
t 

SUPENTENrENr:, o: NDLSIR(A Y 

IIIiIIIIIJJIIJIJ/ijIIIJiIIII1IJJIIJJIjjIjIJ, No. 06-110246. -00005.0000 
2001-12-21 13:01.35 Dsp, 2020 NULCREA(:;cl,lr ii PATLNF ve 378 FASENAC.CNAL A1, 503 PEHc,IQN Folios: I 

Clarke, Modet & Co 
toi .O’fl.I.\ 

SENORES 
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO 
DIVISION DE NUEVAS CREACIONES 
E.S.D 

REF EXPEDIENTENo.: 06110246 
PATENTE : ANTICUERPOS MONOCLONALES AL 
FACTOR DE CRECIMIENTO DE HEPATOCITO 
SOLICITANTE : GALAXY BIOTECH, LLC 

ASUNTO: SOLICITUD ESTUDIO DE FONDO 

DILIA RODRIGUEZ D’ALEMAN, en ml condiciOn de apoderada de la Sociedad 

solicitante, por el presente escrito atentamente solicfto a Usted que habiØndose 

surtido la publicación de  la presente solicitud, en la Gaceta de la Propiedad 

Industrial No. 578 de fecha Julio 31 de 2007 y se proceda con el estudio de 

Fondo. 

Para tal fin me permito anexar la tasa correspond iente. 

Agradezco continuar con el presente trÆmite. 
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Industria y Comercio 
SUPERINT �EN DENCIA 

DIRECCION DE NUEVAS CREACIONES 

RADICACION EXPEDIENTE No. 6-110246 

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION 

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 578 DE 

FECHA 31 DE JULIO DE 2007 EL TERMINO HABIL SE1iALADO POR LA LEY 

EXPIRA EL 26 DE OCTUBRE DE 2007 

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicación 
en la gaceta de Propiedad Industrial, deberâ solicitar y cancelar el examen de 
patentabilidad so pena de que la solicitud caiga en abandono, de acuerdo con lo 
establecido en el Articulo 44 de la Decision 486/2000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS, 

SI NO 



111 ¶1IItt1 Ili liii t1 I1II (1ll Q (: Itcll, EI 1I 
(JS0116143423L 

ii United States Patent (to) Patent No.: US 6,214.344 BI 
Schwall e( al. (ts) Date of Patent: 2Apr. 10, 2(O1 

(51 11EJ1Y[’OCY FE (1 140Y, [LI FACTOR 
i1pTOl ANtIC ON1STN ANtI 115112 
I’IIEIUII)J-

(751 Itiseatocs: Ralph IL .Ssltwitll. Lacitine. Kale 
HeIrs, Titlair, littallairnuga, both or (A 

12.1) 

(77) Assignee (netech. Inc.. South San Fran trait. 
- (21 (US) 

1 Notice: Sulsed toar.y isaLaiwer, the leans of I his 
ate it is etcneIed or adiea(ea] intder 75 

US C. 154(b) by 0 days. 

IIILS paliltil 55 Slant ILL a tnrnuuat tits-
claimer. 

:21) Appt N. 11(12,776 

(22) Filed: Jean. 24, 19M 

Related US. Application I)rbt 

(hI) (San,atjen at gal scan Na. tSS/,Ua.1441. tiled an .Iuit/. 
11195. LW? ehai,st,eird. 

(SI) Int. Cl.’ ..........................(07K 16f2; (217K Ic/SIt; 
At, lE 30/7911 

(52) U.S. (1......................................424174.1 424/12011; 
424./1391;424/141.l; 4/143.1;422.1a2.i; 

124/155.1; 454/1.72.1 1. 97.7; 530/729.22; 
520.12 .t(5530f225.7 

(-) Field etfSn.b ....... ....................... 1-24,1391, ’17.1, 
122152.1 I 1,14(21, 1551, 172.1. 741; 

2, 351.7,357.7, 315.22 

(51.) lletbrc,i’iccs Cites! 

U.S. PA ’If DOCIJh1t1I’FS’ 

1,3 ’Iti, Lit ’pardus Si at. 
1’ Cari’itty at at. 

I )’aidita, 
5.3 1 1 (}aetasvski .1 at 

/ I U ioav-aki ci at. 
I 1 i-i-I Kn’irciker at. 

a 5 tawski. 
7 ha’att 5 a. 

1l.. IIIII, ScIr a, Lt1 ri at. 

FOREIGN PsVUINT JXSCtIMI1Ni7$ 

tt.l’)’Tt ct/F) 
11 ’01937 (WtVt 
V/C I l.a (Waa) 
WO’

 
11 1 1 090) 

WI)I (WO). 
’9: V 

V. I 

’9 94 12/ t’t (slIt 

(91111)5 PU Ut .ICAPIONS 

U.S. apptle5tlaat NSa. O’7.i169,07,, Sr,c,aatt ci a)., tiled Sap. 
20/3t7.a 

U.S application No. 01.922,232, yreliwall at at., Filet 10). 
(211:9 

U.S. appicat’asti No. :32/459514’s. 55.h’a’a:l ,:t at., lInt] Inc. 
I 9052 
t’r:at.w’t)c, at at, "the 111)11 Receptor and Its I agand: Static-
tarn, Signal Transduction and ittottigy". (’cli Etitllirt2/’ later 
national, err]. Is, P. 775 1924.’ 
Ifateilar.’,ed of Monocatcanirf 51ttitheeuies, (’ii name at at. ads., 
P.rk Ridge, NJ:Nnvcs Pull ticitlors, pp. 302-359 and Chap-
Icr 22 (1925). 
.Ssami CI at., "Puritination anal (Lharac(aria’arioi: at fOapato-
eye (7r’.rcs’th Factor from t’tjured Iis’eacP(’artwan iktrnchk,-
rilc-lreated lets" P. Nasa/rena. :09:2-13 (1991). 
ticllrtsci at at., "ISreattia of an I lepalocyte (:a’s,’Ih scIon 
Sea lea- Factor Autoerine I ’rap in Carcinoma fells I sciarses 
Invasive I2ropertiesl,ssociaLed with tnçreaaesl la,,aoUgetije.-
ay oegea,. 9.1091 1099 (1994). 
Iliteroer ci at., "Production of Aratirlert ScciIir littanan 
Mrcnoc]onat Aarihrad ins ta-nt In ’alro-Prirnert tIn roan Sple-
r,ar.-’,tr.ss"t’Ira,lrana-,eaf ratIairaananotasgp 147(t):tia: /0 (1991). 
Bottom at iF. "Ieleatriieatioo of the Jteparocyte (Sni,ssth 
Factor Receptor as the a met Prc,lo One’aga’ie 1’,rrdtret" 
Srie’rrrrs 5[:202 9(14 (Ink. 19 1991) 
.tlrs,lcaar at ak, ’Mo:csca Fletanart Mycloma Partners for the 
Prdactiaa LI I tele.rtalrylrri,l’srna.s’’ ,’iatrScla.’iatl ,leriryr.adp 
l’t-rm’oarintt ’]icc/wiqaa:.s mcd ,’tjap/iesar/oir.s, New ’r’.srk:Marcet 
SlIme, Inc. cr11. TI -/U ft 9,97). 
Bni’ggenmaaa .1 al.. "t)csigrrcr Mica: iNc Pa-a tetasiiaaa of 
lamar lilt/body Pc.pertoiaas In it ansa,enai a7lrinals" }i’,ar 

Sr /ierwcranalaagra 7:73---40 (9113). 
i crier Cl al., "liii martication at eta anti antibody 
fiat ht:mtirr cancer (heniy" I"c /,11,r ,lrsard Sci. 
89:4299-4289 (1155) 
Cl--taints er at., "A Has inaaiycd, Ilispecitic trnrntrnoadbe-
sin Aratibaci’, That tfetargets (’05’ lllfeastars to KiLl 
ItTY I Ittiac(ed Cetta" ./aarras,’ ’11 frrtlntnrr:/vagl’ 
1 59:4.11,5 42,90 It 994). 

Ii cr,jrt,nred I,,in nest page.) 

FActory Jfreantinc’r lam-a’ A. Jahn.’au, 
(4) attlrae’creSla°igenl, or firm�Piper Macbatty ta/f nick K 
Wi’tI’e tIP; SIenna B. teether 

(57) ,&I92I’UACI’ 

tklmtnassegross’th t’rietor çIl(it"t ease toe atatargoreisl arc 
pros dec. IL(L!,5tecet/llttdetLtLltl15ntCtUttedrL./0p 
tear anctiIsrns anti frageaa..uats thereat. ;h lilt. reo 

can he crool T ’F&lf,5 Ilfit’ Ic’ 
flt’2i497)iIt5aar’rihs’arrtiadty InnS/I I IT Is, rtrar anti-

- 

5*tSDiSIli2/9lltOt/9’fiiSi)r: a- , .1 Is., r 
451" Mdflgthlg tiD1r’eliling ala r titLIng the [tOt- reoa1nire 
atltagotnisls are also ten i:. 

71’ Clatms, 3 I)r.uwiirg .Sltr*rts 

[IS 6,2.4,344 R 

1 2 
IWIATI)CYTE Cite) WT1I FACTOR kriaates has rant rests atetrartn,ue2. ’[isa [1 -chain of haFLtJP 

RE(--EIVI’ORAN’[MION[s’rs 191) 1:91:5 shows hrgb hemology In the calatytia ttornin :f serine 
T[JIRI;OF pr,atn.tseu (2519. ht’tr.irtoys to the p1asrntnl.gett scOne pre.- 

tease sltitn.aitt). I iowes’cr, two at tIre three xsidues ssitieh 
Otis is a ,xotinaaticor al at:plicate:tt Sea. No. 08,459t31’t p a fcrtts ISa catalytic rria,I tiC aerate prrlcares are Viol -<aaseo’ad 

Li led oat Jun. 2, 1995,  eLtiw aIraatdoucd, wl,iclt aPtali-caliral is in it :1:101’ ’he reficre, des1, ila its seritle prolease_tike 
taestrpttritcd hereto ci reference and lt,which appttcation(s) rloanair:, h,riRiP appeaLs to have no prcalenlyt:.e :retivil’/. .tttt’ 
madly is claimed under IS (1,91’ 5ltl the precise rote of the [(-chain rcnaaiss ,rrtkrtwn. IUF 

Contaitne bier ta Ialis’e gtvellsytsall,itr sites. ’’taieh are located 
I-tEll) 0t’t’i1E 

(NVI3N tON 
Ia at paleiliotas 2114 and 402 of Ini, rt’,aliajtt oct it LaLlsitil)tls SlOt 

’this Lipa/mation elatrstl5 ttepatocyte growlltfactaac ieee-Li- .,n’I 653 ad the [1 ,-bao-. 

sir ar:caaontsts fhe applicaliots La tsLr 
r!›0 the ascot ff, in a parrlienta 

cC ci 59.9 isotatati roat iaijtnan leii,,irey’(es, 
antLLgoJc’lsts it. III 0, draguasira eat, par Lrelllcr palltolaicat in-trartac dcdct eta all’ IS haw pates teas rllascrvcd. ’l’rarrsietal 
cacnjittclns 

.0 manalnais, inetitdattg cancer. expression of the et3N..\ s.atJneltcc in COla-I cells rcveala,i 
a that the encoded 11GI naslea;,le (deltaS 101’) iackirtg S IIACKO1(OUNI3 Ill’ 13)1: 

lNVt/Nl’!ON amine’ acids in INS bAngle 1 dlLrraia teas felty functional 

liepalocyle geowtii tarot ("lION") fatictiorts as a grerwlh [Setal Cl a., supra]. 
factor for parlictilar (issues and tell lspe.s. HON was Arra. A nauu,11y oeetlrrlLl3. FattIlT1F s’acinrit has Seen idealilied 
tilled in itiat1y nat a Intilligrast farilepat,acylcs [9-lac{rarlrrplltoeas which coirc.spontls 10 ml allcrtlative staliccel fa:ran of (he 
et al., C’rincer Heat,, 44:1c’1 t4-I419 

(1’’ 1); R,tsset Cl at-- J_ " hicIlCI transcript containing the carding se4rccr]caas for the 
Cc,’i l’hp.ieti., 119:195-102 (1 ’Is ); Nal,atnara et al., /9/0 N tutlntitta. linger  and firm 

(ma bAngle derratseirns of rtat,are 
cleesce B/Inlet’s. Sc’s. Cmscn 0 0-1459 (1984)]. Nate.- hal-tIll [Char at art ., ,’/r.is’rra’e’, 254:1182-1385 

(1991); 

mum 
c’ 

at,, su7ra, raporled tILe paralcaliratt st HOrIL irons Itle Miyncawa 
CI a1., (In,, P. fliorlccrrr . li17:I5._22(i9il)]. ’this 

scrum of partIally hepalcet’rmired rats. Sc,hraaqlle,ntly, 
[12SF 

saniamtt, dcsigaialeil 
ITGII-’NK2, lies 

been pr.11rasatt to ta a 
-cain ptlrilierl ft-am rat platelets, atarI its sutatcnit structtrre was 2‘ c-a:mperjlis’e antapc.rr’is; of mature hnmHGF. (’onaparisons of 
detvrt,ti’ied [Nakenseira el srI , (rna,a. Surf 

Arced. Si_ 1.1.91, 

the arratinea acid seqa.ence of rat tl(iF with Otut of htnIIGIt 
83:1.4,19-6493 (1986); Nakarnara cI at.. 111)19 ia’eea’r.s, Isaac rs’ated Ihat the two srse]tLeaccs are highly coitserveet 
22l:ltl-310 (1917)]. ’the puriticatiort of Ittirnart 11111 and tare the Salle characteristic Sllaelttral features. tise 

("haIt(;F") from lremau ptasmat was (inst etnsctrihctl lay - langth ILl liVe foal L.rinlgic rlolnains in rat [11)1 L is exactly the 
(liahtli ci al.. 

P. Cl/n. 

fraaa’.et., 9(1:412-49 (1988). " same .95 in htibl{.IF. In rthcelnorc, ills cyraleine a-sidatcs ire 

Heii cal I I G V and 
hul I (11’ have Scent rrt,Ltecnl;LrtS’ cloned laaealett 

in exactly the same positions, an inclicaiteat Of u 

taltngth trsl5re-I se1ten irig, of a rEalvi4flyo sir rndartt,_ time_u a lslnc.lurs[Ok lra ofI (UI 

s’erietat Lacking 5 imir.ta eciets designated ’tte’ItaS 1101" lashirrr 
’at at., sllpra). 

Mivacawa Cl ’i., Itiractcem. Itirapltes. Re’s. Coaar,nc ., III:!’ and 1)111 variartls are itesarleci ftnrrhec in (IS. Pat. 
63 7 ’Sl ( ’ sb\ Nakamaractal.,/draacoe’,.542:44i-443 NS 5,277,158, 4,315,921, and 5,329,837. 

11 1. a . 1., Jlioa/net,r. Jitraplae.r. 5cr. (’oirtcranrr., 

The 11(112 reaep tar has a-alL ittcrtiificd as the 
p 

reariar at of the 
172:321 .a,1I (I 1): TasSels ci al.. F’rrng. Fieti aIm,]. ’6:1. c-Met priactaeLticia",eac [lilLItola St a] ..s"aia’nce, 231:802 804 13.9,4, 1/7:31111- .1)1 

(1991); 01ka1etna at el - Par J. (1291); Nalttini Si at., Oa-tceagerrc, 5:501 514 (1991); WO fIt :.’.carc., 
193:375- 599(1 (0/90)] 95,43()97 niLl 1, a) Ac’. 6, 1992; WI) 91/111754 p:rtalisher.l 

The mature fornn (it halt/Ui cmrrc.sportditng to the lalarrr 
., 

Aug. ’1 I I ’IT receptor is :rsriatt;a’ retsrr’_d loas 
for mp Lt 

’ 

rifme rIser hum an sc’n,m is a alisatli,IL lurked ’i Ms-I’ Ga- ma a,, mci typteatly cortapreles. tn its native 
Iietncrrdinicr derived i’y proleolytic clea’.’ag" 4 (he llaeaaau fetrtri, a 11 kl.),a lactcarrttitncrce 

(a distrlteite-linked 50-K Da
ptsl-hirrnaoatl betweentu air.t 

d ’v acids 1(494 an41i5. ’this cs-chain anda -t9-kl)a 12chein) incasirrane .yraaartaing 
cleavage process generale,s a stole-main composed of tyrc.asine kjnaase- protein [Pan, et 

ad.. Pane-. 

Mitt]. 
,Sead. 

Sri. 
r-subanil 

of 440 

aattirle acids 
(H 63 hi)aLt and 

a [1 

set(rutnit 84:5379-5383(1987)). Sesranat truncated fonarsot 
the of 

254 amilno acids 
(91, 

34 FD,,). The mlcleoteds setiuer.ce eMeire’aeptoa 
h,ts-: abc, 

been descrilbed [WO 91211,792-
(31’ ihc hoilalti cl1NA reveals lbs both the is asal the Peal e at.. ,$/s( Ia/I. il/s] - I’ :1195.1 55/2 (1901)]. 

l-e-haotras are cerrnr;airaed 
Ia 

a single open eeaalinrs Iaatrne ntaemg the it, iuslitcg actis’icy of I I G V to os receptor 
is 

laeties’ati to 
for a pre_prll precursor Inrole itl. art iic faedici,d primary 

’9) 

lair CtIal5’s.:/eel by Ia Ia trctconat doanaia locater.] in the 
slncalure 

of mature ItuttUll an irtlereltale 
S S 

Isadge 
is 

N-terminal poISe-ti In tIne I/Ui" aSlltcetcle, itacltraPLlg the lirst 
iorrned artsveen 

Cys 487ot 
1K 

re-a/Lair and (ys (aOl  -ill lire Iwo L.ringles [Matsamotll et a], f)i.’ae’lnetta. BieLpirv.s. Rrs. 
!i-chair [SCe Nakarnt:ra at al , .’l’arlanl’a", 519am]. ’the Cearrnrnnrnnt.. 131:991 699(1991);!t,Lntmarr. ci at.. P,ara:. "intl. 
N-IaaLttttas 

of the en t’haiti 
is preceded 

by 54 

amino acids, ."lerrd. Set ,89:1 t7 1 11279 ftY)79 I.lakitcr et all., EM/IO,f., 
s:arting with a methionire grrrrsa. ilsis segment irrclatks 11:25113 25’ttt ((992); I.okkc.r Illtl God tnsn0ti, .1, Hini 
cliaractecistic hvdiophtnlaic l’aa’Jcl sreatILi) neqircaree’ ,lt 31 C’hi’m., 76,9.17145-1171511 (1139)]. ’flan -Met aaroterrt 

residues and the proset(nence. Ike ta ett,ain stags at amino as-s.c..rncs phosrtrorylaletl em tyrosiae rcsit]mccs caf the t4S-
acid (ea) 5.2, and enllteels four 1,-riligledomains..’[ bAngle kDa [a-sahurul rpetti 11Cr’ hmtiittg. 
I ,Itamafe cxtc:ants from that irs 128 tIn about aa 2061 the ("s-I cam aril dyocl irs in 1101  receptor nave alert repo. Led in 
krtnglc 2 domain is between ILbIaLIt an 211 and starlatI aa 288, laS the titerL,trmre. Ses’canI sneh ant/botlies are lleW?r’nbr.,I Lactose_ 
the hoagIe ’I elomai.s is tlelirteet as eatstrdLtlg from about ml Fret et al.,,’l(eai. Cntf Ildal., saps, describe several Is 

Stir In ahenlLl an 38, and the krfnsgie 4 eloraain encterrds frlLtn rae-soetelnat antlil)odies specilac TILl the extrsccttular dasntatnt 
eLLslat ala ’1191 IL, a,00rLl Ia 42,, ((la cs.claalir. 01 the [i-cisaiu eeces.latl by the c -Mel gcte [see also. WI) 

’[he deli aitiort of lIla serim.rs kmiraelr d1anlaalas is based on 92/20724 tserarl,l,oelratnal ar:I51L1//te’a were selected f,il 
their tsoma,]rngy lvitlt krmglna-ialee ttnarnailts Of clttacr pn:ntracs Ca [(lW/Ll it’aatnlcutel]alrl of l3ali.’./e15cc ss’il"a wyote bits5 

lcatnn and -1- -r n {sllclh as protlarhc lIe (’re, tins aIn’cve (1 11. 1 6actls (i:lln:a a ;sslric carcinoma ›11 tine) eLverex 
limits Ire oats :LpprrsiLnl Fej l,L is. i La il’asalieLlr of lIne-se pressitta it,, Mel i’r’’ieeal. The ’-pint’: e’ Ils eliartll,rasl from lira 
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largels acloptutn a Psiiecl celnilga ratiriLl, connected by three 
ID Us. which fr rn liops connecting, and as some cases 

forming part iii, he sheet stmneture. The (I)lfs in each 
chant arc held tiigeti:e. LII close prixiiriity by the hR regiolis 

,and, with the (’thIs ’inn the other dmiri, c{iIIII1flL]fQ to i.e 

t’omnt,iti..ii iii lile nntigcn lainching site of aittihinlies [sue 
Raliat, I. A st:il.,Seqtai’sn’a’.s ilh’sritni.t 0[laivaJriaroleagciii 

L’ita’rerai, Nalwilial of 11CAllh. Bethesda, Md. 
(I 957)]. Ita.. eflilstinl: rkirnajris are not involved ilirectiv ii, 

dahlliLiantIhocy 10 :11 1l lint exhibit varalilis 

ahlcetor CIE110ions. such as tiartLcip,lticiiI of Ilic arm[ oil y in 

antillnrty_ltrprncieat celluLar IoxicLty. 
’the cmi ’’mciiciictiina] a.itilxnly" as used heri:i rulers 10 

1111 il]Obs’cjy ohtimcd huh a sn hietailliahly hacnicitterlciilis 

iat. a 410 a;f ’,In ON dies, i tile mum Iii nat a lit it,od ten cciv-
prisinit Lbe jxutilatiin arc iiisirllteal except for possible 
naturally txvarr:tiLt niutalmiulli, that rnev lie present ill unmoor 
aillosuits. Tltc :ururroclaaal antihodies herein Nuecitically 
iac]tdc chinueric’ anhiuntites in which a portio.1 iii’ the 
heavy araiLior hght chain is iukalia:al wiih or haimuakuguiis to 
corresponding Se 9UC11CC5 in antibodies tleris’ud from a par-
[icnhar species or hatuingiug to a particular an Libody class or 
subclass, while the rerniuitueier if the ellaihi(gi) is identical 
with or homologous ci crirres1i,sndiug Wqnenccs in aneihod-
Len derived learn another species or 6ClO[U13Q to another 
aiiljbocly class or snbcl a, well as flagmrlents oh snub 
antiliodimas, sit long as it,, cx hilait lie desired unLagonisLic 
activity [U.S. Pat. Nu. t i, P7. Mi rriuelriet al.,Prov’. Nail. 
Acad. Sod LNA hit I 95 1 

tThe humus "cancer" and ’cancerous" wilco used herein 
refer to or describe tile ,:ix’siolcgleal condition in mammals 

hat isty pically eharacteriated by iinrcgtihaleei ,It growth. 
ISXdOiPICS of Cancer incluule but are net limited IC, 

eareinimrua, lyraphiortia, sareorta, 1astiitra and letikenna. 
More pamtmeu tar esal a tiles of such cancers ineliidur pouamoiis 

ccli e,rre!notna, lane cancer, pamereatic curtcem cervical 
diiamccr bLadder climluer, hcpatoma, breast eharienlf, scIon 
eareinnma, and head 1111,1 neck cancer. While the I,m 

-ca ncr’ as used herein is not limited to auv tine specriie 
101m if the it Wane, 11 is lielic\’erl that the methods of the 
eiseuni’n scull be fs1rticnLarly effective for canuvan which arc’ 

liai,nal In he acecntpaaied by increased levels of HOP cur 
rslirereaclu il e Met in dEL. nrajnmal. 

(bc terms "nearing," "treatment," and ttmeraov’ as used 

I,, il 11 cefem to cii. cisc therapy, prophylactic therapy, cad 

pmns’entats’e theraumy. 

Ii termi’s ’mui.initeal’ as used herein refers to any mammal 

ILL a inninnial, iuuetmtcling hucutans. cows, homes, 

ai;d tale In a peeferred e.rntioilittteatt of the itwcnhiaet, 

Lie ritamatired is a human. 
IT eta yositii,uis anti Mettian.ts of the Invention 

In ore eieluiadrment of the insertion, HOt’ receptor 
nuitnitrin:sts are ptr’vided. Nun limiting examples of ER it 
rccsptot eltagualists aelmie antibodies, proteins, peptides, 
ghxe’upmetcuus glyec’peptnles, glycolipieh, pohysmeecharides, 
ol:gosaechaii.Jcs, nacimite acids, hiaorgaaic ruteilecules, 
pcptiulaimamntecs, phamtu’icaihngical agents and their 
uietuotilitcs. transcriptioitnl and Translation control 
neiman cc 5, niht the Ike. ’[(me I lOb rrixp liar antagonists of the 
irve.itirin ace preferably 1011 receptor atttiheiehies, Tor 

instance, !_ic antagnnistic antibodies Way be iuolyclonal 
aiatitiodies. M ell ,’uds of ttreiiaring prltvcl�anal unhihaidies are  
known in the siiilmul arris.ai t’niyclonal autiLiidies cam iie 
raised in a ri.imra:iah, for cxi inate, by nne or 010cC ihijeeti 1115 

ill an lKi.iiiiiliz?nit agent amid, it decimal, an adjttvaut. 

i’;yie,m]ly, the nmuiiziaf agent andlium adjusairt will e 

heeled In tile .tuanhuta’al he multiple snbentanec,us or nIce  -

peritrinesi :ljec hums. l3rek.rahlv, the inanhi.ai’i ng agent 

includes the e Met pohypep:ilc or a fiisir’ct proui_in lIt ercuf 
It may he 1.1dill. La ccinjt.game the tmmlimalEmir agent to a 

proteii kuriwa let he irtmn.aagenic in the married bring 
imitntuaizc,l. Ilsaiti .ticsi.lf samctm itunttnogeluic (hlaitefils Wtlichi 
may Ii einatityetl iuuchide In. I are not limited t,’ te’,’tiiule 
linijuet Ilemoeyani.i, scorn. allah 111W, hun  ne throw lataui I 

arid oivfieaaa trypsin inhibitor. An aggregating age,, I such as 
,ultnit flier also Ian ciut1alny’cd Ca citttautce the ilt.aliun’ats 

Ii! 151111cm rl lexaunpics of acl]nvants which nay [me 
emy;oyeel mnclacic I’ rell tid S cltiutplcic aelas’ani ansi NIl 
’11tH aillavlttht (LueiiaitlahOsplhitiyt f opid A, irnthielie relae-
ieuse uiiesiryouumveiihalel. ]’he immtnaizatior. protocol FJiiY lIe 

sctcctetl by one sleilleul in the art svilhiunjt arnlac txperieiteim 
0 Iatiiurc ’the naamriah can then he bled, and tine setunn assayeai 

tilt blOt’ receptor antdnluily I itc, hi’ desired, lIW 116 can 
lie aiansted until the attlihicidy titer incrl or plateaus-:,he

 antagonistic aittibodie.sot’ the ]iventioeanall. 
Ail gbenionrmlutnahan "›’a Antaan’mticnaotmo-

fla doaa)matibodmes of th, invest re" 
beta  r"iowa mcthands, sn li neil by Koitter and 
M. h4,, in  Nature, 2’i It 1I i,’a hZbddmr[hold 

’s’7 r’eihIrajij,j I-1 L I’x)iIriname-
(51 1 ilf ii su. 1 a 

11. ?11?jt- hh, .. - IF 
ia LlLgU,fcmntrnboaa 

.’cativcly, hi, yrnpl ct - may tic immnumtizec( iti 
shEen. 

Preterikly, tile immunizing ai,, at includes the c’Met 
1:.’ polypeptide rur a fusion (ariateat thercoil ’1hz nnitau.taielug 

eat inav alternatively comprise a fragment or portion of 
h{r’ett cm a 11(111 meeeptor having Line or mcarc ,iun[oo acid 

Ilc, s thi 1 lmrn,ipaw in time lirn.ling of ItOht he its reccp. 
111r. In a Fncre ameterrcd embodiment, the immunizing agent 

La e mmtises a’s eelmaceltalardilm:ain rile Met fused to an IgG 
sequellec, such as described in I’.xamphe I. 

Oemteeahhy, cithmcr mamipheral hihdiuiih hvmpheicyhca l’’hiilw") 
lime used if cells et lntutaan oriuzii are desired, car s1u [mcil cells 
or hora"phi note cells are ttseil if non -human mammalian 

1.:’ nominees a 1 a.ieeircrh ’he lympluicyrcs are then lmtseil with an 
iinomc’rma,ce III liac using a ssitnhk faisutag ageno such as 
pulyetliyl gIyl_l 1, to tort’s a ttrhritloinu ccli [fisidiimit. 
I, i’li, ’Jtlli/l:iu’.s ,and/’c,-aerie’,-,Aheadcnn’ee 
fri . I I I 711. hull LIII]. Lumuuirlakmeut cell incas are a-iil 

ma all’,’ hraimsh’omaicut niammaJiau cells, pumiieulud’m’ mvehojama 
cl ’ I lest, bnviac and tuuinamt ring ill. Usaally, ran or 
oatmnsc mr.yele.maa ca lines are mmuployeei. ’rhe ttyhiridihiula 

cmlii 1n11,V tue eahitiured in u ajitatalc cnhture ruceliama that 
prele.rahiiy eortains One or more suhstenc’e,s that inhibit the 

se gruam’t;u or survival of the an.-›Limem mnruahiecut es’lle. 
Forc-ia’

 imip in. if ill fuarenlal cells lack mint cn,’.s’me h’m’puisaltthine 
guasne phosphorthiursnl hmareaferaiea (I l(iPIi’J’ or Jhh1bL1’), the 
cusimt,ie uie.thinai liar the hybridumtuas typically’ will include 
hx’1uiunanttiiue, a.iuiuopteria, and tluylnidinus ["I hAt 

flt al him’’), whi& u-li lusi aoees 111 cC, mit the grosultl of Ill ih IRA ’ 
ilebicient cells. 

Preferred immortalized cell lines crc h ’a !I i i, tus, 

eniRE,sup1roTis1BThf B’gh’ hi i I If 
bisesldnIii’iftjniurT TI t 

ic anietlahiut such us Ile’ih’m him 11 pi, lin I I. 
zeal cell ltmies are uiuurine at Ill  lie 

llhita.utL, for instaulema, ’mom I ’ I I mu ’ui DIstri-
hinli,nL (’Sntem, Sal Diego, r Ili i t I iTa 
C’ed’ilrs (’ottemel CIII, Itrucleviltce html. A, ,,eiu,.teul  suelt 

s5tipjre.,.lmflye)nun]u ccli let ’s\ .1, it er/tee iu 
lixiusisie I belies’ I In uua,a ii’ i I eel nac"usc-Itumrnan 
Tic he.FllOt yelcicra cell I lutes al -c ivas’e licetl hescmii"c( For the 

US 6,214,344 B] 

re’’leet hill el bli mmml u’icinockiiaaal antibothies [Keuzbcur, J 
iWm.’,iurmeal’, 135:34It (1984); Ilmiicicur et at,, Mommoclmarial 
’tAld each)’ 11mlamkmrLh1au ih’cliPuuqmaasr came/ App/lcairirium.s, Mareel 
hlckier, Inc., New Shirk, 11) V) lilt----63]. 

I -he culture raedllnui in which the hybnideima cells are 
Ci, icr mci: can them : s, flssLmved for Lime presence rut mnornetouxi 
amuibeotie’i directed auuL’jusI a File receptor. Preferalily, the 
flInching stueeihieily of hironocleumlal ammtii,uum.hies prmudureul by 
the :ay’Hrilcauna cells is determined by illummopircipfaima 
lii ily cmi in vitro itiaihug assay, such as caehioimil lire Ihulanilar 
(lilA) or emtc’cnae.iiukcuh itirw.unonbsomt,cnt assay (LL lSA). 
SilC.h cchiniqaes aIls assays are kuoss’u in the art, and ame 
dies’ ribed iil’Iher in the aetcanahales below. ’l’he binding alma -
thy

 
or thee mutnoitliatrat L,alibemriy can, fir eeanmphe, be deter-

named by he Scatchiamel xaalysis of Munson and POI LEA, 
al,mamuj. Dimarhi’ima., 1(17776 119tctt’). 

After (iae desired ilyharidortia cells are ideauried, the 
eleures a tar lie snhieho nest by limiting chIn mien procedures and 
grown liv standard tt’,eIhiOds Ieodiag, supra]. Simitahahe cr1-
tuire nit: dia for this p:eposc inc tudc, for exumplc, Delbeeco’s 
Meutlahied Eagle’s Medium and RPM1-1610 medium. 
Altemalively, the hyhl’idtttnu cells may tue gmnwtm in ilium as 
ascilcs in a mammitak 

’tile mouiauekmEnd aiat bodies secreted by the salaclones may 
1mm Lsunh’a led or p’amiiie.l I -rum time ,011tm.’i’e medium or aSeites 
lurch by conventional immnnoplobmdin purification preen -

dunes such as, for exanaple, primicia A-Sepharose, hydrilxy. 
liupalile uciaromatogtaphv, gel elnclmcehcimnsis, dialysis, or 
ailinity ehromtmatllgrepllv. 

Dir ulmilchuunat antibodies may also lie nude by recoin-
hdnaat DN,t, methods. such as those described in U.S. Put, 
No. 4,816,567. DNAemle’ediflg Lb, meomstonatanliuxudiesuif 
tIme iras’eutieia can his "cad ily isiiteteeh and seulnrnc.ed using 
erunneulionat pruuceiLu rev (cit., by using imhigiunmeelceu lids 

pmcitaes that are eapa.hiIc of Inhaling specifically lo genus 
encoding time heavy and light ciluins cit marine aruilunimlics). 
The hyfamiulorna cells of mime ilventio.1 sense as a preferreuh 
source or such DNA. 011CC isolated, the DNA may [me placeth 
hate expression vectors, which, Lure then hrahaimhitdleit into host 
e,hEs such as siuuiuen [’OS ,reihu,Ci,tcse halnstem ovary 
(CHf)bcelEs,nm mycloma cells ’hat do riot otherivisc preudtmce 
immnnnglohulmu prntcua, to rulauaimm the synthesis of mono. 
chinni’d antibodies in Iii, rccor:lh’inalal host cells, ’fhie DNA 
ilh,sm.m may be mod ifuci, for esamplc, lay snbslituiicg lime 
coding sequence irue human heavy and highi theta constant 
domains iii place nithe blomologous Illumine scqucmiees [US. 
Pal. No. 4,8145,t67; Morrison cal al., sulpru] ut by ecus’alealiy 
jlcningto the inaniminc’gtoh’muiui crudingscqnenee elI or ’mart cii 
the eidivag sequence kim a nou’iin run n,glohnlin ae’iy’pepddc. 
Sash a nciu-immuucighiuhnhin acalypeptide can be sn"sstihalcuh 

[mjr the ceittsinttl ehllmalns 511 am; ammlihomiy Or led’ ins’ciItLihIt, Lit 

can ac salislitrutedh for tile Sal iahle dilmeins of on, amilageha 
corn hiniug Site or an amitilioi!’u of the ins’eetian to create a 
chimeric his’aleiml ilmmtibod:, comprising riLe ailige n 
combining site has’i11L1speeilicaity bet n 1101’ reecytcur amId 
another antigen-ctimtiini.mg site busing sjmeculhemts’ for - dif-
brent antigen, such es I-IER2 or CD) 

It is believed, iarime’es’er, tltat I.ihimmos’n ccl cetiiiiartics 
capable of Macbrag lel Il Ili)h receptor will be eiyee silty 
usUal as ITGF rece1ut ’r aatagr’mmists. liVitile not being i"mtu.mumd 
to all gui liOn ham (men my, it is lumescmmbly bnliesseil html semis’,,-
t1ua of e-MueI may proceed by a uiechaaumismmt wi reIn buihilliIt 
L’i i,id I,g to c-Met ii,sluecs a.g_gmn.galioia lie di›,  if the 
meeetithars svlueetl in lurim a,.t ivats:s into sham m;nep:uir 
kilmase edhinily. tkeamire mi’lmui s’aler’l

 
imi I I likely 

burials 10 millstuc_ sucim aa’,gregmlmilmit or .::neriLutiti’Inl fur 
aatcaiuseen aulm:’,i,iiee,

 
should not actis’ami. ,’tualeh. -helm 

10 
motaovnictth antibodies may be direehccb against he (loll 

binding site of (lie rcec1utinm or may cutlle me,. ins be capable of 
inmemfeniiag ’cmlii 11011, its fragments or its s’:uria_his bind icy l,u 
the Ilfilt me.ccptor, such as by sterlceil’, hindering 1101", its 

a h’agmeais dIr ils s’uriunt,s access In tile recc1ilmt. Ahtemaatis’ely, 
thu mneitos’r,leut anthodies may tar caltahld of stericaky 

resenting I WP receptor dial :lift. 
Methueutiu- for humepe lag muinos’alcimt aiimtifaorfcs are sset 

known in fbi, art. For examaple, one naetiiod immvolves receurn-
mit bi Era nt 55g. ci-sion of imtlmlitmoglohcliul ligirl mh,ii.a and 1110Cm-

’ted heavy ebaun. ’thu (llas’y chain ix lellmacaheet generally LII 
any point in line Fe region Mi as ho freveul heavy chat 
criissliitkittg huhle’rntItis’ely, the rcicv:uci cssteiiae residues arm 
subslitliteeb is’ihh anculltcr artminui acid I esiLlue ur arc deleted Sm 

II as huh pres’dtIlm erutssliuking. 
In sitro nae.thmids arc allah stii[f]f it Lu -›’r rJmOr,n5’a 

I)’Tot1aithoth a I 

menk Ch l r- _r iCu Fatu fiedgigatu can lac acecilfla 
aIishaed,amsu6 reumltnic, leiclgtgcj’tmes ,ghyssg,jn,g_gfr.J 

an instarl 171’C5lLofl sbca,ffomnactjj using a.aia. 

Exanasof1Laebbgrslluinaredescniben0nWti94Ped3 
,pthUsheelQ0c.21. ihffPa’sctc. 

,-sLieunis iii 1 F ’lulia I i umijil ’a 

dff,ystionotlatits’ tyfre mtl5r 1iI I ’ - - 

at am’,’ enbii’ "," ’, ’ - "II 1 1 0 ’ I , I ’with 

ff,dibom/ ’Iil  ’:cihl_1l_77. 
P n 1 c LI - I I I iii I 1’)- fra4i dl I i  h.s is I 

aoll ’ 
in, I ,it’Tassuirfl’gitpSl9Lti.m "itt" 

_puj-

7,1 tile l’ala fragments produced in the arttihatmtl ’ di heStlI’mi 

also i i’_uiia the ’ mntant ehtarau imma of the light chin iut ’imimi the 
first eonstuul I domain (( ’flu) of the hmcas"u’ chLain. ’mai) irag 
naei’its diAem from IiilI i’iagmeaais by the addition cal a less’ 
residues at jhc carhnm.y tet’mllinrea of the heavy ehaimi ( IT, 

.11

 

domain including One or more eystcines from the ’aulibitidy 
hinge regiiiiuu I"ab’-Sll is the LlesigliatiOa herein 11.-tab’ in 
which (he caste mr residue(s) of the cmi ua,st’anl doun urns hear 
a tree t’mimih group. 17dm’)2 u.ltilarmdy fraguamemits ilL’iglia lly 
metal ptbsimlceti as peels of Fab’ lragments which bes’c iminge 

me, cysteiaes act-even hbmem. Other chemical couplings of anti-

body Imiig’.ha emits are also knosv’l. 
ln a nrefermed cmruluuhmhme:at of the ins’ention, the auttqgo-

£thifUSr 1 ej,ff,njg7h - i a, ffb mgyitaiad] ›

Fab Lafl’MllllChevu.t1ne5fflfbit3li 
cit cha hemiuuoclo i, iiL’a4(m.! 
me nhs grimlhiie-nd tl[gn,shna either or Ihe monoclonal 
antibodies’ erand hay thcjn,iiridonia ccl! nes Je,sTt’ 
naderAnuericanlin1’me(huahure (lgilectica AcccssmecNo 

’ii:’ ATCC Heil 18134 h’rATCC UN 11,99,9. ’Ole term "humafuigical 
chamacteri’tii.s" is llsed to reler to lime in s’itmli unit/or in vivo 
activilice of the na,enmociiiltah antibody, e.g., ability to satm’ 
stantialty ltdoet cml inhibit binding W11111 If di to c-Met or to 
slllistanttahly reduce ar inhibit c Mel activation-

s5
 Aceoedtugly, he muonanvlh letmi untihu ntly ph’eherrbly binds to 

sulastartidly these itte epiluape as the 14.5.3.13 a.nlihody cur 
the 905.1) .6 antitii’ehy eliuntloseub here), ’himin can be deter’ 
mined  by crmmidlleiing assays describcei imelein and it the 
kTmiameplas For irmslanec, to mietermu lime wild’, her a oldmamicllmn’.L I 

as antibm’mcy has the same specificity is lId 197.3.13 antibody 
specifically disceised (ic., the antaimi’sd’m’ hiLuv’ag the -SIck 
deposit No. 1111.1 (S91) or time 91)5.1 I.h ailiiaemly s1ieeh1-
C ’ly caly utisutosed h.., the illttihouly’ tict’sitg ilic eIi’l"f’ uiC 111 

No- illl-llha1’fl, onc ’n usi,’’,III ’line I,’ :dgliietljmtg 

"amasas.In ajymeberred;ml,uI.n  ill cif  lb dill iiii, he 
, IF ij  Ifree ,mub I , srfl[cAst2t 

,bi,Li5lmif 7 ,,Lim 1 II’. n  ilimemnmltm" 
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if; C VI’ IT 
’than 

I 
r 

itt 
is Lc, [LU 11 1 1 1I IT  

tiLl ’Viii  1 1  if 

>7:111 F LI Jluil I t I Iii  

tin tgclFYL. ’’ii I qic. r. in, I 1 Is tfliiV 
,;,,,rcicti_Un 115mg’: dmi i .sdijnae reat.;i, i I or icy tTirrn-

a iajae.Iitei N :ittt ’,l[’tttilttt.s ill cii ltci:le lt,tiiidut.’t liii CU;, 
pilrpl C irielii,ie utiini’IIii’iiatcand itiel’nyl  
lucre,  1 11 ItyrItnelLIle. 

I 11 autci ti I I_eli I lit ItcerlliliUl itiUiy’IUcl[tar ii 
tilL I N ti I aniili.ni lLC rir Llurnlin F’ I. - 

iri i i 1 1, 1 1 n,ri,-hiiit.:tit Ic g, tinric_) iU,I I- Ii 
mt C l; ’’hi’,  joilitimLiloblin .1111. dl’ 
trig Cciii 11th’, Ti(L 1),i_t1r Ftte_ 
’ink’ U, til till Lit; itJl,U,Si eel Ni 

ju IIIIIInata t I 

UIT 1, ii. ill, U 

l’s:itnr I hucat;a 1,11 I I 1 11iii I -A re 
07 I ’. i i L,. lila litUIl lit ttesi Cities Iinntai Ci 

dl I Itiny 11 leg F is, i GI: r1titc sui iii- It - ttici  
rrilher iii cite ›yl aahilxieiij hurt ii die i III lnutlail L I_ill of 
I :Wiiii cec]uc i Tn ganncrnL. iii;: ,›,at iilliIi,itiv 

� Ctiltiiirls( cii it, ails’ iili (11:11 itUisi tint’, 111(1 iY:.tieai(y 
(’dii, Vii. Ctiil(_U dtica;i.ie, It ieliieh tim .I;stanitailv a:i il the 
(’I OR ret_UL;irN tilrr’. ’pand to diii’., IT ie,Ii’ha Ifld(t [lilt 
I ’hit dtit1 all . sitlisiUtti lii C It reuiirit[’. tic 
(1111 ii Ut UttIn:iJi it_i[tttti11!lttlinlat I I I tieUeLq,t(ti_UL li_U 

[ti ltd ii’.’ .o_illr’ diet, S i.’’niiplisti 0 LuSh Ut 
I [Lit II I i little’’’ cr_kilt It’d, 

H fliU,L.l{tiiilitltitlitt i__Itt il_Ut ciii.,  

ltLLCliIti,iVI: LI Lii 

Intl 11cVctt., (’tuft: tt’ ,Ntrctr’r. /9,,! 

Melhi;dr. Li iii. eLLIOt t]t’it lititniiiti aLl; .1’. liLies ate se,:1 
ktatiwn in the art I I , it ,naniterl ’netiLxtdy [I a, tttti 
ti (utter alum’ i i 1 1 IF i, I a iit,.,lacadi tIlt’’ it ltiftifl a Veil. reV 
tel’  I alt is ntitt ’hi lit_tnt. These non hinman amtnti, tesT resi tIn/I 
Ire (iTt_ti rclerr,.,.0 tt as itttit. ’ii rcscttiirrL, �c’i’iIeh arc tyd; 
dilly’ iatt.’ti IV[’ri an ttnitcifl ’ ’. .ircattic dit:t’ata T Ecu manIa U:’ 
iltttt m_Uatt lie t’ssi_ttltaiiy perli;i neil i:iCawLtmu hr tie 1hn.iel uI 

h!Itticr ,iit] ,.’i’’.’Ct’rilem", [:.ii.’. ii ci ,tmht,’tari’ iii 7’t 

[Tililii_U iitec’i,it’.ntuti nUt al. t,.;iunt, 7 12 :777 117 (lyi47L 
’V’em’h_Uii."tictnet.il,,’n’uH/rt,’t’, rail lii ilTIuiTtt.’*ii],ltystiii 
etitittjtV Ccli il)li,stir I ’1)41 ee44alineec ion the culiirs[tiintll’ 
nLi4 5LtUt_Uttt’Ct ’i LI liiiittati .ii.iilr’’Uly. ,’(dct,ittittt&lii’, such 

ttiti.litj’/e(t .nn:ttlstnlie’, Un C: ’In iicnic’ aniiilier,lm,_n III. S. Pa. 
Ni; i’,inl’t,5nt?), snhcteit1 stlt’.iLni Fla lls’ Less iltU,ti in iutt:L( 
iii;ilaa ,.�dt,dirle Ilenitluln hi.;’. lit_C_i ctitstilclecl hi: (Cit. eC’nrre’ 

iLiac a.’qtncntee 1- 1,  Valiant speeie’_ In f trade’ 
I’ll 311111 iifilt,idtes trt ls’i._U’ 1’, l,itniaui ›111-dill ill 
siTu_li ,_Uti;w i:LR nCSiiiii’L ::ntd 1i:’1111niy Millie 1.11 rt.-,L.htt’U, 
[Lie U.tliititit i..tl Nv re’iiti.cS ii..: it .111 mIca_dine 511_n ii rridenit 

hit_re if hini’tii riinj.iltl, .Iiutiatns, T,t’iii liitl;t arld 
Cecil a i:i,idttUa_ lie ninnatiered Sttiili:;ilces tIC 

in "e,( It ic [tee ,,Vli’’crnieiry ,\c.r.’r’iittg itt 
ii’’ iciciliiel, il.eccnitt.tice ..: lie e,nrtLnl.lt’r.L.sni’.titt 
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’’I_U/It ttLtli ’i_U 1’, ’L.Ct’Lt_UCtt[’ I asIa itO_U cCitt. tULit[V, lclVi[tY 01 

he,rr;ett ltdtttitt’’.lfl_Unlrie ticnnttarn seitnenslcs. ft,lUnt:itta 
tilt_ac.. uititn,in if, cItteesI ii’ that ’i 1hit, rt.iLlent is titan 

’.5 ti_U hn’a.tti Fiancee oii f 4’) It, r the tail it’ll/eel 
-I I IF"’Lit’ iltntis 0 aT., ./. ’tnu,nr:n , T’Tid7i)i, (hidmi), 

4 1 i7(] /5,nt’llli’i 
ui. lu/I .5_Ui Ut pa rlmcitlitr TrULtiee.0 F. _UriecLF rein il:ee’rint-
senictO seUpeiLec ltd all liiiti’ian arkl dies cc [I nUii1mt_Uii Icr 
Si."eiiniut,i’ i:git’ or h_UUivy eh.a’us. ’Ti LL ale )r_Uiitesrt",k CU_U> 
te cccii 11,1 ’Levac,ti dl["reul lii tnnnrretl miTt/ice (’1110 ci 
.il,Ti.u..’ th,tlI.,,t,r’es’L.Nta. i_msC1i7’.L,riit.tc4lmni,l,elul 

.t’. ItiUumttt.’ttll., Tnt2( 11997i. 
II 1 r [tee ic:tlnenriaill that it:thtit,ittlte’, be hi lIla n c/cal 55101 

lelkUc Iltigli aliir.ilv for cite anligeti altcl tidiet ,,ciir:ulnie 
’rrtipcniicn. P aehtee, this ti:’tl, aeci to a 

its rail rntarhniei, minimized attlthocli’i are prc]rarct! iCy [1 
’taT’ anahysis cmi lhr parc ataT nec:tteilcles aitcl s’aritins 

,.tliiceatnxl hnct,arimzeei ltnudltcns Icing Ilirl elinietisit’tttti 
models aT the nccenlai and t:uiiuinized. .seqncnlees. Three 
d!tncrLstninal unrnnncittltai ’aim tt.irndrls ’Vt.C’Ciiinmciuil.iV’all 
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ihrt,e-ticrnct’ir,uci FIT al ctinlntmlllat ((lit di LI rtt i_Ui it nt_s cii a: icetcel cant 
eheiale tintnwcctgkiitainn s_UqUcmlecs_ lntnpeitl;in Af thccr iii, 
plays pi, Fruits analysts of 11, E: ltkeiy role cit ui_U rcsalaec ni hue 
ldiu/licmnag at (Tat eamlrnii’i[ I ti ti IF og u.e ttt ii U eaqi’c rice, t 
lice analysis [if insiduas That H111 tenet. r’e mitTen’ "If lhc 
e,tticiedarc iuiiucntioglotntiin 10 bind its. 11 halt it ti ii .5_ti. 

k recta_its’s call Inc seiceted rin.:i t’itiliitmncn_Uil I nun IL, 
Settsit.5L itd tiipart seipietlee Sit i:.,at lice iicsiieal 11I L11"’ 

eliacarrntsttc, snelt as niercase,i Ut11i11i5’ Tan tine ("’Li 
aacigeni( I is aelnias’cci. In gettentI, Ike (’HiT ’ealtlt 
eicrcetl I del miter ’LtLtisittt lV!IV [LV/itlsti ([IV tillitcttt’’.liIt 

11 [ccc:, hki() 1)1t11[679 ,,tiitlisheg tI I, 
1 ii iii, 1 i i ttti[UiS (cr7., In tee dial ui. cali.tlt 

,,I .nnittt it  ,it TE iii pr/I it 17 d liii rriieil.ir_U Lii t I i I I I:L IF 
:niliiL,eii 111 tile aiti[e dec_U f etfte’’/Ittiinc etleait,a  1 II lit 
;ieeltleln.a call in_U em ’ 1 4 ena:ttpl. . it las Inc/V 
tl’,’c,_Urniistl IT.,1 I tile ’aiitr I 11 11 1 L lii I Li,, :ttild’"i, I 

IF heavy Ahm. . inuilIn,i, _Urn. .ti,,i 
Ti lId anita nIl 111cc’ r.  

dim/I inikl.. L , ’ I at ltn. nttl.atiiT,t_UV 
tiH ii: ii I Iiil I’lanitItislict 01eat 

a’ :,iicig , set P›_ Yjlfii. 

,Tcttel. .t , I i i I ’last IS ci al.. 
ii,1 ntin:i it .1 . 4L’cr ill 

’111 II I lies Lit ’ia’ ’ it,.IF 
iil1gctiiey.l.tyi .mrien tl’.t’’ni.tni;idti’it’.’e. 

Ta’ C’ [11.1’ .TtI;.T 

"N. I iVi I I ’Tic ree hi, ir1(tasi Li, eI.rl ale’ Ii,’, nice 
[II. Uile ’1  .15U,,ltblt[ tin ’dUe TtncPaI,tIini .11 

ilL ni iii’,’’ lien ((’tie ci a! Utlsnfti’n_U/r.,..r,!i,tI:,’,l;n’,ct,", 

tIn/i U1.’1illdii,’t’I’Ltiir ’(latin’. iiss,1n 77(ittU’.lticili.ierinen 
’tclU,:,l ii’and.t.rc,l., 17( j,):;(  95 lid’e)]. 

hn.n;a’.titer _Urn ’ini [macitt ii 11w tns’e nt:ai nfl_UIln;tti., i_n 
tn_hug eLm_U,.....t_U iintis’itl Vic. in Ill;. iiielliintls, T t Ui i_Uectt.ti 
,at’..tu: ’I 111 t.,adiciiticti:ra,.T it, a FIT I’ll c’ra.iieluac’.[i[ise’ti dsli,,’ciin’C 
e:c:e,r WiuiTilheieai,"eate’c:I’’ e.s icstl itereini s.c’1 li,itiiVi,I 

i’.’itic r,.e,_mC’ic. TL,i’mai’ctmcehisaase. it S,Ttiiie ccii In, tie 
ice!. Ire :iniien.tlamic etl’eells’._U Inc Cancers ’.ilTilt are 

l."aitdc.ieteel’iii[’.mnaeeii’etticeUecsadlncs’eis ,’i’TiLil;’i 
’ccciii’ il e Met at rite :nactin In a pIne. ret’ cnie.li’i,i 
ltt. ntseriicir, mc e.[nee[ is kr ne it is.,’ 

,i/,’lLi,1tii,LU_U;T hal Liii: rttclicrils U’I lila am’ elmira ct;, 
It eitnni’I:ituumu 511111 sriic u,uhar lhL.apetine I" IF 

[IS iu,2.4344 IU 

[lit I F IS 1nli.’i I Ii ’ F iia_ .’itannnni,,: 
Li" It ntin,,mt 1 1 i tli Sn itU;ItTe c’ttlricr7 

ate: tine [U I I nitniatiittis dc .i’t.iitJid’ltiIttU7rt. I �5 /tltcr 

nru,aei’ual ’9 ,(eiemnees Ti It ed.. I t_lyu , Macit Itaititsin tnt I"; 
ca_mIen’ hi I sic etm, al. iV(c,ni[.’,.nn algtncipriLnte U,ininctuit ’i .1 
phntrtuaccnlicelly tc’tn,.piairle "alt is used in IhL ltintiuilt lit 
It, ,eun’,ler the it- lai.:’,i i,s,,tuntnc F k4, in 1) 1 of tic 
lt1iariuittleattealli’_Ll,_/, p! at,  . oIler Imn/ink siili,,s 14: i , a,  re 
se,Ttilutua atmd dc/Ins, sL’:uili,it. Chic pCI ’h’ lint. siilniiutttie 
t:reiednhlv (cam air_id S 1,’ .dnm;tui ’i citci nl,c_U mielenal’tl’,’ 

rt’mtt ,tlnattt 7 to ainttnt 7.1. [’ui nitci carriers i .i ci u_i: he snistaicicri 
release pn’cpacatinttis sn/it is eeintttc’ flu raTtle nn Al ices cnl’s.niiil 
1iedet’nicil’ie taii[ytmUcr_U eu.tti,ililinu.i the Iltliicun iii, ,sluicti 
uctatricce arc ia itt, kern i’ r,lca1leIl artIcles, cii., lihnc. 
iipisU’tnce.s on nhiicnd1idniielcs. Ci sutlk ite alipUmnelib iu lhrVLt: 
]tcrstias sit/lacE in the art Ti_ti ,.Ut_Urla.ttt citeriets ti_in Etc ittiit’e 
ltel,c raid It, chetuettLliaui u Pot t, I. OF ittctnuea, 111 _U 14ithe ’ut ad Ill caat 
ishnaLinic arndeocaetencnUtnicitt ’rI.t tit iauciinist T,eett .itlnutiuist,en’c(. 

[’he antagonist ,_Unnt lie m,lntiiuckslancd to ilia ntnittiital ILy 
injection (e.g.. itttras’/no_Uee_ tIlt npeliTinttea I. stile:umnaneons_ 
inlniun’cnselniar), inc by’ culhec itaethaeis snc.0 Lie tntfnsiinn (lt,tL 
enenne us (ieh’,ienst L, the itl,iccisiceaLn in di’ eti act ice Elncm, 
’E’Iieettt_Uug.tnisc may tiCe adiinnisiett.[d iN iuilrat,Lu’ne.rel, 

pericUnit(tt’ai. inrmaiesicini,n i, ui ptarilestitm:tti nmce,s, to cxcii 
kic:ml as sss’Ei as sr’sheeise nii.ernpecthue clicels I ccci air 
intrUicentntts mJeeLIcii, is preiet’t cci 

Elteci inc dosages and IhI 
aucaVcntmst may inc elelenm:t,e.J cmpin’it’alTv, md na ia_such 
eleccnrtitnalietn’cs .s 501 [nix Tie "Lull in a__ic Ur: T’ltt. skcikci to 
the art ,v  ill nntticrst site! mel (Etc eknsau’.c t’.t iiii ’ ((icr 
11 St ii’. artntillt,ichct’ccT ,s’hil V.‘ E‘.  ihepenslim I I . ctu, 1 11 l itnph1, 

the tniilttn,ah s’climcTiwill iae..’nse (he Liii CIUS’l, Lime Law, of 
idiiatitistt’aliu,tu, tile (n,inlici.i_ti lyp: ciIs I sect ,mntl 

i.iihen doss ia ing [I t:miminic it. atl Ii’ lhu mn: I , ii -to, ill 
selee(htuV 1/ P" Prinlm._Uiht,seIC I nun till, ii undy CVI i LU, I, l’tiiiail 
In chic lilerac it, re 11,1 Ill er’:lnctltc nsc,s I :nL ,iLcs, C 
//state/I ma] illudttttu’iidt i’iIi!intediitt, i C e .tl,, eai,s,, 

Niges I utl:TieLuTictas, Plitt P Ju’.s, NJ., i IU 51 cit. atuel IT. 
.40 n9it cC 1 , :ir, iii 1, 11 Ill, 1d[’d 
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A tylee_tI t. tIe F ’ci 11, ant 1 11 1 11 eseci 

alu’ne I range 11 n ’ulb ’TL’, 5’ lip iii I igUitg of 
hiiciat:icunta,i re i’eitI it,, (I[1i linac ’[i he Fleice’, 

die nh, ccc ,n[’tas’e 

i’tic ,iucL,gcunist cUt> aEsem ’nc,;t[ti,ia’,’L::reei In tile it’taniin_tT 
in cctmnbin,tiistn

 

11 1411 diet_Lice Imena it IL tI elIte Cur itt lane uuchcn 
therapetlttc agents or it ecmnjsincTiemt:. ’.511(1 iadlahioin Irs/Il’ 
it ienl. hcnapeu!ic age /Is L’inuicrn ml Li ce_Ui Ill cicidu ehcttmtmThet’a 

itetnccn .isss’d It as z, I -  flied mc,Ui.,lJnca cii .uuu,T cy’Iiikines ( lit, mci-
Therdpis_s ctunlenitTiialed be he :ttvenI ’i’.. nebula_c ehenu lea I 
suiitsltueiec’, (ur Liners s/teli dcc kt_Ucie,ii ad ilte inc tu,J arc 
eLurtniaereiahly aC’diTUuTtle, stut_Ulu ae 1)cuxiirahhm’imm, 
S.Flattnnnracui, (’vliusine aitT,inu"sidc ("AnLu’l’’’), 
(t.eT;:[nln;S1tivanie_sU. I’i.ucm’tcttd, llncaii’mnn. (5’ii1i1in ltcnui, 
Methcu Inc iane, (’is[tT.tI in, Ncciphalcmu. ’5 iniitiasnine lund C/limo’ 

1mlatitm. l’htc atlian4tun’.u’ac Ui [IV he adiri inn ielertitl tctTtetiiLilTTV tIe 
eu’mn[’it nec it Lip semi h lie: Itt’’ ui mine i:TlicI t tie r[tpcnmrim. Uur7t_UtIs. 

’[’he aa’etui nis t If Lita,ngcntiea and Iluena’;cuitt/ _Uigenc a_ct/caLl, Ill  

eeantrpic . Inn n,.Enat n’.’pe ’d drags ,tte tct:tb line CLIIiCs mel 1117 
,neLticd, a,ulii Ihe neinedtli icC ,tutti nu,mires,,t aehinuaisneaLummuu Itu:i 
ss’,un(d gcnerahhy Tic itUic, rliatt 1’ ccc i c,, ic nseuh adic’idaalhy 

loTIn’,n’ting adtn al Isursi tiini of aitL ’tisC to (hemiUa’i’.1iaT. 
the nitanimal’’, ,_Udiic’Cr _Uitid ph I i ItIin:n ,tnit Tic 
mimanitared in cad, as ss’’yt ss ii, the siitlhc_i uric 
thhicuticn Tier cns(a a, aIIm l"ncss lee miileen’s’eti tysi 

eahiy rir h1’ SliItILl[ C4 S’tUmc itttl,i’.Utt:’ 1 hiri,e’nicc 
ha antnlhcm’ end i’iUetih If i’!c 115Ct1(tiiV, Uliciht’ 515 iii 

emtt[nEs’,ttg he din’ ’ti in sa..,’ iii ili,igttcelie i’t’Ua’e ane 
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pru.s i.icmL hint’ icst:!ntc’c, (he attlaginnii’ier , : el/plc’)’:’. In 
ii ha mime ’tI ic assay’s (’’ tie tc di nvensxlireims t’’;tcni LLGF ne/C T’(on 
In lie cein’i maci (1.551cc. \’anitn 1s (It assay’ ech. 
nitgttss L,niiisnn ii: cite act eiay ’ic ascd,n,Ic1tcituis’e 

ibeditie, assays_ di-I OF iaci:.ie’i and 
tteuiuttn,upcetrig,IL.iumin t55[tV1 eitt7ic1c6 inn it,  ’I n’.:nge. 
lea ’115 ,tr ho InCh/cit edicts p Ii as_U F /’,ula, LUsts,; ’, ’Ilntd 

i,’m .1 .(/taautnmt’ ii !i’cIIutnUire’e, I.’Eli’’ Eccc 
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i, Ime 1_Umi1cie11 tntdht a CIE: it, edulti, iiutii._UIc. ’The d/I’,_IUUT .dcnntoiciy 
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crc/v late. ’,imeh ,te ai[,ti 1mm. piet’sclt.mlase. it_ic [itluel’ IUCCTUinC on 
lnnin’a,i’.idieCi ltcrrnxielasL, Any tide.illutcl htnua,’i’ I, IF, all for 
eccnjugitinuy ilme arcagitaich iai line’ tb._Uncolllc’ nmin ci’.’ aids’ lie 
ctnpl’Sycel. td’Iimehtmig bE:iV._U ant’iTu,sle elmisenihrd 1,5 hit icier cC 

al, ’Vtcn.’an’t’, ’’7.19149 (LI_k/I), hiacid dl LII, di’ ;’in.ddIl’e 

13. Ct]T4 ([1)744 l,5ai[t clii,.,!. 1 t _81, t:-, 40t29 
,tncb Ns greet,,!, L’diriedt’dmeetmt. toed i i I  
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ILl a [nra_nc au’_Un,n,b ’r’ictc ui (Tic iniVc itteil’, I lie ra era 

pnmsicl’_Udi arIleisS nil crati [[let_ne and kits /’mitI’anniiliz macc 
nal’. 115.. .IL lilt’ ticatiag /Uineer ondeleemiung..mn piuntIcing HUT1 

receptlt_ 
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hititL’, Ut coin1 i i,c ’,.;liuein is cllecci’,’e Itin I nell mg cancer tI   
itr mlctcetiui im mlrilsmnng Eli Lb nt:eepltit. ’l’he Ltebivc LcguIiil UI 

nlie ci tn P’ is I. II ,i I 11m liii [LnII,igttnisl .ntel Pre t’cr_Utl’uln. 

euiiuulditccs I I ft’L 11 ill i dneilmuuehil:aT Lumulmlno_Uhics’n’.uecmlit 
Ion e’Mct, ilIc rd ’ui lie e,’ntimUtl’i_Ur tliilitUtltU.’, Ehtt the 

etnicipuisili(’:u i, It_it’ n clung dicer i_it dctetLinmi u’r 

rub’m  Ti k icc_U (Cim..i’, awl nay alec’ , atlec(c riilec(i uut:sd"r 

eltiter Ia S’tt’., Or ti’Sil ,t’ii sc sumeh [is iiiuisc dcscniinncch ziist 
’E’hic I ’’ 

. ’I’ 1 tic i:,’,’/nlitia eLtuiprises (11/ ,Um:nin’aiact cbcs,Ueii med 
A›,. v, lIST .1 ccc’’. ru cilatLu nit: n dial/ti ’5,151 UI imuihn,n, TI ni> 

It nchiieri i I lithe hIlt_Ut’ naLleruaLs dc.sLt’nlmbe hail Ui ccanaicr’’iah 

a" lId n ndp ni, tuehudinig itihcr 151’ iT L. is, dl liii IcC, TI i’_rs, 

ice, iii,.. ., acid peekauni iimrle’Is with instt’actin’a" Tot 

’flue iiit’eabIlia ,:uEl (mc aiIm. lelism nnnilc,’s:iatci hv reh’crt ncr 

tn’i:iieh’iniT:.tt;itdticsirmhihc,s,I’lieyt.T..mi,,/iiiie.hcnacesn.n.lac 

eenitsTlte,l I., hl’..tliatg he 5._Utu[lc Lii  ittd It scL,ciuia, Al. c’ct’cn’ 
enec eil[:li.itis her’, in at/U ;unt_’uUn4ri,i’.Lcd la) rc lcecni/c, 
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a_,ill.: misc [u’Irnains’ti triclf i ’i’hanlet llieu:n I .d:nt.Ue It) ries) 

etst’eec i:IFuniFri bc cnes’(imu’ 2 c tsihinil ii’ c’imIcl’Ta_H tt5it.itl 

umric IF (ill lnhiiuiE ci (.1114 
. It NI l,j 1,/mill pil 

iclt.I silt’, Fro  lhiimni 
!,nmritsn.eimcmtc’ti T,’s,’c11ii . TJaitiil’.int, M;tn’( I lice 
I racsi nb,’ each miI’d 1 1.1 1 11 ct ic Ie’te,i’c ,Fit in,in,islrred 

met i)an (I mach i’i,tns S fl, . ru Li, H ice (icc h/I I le_isicir 
VI. trmtI1[:n y’LimehrlthL,ig 1iiecs. ’riai.rdtaeimi mi’, N_I liuseel hit 

hn Ill .’a. intl I 11, as’> c’ 
tiii

, teas ,’uneii1uel_’6 (mdliv as 
tleserim’Umilmylciinhlcc’ai...1 4I,rni tite’es.ti’ 

PE) 1) cmii trouT_ice] ,iU i’inmnc stl k’mnitscei mi’, t cells 
1 ,’ ’51_i igI I cc I 1-nik pnedie;h ’; .1 sinlilia 5tcm 

it_n’.’ c1Iac(y .hrlmnt,[[( ’’.11 inntineiitijIt m mlcit: .11 

NJ I, 115cm ’I. I ,’’.:, 
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153.4208-42h1.( 11941 (elitie rernatant sin’, Toadsaloata 
a r e[nAraciliaiia equilibrated irilO tiM iris. p11 7-4- 0.15 
M NaCi the miii ire arnie iredreel, lion with eipi ilihrirarr 
bacifer, tine with sap! :ibralior i)iiflrf containing (1.1 M 
teira rr.eliiylen ra ci ci ii lii clilairitCa, ii, ieriii’Ve 11011 sps.eiliiaaliy 
bircitral pr a. ri a-Met tyti war eluisil with 20 reM Iris, ph 
7.4, 3.5 M 5Ig!l, IOwa g!i eltiate was ceineenlraled 
rail exdeariitcei un0 20 nM !ris. ph 7.4.0.15 M Nail ley gal 
Oltratiori ciii .50ihaiie x 6,2’, .. a had 1 eciarceatraticia at cheat 
2-4 nina]. 
03 Day 77_ paptilea: iyrniçrh nodes Crete rein r,vcd trorn the 

Flies cinch a seyle cell .’a.spenslir wan prepared i it 1)MEM 
iiiedra 4ot-ita1inr, I cmii I ijcwi,iiaitksr Li rip 1, snpple:irerited 
mitt 1% panieihlii -slrepicniiiyciii.Tlie lymph nade cells were 
then faced will urarait mvelarara cc Us l’3X61AgUA (AlIC 
CR12 1597) nsijiir 5751 palyrlhyleire glycol and cultured in 
96 -welt culture p121cc I lehiriehimas rcsul:iin, Irancut the lii 511.111 
were scilceteil iii 11/111 rriuilivai liar, nays after the Fctsii.iu, 
hybridrima erriture siiperae:arrIls terra screened inan EJ.3A 
to test inc Cite lenience of inrciiicl.iiial antibodies biaduag to 
the e-Met-(g(i li-jim prniie ii 

In the El.lSA. -10-well macrot sr platen were coattid by 
adding 50 jal rut 2 jigj ci goal anti Iranian IgE l’s (purchased 
fear,, (laeiel l.nnheneatr.iries) 10 each w e L ac,I incubating at4 
C. twerriiejil The plates were her-. as ached three times raTIO 
disiillcd water. One svells in tie micriuhicr plates were 
blocked wilh ’1111 p1 or 2’I. bosnia serum albumin and 
incubated at ci, lie teruperniutre for I hour. One plates were 
Iliac washed again tiler.: iiitios with tlistilleui water. 

Airier itc wasbimiy step, 100 il cC 11.4 fqVili1 a Met-[g(i 
l.rsicna protein (as den ritneel ehiive) SIllS added to each well 
The plCtes we-re iricrehaeecl to, 1 lunar al ›o iii temperature tin 
a sinker ;ippai uris, fallr--ceal by trashing three limes with 
distilled water, 

flea, Oil jul iF the havhriltima sapernratarurs was added to 
denigitatcel s%0 1s. 100 pd of CSX63AgU. I tnyeLoma cell 
coridiuirn act] mccliii it ens added lo anther iiesigaatecl sr-el Lc as 
eciara.ls. line pie le.s yr err mcii l’.aicti zil rairim temperature to, 
I hear on a canker app› .Las and then washed tbrna 0111cc 
with distilled crater 

Next, SO p1 l.h(P-eenjrrated goat anti-aarrtrsc IgG lie 
(ntucuaha.se-nh triena I ’appet I .arl)oratneriee,), diLuted 1:1000 in 
assavlrirlliar(0.5%Eneviriascriimc1err:idri3O.05%Tweeru 211, 
11411’S. ’1 ha ioersenL Ta PiIS, ’nec mined

 

to each well and the 
plates ineabalen] lot I to,arai r,ieirli leinaleeratare on a slicker 
nppa.raltlec lbs lii.i:es were waebeel three tOnes with ehislille-d 
water, followed 0 eabelitiaa 

at 50 p4 if substrate (S tog IliaD, 
12.5 ml liftS, S cii 112)01 to each well and aeabatienn at 
insane  tcoqcratttrc for 10 micra las. [Tic reaches was stepped 
iv .rrhduirg 51 pu  of 2 N 1100. it, eiichi sr-eli, mid ah.sor’ecee 
at 1190 rum ’yes renal in air aritcta;iied inicrotitc, plate reader. 

Of 912 iiyhe,n’ama saanrlrataman screened in LLI I-tI ISA, 
24 supeeivataoLs ics,tL posi:ire {caiealaleal as epprireimately 
2 times rOuse haelin.esruisall. Thr sapernalanuls testing posi. 
live in tire I1LISA wee farther aaai aceb by ;,’ACS nnialy’ars 
using ’OilS cells (livaiain e1ride.i:inrei cell litre en;’re-lsitig 
c-blat: Af(& 181 - 1115) end thimniresc-ein-cricijageted rreinse 
nali-IgOi The I ’illS aiiai’sis showed 19,124 saperriatanls 
were positive far -iali c-Mel iuotibodies 
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llalhje ruio were anal nie.cd i-i described in Example I 
except that ii Met-Igli tiasicai protein ia]acii.:ias ss’ere 
arlmmriislcn ai,ic.;i)ays7. 14,21,20.2112273 ccci 
713  On liar’ - a :rtph code,st ar -Crc rewd arid a l s, ii,i 

ssascr:a:i actrd as dsweribe,i hi Ecxa.irpir 1. I-lybnirl.awa 

16 
srupernatalain, syria test-ad acco:ling to the El.tSAsheee.d,cd 
in camels I. On, of the posit[s’e anti-c-Mat inoaael,anal 
aaiilaauiiec was ralleil 205.11.6. liurihcr uimihthxidy aaalysis 
slnmiwetl ill,it the 51)5.1116 r-errarieki,ial antibody is an r< it 
isotype airtifn.a.iy rilai1inisiig a kappa higiii chain. 

heXAMI1l .123 

All inilnibitiin: assay was crinthacled to cxariitae lie slnliiv 
ii liii atitillelahies (deseeilrrad cr Lsarrr1ile 1) it lrlrnek Finding 
of  lI(Lkuni c-Inlet mgt.i lnusioi, protein Prior Ii’ ecuriclachang lire 
iii hi ib it in ii assay, lie 24 hrytruiduina saperualanis determined 
prsitiae in lire ill .lSArir 1’.-aample 1 ware pariiieet on Protein 
la’Sejahiarrise cerla tires I,, yield antibody prchna.aliiicis of 

- abel I ,nnurjinil 
J,5 

I’iir tin’ assay, Sb-well no ierotitee Irlates isave co.lccl. lay 
adding 1 Ill a ci 2 capinl great arch -human ltmc (purchased 
Irmir laurel Laheiratorie.sS to each well and incubating 
srveonig]nt at 4 I. i’hre plates sscre then mashed with a 
scasliimng hailer (0,11516. ’l’wcca-20, 0111% ’Iiniatersurl in 
JilTS) Nn,nspecilic binding it; the wells wan hline’iae’J lay 
adding iSiprI blcnel,irightcll’er0,5% lISA, 0 (’lYe l’himacrsol 
in PITS, p1] 7.4) to eec, cccli arid iaenbating at scam 
tcmlwraraae lar 2 hours with rapid agitalicnni oil an orbital 

-, shakes 
Next, euantiitairig an rcioini temperature zaud uryilatiiuu it tIer 

oririlal shaker, the inlectdrig bmtl]ier was renuarrscti I unit tIre 
walls. niad I he reams -snare washed -usitiewaslairig i-ia list. Nest, 
101 jut of Ill nuiLini c -Met gO fusion prnulcin (ticcecibed it, 
Example l) was added tar the wells, The plates were incu-
bated liar 2 bouT] arl litril cache,] 3 dines W1111 wasbiriy 
’unITe-n. 

Re-cainhinanil h’,niriain 11(111 (rhiulIlilt] was rroaljeed in 
Ciii) i-eli,’, using a j’riecediire modified front Rake al nil., 2. 

us Bird. (hem  217.20114-20119 (1952), rhsHOI -tratisfeelxui 
Ceit,5 15 1: uc g’.,n’,ra in a 40)1., lhanumactsnr in nasarhininu cotamataninin, 
2031. (raid fa,i-cinnc semi ice liar 8 clays. Cult are sauperinaturut 
containing mba 11011 rs:ae eeinr.’eiitruteel and elaritied, tI-ecu 
caatislinuiiinetlby the addition of solid Na CI to 0. 1 M. rhrihlt.il 

in mis then llririfle’J ui a single step i.sing cation exchange 
cirrin.ra’m-gcaeiiy. Conndirioired, cocne,.nrtraled culiaae super-
natant eras h,:rnlecl rrnrrr a illume cci -S-Sepharewe Fan[ Flow 
equihittrantech ni 20 ir.M Iris, 1111 7.5, 41.33 M NaCl- After 
cashing lInt ittihotind pictein. rli it: lGli was elatccl in a linen 
geaclical from 241 m%11 ris,  pll 7.5, 0.8 NI Ni(-! to 214 aM 
ills, til17 -5,  1.281 NaCI. rho lIGF neen’ieainiiig fractiuenisas’ere 
pot led based un SOS-PAil, uuralysis. The S SejrIuarose Past 
linixa pin"; ’ears conceal ca tech and cttehangeeh in to 20 mM 
Tr is, pll 7S,I1.S M Null by gel liltra-lioma ou Sephathex 025 

ti tea il H &I c,rna.-nenteatiuraa of abe-mI 3-5 nurxjirnl. Ac hit ] 101’ stock 
sthul to. a was the  urc1uarcdlnydiliauiauy the rtuiuliCl’ hi n-acer 
halter (0.5% biasirie .serr.an alhtninia, (12)5’-, P,reetr-2l!, 
tAil ’II inrersal ill PItS) ha a err ineentral ira rrt lit ,agi’iril. A 
stack saliuhneii ml connrs’l gp120 aatibcads (Genentech, Inc.) 
mac also in repan red by etiiaang 1lee antihanni’ in noses’ bailer to 
a cniiie’eiiiratioa of 111 pm/mel-

’fheri, 50 pml ref either rhi:HtiI gp120 until. niby or one of 
nina 21 urn aec)cira.l aaiibuuti icC was added Cr- iiesugrrated wells 
to yield a Final con ceula-ariann of 11010, 11414, 111, a  I. nprtihj 

en well- hrniairuliatel’ii, 501d nef2it(i ntiiinll,icrninylaned chalICE 
trInirIl(I’ lriuutinylatemi musing liiotin-X-NIIS reh’teira,nni ftaieai 
Research Organics, ,n-) wa-c also added Cc caeti Call Alter 
2 i-runs :real’ericua, the wells were washed; times with 
waa,hiiuul irnnhlcr. 101A pub I 1R11-sirs1ntas’idin (I :201K) dilution in 

’a, host1 laruffeni (pan-ehasua.l frenmin Zymerh 1_alaenr’atnirics), sxas 
.uddecl to the avehis anti the planes ss’err iccalnaled lou 30 
ianucutcs, line plaice Caere washed agela 3ti.mass’,iiuu wusuamag 
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lruhfer, 50 id ai sunlestcunir (5 mg 0(10, 12.3 nit I’ITS, jai 
H_0.,) was rdded to the swells and come was allass-ed tr 
cics’ebna for 20 miluinues. I.  rcaeuion was sietpped by adding 

1(11) u  411 N sarllrn tic acid to cacli scm .2.bsarbuuer at 432 
rim s,’as qc:uat iiatucd in an eantrmnnateci niiercrti ten dale wenler. 

Oar cii Ihe mdnnoc]tlaal an] huurlics, rc i’cmrsci ic -as 
AlliS, sic,aifieauatty lnitnckeeb ’inAne u’f hInd LENT. F). 

lint-them airnnbciciy anaLysis shorc’eui that he JU3,13 maiatu 
cloc,d aalih’is]y ha air lgC I isnerype a,,uihnady eelnpnisiulg a 
ki’b’laa .ighu claais, 

EXAMPLE 

,Several dulfen’er,t arilihodia,s produced ill the fusion 
dasecitmad in licaniple 1, referred to as 31)6, (tOT. and 
I .5.3.3.1 3, intl 1nardie.d us dcscnihc.tl in Jixamnals. 3, as’ere 
ta-sled nail compared fee thsir ability Cc, rndi:ce EXIt. ’aye -
thesis ill e hu,mnnr mnntn,nary epi:lnehial tell biOassay. 

lltcnnari nuanaimary, epithelial calls (ohta.nicd ire-nut (’Inirmet-
ics Corp., No (’1-2551) were pa.ssngeei in Mamma,,’ LTgi-
theliab Cell ilasal Meribitnan (Clenncic,s Corp., No. CC-3151) -
Prior to ennri’Jiicii 116 the bicnaesay, the calls were trs’psiaia’eeh. 
mashed. aani resuspended Tie assay niurdhium (lhasal Medium 
saldp]enleimtcs4 ",-i]h 1 ier,,’unl lISk reenicillia, snraptomycin, 
and I, glnnanunmni) to ac.00criotralioui of IrifiC cnells.Innaul, NrL 
100,4 of the cell wa-re added to the wellsaf 66-well culture 
ph mutes, mIamI IoN (tlas.erihnd in L]inamnpbe 3) was nl:i,utcd ilk 
as,s:n’,’ a:cr.ii:cann at uearnedntealecnns cr124) ngirnl and 2ftI ng.1rah. 
’(lie litni, 6(1]. JA3.3. 3, and cnarutnrnlgp 120 anirlxidiena 
mere diluled in away reiedium atannic’nteaann’,urscifthurtWin] 
and 2 pug/mI. jOlt 14 of the rlmbtC[i and antibodyprrpara_ 
tious was then ritleleml to designated ’sells. The glance were 
niruinaledl at 37’ C. in 5% CO. for (In bourn. 

I nt" ’il - itt ’rni,chixe wan aaldedto stallr I, ann mine 
Iilets’e’iee.rc uucuhated  for 24 tours at 37’ uu:ntl , lIne 
hcrmoamu nuenninary elaillueimal ea,lie were inana’e.s]eni and Ibe 
airienual at radhraetiviiy incorporated into the DNA ss’ccthen 
alaerunulatndu in In maiicnnplats seinlilIalienn eciruaicn, 

ftc result.’, abowed that, at a cir,;renrtmatioa of ill agiml. 
bc ’III’S, i’ll] and lAin iLl amanilacudias nasa- scinie 

:IMaglnunustic cheat. (See 11(1. 21 

IeXAMI’LJS S 

Anti-c’Met antibodies 0S-237 arid 05-256 (parch1 

(cam Upsiaue Biotechnology lee., lake Placid. NA., ace 
alas’, tral ri al. Me-el. Cell. .tjiraI., sm,ora. Prat et al.. fit,. J. 
Cranei’m,suupra) nail aalibody 306 (described in Lxaie ’ 4) 
were lasted a  acanuipared for their ability to ir.dimse 1)03 
synthesis in a nuink Lung ls!lassay. 

Mod ha" cells (Ms I La, ATCC (’Cl 67) WrIte passageul 
in DME.:li 2 5o:50) sanppiemucnmieei ss’ilh 111% fetal hns’ir,r 
serum, pcuricilli,r, strepiomyr-Si and l.-glal-nnnnimne. Prinnr 10 
ecinuluiclrag lbs lsuoassny, Inc ruin-ak lung sells mare 
trvpsiruzeii, mashed, and rasnspennlcd in assay ›11-1-

(T) 1*1 1

n, 
nhin,nn:(l)Mh].iFl 2 nn,cduam nuupplemnnantcrb with I mg,’col 13016, 

penicillin, str.alnlomycimn and f -glut tam mirue) tcn a, ccencaamnlratcon 
of 1  

ill" col ls,"ml. lie hTiiassay was ibenr ennndas’te-mb -as 
described in fftainiimle I, 

The results siniuwed that auttihenhics 03-757 and 10.77.5 
01.1 1101’ angcunrislie rafle_i, (.5cc 116. 3) 

FXe’iJSIPI.E 6 

.’Sautagicumsnic activity of 1 .33.3.15 nnlniideioaai anitil’euly 
ta ’ ennIn,srut

 

,as mbetcrntniaed rsnug a rhy,uiciiura iacs’cpn’.-
raulin’nr cmv M,iaoelur.’nel antibody !A’.,!. Il (clesaeibcd in 
Example 34 rsas diga’eteei m-iihi niapene inn cnblaicl the tail 

1 
l.ragcaueints. ’fIr papain atugestioun was ps’rfeiruas,t by unailrally 
tlialyciag the antibody against a 211 mM phcnspivalr,"lO 

MM1:0116, cli 7.14, tneffrcc os’ernirxhit. lIne araultod’,’ was ilieru 
,eaueesalr,led to ec.1’-roxiur.utely 10 mginnil. Next, 11.3 mi 
iorouc.ihilizcri pepein (uarasshnkccl 6% ten-nIce1  
unhlaiued lear-mn Pierce (’ine,micals) aces aunldcd 10 e 1 tua 11Km 
nm tnbc. ’(Ens papuin i’s ads were svaslued 2 1 lIne-s with 4 nil 

Of ul igcsniui:. bun tier (42 on1 cysteirue-ll(l ii 42 nil ptamnspinurr 
huller, 1,it 10). leach macb was removed using a mua1mararmn: 

,1 161111 it S to1 nfl nIl fire I AA. ..13 anlibotly seas added en i he 
papaiiur lacads nit! then iuccahiaced in a healer’, sI, ak,c ir:ulli ( tV’ 
1’., 2(4(1 mliii) os’erni’elui. 1.5 ml niL hiuiieg bailer 
([nu,aa aoln.re.e (pG llirrdmng Ilumifee otelauinecl i’muinnu Pierce 
(hicunaicuks) anus audcls’J to the lalac, and ihe smuJm.amnnalalml anus 
sepau ha-i fruivan mba bcads whim a srcparalrar. ’l]ee smmperrnnnant 

as aces ihueui passccmb rue r a Protein A eanlmrmn cqirililarancd with 
the hiachinag buffer. ,-’idaliu muon] binding [cii iTem was passed 
urscm ihe aniulurnamo and the -altuate ettrn’_aiaciug Ihe lab fragments 
was c,olccted in I rail fract’teiaa,’ftic fran.’tuorss were analyzed 

by absemh,aace ci 200 11w and the lab containing ft-eel Tone a 
xc dial’.’eamb against IBS cus’ereright, Absorbance at 2210 oar cs-us 

reach again to cleiermine the concemrlealiuin elf i-n,lm (ahr.nnt 
1.53). The fractions cccxc aLse rain cmi a 7.512’ SOS gel to 
driemnunc lice jnurily cr1 the Fat, in Jnc. fraetuurtrn. File 1A3.3.13 
Feb Iragmenis wars farlher tested in an inhihlibirrir assay (as 
aleserihre.eiuur hixaat1nla 3). ’lime lab fragments did inhibit lIE 11 

himelng but showed a weaker inhibitory effeel as ecicnuanlured 
er intact 1163.3.13 antibody (data rot shown). 

An expression plasrniul was prepcar-.amb by iussrt]ucni a full-
length eDNA for hiunnan c-Mat CdesceiL’ramb as p0K mrt 
cIlIA in Iecudrigue.s Cl at,, supra) into a pRI(.n.tk.neo s’ee:csr 
(pa SzAlVago Ct nil.. Niitara’, 363:533-530 (1994)t Ge:euenaa, 
051-S Ciecnminug: 4 Nera’,’lpuuarnaircli, 2:148- 190(]hhf.3Vinining_ 
tuna 1965)]. ’line reanuuing plasm it aces liacaneeth and trans-
feared True tha- If -3 dependent call lime L4a1"l [Paiaciew cc 
al.. f’51!, 11:727 734 (1983)1 by alecmropiamation (stlt 
iuie’..larcad, 2503-, 111(1. ehcctroptcrabcnn. Seicctiunn niL leans 
feeleats was prriorrnned by eicliaritmg [be calls for 2isseeke 
in lhe presence of 2 otrn,imI 0416. One ’1 lhnc selected 
eratts]iec(anl call tines, refeerm,rl tin as itail-he,el.S, was 
eemciuirme,I by West ran halonming l.a xpleas c-Mel, ReEl-
ltiuei,ie Clue tested positive for response no 1111 in a prnelib 
era ii.ia ;ixsd y nieasnriag incaer’piuraliuinm ii? ’I l-IL:-smshrne. 
Neither the parental halO cal.s nec an:)’ cells claris-ed by 
nrausliacni,uau with the piThiS,tla,nrs,r s’n’ser,r alone were fonracl 
1.1 express e.Mel or uespanc1 i 11011 in the proliferaleiue 
asaenc. 

’h, iTaP3.hmsi.8 cells s’acre passageel in 1112Mb �lures 
sluppla-nucuiteci ss-iiIn 1051 Focal hccviec semarit, 55,1. WhillI-
ct,ndiinimameecb riradiaTe (as a ,snrturssarnf 11.-3) annd 2 aiM 

an glatanuna, crior to eniaducliny, the assay, the calls were 
ssashn,dl iss’iee sviii: assay cumediamn (RPMI mech.iinmi sslhlble-
tasrlcu] withu t0’ fetal lacns’ine serum) arch mrsusneicicdi in 
assay mnmecliar:r To a cnnnccoiratioo ni Sr.] (P craUs,S,rl. heat. 
11.1] cal of (Ire ecIls ss-asandcicei to eacir well or the 9Cm rca! 
culture plates. Various eooeenln:cliouss (0.2 .umgu’ntil, 2 ,tmgicel 
211 ncgimi) (If coairnI tip 1214 ida fragnnents (gp 120 nlc’ao 
eli-a] aatibocly u]igcsteal with puptia as ciescnitmeal above) 
end The 11633.13 Pub fragments were pme1uairc,l ni away 
median, ar:cI 100 pcI was aclelscl cm n]e.siguiaisni wells. ’I’htm. 

a plates ss’cre ior,nbafeui at 37’ C - ill 5% CO for 15 hounds. 

One pui’i alh_tluyuu]idiae was added 10 each, mel of tire 
cLiun,r,e slates. ’Ih,c cells sane hars’esletb 7 bairn la ire lunch Ch  
arin-:imnmtt 01 recitoaeius "i incsdr1loramnat Turn’ Hh, tItleS ss’as 
qmraatitcie! ((’I’M) in a mictnmplaia ssialillatism,a caumnaler 

’5 ’ftc lesiilis are sit-area ur, 11(1.4. ’cia raomnccatraiucnr, Ii 10 
uuLSTr, the 1,10 5.13 Cal, fragments siguifacciill- iibmuakeei 
i]alSS’luoneb.ih cell pteuiiiaratkua in lea plesammer. ;If IcON 
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO 
DIRECCION DE NUEVAS CREACIONES 

2020 
Bogota, [).C., 

Abogado 
DILIA RODRIGUEZ DALEMAN 

ASUNTO RadicaciOn 
Tràrnite 
Evento 
Actu a ci on 
Oficio 
Folios 

Patente de lnvenciôn 
Via Nacional 
Via POT (fase nacional) 

06-1007246 
011 
378 
519 

4 7 
012 

Patente de Modelo de Utilidad Li 
Cap.l ’ Cap. II 

No. Solicitud Internacional PCT/US2004/026565 
Fecha de PresentaciOn tnternacional 13 Agosto 2004 

Coma resultado d& Examen de Fondo realizado, con fundamento en ci Articulo 45 de 
a Decision 486 de la ComisiÆn de la Comunidad Andina, se comunica: 

1. Documentos estudiados 

DescripciOn 
Reivind icaciones 

Di b Ui Os: 

Prioridad: 

2. Objeto de la invención 

Folios 46 a 96 
Folios 97 a 99 
Folios 127 a 129 
Folios 101 a 112 
US 10.825060 

30 Octubre 2006 
30 Octubre 2006 
08 Noviembre 2006 
30 Octubre 2006 
15 Abril 2004 

Titulo de la solicitud: Anticuerpos monoclonales al factor de crecirniento de 
he pato cIto 

El problerna pianteado en esta solicitud consiste en la necesidad de proporcionar 
anticuerpos que se enlacen y neutralicen ci factor de crecimiento de hepatocito para 
ci tratamiento del cancer. 

Para resolver este problema tØcnico la solicitud en estudio proporciona un anticuerpo 
monoclonal neutralizante al factor de crecimiento de hepatacito y una composición 
farmacØutic-a que cornprende ci mismo. 

El objeto de la presente Solicitud se relaciona con Ja CiasificaciOn internacional de 
Patentes (CIP): A611<39/395; C071<16/22: C07K16I30 C12N5/20; G01N33!53; 
GOl N33/563 001 N331574; 001 N331577. 
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3. Noes una invencOn (Art 15 D 486 literal (b)) 

El articulo 15 on su literal b) seæala quo; 
No so considoran invonciones ci fade a parte do los sores vi vos tof caine so oncuentron en Ia 
naturaleza, los procesos biológicos natoralos, c/ material b/clOg/co ex/stonto en Is naturaleza 0 
aqual quo ponds sara/s/ado inclusive genoina a gormoplasma do cualq u/er ser viva natural. 

El anticuerpo humano reclamado en la reivindicaciOn 4 obedece a material biolôgico 
que puede existir en la naturaleza, par lo que a menos que se especifique el carÆcter 
artificial de dicho anticuerpo, no se puede cbnsiderar como una invención. 

Par tal razOn la reivindicaciOn 4 no puede ser considerada invenciOn 

4. Dc la Solicitud do Patonte 

Reivindicaciones (Art 30 0 486, Art 22 POT) 

- Las reivindicaciones 1 y 12 hacen referencia a un anticuerpo monoclonal de 
manera general, dichos anticuerpos no se encuentran caracterizados 
adecuadamente puesto que no se dan a conocer las caracteristicas tØcnicas 
esenciales, es decir un anticuerpo debe definirse par su estructura, las 
secuencias que corresponden a Ia region variable del anticuerpo (cadenas pesada 
y liviana) 0 los CDRs que los conforman. Asimismo, no se pueden caracterizar los 
anticuerpos por su funciOn ya que esto correspondo a un resultado a alcanzar 
como se indica mÆs adefante. En el caso que se identifique el anticuerpo por su 
hibtdoma debe definirse par su nümero do depósito y el epItope al cual va Iigado 

Las Reivindicaciones 1, 5 a 11, 13 y 15 no son claras puesto que no caracterian 
adecuadamente el anticuerpo monoclonal sino par el coritrario se refieren a una 
serie de actividades farmacolOgicas o mecanismos de acciOn que realiza dicho 
anticuerpo. Dichas actividades farmacolOgicas a mecanismos de acción son un 
resultado a alcanzar, puesto que la reivindicaciOn incluida no sOlo Is soluciOn 
propuesta par el solicitante, sino todas las alternativas presentes a futuras que 
Ileguen a ese resultado. Se sugiere reemplazarlo par las caracteristicas 

S 
esenciales, estructurales del anticuerpo, que contribuyen a a obtenciOn de ese 
efecto. 

Las reivindicaciones 2, 3 y 14 no se encuentran soportadas en la descripción 
debido a qua en la descripciOn no hay indicaciOn qua los anticuerpos de las 
realizaciones preferidas sean de caracteristicas quimOricas a humanizadas, do la 
misma forms, dichas reivindicaciones no son claras puesto qua no definen de que 
manera correcta las caracteristicas de los anticuerpos quirnØrico y humanizado. 
Se sugiere al solicitante definir su estructura, las secuencias que corresponden a 
a regiOn variable del anticuerpo (cadenas pesada y liviana) 6 los CDRs qua los 
conforman. Asimismo, as modificaciones realizadas para dichos anticuerpos. 

- Se sugiere al solicitante qua para Ia reivindicaciOn 16 se adjunte el nümero de 
depOsito de tal manera que se defina el tipo de IInea celular reclamada en la 
presente solicitud. 

Primer Aiticuo 45- Expediente 06 -110246 
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Las composiciones reclamadas en las reivindicaciones 17 a 19 no definen los 
componentes y proporciones que la caracterizan, se sugiere al solicitante definft 
dichas caracteristicas tØcnicas esenciales. 

Se sugiere al soHcitante realizar la modificaciôn al capitulo reivindicatorio de tal 
manera que se caractehce adecuadarnente el objeto de la invención. 

Descripción (Art 28 D 486) 

La Descripción no divulga la invención de manera suficientemente completa para que 
la persona del oficio normalmente versada en la materia pueda ejecutarla, ya que no 
se establecen las secuencias ni de nucleótidos ni de aminoÆcidos que caracterizan y 
llevan a la generación de los anticuerpos reclamados, 

5. Determinación del Estado de la TØcnica 

El Estado de la TØcnica se deterrninó con base en la fecha de presentación de  la 
solicitud de prioridad (1 5 abril 2004) y Se encontraron los siguientes docurnentos que 
anticipan el objeto de esta solicitud: 

Fecha de 
Item Documento Titulo 

1--. --..-- ...------. L Publicacion 

D2 US 6214344 
Hepatocyte grown factor receptor 10 Abri 2001 antagonists and uses thereof, ...................... -....- .... 

JOURNAL OF 
PATHOLOGY Anti -he patocyte growth factor antibody 

Dl (1998) Vol. 185, pag inhibits hepatocyte proliferation during Julio 1998 

298-302 liver regeneration 

Dl (folios 174 a 1 76) divulga antagonistas que inhiben la activación del factor de crecirniento 
de hepatocito (HGF) que comprenden anticuerpos monoclonales quimericos o humanizados y 
fragmentos de estos de tipo FAb para el tratamierito del cancer. 
URL: http://worldwideespacenet.com/publicationDetails/biblio?DBEPODOC&ll=0&adjacenttr 
ue&locale=engb&FThD&date=2001 041 0&CCLJS&NR621 434481 &KCB1 

D2 (folios 177 a 178) divulga anticuerpos monoclonales que neutralizan el factor de 
crecimiento de hepatocito (HGF) y disminuyen los niveles de dicho factor en ratas tratadas, 
URL:http://dx.doi.org/1 0.1 002/(SlCl)10969896(199807)185:3<298AID-PATH86>3.3.CO:2-2 

6. Examen de Patentabilidad (Art 14 D486) 

Novedad (Art 16 D486) 

La reivndicación I consiste en un anticuerpo monoclonal que se enlaza y neutraliza 
al factor de crecimiento de hepatocito humano. 

Comparación de las caracterIsticas tØcnicas esenciaes, con las del Estado de la TØcnica 

Caractehsticas_esenciales Dl  .P  
L–oiticuerpo_monoclonal  Anticuer2o monoclonal 11 Antkuerpo_monocional 

Se enlaza y neutralize al Se enlaza y neutralize al 
Se enlaza y rieutraliza al factor de factor de crecimiento de factor de crecirniento de 

i crecimiento de hepatocito humano. 
_________ hepatocito humano hepatocito humano. 

Primer Articulo 45.. Expediente 06-110246 
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Frente a Dl 

Las caracteristicas esenciales del anticuerpo de la reivindicación 1 habIan sido 
divulgadas previamente en DI, el cual enseæa antagonistas del receptor del factor de 
crecimiento de hepatocito (HGF) (folio 174, abstract) y composiciones farrnacØuticas 
que los contienen (folio 174, columna 4, linea 35 a 39). Dichos antagonistas 
corresponden a anticuerpos monoclonales quimØricos (folio 175, columna 11, linea 
16 a 20) a humanizados (folio 175, columna 11linea 22 a 27)0 fragmentos FAb de 
un anticuerpo monoclonal (folio 174, columna 4, linea 26 a 30’,folio 175, columna 10, 
linea 16 a 29) los cuales neutralizan la actividad de este factor e inhiben su actividad 
mitogØnica. Por otro lado Dl hace referencia a lineas celulares que producen dichos 
anticuerpos rnonoclonales coma son cØlulas inmortalizadas de mieloma murino (folio 
175, columna 8, linea 57 a 65). 

En consecuencia, la reivindicaciOn 1 no es nueva, segOn lo divulgado en ci 
documento Dl, 

Las reivindicaciones dependientes 2 a 13 y 16 a 19 no mencionan alguna 
caracteristica que haga nueva a la composiciOn de la reivindicaciÆn 1, por lo cual so 
considera que no son nuevas. 

Frente a D2 

Las caracteristicas esenciales del anticuerpo de la reivindicaciôn 1 habian sido 
divuigadas previamente en D2, el cual revela anticuerpos monoclonales de tipo 
quimOricoyhurnanizado anti-HGF (folio 178, pagina 299, columna 1, pArrafol)que 
se eniazan y neutralizan la acción del factor de crecimiento de hepatocito (HGF) (folio 
177, pagina 298, columna 2) y son Otiles para inhibir la proliferación de hepatocitos 
(folio 177, abstract), De igual manera revela composiciones para administraciôn par 
infusion de dichos anticuerpos folio 178. pagina 299, columna 1, pÆrrafo 3). 

En consecuencia, la reivindicaciOn I no es nueva, segOn Ia divuigado en ci 
documento D2. 

S Las reivindicacianes dependientes 2 a 11, 13, 17 a 19 no mencianan aiguna 
caracterIstica que haga nueva a la composiciOn de la reivindicación 1, por lo cual se 
considera que no son nuevas. 

7. Conclusion 

Los requisitos de Fatentabiiidad do la presente Solicitud estÆn afectados asi: 

Item -- Docurnento 
Dl US 6214344 

JOURNAL OF 
D2 PATHOLOGY. (1998) 

Vol. 185.pag 298-302 --

Reivindicaciores_afectadas R 
1 a  13 16a19 

la all, 13, 17a 19 

uisito_ que afecta. 
Novedad 

Novedad 

En cumplimiento del articulo 45 de la DecisiOn 486 de la Camisión de la Cornunidad 
Andina, se Ic indica quo debe dar respuesta dentro del tOrmino do sesenta (60) dias 
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contados a partir de la fecha de notificación  de la presente comunicaciôn. En case de 
no dar respuesta al presente requerimiento, o si a pesar de la respuesta subsistieran 
Los impedimentos para la concesión, se denegarà la patente. 

Notifiquese el presente oficie conforme a Ic dispuesto en el numeral 5.2, literal e), del 
capitulo quinto del titulo primero de la Circular Unica No. 10 de 2001. 

JOSÉ LUIS SALAZAR LOPEZ 
Director de Nuevas Creaciones (C) 

2" 
El anterior requerimiento fue notificado por fijación en lista, de fecha - 

Elaborado por: Ana Delia Pinzôn Garcia 
Rcvisado Por: Jacqueline Alfonso . 11?6 
Aprohado pon JosØ His Salazar LOpez 
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