COVPOSI TI ONS AND METHODS FOR MODULATI NG
ENDOPHTHALM TI'S USI NG FLUOROQUI NOLONES BACKGROUND OF
WA REINNSENTI ON The present invention rel ates tRCT/US2008/072561
conposi tions and net hods for nDduIatlng
endophthal mtis using fluoroquinolones. |In addition
FHiRH AFENRY HWﬁ'ﬂﬁBPQI% é H%MM%%Bvﬁu%'ﬁ@MﬁuFACTOR
rret hods for treating or controlling ocular or
phthalm c infections resulting in endophthal mtis
Field °f§9§|'h‘§fr\¢!°ﬂor oqui nol ones. The interface between the body

[0001] TR Skebdr lr%m.me PEBledits hliABS ent;@a%stéausan@g;&&smeﬁg% bhems of
Ot enti al ort unities for invasion y envi ronnmen

human ar\‘iIbPG'Ieéﬁiat ﬁ&?W&@@h%‘”d THE2p ERe qr@\gtglj@cgoro@\lqmea@@erapeuhc methods
of using tA&¥SAritibbdies.parts of this interface, and thus, the eye

and its surrounding tissues are also vuInerabIe to

virul ent m croorgani sns, the invasion and uncontroll ed

Stateme:%&‘ﬁé)at@fj Arhi ch cause various types of opht hal m c
tions, |eadi to | nflammati ons, such

[0002] NgVg gre(vfmfa%or (NGH) WA e/t reuresiopkiriaberqantiiogiace e spie in the

developnfe%ﬁé'hd surlivaIf bOSekipRaral sRNden@hl ndusdrRMdsibddRtfed@h8Bcterized. NGF
he common types of m croorgani sns causi ng ophthal mc

nas beenSRPWEER BRS CHIE! SHMYELANA BRCEBRTSE PRGN NAGEVoITHEaT of peripheral

sympathdlicGh8 @A N Eeng 8ty reur&eténm of BMMeréMalnSdhbflr%}@chfeuﬁohe (Smeyne et
per neate Into rou

al. (19045 girechst A8uRAge P W B <t 91 SR Call 66 ORI oy, NP Suigapuiates

expressxdnhﬂ nBLiRREptifes ARERRbrY NETREIRL (LM dSH B4R (898H hfa@uﬁ%%@?%@g-%M) and its
stem c di sease. The m croorgani sns na

activity |s€mep eﬁgg threghtiye d@‘%ergtmemhrap%-bou%qe%ﬁtﬁ(j thse rkA receptor and the

p75cmﬂ@@mhgm@ﬁbmﬁ1mkggopornea t he uvea, the vitreous body,
etina, and the optic nerve. Ocular or ophtha

[0003] NQﬁe @e@qvapeg i synovigl Hed %Q@re@tsp%iffﬁrm%mul@eur&q}{ald,eé@ntls and other

types of érth&ﬁél eﬁeFranergoarseMetueen @M@wn ftefdnt by S&taRBSa and allodynia in
decreased vi sion. S innate cascade is

animal magaly GLTSHPRAIIN R EUPNE ARSITHOBPAR f or of g par hogen

[0004] Alhﬁglmsantlb%bliéﬁ%)/é 88sclipeditnT ﬂj@lékérﬁpleemm oOPS8dss Wo 02/096458 WO
nmonoc ar e attrac ed

cro i
20041032830 (R PR TP B e DR IO TAPE P I an 24 Gme PORP AR 644
the foreign pathogen through phagocytosis. Leukocytes
and sone affected tissue cel s are activated by the

pat hogens to s@%‘ﬁfe%‘n’%&“rmﬁof '@%%’E&Bpﬁ‘fl ammat ory
[0005] ln%’ﬁr@&s‘ﬁ@& FleGhvenson brovlded fullly lhuﬁman%hh&;dlésLarﬁi arltlgef-binding

unor_ necrosis facto

fragments Rieiert i §beb el BBREYE=E aﬁuﬁﬂrgwﬁhﬁaﬁta& NP oKy of about 5 pM o

less and wﬁot%ereé&WﬂmQﬁu%tﬁﬂ'pﬁm act-BL IR &fehed le}nboa_nh%? the anti-NGF
toki nes then further attract nore

| eased c
antivody BEFENTD 1S H PLBTP N Wi e 01 R Bop e J PR e ppcies are
characteﬁz'é@ bly TRy ’@Mlemth ﬂlg‘h%‘fﬁﬂ@i ﬂi@!@sﬂi@ﬁkut@gﬁd ¥het5b<ﬁ|ty to neutralize

at hogen. For exa

NGF act%’@t éﬁ%@ﬁ%fﬁgﬁzﬁ k?%f‘%ﬂ?sth? égpbogﬁdvr gegme%tttgergo()hmds human NGF about

2-10 fold n@ubmahIrétsu@nandmmhauéeeﬁelrr espectively, while GVCSF
s the survival of these cells and i ncreases

(00061 THe: @i Pof s 5 e Mg RAREP BITTHIF | HRE 6f JEOBRIBSRS or may comprise

only an aﬁN%na&@dlngﬂ éﬁtn&r@(f@r Helntbld, e, Pfabﬁ)gbﬂ so@ﬂdra%ﬁr{en%t érﬂ%‘né& Be modified
her re eas I L-8 and from

to effect faﬁﬁwmﬁy £ar B“t‘%arﬁ? %ﬁ‘%%ﬁ?ﬁ%é‘t’%ﬁ?@s €y whi Cﬁr?éf”@ates residual

effector flNCAPROGREIES et whqzebom emafahbwawdgzsmm@duce ant i bodi es
ai nst the forei atho en. Al though an_infl amrato
[0007] In o%g

FOMROSIMENt 8 &Y i o |S@a@nﬁa¥w§@ﬁ§ntrqeam'ﬁa%g Gagrtent of an
antibody 6mpridirs heduy chaPnaliapigeegion (NYeRPEHNS fréth i gRtP Y SEQ ID

o, 20058 B3 BT e Toq ST £ e SRR, ARG e o

the infected site to dilateqto increase blood flow to
the site. As a result, these dilated vessel s becone
| eaky. After prolonged inflammation, the |eaky vessels
can produce serious edema in, and inpair the proper
functi oni ng of the surroundlng tlssues (see e.g.,



nost effective clinical treatnent for a range of

i nfl ammat ory conditions, including acuteinflanmtion.
wWOoHRMeNz3s40 st er oi dal drugs can have si de ef f ect BCT/H82008/072561

threaten the overall health of the patient. It is

known that certain 8Iucocorticoids have a 8reater

204, 208,73t o248, 3B2,1236, M ¢h |2§@ 26,1288 c2A4a P8P rids BP% 3(12) 339 5332 336, 352,
356, 360, t'ﬁ@%é& B@I 4%@”@@4“&@5 4y h%%s@'@@s%f%oelm's@ 504 5b§ 512, 528

Known predni'sol one, I's a very potent ocul ar
and 532 %r?tﬁubﬁﬁﬁmlai'mﬁ’ﬁﬁ'@f FEAMRIAE | thetieqf havigg ahleast %/Q—f}:}d?él’ﬁ?ft 9%, at least 98%
or at Ieas?‘b@){! @E@ueln%) &éﬂ?ﬁ?aﬁlbl@ﬁr@@éwlt@%m\ﬁm SF‘er@rﬁemﬁje%&tc%mpnses the

ocul ar " ant i mratory acti v
HCVR shewain $h@ 1PiNG 10§, 1I0@Dr§i4€@@ﬁl%¢f§ Péﬁé%réEWaﬂ@d'*Wlﬁ ﬁomﬁ@ses the amino

acid sequeREd GwrORERRITLG 4yBe Of gl ucocorti coids i ncreases
over tine. In other words, the chronic (i.e

[0008] Injopp gMboayNans dhopntitesy or Be@ner theiesfdudras comprisessk ligt chain variable

region Lé‘l/ﬂrééclé&@d"ﬁorh% &Jo@i!@?SQQQD M@HQ kes aguse 7@09& %2 106, 110, 114,
mmati on associ ated wit &)GOSI cal tra

124, 134,i13Bed #8.01P8of16BNE S (1881 %Bu2PacePb? 18, R@Gaﬁ%ﬁ%r%@o?f@ @RS, 262,

272, 282, Qfseti% @M@ 310085 3%@%134 834 SPAI $5d 658N 47RLBEPYB0N4ENG12, 422, 432,
a few weeks, infection and i nflammati on of

448, 458 t4I$8 ‘b@st"ré?u@ﬁ $98. 50650 52heS3Byanccei . peaHPHantiedy Similar sequence

thereof hdvilg SPERNI6H PAEAQSBUOLY Febﬂ@S"/Q@rnﬁrl@slslt EQ%es‘é%ﬁé“ce'T@éﬁtIW In a
or nore. This chronic use of corticosteroid

preferred emparimenarite CVRds EEELD NAd 19 1R 592 eYeraneiaEisrRbly, fie LOVR is

the amm@é’c% Eéd?!éncé@ﬁom%n%@él[m@ﬁfoo' ds is also known to
i ncrease the risk of cataract formation in a dose-

and
[0009] Insgeefis enberipenigete antibatlyror fregrenidhegrheqnsriifes allipVR and LOVR

HCVR/L&ORst%lém% QQF §e°+§cté’@ﬁ9ﬂnttﬁe Qﬂo‘és%ﬂSEQHBtNQQ/Qf 20128, 36/44, 52/60,
ticosteroid Chr Ic admnistratio

68/76, 84@2U&Q,Q13,Qg ,1@@1@@ 16Q8§b1005h2/[1 g:adm/az@r@mdug@ass 1f40/148 156/158,

160/168, @?é/@?’mfs@%? Ty SPPOESS). %4!2@!3%‘8/2’*1@1 2§@/b§6 lﬁ@s/zso 232/234,
tion and inhibitin one fornation.

236/238, 8@Q/§4£e’25§42§§ 8022 3641?7%@84%88 HIAES: §§$/89‘i3 &94@6 308/310,

312/320, 9&8’/@@& Qbj36Qi $ie/34C byﬁlgwm%fs%@ n%o%ss bym?@%@%‘z%smgz,
I NCr eased | evel s of tr| ceril

4001402, BT PGS AT B0 GG 4 S e A 0GR, Gies.
488/496, @@&/9@@ %o@)‘mbh@m@ézfoe@t@/s% aﬁci‘§§2?5ﬂf Wos p%?erfr&ﬁerk%e&d{ment the HCVR/

met abol i ¢ processes. Therefore, there is a continued
LCVR pai setnet & Sﬁrﬁgkﬂ e 1Q%W@vé@’b%?rmuﬁ“%ﬁlprﬁf@ﬁb*ﬁuﬁ%@ 15 NO:108/110.

[0010] InCaOSIHBSM b th@lﬂ@leﬂ"f%hhé&ié‘rreg Qh aﬁﬁ@dﬂy@ﬁr'a‘ﬂggen blndmg fragment of an
endopht hamtis. It _is_ al so desira

antibody emar?rrﬁﬁ@eam&tﬁfawhewrﬁi%%%aé B%%%%'@F%Jﬁ%ted érﬁa\ %%@NB&O 10, 26, 42,
58, 74, 90,002t {AAY b6 00 2 £OPUE 0370l DG iNBESAD B8HS, IJ0ak1(EAYEE446, 470, 494 and
endo hthal mtis. SUWRARY OF THE | NVENTI'ON | n

al
518, or 2 SHEStYHELL AT RASHENGNBIES) RN BidFRs0 80T Beash s, at least 98% or

at least QQ%tsléagéqcfeQHeW%éta'h@Qt &i&ﬂp@bRE%LG‘DRB)deﬁélﬂgelected from 18 34, 50,
oroqui nol o e _present inven

66, 82, 9%6694 bﬁé‘s%‘brﬁ@ég?%ﬁ éﬁé ?Jﬁd?)ﬂgﬁ%éd%ﬁof 6f +rmsGuf 1. 58 454, 375, 502 and

526, or s@%@é?ﬁgﬁmr%rtéeﬁu&?deg GheRe FNEQIng fak 14Q51050%, rlé?'lé%@f—‘%%nat Ieast 98% or at
ot her aspect, said endophthalmtis is selected fro

least 99‘%1 mugp%lge@tgy}gp Sthrefgred epostimspk thi HGER3/LCDRS pair is one of SEQID

NO:90 arRry8opid Bad 9241430 JRQ S 81 UL 438, SNEBPXHAE 4ok preferably, SEQ ID
non- i nf ecti ous endophthaln1t|s panopht hal mti s,

NO:90 andt¥at ogenous endophthal mitis, and conbi nati ons

[0011] Intehﬁftﬁé}femlé:’o@ﬂﬁ’mtthéhmehh&w ¢&n¢rrémgaanm¢nb@ay affra@hﬂen@%&e%f further
he eye, includin he i ntraocul ar structure

comprlsw@rﬁ)heﬁgyc §15&9R1 tHHeP })ég@?ﬂm seloead frem %FFQ_,W N&G 22 !’38 54, 70, 86,

118, 142 C@P@@G 1l OI512C O8I0 @94 %G@ Rt Beslsob 0sogTgy | ki b and 514, or a
endophtham ti s usi nq | uor oqui nol one havi ng For mu

substantigllysyimiar sgayencrdhige éﬁgét £aR19G%, afdsast Dol ?tg%?ﬁftgﬁ%’ or at least
group consi sting of hydrogen, unsubstituted | ower
al kyl groups, substituted |ower alkyl groups,
cycl oal kyl groups, unsubstituted C5-C24 aryl groups,
substituted C5-C24 aryl groups, unsubstituted C5-C24
het eroaryl groups, substituted C5-C24 heteroaryl



trauma to the eye. In still another aspect, the

present invention provides a nethod for nodul ati ng
wepwdpasial mtis in a subject. The nethod conpP@BES2008/072561

adm nistering into the subject an effective anount of

the fluoroquinol one haV|a%$Fornula_l or a salt thereof
99% sequegcertsignlitat &heady ehaindepRE (R RRZ) domaim sglected fiorn@FQ 1D NO:8, 24, 40,

56, 72. 88351@601544 e 1@6%@”&4& PHEENSILOR1PI Y 868 3%8”@681“2@8%3 468, 492 and

dul ati ng endophthal’'mtis i'n a subject

516 or a %@ﬁﬁ@ﬁil%’é@@@«?ﬁﬁqme thegeaf opvicakt lﬁaﬁr%"/ma’f insetiPp) 3t least 98% or at
least 99%' égqgeﬁé?e‘%déMm %%h%ha% &9%1' M@DR@MaIHfseFB{%d from SEQ ID NO:14, 30,

UOFOQUIHO one “havi n or a sa t hereo

46, 62, 78m96u1?&t é5@ 478, E9tdapht ﬁ?‘l 1298, 332h8#6.1F 8k 894 < 14mP4, 450, 474, 498,
and 522, &dé/ams@agﬁéwé.mweseen&&%%eﬂeew%mg% 1Mk bodaesQgBst 95%, at least 98%

arent fromthe foll ow ng detarl ed description an

or at IeaSt: ¥ meAupREe t%t'@pﬁ%@é@ﬁtfchﬂﬂ (CERBROBRDESORIPRIteddom SEQ ID
NO:16, 32, 'ZIE 64 GIRES isgys £ 132 Shyansog %2‘35%‘3@50 0524”@4(8 f3'79X§9§ B16, 436,

and conpound having Fornmula 1V (" 224- A")
452, 476,508 28 fdf AT @S ly simiar f@qu%ﬁé tﬂeﬂeg hawpglaﬁeaﬁ@ﬂ% at least
95%, at lé%@ggé\"g’o Pk aﬁeé’g’c%%ééq@@né@ldgﬂ% I@%@F&%m@%ﬁ R tRe heavy and
shows fect of noxifloxacin and ound havi ng

light Cha”F@PRlﬁeanPf\fbeéﬁﬁ_@@ NOI§R1 188t HH 96 Wsmnd 9§; 21IOaZ121 R14, |3r1§, 220 and 222;
406, 408, '4L106414aﬁﬁ’6 XE@W@ @@bl%h 04)46' A50l B 'anHQ@QCé/&oe és FbEURB 4. 436

fect of noxifloxacin and mpoun havi n

and 438; ﬁwmpr@ nreiemlwg; SPRsearenses Ereﬁ%QoDﬁ\*%ﬁc&a 8h 94 98 and 98.
[0012] lnEh’ﬁ’rd aﬂi&@@%’é |ﬁ§entn|8ﬁw\ho%@ rQE@Q%lcF’ThQMcE@Es Eh&o‘lr{(}!v

use ereln he term' control i ncl udes re ctlon
ant'bOd'e%ﬁ%fﬁ%‘?%ﬁ BRreok| Rewal@ln%m EXBIRESIPN BYREPHSI GG Y INadhe ugipic acids of the

invention,NEd8108s cdiiB entd Whmh dueMBEctlsinle b@én m'tr@&@rfeda!arléyallscgér%'é%passed by
means a C -C15 |inear- or branched-chai n saturated

the inventign, hate @eqh?é? prIPBIeN A RRPastias Ryr Sitgringhiediesheglis wader
condltlonélﬁérH*i’tﬁﬁg% bﬂéﬁ@&lo%rof%ébaﬂtibbﬂ'ﬁﬁ%ndTQ@ov@Flﬁ’é‘ﬁwéﬂ?‘ﬁt’lbgﬁes produced.

rtial or conpletely substituted wth hal ogen atons
[0013] ln(ope embodlgpent dhe inyentiaerrpyiges Imaptibranpi sagregnt thsfeef comprising a

HCVR en’e‘&d@d‘ byger &%bﬁéc bge|sugﬁeﬁéﬁfslabékted%m/éEQﬂDFNI@@Yh9 35, 51, 67, 83, 99,
e | sopro

103, 107, 11 WS hyTa5t 99 T6- T J75. 178niEa a0 e 20 1223c32 7331, 235, 239,

255, 259, %@ffw QB@dzs’chsos“\b'@? 3 8b eIkl ¥35 ash 03'5%f 364, *SWB 9799@@3 399, 403,
rises 1-10 carbon atons. Nbre preferably, | ower

419, 423 éi|3ﬁy‘ff55@ Ff@%pﬁ%”oﬁ{ﬁ 48354817, QO%aﬁO&)@ﬂ 1a158ﬁ@nd A31 Lfg@dsubstantlally

identical gb%ﬁ@hd’é» haviMg dt ‘i’éa'i& Qb%m&rieéﬂt Q%Y at 185st 9'8%’\‘%F aBLkQX%% homology
' means a - ar- or_branched-chain

thereof, @a'iew%f?@(ﬂ’lyamep’ﬁ%\:/ﬁds 8'1"%@@29 by H MR 10588, whi ch may

[0014] InRRe ERHERPNt Lth@amwod§ lébﬁ’égrhéﬂt@ﬁerea_fr’fﬁrt}%r%ﬁprS QECVR encoded by
partially or comp &lsu stituted with
|

a nucleic pgid sgquean sel@ptep)fron}\ﬁﬁ P® 1 hgetdndd €8 %? qo%v\bqs 109 113, 123,
133, 137,8l4k0xy7 96PUPS . h&Cl1ddexdebboxy s, £3N0x%y, 232% @5?@@?)’257 261, 271, 281,

285, 295 0SB B 00 B B B et 5L, BT R Ao, 447, 457,

461, 471 W8Q%§Qgpr5®e§0g- 549 SAY RNs At an§ sutM?élﬁlaW @Eﬁtfc%pééﬁueﬁce having
| oxy group -5 carbon at ons.

at least 9@"ér aﬁ 'eiﬁ? @E%apﬁlf;ﬁst o, %;E'Péﬁlw hgjrelogy fhﬁee&ﬁsor@‘eéftba/blt@e LCVR is

@Kmdedg@ggbabuqaa@ggra@ed 3- to 15-nenbered nonocyclic or
yclic nonoval ent radical consisting solely of

[0015] '”@ﬁ?@@ﬁ’oﬁwrﬁ)}m Byyentiof feasrapanctinedy @ 9?@;@'”5'@6 figgment of an

antibody émﬁ@nsmgsdeplcgrraskudnﬁia@enédd@g (b§)a nul@fe%flc% @&lu}én@e Sledt&d from SEQ ID
|IC I nq er exe

NO:9, 25e%béa|7ri?eﬁ9s”o1f 16§c16éaf‘$®|2 af%fép§6$ r?@l?’ug% ?4¥ 5, 389, 409, 429,
445, 469, 14@3%6‘@6'76& abéﬁo\ét?dnlnsuynaé}%al ddaliesee ViR aMcRt 90%, at [east 95%, at
ecified, the cycloal rin be attached at
east 98% B SRS CF DRI IRGY BSIRTSTHR | ST AP BaB(GeqH iy BdRCctde

I f substituted, may be subsgituted at any suitable
car bon aton1mhich results in a stable structure.
Exenpl ary cycl oal kyl groups include cycl opropyl,
cycl obutyl, cyclopentyl, cyclohexyl, cycl oheptyl,
cyclooctyl cyclononyl, cycl odecyl, norbornyl,

I T



5- to 7-nenbered nonocyclic or 7- to 10- menbered
bi cyclic radical. The heteroaryl group can have from
W@a@Inzsshour heteroatons in the ring(s) i ndepePddEris1098/072561
sel ected fromnitrogen, oxygen, and sulfur, wherein
any sul fur heteroatons may optionally be oxidized and
sequenceasejeatid frag i Chél BPo AT .did, #@)BSON 1DNaRe.y1 e 10Xi167 z2d, @83, 277, 301,
q I S&H40 i fi . .
325, 349, k5‘(%/3 f?%‘?ta?, ? %lﬁﬂ%#& ?béma{r{& grea ?@o%%ﬂt%ﬁfi{dg ﬁtﬂc%l sequence having
at least 9ﬁ%t alrleast @ﬁ%o at leaﬁt&ﬁf‘/ ar ehteam%)% ha@salbystheredd Isaaléferred
; ruct I { t
emoamEiy HENK G2 LEDRRURSLANL St MMy St it ler
respectivéip. a stable structure. Non-limting exanples
[0016] ln%ffnﬁl]ieer %%Lrﬁ%dztgkﬁle ‘éﬂf?oofny 8?ﬂ¥4;meﬁtqh§rgw fu"tﬂ%(rr dRptses, a HCDR1
domain enmﬂ;@éb&lawuclaogo@ hombgsele@go&pmzsﬁglm NOSa?ﬂoByIs:% 69, 85, 117,
tekr h i-830 di o8 Laos PYA4 ey
141,161, 1%%I ?nggélzﬁtll ésp%?%z?’ﬁéy%ﬁ ??ngza%h W%?}d%ﬁ géﬁ c{@éand 513, 0ra
substantlouz(aqiemﬂloahqunwce hanihglay leastadip, rﬂjcﬁeyst 95%i atzeast @a%y br, at least 99%
[ I ' - J.sQi
homologﬂhgﬁégg%nlﬂ@l?h? dog\gl r‘?é&’%ﬁ@f ?qgcﬁ%%{urgggs%ﬁpgﬂ%%e?ected from SEQ ID
NO:7, 23£3; éﬁo7p1y|87n‘i‘tﬂ g8, 168ut@hepyr2si agT,, 291 uB EmSRYrIE3a28h o7, 427,
| n I 0 0
443, 467 %9&%@9%?&%‘;{) SRpn %uy%%}}ﬂ@%lenzow v'n% ¥dast 90%, at least 95%, at
least 98%; lat eﬂo@a}zﬁe&ﬁ mo!ogmnhempwwﬁ)@i dymmtdmcemxbw anucigdtide sequence
' | 4 besnz y
selected %@h%ﬁ&gﬁ#éﬁgﬁpg?l 1'%”'89 P%’rg %@%op%sr 217 49, 273, 297, 321, 345
369, 393,i418a431, HH9, @z’saﬂaaarzd)ﬁgd or gegb&iamﬁ@ﬂz oleptical sequence having at least
: g il | _
oo o BEPELT el by, bAIBRLBNI il HEREE L850 e encoed
byanucl@éndzosaaq&nwlselebmdzfmsE@dﬁwO 16x311zd|70®§/r79d951y1|27 151, 171, 195, 219,
251, 2752 @%’i@@%'é‘%%ﬁy 4150807 45P%A%0hyd anq%lié %}’E’s bstatialy idenical
omanyl ,’ azachr'omahy qui nolizin SITH
sequencejﬁa}vy@rajdgﬁshaO%ngﬂleaqt @5%aatylaq_asj(9§f’/qq@r ahlyaet 99% homology thereof. Ina
preferred 'tegﬁt%‘aHW ItRY Iantlkfydg%gfrgg?lﬁ%%é}@{)f’ Mpflses heavy chain CI?R sequences

dr'ol soqui n Ccl nno azacl

encoded ph{%ﬁ@| I@zm(ﬁ@ﬁ SEmngh@mdaIz;hhymam @@qullenmsl encoded by SEQ ID
nazol i nyl, qui noxalinyl, azaquinoxalinyl,

NO:93, 9@5@%9’{1)/” di nyl, di hydronapht hyri di nyl ,

[0017] Intacfpurithgenesh dghinkgntiodifeatures jph dgdlalpdghtioogs ob antigeptbinding fragment of

: |
an antibo g\ﬁgé az?fﬁiﬁhﬁ %sél’uﬁgen ‘\I@E Ws‘?ﬂéjc%yltl RY dag %%@3 wherein the

HCDR3 carr@ﬂ%@ﬂmgamtm@ agissteqpencsm’ thir fegyulased Xor Xt h& tmeatxrenx - X' = X*
Xﬂ’f ?ﬁ al {1l greangs chnonie iyl @W@N@S S%Wﬁﬁél%ﬁw s %a or Ser, X?is

nmat i on resultln fron1 nfectlons
Thr or Lyﬁréhtis Bhear ligbBvie Phecmg?dy ef' s VeleutGhent’ iswelorGos X ds Maftceﬁf’he X is
Thr or Glﬁ@ QCAGH cY\éA Kb lé]ﬁﬂ?[)roue%h@gv%r FER, RforgﬁErcr‘ or §&CR’3‘3I§ Ser or
abetes, 0Stegporosi's, hypertension,
absent, Xcas Ay aetabsPnieXE Isﬁdeorefoseoté i$ Meéoroament %hysAow ogahsaht and X'
is Val or RBAd 834 Al LW:? %rﬁpﬁs‘:& TN ﬁ’o 288 %&5@%‘& N qg’r‘?ﬂﬂ{ﬁm X2 X% -

. genes responsi bl e such |seases esear ch
- X° - KasX' defadd’ ($ER B YOIt wherstr X aiatGin.n€iigBirs X ist tyrt Xigs Asn, X° is
Arg or AsHOXEE 88, 'lt?BSX s Bto, &1 o‘filt'lﬂﬁj RGN WPy, ON the
eXpr essi on esponsi enes. exert nost of
[0018] lntawréqme S@eﬁlﬁoﬁmbeﬂlﬁ@ot éhemmlbp pfgaaneent teresftfopleaseompris@a HCDR1
sequencé’@f(ﬂ%’ Ahula XER'X2 - %’“ex'@' ndi_ng 0f7 Ge Y@Eé’\%'l\mj Swﬁ%}gm X' is Gly,

rans ocation of the G£:GR conpl ex to t he ce
?is Phewkigp hr er Awu ' i Rre ofelra, i(rlarT@C pr AR, o ISeNmerrGlbe as Tyr or Leu, and

®is Ser P&lbté)q%déi s’”’é?ﬁ@s?éé é/fgiéé Sﬂf%u@rxmeﬁm k"e)ﬁ]ere has ée X® (SEQID

ransrepre53|on ul ation _
NO:536), ghetimg Bvledumbhe, KhistAshor Sebefias Pea et Trant isfdest A&ubP(els Asp or
effects of GC treatnment areythe results of
undi fferentiated | evel s of expression of these two
nmechani sms; in other words, they proceed at simlar
| evel s of effectiveness. Although it has not yet been
p033|ble to ascertaln the nost crltlcal _aspects of

. Y e~~~ - T Y L S



In general, the present invention provides
conposi tions and net hods for nodul ati ng
wepmoprasial m ti s using fluoroqui nol ones. | n onNRCHEN®08/(072561

the present invention provides conpositions and

nethods for nDduIatlng endophthal mtis using a novel
Ser, X% isfQhuof @ﬁqmrnﬁlwéeu X iadbr trdfe; adpPellR3 cemptises an amino acid sequence of
the formu%r)gquai hgm S s ﬁ@f@t Qd_fyeomit hg1gr Qup. ywonsi1st ivmg y1s _ x17 _

s post - peratlve en hthalnttls post - traunatlg s
X (SEQéﬁdﬂbﬁﬁﬁ)awmr@unsX inbla- qrrﬂeédt iigukr @rtdépﬁ’t iR&lwpt lles X* is Phe or Gly, X
is Val or (ﬂ?@@%“/gﬁgrmrﬁ'ﬁ is QEMBHEIeROdsTHERABRN KA ,K%]ntérst_lvys a)(md s Phe or Leu,
onbi nati ons ther eof I'n anot her as, ect,

X" is Asp| %\P@ﬁt XGris peoi Sers XE aNPesetansart, Eonwvrsctrre@samtdxm ﬁtyd@ absent,
X' is Metfoq afd /(% SBoait Hipf X td Ga4s faBQeV(ﬁe% Lé@ﬁ@%ggﬁ@"c@%ﬁhe

aV|n ornu or a salt thereo el n

formula Xsel><ec*t>éd~ Xton t'PFe(Sﬁ%d% NELRES) g\theffgn |$|r@|@|q|j@@*] X?is Ala, Ser or Thr,
*is Val d’r'?l%uk‘sts'ﬁtrg%ﬁih Wr%rAs"fﬂl b}‘é ogfﬂugﬁ‘d X8 kA%\'o'o"r Wésﬁda L@WRQ 2.gequence of

rou unsu stltute

the formu@r)gu §map§E@, u%gtq 238 @dpe@m |sa(,‘uly|or Qfa@l)bgs Ala, and X3 is Ser or Phe;
and a LCBIRS %g%héééta%darﬁ%ﬁfg% ses&&tce%me QF@MQﬁjaWbSXQ LItege _xe_x7 -

. eteroaryl groups, méy S t can be .
- X (&@@%N@@@) Whewalrvxnng Qrod’ e%Gl issT¥seX eletst. XTioAvg peAsn, X°is Tyr
or Trp, X"9 PHP xCWH/r 3t rRY 2R xPOFpgen, unsubstituted am no

roup, and am no groups substituted with one or two .
[0019] In lrdifibrasapatythe imventia ferturassa By Bemen antitns oh enifiosh fragment which

blocks N@@Q&fvﬁ;t( bvﬂﬂ aRfI e gio)égfegg fan a%eﬁtut:@ﬁl{/lt A ﬁgaétﬁé\@ rn lﬁlvﬁ%l PC1 2 cell-based

groups [ ower al group XC oal

assay (degqarmésb'elqms ubétpretf@rr%bemmvémeat m@wﬂ@@%ﬁg e @uﬁrsttqnthh@as an 1Cso

of about éO@‘éﬁW otatlegé)?exg %P@Evefét‘é‘bﬁ&t‘ b ik Wre®o Gordedsiv 8F ﬁégs %Qupﬁ) pM or
substitute 4 aryl groups, unsubstituted

less; or abpett 8P o8 9Mlegfr oups, substituted C5-C24 heteroar yI

bst.i E }
[0020] tngcgr%suét?ﬁ?ouott‘rgéﬁt ﬁ’t‘_é n’i\}é'i’\?réjn ﬁ‘%\:}gjé” ralg‘uéégaq?éﬁ’u %Lgrﬁgrgtgrﬁt{b&d}é pran antigen

binding p@gomrqpétt@at@mcw %@5 wgth@ of lgs,;ﬁg@n akbauw §0CpMcpreferably less than
about BOdqﬁ\geé\%WrW) )bYefgtra‘Bh}néss tﬁé‘ﬁjag&ﬁql% pﬁ\m?éss‘tl@éh ARt 50 FM less than

[1ving di es; is selected from

about 20 @%0'@53 H@ﬁsﬂbf?tlﬁ %prletﬁaﬂhé@éhoﬁt%@M onyegsstha plequt d PM. rasrfletermined
by surface&ﬁ%sﬁﬁﬁ\"&o%@ﬂc% EACEREMCH a Pt@fen%d eABodRnt, t‘ﬂ@‘é{tnt\'%F human

rein is selected from rou conS|st|n
antibody ¢ryantibe@niragirent et thetinmeation bRy hgrpﬁﬁly NC%rWILrpg Kp of about O 5 pM or less.

In preferrédJQr%Ebcng\%ﬁQ {h‘é"éﬁtlb@dykdflfra H\%Hpﬁaeré%f‘gmeé/ fLRah KAF S8RYPS fold, 2-
I's selected fromt (gé FO consi sting of oxy

fold, 3- folgrfldfo!q,\é fﬁ&dd@-@@ﬂ 91 ggold] rf -fohbhigher gy dhan @?NGF and
about 1. 59&6}0@%@ Izoswo@ct 3R, B SMold, BBt V-@&df@’r’oldr@q‘HlldaBr'mfold higher

endopht hal miti's conprises a menber of a fam |y of
than mous¢ N&Foqui nol ones having Formula Il or salts
[0021] Intar]ﬁét%ﬂ@d \é'ﬂt%'bgl'ntbnmthe gﬁibozﬁ' onraé’rﬂQ\chJ@(YfeexHEﬁs ﬂ%ﬁ@b@&ﬁcny for

di scl osed above; pr esent .

human NGﬁvf@h?XQmmP dtoeﬁ@em:raﬁ r@ch\ﬁlth wpﬁ%tmte@ﬁew%gpmmréhw 3). Thus, in
a preferrefdlét‘ﬁdo%ﬂHérﬂotlh@'P\?gh dfhit§tenbilhi Q&itARB6 Ly oxtfré%nférn?ﬁt%%of exhibits a

|nvent|ond$rOV| es conp ositions conpri si ng
Ko for huma N&dFsoff! PMrOééﬁslsn‘@h'éFS eisding of Nﬁm“gto é‘ﬁ?ﬁﬁ’ﬁﬂﬁ% Fﬁaﬁ 3rdsp 7§y and does

not cross@8adt Wit Huh2A NeRYSINdeslitdy RNARRIE BahohSed dhafcs URT %‘Hlays a
usi ng, a fluoroquinolone having Formula I or I,
critical rolg 4 sughrbweigtogicphpreprssas peder oRMAly nusclechelar reWwaR f:qafgdmatnon and

thus, antlt%o‘?ééoor%'ﬂ%bw R Ss Wﬂ&@gﬁrbrosgregé v&t@trNﬂbtp%\f@ 1Y hdkpected
subst’ituted and unsubstituted al kyl groups,

clinical al'vggh@ggelet&addppt@gﬁ avensioy art @stibadips. NP bas Rggn Wnﬁg prevent the
developm@ﬁf Qltfter(*r%’ hﬂtérﬁbé@é tn\’tﬁé Cl ?ndo@l bf neu%pa%c £iR (seeofor @xample

substituted and unsubstituted aryl groups,

Wilson- G@r@wngaett%r(ﬁg% \,Jel}lgprowﬁr@ 25:758-163)- Maye regen e@p@nous NT 3 has
substituted and unsubstitutgd het eroaryl groups, and
groups that can be hydrolyzed in living bodies. In one
enbodi ment, Rl is selected fromthe group consisting
of C1-C5 (or alternatively, Cl-C3) substituted and
unsubstltuted aIkyI ~groups. In another aspect R2 is
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sel ected situations. Table 1 Sone Sel ected
Fl uor oqui nol onesl n one enbodi nent, the fluoroquinol one
W@ 200023840 ¢ acid i ncluded in a conposition andPUBES200$1072561

a method of the present invention has Formula IIl. In

anot her enbodi nent, the fluoroqui nol one carboxylic
been showe taisignitisante de¢raase eemreintaf dwo aedium sbannels whigppBeRprd® play a
role in thetg{E% PJtl%ﬁ%f‘%M?fﬁHE'pQﬂ (V\ﬂ@or’f@’eﬁylhe &'\)’/ergé/(ZGUS MeulBcience 141:2075-

still other enbodi nents, | uor oqui nol one
2085. Thesg dair pHEgeshaipanefisil (R 6 NTr3d” BBYPBRNICIRAN- and used in
[0022] Th% ;F{RFén'ﬂeﬁ eﬁéorﬁ&%s@i SRENEFI PYEiEORIRSa ﬁ%ﬁ%lﬂ?ly\{&%ﬁaﬁion pattern. In

In still ‘another aspect, a conposition of 'the

some appb@%@éﬁtm@ﬁﬁ?ﬁt)“ SreaeNp rndesirahle dhreamyiptinresitesmayrke seful, or an
antibody IEB@n&Q 'FfR%E'@% RANIBENt Rt bRy dsacdharid@Endih | for é%‘#n;ﬁe to mcrease

of the present |1 nvention uses one or nore

antibody dﬁmpéﬁﬁd:@llulwrpyéqt@wtya(ﬁepﬁé fungligretsee S@I%ﬁb@is@@ﬂ%ﬁrﬁ& 277 26733).

In other abPRaférRS RRdkifib AR 'ggﬁcﬁ)@ﬂ'@tr Ao e b W &d&fto modify complement
enantioners of one of the conpounds having Fornula I,

dependent cytotgiicity (CD@hd a nmet hod of the present invention uses

[0023] ln%%ah 8s dﬂ@c%tth‘é ﬁ'xverﬁofnlfé‘é?[n%g%' Jb@rﬁ&@%oﬁ‘ b§r§b9§€% P@d’o‘ﬁ%ﬂh&@ﬂuman
di sclosed in at ent s

antibody & TEgTTepb esasd st SERSITB0D, bis NGLANS NS HIabRIeat She ks felated
aspect, thBYnVeRlish R3ARes éEoM%SI@JF\OtBBﬁE adoRBHationh Brear’PN@?fqmlbltor and a second
i nvention provides a nethod for nodul ati ng

therapeutisrruspht IR AP EMPoriment 4ol NGEinhities i1 ABEPasH9prAgaent thereof. In a
preferred @H{B’oain?én? lthd BedoRly %érg'ﬁeﬁlH *éJg@ﬁ’ttls Qﬁly %It%%%tthyﬁr&%%%nptfhat is

f I uor oqui nol one havi ng Fornmula I, , 1V, V,
advantagQﬂUS'qub“@ﬁd with an NGf iahiBifTt t her eof to nodul ate said
[0024] IrPRYQRAIAIJELL bt inddhtish 'féétur@@ﬁ{ehﬁfds@&ﬁﬁ’r%mné REmBR ReFctivity using

I nvention provides a nethod for treatin %
the anti-Nenantiopey Agarieaepindinaraorion ditheentioareett ewvgauaﬂ nge disorder

treated ls%ﬁ&/ diseBsloptddnatiBh tHas s ihppovas! bérﬂ&foratg@%mﬁefm prevented by removal,
nprises admnistering into the subject an effective

inhibition gh@gHg‘uq{,}fonJQFl AVBY uMﬁQﬂ qm:élflﬁ%{ky, thg irp/@pﬁm propides p mathed of treating

an NGF-rh&diiat¥d cé/r'\dltlc}rﬁI dr dtéé%sé/ Euéh asoihﬂé’mﬁlalo‘i'y E)ilﬁr;%%f op&afiveEatisih pain,
control such endopht tis or an infection causing

complex @aioaammdm%mﬁ@w 1>rrm9f@ﬁtaaﬁe@mﬁe$ana§bwﬂ ey pain, fracture

pain, ostéoBBr%% FraBulSpHR R0 BNtIRPEE B buph, o¥iebpSr8Sis, ddiRint pain, pains
prot ozoans, or conbi nations t her eof . et” anot her

assocrateggﬁf@c’qcquqﬁg Hpess ent omwgplcflq:%lclgpw| %se\gel ag beR7bqGellplghcarcinoma,

breast caﬁ&d & dTRehOFthb 98, W%rﬂ&’rbﬂrﬁlg an NGH ihRBRSH Qich efsQﬁ@Qﬂt%dy or
npanylng an ocul ar surgery, wherein such

antibody @%ﬁfb@ﬁlof herin\etph iaSessingle an—‘”tt pravith %%?%9IW‘R5PM’§ agent. In
preferred B%Hoa%é:n@sf M@rdpatﬁlé paih) rleferrle}s(tr@éml?(él neMtdigia Postthdrbetic neuralgia,
and such a nmet hod enpl oys such onposi tion.
phantom Nahplainnf"@noﬁga@s@afﬁﬁﬁé§ywat§a%ds@gep*a/rar&ﬁ%?%ﬁni%'ma@d'tlons are
preferabl;ﬁﬁ‘éﬁé@clthesééﬁgtﬁ’d %er&%@ﬁ@%t 4 BRI, inteRE KRR (I$.Uf %ﬁbﬂtor for
radi al, ker at oton'%Qﬁ et "anot her aspect,
example, arf@@qu‘fﬂvémh shthpt B3hpoPR{ B b aﬁﬁ%wéa&c drug, such as

gabapentﬁ@ plel 884NN pREMERNGS Plrici Al HNFQRBIRAL, BliEH &s %ltr%iyhne celecoxib; a
nf ecti on causi ng said endophthal mtis in a

cytokine W?Qﬂﬁ“'séo?rﬁ%#taﬁ(ﬁ%agﬁﬂ'ét h@t%a@arﬁlaa%a%@'m%w "-'@lvgi 6RRfIL-18 or IL-

18R. In dNe én%%stmém RE¥BERR thbrdBediclReht .gaa&hepm&wdhq%rexamme NT-3.
ising at |east a prior-art %q)ucocortl coi.d used t

[0025] ”t ?%ﬁ‘ﬂh@r%@@ﬁt thglineatien @ﬁ‘?&'&ﬁﬁ?ﬂé‘f‘ qdy or ap%e@r@n%g@gggment as

describecPalR¥@br 2k 18 aitchate bEAGbIt am@dmsa@eosd@@asefofr @6 ditich in a human.
ermned in vivo or in vitro. For exanple, a |level

det
The NGFdf‘edé%tie@I capdiliaatdisersainiBrigkedyvious pipaificant W%@Wﬁ@&mr

coordination, ¥hd s@nRY%bf MBEMARAPGam, p&3tlopEiatildnBisRADafe helildhathR%bain,
the | evel of a biomarker associated with said side

fracture pafng geyt oI RN NOCSHRATREHCVEHIIR NI ERS V[P B framhurpse cgneer pain,
enzynmes), lipids, sugars, agd derivatives thereof that
participate in, or are the products of, the
bi ochem cal cascade resulting in the adverse side
effect. Representative in vitro testing nethods are
furt her d| scl osed her e| nbel OW. In Stl [l anot her

oy oy o o s I Y Y e



group consisting of 2 1-acetoxypregnenol one,
al cl onet asone, al gestone, anti noni de, becl onet hasone,
whezioanessimasone, budesoni de, chl oropredni sone, PCT/US2008/072561
cl obet asol, cl obetasone, clocortol one, cloprednol,
corticosterone, cortisone, cortivazol, deflazacort,
osteoarthdisseyrhelematdidsoiirititer 28 gis@tical edaihessheigiedevithaiisiioeellswsines. or post-
herpetic rglufeh#;gort ol one, difluprednate, enoxolone, fluazacort,
oroni de, flunethasone, flunisolide, fluocinolone
[0026] Irpz ealaied aepect, |tmﬁ3|m/¢mwnd>éowqqsu§@@,f a0 antipady|or antigen-binding fragment of
an antibo?* Hé’&é’%ﬁﬁéd’@@ovefﬁ H\%rrﬁgrﬁ}f%‘&br%rb?a (Tf(%?ﬁé?‘lt Wes@ S Rate or inhibit
upredni dene acet at upr edni so
an NGF-rpediatas diseasst orgenditipnin & awpae propi onate, fornocortal,
[0027] Oilﬂ@} 68&959&&&%{&%@%%&0%@5&&@& ﬁom@#eﬁ)@#ﬁ%@@nsumg detailed
redone acetate, hydrocortarnate, hydrocorti sone,
deSC”pthr‘ot epr ednol etabonate, nazi predone, medrysone,

mepr edni sone, net hperhadh pRsOEGPTIONTEt asone furoat e,
par amet hasone, predni carbate, prednisolone,

[0028] Bﬁﬁ@@dh@ pEssenenetBodsdaretdes¢ihedni isde &e andersigod dat s dvention is not

limited to \%mema} RBRSBY 38 exBERA SRt BRLHUINBE Y, aB'SEEMHeiHER8GNd
rimexol one, t'ixocortol, triantinolone, triancinolone

conditionsamey sRIyed is Blsp Avbs HBURSRE OB Hif theripEinolpgy usad hrseiprrsfor the purpose

of describi Lﬂ)é?'e%odﬁﬁlﬁhsr orﬂ!ﬁya%'d% st ifhda t%cb%%%‘ Qins@kdeSscope of the

“conbi nat1 ons thereof, ‘and m xtures thereof one
present invapiiad Witk R iméeg énlﬁtbylﬂ%%l%ﬁpe@dﬁ‘# Fleimsart gl ucocorticoid
[0029] Ur‘\lésé@éﬂﬁﬁ& @ﬁi\eMlQéna'ﬂt@@clﬂfc%PQnoCMtlﬁé {e'ﬁﬂs QEed herein have the same
dexarmet hasone, predni sone, predni sol one,
meaning AEENYMBRlE EAFTBIcOREY oneef geitasy skilt ndr AR WhiSh this invention belongs.
Although éf‘?}f RRIRAShd BB RNALIRI LS LOLRE! 5 R dsk RASEHRIARIEN can be used in

alts thereof, conbinations thereof, and m xtures
the practieg g tesiing qf theapreses invente |ffibePf?feW§§|”@Pﬂé‘@dsl awlgnatgrials are now
described?r i or-art glucocorticoid is acceptable for ophthalmc
uses. TESTING 1: Inhibition of LPS-Induced Cytokine
Definitiomspr essi on in Human THP- 1 Mnocytes by Conpound
[0030] THéat\éhH ST RErGe §réwalhcldrxdr "N@Fa%lsfhséa PeFdinTeeer toM%H&%CI\JGF
uman THP- 1 nohocytes gATCC 202|)Fp wer e purchased
having thfP ﬂ@ﬁelﬂxﬁéud@@aﬁenpyﬁéomm FQ lBNPd@ands ?Wﬁ@b@equence of SEQ ID

NO:2, or éfbfogigﬂ:'aﬁ;) a@hd frﬁ@h@hﬁt’h@%f' n RPM 1640 medi um
nvitrogen, Carlsbad, California) supplenmented with

[0031] T'"(ﬁ)t‘%'”ﬂ SIPOHE A gsesdiaipin (18 irpesrded teygfert gamunegip by gaolecules

comprise&df foﬁ%é’l&ﬁb\éadé% it Wo ﬁéa\ge(ﬂg%é ihd Bhd M?)Vllghf @_Q%ﬁ‘ams inter-connected
forni'a) of StreP nmyci n

by dlsulanq bﬂndﬁr gggh heqydrqhgmag cor@gmqe[dd}f A k@?vbghegry@riqb egregion (abbreviated

herein asMEWRIbf Vﬁﬂahcﬂé’ HQ&Vﬁha\’M ddnsBH fS5hon. Wg‘h'eaWMa‘ﬁn Ws@ant region is

pre cultured in O nmediumcontaining 1

comprisegiof W%lﬂ%rﬁ%oﬁww Cl| Eécml&hécfg%ré&é&mﬁﬁlszdlovylghf chain
variable rBgigh @é‘bb‘r&né?@%er@@u% Ik WP CP4HEd F"Bh'ﬂgh@r’(%ghﬁér}ﬁ@&on The light
serum (purchased from Hycl one, Loga, Ut ah) treated
chain congjanhregish is FemPTIeEOS oae fRMRY ChuloYH gay VLl@@'ﬁ@? AN beiyrther
subd!wde(isrﬁtg W@gl@ﬁsdéf'h?Bervaﬁ‘iabnhgLﬂér?ned'\éom!ﬁér)tan@ déternlrmmé(?e@f)nsgngR

oxi f | Oxaci n ul and Labor atori es,

mtersperqqqidqngp) reg@ngthagarelmor@rcog@erﬁgqi ﬁ@m@@,{@mrh gﬁgxqﬂj (EB} n%q:réw VH and
VL is cod(g?\fsé@!:ﬁﬂrereetfﬁé g4 ﬁo@:r hﬁ% eérﬂar@%d frgﬂarﬁ9§2@rﬂﬂ&s to @@%%Q}!ﬂterm inus in

ncorgor at ed, Rochesteéer, New York

the followjnarderg FRT, GOR1 oFR2, CRRAG/RA. GRRA FRAxaci n or 10 rrg/ m
[0032] Tﬂeﬂénﬁ ngén b;lqdmgcbo@ﬁonSQfaﬁgémboepr(m%uﬂay hﬁa{.w%« FQHioRt AR “antibody

hours.” Each treat ment” was er orne
fragmentﬁ rasmseééfeeem Nefets (91082 %mﬁrﬁéigrsamfﬁpfe%n aBithody gt fﬁzéla the ability to

spec1f|caIN9dlﬁlgtorBh| drtigbete. ?eﬂ@ﬁ} eg IHEQ‘OQ&’VSP’I%' 1R 8 tHE bhiige®Soinding function of
m crospheres as the solid @ for immunoassays and

an antibogy P@wge pw@raﬁa|W§ra§W@ﬂtSaﬂfla feNrteHR hr?é@b‘PQ‘Yorﬁ)@ah"f‘\essoér‘Pﬁ‘ld@g
(D.A Vignali, . I'mmunol. Mthods, Vol. 243, 243-255
(2000)). Sixteen cytokines were measured according to
the manufacturer's instructions. Briefly, 50 nmL of
medi um sanpl es were incubated with anti body-coated
capture beads overnlght at 4C vashed beads were

T 1 -, .



devi ation. Statistical analysis conparing effects of
treatnent across groups was perfornmed using a one-way
WOANOWA23ME h a Dunnett's post-hoc conpari son teRCT/USINE 072561

ei ther vehicle control or LPS treatnent as references.

For all assays, p <0.05 was predeternined as the
fragmentg:emopmpramdomtm theite Galtigeri-gindihg partior’. ofResaritibsdy inclnde (i) a Fab
fragment,'sa{ﬁ ﬁ(&%%gg %M cgﬁ Ltnl otf'ifgefa\(lfé"é{ﬁ ?Lpgnwﬁﬁﬁgsmﬁgtsag%? F((:ab)g
fragment,@cmva}@rttyraamerrhemmmsmngOtFlab frabmeatsBhked by 8 disuffidatddgeat the
hinge reg%ﬂo@P}ﬁFﬁF%n@ﬁ?E shsti%?%\" qtes\ll-ﬁ Eﬁﬁfgq?aﬁaﬂ%’ ﬁ\@ea dFv fraqment
consisting ¢fdkee Vi and Yirsdamaias afensingle aupof ar entdhodyaiv) a ddbiflagmabl @Vard et al.
(1989) N re%ﬁ?%ﬁ@%ﬁb)&‘b\/h C?%Vc%lngig roé &ﬁ/nl-?égcg hréer{&e vé%n(f%/otlé%g& Prxaﬁp Fﬂ\entanty
determmlmg)reg(pytt(@R) V\/Fuhhei*mOl’Q;Wtbckugmetge mmalﬁgﬁf hadviftagthent, VL and VH,
orecode i B b ARS8 i W o ERROGHL A AL b v
linker thatledabligs thefm tchiee madel@s ecsnrw&ﬁ erotejit malmesmhlcrh@aﬁﬁmd i regions pair

: [ .
to form mgﬁtﬁél ngml-gr';elglrillgg i sﬁsgfdf%{;ltr%r?ﬁ@ﬁz’){%?% %g\ Bifd &3P ??988) Science
242:423-426yand Hostoe et alT@iBBé) Prosudeth AgadfSci. KA BHi58r8-6883). Such single

ohai 35S L PALASE LA ORFRCLEL AN, Y, R gaasy B o o
an anﬂboNot @ther igrms; pgsnngle chaig @ghbcfd:@aauch aﬂﬂ@pqdlmratals@ encompassed.
Dxabodxes%’r@tb'l\%gn?‘rbls‘b%&ﬁ@ F\ir @otd e%r?n {n//ﬁ%hﬂl V!_ 8 ﬁlgfng a?%gxpr%ssed on a single
ound "havi ng si gni cant I nh
polypeptld_@staum @ut:@(mgc@ftlrdw tfeat pﬂ"@@l geert tmallpw fW!lewe% e two domains
f
on the saﬁ%gQ%éﬂ&E§?§T&blﬂ? 6r95] { 1%\% hn@n%i%ﬂ@(t/aﬁq Jo?‘ﬁélns"\@fsanother
chain and|qredting t\gﬁanqlg_enaamcamjs@s (3@5 ﬁg/ ﬂﬂolhggrret@.l @$993)QWQ;$RH Acad Sci.
USA 90:6&1&4-61147'8; F’oh%r %tkhl hibof st uc 1‘%‘5?' 1 Wg’ la (Table 1).
or conpou

_ ~having ornu a srgnificant
[0033] Stillrfwrthsirt asy gntigpdien amgn@b@mg\maw@ttheremf gy ke pegof larger

ol iy ded Tl 5 658yttt o
antibody partigrowithvaFe or merg qt,lpep gr@te(ﬁmb peptRlps. Rs@mples of such immunoadhesion

molecu!e{ﬁgéhgé 9@?@ tHe gﬁ’%}?tg\gg'ﬂ%ﬂréjreggﬁ II%&R}PE%% ér\ié é;c]lF'i/ Shikule

-St1mu UC_t 1 oNn act Ki ne.
(Kipriyanoptes ab y19530) Hegradensibedies pnd thrsiogtasmané% atid\ise ioh# gysteine

residue, d rﬂ&&ef tld b %r@fétr fn%?ﬂ&?ﬁr l%otléﬁ%o w‘éi@@ oivhieRt ard 1%hylated scFv

I ncl ude ose |nes
molecules (Kirsiyegen ﬁcﬂl dih )H\é(d Ivenioly 106 4r1058% fAndiRegy PRBNTEESUCh as Fab

' t , . i .
and F(ab ﬁg%lgfr{ggfs eérkbé‘Skepa@aﬁ%??ﬁlﬁ/ﬁ?lg’agflmp_ 1053{%%%%@%3@'\}]6&@”“63’ such
as papain qf pPepyip dideskian, csapeRivedss of Woele anihodfaso\dareevesrntibodies, antibody
portions a?\%gm?xldﬂgardg%yoﬂ %&%%J@Qa%gb\é édt% s gdclt?égnggsttaﬁ%rd g%gb%?bzf'né%t bNA
technique§tamsaﬂbemh%rﬂngure 1) The third group of cytokines,
[0034] THe“f@rlnH‘ Jﬁ%n%]n% dy"! &d udd Jlelrem i %%ldledee :r%[l@e\éﬁ%ooff‘és%aving

hose conpound havi ng Fornul a
variable aﬂéﬁ@@ﬁ@mta@@qnqo@qrtv@ fioot kyragn geraingrisynénasiersiin s¢qiegaes The
human an%)aodlg Bﬁhé aneEth?w QYRR Sid Féé‘o‘&lék 'ﬂ‘atserﬂ:roaecg B}Eﬁﬁman
I C nDXI oxacli n was nore potent than conpoun
germline IHE{WWQIOPQHWC&IGHQ/ES (&, rodtationstintresfuce by random @ste-specific
d F

mutagene(s!:s' /9 {'l%coz)r? )(%\Iag ﬁﬁ%tlﬁﬁ%@%} fol?@}(%rﬂgg tlrg{h\%;ﬁr[z\?éb % nd in parficular
CDR3. Hawe\o@rvelt@w tomearantinedyorss. USEdme@tranqan@t mtan@ecgtmlmqlmﬁntlbodles
in which 6@59%1%&%%3 ?%r\f/v\)%gtsfrogf th‘é@@?rﬂH{édof%ﬁWh@Fmgﬂ{rﬁ% Iagtsbél/c %@%uch asa
mouse, haig/ bReNERaftsdCEio hyman framewaﬂﬂselque@eﬂhese

concentrations are well belgw predicted ocul ar

concentrations follow ng topical admnistration (K W

Ward et al., . Ccul. Pharmacol. Ther., Vol. 23,

243-256 (2007)). Therefore, clinical benefits

resultl ng fromthl S cytokl ne | nh| bi tion profl I e can be

I —— — g — B o " ~—~c r "



Article Description BOL-303224-A 0.6% suspension (6
nmg/ mL); Bausch & Lonb, Lot No. 03793 1 Qutxin(r)
wa.2000023sxmei n opht hal m ¢ sol ution, 0.5%5 ng/ NMkQT/US2008/072561

Vi st akon(r) Pharmaceuticals, LLC, Lot No. 108020 |,

exp. 04/09 Vi ganox(r) Moxi £ oxaci n hydrochl ori de
[0035] Tk@ﬁﬁmapmr@b@mtmumﬁ anfb@iy .85 usad &e(em, ngyintanded 1 ivelkde all human
anhbodeé—@wg%r@tp%da(?éd e'xBFéssed—QFea’t@a‘jor%é@ 6}/ r@&&%bl% Q%ans such as

Gatifl oxacin ophthal mc solution, O.
anhbodmwm@sed ABingraggaombingnt expigssing veqtgrltwsf@yepj mtpzq 0@’( calh@escribed
further belo% o%\?lbgéﬁ.@% %é?tﬁ%?éfﬁom Ql‘é%bl% ﬁm rn{? hgm%?("aﬁ‘%dvqbrary
(described gLrQ)@Qbel@\beanm@/d(w lscaqa]t’gd Er'gfn Q{Dam@alljg% a @@pse that |s transgemc for
human m%!n%ﬁz%%trﬁgér@% ddxoey! WQMM?&% @4 ddo) RuELRERL R 20,6287-6295) or
yl ococcus aureus (S. aureus), strain ATCC 33591

an’ubodxeS( Me@at'@g, @m@@qsgg Ppdted of @la}s@d&y@gyyg&h@rmn&@t inN@Ives splicing of
human |Mﬂ§l%bulmne%%ggnce§@éj%éPENhestequgnc@sx S%'Qh @com‘ﬂﬁ%nt human

used for induction of bacterial endophthalmtis. S
antibodieg igveleriable agdgpnstact r 9@'°F§/%Wﬁﬁ irpauhysean geraligs dmtpraiebulin
sequence"seflr\' bé}?arrﬁérﬁgodl%e%) hedveF, stitn m&gﬁﬂmaﬂphurﬁ% FB% \é@%r subjected

el
upplied wth S. aureus. Buffered water

to in vitro m@eneggﬁormhemaqgg@al gmsgegl,cjorlrymyan lg@pqwcegzﬁo@ﬁg‘ in vivo

somatic nﬁ)f enBé; ;%Mum él'ﬁﬁg a@ﬁ s@qME@Bf tﬂ@ \M é’r’\djVL E&?Hl%co?%e

soI uti on g_% Braun di cal
recomb'”int a@kfgpd'%regrqmea Wf‘cb'eﬂleé\b%?fféofé @géé@igﬁeérﬁ@hwa@germhne VH

and VL sé&f&%ﬁéé% Ry nbﬂ%‘th‘r‘aﬁ& bﬂ& withirShe Pl%ﬁ%h%tl@(gdyf’?er@a%@ eM&ire in vivo.
par ed on each @iée@@l nocul at1 on as he

[0036] Ar} W?cﬁ pRedy’, 2ayp | Isdbtgneasdtongigr ke aroantiopdy thajsrsabstantially
free of otH¥Fr QHQJUdIés%aK/%@'HIf?e?&ﬂ%rn%éH c,espe-EW@ltIEQ(é m&jr 8f lsg%ltéoeérﬁlbw fat

placed with sterile forcCeps into dration

SpeCIﬂca“mbmda NGF &g s\wbaqantlaﬁméreﬁuoéﬁnw/mleéziﬁéae@ﬁ@"v ﬁ&\d@@tlwsmther than

NGF). A@éolgfé@@nﬁ%dy&ﬂat@dé@ﬁﬁ@ﬁl%tb%o@w fhal oﬁm:{/é?fe? Havd tash %bctlwty to other
After incubation drated material was vortexed

antigens, SUchanN GG anGleHrReRM SRS Sexrigse MarBRVaREn isglgtad antibody may be

substant.éiw%te'obHﬂqlepselrafarmmerm 9@&7b§éﬂemT$Hl§ suspensi on was used
i nocul um on the day preparation. Each

100371 A oAl SEEORH RO oy or Bl SRrocy that mguiializes NCERgivity), is

intended {%Sreffeﬂd ENVBrtibo8y Wﬁbselb!;r&né %@NGF@ESM@'W MRiditloRar (RSB al activity of
| utions were Pare and duplicate

NGF. Th'ﬁdﬂ}‘b”ﬂﬂr‘a‘?fé%e BPIOQWQ RtV G ?fd\'{éF earlbﬁéﬁﬁsa%yy TepsUrgRae or more

|ndlca‘corsVMfN@E‘-Ft ElMleﬂcgl a%@lyltyagé"éh 4sTIRBF-indlRed Eblﬁ}]ﬁsac‘t’i@ti%n IaRG WeRH §Hding to
at 30 35C 29-47 hours and then counted. The

NGF recep@éulThﬁ?gn@eﬁemfmF BiRlogisal agiuity FRICRA ARPESTRSTRY anesprmore of
several stl\Qc?ar@FM/% of fn%vﬁs@ﬂ&’ssklﬁmﬁ)m th')e §1 ed @%afbids lEl?JO(I\fI) or
DF) , : for Goups GI). The
[0038] A d‘d%% Qfdaomn%enc%arﬁ!)ﬂefsfm'@@@ﬁe@'%@uﬁr (591 ORed huprIMe TRl BHintesspersed
with regloBQkHa@% mQreQ:%ﬁséﬂo«e@fter'nﬁBélo b MEWHRASeBbASE R 5L o@C@ﬁ@ nﬁgy be
BSS. Serial 1:10 dilutions were prepared wth
defined a%ﬁ@am FLBEXSEBRHS-SFHERS of the dilutions ( 1

[0039] TH'é‘-té@ﬁ e hcdBIEEMBR AR oWhbde" Ta%%se@%ré% bRPs WinSoptical phenomenon
cubated at 30-35C for 29-47 hours and then count ed.

that a"owenffﬁ theanalysisef reditembipsraciirdntarctions t?yrﬂ?é%ﬂt'eﬁ@f alegratiops in protein
concentrdﬁoﬂé)@ltmH/kﬁ’&\%ﬂs&rfrﬁétnﬁf@r@ém‘bTeCr)SI (%th@ MAé@@EGEQg?@&QPharmama

for Groups , U dose (for oups
Bmsenso@\ﬁz)Upm@Iaf §Wle€59\'/|" ﬂ@d l@??ta’("?br%‘)? rom protocol occurred

[0040] THAUEIN K LNHEBES h&BinOfs nht@ﬁ’@éﬂ td [¥Bfer Foothe eh&iibAUnS bissociation constant of
di lution, 0.025 niL_of inoculumwas placed into 9.975
a particulgr angpodysatiopp dntefeeiMe ol  specified that 1.0 nL of

[0041] THenefH lisdate wublcRecR R6BLIENEE udefRerBin n‘??ef&%ﬁee Ricleic acids
prepared plates were incubated at 30-350C, the

encoding ﬁP%QOé@élOf@ﬁ%?% ROFionR 42 9p VAt &6 WBRBUhBEDINA NGHale dnfenged to refer to
34-38C. These devi ations hagl no effect on the outcone
of the study. Test System Animals Fifty-one fenmal e New
Zeal and Wiite rabbits were obtained from The Rabbit
Source (Ranpna, California). Animals were 9-15 weeks
oId and \/\Elghed 1 6 2 5 kg at the tlrre of d03| ng. The

. oy



water ad |libitum No contam nants were known to exi st
in the water and no additional anal yses outside those
w@ewviozBsdd by the | ocal water district and as sperU$10081072561

in internal operating procedure were performed.

Envi ronnent al paraneters were nonitored accordingto
a nucleic a¢id erofesiuleop avhiathi the npeleatidld iseguentiae egtadiyg themntibody or antibody

. , 7-
portion ar%ﬁr%?gf ?tbglr @c‘é\?@?é%eiﬁén@g %&ﬁ]@hg a}ngﬁc%/& l:raér{thﬂgdy portions that bind
antigens gsherdeareNGFowhich totiy ; se@mheamamptumtyék:weme rwclelc acid in human
. - ' [ (; :
genomic BILE, THEE R RLTaN o AL 28L1Phel Rlerioh BBAFa vH region o
an anti-NGE eotikfidygoniginstie Nbdseghencshaderring @tyst\élrhrem@hateewmantlgens
omthmPﬁhﬂQ1ﬂ gt andar di zed data collection sheet. Acceptance
teria for placenment o n study were as follows:
[0042] Thsdermesapﬁbp& inclddss any dietpivinavtpreferaly st pabypeatide determinant, capable
upi
of specifctfiihg Bflen BERIERIBuLn  RholrerObiol IRIchBEAPIRENE erjiope
determma)wtajnclw\e@hwpallysaoh@ urthCE graingdstah melenptesisach as agenetacids, sugar
r I
side chanr%t Fﬁ%phevp@%ggfvdg??lgﬁgv réléa ﬁd in %i)é%{? %e?r%t 8 egwgs OhdyHave specific
three-dimqm@maheﬁnmctgab@ma@erghg%goﬁ/obe@teqnfm: chgmeechazacierlsthQq @An epitope is a
region of ﬁ?%eﬂ@ﬁ%ﬁ%ﬁ%ﬁt@dﬁ &hii E@f & BQgﬂa'ﬂ%”%f% nﬁéﬂt% O%WSa'ngkr)]%dy is said to
specifically findray) anoee whnodmrefw@tlaliyrrecognmes rrtalwgetrar@gemimsa eprhplex mixture
t
of protemé Q'M/érl lg\?éerg)neoleel\éh%@W?&%rgg?@gogﬂﬁéa@%a@g%n}l%&ﬁs said éo specifically
bind an ammmwhemim E@,Lgllhriunhdlmcm@gnmgma@q leggXhiagion equal to 10® M, more
preferably \’VW? equiﬂﬂ%rﬁ?ls%@é?atlo‘?{ecroﬁstbh‘tqg \‘éls@tt% SULEMOUBPRR and most
ter the first group. Prior treatment in ‘each
preferab!yphia@ethealmsma@,ommtaneisgeﬁédhahdr ¢cmtjt9rﬂ0y &signed to
[0043] Tﬁer{SrngrngQt%ﬁ%rWéHﬂ ed, fsapsth ARl Rl WheRR eﬁ'?h & ngelelc acid or
he first group was inocu

fragment theéﬁmf rracﬂleate@t’ﬂat aeeadrt maty digspd weth @pamatetrwctehedesma@yons or
deletions ?vféhj%hotﬂ@r‘ leic 3@5 or'] nérl:gmgﬂefﬁéhtér?_ s PHR lé'hgclgohde sequence

ganox FOtOCO I'ndl cate

identity intaf ﬁasbﬁ‘fﬂ%B@%V\@m @OEﬁepfﬁf@F@We@t laasd abaﬁcﬁﬁ% 2880,198%, 98% or 99% of
the nucl eétfd%%@@@tasgﬁ@ééﬁﬁed By ﬁ?%iim% a %%ﬁ%hl’ﬁ %Fsééﬁ?x'eggg @eﬁ’tlt{/ such as

up F animals were simlar to the weig
FASTA, abﬁéﬁopr@%ﬁ%q@uswﬁt@!%w ation had n o effect on the

[0044] Asoéﬂep‘ﬁQ@Fo Soly;}eg)lﬂﬁ s ttrm @Ub@@nﬁal"éﬁhn’f‘arﬁﬁ%ﬁj@éﬂbéfé%él@ similar’ means

t ment s according to nodif
that two peqt@ree;qumwbw en eptmodllyrameth sHeyhg bseskesor@qra@ﬁu%ﬂ gr BRSTFIT

using defé%’ll%é(%sw o &t e ¥8 @@%té'e%ﬁ&%e MEALR, tek)?n r%'fér?‘&? at least
ant bl oti agent or sal i ne) ore an
95%, 98% pit 999 SRRUSICE idanity) é‘tr?f@WbIVTF@'%etﬁoéWéan'Ch 6 eetlidantical differ by
conservat’ﬂfergnﬂh§ta?ﬁl%qbé”dt@uoges'At b?!r?seﬂ)a‘ﬁ% Qﬁﬁﬁ%ﬂﬁd RIRELLG A o |n WhICh an
vol une of 50 dose. Each eye recel ved
amino acidgewsducis supitiee biceother ArBineRKtTEs FFR BAwag & sige bRt aroup) with
similar ch?{h&%ﬂg@bé@i@sg % heﬁ{a}?e oﬂ?ﬁfgroﬁ%blcﬁﬂd I &éné'fblngtcgﬁ@er\?éme amino acid

o e doses o hour Tnterval
substitutigrovill 6@l sipstantaliyl denes thei fipriignaltrspreriirssel 4 m'@@m dnicases where two

or more aﬁ% Aid SequbAced Bitfedtin %écfh@t%rsay comgwtah\;@sﬂgmgﬁ&rﬂ %Speercent or
adm ni stration was recorded

degree of T IR AE PHE SarHPHOREdE chEr e (B doneneRve nature of the

substttutldr{‘Q\ﬁ AlbOMakitg SiPEQLAFRht &Q%llflén@@ntt@%sggﬁﬁél 19fthe ?13”( See, e.g.,

Iotic agents or saline would be given wthin

Pearson (1‘1894)6\6\?th9d9¢ Mﬁb Bichrige397-331. nimees ef9rprRs ofrpoHe a@dfbwat have side
chains wdh@rﬁfé’r%éwda%ﬁéﬁ&@|n¥lu@@5!§ LUt kb Qﬂalhg%lfcﬂﬁg §knin@NGhline,
m nut es our or | ater post-inocul
leucine andhseleyeing . 2) phiehatiethyaioxylisige grangeseriae aé‘dﬁ@ ePﬁﬂ%r?\)é‘I"féde containing
were |arger than those spegfied. Mst doses were
given within the follow ng ranges: 4 mnutes of
pre-inoculation intervals; imediately to 5 minutes
post-inoculation; 5 mnutes of the 6-hour and 24- hour
post |noculat|on |ntervals and 30 n1nutes of the

AN 1 g, " o o s



On Day 1, each animal received a 25-nL intracanera
injection of S. aureus inoculumin the right eye.
WO popaziamer al i nj ecti ons were given using a HapgT/Us908/072561
syringe with an attached 30-gauge x 1/2-inch needle.
The protocol specified that intracanmeral injections
side chainsoasmhrégneg avedglutesiing 4a aBDraj@isipke ohabs8phenylalanged kyosing, and
tryptopha@loéic%aglees?dr é#%g\sv\gé‘}w% ta% l,]e‘gt Sﬁjlqg't a‘ﬂwe\l\%g Egdlc%?c,euc%% ns aspartate and
glutamatewehcgﬁewifduwQOnngeietqhems cy‘BItme%atdEMe‘amrmm FPratdarned conservative
. . . O [ I, .
amino ac;ﬁ% %g%s;tllﬂgllan \t%goeupg % dé Q/?ﬁne—leu%n% hS% eﬁgﬁgugﬁ%xlaﬁ% r%-ﬁgg[?{%r %{Fme—
arginine, glatiee-velinec batareate-akpartatk, ane gsparaginajgidainme. tAdiepetieee a
) o ¢ ' . o) _
conservat\é\%f‘rr_s@gg%rb%ﬂ .%%Mc@hgé h%ﬁn%? ptgg ﬂ\éeS }V\Qtpec‘ l&oté?m %W%@g%t@eg?ood matrix
disclosedlire@kngs ehab (T&QQESCIalﬁQGPE56144431f'r@Ct\I oanderatelyf odrisevsitive” replacement

s any cnagBfvilo NPpedatE A ZRE B Ao BreiRBa 2907 2N0

[0045] Sdguknce sjmgadiy fc@p@lype;ﬁtldemtyp@emnaaﬂwemsgng Saquepcesanalysis

software. e'\grg}elégr?ai%s?sp%ogﬁ\vgé%mra%gyg rﬂ‘ar %@queﬁé sn?}rg\teéérdﬂf? ?\f similarity

assigned tmv:ari@uatsulaarmttalnds aietatlbnsaamd:otbesmnglﬂmpes pecrltﬂmgne@wsen/atlve amino
b i

acid subsﬁt%ﬁ(‘% r%béﬁé é?% {?@%@E?nta'ﬁ\nfm}rﬁ[ams\,\%ﬁg agb%AéFr’ ano(lj BESTFIT

which carf bﬂ‘ usﬂ@t\mﬂ detfwIhm'rbmel’qersytotdﬂt@'ewnmaqse}cgaen@)mmmeg;gm gequence identity

between ﬁg%e;?; éazar%f g@y%%’é'?%g @u%)ﬁ% MB@&% @&f?p‘?%sﬁ@ dn‘%epené species of

organismgphivdteken e wdlddevactetrand(d motaindihegeobbSee\ag.i 66S dérsiohé.1.

. ' v di
PolyoeptiSE MR o 65 BE Bom @ W FARTA Wil Bt or recommended
parameteyge peprearafon BEEC Varsipotth1. gy dsTofe. @ alchS B aed FABTAB)prayides

frar | i
ahgnmen@ aﬁwﬁ peh%%}] %cpu@l\céjggéﬁ\égf th?rtl% Qﬁéj&‘lsﬁe Q@&%R/eﬁé;p éé%}vé&gfhg oquery and
search segbsméaearecn (A9O0] supe@)pd’m@éner acgﬁe"oedsalmrahre wheel| dogiparing a
sequence (ﬁzﬁﬁeel gv%ﬁ%n t& ?giagaggg%&él}telgﬁs faglgr%te%ﬂbeq ops&ﬁlten@e%efpdnﬁ Yifferent
Orgamsmatrfueeasmbumr progezsh BUAST, dsparielly BWST%nsTBIp‘&%TN yusinprdegault

ev, s [
parameteﬁsa déeﬁet dv/g{sgPe(u% ?1 £, [1R08) ﬂ?\@]& %lg{ 82?72‘!0%?{19%@“ At@tgg}d.ltet al. (1997)
Nucleic AOdsiRgs. 23:83894X. wer e scored using a severity scal e of

Oto 3 or Oto 4 for each described synptom

(bl epharitis, iritis, conjunctivitis, corneal edems,
PreparatigndfdbmamAntihediesr at es) . The protocol specified that

[0046] M&?H%ﬂor[y%ﬁ%’rbﬂ%sh éH aﬂwtn‘B‘SdléQ ﬂ{g:ﬁﬁle“ﬁ)‘r Bta Iée\Yﬁ{ééWI\ﬁGﬂEW

or ea for so
XENOMOéAﬁprdﬁ@nofqgderﬁy@ e\heir é1 @deewreﬁengtlce sTRPkB, thee “gninilocus”
T af f
svoosch o gL B VEDARPLES! uPdl RULERTE SR celfoeron
Pharmacmlzelrsh@nwgwpeewse@ metihod pfipeheretigpd hee specqueto lﬁ@lyfﬁumae antibody to a
Il 1 ' . ' Syst

sooctanfR ¥ el 1 S8R AT b B AL Y 3 oo
comprisine\rwm@@the@w ehd tight chain gaiiairle eagtbnseweEabiydinkee tmesttogenais mouse
constant r%p%‘moél %ﬁgrﬂ%ﬂhfthgﬁ?cﬁrlsg E?‘B E@%g %Pn@dg%wggﬁ gp\lu%'n%nable region
and a moggs eristanikagoreintrésponsetd wughmarstlmmatlem eﬂm@NArqne@dm@the variable

. i t
egons Phe ATHELF l MAIRAL SRR PR EARIA e 1 1
encoding ety eeawand pet chpineronsianhzgmss a The PRl/dg theousxpeasded in a cell
capable o\r( F%r??éé@gem;égﬁﬁu\?@n%rﬁ‘iﬁg Iﬁ%l Eéﬁ?&&lng cﬁ@@ﬁt Meodal%a&&HO cell.

etermne nurbers acteria
[0047] Antihedies maygeserappleticatyliessiiy imblacking e dgarsi-tegemier Igwﬁﬂtlee or inhibiting
were collected using a 30-gguge '/2-inch needle and a
2 1-gauge 1l-inch needle, respectively. The vol unes of
the coll ected sanples were recorded. Each vitreous
hunor sanple was |iquefied by passing it through a
25- gauge needle three tlnes (perforned |n a blologlca

Y ~ o o o S



pl ates were incubated for 46-48 hours at 30-350C, the
prot ocol specified that sanple plates would be

w0 pwobzased for 48 hours at 34-380C. Sanpl e pl aR@BUSEN$I072561
unusual bacterial counts were subjected to species

identification; the &r otocol did not indicate that
receptor AR NtENterafipt.irtheathiaa vy dlindccetie thseudghdixatien oftesinéement and

parhmpat@ﬁ\m %ﬁé&gﬁegﬁjecp;éﬂdéﬁ ?fbgc;@ 2???% fﬁlgﬁsct%gst fhpcﬁlgh ant|body

dependemﬁé&meéw@%wm@a@w GeEEt |T6ﬁ)comﬁa@ regipe of an é@nbfodv is thus important
in the abifitPbhn Qrﬁ’tmoaf'j‘ltdm)@co?ﬁd%éﬁtyan%%éfﬁteQEII Sgﬁéhoteﬁ?&k&SHElty Thus, the

roup. Remai ni ng ta were eval uated I nspection
isotype ofg] @ntleﬁy ray boselesied osithe basip of Wihgtaerdt |§@l§swﬁ)§,e for the antibody to
mediate JJ&Jtb¢ifyed to evaluate the efficacy of the test
articlés in treating bacterial endophthal mtis.
[0048] Hupame ipraun agdabulins ¢y bR W fermssthat are\psaesiated wyith dngg;
heterogergér?(?‘e‘f'@Bme Fo?szSrPxHﬁﬁu g?o\b@h# AlofecliB&orlit &85 ¥taBle fB!?recrﬁﬁxséonstruct of

icles test system was reqU|re
approx'méﬁelydgﬁocwﬂ?aea wmmhgldim@rmaéer ¢ tagstherlby @eliftericaain heavy chain

disulfide u;c@ldl Gh s%e@m Mﬁﬁ AR RIS Ir ot n@ed'mmér%bﬁmémm' 8%bis and a

re and Commttee. Result ty There was no
molecule Qﬁémaéﬁ@d(%? foimed VOWPO%RWOfE?rﬁQYa'IenﬁhC@mWIth and heavy chain
(naif-antiSa) ML GortIRAN BELA BAARAD dlifRiif ko CRIIA) Bk SHRY by
scores are presented in Table ner a
purificatioffj f f er ences bet ween groups vvere as foll ows: Eyes
[0049] THd f?@éu%ﬂc%ﬁébp%né&éﬂt%é sbedrd fQMPmEi)anBéQm'té%Y\gG k8 BLs is due to, but
scores than eyes treated
not limite¢tq, Rirugtnal ditterenges @sggate@wﬂh\yhgéwgg(qglor( spyap of theantibody. A

single amino ackPbidBRGtuticH PURS hgB ey of RE hUMkh ?%ﬁ@ﬂm@gc%@lgﬁl}lcantly reduce
Differences in total "scores between

the appeaagancsa 9f the sagioga s (Angalcet ghl(1 988) Melscslar éramgn@le@xs 4idf® to levels

typically Jb3Ervag u§1{n§%rhun{@1' IBCY h tT@err%’técﬂWvlehﬁd/n éMc,Iomp% ibodies
groups. Eyes inocul ate . CFU to

appea
having orjeeafanqyp @ﬁé@t'oméﬂraﬂhewegf@m@@/é@on O P OHE Ao, fo

example, ¥n_pPauéioH t%r]@p?b@@tﬁﬁ FERIR thesddBirk@bnfoag kst s
anox(r), or saline/untreéated

[0050] Ar@ﬁﬁtﬂﬁmozﬂ@ '@\@@g@%neu R5Berably prRBRreH At s el \ELY (IMMUNE ™
technology’ Q&Sl%ﬁségmb 'Pno-[@@}lrﬁ‘wﬂ_gh the éﬂ&%@ér’(&khﬂﬂﬁm@%lo%ﬂnﬁ%@@?gnd light chain
eft eyes are not shown because all |eftl eyes appeared
variable rﬁ@iPﬂ%ﬁfe replgerd Wih hafOHAPRANIBN hwetee ehakle vegionsis ghallenged with the
antigen of lh@?ésteéﬁ'%q mﬁﬁ‘eﬁkf@ell@f%uﬁﬁ BEBMaYs)SHE ?ec%@r%g Rl BEOHPS that express
I ncl uded conj unctival congestion and swelling; cornea
antibodies.e $he g rhidlic watmagyahﬁqfuge}d Wéfqa@w@%%ﬁ“d@mt@ peparg igneortal

hybndomé eblidddY SheY %Bﬁmybn@&ﬁla Eéibired a'r@sér@&wé@@rﬁl@e@ct&ﬂ@r?ﬁﬁy hybridoma
Conj unctival discharge was frequently seen in ri

cell lines EpbgrogFicaTiibgrisn SRSRICiE e apisep oBINTEs:. FOWeeaEotjn thevariable
regions o%b@w@aﬁﬁc%b%ﬁh‘t h‘ﬁ‘ém %a?%%cg&e&\@ﬁd PRSIt %@snra{%@éy@?typlc constant

response was frequently seen in right eyes
regions og the h@p\@uﬁgalrégrgblrg_ht @%@p§u@1 N gatibpdy pradein may be produced in a cell,
such as a%'c@@cﬂlt%h%ﬁ DRAPSHcoding t%bﬁ@eﬁ%@é&flé @rﬁﬂ@ﬁ@gntmﬁles or the

nost |y nornal posteri or segment he eye was
variable q%’talﬂﬁ oithst kght ﬁnciveaw cpging yeay bq]'éela‘qeatderecw fran antigep-spesific
,ymphocyggu (Goups A-C), nor in 14 of 15 eyes inoculated with

7.5 x 10s CFU (G oups D-F), but it was visible in 14
[0051] Ingengrgl, dhreantibreies P&Wédnwrttw@n&oqugssw highgfppities. typically
possessn%a% @ff flfcﬁhh agélH "(@1" %rb@éh Hank %MNA of ﬁ‘éﬂérs fdrréxéquHl%oéﬁeésrﬂ dbout 10°

es are § own 1 n

M, at leasi1G] 1S4 A0S Wik &t Fasiid T afaa@m%sw&ﬁ@v bﬁ?&*ﬁ@l"é@”&@e” either

lmmoblth@bh@W lﬁlsl:-: o@lﬁéﬂlut@ﬁé}h%@@ged leyes Lnoct«” 3t ed with 2.5
sall he-1reate eyes

[0052] ImhaUyC mggteéf@i%chﬁn%mfn;{bq% @p@cﬁ@@n@vn@ a hgmgp vgriable region and a
untreated eyes (Goup F); a3d 2 of 6 Quixin
(r)-treated eyes inoculated with 4.1 x 105 CFU (G oup
H. O the sanples fromthe saline-treated eyes, one
(Goup G No. 3551) had a cal cul ated bacterial count
exceeding 3 x 106 CFU th| S was h| gher than the count

o,



controll ed ocul ar inflammation associated with

endophthal mtis, especially conjunctival discharge,
worne/ozsiect i vel y than the other comerci al ank¢HUS200$072561

products or saline/no treatnent. Vitreous hunor

sanpl es col l ected 24 hours post-inocul ati on cont ai ned

mouse congtai rghioa. hacieaeribed betnut e ardibogdies atehehasgaierized awid\selgcted for
u
desirable %H%r’abﬂeﬂétg@ lhélﬁé\hg‘éﬁﬁm}é{ggféﬁg\gﬂl g@%&gnr%gg?'gléﬂ{ggggﬁonstant regions are
replaced Witfabldémmaidwmaneponm@t [agiongo sangretesthe fudinuimee asjibedyt dfdhe
invention rf@rcéla\‘rﬁ% \WFPd QBE' Eh%tdlfi%dtl%@fi&gg@ﬁ fOFQ{(ar%glgeSEéQE NGBk1, 542 or
ecel ved ntibiotic treatnent he aqueous hunor
543). thigﬁm @@s@@hrtesméele\satedbhéy @y aa¢asding ugpesific use, high affinity antigen-
binding ar%‘ﬁ%ét‘%écﬁ’ﬁcllty cﬁﬁgl‘:‘@ﬁg’tlc@‘?@éﬁ@ﬁw'tﬂ VariaBRRglgpduct i on in
bacterial counts could be attributed to the rabbit
i mmune systemitself and to the bacterial species

Epitope M&pSAL EHd R%lat@Hﬁ%EﬁnolWBle‘éh m ght not flourish in an
environnent th isS nore anaerobic in nature. Table

[0053] Torgzraeniosantiesies @%@p@ tmaqapiontsr eménsiedalg. Ahesepviieh block binding of

IgE to its H_lbﬁ%ﬁﬂﬁwecgﬁt%% g?&ﬁﬁ@'c?os§ blcﬁ:‘l{rn Lé%sﬁy-rgﬁh %%Fb%\écr(@dgnharlow and
ume Dosing 33591

Lane 199§$|SW@ %80 bRPerAtSHh a%eamemdﬁmclydy aArncES@NGNG mutants, peptide

blots Relﬁgce (%?@%a\ﬂetﬁoéfl\égﬂt-? %I{%{(Sgﬁ%n dp%?tl(?'gﬁct:lgg%’a rrea?gﬁ/SISS Inma_ddltlon,

methods @@J]u a3 qgngp@xcy@lqr( EPitrE SUALk ndwbgalies) negifigation of antigens can be

employed&@&%@?%@ﬁ?ﬂ’ro%ﬁ %e"—@é’g gk foeY garmx( r) (0.5%

| oxaci n) Intracanmeral 25 nL Day 2 F 3
[0054] Tf@ﬁ@%aﬁpéépwrﬁferﬁloraa@@mm artigenito whigh B andgorSateligsegond. B-cell

epitopes égﬂ B YoFREAHERR %n@&nﬂ%u&%yan%né"agdgdﬁ AdrR6h Lfog s 3Mino acids
Levof | oxacl n) mL Tntracaner al % é

juxtaposegiby deriaiyrfelding o5 ggoRmiRint IEsKeRsspsw frﬁ_m pnmtrgal@aﬁfemmo goBls are

typically r@aln@@%n?&g&lﬁe Qd%a@rlnghsgﬁi}eo@\k}%%}%gée%&to?%g rférﬂ%d%}ﬁér‘ﬁg?y folding

are typnca%&psb@bggatn'@ma\fq@h@@wqt@qg@y&egﬁ Fﬁrmplt@pqe h@mall}p@piuﬂemtdpast 3, and

more usublfY, 5?]@5&@ &r%xﬁﬁ%m@tacpd% 99 u‘ﬂl&@e@g%l BOSbinh ) W th

vessel s of | pebr al ar conjunctiva easily

[0055] M%&%ﬁv@d\ssa@d,&r@ﬂ“ag KEAP), ra&Pdi"@W”@él/"é}ﬂgﬁm StioepiHrealpRsiey Antibody
Profiling (ﬁgﬂf’? l&eéjmta@\og et Q@de@@r@e@llarﬁg RLHBELSI Of "f‘ndNoEQn§lCHHﬁb%dles (mAbs)

peri ection primarily confined
directed agam?thaﬁam@@p*e@eﬂpwwreﬁ torthe sigylarifasrhthenkinding @rafiee of:eggh
antibody t@"&ﬂeﬂaﬂea@goort éhzgfmggca@@%Jdlf%santlﬁen‘sﬂa'cgmuﬁ 98046/ cPlrgz@ LT_ach

| pebral "conjunctiva wth acconpanyi ng peri |

category mﬁy éﬁlepfoawur@@%ﬁemlt?@e@uthwech@tnthsf%f%ﬁemt er per@ﬁ#yeck\@ﬁ@@pmg with
epitope réibfresrehféd%rdn'om@p@étebgrg' Qﬂrs t@chno%gl IGénIIO\k:’@F’aﬁoYd {)lfeﬂng B Mnetically

congestion o he bul bar and

identical %H?fﬂlﬁ%tsv%that @hﬁja@tp&la«atlsm 6Ad LR EsHSeeN germslaa"y distinet andiodies.
When ap@Rd t8 RforRbRBRERNMg, RRIFEAD fichfitd @@nl@ff&@hé’rﬂ&ﬁrh%gb}ragma clones

etechia generally predom nate al ong t nictit
that produggrfphliiaviiedh e g peifedriipfratariatics M My Reauseddn som it amnrNGF
antlbodxe§8\ﬁhé ‘irﬂ%t%n‘m@r@@ﬁs d?ranﬂﬁbcﬁé/ﬂlﬁdiﬁ@dlﬁgreﬁwhg ifopgs uncti val
tissue 1 = Swelling above normal W thout eversion of
the eyelids (easily discerned by noting upper and
hnmunoddh atéyelids are positioned as in the normal eye);
ing generally starts in the |ower cul-desac near
[0056] TheH@Vqﬁtiﬂ'éP”%oéfﬁﬁ%%%S a Quma&ﬁé'lHNQfgm@PWPf‘rﬁ' gatijogn remtgaied to a
therapeutkhﬁm@@r R UABRIRIY RS, isbh 85 afcb‘t%tdx%\’\@rchérﬂgth‘é%%ﬁtlc drug an
eyelids; primarily confined t upper eyelid
‘mmunOS‘fFrPé?Ssﬁﬁt UiRapiRiseioRe- Sylatpxi aﬁeﬁtas 'ﬁ?‘%%@?yo%%thabﬁ d@fr imental to

cells. Exérﬁ;ﬁe@bﬁe&dltgﬁe Q%Ed&ﬁw @én@@éﬁd c‘%en?o\ﬂ?ér%é?}ﬂc %Beﬁtg ?orlfﬁﬂﬁﬁg
In this stage the swel i s confi ned

eye :

‘mm“”OC@bﬁ*@%ﬁ 3¢ kpewp Hbthaﬁﬁeﬁe%fyé??‘%“wet OSE03%R)- 1 i ng i n
the lower cul-de-sac. 3 = uelling definite with
partial eversion of the upper and | ower eyelids
essentially equivalent. This can be easily observed by
| ooki ng at the ani mal head-on and noting the position
of the eyellds |f the eye mar gi ns do not neet

o s o o o — e Y 4 a1 o



Iris Involvemrent O = Normal iris without any hyperem a
of the blood vessels. 1= Mnimal injection of the
W@ 2monzkEwy vessel s but not tertiary vessels. GCEDSI008/072561
uni form but may be of greater intensity at the 12:00
to 1: 00 or 6:00 position. If confined to this area,
Bispecifiche tertiary vessels nust be substantially hyperem c.
=, S t . o
[0057] Tlﬁee%ns’fngp %M Q{tﬁ gFés%m m%ht%fu rﬁ%ebe 9&%@5#0%” re%ﬁ% A(rar‘ﬂ%tlspemflc.
Multispecificiaptisadidsavay be pe@mf@ fot dlﬁhnehyemuc»gese‘ orwstaajelt yolprpxg):tide or may
conin EEUNIAT o DB B RoA MR OEN bl Bk 3 g Tur et
(1991) J. Whmhnotat4/e@D- QQ\E'ITHel hgnaof antieGF antﬁoo@tasm.beﬂhnéed td & co-expressed

with anot?ﬁ’ﬁﬁﬁ@n I%q’ec‘cﬂ]eé@;% Q\%t@e‘?%gﬁﬁa%%&erﬁ?ot%}ér Eg%ﬂ{}?%gp r%gfibody or

fragment (herendgan be furgtomsally dslkedofe. o ryrahpaniaahcgupli@nl genetiefusion, noncovalent
associatitﬁpé c{?)%ﬂg}égirﬁ%n% é{"?g Ioﬁrg&S orleS:E:JL(aE r@lét];tlegl; seﬁéﬂeassatq%m%r gﬁt?body or
antibody fagméyiteto reduga ghoisrsetic oF eunliltispssifigrantitody mathdi sley:ond binding
specificity2PPar ent. 2 = Moderate | oss of transparency. The
cl oudi ness extends all the way to the endot hel i um
Wth diffuse illum nation, underlying structures are
VS| ere may be sone | oss of
Therapel&kectegélllnym%ﬂr@%n%nﬁ?bénngﬁltgngppt he entire thickness of the
[0058] Thetineardion Waviseditfigrageuticlcoonppsitieriscremprinimgunel entl-iNiGfigantibodies or
t.bl e L]l .
antigen- b?ﬂltdrn:dcﬁaldﬁﬁﬁtsa\ﬁgre'of‘ﬁthggreghpsft eIXVﬁ%gﬁ%S.) T}ﬁlé: ga"rpﬁlasg{al{}%rﬁgﬁﬁér\égeutlc
compositions inre@cmﬁa@q:@q\gglstlf@fm\tqmgorswrlld}manishreﬂ Withus@itable carriers, excipients,
i Hnat r
and other SgeHT 8 o0 ool ot D R b e LA R ENAS sfrer. apiveny.
tolerance 1 arzBitie dke aA ofultdudeefedppedrviats faesdations cap Be50%%d3n the formulary known
1 r ne
to all pha%qacéé%agﬁheu@@t]s_ QQ@nP ?d?{yfq%éﬁ@?@#k@%%@%&{e‘ggﬂ?ékvg@;ljgﬁg& Company,
Easton, %v@eﬁ@formmaad@sjmplhée efnit ¢>1a®1me)rpnwaerscpasiemfoeﬁmante jelless waxes,

oils, lipids" ﬁﬁégéﬁ?loﬂig}') g@@%@ﬁ%@géggéﬁﬁﬁ%%ﬁ%\%ﬁﬁrﬁe) DNA conjugates,

anhydrougjabsrsplionasteso aibirhwater and watei-inc@lornsulbiane eamulsmsrrgarbowax

(polyethylgp%lﬁ{y)fé\& Pv rRls Mb@e{&%tr \A{% i) Vel gélk N3y o4 ?rﬁ%gl Fmixtures

eous aze st I"ow’ng” obser vation 0
containing egrvewax. fed algst Pewelegt\ed "@pmhemlﬁrﬁpé gxdigients for Nmrrt@’eufsrmuiations"

PDA ( 19%?3%9&@\9”&@8%%2@@%1‘3” of the boundaries of the

tic nerve on its boundaries being blurred. 4 =
[0059] Thﬂ qasedgy méemmmnon dheobgreanvbihe sizecff atsubjeoptpibe administered,

target disB5Je EondHBHER oY S%Fgf hﬁﬁttr&.@@%ﬁ%h@ﬁ@ L\ﬂ/ﬁ%ﬂ) He e{ﬂtnBQ%?+f the present

severity score ary Response 0
invention jscsgd rﬁ@rérealngtvalqmgqogwtlms andctispsises esgngisited wigs N6ifTs mclugling

mﬂammatoR}\Danﬂ)g)%:uoo %ﬁg{%%crkogggpm féﬁ,"p 'heét??egﬂ%‘?ga%ghﬁéﬁal brepst cancer,
liver CIrthSI& apd thge likegin an adutt-pafientbit isradvaethfedusito Fittavendqusly adorieister the
antibody JfThéFre%ets.‘t ;%/enﬁﬁeﬂé;’rﬁefhé at 4 Embf‘e%sgg%@cm{% dqe[B%bE&rzo mg/kg body

cata
weight, more preferably about 0.02 to about 7 about 0.03 to about 5, or about 0.05 to about 3

mg/kg body weight. preferably about 0.1 to about 10 mg/kg body weight, and more preferably about

0.1 to about 5 mg/kg body weight. Depending on the severity of the condition, the frequency and

the duration of the treatment can be adjusted.

[0060] Various delivery systems are known and can be used to administer the pharmaceutical

composition of the invention, e.g., encapsulation in liposomes, microparticles, microcapsules,

recombinant cells capable of expressing the mutant viruses, receptor mediated endocytosis (see,
14



1= Anterior (cortical/capsular). 2 = Nuclear. 3 =
Posterior (cortical/capsular). 4 = Equatorial. Table
wWa2030Msan Total Ocul ar Severity Scores Topi cabCT/US2008/072561
Antibiotic Treatnment Total Severity Score G oup (Right
Eye) Mean Std.Dev. N A Saline 10.0 1.4 6 B 0.6%
e.g., Wu 8@L-(393224BiAl. &henl 282:6429-Z43%r (Methqdd.dB WtGdtictfonoxahedenput are not

i o ket R L BB RN AR bl g
epidural, &3] @rallrontes. GhSa?IOrTm)eSIQOI”Vmay be@dh‘hr@iér)eidrt(yr@ny(c@n\’ﬁé}&ent route, for
example Mﬂxf °§XX°2%. ﬁ‘} rg cglo% @ %)s? 6&\{' wgééﬁ l&){ﬂ%}] or mucocutaneous linings
(e.g., Oral(mm@sa aettehand itbstioal meicPsss etd. ncuhay be aﬁm‘l’nq:beredltogether with other
S 2.5 10s
biotogically g Edknts, PRUNAR gé{rw%gg,g(ﬁg %%?E‘E”Q o LﬁES)A AAAA A
[0061] The_mhaahamtncalmmogngag%als@sm:@mgnm&zio@oirj partdularad liposome
s Lan ) S8 80 225 AP ARG Gy SR g o
Infectious1DiStask ¢ Oﬁamear @prZ)Befeatelnrandl Rideefeds.], Liss] NewlYdrk, pp. 353-365;
Vi O00O0O0OOIris

Love BRI SRS A7 AL 00l Bone®) 0 09,00 0 (1%,
[0062] InIgertalV siTgatiahs Sbeehamcmécmcgutmo cad b8 dblveBed Bua eardroffed release
system. | totﬂg: %‘&Rﬁ&ﬁf %Sgﬁsayo %%eg’%{é% I_éggge/\?g r{\lg%ef S(:J Bgf)'CRC Crit.
Ref. Bion®gdokrs 14301 pulpi dniothey ew@s@mse poamﬁeowtémm esn loeldedl (age Medical
Applicatiolzw% gf] ?P?]tﬁcglgsd F%EL%\ Eell.a%ggp Js \zﬁs\%ra h%% ?% é"oca Raton, Florida
(1974). InPgeitanbihec amaddioe)t, ‘EcqontrdledTebeaismarﬂtem CaBbe B@ae@mmmﬁy of the

: rvat ~on .
comvoneASSHLHTBEREul g O S48k TRV, o o
Medical Appt2tigg6qt QORI Rele29s Sudanyeln.tipy 4l 5-DB8cte8rhyeObedcdntrolled

triwal

oo oD SEILREL e RAFS) L 30D oo SR PN
[0063] Tk@f!nj@@ahlea)rqew@ﬁqr]@mwncjuc;[e doskge f@nRdnmnintavenous, subcutaneous,
s YOG REATR 00 R AR R & 1R e pptons o
be preparrly biwnetiagdsl puishe kinawn. Scaregampe, f:he?njectebls preparatioss may be
repared S 0BV HESAGRY S UL S TSR ity ol Yyl avove
sterile aq@&sois enediign opappily meqlummenala/mdsr injeatiams. deltheiba@reous

medium f%rj @E@Uon@nﬂe}e ¢ ha%%ngﬁ%]ﬁhgglglrogﬁgrsaﬁ?%ha%ﬁ%%t?riﬁc solution containing

nued) rvations
glucose aPgother paxlidraeg@ny, efopivbiah Ry dwtusedtn caybiaation0vith3n appropriate

solublllzm@—%bﬁ sQ?éﬂ%% JI&%QPQ&%“%P&@)%? 0@51 gllr'o?)(égzpﬁopklleﬁgglygglu

vati on Scores
polyethylene glycol), a nonionic surfactant [e.g., polysorbate 80, HCO-50 (polyoxyethylene (50 mol)

adduct of hydrogenated castor oil)], etc. As the oily medium, there are employed, e.g., sesame oil,
soybean oil, etc., which may be used in combination with a solubilizing agent such as benzyl
benzoate, benzyl alcohol, etc. The injection thus prepared is preferably filled in an appropriate
ampoule,
[0064] Advantageously, the pharmaceutical compositions for oral or parenteral use described
above are prepared into dosage forms in a unit dose suited to fit a dose of the active ingredients.
Such dosage forms in a unit dose include, for example, tablets, pills, capsules, injections
(ampoules), suppositories, etc. The amount of the antibody contained is generally about 5 to 500
mg per dosage form in a unit dose; in the form of injection, it is preferred that the antibody is
contained in about 5 to 100 mg and in about 10 to 250 mg for the other dosage forms.
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imal No.: 2997 2950 2976 2998 2970

Goup CCCC An
Discharge 1 1 0 1 1 1 Conjunctival
3
1

C
2980 Conjunctiva
w@E2gesision 3 3 3 3 Conjunctival Swelling BCRUS2008/072561
1 Cornea 1 011 Surface Area of Cornea
Involvenrent 2 0 2 1 1 1 Pannus (Vascul ari zati on of
[0065] Sitnlemed)xothbhaliorhemapigs. SThermantiemprovidds 2ha2adedic Znethods in which the

Total S
antvody EOSERA D GRITRE oM VY s PR Bl 4B it vy o
conditiong\NZAviBg DEGA.. TiVarti-NIGF avitilsodidseor dddibedy fEagmérabbethd 2w2ntion are
paﬁicular{y@%s@ﬁéﬁg ttr% at(%’a%rgr%rs{a#flpgfﬁ er§§tﬂlr r]g\ cfr§ %R¥ ?%}Jét%n ep :]I: lgt:egr\%grngurogemc
neuropathiobr mmﬁpﬂedamam prefe2red ehumainenie d neDpdybatisit mam referred trigeminal

vurtis RSN N8 L1, LU 30 BRI A T gy asvon

and neurggenicanaireciditiofs Qre(p@&remlwcréltser \radthenmpréfeoed smbRdigtents, cancer

i, o155 55, o o e Mo 35030 3

post-operaiing ingision wain, mtgr@sqalrons@osoratlefractere@:aw wstEopvkis, goutJomt pain,

diabetic naaﬂ‘ﬁé%{rhﬂg%cﬁt%\a/o 4\}nes n%gnsfgg{egﬂgthési%s%geﬂacgrﬁgs ?m§ rrrrea(a:r(?d haf

neuropattiiv/asd/at radiceatic painafe @efenae) tréatd0 0 0 O Pupillary

[0066] Otﬁeflﬂfﬁggﬁo ]l%c:ﬂé %o %x&@%gﬁ%ﬂﬁneﬁ £ ?rea;bééuzrerl Aérrger]srse%s et al.

(2008) CangeoReet®a#6-212 12 sBedfiQerhieorirhes ®f theGhérapelRmshethddy of the

v SPGBl POKET | BERE eraion ot o

antibody 4qr. arrtibods&cagreerépétmdMnfwmamct optainathewidr atsgcacidherapditicagent. In
one embcifihal, BeEsFond BoBpe it ARs Brgrereb A iplPu: (sl enyagonist suer
as rilonaceptoff li-+ w}n hReganleeorarrSeitalccbe servadieardshitie adeiits omeyi beu@ak) or more
soers R GREELARAS BAa 0N B oBR) LRRRETRL ier
recombinantorenalyecsated (@M cftiheughan IL-brecepdbadEbordbtsBriRa), iapranti-IL-18
o sur GO DDA UER) oI T oA Moy 3538 rv.
18R1, antpIL218Ragpnpnthid+6 gad/oGurig e6Ra @ntrbbd& @tf&r@ﬁhenaplm waich may be
combine érﬁ N%F]ar\% r@ %g&&?grﬁgg\g(?rf&g%nﬁhg%r ilaa?o%e'%rr?r?co bmatron with

rnea I'nv nnus ascul arl
an IL-1 angégaDist neelydlod dpse COICOIn@mpllrlracvr)pﬂmM§e*st®oE!s bugh as 2

predmsol@%u?r%tt*ﬁoill:e&gtreﬂolv\édo]sﬁ\%éﬁ s;p %Lrgngrr\IEE o@%g %I%Bégug or
HUMIRA®, @heg igflaqnsortinhibibers Segmaninhiliiorsivt baspdse-NVpdd/ IRIGt/al CTLA-4Ig,
etc., and/ e'EHﬁtr%%%%cg %u%gﬁgldﬂe%%gég@nofy{oeiE@B}fgheeaxc&rmalagon of uric

acid in th¢ b@m foasteaamslevequpuyn@,cwrceamd\hkqﬁtmotprametem te .acbilerate tBeeapid
excretion -gfi&]rliceachégcufnﬂJ’laté?% ’J‘rg b% %rve%arn%{e, %Po%reﬁgcid, sulfinpyrazone and/or

benzbromarone are examples of uric acid excretion promoters; corticosteroids; non-steroidal anti-

C

I
3
1

inflammatory drugs (NSAIDs), anti-epileptic drugs such as topiramate; gabapentin, pregabablin:

celecoxib; or another neurotrophin, such as NT-3.

EXAMPLES
[0067] The following examples are put forth so as to provide those of ordinary skill in the art with a
complete disclosure and description of how to make and use the methods and compositions of the
invention, and are not intended to limit the scope of what the inventors regard as their invention.
Efforts have been made to ensure accuracy with respect to numbers used (e.g., amounts,
16



(1) Fibrin within the anterior chanber (2) D ffuse
generalized fibrin within the anterior chanberTabl e
wa2004/0235¢nt i nued) Opht hal mi ¢ Gobservati ons (24-MoUDS2008/072561

Post - I nocul ati on) Topical Treatnent: Untreated

I nocul um Dose (S. aureus): 7.5 x 105 CFU Cbservati on
temperati@gogtes buREQiiR eXpREgENE! BliprsRNE deviafipnssthons be 3opanted§y. Unless
indicated %@%%Aezgtg Ir}ioérr:@%tré Ybatks @n\?glgﬁ{ ?ﬁoé uﬂsavr\évleﬁﬂms%gdg%@ecular weight,
temperatqrezs guemERss Qﬁﬂéaraéfs qm#me%surﬁmt@éﬁeaﬂatmogo@npaﬁ he statistical
analyses (N\é?@&de@Hea%'{:h&Hmeto Wé@lqﬁa)ctcgllaPAﬁOER itH %Ndf%ﬁ{?g%‘sﬁ%oc or Turkey

2 Aqueous Fl are* are

HSD pOS@U)C)tesiSI ris Involvement 2 2 2 Lens* 0 O O Posterior

Segment NV NV NV Total Severity Score 14 11 14 S.

aur eus =St aphyl ococcus aureus ATCC 3359 1. * = Score
Exampledy dmipeitizatiaghandAntibady,6enesatiotore. NV = Not Vi si bl e.
[0068] Irﬂ%rﬁzatlgﬁ%f %@th‘% c%n%@%oﬁ@%y%ﬂ*%?ﬁd‘é@hb@ﬂ |r1SEF\Qra‘?lS(seé fddexample,

brin with he anteri or

Harlow ar(quqﬁei ﬁgg@duﬁgﬁtu@gpm@y Mgl §p|do$g§mggj]arp1@nﬁr§ss New York; Malik
and Lilteh%?ﬁnﬂb&@ﬁ%r%é&@) Aa_é?:%hﬁ@bre-g'ée% &So ). SRl &@el*r@@%\‘”b‘dmment human

0S S.” aureus) ervation
NGF proteiRjiggminjséepd diresily t@f@e@\/@?@h@@ai\lﬁmm mcodlrsmczth Bgman lg heavy

chain var%ﬁ%ﬁeé@ﬁ%n&@%& ﬁ’g’ﬁ- cﬁ:QHJvHPQJIé V%lonq%@l?bﬁfl Qlﬁ/ILEN@TMl R€géhdfon: US

Conj uncti val ng estlon Conj unct 1 val
6,596, 54‘8wmtm ppgdipvantfo atmufgtectbe ﬁ@awle resporseg &UCS@“f%éaNlédudes

complete‘(&fwd %oﬂ?p%té \?‘Y&Jnﬁ%%m\/aﬁﬁ MF%+¥DQ/I édjf\%ﬂpgy%tem (? Igma§ or RIBI (muramyl

Vascul ari zati on of rnea

dipeptideqdspp Rddagan. Yaging M@vaﬂad@ﬁw leeaﬁ eE'OOQ ’éotzwa NJ)i Such an adjuvant
can preveq;@lrelp\@l @l%pé#@él%’? Bglgp%ﬁ%% by s'eqlfegterp\gﬂhé agﬂogenhh 2 local depot, and may

| nvol vement Lens* Post eri or
contain fagiqyeret cwm@awoet iMuedesEReser in gneseabedigent2 NEF ig gdministered

indirectly 53 8 DNA @Fé"sﬁ%ﬁthat gn?ﬁ@h@?%ﬁ@%n@‘é&&%&é%-r% %@%8 tﬂe host Tellular

Score excluded fromtotal severlty SCcore.
protein expragsifinanaginasy tosereduGeANEIF POl PRRtIdREY Ve mﬂmﬁmrpmes to obtain

optimal al%lgﬁt?g%ﬂ rééﬁonm ehied §readﬁ%ﬁ‘5009{ lnfe'c@cfdsrb\/@ﬂ%ihy\}?@&éé%d serum

anteri or chanbe der at e anpunt
samples EPﬁeb?lOI'?PtW Wﬁﬂystﬁ@r Qﬂff*‘e'f‘leé'ﬁo% hﬂ?ﬁa@“ﬁ'beg\) INgHge r eamﬂﬁﬁtls gfonitored

using stahdd?8 'aﬂtldéntcﬂ*eet lglﬁ‘cﬁn?EL@A ﬂéth%ﬁ@”b%t%@é@se?&n%amples diluted in 3-fold

cont i nued Cbservations (24-Ho

serial dilu arfer?@@mdahp, NPl caaipd elatesTreeaumditaris dgfingd @s (tl@e djtyfion of serum
sample tHe@YiRlde@%R&kdN O@Q%Hi%ﬁﬂu@éénél §1 th@%?é‘ys)Amﬁ‘tais V%thl cﬂ%m@F Msponses

Gbservation Scores rg
receive a fpairRgosiga *”WE‘S%!EPUsE?B?* Emer@m! ®@3B°®5V4'W°@bﬁ” aﬁléﬁ”\ﬁ ar-4 days

prior to sé@nﬁ@é‘aﬂgﬁhé}vé‘st@d gplgﬁ&y@@@réiﬁﬁb%éé’s@d a@%@@@déd%l&v A o?’dé’f to obtain

Conjunctival Swelling 2 Cornea 1
antigen sqemflc monoclonal antibodies.

Example 2. Monoclonal Antibody Isolation
[0069] In one embodiment, antibody-expressing B cells are fused with mouse myeloma cells to
form hybridoma cells. The hybrid cells are plated in 96-well plates under HAT selection and allowed
to grow for 10 to 20 days. The conditioned media from wells with growing hybridoma cells is
screened for antigen binding and receptor blocking activities as described below. Hybridoma cells
expressing antibodies of interest are single-cell sub-cloned using flow cytometry, and VH and VL
genes from clonal hybridoma cells cloned and sequenced. Antibody proteins are also purified from
cultures of antigen specific hybridomas using IgG depleted medium (Invitrogen) and characterized
as described below.
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Surface Area or Cornea Involvenent 2 0 1 1 1 1 Pannus
(Vascul ari zation of Cornea) 0 0 0 0 O O Pupillary
woemporeser O 0 2 1 1 0 Aqueous Flare* 1 1 1 1 HCT/US2008/072561
CeIIuIar Flare* 1(1) 0 I<0 2( ~ T 3[ir Iris
vol venment 1 ~ 2 - - Lens* 0000 ~~0gg
[0070] lnP@@tf@f ?'@S’Po@.@@ﬁ’b Attioew peitic @nwjooole‘ﬁ@tr%usoséeﬁbcﬂqucyy fewmraatigen positive
B cells wx@uo%t Q&n% n%n&tal@é’é @Hﬁ spec%cﬁﬂ?%ﬂ)r‘ﬁﬁ Q@ﬂ‘suén@‘érh%gtsC%%ll%mcmg a

core excl uded from severity scor
stable reqqmbn\ﬂnga@;m@dy Nozeperateg asgeperibpg-in USEN KE§0g,4582 (US patent Publication
No. 2007@@§@g tion Scores. (1) Small anmount of fibrin within
the anterior chanmber (2) Mderate anount of fibrin
within the anterior chanberTable T2-4 (continued)
tion)
Example@mrilgﬁmrfneta nen.pam\%gj ﬁl%ed’f'@!-‘éﬁm'ﬁ%i@f@ﬁiﬁ gt | o
[0071] Tq 'ﬁléeﬁfv antigsHspesif: a@ﬁhoéw}odum hxbrmm%@p@w@eé anqdimwas sampled
from 96- m@%@&e%@t@é"h anﬁﬁaay@'a@tﬁpfu%mh and ar{’ugén '%ﬂ\'dmﬁl sp@@tﬁcnty?&%e?rmmed
38 35 3536 3545 Conj unct i va schar
using higlp oA g HInARI9 B e e EBh (o5 Gorditananaiacsh i end §00 fold
dilution wa@ﬁillb{/vag tolbifd ?o %cgm%mg@f I‘QG? p@otéan:o;tea MARSTRS® MHE&(Nunc) at
Cornea I nvol venent nnus
100 ng/W%‘\/aHm'atﬁrbﬁaﬂﬁj anﬂhﬂdle@dvef@é)ete@te@ L@m@ qsanamiumouas@lg;G Fey specific
HRP con@f@@Bér@cloﬁal%n@bé’deJQcﬁgHﬁﬁMﬁmgL%J I rPI%te%w\%Bﬁl%éé/rergomad ysigg TMB
substratep (BD Pharnigery*and optical gensiy 40§ :eni sror8ednimparglid, aniples at the
same dnugoﬂ_so\kéxle a? &S dotast ‘EH AL?E% %gtéé bibtif- Ia%el%élggg%la'f%? aad {pe plate

ccus aur

bound anflb Stftﬁt%ntecé e\Vela %%m bmdlmgtaetlv@é@em@mp@ta'we@ sadgctectpr cell
e
cuure o1 B0 81 B4 SRR S b 810309l R o e

analysis tp@bt@qumélc@n@ffmty rasdfendtigndlity Befilsl es Counts of Vi abl e
[0072] In %"39&1@1‘3 ioath(e%re@tlérnﬁ bikGihg §§r‘§@k1ﬁ TORLGAL %ﬁe%gﬁ g s %lso utilized in

I nocul um (25-nl) Agqueous Hunor Vitreous

order to idgnéityt iRNes SR tigrantibody vq_t@@gg&(@ﬁqgrpp@nejg Mayisproyl@eCwee coated
with 100 @\Xénz #gggﬂqgin(a%a% ﬁ@k'rﬁﬂ% o%%?n % 2 % %(%1805{ é)f]igd 'f_‘he% A 1% and 1:10

x 105
fold dilutionsagere @llawesbtoding ta 22%@! angn-jNGf(jg sgluu@n fios 1thoun griy tNtrAnsfer to the

T AR 08 A BB AACTHES 5P o4 e

NGF was glejgcredpusigoniRB sonjpgated sqwawdwd%w And) dﬁvedp;ze@smn@ BVIR
substrateé@?D Phédhi an'(())énQ ONK,%I 8{5&;/ Zecd A 29 g %fﬁc@ c%ﬁ% media

preventeq\ply\dlgg Nf oim- E@Eﬁp T(Ifﬁ hE@ggregdgnt;ineg[@g pgte@t}al@qukwsmnwmere further
characterﬂzgde’% Gatifloxacin) 2950 2.5 x 105 5.40 0 NA O NA

76 2.5 x 105 5.40 ! 0 NNA O NVA 2998 2.5 x 10s 5. 40
[0073] S”.‘“”@f IRVIopECrgens 2o aprisdyto 9Baved candiiorgdanedinn Aopo8HOxels

transfectedl Wi#Sthe «nﬂQ hurfZn I}ﬁé\cgnt@{nﬁ\g V genes isolated directly from antigen positive B
cells. In addition, samples were screened for NGF binding activity using antigen-coated
LUMINEX™ beads, to which antigen specific bound antibody was detected using PE-conjugated
goat anti-human IgG Fcy-specific polyclonal antibodies. The antigen-binding antibodies were
subjected to affinity measurement using BIACORE™. Briefly, antibodies from crude culture
supernatants were captured on an amine coupled hFc specific polyclonal antibody surface. Antigen
binding at a single concentration was monitored. A 1:1 bimolecular interaction model was used to
fit the binding sensogram to determine the antigen-binding affinities (Kp) using the kinetic rate
constants ka and kd for each antibody interaction under identical conditions. Specifically, goat anti-

human IgG Fcy-specific polyclonal antibodies were covalently coupled onto CM-5 chip surfaces,
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S. aureus =Staphyl ococcus aureus ATCC 3359 1. CFU =
Colony Formng Units. NVA = Not applicable. ( 1)
wovempazgs4count of duplicate plates, adjusted fRCT/E£00$072561
dilution Table T2-5 (continued) Bacterial Counts in
Aqueous and Vitreous Hunor Sanples Counts of Viable
and antibggyecantaiaing SHQ surmusytaMe weSaimgctedTd divd/atin Raldloninutes followed by a

e v B NGRS S48 Y MU NP 28 e rmar

antibody imnrh«Rgiik@d GRtthceD IQuiediat¢ly follBBRG NGHinecliob, the 88fareblwardbuffer

- % Le l. oxaci 3 7 105 5.8 A 0

e YO 21 H L 7 038 8 M o

regeneratﬁd 8BrebndVeAdolndNaAikRdid @nd NESFX ah@thebeydR repbiitdd WithitHfe SSEEHO
5._X 105 5.88 0 NA O NAE Viganox (r) 3338 7.5 x

S“pemat%éa%‘p@s 0 NAO NA (0.5%Noxifloxacin) 309 1 7.5 x
10s 5.88 0 NA O N'A 3336 7.5 x 10s 5.88 0 NA 0 N A

327 8 I\l/AON/A333575X1055880
Examp'e%/é 'Wﬁ?&é‘é‘@ zgm %X FCYMNEPH NA O NA F Untreat ed
[0074] ArBigéB bhd&gmfﬁﬁﬁesﬁuf&& &htiNbdied fAVhAM30 BB H werexdet&snibe BBy surface

inetcs uJ 17 e s MaGAnddr e alho NG et ditery BRHRE M) Santodies
were capt@cdobcmlelfﬁar mgngt enti-hsmaiNoAarti-iNotusaalgll patydddreal altibbily surface created

veraecou of  duplicate for s
oy irect §NFREBTRARET ool bR B RaRE Y Aot Fafcefratons o
human NBEweoe tjemhedi diet tI*@omwtufbldmmtlb‘éayrphl@:eth’lé$heazﬁss\2ft:|abcbr60f the antigen

to the ant%ﬁg)é g%ﬁx (d%osopeﬁglgrié rﬁﬁ{%}p&f r&mgmﬁa ?,fglrn r@l &tﬁ? Kinetic

analysis Wasgadrfvenéd fdoobt4iF the éqdﬂ(&glm@(dfﬁdﬁlawénsmm%w)dls@%ﬂtlon rate

constant, géﬁ# (lggé%)w Otgsglgltcggilg’tgg%/tﬁé %nt@eﬁpa%gg@%flowgpl%v cf&%c%vti'é\n fL”Z (Table
. A hunfaridedl dtiNus2BIERF 4ndhoxlodflanbbdilylEPORNG3E) GaMzAn%50AS Registry

o 0oy 5y Rt B ook ST RE 3 g

0 N/A (0. 5%Levof|oxaC| n)Taﬂdi@T 4. x 10s 5.6 1 0O NAO

QA0 A& ad a) _Ih O Ny REDD A 1 v 105

6 1 oW'ﬁPﬁVo N A 3533 AK 5% 105 |5. 6 270 0 N

5.6 15 5270 0 NA

547 312724DIDS16. 6 1 0 N A0G N A T [V gano:ea(@hr 3553
a) I\III\ il a) L_\O/ I\IhV|I|Cv
5.

NAAH-O | ard n\ QL—\QQ A
X 16@12326‘1?970(5?\VAC N A 235 4. x |10s

/' A 358674.1H08-d9s 5./61 0 Nb2A O N A 3545 4-515.6<hr105 5.
O-N.A O NA 3542 411 % 10s 5.6 1 4 NA - o NA S

ur e’9128-38%8Cddoccus aur el ATCC 3359 1. &R =
BT ONgo FoBMAg- BT 15 N A Sghlgt appli cabl €73 b in

ver aoge _count__of rlunl iLcate nI ates. dl ust.ed for seri al

i | ut$Q)1|%’§2(3’23)11§éhpl e |contam'Aat ed wilt h Ent dddbict eri a
PECiRY 275 5l¥eIAAgUI MOT ONe Cgrpound i SCHoSet F1greim

an be formilated intlo a pharmaceutiical conposition

or té@)125313H1dr%ﬁ sybcut andodis, or systerrié3hr

dm THoSbFABEGFIDH Tt fie moduf g o of [ endophy gglnitis
the treatnent or control of an infection causing

ai d @Qﬂdé’@’fﬁqﬁlﬁl-llﬁt is. Such 57corrp03| t| on cémislrmses a
| uol Mt%—;gu;l\ﬁqptl‘jf;ﬂl UIIU IId?Is OIQ I_UI I UI A I ,11 émll I I s

VIIII or a'salt thereof an
har n@@:@ﬁﬂﬂ@@l&@ accept abl dégarrier |[for thed.1 min

Ana it ot o ~+ r\v\ ac—pagn ha At A A A hy A nNnaracnn
Uit it L 1. D C LI} T U CCCTTITTIC IJy A |J 1 U .
avi nams%zéﬁ art of ﬁar maceyt i cal f4 rnul ati on.
or exmmIZGZFNaxa ous phar naeemi cal lly accepsabke

d-to 'Fnrmﬂofco
ol ut ?Egﬁ §2$§QS¢ <uspensr7091 d| sper si on, 4é| ﬁt ment ,
el , s@PRIA7E100E1 tabl et. A2bbgor oqui|nol onetgompeuUNd

sn/l no Enrmﬂ a—| L] 1L\/
g 5 A\
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V, VI, VII, or VIIl or a salt thereof is particularly
suitable for a treatnent or control of endophthalmtis
W@ 200902B5ly m cr oorgani sns or of non-i nfecti ousPCT/US2008/072561
endophthal mtis. Such a fluoroquinolone or a salt
thereof is fornmulated into a solution, ointnent,
emJI SB@J1I272-§lG'£IpeF$I on, di spens})l on, or gel | n2.0me

rontl eGP oes &n aqueds sol ullion of Ehdbensi on
yp| caahizm 70T Cfmed or dei opjszed watler iIs usedxr The pH

comoal adi st ad b\l anrll nm anyv

hyS| ol\g\\g‘rl %‘;TQ§ accept abl giggi\dadjj ust/i ng “aci4is Mijases,
r buff\m-|s13|:c55\nth| nithe rapge of about 3 {p7aheut 8.5

ol fromabout 4 tlo about 7.5 or

lor—alternatively,
rom afdui 241463 about 6. 5, 189-Of r om dbout 5 9t”om5bout
. O). EYATpLeS of aci[ds i n@lsgl@e acetfic, Do Emici Tric,

actic, phosphoric_ hydrochloric, and thp like and
exan‘pp@§’fr@f(Rb'§§‘é)s i n¢i ude sédi um hydr oxi de,35gbrassi um
hydroxide, trometham ne, THAM

(trishydroxynet hyI am nonet hane), and the |like. Salts
[0075] Arﬁ'ﬁ@” breing raffinities| f geleetet Pat'f@doﬁiﬁlbﬁ@g%foré\&ﬁ whie also determined by
surface klﬁét?&rekﬁ%‘@}lr?g a ?éEmRHu'e%s%h&&rs'uﬁgc@ﬂgs%%Fééroﬁ%c%fastsgﬁ (BIACORE ™)

af orenent’i oned aci ds and bases. fers
as descrifggt Fhouerc Ber Ganveniente. anifesidoil - rcm Qrﬁ1 AR oA cHIREGN26 1

(HCVR/L@\H?@% @Nb@%&ﬁ@%:ﬁﬂ@&@@%@b@ﬁ@%ﬁﬁb %mmee@@ﬁbm ln%s jenamed

enbodi nent s, is in the ra{ﬁgN rom about

REGNZ@@o(%W#CVR§E@|1%|NSb2 2%@%9@1&&0 Qo< ) p Perivackantibodies
tested mc’FM@H IR@*@szf(ﬂrcmmk%ed PO 082 a%ldqﬂécﬁhseﬁ ID NO:541),

ositlon present I nvention can have

REGN474/ RLEYR %@h@ N%@wmm mpeat higGrSED JANOIHS) ORBGNA75
(HCVR/L@W@B@rDSﬁo(m%M b a%l rﬂﬂamshlé@& sglt IW@tsz;%g'%Gm f@TqHCVR/LCVR

about 10 to about 50, 000 from about

SEQ ID NER225d2R6 31d Mgt bll@étSER)iQ Hoa’iﬂéﬁstanﬂd?ﬁ)@m%ﬁ‘@\f%’#ﬂVR SEQ ID
NO: 232/2@@%& n%@arkﬂlg@wgtalmﬂ%mf from about 100 to about
0, or from about 100 'to about 20,000, or from
about 100 to about 50, 000Take £r om about 500 to about
10, 000, for TTofRARAyt SO0 TOKE 0, 000 (&) |l N
anot her [enbodi nent., "a topilca Dm{)owtl o’ﬁ(of t He
present |i nvenRESIN€Gnpri ses al-4di nt rent, 38mul sijon or
cream ( Juch aRpE hz74T Wat gr €@yl sTom), o get
O ntnentls_generally are priepared usiing either (|1) an
ol eagi nqus ba%GM?é one cofslidsti ng of 57i xed joils or
hydr ocarbons; b whi-tre—petgotatum-ormneral oi |
or (2) an absorge mba |.e.%',9|1one consi%ti ng |of an
anhydrOLs subﬁmw@?or subst ar'm%s whi ch can absorb

wat er, fre rargus—-anetn- eraf+l v,
foll ow ng ?ﬁg{ﬂ (Bhrég? t he §?5 whet her‘ygl eagi ngus or

absorbent the active |ngred|ent (conpound) is added

t aff th d tration.
crample 2 s TR BB RIS ecmoemt L2

[0076] N(Bhas@ N(Ti I-Igb@bmmio rwﬂ%@rbévtm@ﬁmr .feﬁmlyganbl)a@é eabll YoabicX&stretory proteins
rrocarbons, an e li such as_waxes, .
tat alow Sy B S GHReRIor Porulfiene ndho fahee ko e Seiisetiag share
some amipbasie idaroitiéd, binddticad Amstgns ragary $Barde whilen 90 Rrog Browth Factor
Res 2(4): _g@-sol ubl e substances, such as added salts. The two
‘pHiases are stabilized by use of anenul sifying agent,
[0077] THlentlaﬂ(GH‘Ehtﬂood&sSMB‘ré agemmet! ffarediraye)drosss Lebtivity witBhudan NT-3.

Brify, Sog PTIGYRR 5y il S iRock S e PRL e o S RO Rt P ofnt-NGF

monoclonaf aritibediesnuess iajecteldifernsied bearfadagsfeBbeta0 to@OOTRWBT mobilized
customarily is added in an anmount to achieve the
desi red concentrati on. GEIioconprise a base sel ected
from an ol eagi nous base, water, or an
enul si onsuspensi on base. To the base is added a
gelling agent which forns a matrix in the base,
|ncrea3|ng |ts VISCOSIty Exanples of gelllng agents

_|_.




bet aphenyl et hyl al cohol, benzyl al cohol, phenyl et hyl

al cohol , phenoxyethanol, and m xtures thereof. These
w@oopoessds are used at effective concentrati onBCT/US2008/072561

typically from about 0.005%to about 5% (by wei ght),

dependi ng on the preservative or

antibody W’(ﬁ%ﬂﬁ?ﬂ{@tmé@&%'vﬂﬁﬁﬁg ch@'&@u@@@?ﬂl&cl@ﬁaltdﬁﬁb&ﬁ@ss eNE@Rbk N§-3 protein
shoul d be enough so he sol ution

ata conCﬁWﬁlpe Sf Y nhway igieciedover the spdasepfallgwad by arfuffer washelg, allow bound

ligand to @l@goc@dﬂé | BagtResb@htion Mdf@ssbbitbon Jhes Werdohkidre@bind BSta Jwere
onents, incl Udlq/% a_fl uoroqui nal one havi ng For nul

analyzed| R ylts gre phowq/ln 1ablgp (N§/=no I%rpdmw thnw%pbqe{%edér ggmrast to the

control arﬁmw@mm%xmw&@sma@mwsmm@ Mtéa&kwé bREINGUORIT-3, thus
ositlion or

riate co-solvent in the co
‘nd'cat'”9£F9 rlqeﬂiﬁeeﬁt?ﬁﬁ%‘?mﬁoe&@@f‘%@'qt'i"f‘(@ g cPBl APl such as
hydr oxypr opyl, hydroxyet hydpie gl ucosyl mal t osyl and

nal;gppu_gsxl_der_wai_mes_of__a dg
-cycl odext PPHPORY, one enbodiFeKe (p"(')ne corplosd Hoi(BM)

COIMPT T 5851 21Pp3d 0 AP % NYdTr OXYPF §pyl - D-CyCl ofgxtTim;
alternatively 1%¢to 15% (or 2% tao 109 -

b- ¢ycl odARF-MHOES s 0l vent s | H8Hude pdl ysor bd¥Bes (f ol
exanpl e 3oRe A SAhEAsE 20, 60, agg 807,
pol.yoxyet hyl ene/ pol yoxypropyl ene surfactants Fe. g..
Pl Ur oni @QT%72F3Q§38 -E8Y, F1p7, an@7P103),| cycl oMBxtri n,
f at ly oudoq 3 hplyperides, gtyggg gt patyet hy'Ngnc

al . ﬁer solubility| agents such ds octoXxynol 40
and tyI @)@é@?ﬂ ;3Gd)'i‘ -G48t her agent s1 Rnovvn tjo t hos®Bskill ed

in‘t-h?w gires t-hret cud),] The—arount ﬂ‘
solubilriy en%ancer used will depend agn the anount of
fl uor oquaonmz}nmm:at he con‘p03|213180n wiit h nor BB

sol-ubi-Hbys—erhaneer gsed—for gat-er—arpunts—af
fluor quWﬁ@ E’U‘/"“LT.%I cally, so+ gbl lity e nhanE‘Ers are
enpl oyedsoa27236¢ae®®7 of from0.01%to 20% NB

(a: OA or—0-1%+tgd ’)O/A byv—weij nhf

depleﬁzj;l;?’a%p ?’ﬁéﬁlp;{g; éé. ent 'Fﬁé) use af vi SCQ?I ty

enhanci 1301 20entes-ta provi de the gonposi ti OnSNQT t he
i n\enti-on-w-th viscositiles g+ eater than the viscosit y

of | si npl3146%éBBE 8ol utilons meY 1be degi r abl eNBo
i n(Tease3absarPii.Ag Of the actyge conpounds Rg The

target tissues or to increase the retention tine

t her ei n 308keh’GPEdsi ty enhanc$ Ag agents incNBde, fo

examnpl e,30p% %y@ﬁldlaal cohpt YT Nyt [pyTT Ol Ngone
met_hyl cell ul ose hvdroxvoroo net hyl |cel | ul ose,

hydr oxyéﬁloﬁng2 €@niFPose, [car boxdfet hyl |cel | ul BBe,
hy d roxy%bcfw 7585 byt oseor ot ergagentrs kuuvaBt o—those
skilled in the art. Such agents are typically enployed
at [a | e%127éf7H0r7e®r12) 01%to 1098(al ternativeNB, 0.1%
to5% W—by—wetgh Sui-tabte—suffactants
i ncl udeu%%q%r&ﬁly?%gyr ol ildone, jgl yvi nyl al ch 'I1ol ,

pol yet hyl ene glycol et hyl ene gl ycol, and propyl ene

o7 08K 0 SOGLSULLACA A0S 30008 BPLXPBLRRISR 3 BT e vy o
REGN47©amq/8N6%tceccﬁﬂos(t@m gomxyoeﬁmhebmdmgrtd»mem NGF or human brain derived

v SIS BRSPS EABIBL WhGTB i
control antibodsRE624T (@2 pg/m)) GRE AMEEN(2Y nFay), Witk eafaus 20)heentrations of NT-3 (0

B EE TR TN R T M

sensors (HBSI Fodd@&&n@aﬂﬁﬁw@rfe n'?éubé{é@llvﬂfhrﬁlotmeNGF at BlugrBInbie{d hin at 30°C.
27 or Pluroni c% F108) or pol oxam nes (synthetic

Biotin-NGE| EgLRd BNSpRRIered e@tmyb&éﬁ%wa&*%prsﬁ@uﬁa@ewn@a@ #tibady samples
attached to ethyl ene dlamr,l>a such as those commonly
known by their trade nanmes<of Tetronic(r); e.g.,
Tetronic(r) 1508 or Tetronic (r) 908, etc., other
noni oni ¢ surfactants such as Brij(r), Myrj R and |ong
chain fatty al cohols (i.e., oIeyI alcohol, stearyl

)




t hi azol i nobut azone), salicylic acid derivatives (e.g.,
acetam nosal ol , aspirin, benorylate, bronosaligenin,
w@a00ef28suacet yl sal i cyl ate, diflunisal, etersalBEEPS2008/072561
fendosal, gentisic acid, glycol salicylate, imdazole
salicylate, lysine acetylsalicylate, nesal am ne,
for 10 mimet 36l iCrengeas indhé dtickneds ofrta@btolqg[caislayércwératneeasured after

L TN TR

antibody acakdensaabfi coypetilof. UAS sh@mi i@, Tabid 4 ahabiading Wefvasal NGF Ba) RN624 was

i.necar bgxam de . 0., anpir.oxic dr xd
blocked blyg\(l)ﬁg érbﬁqdoFeﬁ%&engg m%nr}egx\f/r&ea{%?s %lgﬁlg%%g ep%@ﬁé@S and NGF was
not blocked by &iTedi 'ﬁlm:prpsmde A 6BONFSH| hot atsths BinHinig-ofetindrdtN G2, or
REGN47§en§bEa%ﬁﬁrea¥gw geg{g %:f cs:olﬁlalgﬁe- nérl]m)%g %céﬂ@feﬁeﬁ?ﬁq%%eg%e binding of
both RN6<2|4taa1dcREGWtbammb;hzéoENG&d| nol , guai azul ene,
nabunet one, ni nesul i de, a5enr oI par anyl i ne,
peri soxal , proguazone, E% 6xi de di snut ase, tenidap,

zi l euton, their [physi o%ﬂgjl cal I% acceptabl e salts,
con%?'ﬁﬁﬂ'??r‘is t her eofRN R8s t Her dUIGN4¥6 §nBinding

I\ICI\I B i o i r-l n-F eRae 'F L |n| a4 n'F f=Yal or
wiTiav, A ) A~

Eét”%féi'%@’\’ba her non- sterdi‘dal anti -i[nf | ammat ofq2

ageyf-s (b §)ude Tjne Cyclooxggenase type 1T selefii ve
i nhi |tors such as celecoxib, and etlodol ac: PAP

(pIMTf@I(émNﬁct i vating fact @) ant agom sts, suchoas

..... nanaf.ant i af ot nol

al al L, III IIU'JG.I e, IIu'JuI IIL, ullu
@T;ga@a%Fm DE |( phosphodi gst erase) ||V inhi bi t@?s
SU¢ 338 28T 0, [torbafyTTizhe, rolrrpram Tilam j@st,

pi cl am [ ast ciganfylline, and roflunilast; inhibitors
of f@rﬁdﬂw\/é producti on, sti@éh as inhilitors of tdfe

— = an bIIIJL;UII IabLUI ot—otherantt—-rfa ..utG:’y
agent {é o |t hose skll??edlnthe art. In o@

emgmum@qm) the non-steroygial anti -1 rf T ammat oryjs;agent

is celecoxib. ThHe caoncentrations of dach of the
anﬁD-Nﬁwﬁ"lld\ﬂbrratory agents ®ht may be i ncl uded 136 t he
C Ul ) UI I. IIC MI'cotT I IIVCIII.I Ul W

Ettﬂe“ Qd* agent s sei‘%ct ed and tlhe type o?oo
| anca#(U@tMﬂ))n be| ng treatedy The concgntrations amIT Dbe

sufficient to reduce treat or prevant inflanmation

i an'FdOﬂar'\@et ed t| ssues folll owi ng appl ication & a

H ot haoca +1 ool
IIC lJI COCIIL IIIVCIILI UII lU L9 B AV R vy o DO UCT I,
@ﬁ#@og eM?ratl ons are ty%l cally in|the range from
aboNGF@) EEPL to labout 3% pyo wei ght (dr alternafgovely,
fromabout 0 011to about 2% aor fromlabout Q 05%to
about 1% or from about 0.01%to about 0.5%
[0079] TN@&:Q&B& betlid@nfseleL Ry p@gﬂe‘[f‘d(l%mér?%t@f\l@anggbcgﬂg @47% REGN474,

illustrate non

REGN47@H%I§@N(17@ MEPN4 Oh or egndrohentivedy %wggrégglw -hiyas atsh evaluated using
the BlAC@R@mﬁésta'yQ/ﬂth NP cBH@en'ir%ﬁ@#sﬁ%ﬂ#m rfr?ﬁ'\uf:% Qi to 48 nM. While control

amel i oration, or prevention o ections
antibody (RG24prrae st NTMm Ke of hémdbfnopxaiibeest an@mctﬂa exhibitad measurable
aﬁmwfoeﬂp@oprlate proportion (shown in the above table) of
l'uronic" F127 is added to phosphate buffer in a
sterlllzed st ai nl ess st eel Jacketed vessel equi pped
ExampIeVU t(ﬂo@ﬁr&éétﬁh@&oméﬁdgk Gf tenmperature in the
nge fromb5 e resultlng buffer sol ution
[0080] Hu@arhélﬁFe@QFd ihighly horglagougin amine gpigsgaiuenseds maeeNGS6(MNGF)
and rat N@F (ﬁﬂ'@ﬁ%ﬂ@%d@b@%&lmw e %né §fflﬁﬁ‘g§gf e ahh@od%éftg%()th mNGF

solution e mxing three ten m nutes
and rNGR eﬁFﬁéieé@rmreeckﬁs dﬁ§¢®edaﬁ?039pﬁ6@ﬂtl%ﬁdeesaﬁmu/ﬁﬁ CESTSStFﬁ@C’ﬂVlfy to both
mNGF arﬁiorW@?“ nOndgMLp 3 ER 0B bbyndl ﬁlG@q‘poeﬁq afl ?péc‘ﬂ% &&H@Z%fﬁ 25 value of
he vessel "over a period g hree to five mnu

V\,hl | e m xi ng conti nues. and NaCl are then added

to the mxture while mX| ng continues for five nore

mnutes at 75 C. The resulting m xture is cooled to 25

to 30 C The final conposition is packaged |n

- e s 7ZAR BN ™ o~ Y




with a stirring nmechanism over a period of three to
five mnutes while stirring continues. Sorbitan
WOore0e23s#r at e and cetyl stearyl al cohol are adREriU$1908/072561
the oil mxture. The resulting oil mxture is heated
to a tenperature in the range from62 Cto 75 C. The
less thandiOl pMriaxgasprd goup pesferad o unt ING FvargbexiitsiteniKes g~ 1 @0 piMdor mNGF
S [ ipn,the first vessel at a tenperature
and rNG%&%gggé %@é?i)a{?%é? ?’l)d of three to five mnutes. Sodium
sul fate and sul furic aci dTamd/5or sodi um hydr oxi de are

addadt o & o od ot H+ L
atddetd—to—thermxtureto—atdiust—pHt+o-5-5—7Fhe

Aetihodyi ng conplosian MEF ik (PM)I ed mNGEEKlﬂpM) 45| CrN@H Kp (pM)

b _IMN 1:_'8 Y—HXt wH-h—a—hi gn St eteH-si-f-er—or
301272 IIP\QZC 1lohr ough a h(g)ﬁ%genl zer|. The u‘gﬁ‘posn tion is 66
30127[2’-THM§TGGOO| ed to 280.C to 30 |C. The2Bbmal conposi tg330.0

ckaged A—abpbropti-at-e—ecantai-ners—Tvpi-cakl v t-he
301?072' S gg an eml ?Pjon IS alnon-i rrT?atl ng en{)l li ehf
3o1zmzlgoobl¢ust retive bwt7 non-Timting exgnples thereofgs
-pnel ude a - -m-neral—oil veaget nd-a rlefornmed
301%7%%#1@0[% oi| of knidMP corrpoil tion3"RBe spec| fic H1P-O
3o1mn3¢11n;t1| ng| exanpl @s; of the oIl cang he selecied from

group copsisting of peanyt oil sesane seed oil.

30123%%95@% o I, and V' medi um|chai n (€8 to 2) 06

301372 S YCRET de5 (€. 0. 23 B gl'yol [NeutTag dhTs 810, 812550 g
818 829 84 etc. . _availablle fromHuls Anerjca

3012Y AEEP7-Orifpi cal emul & Piers enpl oyed3&ah be sel ect ed60.0
30127@06‘@{({1 70T Opp CONSIZSE 1Ny of [Sor bi t gy Aronostear ate; &g

pol ysorbate.| Preferably, thelenulsifiers are jnonioni¢.
3012MRe’AYDEi fi ers can7h@ enpl oyed in Q@BO@nDunt of 1. 4900@

o ' Ht“Uf“F%? onposition, preferabty;
301tg 5(%0 (\% wei ght of 1t 'eobcormositi on.ﬂwg hydr ophob|1f,Zgoo
301%@%050F6the errul si @ can be |in an ahbunt of 15 to 26%

'y of —the—co DI + o and—preferabl Y 18—
30122)#2%7%1/1 '\AI\%I ght of thé conposi tji on. EX%@E’(EE 7: HBmul si %?19 (A
3O1mem@ﬂJEe sim | ar t068hat of |Exanpl 87601 s used to 4250

nradiueco t hi ol aAanaal ci Aavina ltha fall maann
IIIO Cllulol IIu.VI Ily TTTC T Tty
301%73;%%E¢F? on. EXAI\/PLZEQ & O ntrent ﬁpggedure si mi 1135§00.0
301372-1bat-Fof Exanple kgs used|to pr ootwc@ thi's [sol utiapo
havi-ng-t-hefollowng conposi-ti-onEXAMPLE 9 : QO ntnent

301¥2p7r'1‘@e'aure simlar &8 that df ExamgP&01 is used t/990.0

3012p2-gepee ohi s| sol ut1 @rg havi ng [The Tabkbew ng 473.0
osition. | EXANMPLE 10: Tabliet The | ngr edients _shown
ConfrﬁlnE

N&2#)abl e bel ow &P2 bl enddd t ogethér in a |bl endet-5
such as a Fibbon bl ender. Orher types of bienders that
nown to people skilled in the art of powder

[0081] Tfrﬁ l%m'i@g affl%v plaielasted pisiied FRENGR@ntbedips to i GFransudie Fawere also

determindcPTaBleig)g press at conditions suitable for producing

pharmaceuti cal tabl ets. COWPARI SON OF SI DE EFFECTS OF

GLUCOCORTI COl DS AND PRESERAPIEBUOROQU NOLONES One of

The oy €aUent TWHIER], (] PniGH RD&E tNGF Ko (oM
erold dia es

glucocortiCcoid therapy 1S s
for REGNATRdesirabl e @oditipn i s0-6he st| mul ati 8¥6of
gtuc gesTs T theg A ver by tdgsinduction U|34|2nc
transcription of hepatic enzynmes 1nvolved in

gl uc&E&j‘!}@ﬁesi s and et Hool i 5m ofO 36 ee apnino acods
that Uuuu&u IIUI e ngldu uu 9) pIULCI

(cat szqf‘.‘ C action é]E?Jcocortl COI s). A key enz1)f7§re of
t he R&inm c net abol i798 in the |13&r is the tyriési ne

atm=h ase “FATS) |||3 acti-vi t‘y’ of—t-hi-s ez ye
ca%oﬁ lgﬁpg? ned phoﬂdﬁ%t ually1 rom cel | cuI7&$

of treated rat hepatonma ceIIs Thus, the

gl uconeogenesi s by a glucog£§t|00|d can be conpared to
that of a fluroquinolone di"scl osed herein by neasuring
the activity of this enzynme. For exanple, in one
procedure, the cells are treated for 24 hours with the
test substance (a flurqu|noIone or gl ucocorticoid),

I T T —— g w— .= o 1 — —— —




present invention for an inflamuatory condition may be
nmeasured directly and conpared. Yet another
waeizweo2as#bl e result of glucocorticoid therapy PGI/US2008/072561

i ncreased intraocular pressure ("IOP") in the subject.

|OP of simlarly matched subjects treated with
Examplegl. Uobibitiari efdV@F Hiadiagftb Resgpions Mdaehbé ant e@7pihEsent

' AT ; di, t ™
[0082] Tc%: L&%pﬁtﬁ& g%_@kub\ﬁl[apt‘i’oo%%% ?éc%%é%g%ﬁ% %F%a"?};{&&s[ %ég %%g Jén lgaanlglACORE
3000 instiumenht Reeprkzinant bemndels%hf:bedd huma g7 3-bF e guiteigs wiete amine-coupled
to a CM5\%,|$| to %%eﬂ?@/cﬁ%‘b@&t%o@y édb%SF@U S‘gl'ulnlaﬁqtl%lg 1tOhrﬁ\/I & 55 Elblgbvas bound to

many equi val ent's fications, sub ut| ons,
the TrkA grag P& $tese tmgetbenine dexinim Rét for WGFHodingleple swrfvgefwa@rﬂ\en

regeneratteggng glgredrq}(ijte ZZ'SdT a%wﬁéﬁ%@ \A&ﬁ A%%g%? igﬁ{ejgﬂ%nsrbf the individual

antibodies pugnldie revebionwdiasy andthemolutica ws injgcted pyer thasegenerated chip

I t rak
surface to &éc}?rcngfrﬁree ?ﬂe r rgﬁm %?E&ﬂ&@@l%ﬁaﬁg 'f;lnc{b?é)g sﬁéwgﬁecbfemaentage free
NGF bourdits) B&A andinéb &1 thepuesgnte abardigasinol repeptprbopy eSkmmakimaaRU binding

ot raar SR S SIRUDH 03 R AL GE PSRN K e cov,

RN624, TrkfehFeigehpiDhF§ m@@m]nornw@u@esﬁeand Bh e erpatve hisdingtartied (gG1
TR ti gen-binding fragnents of

control (A{Y(Armn aﬂctaléﬁ)god& \évtgggp%gl fically bind human nerve

growth factor (I\IGF) and Ta#dedpeutic net hods of u5| ng

thoseantibodies—Statenment—of —Related—#A

Ner veARtiRREYh fact or | NG Binsling FekA-hFet neut’/«)BH@lpjm p75-hFc

0 beydpgBRe 11 €d, and its rol gghn the devel opmentygnd

survival of both perjpheral and central neurons has

bedH 2f&11D0¢tR0act eri zed. NGF hds been shdwn to be 4

CTab{ AL gy val and mai mtengggece factor [im the

devel opnent of peripheral synpathetic and enbryonic

seR@RAR-11#8-6hs and [of basal forebrain cHolinergi &

) neet—ar—(1994) Nature—368:7246=249;

T RTE IREC Tooa) coil 76 lo01 301 1) Nee . 2

upﬁé@lﬁa%%@ lé'b’(preSS| on of neurdfpepti des ijn sensorg3

e ngsay—et—at—(1989) Nature—334-362-364),—and
|t§b?c7t2|%/éi1y&|?s nmedi ated through two diffierent 1

nexmaawﬁom@ recepft ors, the Tr kA receptor and tlze

nt-or NCE fa

II oOUT U'JIII II I C\/C'Jl. T L\J\J\J\JJ NOY I te)
évgﬁgaﬁ_lw K%now al| fluid in 1Baatl ents suffering P om
rh:mjlmszmwﬂDhrl tis| and ot her4types of drthritis.e NGF

i mal m)del szof neur opdt hi ¢ and 2

chpom@-1afd-@ypmat ory| pai n. [0G34] Anti - antibogdges
' ' WD 01/78698 WD

ribed in - for exanple,
02PB5E 255054 2004/ 032870, US pat ent publji cations !
20001 DO lAEELFs 200470237124, and 2004/ 021 9144, BRI EF
SUMMARY.__CE_THE | NVEN IFleﬂﬂOR] Iln_a firsgt aspect , t he

i N8 A2f Priwi des ful |y human?anti bodied and 3

anghER- G aWENT fragments thergof that specificaty
_mDMMD_MLngKEhMMLLBE)JtF a K of about
5 pM2-1@¥sEhnd do not cross-82act with 62
ne Tlgs (NT=3)- tma preferred—entodiments—tte
an%mwtl ody or| fragnent ;Fhereof bi nds hunan 1NGF
wi 8012 2KIbIFD4. 0 pM or | ess. THese anti bcdi es ar e20

- i - i .lII Illgl Aarrriineu
hiq1 speci icizty and by the ablllty to neutrallzegNGF

act iVAT$C108 preferred enbodi ménts, the antibody 336

s—horan—NGF abcut 2-114—0—f-ol-d
hi ghgrsitiﬁiaggrat NGF and/ or nouse NGF. [0006] The 5

anti bodi es can be full-lengih (for exanple, an Igd or
| g4 anti body) or may conprise only an anti gen-bi ndi ng
portion (for exanple, a Fab, F(ab')2 or scFv
fragnent), and nay be nodified to effect

functl onal | ty, e.g., to eI im nate reS| dual ef fector

L, . R L . 1 Y Y




[0009] In specific enbodinents, the antibody or
fragnment thereof conprises a HCVR and LCVR ( HCVR/ LCVR)

WG 2moersse pair sel ected fromthe group of SEQ POX/US2008/072561
NG 4/ 12, 20/28, 36/44, 52/60, 68/ 76, 84/92, 100/ 102,

104/1 06, 108/1 10, 112/1 14, 116/124, 132/134,

15

20
[

136X/A382A1(4—@Bl48

41 1092 200/.2

6/ 158,

[ 206

160/1168,

176/ 178,

2241 226

180/51382,

228/ 230,

19
] 2Ca) 238: 24

232/

2007

0/ 248,

(A4 A ) Rpy =g= =a S 1

T O

264/

28
33

280/ Z:QQGNZ?%/ 286,

vvvvv 332/ 334

8/ 296,
1344,

3044 306

352/ 354,

312/ 320,
360/ 368,

376/3?%3N 460/ 382, 38

4/ 392,

4009402,

420/ 22,

A7 AT B NAADT 448, 45

b/ 458,

2604467,

4807482,

_528/530
he HCVR/ 13CVR
02 or 844%7;
0] In a

ant i body 1&r

_ABWIRDR, 508/ 510, 512/
and W& |n a preferred enbodi ment, t
pai T gREGRAE of SEQ TD NO 108/ Ig10, 100/ T
more preferably, SEFQID NGO 108/ 1 10. [00

s‘é@ﬁ'@ﬁ”@@;@b‘@z“k he ijnvention f®tures an
anéérgl%mg‘@mq:‘ f rag rit—of an1 AT UO(Jy onpr TSI IIE‘]?
D

heavy chain (HODR3) domain selected [from SEQ
NOCentol (p7BehFd 2, 58 74, 90, 122, 146, 166, 190, &4,

246 43188342366 256 410 430446
al géx)onﬁdﬂ'a ] ] ] ] 9
470.° 518, or

0,
| ar sequence
t hereof having at |east 90%

a substantially sim
at |l east 95% at | east

[0083] TH 8a/t9nf?y ?ﬁi% f%ﬁn{%gggggégcgwﬂfggq Va7 4 %gc,‘@{sgg%’emm and

REGN47B&nd&2ntr@&ntlmﬁﬂ RN&G4 to blekbk hLétan N2 hbindb, to EU&anm and p75
receptors%@ al uanﬁtaﬂﬁ@ %%aﬁ]év%g r\mtégé uefP%Amo 47a8r1d¥v60f Zl%lgw hl& V\grpch the
presenceIOéﬁ}Btar@B@dy with & Gaext ccﬁﬁ%traitonloébiﬁF i986tubon ptevertas NCFRROmM binding

to TrkA-h %S%R%%%d <tn¥ Ia SrA %ﬁ@tep élgéggh?%uﬁg%ggé gﬁg&b@ttng Fssay was a

recombmamtdarcicé@ prdldL[b@d and. olidd tA8Buraan TAK38h Faoan delts- Iaﬁn:ipré%s were
dimeric ft{gﬁ%ﬁq&g‘:ﬁ]‘s% 955&% o‘?’ﬁ’% %}Ra%@u?aqtd%@%mgo‘f trLe re% 14ct|v% receptors fused in-
line with tha £t Ipodipn of hdmag gt  Bibin-eoelefl lNGFhmmtemmam ﬂmdr@naentratxon of 50

oM was tiﬁ%@é?(mt%g{%hg%s’c%i?r(t%%ééa’nﬁ%@i fﬂ){rig.léep% 50?1 fi' @Wn%%@’ti!)r?for one hour

at room teMPeraR6s, TIROOMOBL 4 UBBBIND 362 bidBBEYG R 0Bthe 42I6fiont hikturd§ Gas then

quantified?lﬁg?agggﬂﬂg%ed'glo% {\I%I eas? h%gb*l’r@( l%cidég%bg—rg&? %g%gﬁgngg P‘uter plates,

followed lgySdstentioniof ble%bcgm%bmwetwd\l@ﬂwrth iStreptaaidireHRY. Spacifically, the

v R Ty 0O S B 853 oo

solution irBRBS baffér, o@ﬁﬂght@sS"C £0wed 2y, blofbkm,g the BlatedAfAthalih 8%FRFA prior to use.

Tomeasifs AR Bk B SAASEE P8l K DB Bgape ver

transferresidq U@rreeeptoiemaltetcyplams ffolighved o ammuCIBRlbétlo@BRil@ondta‘n‘fmelf‘eture. The

30, ¢« 8 9
pate-bou§E B THeL NP W5 Taelsier iy Dy 55 arkite Soned W
colorlmetMWBé‘aﬁ&ﬂstrm&(Bndmm #H98cordad BRA2depmndancidfsha oD, yalues on

e SR RSG5 ol R b B ke

response amaiehprovighd by P&ISMEORRaph EBRX)A)A dimeipnedietbe 6T dallie omich is defined

as the ar@%@y cgggo ’crﬁ% re@BtSéGS E?zbj K35%8/° Ofgtgﬁ biln%g@ o]fgﬁé),l\/}gf@%r,\y}a?{g%’NGF to the

receptor ecbatd [B&6s aves Us2d,as@n iadisaiblsdsfam patehgy «fitine b@tibose utking NGF

o t h tleast 95% at | east :
sincing gk ERFS BPIH AL LS s Fraiey Sorh eaprsferrspains
hTrkA-hFeabd dprehfts. Qdm@ohraamf %N@Qéﬂ.l ght chai n CDR sequences

SEQ I D NO 86, 88, 90, 94, 96 and 98; 210, 212, 214,
218, 220 and 222; 406, 408, 5410, 414, 416 and 418;
442, 444, 446, 450 452 and"454; and 426, 428, 430,
434, 436 and 438; even nore preferably, the CDR
sequences are SEQ I D NO 86, 88, 90, 94, 96 and 98.
[0012] In athird aspect the |nvent|on prOV|des

........ NI N~ a2 " o o



| east 98% or at |east 99% honol ogy thereof; and a
LCDR3 domai n encoded by a nucl eoti desequence sel ect ed

WO ewa0SE® | D NO 17, 33, 49, 65, 8 1, 97, 129, prdBBs2008/072561
173, 197, 221, 253, 277, 301, 325, 349, 373, 397, 417,
437, 453, 477, 501 and 525, or a substantially
i dentical sequence havi ngTallelgeast 90% at | east 95%

at—l-east 089% —or—at l east—9994 honol o) thereof ln-a
preferred enbodi TakAthFd B ckitigR8 A pit) L(Wsmaeeﬁlg IC50 (PM)
are—encotdet—by—SEQ+DB-NC-89—and—9+—+respeetively-

[RBEBR72n a further enbodizrent, the antibody or 12

Tl%@% thereof further mprises, a HCDRI—domait

e by a nucleotide sequence selegted from SE

Ne:BN4Zs5 1, 37, 53, 69, 8520117, 141 , |161, 185, 2@9
44éGN 265,289,313, 337, 361,385,405, 425; 441
48 SN48%9 and 513, or a su@%tantlally iidenti cal

S havi ng at | east % at [east 95% at
9@@?ﬁ2§7€at | east 99% hono éggv t hereof; a HCDR? dgﬁa

céefepdagsday a nucl eoti de segjuence sel egted from SE@ I D
NO 7,23, 39, 55, 71, 87, 119, 1437 163, 187, 2 I T,
243, 267, 291 , 315, 339, 363, 387, 407, 427, 443,

Example £ AnhipgioraeigNE-318jndingrtoResqptaradrka, TykB-oErG-@ad p75-hFc

[0084] Tr%eﬂh@ﬂ& 8f SN rhﬁ@% m%]a(ﬁ TﬁJA 'ﬁﬁ?t T%&%an@twgmtsurfaces

% or at |east 99% honol o her eo
respectiveii b RPRRe St EDBOM Qjé?%@\ﬁ%v&w RAIG26) arist AASTIONG (GFE Faptro), was
also testeUO F’ilcf?’nza%wgpr ﬁc (53010 RY hg%%g gé@gg%(é@g&%&@?&é% 4Tz[gé¥1Fc (9100 RU)
and humafe) S-aFGA 78RR Rep pere @ﬁvaéenﬁla BeRied T ING QRRM EMSeahip surfaces by
amine- co§&ﬂx@eﬂi‘&%dhﬁev' Teer} nMRARLMEIRN KoT- Zﬂvag d \ﬁlﬁw/SOOaﬁWroi (IgG1

or at | east 99% honol oFlg t her eof ;

control A%%%IN@) SReGHAd5 ;3NG4 h ETkadificd érkBelifire At -BS ecr7dchRainsplution. The
binding W@@Qe'v@s'%tl&ubgteli at fgom @?mpe?&urqu'reéc% quilh%n%m (a-gou%1 'hr) and then

was '”JeCWQSWeW@i abo)ﬂf@!@kM@ A_H‘@ *5'?33 T" ‘@r‘hﬁc Q'beéf%hfq? awrf%rces The level of
human NT-@%dn&f'n SRALYSRBR WAVIhBEL Ay TREDindHY RU Ron tsa%% mixture was

98% or at |east 99% honol ogy thereo
normalizedraseidingdo drhBHiviatistirom the neagtiiecptrersamig ﬁ@nt20trmsheman NT-3
with 500 WWNS&W@P%‘B’ b{reg&ﬁgﬂ ag% %lﬁ&%%‘ ?J‘aflﬁssuﬁggé%d@gglgééésﬁgdl@% showed
almost n%ﬂ@ﬁ‘af@@%wtgé@ 3 Bfnﬁimggethegsc%m@rsgwhﬂe[ mexemalnwgéammsmowed
significanBSiB&&Grg oft NTE:3IHERTY to Qe fRBbtBFSS an isol ated antibody or
anti gen-bi ndi ng fragnent of an antibody that
specifical ly binds human &t 9conprising a HCDR3 and a
CCDR3 A inm the H s i
sequone B D e o S Te o AGAINFE TRGEREL | p75-hFc
X7 - 19681 Coxgol- X10 - (X1 1100 X12| - XP8 - X14 10015 |- 100
X6 RGoz X8 (SEQTD NG 537) T wherger Xt —sgAta ot 19
Ser, X2 1s Thr or Lys, X3 is GQu or lie, [X4 is Phe or
Ay, REGN#A7Gal or GI), X690 s Val or99r p, | X7 1& Val| or103

Phe—X81 hr—or—Gy;—X9 —ot—LysX10—s—Phe—ot
Leu, Q‘T_k’iﬁfé Asp or_Phe, %LZ S Asn50r Ser , 3108 Se|7
or abseki- hF¢<14 |s Tyr or &bsent| X1® is Gy ar absent,

Aclh—aAr aAhocn -\I and Y19 1 o

NAZ o
/\J.U Iﬁ- UI CUJDCIIL, XX ST WU anSet ) U7X 01
I . . .
Val or ‘é\%be and the L conpr i Jes an amqw agid 0
sequenezs- bFFcthe formila X14- X2/ - X3 - X4 - Xb - X6 - 4
\Vaw4 \(Q YQ /CE('\ | NDINOEANY vhioarorn X1 i e G al XE ! S

7XT VA\"J NI\ DmTNOT I oY) vurT T T /XL

Gn, X3is Tyr, X4 is Asn, X5 is Arg or Asn, X6 is Tyr
Example @t NBiuraliXatiors oPNGF Bi8loigical Betivity i Witroand X9 is Thr.

0 n re.specif| odi nent, the antibody o
[0085] T, ag’é]&ﬂfj'“?ﬁ@?’r@ @SJP@#@W@%W%\@G@% A SeigaiRaieced el
growth actitigy s dautied ok usin§ME8K3elts siebly traffsfectetbwith X plasmitBerdcdB8Rg human
I D NG 535), wherein X1 is y, X2 is Phe, X3 is Thr or
Asn, X4 is Phe or Leu, X5 i“S Thr or Asp, X6 is Asp or
Gu, X7 is Tyr or Leu, and X8 is Ser or Ala; a HCDR2
sequence of the fornula X1 - X2 - X3 - X4 - X5 - X6 -
X7 - X8 (SEQID I\I0536) vvhereln Xl islie or Phe, X2

N o - ~n N \7Zr—



anti body or antibody fragnent of the invention binds
human NGF with a KD of about 0.5 pMor less. In
wee@berased enbodi ments, the antibody or fragnmePtT/US2008/072561
t hereof binds human NGF about 1.5-fold, 2- fold,
3-fold, 4-fold, 5-fold, 6-fold, 7-fold, 8-fold, 9-fold
TrkA recemtorl@rléfw (ﬂhdﬁﬁrg’méectaf c[:'ellalv\te trh@mrz@i ad‘cﬂésmnaé:cbattapproxrmately 2.5

x 10° cell%p? rf’r% %p%t F g§0§C%§ p%l %fegl"r)’ndg %b%eiér_s} o% %Jlthr?e ‘ﬁer TTihe purified

antibody proteires WEE. seh@lomfpteldnn defiregfreedied pstbtiverBsh and hdded to the plated

] ; t of, | if
co at RN DA e AR Bt SHEREC B0 Ryl BDBREFE! 1o o
concentratioo ©EBY3 pidl a"thedesm@rns@t/vraemeaaur@d(am; Byubafihgshe detis dor 3 days at 37°C

ina humr@ﬁ?é 54, r@g”t EE%?& y g(s&r ala \gth \I?J rhgérsté% ;i}h g‘?{'(SS kait (Rojindo) and

ODusonm récarddvlintre cu«aéndéncy omtrmmlgnalsi esthe donéeridiatisnsofredtibgdyofas analyzed
and ICso J\Aﬁ%st@?&?e%er%%sr oTEéﬁfﬁnﬁ‘%Pr P75, and does not
Cross-react Wt 3, as neasured by surface
[0086] The atxlity nf N&E @ntipaskes tNPIBKMNGIy sigaalngin7Ecald Trigh escieptosureitliated
¥ . | | I r
sty wBEUSH 60,831 1 0853535 eld Al IBL i HBS 8y B B v
receptorSfanagwmuslyt(ldec_ﬁaIelsaetrai.t1 99Bds Menmacienss 131 NB7B7H736). dBriedly, PC12
(e .
cells weréJQtSB(I? % ?rgct% m{}ﬁr%@eg&% %ﬂ[ﬁ@g @ﬁ\ggané@%é}gsepogég en {nent (SRE)
linked to & h@xf@reaegemerne tednsfevbadnaells mpprerealispesidad ehanm@(nﬁélely 2.5x10°
cells per W% plgtf d%\?\dﬁg%%ﬂcglﬁsﬁpe‘??}fgag§ @? wf\%e'u'%%@%?ﬁﬁce plate in Opti-MEM media
overnight2 3 griffgirantivivly protedtewereserialiyotjietedus meTildn HdBilanus 0.1% BSA)
g 0
and addeg 2@% rﬁtlaﬁg ﬁ%‘% é;r c\%ﬁ%ﬁnﬁétr&%&éﬁ&ﬁ@ frgfﬁgf t%;ﬁfroo Eﬁiuﬁn\g\aﬁ NGF was added
to the wellgetnex fintal mﬂceﬁtratmmmﬁﬁaﬁml\d; pmlfnra(swacsmy V@rmremr@i aftar greubating
the cells f@?@ ﬂglrsl}f%z{bc‘ ﬁ‘r' a%ﬁﬁﬁéhé&? 52p§%mr?cg§§ror I ? GLOVVTM juciferase
st a beneficra oahlc

assay Syqtemzl?l]omme) i rﬁsemluwend@tmms@egsmﬂm@%bam |ahndcre;ecsrted in Table
10, colunﬂaé"d?;gtrat mgr_fme% gl ycosylation pattern. In sone

['I'cati ons ification to renove undesirable

gI ycosyl ation si t es may BablesHt ul, or an ant i body

lrackinyg | uc noiet esent—onmt rgosaccharide
f 6F

hai n, ‘Q? Ie to |nMP§g§85°a(HWbocv 8 p& ke M)
el | uB@r‘rZﬁZthﬁ?e&ﬂblty (ADCC) burggtl on (see sm ¢ld et
o { COATT BN GF Chai act boyl at alban bomde. | hok der
0 mmﬂwzomemnt dependegb qggtotoxiicity (£5%g -

> OO
>k

I
t

[\J\JL\J 7 8/\ 1 uop\,\,t, l. II\: I IIV\:IItI UI F ng lll' OC ﬁ
(onpogﬁ)ﬁg 1 J|l 1sing a rec®®fnant hdman arﬁ@Qﬁody or
frangE?mﬂzV:heFez}Dﬂ hat specrfrgqﬁby bi nds NG- and an

ccentahle carri ar a9 ralat nennr‘f t hn | n\lnnfl on

eat ur?@gé? EG%&H tion that f8.18conbi nati on ®¥1%n NG
i nhi bdor72a8M peasEcond ther apguigsC agent. Tn o

f
i
gr;;b_g_dJ_agsz_I_hg NGE-inhibitor “is"an ant/i body nét?g
fir agnet 2€4éFébA3 1 n a pref ef8.660 embodinent, @&
i

>econ§o mrgmm@m: agent s afy.sui tapfje ther tic

agent s advant ageously r“nr%r ned with an”
il nhi b|396?72 PEO2H’ In a seventos.cadpect , |t he i ro@sTt i on

freat urgs, PRV AgEE7f or i bt $ggﬁuman NGFactivity

sing the anti-NGE antj body b ti gen-bi ndi ng portion
f  t h04AT3-B6Rs-GIf t hel i nvent 0086 The di sor dero:{g eat ed

q
ch d”y30“]2"7’f6)E§5 ﬁb u.mdr tTon l”gﬁﬁl S npr;\rlrg\r.;aq 018
|

amel i or af ed, bited or pre¥eifed by
i nhi b|30|1®712-<3F1‘r—éduct| o|n of N@:42E80t ivity. I\/bre)o71

E)IJCL.I I I Laal I Yy, l IIC I IIVCIIlI on IJI (SAVA| UCD & IICL hUd UI

treating an NG--nediated copdition or disease such as
i nfl ammat ory pain, post-operative incision pain,

conpl ex regi onal pain syndrome, primary or netastatic
bone cancer pain, neuropathic pain, fracture pain,
osteoporotl c fracture pal n, pal n resultl ng from burn

e o s e




[0028] Before the present nmethods are described, it is

to be understood that this invention is not limted to
weanovozaskar net hods, and experinental conditi oPGI/US2008/072561

descri bed, as such nethods and conditions may vary. It

is also to be understood that the term nol ogy used
her ei r301§72-<75609hfel pur pose of ggseri bing particul ar

mhetieatssan and—ts—not—intended—tio—be I;HIL;Hg
i nce j}bﬁgﬁ’g%g)&éf t he| preseff-i8ventian will be
i m t esd1ank-yGy-Ashe appended $od nms. [ 002

And _celi

fan)

—m

CUf I T u.l I C C\Jhlll \Ju! u.nul U T \vJ CTTTTOD
used Hp1g?%7h%z)4th same neah®iy as cdmonly -
nder sooxe-fyooe2 of or di nar y [T infthe ar§ 1§90

(0]
hi-ch—t-hi-s—i-pvention-b Innnc ‘ALt hough
e

rat eri al YAG2@-ar or gui val #%0000 t hose descri-bed

lerei n qmgl@qoLgsed |n t he praq:lobge or tlesting of the

[ENPN o "R H o
reseft Yventtomn,; the p|C|C||cu rethods—and—raterial-s

\r e novV'%ﬂe% Pbe?d Def n|t| oftd P@OSO] The ternm™ human
lerve gnoArtisFbeact or " of NGF50(ms used |herein, -refers

0 Numan { ng the nuct cidsgquence; SapwT i
SEQ Irre Y&“%rﬁﬂ)hp am no ar?91§§qupnrp of Qﬁ%ﬁ#
NO. 2, or a biologically active fragnent thereof.

[0087] Trief)é)aﬁtll o%r é@eét@dr UrifRB ah PR antﬂ)%dié%eﬂEﬁﬁM?Q fREeﬁ474 and REGN475,
intended to refer to |nnuno | obul |n nDIecu es

and contreyRfiPiRNER4de PloskiNGIotigRipe ﬁfHéU@h&T%@d 16 reeapiey-noegiated activity in
aPC12 céiﬂﬁﬂen\ﬁaélﬁlgo WRubted With Mﬁ) Iuﬁlméibsaés'é? @és&%@@%%\?éjﬂ@%le 11).
di sul fi de bonds. Each eav chain is conprised of a
heavy chain variabl e regi'é®'§ 4bbrevi ated herein as
HCVR or VHh@B84a heavyjchain consi@N|p Megl on. The
heavyy chain consiant region is rnrrnrlsed of three
domsi ns, CREGN4ZR2 and CH3. Each ligHtSchain is
conprised REGN474 It chgi mvariabte gegron
(abhrevi ate here| nas CVRor VL) and a light chain
const ant r8§iG®H75The li ght chain con$t@nt region is
conpgrise med T Ce—The—ViH—gng—VvVE—r-egtons—can
be furthg?msolhg':l vided inhto regions o?wJ
hypervariability, termed conplenentarity determ ning
% S hat,. ar re .
[0088] TP( %Ilﬂ?%féﬁ F angﬁcf aﬁgﬁﬁ5ﬁé$%0ﬁ§r%k%%_o&y&%cmg@‘gﬁcflgnalmg
through pVE ang Tmmmsmm—afedtatﬂfde@tx@% RO1® dedline kias evaluatad géitt the luciferase

assay de%c%ﬁ%?%%%\ge?;ﬁogig?g rﬂ)&%ﬁ@%?%%@%% wﬁ&%eults showed that
the contr@ReAb ROIG22plotkesl NESmidrating gimabil G iohgbquor 04.6mM, afhilaREGN475 did
not affec’tq\ﬁt 5%@?%“&; na?r {H%' rrﬁg{]%p%ﬂ%n@%@dﬁ@%ggre '(')?ntnl)?gdy

[0089] Furﬂ“@graeblbassef/ eS| damelo;h@dyi detertminecthaiahilityhod aatiiNGR gntibodies,
REGN47§§§% inSl\.{?gﬁ‘l ¥]hB rggﬁg\ﬁaﬁ egjggrt]e 8él| Ka?f tIOF{\E%F c}urgh Ttrkg r/{7Sviz‘ro. An
engineeremIHElﬁaQ{ycemeetﬁepmmﬁ@ ] rl@wbg'trémsigcrtedIWHh afSRE-luciferase reporter
plasmid. fl\f’H é d \?egqa{]fe\?é%e'hé%ﬁ%ﬁlo%% h%;'ﬁ ésag Q‘g %gh{l)( 'E(;ért%h‘?ﬂé and RN624
to block N)Tf—3 argnalmg thaagh iTnidd edeptor- )nedlamadtwaglnﬂms englneered cell line was

evaluate@l %%ﬁ%g%e%@%%@?&% rfeflr%gH@méfthgell\(lhB was se%eqagr% 96-well

plates at 1 x&@jnetis/web irpsarsmiiggetraediFabd frtcalgatembserhlghkadwbty &% CO,.

£

REGN47$“ra§% Eé\fﬁ?g gg%gnggﬁtlr% ém%?%gﬂg% 611 %pl%_ﬂZé gl\/f \Rler% prem%baged with 15
pPM NT-3 foy 1fhoaig eechthecvintirs was gdadd totike WIsaerieVbllsjwmltn@ infulzated at 37°C,
0 ar [ :
5t C0. ) 8 58 o e B a8l VAR Yoo R B TENG AR o
BRIGHT GHOWGfePromegadl The Jesalh shawddathetiRb62p Inbibied ATt 3-mediated luciferase

deternmning region (CDR). HRythernore, although the

two domains of the Fv fragnent, VL and VH, are coded

for by separate genes, they can be joined, using

reconbi nant net hods, by a synthetic |inker that

enabl es themto be rrade as a SI ngl e prote| n cha| n |n

N M

At S O o5 C




vari abl e and constant regi ons derived from human
germ i ne i nmunogl obul i n sequences. The human
w@mnioplzssees of the invention may include anm noPGEEUS2008/072561
resi dues not encoded by human gerniine i nmmunogl obulin
sequences (e.g., nutations introduced by random or
activity wigh arlpett fl6@&20Qinblge tespresensevd§ arcongantmpnsenitatioe of 15 pM NGF,
[ MO N ' . and in
whereas BE o N o e el Rt by
as used herein, is not intended to include antibodies

Example 1 1'6 \'f‘{]&u‘fﬂh%rﬁ&q@@pﬁélo flal X@gww pvivge germine of

I an speci €s, as a nouse, have been
[0090] C@mafetteﬂresmd@ Adivaant mmmﬂ@fsefdﬁmm&w[mosﬂo Jeterrvige ihanti-NGF
antibodies E@lgé’g%g{?@ggm ?@@rgﬂ%ﬁeﬁﬁﬁéﬁg”n%#%@& E@ﬁ%@tod%l?%omplete Freund's
adjuvant @@pmdnje@g@smmeogsiem edlingr the doldapaydofiy57BL/6 male mice, causing
thermal @E&Q@Eﬁg%.cmaé‘%eé%tl WBhg U HQ@%a@é? ecéﬁr(?éﬁgsdetlﬁ?'(ﬂé’w Pain

i nant expression veéctor transtected
130:267-2$3t Ceelrel niiekeseivbe thef vahidheet. ebéch&anlyamfheb@cnheetlng the mice to the
Hargreavé?%lpg %ﬂrsf(ﬁ@?glfsfée eg?rflg%reé%n?%rt oL 9%&9 dr%r dgwg?@ days, they were
tested in thedApgamtl sfwithnarsactivg ||rﬁgr|\srty éething ofy1 ?%ugegut—pﬁatna Q§ 25 sec was used to

avoid tissbé@?@gsg' ﬁ%{éych ng'f%)@ %@%&m@%@%@%‘c angagjgﬁ%\@‘zgﬁgggdggsiio min per day

and the magtandai¢neswps @mfeuan%y@pﬁ edfsgptayninge basaineireasling iodhdy
Hargreavéé%pﬁ ﬁ{)b{é‘é?‘&ﬁr-rﬁ@%nhﬁ‘a/o‘?ésv%§1§ﬁ L 5”@6 %@ and 301272-7G09-

ul 1 n gene sequences to O
E4 (REGNZEH, a@twmamwﬁﬁ aavhqotydBN§§4)re§\ﬁapwr\Iiea¢bh‘eoIawelre injected s.c.

at 10 mg/Ré’BrSﬁ@ /l{geg'hpﬂﬁorqg Hﬁé’c%qg Lr:09 S81RR SN gﬁ%%/zo ul) into the

ulin sequences In certain enb
mtraplantn@m@ éaw Ihe hargsedres| igativasicnaated daiyotlipto 4days after CFA injection
and % deéré*alss%n%é pgérérnam rézN WhAYEOBSeR ey encuu\’g&nraaalesarﬂ IR 13, mean %

ransgenlc g seqguences 1s use
change +syi) iAcsiemiticaié Aexpase 1anobrﬁn0§yneh@g@rﬁ wes abwv%fquence@ one of the

days exafinehif& e %ﬂ%e\%trfﬁcﬁ%ﬁf&teef cérﬂ&aré@&r%@n&rg Fceémét b e%ﬁ/ehrcle

are sequences t derived rel ate
only (p<0RQA0erhbienas\ne stadstival cgféarammweeragherheﬁtedwamtmodlelswnd the

control arﬁr’ébé} '\”‘ébtl@'l? ﬁ—b%%ﬁgﬁ;@t&g} 89%%&%‘3 'fe?o@@%cvefrﬁle' R=s5;

vivo. [ 0036 as used herel
control RING24: wEentiematke; padh &EQN)?@nna%tl body that is
substantially free of otRgf 2 ibodies having
different antigenic speci f| CITI es (e.g., an isolated

Time afiter Gy f NGF t ant
' mh%hngl@ec' bSﬁ{rbV |F|§i‘§al iy Ei rr]\gz%gs Nt paldNe70

injeetiqn of odi es| t hat so nt i gens
Bagelner t han (Nr;po An i sob.ate@0ant i bodyO(ﬁh@tO 0.0+0.0
cifical | ot SNGF howeve . 45: -
C :lss- r edct ?vft Q/gt 0 ot hgegrggr?tgquens, s6§c NGF 55.8£9.2

Drayl2ecul es 46r7@m 2111 her sp’ﬁb@ e:ﬁ 2 Mor eoven 7 faa 5| sol aBe<6+ 9.9
T uuuy st-an 1 free—o AL eH4 f
D(r?"ﬁ%{t'“%lerl al ﬁéﬁ en ca?d ? [6),0"?)37] 2%3 ﬁa?l’r Zi nag? 5.6

anti body", as used herein (or an antl body t hat
neutral i zes NGFact|V|tyJ) | 5 intended to refer to an
anti body whose bi nding t &4 esults in inhibition of

Time bftér 6FRI dgi cal actiivity of NG Thi s REENIet | 0N REGNBE9
injat@bRyi cal YRFlgi ty GoNKei- (RGP e asSeHORY bY | 25 mgrkg

TN )‘f““l"ﬁ I ugi €
Béa%ﬁri?vi ty, sucﬁld NGF- | En'gu‘cieds cel llul ar ﬁgtcrvar :Q 380
INGF! bi ndi|n@g216at N_GEF recﬁﬂt’om.g.ﬂ'hese iﬂéiSc:aﬂ ors of- 8N@'¢ 2.2

1V, Uul vAal Ul L y oal CoSC \WAN] Ilul
[gaé/v%r al st’gﬁngr%l% in vi 13i3 :ﬁ?n vi sjs‘agg 1ovvr§ +5'2
the art (see exanpl es bel ow). [0038] A "CDR' or

conpl ementarity determ ningg egion is a region of
hypervariability i nterspersed with regi ons that are
nore conserved, termed "framework regions”. A group of
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preferably when the dissociation constant is |ess than
or equal to 10 10 M [0043] The term "substanti al

WO d@po2Isyd or “"substantially identical,” when PEF/ES20081¢72561
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horml ogous poI ypept| des from d| ffer ent speC| es of




in the ability of an antibody to fix conpl enent and

nmedi ate cel | -dependent cytotoxicity. Thus, the isotype
wo@Rooas23mt i body nay be sel ected on the basis oPCTHg20h&072561

it is desirable for the antibody to nediate

cytotoxicity. [0048] Human imunogl obulins can exi st
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von Frey Bsetl i B HRE LECUREF T hITSPo0%H 8RBT Sibt Tegasult rom the

Hargreaves ¢dsy PRbld $6)dhewkd thadtHe REG Nh?ﬂhmt&ﬁbdy reatpigntl Ridub al significant

evrsl B RS T S DD 8 P S5h P

baseline Wiendtiopgerve® i tae RN624 heatedradnott @Eﬁhld@l Wwereh®ahaved S|m|larly to the 1gG

control tre(sai QEL@?H&HV g eﬁgﬁ@g W&% ?ﬁfsgée) @g?ﬁqt&% ;)t Bcrﬂt anti-

NGF antibenes| cfautse’cpstﬁrﬁlad ryeh@‘bﬂ efecashits iangdyaidpresnoh 9@5) NigGgeontrol =

AVASTING. 85 S1teo 7 NG GerRe.ene. RERDE > GE B CHET eg on

whi ch may be desirable, flableetganpl e, in production, to

i nhr ove—t Ina _‘)'“ el r~| n'F t ha r~|:30| rarl gnf| hnr{\l f oM r00501
TlmeNﬁtGr botitNﬁ;F b‘kaltnimmtl nventnghCal’lfeolpr ef er ablRN623 epar edREGN475
W Th g88jdse of  VELQCT MENELTgd t eciinol ggy. o & 00 £00
transgeni c mouse in which the endogenous
i m*run@@vdbul in heavy and-6Bidgh® Chai n var4-aBl43 regi ofdb6+54
are reghaced Wt the CORpgSpargimyg un_@éﬁgagé abi e 593196
regions Is challenged with the anti gen Lnterest,
and | )ﬂ@ﬁ‘rﬁatl c cells (sucﬁ7@siB el |l s) a#QaSI:te&;Q)ver ed37.0+15.0
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desirabl e characteristics, including affinit
selectivity, epitope, etc 'Iihe nouse const ant regi ons
are replaced with a desi rec’is human constant region to
generate the fully human anti body of the invention,
for exanple wild-type or nodified 1g@ or 1g&4 (for
exanpl e, SEQ I D I\IO 541 , 542 or 543) V\hi l e the
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i dentical antibodies, such that characterization can
be focused on genetically distinct antibodies. Wen
W@ppbozss4d o hybri doma screeni ng, MAP may faci | PAEUS2008/072561
identification of rare hybridoma clones that produce
mAbs having the desired characteristics. MAP may be
NT-3 levalssisem iices tieated hgh &NG24N@Ram misichdrii regmb Tablee! 8) nb@rmd @pignificant
Q gr f epi
increase {1%&%&1 rﬁlggt Q%Efrhgwg% ?@ﬁ@d“ﬁt’\h%ﬁt Igoélfigﬁgzg no?d%t%@t%% =ND, n=7)
or IgG cohtmhthVAEThN@xKElD meipcl onal anti body conj ugat ed to a
t herapeutic noiety ("i gf:om ugate"), such as a
cyt ot oXxi n, a chenot herapeu c drug, an
munosupprgaggnt or a radi oi sot opeg %m-%m n agents
clude any agent that is detrinental to cells
Exanpl es o@"@f‘rt abl e cytptoxin agent’y2antil4
chenotthert agents—for—forning—i q oconjugates
are known 1n the art, see for exanple, QO
0p/ 103081QJGB|celptem| fics [0057] The ant i §Ddi es of the
present—tnventton—ray—be nonospectfe,—btrspeetfe—or
mul ti specific. Multispecific antibodies may be
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mventhF’ Re adni ni stration of thera %ch
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cheni €G! CRA¥RIngt on' s |Phar maceut i cal Sd¥lénces, Mack
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IMCT UGERNGg) eXanpl &, [POWUEr's, Past eS;ge0f 3§ Ments,
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ani oni E{)EGé\vgﬂg’al ni ng vesicles (such as NEI}’O:ECTI N(tm),

DNA cd)g@ugat\te@ anhydr ous absor pt| on paddes,

UI I =1 1I- Vle (S]] dllu Vle Cl 'I 1= UI I CIILII bl urlS, CIIUI DI oS

car bowax (pol yethylene glycols of various nol ecul ar

[0095] Aqwie glous jointsiain nyael dAgeduse naotiel sfgnint sh causedxyunjestion of
| N car I

monosodﬁn%ﬂﬁnr%teegwr% s@%%@f& th%%%kl%fvga?s LE %}32{)] tug haef%frlchaﬁ:y é’{ hg antibodies of

the inventRipXo trea DBt anthﬁtmapm San. Ee@cbtnmh~fr52 l\&Siset%tals (O[30 ui) were

. . e . I O |
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parametel Y RGBS b 1ol v T aRE0EE Hon et MRl Bl Tt Wino 705

with NG-, including inflamgtory pain, neuropathic

and/ or noci ceptive pain, hepatocellular carcinom,

breast cancer, liver cirrhosis, and the like, in an

adult patient, it is advantageous to intravenously

adm ni ster the ant| body of the present invention
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(1974). In yet another enbodi nent, a controlled
rel ease systemcan be placed in proximty of the

W@ 9posIsel on' s target, thus requiring only a fPERUSINS/072561
of the system c dose (see, e.g., Goodson, in Medical

Applications of Controlled Rel ease, supra, vol. 2
F6 (REGWS n15, §EGBD10 dRAGN26S; hﬂer'f) @@ﬁomfmihe@aﬂeﬁeaw@}@@én@ﬂ or

vehicle (naf)ew% %g?ﬁ%@%g 5'91? 8@ 4 e1v P Yo BNESY clystadR e ﬁfécﬁ&‘? €As shown

e I nj ectabl e ‘preparations
in Tables gRyn¢l B¢ the dest estitpslicseignificholly fedtieqstan drirt, pain, compared to the control

mice that fBRALBRER DY (kb BpHorous and intranuscul ar
I njections, dri usi o s, etc. These injectable
preparat| ons may be prepéﬁab'@%}y met hods publicly
- nmpte;—the T njectabte preparations y be
Time arE?rreﬁ r;%tafa , byehdclesol vi GontrelBpERd) ng REGN268 REGN263
angle Ew U|nn f[ ant|bgdy of..jit.s-salt-described abgve
iBAsgling er il e dqueoo(bs- MRdi um o9 AE %A 1y nmedt- @00 0.0 £0.0
C tionally used 1gr I h) eclzsss2As hegadue®Is -36.3 +3.8
medium f or |n|prt|nnc there are, for examle,
pHAi %l ogi cal |saffRet 3&n | sotdrit €188l ut i|orr9%cbhl Ai ni g8 +22.3
OIiiEose and orfep, guxyig ary agentSp (FT C-[, 13WiClE T8y 08 1 155
use n conbination with an appropriate |solubilizilng
d}gyt4 such as|an!’a® cotvd (e. 92_8’.3 atBahol ), 139 +16.5 9.0 £585
potyatcohot—(e g, propytene gtycof T pot yethytene
glycol), a nonionic surfactant [e.g., polysorbate 80,
HCO- 50 (pol yoxyet hyl ene (stlerﬁj‘l) adduct of
II UI Uaelldl BU gastor UI I )J et T AS lIIB LI I y IIb‘UI UTTI
Time aftéfMSUAr¥St@I%ol oy edenigled . , | SESAFE (RiNG245 Oy RGN RS /|  REGN263
anklednjecfianch may be used ih conbination With a
Kesdbhd 1 I ng agenfosueh as benzyk oxenzodt ey.o bemayl] 0.0 00
alcohol—etc.1The |n|nPt|wn t-hus prep d-i-s
prdvel abl y filll eB28n* A appr o'&rﬁr%é 8arrpcur4§57{-“6(?64] -53.9 £4.0
Adyz ageously, &h¢ pbar maceul{Gal 9@oMpPaSiigHRg 4 9T 353 +8.5
oral” or parentleral use described above gre prepared
i ¥ Yosage form18ntd4unit doseé B8Lted |t 0!%G+ 99 doskB5 £8.6

of the active ingredients. Such dosage forms Tm a unit
dose include, for exanple, tablets, pills, capsules,
[0096] Therﬁbéttist pfoarisar(tlah#% @neegdy tg uﬁrjlsw% established paindn thErreutmeRHiModel was

further stLFEI eot H%l@é‘ﬁﬂ' é%@éiiiywﬂpéﬁ il P&ﬂab@m%%ﬁe{ #h Ynn%té‘&%ﬁt ﬁictoﬁor%%s et al.

osage ormin unrt ose,

(2003) Nathjeéacct? 4, oricelchisingr éfdayradlgr inireting H‘@ MAVichesta)s into the ankles, mice

were |njecﬁé’d]$vﬁ|‘1 Red 1'tr‘épa@‘3% /R tr27

for the other

osa

mg/kg; n=dorfthivRBIEIEdA= Dhardissied

?}Q‘Blcmtr%rkgﬂ Md?lg‘buov céﬁ’trél hARPRNG24 (10

%or trerangl hy@eﬁglggﬁa BB @!@5(@'@§d above. Additionally,
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another c%lﬂﬁf
ment of the invention Is useful treat al n
Comblnatw@sm@naay etlanti-NGF antikedyeng lbf! antrapinist élaelﬂpwlwrehewgd Merestablished

thermal hﬁb@al@@élé chiFbareB PQQ'm%%t \thh 9&%19‘89 2@%‘5‘?6‘05) Qf eftﬁé‘? anti-NGF

nvention are partlcu ar | Yy usef or e treatnent
antibody aianm(pﬁéél@m PG Fspacaiey 2loBAdPTa. Q»Qﬂ)@g@@m 0SSRt (Table 22).

treat ed.
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i ndi cati ons incl ude,
treatnment for breast cancer (Adriaenssens et
(2008) Cancer Res 68 346 51)

f or

In speC|f|c

o a1

neur ogeni ¢, neuropathic gLppogl ceptic pain. In
preferred ephodinents _of neuropathic pain, referre
tri gem nal neur al gi a,| post - her pet| c_neur al ot Sntrdnant AiM-1Trap
|5 pain, fi %I gi DILrIckRRY| SolehiginRy i QRAESH) O Jhy+ RN624
ahd neuroge H—-e—pal-h—ciondi-ti-ons re_pr eferablyv treg
BaseBher p pr of 808 OenbhoBiieRPs, é%\(ﬁc?eqopm i 4,0 0.0 OO 0.1
Day 1 posﬁ@MUWé@kh ~50ONE3 0aNCEY gRA K, | I LPAIM NI EI bSL Ol4 | 466 +4.3
rheunatoid arthritis pain_|ower back pain,
7 br p%éﬂeatﬁ%‘ﬁat ved 8 ie? 8 on5(?3§|+n1 Bfratt Uk éd-Dai-pd2 £3.0 | 433 £44
Day 1 (b3t &3t ‘{eﬂ C_1g @G 3T e DA &1+ 5T EOROT P15 | 001G 1078 3.7 +11.0
pal n, abetic neuropathy, sciakica, pailns associ al
with si ckl e cell crises, mgyaine, and other
neur opat hi ¢ and/ or nociceptic pain are preferably




i ndi cated otherwi se, parts are parts by weight,
nol ecul ar wei ght is average nol ecul ar wei ght,

W@ 2ooperasure is in degrees Centigrade, and preBGUD£2008072561
at or near atnospheric. The statistical analyses were
conducted according to m xed Factorial ANOVA with
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known in the art (see,
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%‘g t%/\e?{ ?r_](fqﬂ)g%eﬁnl?pdaﬁﬁ? Irplslglgvglﬁn[\k?eoré et al. (1998)

Pain 76:2t E-QIZE) \qasassedAma"d(%ﬁ Bi_/@miesmmSaln V\EBixc&W))amhlrhaqumﬁtfnemxedroduced

by tying a%”’%ﬁf q:aéurmltg ﬁu;rg\? ék wn%

ote

i S adni

e dspedar nge

B’of/% ?chméﬁ F'@me tef of the

sciatic netveaf pne bimgle tlmgh ipabineusee g axt-sane nKéEpaideivghé altdveadito recover for at

et SO B Rr v eoia’ Pamm pyperaivesi

least two ég\rgslg%%ﬁié )

in the Hangessp esidest. Slootnoiawee&jgshmnpenamdl raide ¢ wbicp ket seiatictherve was exposed

and eleva%%?%mn‘gul)o?ttie Fl{a‘ﬁg\fv%? %a%lﬁ%l\{ﬁ bcg

\PLs
ptT des

gss)tecfgtl &éy%nﬁ_'@sg%ﬁ[ §7' post-

surgery tdxlanﬁ'rmﬁa&d]ajhalmml hirkeralgesia bad de@OOkd. Tattdaya, pois}$urg&tyctne mice

4R A 5 B0 RS9 YRGS anc i

vehicle. Ro@Nadsigaibtantly r¢livacd eﬁablshedtﬂ%ﬂnei quastalgemwnehis nerve injury model

were injecggd

(Table 23] $5P04)° Shis

8 AR

y Sequester

ctly

as a

FPaln Fg?gi\&;o prgot%%n%’\/?

[asm

thg%

adn ni

AR’

R ien Besls

expresse@ ap ness perditichaspga frotmhidargosves béé.auhar: SEM {shiam-vehicle, n=3; sham-

100 mg/kge/?(g{%f g’cfrhr%ﬂ@%@iﬁlgﬁjﬁgtﬁg ’arnr{ gbl(gmggﬁnfﬁ%g@?% nxgegel zer-véhlcle n=>5;

Seltzer-1G@NngAg g G Y eontrot SHOASEBIR), M=Ge Saltzer-g1 00engREREGN268, n=8).
i njections every 3~4 weeks and serum sanples are

collected 10 days after &able2njection.

The anti body
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cuI tures of antigen specific hybridomas using 1gG
[0101] In tﬂ@é@bﬁd eRBHmEnt, (ih Bidet FOGRNIhARSH HANGE trestnZRbcAid relieve thermal

ReroiAeas aai-olq BEGNAREoF

nbodi ment
eweikg) VRS IS

ant |

HAHHe—-eSpaRse—-S—AeR-tored—ushRg—Sstandard—anti-gen
Days aftér | ecShehnndl r&hant-l1§81 et ShEm- PQst Seieast sersmtsanpl esSeltzer-
Surgergli || utvathidiea 3- f obaditrsier aIREdB'NIZﬂBi q nsVah&leﬂppllng cbatr REGN268

CCdi-nnl nlatc Cruu ii-r\r i inr\r~| as ha r~|||||'l'|

0 of | s8¢ arfpl QOEHY i ef- aécPQM-f%p& Q)Q/er HAERS- Bund 00£00

4 Sl gngl J_r'@.gtre G587 AMPRY S4 W TN QB LTy M eEONeE T 464 £37
receive a filnal boost |via intravenous and

7 i ngréSpedix cn@aﬂ”hﬁect |ﬁ)n$Wt Houd. 7a|# 1a@j uvednit 34 | -46.5 £2.7
days ' o e 4 es trat t Het te f

8 pr )CTes'se" 'ac dggcr?' lt1Jec b3e o‘vvsllln o%gezr tsgi}obtéaslken +437 -24 £6.8

11 anfi @Gn+ 813eqi 14.¢ Mgl o‘nal+$‘nt| baédises.4 EXargile +5.1 | 4.2 £11.2
Mohee un"' ArttHedy—-sel “*‘ "" 4869H—tn—eHe

13 en‘no1§| et © %pb%éﬁe ?hﬁ B S &rle s & Rt H-2 57

16 rmusszrryaloona xeld ot fgammhybﬂ@@maics%l S-511N€ 40 | 2.1 £12.1
hybrid cellg are plataed in 96-wgll plates under HAT

18 sel 683 ¢ &arld QPERRd tc@-@y%ﬁfc r-54® #d-2d ddy’s = 4 2.2 +10.0

20 CONTd GEGU [Tegib g X T OTT Vs 5 W (T A OWiTE) YA S UOTBT |50 8 28 1
cells is scrleened for |ant i gen bilndi ng and receptor

24 pl )cRiGn:g5eﬁict i vVI.6ites9 ag dédctBlded 156l40w.3. Hybriddoret.1 | -26.4 £6.8
cel ] ftrhothes f 1t

28 Si ngl eF%qu su c?ognec \fg';gnjégfcl qQw 5?)% Gr?\efr 51§ndi<'/ll| -54 £15.0

31 and VL7 geey fr.omxs onals hybr.8dgnmoseltlsst CI oged +xansl [-23.3 +11.7
oomnonr\onl Ant-i-bedv—pdoet-el-ps—at al-so—piH-ifi-ed—f-tr-om
uuuuuuuuuu d Py

fﬁqg%%r?t days 7,

14, or 21 pestistirgegy. Boigaifitant phihhensr weeiobghindgtnm il 3ltineesbints ttBmpared to 1gG1

speci fic nyel oma cells,
a stabl e reconbi nant antibody IS generated,

anch

42 host CHO cel |

as

described in USSN 11/809, 482 (US patent Publication

No. 2007/0280945).

and Receptor Blocking Screening [0071] To identify

pr oduci ng

Exanple 3. Primary Antigen Bi nding




[0073] Simlar in vitro screens were applied to
96-wel | conditioned nmedium from CHO cel |l s transfected
waowraokor3sed ful |y human 1gG contai ni ng V genes i BOI/HS208/072561
directly fromantigen positive B cells. In addition,
| es were screened for NGF binding activity using

control (Aé(ﬁg? 0P 1ed aeéd; PIMNEXeRImR4beaa percentghiange Hami asar eaves baseline
= SEM:; 1@(Pﬁ.§ikth;'s§c;?9 b1 a3kl bedngnRREE S8 8d7usi ng
| ugat goat  anti - human I gG Fcg-specific
pol yclonal antibodi es. Thg,RM4 gen-bi ndi ng anti bodi es
were subj ect ed to affinity nmeasurenent using

Bl ACORE(t n) . }efly, amt i bodi es from crudp cultu

Daye‘supernat ant§ et e capt ufed on Y4 ne coupl ed hF ay 21
Aftel&)ell 1 I O |~JUI y¢ | Ulld.l d.lll UUUy S Ul | altc. I'\Illl JCII UI IIUI 1
Surgety |6 hgbretrat o REGIN2EB] tgGNasanltrori REGALESA] yGH control REGN268

Qf‘lll ar I mnt.or.act AV .V.a¥la IIC‘QI‘I 1

sty o B o PR TR TR e Loy | oo

Day 1 T INL3d £35 0K|) .31 P46t Neshloneis d [aAl£+6ONBTL.8RES5KR | -55.5 6.0
and |lkd for each antibody interactlion underlidentical

Day Tondi t550ﬁ${.1.48petﬁ0f0 &Pl y, -5§G1a:t6 4ant HTERB6| ;(347 2 +4.8 -40.7 8.5

c f o et 5 oyat t
L A A B Rl Rl

Day 1ant| b(-mys eEBt [ nemgﬂOHO s&pmant SNRER 2] 1]-660&@ At 445.9 +6.9

mn for 1 r\l oo £~ | annd by la hiffAr mnr"ﬂ

5oy e (FE 515 Tws 1 9ck od Tor % hijnitebtd L PoR ek |1 512594

Day 1BI nd tap. éheohuum%n? ang Q30D |l L3eeRI+BYr | a685+50 | -47.1 +4.4

mediatelv followina N Lniectilon. the slrfaces wdre

Day 1Buf fler58 fiEa6t &d-08 t106 1 P/IOES br 2526 14i0n|1t-62 4adcB t|he#.4 4.5

Day z@eC<y-§i1_ ST OTRb £68C0 0%9 R L) T[aCeE Y €| T 58 @ Cl5 1 £5.0
to rnenove bound anti bod and the tycle

Day 22epé at@:ﬁ meh t FﬂeO mé&ﬂ ¢ 6 siuq:ﬁe‘r na.t-@.ﬁti?s‘arrnl -60.6Bbad| 4.0 £6.4

D2y 2 e bindl o B FIPLY e8ogTt R Znt FBUAI ks B o Hurai? 2 +108

Day 2BIGF W51 desel m- aedtgbey S UISBACES K1 |net BGs.3IS| Ng68 +7.6 | 13.9 £12.0

raal W‘D hl f\ faYalaNald cnr aca-nlacnpnn racanahca. accavy

oot \. WS T T O o Ty oot

Day 3'@BI /\CdﬁE? Fﬁ‘f) 231 56di ds ‘49\8r-é3éépt1l9r?ea8 én| epefiert-8 | 8.0%12.9

Day 390af], &8 ks Wﬁrarezoes +AAt |- FPYS5e0BJG. A ¥£ O 16-?&.%@4'5” Y22 +12.4
=)

surflace creat éd h\/ diredt am ne r‘mml i nn 0

Day 38aptjurd2-ané. i9b0d;29tQ)+é9BIB ABTRE(T M| cHi ?Ji Va r%ﬁj@im 0} 123+108

Day 4301"4°Hd M%”ﬁ,o?v 5. Z7 RN '“:%EM!‘??% TG BCis! oWBe | 1354115

captiured anti surfages whi t hé "assoc a on 0

the antigen to the antibody and the di ssociation of
e I 0 g |t i netj .
[0102] |ntg£]lea R %Q;Sjen‘%rge'ﬁg etﬁ«%( 8%@&3# ?R&h% t{{‘?ﬂ\"]tsﬁ 8F1€kgolﬂyl F%E{)E?Ii\lﬁﬁ Was leSted in the
Seltzer mdials Eoilcatlmg)ﬂnetﬂnﬁsemlrge(ry( icamcraiestedat dbyoh and ¥ ost-surgery to
t u t I :
confirm th%?p‘\% tﬁ‘&}ﬂal E\{rh%réc@gsé ﬁg Sév zeéjoﬁ]%g?'i ag ﬁlg??fpgs?#g%%lg%‘ﬁ r_mce were
injected b shtupmim. zedesawith REWSmemmoomdlmﬁhRiN@@dYS(Emg/kg) or lgG1

control (A(/A@ﬁ‘ﬁ\f‘)p Bﬁg@gﬁ? @%%BW!EFR&%%%QDV?? %%%;trg%ﬁthGH%ntibodies

in both cobortg piohice Teithkeeinkc@OiALG. (Aatle §enorbipniabie 26)f whilet domgrold§G1 showed
t] ' f
v eect GEDTF A0 LA B BRLBREL P oLl S sp ot e

control, ndT;&eng/ky RMBQ& ace; p0 agyiaonREESEABMCEF).assay

(BI ACORE(tnm)) as described above. For conveni ence,
anti body 301272- 3H10- Al G‘abthEr enaned " REG\261"

/LIf\IDIIf\ID CEh r\ I\If\— Q4L.Q9 & Inf“l CEhlr\ I\h E41)
TIoVIV-1TTC OST I |u TTT NS

Dyszfer 8
et S ip B, [ e (RS

ant Raesiings testied | g vgled RE 20(0eMiY LCVR SEQJd 19 0
NQ- 100,102 and hlgGl SEQ 1D NO.541) RECGN474

(HCVR/ LCVR SEQ | D NO 100/ 133 and mut ant hi g4 SEQ ID
NG 543), REGU75 (HCVR/ LCVR SEQ ID NO 108/1 10 and

mut ant hl g&4 SEQ | D NO 543), REGWM76 (HCVR/ LCVR SEQ ID
NO 224/ 226 and nutant hl g&4 SEQ | D NO 543), and
REGN477 ( HCVR/ LCVR SEQ I D NO 232/ 234 and nut ant hI gG4

N~ 1 AR I N I A /N o ~ - ~ .




Bi oti n- NGF bound sensors were then incubated with the

pre-incubated antigen-anti body sanplesfor 10 mn at
w@B@023sianges in the thickness of the bi ol ogi PEI/US2AY&072561

were nmeasured after incubation. The binding was

nornal i zed as a percentage of binding relative to the

bl ocked by NT- 3| | dependenﬁsﬂﬁfr%?er

bindi ng bet ween| REAW{3{qd | Wag g8 o DI OCKET 13y3 114 1
NT-3 __The presepnce of hBDNE did not block theg binding
of either RN624| or WGNM@ t o| NGF,- 15\,ﬂetr8eﬁas the 8.2+7.2
PIEsScEllsbt UI bUI UI [S] IMoS CUTI etel UI UCLRT I

bi ndi 33 of both RN6§14 angc:zllfg REG\A75 {foz +|1lr?Trdlbb| i zed‘éRlé—i%?’
Tabl e 14 [0079] The HBTHENT) betvveenz sehest ed purlﬂnedt6.1

lluuull |||.i |\|u ||ti Iﬂn"‘y DEG'\ IL, r)l:fj\Mr—l/l |\|_ 3
REGNA76. REGNATY, oPo®GHt? ol hnti BOR™ 1??\%24 an %@-%0-9
was algo eval uaf ed Balong ¢ he Bl ACUSE, kg% assdy \043.7‘113.4
L NT-3 concentrationsranging from1.25 nMto 40 nM
Wil e control antibody (RN624) bound NT-3 with a K of
1.1 nM none of the test 1apid 450di es exhi bited
neasurable affinity for NT-3 Fxanple 6
Cross-reactivity to Mirine anfl Rat NCGE [ 0080} Human
REPHI9LY hj ghl'ﬁGﬂ r(?gﬂou n dM%d acid seﬁféﬁ@@m

to—-ppuUse NGLE. /rv gnrl rat
LIS I, T

i de®@seiPe The bj ndi AP BP0 nit]es of-00ant i bodi &8 *80
bot h MgNGE and T NG-_EeE &; gt ef [ NEthae 2085 CT 1 hed ZDPVS 3

All _antibodies khowed cross-reactivity to bhoth

and rNGF. ne gf ouprﬁ jaht& bodi es- 6?011&(:34\IGF fromarg27
SPeTT stTongt vattre of{Es ram—O—pM

secon?drouo pr eferaéb?v bgund N@%ﬁdb‘g( i bife ?(Bsidgm
~ 100 9M for m\GF aﬁ’dOriE\lGE (cant r-d)8 4—+ FRN(924) (TaﬂIQe.t 9.6

|r\r\+ aod
pu}ifilgd ant | - NGF aﬁ??tro@rd’es A rrN7'é+— fﬂd NGF webd 228

al so determ ned (Takd e £6.6 Tapl e -6rarmke 7. | -10.8+18.0

l-nhi-bi-ti-on—of—N Receptors TrkA/Ll

p75/ hFc [0082] To identify bl ocking antibodies, a

[0103] Td &Q@Pﬁlﬁ’é th@'a‘bﬂlgy SFEAESHYs tbﬁ%uﬂ@@e%u%n%@ﬁ%cﬁ\ntles in vivo, transgenic
ACORE( t 00 i nstrunent. Reconbi nant huma

mice Werermeﬂe Hf:\e‘h'é thernceaereus-Mese NG Q°H§W\%érf%°'%qﬁdd/e“’d89bp@én NGF

gene. Thbﬁe ﬁ\n%rﬁ DE& I Bel@PBEGYpShicPRMUho D Wtest ﬁ@@@lzgyand control
nMto 25 nM was bound to the TrkA and

10
MADS. F%'?W*f@dh? §e&g} SUWEe tRsRENARWETRPStRE)at 83y herd BY day fh@osvsurgery to
confirm thEhﬁe&h’érﬁ@Cﬁyd@?éigéd@ Radl Qg\%ncﬁfe@t G‘ﬂe@ﬂeﬂ* dl\?S%f-%r@ i mlce were

exXCess oncentrati ons

niected it BB RGP EEPNES <2 PGS SUBt BRBGISS). o5id maka IgG1

control (AWSTN@)%EQH M@Seédﬂs?%tﬁé‘ 20) &lowedenst TRt & Rk QQéﬁcacmus as a
face to determ ne the remaining free NG- bi ndi ng

humanizegagHA S 2ol (FNSHRIR rAIRKNG BieiQrGE T PeE INGE NWeTAEEed NGF

mice, whér8asTigleA cdRtloIMEa noeffeBepRO@SENCe of anti body or
recept orbody. The naxi rral RU bi ndi ng of human NGF in

t he absence of anti body vpa§|egz7ven a relative val ue of

100% As-posi-tive controls N624.  TrkA-hEc-and
Days7aftefRurgs ol uf i OEQ%FQ"UQEd and, BY624negat|i veREGN268
binding -control |l gG _control AVASTL _N(r): Genentech

)

cAasfline used. Thbl e 900088] The abidd P bf sdl ectlRiz 0.0
testganti bodi es] REG®W/Z5 REGW 74, BREGQ¥ 45, REGNG & T g9
and REGNA77_ _and control antibody RN624 to bllock human
NGF ¥ nding to hunarb4? k& Gnd p75 288ebidrs was dPSot 54
quamny tativety as h—arco |70 YO LLBSE: WisV F 1

ELI ngj in which theu%fgg\eqﬂngce of tﬂgantfag'odv “?15&%1&10.1
fixed concentration of NGF36n sol uti on prevent ed NGF
frombinding to TrkA-hFc or "p75-hFc coated on a
mcrotiter plate. The human NG- used in the assay was

a reconbi nant protein produced in E. coli and the
hurran Tr kA—hFc and p75 hFc prote| ns were d| rrerl c

o, o e R Y " o




Exanple 8. Inhibition of NT-3 Binding to Receptors
TrkA-, TYkB-, TrkC and p75-hFc [0084] The bi ndi ng of
wQepMIzgman NT-3 to human TrkA-, TrkB-, Tr kC-PGETtS2008/072561
p75- hFc surfaces, respectively, in the presence of 500
nM of REG\475, RN624 and AVASTIN(r) (lgd control),
was B so tested,| Hurdh3EKA- hF¢ (95@0‘:2&)}3 hyman-6.7 £ 12.9
MK FCToUUU mJ), e kG hic fra—huren
p75DhéFc (7500 RU) vvezr&egcj::gv%l ently '(&:oupTge 5.2%16.3
Bl ACORE(r) CMb chi p -442 Ed8c®s by aﬁﬂﬁlé-ic’cﬂ_l@)l | ng -8.0x+13.7
“'—ﬁ'ﬁe'ee‘dﬂf“e_-‘:\ﬂﬁluy AM-of—hurran \|'T 3—was—m-xed-wt+h—5006
nM of control (1gd@ control AVASTIN(r)), REGW75,
Example RM6 Edfechdt KAt INGF o AnBnaRdotof Fugetién or p75-hFc in
sol ut,

o104 n2athe Al AR URL R L Bediok TR A T oS i Segegrainatio
in the rotatrh@test/\asnamej @R maker mich evaalzeyesséd kK Animkats werekiBsthtfained to stay on

@ rotarod [ SR BRSSP FRln o bR Rt

speeds (rﬁamﬁumaxplaed; aopdre). Nvlixe lnesrealmeq;a‘mﬂnpm inzexthisg ol tHeg@otild walk for 60

sooconsyF o Bt 40 0 LGRS RASING) o PR bt S oo v

for three ms%tﬂ:mdam AfterTnakm‘gJ eéacmsuieT\abd; plabgd o:REE@\détb&Socshtol\mdm three
no..i n

times con%gce % I(WIth \aN%rl? br??‘ br??\év Ela%rr aémgnfa enrgﬁg?l\gah o?f was recorded.

Animals we@memm@maftdsl 1omki, Bgd esﬁsxgﬁd& emormlofrﬁg) dew itthey tieceptatiiosf. The
I . o
mecian sl et AP BRd Bopoi] d” abfTEy ALY e IR e aplinggeacing i

the rotarot:loml&bw RIEGNG? 5d Bpléﬁél enmtig@nédgafivk Aonted eyztsonjectedisat eldbmblkg or 100

mots. T8 B ] b et 2 SRR R e e 28

expressed es lat&rmy to Biliileség) (mehe +isemh sh@vdcettiattek Insiceveested with RN624, but not

REGN47%r§éﬁ§d&glﬁgﬁqﬁﬁﬁa|’r§$ H}%Po(?r&g?rgg\a&%f)p@’g%g r@éﬁ m%rleg rl%,(gly; |t5has been

reported @6 NE|anti T5kQ &neakt dul nécepdisg! eyedTdbmopuali rhovetheaie aabshstures and lost

proprlocegtro%t@I rgér'& ang (‘g%{ézgl l ¥7%hé—%t6?g%ngjg(l elfeilt g?gﬁ{ﬁ? N%{L‘ré’ké’z?‘:mg-zsn.

Besides th®rodant rlddrgcaases’ andivog Ffeydast@ oh mab@0mind/injddtiexhvit INGR - NEF
antibodie ﬁ/gre rael‘lé oc%ntsgjzlc’%\mgs Nsr?e sé% &?cé%ly ngtn 1ngrqtcde ﬁ%é?%eﬁ&&lﬁrgéb%%??cg%lr any group
of mice inftbe Hargdmsaanosv‘tﬁ Fray testsuddridp thec2l0 88ps(iadt-amiduobatadministration (n=6
I ) gromh activity was neasured with a CCK8 kit
]’i ndo) and OD45onm recorded. The dependency of the
signals on the concent rat.li $Qz§%8°f anti body was anal yzed
and | C50 val ues reported (a e 10, colum 2). [0086]

for each

Time aftdmmtrkGF| 190r06/kNEFGANt 5odikgs |t 60bhgikl Gng/kgl i Ng100mglkg
tregprhenand JIr kAccrretordpt of - RG24t e aBN62Aty | WIREGN4ATS REGN475
Ba%éflﬁgu' CUI TSy I 0g USR] 2‘+'€.) B, m‘“‘éb?)" ué%ga%%ﬁ'ohsl $0.0£0.0

i né ClL2, mhlch expres’s receptor
Déyndi al ep etoal+£0.7199 4]3 2 +Bleull oseience 58. 0 i‘l 3 58.4 £1.5

; bl2-.cells abl \
Dey gnsf ec peh-$ &f-3pl

a§?n5dt3c%n ai 3 5@4 a sler $h23.3

Db $I°0nse 31! F) 47 2 Q89U Q75 1551
e trans fecte cells$ were resuspended

f%ﬁ?iﬂg”e- 60.0 £0.0
Dapldr oxi nht elb§.72:150 x  1050.¢ ek l7s | petd. TH6.2an pﬁ&z e211 at 60.0 £0.0
L) .0, Ll o i Aﬁl } A H

D%IU e i F}JI 027 ENE rredil%égvgﬁnlé 0 #he purFiSf% %%I2 S7.7£1.6

D&/Bg DOAY| pr @7 Well e5pehh al Ty 4917 48 U1 TEqNeds §iMi 53 7 43 4
DVMEM plis 0.1 % BSA) and addéd to the plated cellls at

concentrati ons ranging fromO to 100 nM Human NGF was
added to the wells to a final concentration of 12.5
pM Luciferase activity was nmeasured after incubating
the cells for 6 hours at 3 ina humdified 7.5% CO2
i ncubat or using BRI GHT GL tm luciferase assay
system (Promega). |1C50 val ues were determ ned as
descri bed above, and reported in Table 10, colum 3.
Cbntrol mAb = RN624 Table 10[0087] The ablllty of

Y ) [P



Exanpl e 10. Neutralization of NG~ Biological Activity
In Vivo [0090] Conplete Freund' s Adjuvant (CFA) test
wo@RoopmatIsammat ory pain. To determine if anti - NGFCT/US2008/072561

anti bodies could relieve pain in a chronic periphera

i nfl ammat ory nouse nodel, conplete Freund' s adjuvant
Example (gFAyeataent of Batierd Suiilecion drevo Rois{rHeenadic)Neuralgia he hi nd
[0105] A Eﬁ}@n%rﬁZ%é@e v\iﬁ%‘d%h%n@@paﬁ %bgﬂe bhg Em%hles fash is diagnosed with

yper al gesi a, I ch was measured usin rgreaves

post-herpetissneufaigier dbegatient is et by Mmmlsi@mmemhgmsyutioa&heﬁf@tive amount
of a pharrﬁ%c%ﬁfn%@?%cgﬁgﬁ iQ@oME%&@n{eﬁ%}éﬁpﬁE}n&{ ?\?@SP@@’:%AU%fttﬁé invention.
Administrgtipndeay @%By sppRGtanepes Soihisansapus mjectiors a’qm@tlp‘éGF@avbody

) o .
concentralBfs of, STl VRMwOE] €1 108 FNLIN S ARREFRIENY Sfreffinent may
be every 1561(2 WRRksuseas nepdadoldhin seyeral devserjier afoimisebpn abibs enti-BIGF
antibody %)Z@Qﬂgﬁigﬁ,t g p@tl%ﬁts% gtg g%éﬂ&%g@algeg c?'t%grﬁé%%l@eyogéd?mﬂﬁ{rahon of the
anti-NGF pfAbegontiigisiiionintaintainp e péingeliebadi ng i n t he Har gr eaves'

apparatus, test anti-NG- anti bodi es, 301272- 7E05- F6

(REG\268) and 301272-7Q09- E4 (REGN270), and humani zed

t trol, were
Example a]@ ggﬁeﬂ?ﬁ p%nt@ﬂ&fiﬂg fgfm Q)SQ&% LHth?s Isﬂﬂ orior to
[0106] A pﬂje@twffegma f®m/m9@¢rate| tpge\vire CFiR qay@e ogeparthritiginganytieint is
v,

treated bﬂr %@gg 531 g ?J%fé%e%’é%{ 13{ gﬁ@ctlb@%g{ogﬁtttgr% g@é‘?ﬁgcé’%%lly acceptable
compositigm @om@@ﬁm é@é@“ Nﬁcﬁ-‘wt\h ef tlbaswer\h@w i Thqmmmsﬂﬁd ICankE admmlstered
mtravenouééf ’\fﬂﬁé! cGﬁ’ée‘h %?(?:r%g)tf th ecrt@g%g%ln%n %R/er tw ’fb e%/&?%e'&ﬁw& eight to 10
mg/kg bogyaweighis é?re@leenrcmpf tigatmenismayhe ewdry t1H \M%}@ @x@rﬁﬁ@éédf dithin
several d:?y%cd? tl@ adrﬂﬁlsﬁfgﬁd ﬁcﬁ\ﬁﬁnﬂ ﬁéﬁ:%tlbmﬁgltkﬂ tﬁggﬁgé}lt s pain is

recelve 001
Substant'aﬁhéﬂ@/lﬂﬁé and regait Mopiiity f thﬁ éﬂ‘feé ri@lét bEtaesameniean dstrepeated as
long as n&Rkifpdi es and the control antibody. Table 12: n=7 for

each group; all groups 10 ng/kg. Table 13: vehicle:
n=5; control RN624: n=5, 10 ng/kg; both REG\N269: n=9).
Tabl e 12[ 0091] Post-operative incision pain nodel. A
rodent nodel of post-operative pain in which a hind
paw pl antar incision causes increased sensitivity to
touch, guardi ng behavior, and thermal hyperal gesi a,
was used to study the efficacy of anti-NG- anti body

t herapy. For the plantar incision surgery, C57BL/6

m ce under isoflurane received an incision through
skin, fascia and then isolating the underlying flexor
nmuscl e and bisecting vertically. After suture and
recovery, the mce were tested for thernal

hyperal gesia in the Hargreaves' test and for guarding
behavior in the weight bearing test (nodel 600, HTC
Life Science) for 5 days. A single s.c. injection of
vehicle (n=7), mAb REGN268 (n=7), or control mAb RN624
(n=7), at 10 ny/kg, was adm nistered 1 hr prior to the
i ncision (Table 14, nean percent change from
Har gr eaves baseline SEM Table 15 shows results of
the wei ght bearing test (nmean percent wei ght
distribution on affected linb SEM (n=7 for each
group, control RN624 and REG\268 each 10 ng/kg). In
both tests, the pre-treatnment with the test anti body
or the control antibody significantly reduced the

post - operative pain conpared to the control mce that
recei ved vehicle only (p<0. 001 -0.05). Table 14 Table
15 [0092] To study whether anti-NG- anti bodi es coul d
relieve established pain iggghe post - operati ve

i nci si on pain nodel, REGWU4 (25 ng/ kg, n=7), RN624
(25 mg/ kg, n=7), and 1gd control antibody(25 ng/kg,
n=7) were intraperitoneally (i.p.) injected on day 1
post -surgery. after perforn1ng the behaV|oraI mork.

o .



70 hr 0.194 0.034 1.143 0.189 1.571 0.437 [0093] On
day 4 , after the behavioral tests from post incision
w@0n0ma5del was conpl eted, the mice' s sera werBCT/US2008/072561
col l ected and anal yzed for circulating |levels of
neurotrophin-3 (NT-3) using a sandwi ch ELI SA. The
Weclaimlimt of detection (-40 pg/m) was defined as two
standard devi ations (2s) above background with a
m ni mum of five NT-3 standards to define the response
1. Ahumiao aotimrb'rrtrraatigembxodmg Gadiment dfemeinsbcfdycmatmpeexﬂtaueamm human

e B R, O L AL 0GR e

wherein the estitedy wr frhgreémthMreG(EﬁmanmmGE stitbct gl oMoyt 2 tvabaatt 10-fold
. ) I /\gglable 18 [0094]
higher th%{gtﬁe%gﬂ%%& Osr(%{r?gégx blms%saw?@onsecéc;under i sof | urane
were given one s.c. injection (50 ng/kg) of REGWT75,
A
2.A humgl\?r?t%ogégl {3 eﬁ%ﬂﬂc{%{ e{ﬁgen% E/%%-l\&l Jg% n??g/h%%% he a%? gody or
antibody Wgreerhte:ampsseusa hepva coamcmmplierﬁentsp\ def@mmiringriegionf3 (HCDR3) and a
t
light chalrg%b‘?{% (Lgﬁg(b’ %&e@%ﬁéﬂﬁH@@%ﬁ roun ?r’\&%&aﬁrﬁ% £gfsequences that
have at Iefast/@%l'ﬁe@@tcaﬁdHtityéo the aiemoraeldtslequempmnmhtlm SEQ ID NO:90 and 98,
respectiv%a?ncent ration curve. NT-3 levels (Table 19) in RN624
eated mce ( 131-199 pg/m, n=6) were el evated
conpared to REGNM75 (ND, n=6) or 1gG control (ND,

3. The htﬂngg ant%%d?%?grﬁt}g,%ﬂ é}%@oﬁﬁn&gigoﬁgﬁé%{ %g%?r\ﬁ %r c%m rllsmga

HCDRY1, moDRQ p@PR1 rmdeJCDRQ whesin tnedtTDRY is| SEQHD ND:86, daolea is SEQ ID

o g E AN BTSRRI ), o1 L

anti bodi es of the i nvent| on to treat gout arthritic
[ | . B
4. A humlaﬂ aﬂ ibcﬁﬁec{:}taggé@) §l8élh§?f%{) #;é?lgn%"n}’?&ﬁu tﬁat( 23 E E@%f?b%o@l'?uman
nerve QFOMVBIQIOGS (NGERwitmdo ohe P cu'éeatsewbertehethetaehbm dr @ntigemebinding fragment
thereof c&rhﬁ{s % aal\/g/ gl’tneﬁallw g%ﬁ#\%ﬂégkﬁﬁﬁﬁlﬁé%ﬁﬁ ta hlgﬂ{ %hléﬂw \'}a(?ia%leq"éléllgn (LCVR),
wherein tlpeH@va kLY aeappamataool wauencey cooprising aHerglr ¥4 esquence identity

to the aan%%c.d Scfien %%% @g\&gg@’lﬁ h}ig%g ra'ﬁ’é*g r1] chrf‘éeﬁcg }Tr% ﬁ%q\%p d 102,

mAb ( RN624; n7) or vehicle (n=7) was s.c. injected

5 A hum%f’a a?u%@&%n&g%b:ﬁ&h??ra%g{w %Htlﬁ%k%{ s%teﬁiggaltllgsbtinds human NGF

with Kp of@prm@rssm lgﬁDRB@adtLICﬂDRﬁ‘educed the joint pain,

ESPRRET5S e YL by T CE ST e

X*- X" - én A XRex anki*bokly —00° + &' e %& XY abl'f $BEQ IPAG5BT) wherein X1 is
Ala or Sef, nsafllﬂr 6 9oL ; @%ﬂf& HER: g‘%{)ﬂner‘cgr[c;l? 5?/% $rrb|91>‘<“ﬁes Val or Trp, X is
Val or Ph(e rX norracerp@w, XHedvsomwr tes X T isdthe <:(r2.e03)<”N|a#\ap er Bhe& X'5R)Asn or
Ser, X** x@éercaj %‘%b IS ’fyfn&éégééﬁtek“:xé‘b@cc{r aggeﬁthﬁmw tfl&ya%%%‘kt X"is Asp
or absent(g@l XG/ikyal Cnrﬂ‘p)senfoaﬂdchl cine ( 1 ng/kg; n= 7) cont roI
" r 5 w6 _ 7
gLéﬁg%ggﬁﬁﬁSé]%ém Fgﬁdge ncgsqu&t;g%d@scrl Bed ab T =X=X-
- X" (SRR N&%Q)whemxheﬁlodhosﬁlmfx G ((ﬁlsa%snré?:lell\rgor Asn, X%is Tyr
7 [L-1 trap and the control
orrp, XEZT%IEEJ %gﬁ)&%\gﬁ? %rqggﬁ}rg%y of anti-NG- anti body and
IL-1 antagoni st significantly relieved the established

6. Ahumtan% edygarg%ﬁagaaggeggnggpg%%gggg {ooc}lélé\??tﬁlg@eg nw%&g HCDR1,

HCDR2, %@Rb@d? LeDRZewppretn 001) or |L-1 antagoni st al one
(p<0.001) at Day 2 post-tr ment (Table 22). Table
22[ 0100] Neur opat hi ¢ pain. e nouse Seltzer nodel of
neuropat hic pain (Ml nberg et al. (1998) Pain
76: 215-222) was used with C57BL/6 male mce, in which
a partial nerve I nj ury was produced by ty| ng a tlght

o — o~ o o o .



16 4.2 4.0 2.3 3.09.0 1.4 -52.2 5.3 -51 .2 4.0

2.1 12.1 18 10.2 7.8 0.2 2.8 6.3 4.8 -54.9 4.4

WO 2009/923540 6 2.2 10.0 20 7.8 6.0 3.6 2.4 5.0 BECBUSHB8/@2561
4.5 -53.2 4.9 -20.8 8.124 7.6 5.6 1.5 2.9 11.1 3.2

-56.4 3.0 -54.9 4.1 -26.4 6.8 28 11.1 6.0 0.7 2.5
HGDORY comphsesSeh mingd atid-sejuelck of dhelforrbuld X'L5¢0- 8° 1 X11.XP - X° - X" -

x* (5EQ By No535h o FIMR! uCUelofd By fe o THSRL RoF X Gt Bl O b & Tor

Asp, X° iswkegt drediuaxitis TNGr Leueatdghis ot diar el | eve t her mal

o988 isPies b PR BkreaUenE O e e il Kpr Koo 2 XX -

X% (SEQ pD$I0:538)ghareinS' gnilé bicking, X3ad Asp &l $ef XaProlt Aipgred isaGlu or Asn,

: al L. 3.kl poi N mpar.ed ko G control (AVASTI N(r)
X®is Asp fb%e'hﬁ(/ k*g,g'ypg’o'?ﬁs’%ﬂ%%%sﬂ ﬁ,‘s Jﬁgfﬁ‘ﬁﬁer cent change from
LG—HRgb@fam&‘éESM%hlhmemdSEMen]:@(bfﬂ‘@/fk@ndl@@' —o8nt X%t X4 Axbi- X° (SEQ

0 o5 ncRndR ST A R E R Ter B o SR Pl i X i

Asn, PheBE(B}MZSd w‘és Asesire\dnlanct he Seltzer nodel. Foll ow ng the

LoTFss B R A RO R R AR ESTAE 3 8 oMY 1 pa dPGEPNO:536)

wherein XlasiGtjearell@pktlis AThaind Xdtis SayorPheost - surgery the nice
were injected by s.c. or i.p. routes with REGWM75 (50
ng/ kg), control mAb RN624 (50 ng/kg) or 1gd control
7. A nucléig\semTrhdlecyls eﬁ&@imwhk tumabiagtibddycarintiger-bindiad fra§meanisof an
g observed \glI Ilianti -NGF anti bodies in both cohorts
accor 'ngotP Y 8 ° F?'I%Q‘r ected s.c. (Table 25) or i.p.
(Tabl e 26), while control 1g@ showed no effect (p<O.
cen change, fr reav
5. An oIS VR RO i R e B e Ao B i
RN624, n=7; 50 rrg/ kg REG\475, n=7). Table 25[0103] To

9. A metﬁﬁfgprp emtgga?ni %aﬂ It ni Iﬁ&g gﬁob@?ogﬁgtéiq?ﬂ @ﬁ#{]é glalg\éggt of an antibody
comprisin@&d@st@bs whintrbducihng tbe drgrensiors vamorss clhiEh 8lino s iv@sted host cell,

. oae human These m ce re.used
arowing th B PGERr SieMie Bo RS o e HEnE ot Sr Pt Spittap ggoment, and
recoveringiite ardgibbdybr amdbsdy fradrheviisogpréchueeel t zer surgery, these

mce were tested at day 4 and at day 8 post-surgery to
confirmthat the thermal hyperal gesia had devel oped.
10. A meTiweingccatdirday c&inp @s whsneirgide yhostueilns areEweriiecell g €efi0eckll, or a COS
s.c. with 50 ng/kg mAb REG\N268 (n=7), 50 ng/ kg control
RN624 (n=8), or 50 ng/kg 1gd@ control (AVASTIN(r))
(n=6). The results (Table 27) showed that REG\268 was
11. Aph%%ﬁ‘éfﬁgt;c% gérﬁéqusltg\sr)lc%ln Q%ﬁgﬁé%Pg%oc{thr%q%blpﬁng ﬁggment of an
antibody &eoveding oan@rerf cleimsvh&r @ asd bgpBhrncametticdlly hackptable tdraet
(p<0.05). Table 27Exanple 11. Effect of Anti-NGF on
Ani mal Mdtor Function [0104] In order to study whether
12. A phamtace{dal torepdsitientaccarding talktaen 1 ifdrther f:mmpms'qu:na fumbieotherapeutic
agent sel?ﬁq %grl naatnllgt% %@%’Hq%{&nﬁﬁﬁ{ %;teaensér}tleplg {;Id 9,8 &yttosmgtag&ggonlst and
another nenrofroplaihar od ( Col unbus I nstrunments, 3.5 cmdianeter, 9
cmw de) rotating at progressively higher speeds
(maxi mum speed 10 rpn). Mce remained at 10 rpmin
13. An antitadn iongnttgehiblmdn’r@fyagrmﬁt of wabktidody abdbrdieg to any one of claims 1 to 6

for use to a?t%ﬁ # :ﬁ%lbxc untcl%{(?%g sheilgr csorr)\ é%@’hg @%’f)‘g?-gi 2

three consecutlve days. After trai n| ng, each nouse was

t L thr
14 an aRBRES: AT Bl of i BBk BERrb R e L) or g
combinatiohevxﬂhaet faribgr therapailtic ageht seectedtandedhtederikimi gLvigindibitor, an
renmoved after 1 mn, and aszmegned a score of 60 sec if
they did not fall off. The di an score of 3 trials
for each nouse was used in analysis. After obtaining a
baseline reading in the rotarod, mAbs REGWU75, RN624,
or 19gG negatlve control was |nJ ect ed s. c. at 50 ng/ kg

A NN e T 1 oy ~ N

cell.



[0106] A patient suffering fromnoderate to severe
pai n caused by osteoarthritis in any joint is treated
whoadrasmi st eri ng the therapeutical |l y-effecti VRCHIS2008/072561
of a pharmaceutically acceptable conposition
conprising an anti-NG- mAb of the invention. The
antiepileptio tqgs & tytokine antabeniatg ahd kisdteerecturattopbinenousl y at t he
concentrations of the anti-NG- anti body between 10
ng/ kg body weight to 10 ng/ kg body wei ght. Frequency
15. An anbbodyrcﬂahngmt-bmmyg Eregmaﬁ!quf aﬂ:-a]:ﬂbcw@eicsorcmg taglaveelded .14, wherein the
Wthln ever nls ration.of "
NF-medfit ' fua B Bssady Bamintelir B Tuatost i Rlen) 8potog coordination

substantially alleviated and regaln nmobi lity of the

16. An angtgc]; C&é%gmggoryg}b@n% Frggwg at gﬁ%dﬁ%ﬁ agg? d@%tagg o%g of ¢ Ql s 12 to 15,
wherein tMNGﬁe‘nedDath bnlgdlmdra@m&aseﬁs satectatt frdyo dhyflairradtory pain, post-operative
incision panR rp]etkop%n %}5% ﬁ?évrgu%ﬂnﬂ g&tﬁé gygefré&oBgltw%rﬁﬁﬁa%éul\%p:gS%Hresultlng
from burns,emnerrma omg&hmlstdmhammbld@ytth gaiagpuitita tdaer &sbciated with
sickle o " C” Or m%:be with a K of about 2 to about 10-fold

© aﬁ PRHIefhRl é‘ﬁfl alg%%ly or fragnent binds rat and

rmuse NGF. 2. A human anti body or anti gen-bi nding
17. Use of g%ggédyfa?(:’r%%hg%r{]'m 'ag#éqmmlof‘“‘é}{pgb@ ;%‘cfgo%ﬂd BUW oRE of claim 1
to 6in thecmmp.ifea:tenetcdlaynei&d:eenentmmrngertegitma& ¢rHQDBB pn MG -mebiagitdisease or

CDR3 (LCDR3), wherein the HCDR3 and LCDR3

condition m aahﬁJrP%% am no acid sequences that have at |east 90%

sequence identity to the am no acid sequence set forth

0 WY The human., . .

18. Useéc@g%&@dto clal\tQﬁt\lNggr%l ?%&k’ﬁ}; ragrggco%nggegr s%@set%mhlblted without
sngmﬂcantlhmamr@nt offrostdheordioatjoni si ng a HCDR1 , HCDR2, LCDR1

and LCDR2, wherein the HCDRlL is SEQ ID NO 86, HCDR2 is

SEQ ID NO 88, LCDRL is SEQ ID NO 94 and LCDR2 is SEQ
19. Use ddooNdX6.cladm 17 Awhenertha NG Fooetyliaterd cantlitige ior biiseaﬁen’g selected from

inflammat{c}néfra;gagﬁgn V\%;ﬁé@% é’%?;c\)&r'g%ﬁlé—ig’h L;{%P%E g% I réﬁ%hj ggut mt pain, post-

herpetic n&bea@a’a rpalrhlesalhhg froahybuars, aamaegeambos’neba@nﬁs agrrmenmatmd arthritis pain,
e r.iabl [ gi on (HCVR)
s, A SLEATRA, BTN S PRI E RS EEL0T, (VT
HCVR and LCVR are am no acid sequences corrprl sing at

a'ggoa}aﬁwa2%%%z§€eusz:f$wsq%@é%¥q b8 SR Siihegpegy oo
combinatiblmmﬁ)a]fﬂﬂhanbieraﬂamc@genwedi‘aﬂhaﬁrtana_nhrdelf}leukm -1 (IL-1) inhibitor, an
an’uepﬂepﬂ@g Q g quggt {T%H& %&Ew%&n?ﬂ%k%&ng% t hat

pec uman 5 pM
conpr i SI ng HCDR3 and LCDR3, wherein HCDR3 conprises an

21. A me@d%‘?ﬁg r% §neﬁégr}8&e coﬁwg%oagF Hgéaasf%mch Mq@bté% arfg iorated, or

reduced hy lrlhibltlom: oﬂISGF @rﬁ,rﬁnsmgmdhﬂmsternl@a(ﬂ%@w aNeQ)l‘&Bt‘ﬁ}arapeutlc agentto a

[ |
human su\ﬁb% ?ler!%eéih%rs I’g*\]/ger%in tgg)gl’rstﬁére%p:eu\g%g%gt lsérf/’anti%d Br %t%en -binding
fragment of arTaqtiboXy whish ¢aecifizallPhiands X8mias nétve guowt@fgc;tor)@lGFs wibIrKp of 5 pM
u -1 r.pP IS,
as meas edlb\gséuggge Iééfggml%s ?&grwh gnp’é%@y%rﬁr@?ﬁg?%%greotsbmds
human N@bséthtg Kxdfabiogt Z3oyatmut ab$adhighltBan heMettibody atfsmment binds rat and
is Asp or absent, and X18 is Val or absent; and
mouse N%%DRV& conprl ses an am no acid sequence of the for mul a
X1l - -X3-X4-X5-X6-X7-X8-X9(SEQID

5 .

22. Ameksgd @érdﬁ@%ﬁ?laﬂn%} Wﬁer%%a:@#b?dx&ﬁaﬁuﬁ n- @wd-[\é ffgrg%ﬁ%n
antibody @@n’rgen—bmd“ﬁgpﬁragmwt ofEnyngmf claBns 1 & uman anti body or
anti body fragnment according,to claimb5 , further

conprising HCDRL , HCDR2, L and LCDR2,

wher ei NnHCDR1 conpri ses an am no acid sequence of the
formula X1 - X2 - X3 - X4 - X5 - X6 - X7 - X8 (SEQ ID
N0535) vvhereln Xl |s Gly, X2 is Phe, X3 is Thr or

- T



anti body according to any one of clains 1 to 6 and a
phar maceutically acceptable carrier. 12. A
Wpbmoazaseut i cal conposition according to cl ai iPAIUS2008/072561
further conprising a further therapeutic agent
selected froman interleukin-1 (I1L-1) inhibitor, an
23. A medimd spodtdeg toclaimyg, or@2cyhertinttbe aedond dherspeutregeanis tah émterleukin-1
L r
(IiL-1) ;nh?)ﬁw % ?tp%flgptlcloefu?’aég agémlgég%rgg%o%lst aci}o ngﬁ%r gﬁ@gog U-2i s
1 to 6 for use to attenuate or inhibit a NG nedi ated
24. A me‘?ilucfheﬁc%gr %tg%g' %\E%?cl'a\f%s%m%nwh%éb fﬁg r\?élft-' Irr%%@(ec?%ondition or
"ndin ragnent” of an’an ody according to
disease I@Inalbnted_mntm@n sméflcamt impaiinersttdf ortatd dohrdindtiont her
t herapeutic agent selected froman interleukin-1
(I'L-1) inhibitor, anantiepileptic drug, a cytokine
25. A medimcaapsniditg, tozany caaof bleimsnZiutodr wpkiied the. NG needtatdzbebndition or

: . ' --hi ndi f ant:j
cisease iPEoIEL BEH MG o0 ER et ot R AT BN A P i, racture
pain, goubjointpsis asest-herpetibnbiralyik, waintresiiting fogmh blgwntancapdin nmskeoarthritis or
rheumato(?cj ?rlfﬁ?ft gr g?}og&gt'icréaéélﬂ réssc%c@at?mﬁﬁgl%lélg%g%c%;iegcgrr%st hertogtlc neuralgia.
any one of clalns 12 to 15, wherein the NG-- nedlated
condition or disease is selected frominflanmtory
pai n, post-operative incision pain, neuropathic pain,
fracture pain, gout joint pain, post-herpetic
neural gia, pain resulting fromburns, cancer pain,
osteoarthritis or rheunmatoid arthritis pain, sciatica,
pai n associated with sickle cell crises, or
post-herpetic neuralgia. 17. Use of an anti body or
anti gen-bindi ng fragnent of an anti body according to
any one of claiml to 6 in the nmanufacture of a
medi canment for use to attenuate or inhibit an
NGF- nedi at ed di sease or condition in a human. 18. Use
according to claim17, wherein the NG--nedi at ed
condition or disease is inhibited wthout significant
i mpai rment of notor coordination. 19. Use according to
claim17, wherein the NG-nedi ated condition or
di sease is selected frominflammatory pain,
post - operative incision pain, neuropathic pain,
fracture pain, gout joint pain, post herpetic
neural gia, pain resulting fromburns, cancer pain,
osteoarthritis or rheumatoid arthritis pain, sciatica,
pai n associated with sickle cell crises, or
post - herpetic neural gia. 20. Use according to any one
of claims 17 to 19 in the manufacture of a nedi canent
for use in conbination with a further therapeutic
agent selected froman interleukin-1 (IL-1) inhibitor,
an antiepileptic drug, a cytokine antagonist, and
anot her neurotrophin. 2 1. A nethod of treating an
NG--rel ated condition or disease which is inhibited,
anel i orated, or reduced by inhibition of NG
conprising admnistering a first and a second
t herapeutic agent to a human subject in need thereof,
wherein the first therapeutic agent is an anti body or
anti gen-bi ndi ng fragnent of an anti body which
specifically binds human nerve growth factor (NGF)
with Kof 5 pMas neasured by surface plasnon
resonance, wherein the antibody or fragnent thereof
bi nds human NG-F with a K of about 2 to about 10-fold
hi gher than the anti body or fragment binds rat and
nmouse NGF. 22. A nmethod according to claim2 1,
wherein said antibody or anjj gen-binding fragnent is
an anti body or antigen-bindihg fragment of any one of
claims 1 to 5 .23. A nethod according to claim2 1 or
22, wherein the second therapeutic agent is an
|nterleuk|n 1 (IL 1) |nh|b|tor an antiepileptic drug,



