gsl%elglh tédcusfng metg&{sﬁc? v&% the art
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[ 0083] Antibodies useful in the present invention may
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or rortion(s) of a conple p way conponent, such
as Factor D, which they 59 ]QC§&Q



recogni ze or specifically bind. The eritope(s) or
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[0088] Host cells useful in the present invention

include but are not limted to mcroorganisms such as
whawresizar (e.g., E coli, B. subtilis) transforeBus20é/mn3103
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present 1 nvention Inc e gram negat |
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S > 2 I%EM é}h\ |Se one or nore henot
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I e e e a e h
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Mol. Biol. 219: 37 (1991)% ag@gﬁ Bfddf er, R Gene 124: 83
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reconbi nant prokaryotic host cell expression vectors
i nclude T7, (Rosenberg, et al. Gene 56, 125-135
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| actamase (penicillinase), |actose pronoter system
(Chang et al., Nature 275:615, (1978); and Goeddel et
wa@bkooy/obi2eur e 281 : 544, (1979)) tryptophan (t apdT/US2006/043103
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art. Yeast transformation $ro ocol s are wel known.

GREeR & prstebrdiosticsll g8s € Y1 oueigingsply-fud #?éwr@eotea enhangsy,splice, and
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exci sed fromviral genones. Commonly  used

s%ﬂ%@ﬁ%%lg%ae%lﬁﬁéﬁ%é\s deserdhge dedmeir gt aa&wvé@mﬁ%mm (1994)),
RokidHo bRy, lifvidFes tRCOMBIS b erlappis SHgathciVtbbS oftBinia SYdHbns of the
and human cytonegal ovirus (CW). DNA sequences derived
fromthe SvV40 viral genone may be used to provide

ot her genetic elenments for expression of a structura
gene sequence in a mammlian host cell, e.g., SV40
origin, early and |l ate prgmmber o fnhancer splice, and
pol yadenyl ati on sites. Vit ear y and | ate pronoters
are particularly useful because both are easily
obtained froma viral genonme as a fragnment which may

al so contain a viral origin of replication




Exenpl ary expression vectors for use in mammalian host
cells are commercially avail abl e. POLYNUCLEOTI DES
W EDIOODs 20y ANTI BODI ES [ 0094] The invention furth&r/US2006/043103

provi des nucl otld or_nucl ej
Bt S go e ae B Bce o heaai g s iha,
@fnplﬁfh;@tmmvmmhga&ﬁ obgoduclepdignBmCR. t her eof . Exenpl ary

ti.des se e [
E&Jn‘pf Hﬁema%vel% a polezl[]u%fe&%g er*cgtf%an arrllcﬁ&gj TH%Ibg Q%lglg\g(g %%n(el: E\ﬁ:‘le%sacld
descrshiély shlecreelif mcloventiiningamivicioin acid %O@Wﬁa@@fé@body is not
%111){1519 %Lﬁﬁ%t s'eﬂl%?be Lbhad antlyc}agl }ngfeaﬁe SRAGHR, aHubikid Q:%ﬂatncd@l[ng the

|'ower 'stringency hybridization conditions

pemyealcb s mey e chemistlly sydistiesd arobipined Beay S‘Btﬁ‘bl? Huopfeds dht
2B dDNN 1ir 20 9)55 cDNR1IRSY Yenkete@ b, AeFucliRicib,rddodbi g+

TR0 LB RRASh St e FERtece ol LR RIS ELIER: et
ex|es hleantxbcfdybhtee nvnti@dby RER setiderieeusig sntheticgmimiets dgbyidizsble to
nucl odi n
glgegje%i sfo e se gngné g)rg)ﬁ f)lglﬂg%/us%nﬁ T (gl%g%l%l@% dQ g% uec Of%cl the
(vettigular gers sdcssrtw tob@euuﬁ',w gKach¥ A glongfronyd cDNAthﬂt‘é élhtr?rl@ﬁsl@ssthe
%Zm%é? A('xﬂjﬁgeﬂi)n)mlelm& Eene@fe& ﬁ}f POR mby R bY BiSnek o SYREUIESbrtng
overl appi ng ol | onucl eot’i des contai ni ng- portions of

t"ﬁ‘é%ré&%@ﬁ@ém@ wWoethet-i body, anneal i ng and

| [t)@a} ionek: 1 ndcR@re sdé]hdn@ﬁﬂ&l éﬂrﬁ%hdﬁ%&mu@ﬁdd tda@dhce of the antlbody is
ng“flctlo ofthell%g nucletldesb

P Bl grapgyoe of 3R P AR A g el
ambii e atfray tlhenag@maroabﬁdlclémtﬂmeqmbee ie., aebbifian OIDIN A techniques,
abl e sour Ce.p ne..cont 4 I C '
sl%e cthr cte(? muta enesis I{ et (se T orbe)éa 3}? fé%é %Lo}{ﬂ%a #Ig%lﬁ én’ Sa%éltfogk etal.,
tllﬂéo de&éormfg &\hénoatm Mauyl, 3igide CaldSpiing Pkaﬁmmhaboatory Cold

%ﬁhﬁiaﬁbcﬁ% {} £ QQdhAg: 4. he%s ' W@H&n@ﬁ%{oh&s ﬂ%le@tﬁar Blology, John
chem cal I'y ‘synthesi zed or obtained froma suitable

sy eSque Nyt > whigh arg eth W%@M@V%%Vm i thei epias ) to generate
| dnmo@feél ha@ﬁ@ e oatRa ahimoMid Qfudats foﬁé}@mﬁs toltreatd aafe hadduystitutions,
isolated from any tissue or cells

e@%lﬁﬁ ﬁ&“{‘sﬁ%“’%fntl body, such as hybridoma cells

Sjebst thedspecficsopodimsnt ale aatitol abio de}qu@f:e dftte heavy emdr Gghk cliayn variable
f%%ﬁtaﬁ%%;! Jellr%géckg & 1&'&%‘{1@%%%}{&%@ £ of ﬁlg ﬁ%ie{g%r Wel lgéég&doxgé&o%? e%., by
usmpgisento Shavgaminolacit sdqerace pixier ls,q@@cqnﬂ light ehajn vetigble regions to

p&{ehhlﬁ%@feglgx% D@%&Qﬂf&vaﬁﬁnﬂtﬁ @Qﬁlé Foﬁtvme SecOmbindht ﬁ%chmques
clone froma c brary that encodes the anti bod %aénework

Aaep PT R ef th (cPlsi ey A foerste it Bamed o yeePeRe fa it HER

Cle 8RR hutlafizd £dhheabl il B RErVAIGHRS. Shélﬁérﬁbg/oﬂ%’gmns may be
msthdwell known in_the art, [009

MEEFUS OTUENE BFIRTE SHTE™ B Else W&F%ﬁeéa Sl S ork rsions e
Seg)Ehathe eodl., 1. vl @idli2ady7-4® (wspﬂom mmg of tlteanrftambvedk tegions).
enc of t h in
ler?%ra g ?eofa c{é genera?eﬁ b}rrr%é,( {:on%% ({lllﬁ)g %ﬁ%%r?gfvoﬁ%{:%&ls andf CDRs
nencddesrn ag@ogygtquem@g,ally ém@ a po}ygquqipmf tha mve@MA Preferably, as discussed

t ﬁﬁl‘g I Uxerﬁore §ﬁl hSacH LRGLEHs ﬁ%’}t RIS HiiSn thE %em%ﬂcre <(n§ eaﬁd
for exanple, the techniques described in br 0ok 6

apreferablp gty anfigg)agid sYLSHUIORTAPITY: Duingob the artﬂa?%y f%ﬁwaefaaen 2 d
Eflaaitioel ydsugpxﬁétﬁlgls ey RAked ke BB Yoid £8diititiSIRIok &ktions of one or
Har bor, N.Y, and Ausubel et al., eds % %, Cur r ent
PREE SEHPIE i RtSTelne pighes B"}“%ﬂl%@‘%ﬁ in R FRCl gle begiddo eepgyate
whi ch are both incorporated by reference hereln in

their entireties ), to generate anti bodies having a
different amno acid sequgn %B f%ﬁ exanple to create

am no acid substitutions, %t% ons, and/ or

i nsertions.




[0098] In a specific enbodinent, the amno acid

sequence of the heavy and/or |ight chain variable
waolorsaiome2may be inspected to identify the S eqUROT/ES2006/043103

the CDRs by wel| known nethods, e, y _conparison to

RSB Sleriles ckine B QUBPTE BEagpn ok bw@a\ﬁgmea Algpratiogtie the

Chgniclastde aadﬁéneonﬁlﬁg;bd]fy&hel p@eséﬁ In@dnBbn R Within &R Gki® BSm Ot

SDﬁ%bﬁ ?e,'ddt%ég,z%c I?iél:l,?g L Plo |f°é lfd%]pr ?\h éo utd, ?rﬁetr:rlg %%g:gclhgg?Momson et
i fisBo¢. ddtlvbicedhiSei. §1rEamaB i k84); diguteres:, et 4., Yaturei3 604008 7IN84); Takeda
f tiho as
dgetg [ ?12 89%%‘3?1?%%) P}pﬁﬁp%cﬁ%ﬁagﬁ&g o mlal&lsg%ﬁ]ub mokfecu of
n%ﬂ?@?féﬂtq aptiges éRfFlﬁiPlh’qOKﬁﬂlefOfGﬂlgensﬁl@n ] htmme \Mitbkdyrlmg@c@ln of appropriate
aftslodtaCice¥igRhys d
o%?] Iaa cet@’a ehllééﬁaﬁs %&Mﬁrg a $g&hl%g@tl%§gﬁ i@b g\ile 11;1 which
dlff?fe% PeiEPe fre H?fﬁ‘a%frw é‘#@fﬁﬁ PRMPLERFFIETH §Ich agthese éafvawayanablh eegion
pdblnYdﬂlfﬁfn&Qﬁdrﬁ@M@@ Red Ak@En BmdhbBobe R ddhdat } #eBibn, Qfg., kiSimized
mﬁ&%mork regi ons and CDRs encodes an antibody t hat
speC|FlcaIIy bi nds a pol ypeptide of the invention.
Piogf0eT disingtivelystedbhigeny dserdbed mpnlaprodmeonmf SiEé €haid AtbOdiGQUS. Pat.
S ] a
RS 06 S, 98 REFa e Phllod 08, RIS o
i SOV EB8h Uﬁ@ﬁ)h@ld Ofard diel., éh’meﬁﬁ)‘d@“‘*ﬁé (1988)) eantbk gdanted to produce single
Adgih tdBHEds! Sﬁn%lééh%ﬁl aﬁﬁ)t)&lg‘Q& fHE¥d l%ﬂ}nﬂlig gle %&v%’lﬁ%gﬁ%apn fragments

acid _substitutions or deletions
vl ithedB Fe8iop &g pnigg addhrides. reamdting ipesssinglerchaie pPpentide Teghnignes for
| tht dseabBionfuldtbid] B 82:nRe0 6 H eolige) ekst a0 kRAGY: 4l ,

ne or nore intrachain disulfide
g%’he Ce%ZC@#e?&gl({bg?)gtl ons to the polynucl eotide are
eMEEHpESSBﬁPmyDUﬁH\I(pAHS‘mﬂDIiEsventl on and within the

Skbio r 099] In addit n
[Igd\)/ le :I]Tﬂge aCPttl §d1e§ f]the 1[1196619 cl)J CC 1i1 % r})rc%fd;c g’h?’ﬁ‘b‘b@? %gfor the
(%hqsis Qfmtl@ldlealm parti@nbc by dterikal syﬁdlas:h or Swferabmbyascbmsiﬁﬁlt
%&Q%nwu%%ﬁg;ger et al., Nature 312:604-608 (1984);
ceda et al Nat ur e 314 452- 454 (1985)) by splicing
AL Recoghinant cipessionefien BsiEgly ehibeistingony pr fpgmenbysetivative or analog
aﬁetrd:ogeeeng S1RSiylok Bink dhatn QYA BV HBRARSE of 4 YINALIN MRBody of the

yﬁ nmol ecul e .of agg@ grlate bi ol ogi cal] acti vit
B8 ol SRE-Guir POBEBlpr o e HRarp e gt encodes
i the antibd) ecaftagmem ofvhé ankibady. fdneermtynﬁmoﬁdm&dﬁig én &Ebddy edlecule
f Gies ose, havyi n .
GO 0L 80 0 ARBSL o 5  hon
i PRy ireiploloBu AR mxpewsie eetpr is eogitoeted centgml,ng huiibedyi cediol sequences and

fn’oﬁﬁ@'h@ﬁscnp[t@gal%traﬁlslatngﬁapaaglﬂrc}f Elyais }% Jhlg)ldgﬁclude for example, in

descrl production o? sin
afitq fBCBHlP*é%nt PUAsechmaves sxgshetioteduiguep,7gd inBjivogenetie feeqyehination.

280104128 é@reésﬂo‘ﬁ&&)tor iFsiraRa @)ta h@it cell HlcOventidadl kec &ind the
?@ﬂf %i %§79 5833 1988 Mard et al. ture

echrd] o8 2e 15 6Y1reg B Sopeen ‘f"é’t}q‘{%t%’f“iﬁlﬂ‘i}éé aggibpy|of the
cihrantiona it dnb exglece sf theShweglic, \ebtad encadiiig HobdthetRadlagd fighf él‘f@ﬂs may be

NG L and |li.ght chain f
<l Ot 0, AR R LB o by B el GRG0
sieleyl e chai n pol ypeptide. Techni ques for the assenbly

Ho be ed
b8 ol B R o sy B B B
Crolgspesafiye iReentior Ptopyibeg abeye SaH hoTteapression bysidinemsprefntivilgcles by
i nvention can be produced by any nethod known in the
art for the synthesis of antibodies, in particular, by
chem cal synthesis or preﬁerably by reconbi nant
expressi on techni ques. age 24 of 44



[00 102] Reconbi nant expression of an anti body of the
i nvention, or fragnent, derivative or anal og thereof,

W@ 200g/056227 heavy or I|ght chai n of an anti body BET/UE®06/043103
i.Avention or a sSi hai.n _ant i .
iwrlllbcg 'ﬂ}e g r)g e ueencas orrtl gléereég 4 gtbfe Bro%iucecp ang ¥ub9eﬁuengg¥)uensﬁsecli, BH" also
vepessent ceﬂb‘ﬂhl@h mﬁyn‘ghea trpesfoymedok easfedd withdlte appremydegueiéntide coding
@%é&&d&pQES aft axftﬁ) )i ulQEf tfunﬁve 'illnps@tg)@actg]a@ @elﬁ’!ill such as E coh and

nucl eoti de encodi ng an antl | ecul e

@b‘faafP‘i*Fédlls aferemipaply Bed fop the Pwsmndaﬁ ar?quabtfan%?éy molecule

%Eﬁe&ﬁgcﬁf tmyprgﬁoxpd;m&ﬂé @& orlinah £ 9EHRY ABduleDINA example, mammalian
teChgﬁ expreSS|on vector is. constructe
Sl Rl ﬁ%ﬁﬂeaﬂfa%tswa% 6 ey SRHREIon 31 @ 375 S5k pfbmajor
titamedidid qatly gﬁﬁabroﬁ&ék dldﬁﬁﬁl&'ioﬁtlﬂuﬁﬂﬂiytoﬁlegﬁlowmds isdn@ffadtise expression
%s?emef L an{’lbI?J Q%IEII%?%F n d ljeges 4561)6?@%1 tCochttt ee%: ﬁm{}‘g%hnolo%?/ 08 2
KKWQDVO genetlc reconblnatlon [00 103] The expreSS|on
Rﬁ fn a'dﬁ’itn;nr Qﬁh%{ %ﬁ Eiﬁg) 11:1 b@ CIQ)Q twh'fcﬁ Hodlﬁéfes%r&( {Pgﬁhe inserted

tec I ques and the tran cte s are the fured
[5gauensery e moiliaeand peedsies @ra exne prgdust ip ghg erecifip faglrer 43’61@9 Syeh
tnhﬁzf'ca@i%@sr{& b conﬁtl&ﬁ @ncﬁﬁ&@&& @fg tcﬂ@-svagew@mté@ﬁod%@ elaPbS
encodi ng both .t he heavy F chal ns

’chﬁti‘ﬁ f‘ﬁ%@‘ﬂ‘c‘i“ﬁ‘ Otfpi‘ép‘i?ffg‘t fofé‘IePt hP% FeuékﬁffF g??F’ﬁ’i’F“&Fndtsﬁfélﬁc
eikliahemd ﬁﬂﬂdﬂﬁgﬂ-t&bﬂiﬂoﬁm aﬂabe@mgl 28d médficaiinaf bro@inb &1d@éhe products.
[AgproPnﬁ]te cel dnef ort I%st s¥sée§n§ c%nrl]ae )él%ﬁeinsﬁg%lg\ﬁe t\ﬂe oé.rc?ﬁtlmeoé%&%o{l Ffbr? y
ipreessing wfrdleaf@elghegouem logralesseld Ghogthis &dcdukdnmc hekgptleslsthassess the

SR R g DL PUEM L Sy AN bl s B end
phespiiandation pfifke eanosoduedmraz Sewred. Sedhingmyatian osiaglls inghyde but are not

UALAESH B GoR! 2ds! ANSEaGEBH. Wl h the appropriate
nucl eoti de codi.ng sequences, express an anti body

o186 E?réonéﬁewﬁéw Bﬁ?}%PFP%PPnloﬁfegqnfwam BEplainsy stakle eéR—ifFSPlgn is
ngvﬂféﬁreas?oﬁxarﬁplé kell 1aladw1ﬁu1l@&51y @kprd3s me&nlnsod@ R1eCEHRM e ¥ngineered.

{ Ll
lﬁﬁlgrct{lj n usm eex Igs)és 03 |VFC or% 8’1[Cﬁ12’[allé Xlrai? %régléﬂr;a lgzgt\}%bkr%%ells can be
rtenxﬁanbcdmﬂntmah tqnboilsty b]mip@pmdteeaxm’e'@mn emantpleea,entmmfommr

CeﬁlllaLlcc'er § &c&i’&ag%hgt %‘?enlﬁ%%& WQC%%’I%P]I? ﬁ §tc$ (;1;9 SClecthle marker,

conj unc vect or s

ifietleriveetl lnredudign Phthefervien BRonesapered celtrarmy b¢ lomvedigraeay for 1-2
USRIV sk, het 1R aﬁfstvﬁ&ga %8 s @t N ERTia thew&&a@ma@&r in the
anti bodi es Foeckln al Gene 45:101 (19

CERoRRipgnt @fsmaq °°nfe’B|f?§7S“F’é‘i‘? B Glggtion ansd atlwgvsl}% to Stf‘ﬁbmtf%'f the

| plas@id Ghitd thélﬂchromobtﬁﬁe& ardw 19 tfdrifdti Wiyh iR irnC4aa 5€Elondh ki expanded

nDduI gt es t.he expression Lpnserted or
r%ta %s 'léhlsam%li; ;égxgg a vgnt%%%%usldéﬁlése%{g Shgipest cieﬁ Fu%ﬁ lﬂlcg express the
sap@rody‘ ngleduzswiomgilesid cellllineSmabeppdiriy atefid irsscieening apd

%M&a‘agly Af"% op%ﬂﬂds %ﬂn@{a %ﬁ«g‘cﬂ% ngncﬁrgctlg W’lth ﬁ-)t %r%\ﬁg%ﬁr}l%lc%me

protern pr ortant Ion of
t[AY Opigtempe of ﬂeﬁtfoe mémns ewhe uses) msluclm\bet nohbniggdittehy bapes simplex

ands BRAGH k&smgam eIl Ar22b p@vﬂp Sfpoldndis! gggnlufgn al

proceSS|n%. fication o rotei ns an g
pheRRbesy ﬂﬁﬁfaé‘?aﬁs?yé?f‘lékaéé$z|ybﬂlﬁlﬂm%f§° Ol Hsad Seydsait2R4H92)), and
heertdt@B&PhotibosAftsisfeRsd (DEw LA LIl, €6 22901 d (1f98®)a§dngma1ammployed in tk,
rocessin tein expressed, To

e 6?SP%?QY?EYSgs%é‘?‘i“%%ﬁlt%’iﬁs%%‘%%%’ége b dtpe detecton
nachlnery for proper processing of the primary
transcript, glycosylation, and phosphorylation of the
gene product nmay be used FEPHH|Ian host cells
i ncl ude, but are not Iin1¥§g%? CHO, COs, 293, 3T3,
or nyeloma cells. [00 106] For Iong term high-yield
production of reconbinant proteins, stable expression
is



preferred. For exanple, cell lines which stably
express the antibody nolecule may be engi neered.
wRahese2e’han usi ng expressi on vectors whi ch coPCHEUR2006/043103

viral origins of r pllc tion, host | b
for SR vIop e deni: € YOHaE PR R Ap oL Proc Nat
QXA S8 SUSA 7T188TH(198D); etﬂeﬂmfm SPrbE Natl. Acql, BeidiSAr 78: ISAhEARIY)Y, gpt,

yﬁ%@ gon e&r&sm}a&%&%%&é&%@@ 8%13 é{lreélp%?%gck}ffetg, Prg W%&ﬁ& %I:ii '8§A
182070 d1981)); @0, ohick trafefsaesitagr tDAsminselicrride Celd 8 CWP P’sd W’Bby
I%?oél%k }Q W%t (9 9 \N?)’( F]B%'; %vhi%h gﬁ? Ers résﬂtaﬁ& t@fé}rgfoﬁgﬁﬁi (Eﬂﬁgﬂr@e’c al.,

enares a selective ne

Sonei9t 4D (1884 p Metpds .csarnmwéy Imewshete Rf repRinARt @%‘ﬁ‘fhé?lggy may
He ﬁ}'u%e%ﬁ}ﬁleg 12 SEIQ@ th§ ﬂés@&irb&ﬂlbﬁm clade] 24Suct alethsdstate dsdcabddyfor

|nte rate thnhe into t elr hI‘O
Py AR Sl P PRl s B B by i e N
I(r9t9 : Ridgler, |Geﬂ£'ﬁransf5hdn3 Eﬁﬁ%d@ﬁﬁi AExyoraichy Muineed) Stualsebry Prizs, NY (1990);

cf At B ((;gi?péer R&c%) 81é Ft gg ?e?&vﬁurrlelt;t Prg%g:ol% ‘?ns%mﬁ G@ﬁgnl;sb %‘ﬂ}{ Wiley

[@agdnk, XK (a994y (loﬁ’etfebﬂ}arapm & alr, &eviil. r13;101a1r$l 1 élﬂél)u‘ahwlmne ipforporated by
act directly or indirectly with

r%%gwgggﬁn%Qﬁheﬁg%% IWE?OO 107] A nunber of selection

4904 p&iFe mnyss@e leyedef an qxbrmoi?gulbw bﬁ@fre*}s?drhw@aortaﬁplffﬁéﬂon (for

hetR&sSsesin n YAd Hb%ts&l@ly M LR KdcidR Dsed W @hedmpiticatibn for the

Cell 11223 1977)), poxanthlnﬁgguanlgﬁ

ﬁﬁﬁ%“f}ﬁ%i’ |CB>agdﬁe?qsgﬂgafngl} g]ece SS g, éL/ 0 yéﬁ%ﬂew Press, New York,
Roon). WiNat 4 markg acthe Betbr. sysltk‘ﬁfexﬂﬁssﬂl@ 2nt{baBALInplifihing inaesa s level

hori bosyl tran t_al :
(O?g% thr p]&éﬁ}}glé c lé.lﬁ Q%%OS{ Iv%l nem g\!\aln!e tget‘ xkumbﬁr‘ of %16% ?iztge rﬁgrlzer gene.
eﬁﬁn‘cb the elnplfied regiop® a:tsooya@ddymthklegmlbo@rgenqqg]p%mm aof ghe antibody will also
I c%éa?e (?P}ﬁ& egé’f}nMQPCé‘hsﬁgh?§5’; %83%a5| s of selectionfor

oW n? enes h confers resistance to
rf@Qlﬁ%]ﬂ“h@ly@t{ cel {nw lg:| ce-ltraréfectaci w1th twp @@resmqectorggfé‘@e m‘gahon the first

urg&or eZcoégi% 1n d&ly c@yp@ﬁtld@ind theREcORd veblgdheodfg @ lght chain
Sci. USA 78; 1527 (1981) t, . which cgpfer

r(@gyegtpglﬁ@énck Iﬁmxﬁﬁgﬁ B]ay ﬁon B 1%11%%&6? aéiegev&fhéch enable equal
R PissiofNat HeavyAsdighht cBeih polldoptidés Aﬂﬁﬂai’lvc{l)l 9 Sﬂlélé yectoemay hetukeaitwhich

f to th 8, 418
\C;%Qo %{ %} I& S:ﬂ}% |g %}E}}ag&gpﬁ%’g }toﬁgg% (91 %P %ﬁm 80 g)ept\%ﬁs Inlgsv%h s%agwns
ctoelight chain elpiukltba pleed beforh thg heavy diain i€ @andtae excess eff tox¢ free heavy chain
B ikt {38 0hke, MRIDIAR. RATRRA! i KBRWA| g (m@ )tk

recomnbin nol ogy may be routinely a |e
t dine beaesnces s thd bevy g ligl Cbas it PRPEFSERRIA 05 ARPOIF

n@gb h@@c@&%n%ﬁ?ﬁbl%@ wof 1@ [nv@?&mls Eeen bl@dﬁb{ﬁd&t&ﬁ bnigl, éﬂemlcally

Current” Protocols in Iar Bi
WYPté‘;‘ﬁlZ&l goRembREAtly geressed, iiapavedg P\Lﬂﬁ émﬁ?‘%ﬁ%%’f’@? “afﬂeoart for
EXpifiesish 6Mn nﬁnﬂn&@&ﬁ&ﬁ ﬁblycuMamﬂahmplSlb@ dkbrﬁl‘ﬂogl%bﬂs(s 2., ¥ exchange,

( s 12.an

%‘3@9) o iy <o BEGT vt e R R B siBindliey

&hﬁmaﬂ),grablhy) (caBgdgationCdik fhrentiaksolGhititypir fy &ty othker, standar d fethinique f°f the

BI oljﬁca’u%lli5 pr t ﬁlsglﬁ %Amtlomé:el?ltlﬂd%s b3 ﬂﬁ/&@hpéf fragments thereof can
ference nerein in their entireties. [0 gm

ehqfr@é ti hgtgrologous IP@JYR?PUda BeqaerCssIsebeABree o ‘éheé%lﬁ’ kggwn in the art, to

| REHERSEEYnV eCt Or anpllflcatlon (for a review, see

Bebbi ngt on and Hentschel, "The use of vectors based on

gene anplification for t he expression of cloned genes

in manmal i an cells" (DNA d oning, Vol.3. Academc

Press, New York, 1987)). VMen a marker in the vector

system expressi ng antibod& Ilflable i ncrease in

the | evel of inhibitor pr 8t n culture of host cel

will increase the nunber of copies of the marker gene.

Since the anplified region is associated with the
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with binding to the antigen. For exanple, but not by
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met hod for diagnosing the disease or disease, for
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inhibit the activities of Factor D. These snall
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G BNEAES lepite pydrdsohmnmm ©&rd yropiemtie. Bcelstyeshre examined using

APz oG e HaufRRLon Bt 128 TR0 (B anivosy
eyjectiomphpelct 3, 0149, antl T @lig mjdctia); pia}r%l (b?f@m tpsan)s flaygy3 pud 49
ringe after
ﬁ%&?@#qﬁggﬁfg%ﬁ%g@ygﬁgggﬁgg%%ﬁgﬁ% 5% povi done i odi ne
solution. The antibody is withdrawmn froma via
through a 5-mmfilter, and a new (sharp) 30-gauge
needle is used for theintraocul ar injection. After the
i njection, a bacteriocidal ophthal mc ointnent such as
bacitracin is instilled in the fornices. The injection
sites are typically varied to avoid trauna to the
sclera. [00 163] In phase 1, the right or left eye of
each animal is randomy assigned to receive
i ntraocul ar injections of antibody at a dose of about,

e.g., 500 ng (50 niL per eygg)e,”%p%thi s eye is terned
t he




prevention eye. The dose used may be determ ned based
on a safety and toxicology study prior to this
wetdorosey7 st udy, or by other clinically appropPCEHUS2006/043103
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or t e ve one on
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venl
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hearsescelie igdctigae dlrapiff edrieOotiimgred 1k blﬁ)a[h&:ﬁ eshafirstngnogsfappgstaidr pole of
42.. . hot h e each..ani,nm
dta%/t the Ti r ht e erancll ﬁ%ne %1 ?%t I%%e ?dltlon%l p%n's 8¥\{nJ1aFes aleeg)(rjmcaﬁ}b ?btag)g% ;li,ltt
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mbranes are | nhduced I n the macul a of cynonol gus
rﬁé‘i‘i’l@éwd\?ﬁsﬂhl“a?%%4&r5ée"ﬁdﬁ%1ser burns (Coherent Argon
Dyveallvsis ordiTiRDatepTiedi cal Laser, Palo Alto,

I|f usi n slitlanp a |an dus cont act
IC@ N?t?ﬁéapgse fl gpplosrgms a@ﬁﬁf‘@?fl T e9°eﬂ?3@lé’§ra}’lﬂc kegkace.
rmﬁlblﬂrlﬁgdsf or efCltheLybRobiylitis. MRS fuldhs B&Mogﬁ@ﬁs ard gredell 8%€d on a grading
var.i abl.es | clu
(PR g s LR PR PR s 1 10
rtwhoﬂ“llraees bewem 3usd6ldiscarde defing ag etddelﬂyamdh@nbra@&s 'offmore than 6 disc
AUk b0 AL B Bl S oo ERN RS (30 Gser

ower C osen norrhage I's note
alé‘éjlic‘i‘qné’r‘PdF aljocpgespseds G ricaly pipnifirantleaditsds deifipedcas Aty fuwsiug hrmorrhage

f drkafel SRR Eqa0b b @\MsB Ged. NE sarre | aser procedure. Col or
ot oj%ﬁagths and fl uqrescei raphy .are typically

u[g%](?9 TEmationds L6 U(Sﬁ% @Q?agﬁtbmgﬁﬂosf’@alﬁ‘ﬁ%@?hwber
t e vikbdVeellHpwenneted walny 2-ii sitldms £ pafgh agfificaasud gfé]@d usmg the

saﬁe a otﬁﬁﬁe 10%&1 d f Iagéhaﬁlaéo o ’@T: e];Sfé%e}lg E\Sr% n'ge%é bé reviewing
aﬂuorm:lem awc@ranh e@tﬁterdecfcmrdayséls 221 49e56pangdioB baexperiehfed eantiners,

&ﬁ§ Cort a;lga%gb)déol)dgg ﬁ%l&rp Tl%ir C%\T@ BQ%‘EX{' %Pa'&éd ﬁ@ordmg to the

roc tropi cam de eyes are
&cmmgéehe@@u Usige gmdﬁtﬂla?ﬁpﬂn@mmhﬁ%@mwora Rerdp hisipesdpve no

%&rﬁﬁﬁé@ﬁ&o@ﬁdﬁ%w Sxhibit h%rﬂugéscerﬂ:gwm?dﬂgleﬁt@ge( 8REST Bsions

anti body injectjon); days and 57 (after

| ﬁf‘@EEﬂ’F mresc%%,mfxefar&ykpéfn&flr%anfltdgxégej andafaéei,]gakgg gﬁae Igswns show
(brizhieypeethomtcendd aythg transituhd thbeylealabe (&BIChERdate® Are@NCrade 4 lesions are
d%gt e?) . C[ZO_Cﬂ? PH?T PHY AND FLUORESCEI N ANG OGRAPHY

[ GO L8] EUNdFE $H6t ography is typically perfornmed on

allop 178} Sitatistical amatysts ey apeefontay ssirgshet FapuldiosHAggregated Panel Data with

ALY LGRS S BENT Ll WO
Sirsessssthe neyybernfdrads? leriots itiabqecys gwnnangwmmglrdaw by the total

dRMibES f FB¥ns RRusd 8 phasOD thE ORA rekiGo 1OBYE BEhcidh & rhtBbf erade 4
Angi ogr aphy System (Topcon 501 A and | magenet system

1-’675% i %Péer"F‘Eléln %57 19, thepigidgpsg gate iyggnirpsyeshAn IRReRS L sigpifies no
fl uorescei n angi ography. Red-free photographs of both
eyes is typically obtained followed by fluorescein
angi ography using 0.1 nL/ 5? of gg y wei ght of 10%
sodi um fl uor escei n (Akor n* &Y ta Springs, La) at a
rate of 1 nL/s. Follow ng the




fluorescein injection, a rapid series of images is
obtained in the first mnute of the posterior pole of
wo poogtosd2be ri ght eye and then the left eye. AdJBET/US2086/043103
pairs of images are typically obtained_&%, ) L
alffsrensei btavesd| igeidpnqe gates. A pymbsr mich spgier thisel Wid dnflicste 3 Frguagion in the
M fehc@ 8f %rldé/@ 1dsi0RAL lﬁle Bfevdnbiéh didug RPE Conabigkdb. ThipRlsels the incidence of
a asal ) are

(tengoha , Qd n ) t aken of. each EYE; the incidence
rrdo? keensihesogr D GYaphiPe freatpt YeT RO PAES HAS BT & it
Qf gradeah 1ebivyisis dompirdd o@Otimelinl the4@ of &yds thah prd fiGBassigiALOYS @MFo] group
LM C DATA.[Q0, 168]..P I ogr ans
gﬁémgégy%gﬁe g%gngggﬁggﬂg%ﬁg%%ﬁgéﬁggﬂyga?eakage,
[HERBENTQR AGENTS NP FUL N THESFREARNENT 05 AMBe f undus
AP TRE RS ARG (AR aop AL ANENRIED) th D
acemsplidiefdiusingd aaswgnmoé mbdel kempuisingrgies d¢fiviené eitheBinamenogyte

disc areas, defin rade 2, e I f

iAo B LM RBC P Astonynge BT DO HR SR B e
QEcpRIDICEaY eambAt, ). LV NaeRbd 2085 Nov;9¢l el d%ask Epub 2003 Oct 19).
i nduction site is also asse d. C&inicall%ﬁ f livofuscin i

o B PeEITTelen wuding) oo (WIS PP tign of lipofusein in
heARRHBPS8 Al 8R4 & nal fgReEd SitHaunt RPE), hbioembarophydéhd
169] Ccular inflammation is also assessed using a
sthproidabmeviscelatization (DY) Ant eri or chanber and vitreal

ﬁ(l)llﬁjf'[%aﬁfx&? YPhER niitbd itlgaaésﬂgal %'eh{r'n ﬁzm%wagssésﬁérﬁ Bf the efficacy
gnification and graded using the schema of the
Asfendhcaregéie fotatapffohcyGpiettadgnd¥BDgy. The CNV | esions are
graded by review ng fluorescein angi ograns perforned
on days 35, 42, 49, 56, and 63 by experienced

exam ners, typically two, who grade by consensus

opi nion. The CNV | esions are graded according to the
foll owi ng schenme, using standardi zed angi ographs for
conpari son. Grade 1 | esions have no hyperfl uorescence.
Grade 2 lesions exhibit hyperfluorescence w thout

| eakage. Grade 3 | esions show hyperfluorescence in the
early or md-transit inmages and | ate | eakage. Grade 4
| esi ons show bright hyperfluorescence in the transit
and | ate | eakage beyond the treated areas. G ade 4

| esions are defined as clinically significant. [00170]
Statistical analysis may be perforned using the
Popul ati on- Aggregated Panel Data with Generalized
Estimati ng Equations and the incidence rate ratio
(IRR). The incidence rate is usually defined as the
nunber of grade 4 |esions that occur during a given
interval divided by the total nunber of I|esions

i nduced. In phase 1, the IRRrefers to the ratio of

i ncidence rate of grade 4 lesions in the prevention
eyes to the incidence rate in control eyes. An IRR of
1 signifies nodifference between incidence rates. A
nunber nuch smaller than 1 wll indicate a reduction
in the incidence of grade 4 lesions in the prevention
group vs. control group. In phase 2, the incidence of
grade 4 lesions in the control eyes vs. the treatnent
eyes is conpared. This neans that the incidence of
grade 4 lesions is conpared over tinme in the set of
eyes that are first assigned to the control group but
on days 42 and 56 are treated with anti body and becone
treatment eyes. SCREEN FOR AGENTS USEFUL I N THE
TREATMENT OF AMD [ 00171] The st%%y and treatnent of
age-rel ated macul ar degendf& 0¥ 4¢AVD) can be




acconpl i shed using a new ani mal nodel conprising mce
deficient either in nonocyte chenpattractant protein-1
w@ go22al so known as MCP-1) or its coghate QPCX/US2006/043103
chenokine receptor-2 (Ccr-2) (Anmbati, J . et al. Nat
MEECaB803 Nov; 9(1 1):1390-7. Epub 2003 Cct 19). These
m.ce dler\ialhoﬁ morqb?aﬁffii:tiﬂ@d)r aﬁ@lﬁﬁrdﬁﬁ@& ocoilar AisEdse inAGhbjett, B%nprirs]ing the step
accunul ation o i pofuscin. in. and. eneat h .t
e Sl T DR R R bRy &1 HRER P BOR Bl iion
ak.r oplije metbbdoti dlrioi Id ahersie thy eswpldmantivzthvdydnth¢ didviptive[cO@plement
%ﬁllwa}]freat ment of these mce with a desired agent may
al l ow assessnment of the efficacy of such an agent for
its effh wefhed aeoprdinedaelpipg. WvEFINES eiET Ficast is splesiesk fgeth gpup
pdogsfs@ﬂg £G4 deRRRAtIOR), Vdﬁlbétfa getiﬂébat?ﬁ WhBdculd i8geesisN 2
subj ect, conprisjng the step . of adninistering. a
conpl érﬁ%ﬁfth‘i%i‘f%é\%ﬁq? ARG it e %‘g%esﬁqa%is o afocgle
Sitehasa@lAtatibrSthat affdcd Rhoraddal, Iit@al pRinamel epfthetihia, ofitelinal vidzay. ei n
the c | nt t hway is e glternative c lement .. ..
it b PR onPorhiled FIAR) it EnRRAGHRA, st
t ihen wEdar poitcdre asptids, 8 peptifledned of 7 vnll tielsews. oup

thifac o?&lﬁgrf@ n ﬁQ&Qﬁ{nﬁtﬂ.@&}thﬁ trﬁp @J‘nll fement pathway inhibitor
, r hog

consi st p
reti nopatgt and ocu angl ogenesi s. 4. The net

a@EﬁfoﬁHy@ga%ﬁ‘@Cti@Faépqﬁi@fhWPér ein the subject requires

i phi biyt RBKES acQEdHAD RGOV ARG AL bARlchRR phihRly idfifiREL &n antibody
choroi dal, retinal pignmented epithelium or retinal

t radipding BagmepfdherRof hod according to any one of clains

18.4, wWhemehsl debbedifeaoplhi@ie Wher@@ih Veipletmdtitiikhiditof is kibanbbbdy

anti baod a protein, tide, a tidom nmetic or a

PP R £ Borct By RBE R8s BeBERTG "t 0 any one. of
c%.ai melhd méthodmaerdingto tlie T wheséietire rimpppatehweybitoni b bihglodomain
iﬁlﬁﬁo%%tor H or a functional peptide thereof. 7. The

nmet hod according to claim 1, wherein the conpl enent

pE: hwalie mpthedyiceanting tg claim % rhirein dhy calezetyi iphaliitags  papnsiopal
thebgef . 8. The nethod according to claim?7, wherein
the conplenment inhibitor is an antibody fragnent . .
cbimpr i14F Agthed qecrdingtg glaim fwhggein th cqmplemgit inhitiionig p ghigetic;
FéeimBunizEd) GuiidiQ griae el dihtigantagtiveliyai m 7, wherein the

I t i nhibi.t ' [ - donpi ti . 10.
T eR B bR b ErBrmit e {iReP a2 R o < osponen
cofivigl abereative domiplelnbitt pathway. a nonocl onal anti body. 11. The

b ; _ : 9 ‘
oLl 2, ol B U AR RO,
ppropeedit, Festbr Br Fahiondam odisetoldy. 12. The met hod according

teycC | a]i‘h%zmomgcrrﬁﬁﬁo 521N ﬁg&ﬁme &Bﬁ&ﬂy gﬂe@iﬁtéﬂ%‘ bR Backd®D.
a conponent of the alternative conpl enment pat hwa

‘ { . )| eI (. 13,
The metraghetacerdprng b ¢ whesinbe anfprdy isi WPnPﬂ@a%ﬁ‘i%;‘?"Sb ip-32
SpedicEd foad thy/hyblidvels dbgdsifea itpthe BTCO QRS giakd HBaz47/6r B,
F?éc to rTh??n’ethg acc’::oargigé) tro CEl?ﬁ 14, wherein the antibody specifically binds to the same

epitope as monoclonal antibody 166-32 produced from the hybridoma deposited with the ATCC
and designated HB 12476.

17. The method according to claim 14, wherein the antibody is 2 humanized monoclonal
antibody derived from 166-32 produced from the hybridoma deposited with the ATCC and
designated HB 12476.
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14. The method according to claim13, wherein the
anti body specifically binds to Factor D. 15. The
worethoss2arcor di ng to claim 14, wherein the ant PODUS2006043103

Bhos  RRA-U Pty mTCe ARMAL JRET 0 HAIY PO g componcn

Fhwwwbﬁhddr&mnnmdmh@mtpth%uln 14 wherei n the anti body

B bags it B § BT, SR, Eil OR7 RS ERTRESI0EL coa
WFiahCy, ﬁéa ATGCoaHH Cae hdh-2d HB 12476 17. The net hod
agCor AipDGethQ &L(ﬁdlﬁ@ tgy élalme\fllﬁkeﬁh tBJ‘ﬁnﬁJ&!é/ 'sﬂgaﬂ(yall%ﬁmés to complement

humani zed nmonocl onal anti body derived from
p@é’@%’étcﬂxf‘romthe hybri doma deposited with the ATCC

and dest geasededriBnglid 44 Z:bgwheﬂ_elﬁﬁher@fﬂktﬂﬁ is28 706 Stodi@ed Fdom the

ggﬁﬂcgg éﬂ?p\g%gg & hlgth& ngg c?am tei? gﬁ%"?#og g:’rlply o ?r;e 2?3 to a

pZ2t hwais meth@ acddndingwe thio 0aeieeidthargtitiody bindd tortht 8gme epitope as 137-

A4 hE PTABABRGE VR (e et i D,
nt hod'hawetbeddicerydingyo enyanerefoRims\iHPar wierpint thecompteimon ggthway
Sﬁﬁﬁl’tofr 1s Q@thﬁéte}eh Wé) ﬁa‘fbn&ﬁpﬂmmm CRITB@REBE il Bnterdl a&mml)itratlon

according to claim20, wherein the antib
%r Ly aéremfslr%{a €2 osqmpaitle e dingrestably mmaférﬁkséﬁe frekenii(@) h

t ﬁ@laﬂ?tﬁ@oﬂﬁdnfdﬁ&i @081 @ ) BEA=&Bi8iGratid? such BEnHRRAAdministration or

accor di ng tq%?cl altlm 20, wherein the antlbody binds to
¢ WRCWARAUVAL ATRIBFEUAL 137- 26 produced fromthe

h3dbr i dbemettleposirdiggio i3t WierehitiGogicull addemistifi@at i€ sh eye wash
PTA-.36 The neth accordln to any one of
?ﬁ%élgﬁyi %?Eaes (gxé%e Fm tloIbathv\/ay i nhi bitor

i 25. adrfibinsthest agebrdiye t alpinPdy Briltee coaiprlaugﬁmst@tqf adniinistering pa |
aﬁjmuﬂén%{i@t&y%pmgﬁmsﬁﬁﬁésm P%liﬁ& kb %ﬁ) i@l 1o pi cal

dm ni stration I oco e or oer odabl e

stfst ai‘naefhqder aivEing ﬁlﬁrna%‘te cor(ll&f)mepfrmth@mx astiyagpn g sghject having an

| thldsdigRste BhiRisin@Sdn(itlsterln® eRdiNAGHALIRE fof 4 @iﬂpﬁﬁwnﬁph’tﬁ\haﬁ%tem
mnistration r Schon unctiv

%t ravitre ng

fri .%?1?%‘1%1 of iubis aiematve PR A Hevaien ’Blaaf‘t}ﬁ‘té%"mg an
whrekediseast benprioipg aaliniadii b ngleicatid emtodify Addmpletem@sihiway inhibitor.
solution, an eye ointnent, an eye shield or an eye

drop solution. 25. The nethod according to claim 23,
further conprising the step of adm nistering an

i mmunonodul atory or i munosuppressive conpound to said
subject. 26. A nethod of inhibiting alternative

conpl enent pat hway activation in a subject having an
ocul ar di sease conprising adm nistering an si NA

specific for a conplenment pathway protein. 27. A

met hod of inhibiting alternative conpl ement pat hway
activation in a patient having an ocul ar di sease
conprising adm nistering a nucleic acid encoding a

conpl emrent pat hway i nhi bitor.
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