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1. Me refiero a mi memorial de 19 de Septiembre de 2007. 

2. De conformidad con lo dispuesto en el Art[culo 5.2.12 de la Circular 

Externa No. 03 de 28 de Abril de 2003, y estando dentro del plazo de seis 

meses contados desde la fecha de [a publicaci6n de la solicitud en la Gaceta 

de la Propiedad Industrial n6mero 581 de 31 de Octubre de 2007, solicito a 

ese Despacho proceder a realizar el examen de patentabilidad de la presente 

invenci6n. 

3. Me permito recordar a usted, que tal como se inform6 en el memorial de 

28 de Noviembre de 2005 presentado ante ese Despacho, la presente 

solicitud corresponde a Capftulo 1. 

4. Anexo me permito acompahar recibo n6mero 07-105.535 y 07-101.958, 

expedido por la Superintendencia de Industria y Comercio, que acredita el 

pago de la tasa que dicho examen causa. 

Sehor Superintendente, 
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Industria y Comercio 
S U P E R I N T E N D E N C I A 

Divisi6N DE NUEVAS CREACIONES 

RADICAC16N EXPEDIENTE No. 06-50457 

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCON 

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 581 DE 

FECHA 31 DE OCTUBRE DE 2007 EL TtRMINO HABIL SENALADO POR LA 

LEY EXPIRA EL 31 DE ENERO DE 2008 

NOTA: Dentro del plazo de los seis (6) meses. siguientes a partir de la fecha de publicaci6n 
en la gaceta de Propiedad Industdal, deberd solicitar y cancelar el examen de 
patentabilided so pena de que la solicitud calga en abandono, de acuerdo con lo 
establecido en el Articulo 44 de la Decisi6n 486/2000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS. 

SI NO X 
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IMMUNOBIOLOGY 

Alanine- 170 and proline- 172 are critical d6terminants,,for extracellular CD20 
epitopes; heterogeneity in the fine, sppcificity.bf CID20 monoclonal antibodies 
is defined by additional requirements uinp6ied by b o*t’h amino acid 
sequence and quaternary structure 
Maria J. Polyak and Julie P. Deans 

In vivo ablation of malignant B cells can 

be achieved using antibodies directed 

against the CD20 antigen. Fine specificity 

differences among CD20 monoclonal an-
tibodies (mAbs) are assumed not to be a 

factor In determining their efficacy be-

cause evidence from anti body-blocking 

studies Indicates limited epitope diver-
sity with only 2 overlapping extracellular 

CD20 epitopes. However, In this report a 

high degree of heterogeneity among anti-

human CD20 mAbs Is demonstrated. Mu-

tation of alanine and proline at positions 

170 and 172 (AxP) (single-letter amino acid 

codes; x Indicates the Identical amino acid 

Introduction 

at the Same. position In the.,murine and 

human CD20 sequences) In human CD20 

abrogated the binding of all CD20 mAbs 
tested. Introduction of 

, 
AxP Into the equiva-

lent positions In the murine se4uence, which 

Is not otherwise recognizedby andhuman 
CD20 mAbs, fully reconstituted the epitope 
recognized by B1, the prototyple ant-CD20 
mAb. 21-17, a mAb previously thought to 
recognize the same epitope ae 81, did not 
recognize the murine AxP mutant. Reconsti-
tution of the 21,17-eplope was, achieved with 
additional mutations r.epIacIngVDxxD In the 
muring sequ9nce-,1!#r,INxxN (positions 162-

166 In the human sequence). The Integrity of 

the 21›17 apitope, unlike that of B1, further 

depends on the maintenance of CD20 In an 

ollgomeric complex. The majority of 16 anti-

human CD20 mAbs tested, Including ftm-

Innab, bound to murine CD20 containing the 

AxP mutations. Heterogeneity In the fine 

specificity of these antibodies was Indi-

cated by marked differences In their ability 

to Induce homotypic cellular aggregation 

and tranelocation of CD20 to a detergent-

Insoluble membrane compartment prevl-
ously Identified as lipid rafts. (Blood. 2002; 

99:3256-3262) 

0 2002 by The American Society of Hematology 

CD20. a nonglycosylated 33- to 35-kd integral membrane protein titrid Uitbox?Vterminiandby proteolytic digestion of extracellu-
’oris’VQ.020 forms oligomers on the cell surface, as expressed at high density only on B lymphocytes, has pyq?pj&be 4"re?d 

an effective target for immunotherapeutic removal otmialignant B indicated by chemical cross-linking studies,10 and appears to 

cells. Rituximab, a chimeric monoclonal antibody (mXb) directed’ ’furibti on as a component or regulator of a voltage-independent 

against CD20, is an approved treatment for low-grade non- calcium channel.10111 

Hodgkin lymphoma (for a review, see Gopal and Press’). Mecha- CD20-directed mAbs exert a variety of biochemical and 

nisms involved in anti�CD20-mediatcd  B-cell depletion include biologic effects on B cells, including activation of tyrosine kinases 

complement-mediated lysis and antibody-dependent cellular cyto- leading to c-myc induction and homotypic aggregation, 12.13 translo-

toxicity, but apoptotic cell death occurring as a result of signaling cation of CD20 to lipid rafts,9,14 down-regulation of antigen and 
events induced by CD20 cross-linking is also believed to play a CD23 recepiors.15,16 inhibition of antibody production by niiitogen-
role.24 It is generally assumed, based on antibody blocking activated B r ,CIIS,17,18 and induction of apoptosis.2-4,19-20 With the 

studies,-’ that CD20 bears only 2 extracellular epitopes, one that, is exception of the I F5 mAb, which appears to be unique in its ability 
recogniLed by the vast majority of CD20 mAbs, and a second that to activate resting B cells,21-21 there have been few indications that 
is recognized by a single antibody (IF5) with unusual activating CD20 mAbs differ in their effects on B cells. However, we 

properties. Consequently, little attention has been given to the observed differences between 2 mAbs, B I and 2H7, in their ability 
possibility that heterogeneity in the fine specificity of anti-CD20 to induce inti-acellular calcium Telease,13 raft association of CD2014 

mAbs could result in differences in signal initiation, potentially hpmotypic aggregation of B cells (unpublished data, December 
modulating clinical outcome. 1,997), and coprecipitate sre family kinases,13.16 suggesting that 

The complementary DNA (cDNA) sequence of CD20 predicts a these antibodies recognize distinct epitopes. We therefore sought to 

tetraspan protein with intracellular termini and a single extra ch cterize, CD20 epitopes in greater detail as a means of 
cellular loop between the third and f6urth transmembrane do- inc a ifig our understanding of CD20 structure and function. 
mainS.6-8 The membrane orientation and topology of CD20 was B es directed against extraceHular epitopes on human 
confirmed using antisera generated against peptides n-e’a’r the am’nd‘;’ ? CD20 do not bind to murine B cells, we took advantage of differences in 
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representative of mAbs previously thought to recognize the same 

epitope as B I, and I F5 has distinct specificity. None of these mAbs 

was capable of detecting CD20 by immunoblot (data not shown), 

indicating that their epitopcs are conformational. 

Mutagenesis of the human CD20 extracellular region 

The human CD20 cDNA sequence predicts a protein tha t is 73% 

identical to murine CD20 with regions of greatest smularity;-n the 

tr smembrane domains.6-8,27 The extracellular re2ion is less 
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A 
X1SHF1JGM9UVrRh9TPY=1 

log: 3111151 1 t iN 

41 WMWtMWUW RMWYINri=EPMH‘SEMSP9TQYCY 
02 KISHPLKVALNPZRAHTPYINIYbKWA"SBMPSTQYCY 
#3 Ki’SHPIJMSL=3:RAHTnnnY=PANPSEMPSTOYCY 
#4 KtSHFLKt4ESLNFIQnXPYINrY=WAKPSEIMPSTQYCY 

’.115 KISHFLKKEnWrRARTPYMYOMPANPSMMPSTOM 
#6 F1bWLKKESLNPXRAHTPY FSTQYCY 
#7 XTSMqMULWPrRAR"YrNnVMPANPSOMPSTOYCV 

conserved, differing at 16 of the approximate 43 amino acid 

residues (Figure I A). Among these 16 residues are 8 nonconserva-

tive differences, most of which are located within a 10-amino acid Wj 2 3 4 5 7 6 6* 
s s 

stretch (ESLNFIRAHT). A synthetic peptide with &: iquence 

failed to block binding of mAbs IFS, 2H7, and BI tolaji3 cells 

(data not shown), suggesting that either these residues are not 

represented within the corresponding epitopes or that the secondary 

structure assumed by the soluble peptide was insufficient for C 

antibody binding. 
A mutation strategy was then designed in which extracellular 

residues in the human CD20 sequence that differ from those in the 

mouse were replaced with those from the equivalent positions in 

the murine sequence. As indicated in Figure 1 A, 7 constructs were 

generated. In construct 1, for example, KI in the human sequence 

was replaced with Tt, but all other residues remained unchanged. 

The constructs were expressed in REK293 cells, and the cells 

collected for analysis 2 to 3 days after utinsfection. All constructs 

were expressed, as shown by immunoblotting using a polyclonal 

antibody generated against a cytoplasmic P LICH; krIgUre 1pi, 4"? 

although there was some variability in the degree of expression. 4001 IFS 

Recognition of the constructs by mAbs directed against extracellu- 
201 

lar epitopes was assessed by flow cytomet.ry (Figure, I Q, The only 

construct not recognized by mAbs I F5, 2H7, or B 1, was construct 0 st 

6. Extracellular protease digestion of cells transfected with con- 20, 

struct 6 led to loss of the full-length 33- to 3?-kd piotein�t 200 
confirming its expression at the cell surface (Figure I B, far right, 

lanes 6 and 6*). › I k! 1 11 

Mutagenesis of the murine CD20 extracellular region 

The murine sequence was then mutated in a comple?n6tary 

strategy, replacing residues that differ from human CW0 with 

those from the equivalent positions in the human sequen cc (Figurc 

2A). First, a chimera was constructed in which the entire extracellu-

lar region in the human sequence was replaced with that from the 

mouse (h/m CD20). By constructing a chimera it was possible to 

use existing antisera against cytoplasmic peptides in human CD20 

to confirm expression of the chimeric proteins. As expected, mAbs 

directed against extracellular epitopes of human CD20 did’ not 

recognize the h/m chimera (Figure 2C). Initially, 4 constructs were 

generated (Figure 2A); one in which SNS in the murine sequence 

was replaced with ANP (construct Q; a second in which only the 

prolinc residue was introduced (construct D); a third in which 

VDxxD in the mouse was replaced with INxxN ftom the human 

(construct B); fourth, a construct that accommodated all of the 

remaining differences in the amino-terminal half of the sequence 

(construct A). These constructs were transfected into HEK293 cells 

and expression was confirmed in all cases by immunoblot (Figure 

2B). There was no binding of mAbs IF5, 01, -or 2117 to cells 

expressing either construct A or construct B, as, ass?ssed by flow I 
trLiC cytometry (Figure 2Q. Cell surface expression of theic’cohi 

as well a% the h/m chimera, was confirmed by proteise di gestion-as 
described for construct 6 in Figure I (data not shown). Remarkably, 

the epitope recognized by the B I mAb was completely recovered 

HE 

Figure 1. Binding of CD20 mAbs Is abolished by mutation of alanine-170 and 
prollne-172. (A) The human CD20 extutoellular sequence was mutated toward the 
mudne sequence to produce constructs 1 through 7. Mutated residues In constructs I 
through 7 are hlghitghted In bold. (B) Wild-type (W‘T) human CD20 and constructs I 
through 7 were expressed In HEK293 cells and equirnolar amounts of call lysates 
were tested for CD20 expression by Immunoblot analysis using a potyclonst andbody 
generated against a cytoplasmic paptide (antl-CD20N). To confirm cell surface 
expression of construct 6, transfected cells were either untreated or treated with 
proteinase K before lysis (lanes 6 and e, far right). (C) Binding of anti-CD20 mAbs 
I FS, 21-17, and BI to transfacted calls was monitored by flow cytometry (top); mean 
fluorescence values, with the Wtype control values subtracted. are shown In the bar 
graph below. Results are representative of 6 Independent experiments. 

by construct C, and partially by construct D. There was partial 

recovery of IF5 binding by construct C. Binding of 2117 was not 

rescued.jo a significant extent by any of the mutations in constructs 

A thr6iigh,D, *although there was detectable, albeit extremely low, 

binding of 2H7 to construct C. 
?iguie -1, shows that replacement of residues SxS in the mouse 

sequence with AxP was sufficient to completely reconstitute the 

epitope of the B I mAb but not that of 2H7 or I F5. Additional 

miitani’con4i 
I 
Lc’ts were then generated to investigate the require-

ments for, 1117,i.?&"IF5 binding. Because AxP was a minimum 

require im"en
 r 
for1V5 and 2H7 binding (Figure 1), SxS was replaced 
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Table 1. Antibody reactivity with CO20 extracellular loop Mutants 

BLOOD, I MAY 2002 VOLUME 99, NUMBER 9 

Ant]-CD20 mAbs 

CD20 construct Extracellular loop mutafions* BI 2H7 IF5 CAT 13.6E12 Rituxan L27 LT20 

Hu KISHFLKMESLNFIRAHTPYINIYNCEPANPSEKNSPSTQYCY ++1-4-t .... ..... ++?+ .... .... +++-

#6 ---------------------------- E_% ------------- NT NT NT NT 

Mu ------ 1-1--7 ›_.- - - - ›r ................ ff 

------ ------------ N + NT NT NT NT 

C --------- --- A-P --------- "IT ++ +4 +1- +4 .... .... ++i_+ 

E ------ p.p. - r --- A-P ----------- Y .... +/- ++ .... .... .... 

F T? -------- 1R›_L-Q7-›--1N--N --- A-P ----------- Y 4- + ++ 1-+ +++ +++- ... 4 ++++ +++4 

G ------- --- A-P ----------- Y ++ ++ +4- + .... ++ .... 

H --- A-P ----------- Y 4 + ?+ + ++ .... 
------ --- A -P ----------- Y +++- ... ++ + .... ... .... 

KI ------------ --A-P ----------- Y ++ + + ++ ++ ++ 

NT Indicates not tested, All antibodies were tested at least 3 times against each construct. 
*Black letters are human sequence; gray letters are murine sequence; black dashes are Identical to human. 
TReactivity Is shown on a scale of + (weak positive) to 4- 4- (maximum Positive). l6diciites borderline positive. 

Others have reported the detection of CD20 dimers and tetramers 

after chemical cross-linking of cell surface proteins‘0,,,t hereforc, we 

sought detergent lysis conditions that would retain the integrity of 1?w= I 

such complexes. Raji B cells were lysed either in Triton X-100 or mi 

digitonin and the postnuclear cleared lysates were layered onto 5% 

to 40% linear sucrose density gradients and centrifuged to equilib-

rium; fractions were collected and probed for the presence of CD20 

by immunoblot. CD20 migrated on the gradient as a monomer 

when the cells were lysed in Triton X- 100 (Figure 3,k). Iii contrast, 

when the cel Is were lysed in digitonin, CD20 migrated to a position 
Fraction 

corresponding to about 200 kd (Figure 3A). CD20 protein formed 

the bulk of the mass of the approximate 200-kd complex, as 

demonstrated by its immumoprecipitation from digitonin lysates 

followed by silver staining (not shown). These data are consistent 

with chemical cross-linking experiments,10 and indicate that the’ 

CD20 complex includes multiple (probably 4) CD20 molecules 

and additional minor component(s). C U& 
Trim Digitortin 

The 2H7 mAb precipitates only a small subset of CD20 protein IN 

from Triton X- 100 lysates compared to B I and 1 F5 (Figure 311), 

even though analysis by flow cytometry indicates that it binds at 

least as well as B I and I F5 to CD20 at the cell surface 14 (Figure 1). 

We predicted that this CD20 subset was associated with membrane 20 
rafts, because 21-17 coprecipitates a 75- to 80-kd tyrosine phosphor- M 

ylated protein that we subsequently identified as PAG/Cbp, an 

adaptor protein only found in lipid rafts29-30 (unpublished data, June 

2000). We reasoned that the 21-17 mAb can only recognize CD20 in 

its native oligomeric form, which would be preserved in Triton-

insoluble membrane rafts, whereas it cannot recognize the mono. 

meric form of CD20 in the soluble fraction of Triton X-1 OQ lysates.’ 40 
To test this hypothesis, CD20 immunoprecipitations were per-

_#?mn _A? a sac, v ty o expan a pana 

AxP Homotypic 
Group reactivity Antibody designation aggregation trafiiI46dilon 

I None CAT 13.6EI26 +›+ 

11 Weak 2Hr, ICO-1652 +4 1, 4-
AT802 ++-+ 

III Intermediate 1F56. B-H202, MEM-972 + 4 

IV High B16, BjyJ2 

Rituxan’ + 

NK12, PDR782, F4BI3661, . . . to 

LT206, L275, CAT 13.7H82 ++-+ 

Superscripts Indicatethe number of times each antibody was tested for reactivity 
against the m/h AxP chimera (construct C). At least 2 hornotypic aggregation and 
translocation experiments were performed for each antibody, and were scored as 
described In ’Materials and methods.’ 

CIr In ZW Cr at 11M 

Triwn Diglitonin 

’Cir 1" 037 Cr 81 2W 

of CO20 spitopes to detergent "Is. (A) Rall B 
cells’were lysed in either 1% Triton X-100 or 1% digitonin and cleared lysates were 
layered,’on top Of 5% to,40% linear sucrose density gradients and centrifuged to 
equilibrium. Fractions were collected from the top of the gradient and probed by 
Immunoblot using a polyclonal antibody raised against a cytoplasmic CD20 peptide 
(anfi-CD20N). Donsitiornetry analysis was performed and the results plotted to 
generate the graphs shown. Molecular weight standards were run In parallel samples 
(arrows). (8) Immunoprecipitation of CD20 by mAbs I F5, 21,17, and B1 from Raji B 
calls lysed In 1% Triton X-1 00. The mAbs: were added to cleared (13 000g) lysates as 
Indicated, to ltrimunoprecipitate CD20. Samples were analyzed by ant-CD20N 
Immunoblot. (C) Immunopreciptlatlon of CD20 by mAbs 2H7 and 81 from Roll B cells 
lysed In either I% Triton X-1 00 or In 1 % digitonin. The mAbs were added to cleared 
(13 000g) lysates as Indicated. Anti-CD20N Immunoblots were analyzed by densitorn-
atry and the relative density of the CD20 bands was expressed as the percent of the 
amount precipitated by 81. (D) As In panel C, except that the lysates were cleared at 
100 000g for I hour. Note the loss of 21-17-precipitable CD20 from Triton lysates. 
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from this study predict that binding sites for such a ligand would be 
created by neighboring CD20 molecules in an oligometic complex. I 1 .1 ti J_iA,_? 

It has been suggested that CD20 delivers an apopt 
’ 
o d?-signa 

responsible for some of the cell death underlying’ ther4eutic 
efficacy or rituximab. Because lipid rifts concentrate sre-family 
kinases and other signaling effectors, anti-CD20-induced signals 
may be secondary to raft aggregation occurring as a consequence of 
CD20 translocation. Interestingly, in support of this idea, aggrega-
tion of rafts by cross-linking either glycosphingolipid GMI or 
glycosylphosphatidylinositol-linked proteins, which are ponstitu-
tively localized to rafts, was shown to lead to apoptosis.31 Rafts 
exclude most integral membrane proteins and antibody-mediated. 
translocation of CD20 into rafts is unusual-, ligation of several other 
surface proteins expressed in B cells did not result in their 

BLOOD. I MAY 2002 - VOLUME 99, NUMBER 9 

36 redistiributidn’. iritci? Triton-insoluble rafts. Raft association of 
i,___ : ii ’7?‘ ?46’_ *,?-I?tihd.CD2-0 may partly explain the particular efficacy of 

62 
, 
6?;4’an immunotherupeutic target and those antibodies such as 

rittixi ?hich most’eifficiently induce CD20 trarislocation, may 
con.fer.some’added bereft. 
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Como resultado del examen de fondo, en el articulo 45 de 
la Decisi6n 486 de la Comisi6n’-d6,’?l;?’GohiU.-b’!’dad Afidiha, se le comunica: 

1. Documentos estudiados 

Descripci6n: Folios: 94 ’a 202 como se radic6 inicialmente 

Reivindicaciones: Folios: 19 a 49 como se radic6 inicialmente 
Folios: 319 a 349 como se modific6 en fase 

nacional el 19/09/2007 

Figuras: Folios: 270,a 295 como se radic6 inicialmente 

Secuencias: Folios- 234 a 269 como se radic6 inicialmente 

Prioriclad: 
Pais: -is, - 
NOmero 60/517.096 
Fecha: 



359 

2. Objeto de la invenci6n 

Titulo de [a solicitud (folio 1): "Mol6culas que se enlazan a antilgeno con 
afinidad do enlace al receptor Fc aurnentada y funci6n efectora". 

La presente solicitud se refiere a mol6culas que se enlazan al antigeno (ABMs) 
incluyendo anticuerpos con enlace al, receptor Fc aumentado y funci6n efectora 
aumentada. 

El problema planteado en esta:solicit 
. 
ud.,es’ 

.11 
.n 

I 
ecesidad de proporcionar mayor 

actividad de anticuerpo especifica h, mano. 

Para solucionar este problema t6cnico’ la solicitud en estudio proporciona 
secuencias de anticuerpos monoclonales de B-Lyl. 

La Clasificaci6n I nternacional de Patentes (I PC) es: C07 K1 6/28, A61 K 39/395, 
A61 P 35/00. 

3. De la solicitud de Patente 

Reivindicaciones (articulo 30 D 486) 

El capitulo reivindicatorio. de la solicitud en estudio presenta los siguientes 
defectos: 

� El capitulo reivindicatorio no pospe concisi6n por cuanto requiere un elevado 
nOmero de reivindicacioneg (254) para defin.ir el objeto de la invenci6n. 

� Un elevado nOmero de rei.Vind ?ql "Co Aw;0’re’$entan claridad debido a que tqw 
Onicamente expresan uhdAista de, t6mjehci?as"shligarlas a su funcionalidad, 
obtenci6n, procedencia,,,naturaleza,,,,etc. 

Un elevado n6mero de reivindicaciones independientes que no permiten 
identificar las caracterlsticas t6cnicas esendales de la invenci6n, ni el 
concepto inventivo que las une. 

No existe sustento para las mol6culas reivindicadas ni su efecto t6cnico 
demostrado en los ejemplos. 

Por lo anterior, el capitulo reivindicatorio NO cumple con el requisito de 
definici6n, claridad, concisi6n o sustento por la descripci6n de acuerdo a[ art. 30 
de [a Decisi6n 486.y/o airt.22. Tratado PCT.. 

4. No es una invencl6n (af#culq? I-a’, - 0- 4,86 literal a) -0) 
1?: ;0? 

El atticulo 15 en su literal b) sehala qqe: 
No se consideran invenciones el todo o par # d I rjos*ivos tai como se encuentran en la 
naturaleza, los procesos biol6gicos il6tutalil&, M6 

, 
ffic ilbi60gico existente en la naturaleza 

o aquel que pueda ser aisladd m8lbsv? genomcAl 0 a de cualquier ser vivo na tural. 
I � 

Las reivindicaciones 1 �21 divulgandiferentespolinucleotidosaislados,que 
comprenden secuencias obte’nidas de rat6n. 
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Este despacho considera que dichas reivindicaciones y dependientes que 
vengan al caso, no son una invenci6n debido a que son propiamente 
secuencias de murino, y a menos, que se defina lo contrario, no excluyen 
aquellas provenientes y/o aislables de la naturaleza. 

Por tal raz6n las reivindicaciones 1. - 21 no pueden ser consideradas invenciones. 

6. Determinaci6n del Estado de la, T6cnIca:’! 

166tapa-.. d6t6r’m’i,n,arelEstadodelaT6cnicaes: La fecha que se ha tenido e:n. ?Ull "r. 

Fecha de presentaci6n de la solicitud prioritaria: 05/11/2003. 

Teniendo en cuenta la fecha indicad ’a se 
’ 
realiz6 la b6squeda en el estado de la 

t6cnica de documentos relacionados con la solicitud encontrcindose los 
siguientes documentos mAs relevantes: 

NO Documento Titulo 
Fecha de 

publicaci6n* 
Alanine-170 and proline-172 are 

D1 Polyak y Deans . critical determinans for 01/05/2002 

1 extracellular qD20 epitopes... 

6. Anfilisis de patentabillidad (articalo 14 0486), 

En vista de la evidente falta de claridaq , ypon’Ot _P[capitulo que hacen imposible 
c 

determinar [a materia para la buscow ot 6n,,?se ba realizado [a b6squeda y 
rime elancilisisdepatentabilidaddd?ic?uerdoal’a: ras 2 reivindicaciones que definen 

las secuencias CDR1, CDR2 y CDR3 de la cadena pesada y ligera del anticuerpo 13-
Lyl. 

Nivel inventivo (articuld18 D486), 

La reivindicaci6n 1 y sus dependientes divulgan secuencias CDR de la cadena 
pesada y ligera del anticuerpo B-Lyl anti CD20, tal como lo expresa el ejemplo 1 
de la presente solicitud. 

El documento del estado de la t(§cnica mcAs, pr6ximo es D 1 (ver folios: 354 a 357) 
evidencia que dicho anticuerpo ya-es c pno.cid,o y esM disponible comercialmente 
(ver tabla 1). 

La Onica diferencia con DI-es la secuencia de ADN que codifica el anticuerpo 13-
Lyl de la presente solicitUd 

. 
DqdoA?qe el. qn?jduerpo B-Lyl ya estaba disponible, 

para el versado en la materia la Yentajp de 
, . 
s u c 

. 
a’racterizaci6n es evidente porque 

permite el diseho gen6tico del mismo prifiere un efecto sorprendente. 

s 

El problema t6cnico plariteado en. 6& olicitud que era de proporcionar 
secuencias que codifican anticuerpos- C.D2.0 se habl’a resuelto previamente 
mediante el mismo tipo de compuestos ya conocidos. Por esta raz6n se 
considera que la soluci6n de proveer? las secuencias de B-Lyl no es inventiva, 
sino una simple caracterizaci.6n de dicho anticuerpo. El secuenciamiento de otros 
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anticuerpos monoclonales anti-CD20 ya se ha hecho antes como se ejemplifica 
para Rituximab y no puede por lo tanto considerarse una soluci6n sorprendente o 
inesperada. 

De esta forma se establece que’,’-ej,?bapft?f "’reivindicatorio y en particular 
reivindicaciones 1 y 2 no cumple cq6,01i siWde Nivel Inventivo. 

7. Conclusi6n: 

Los requisitos de patentabilidad de la presente solicitud se encuentran afectados as!: 

No Documento No 
Reivindicaciones Requislito que afecta 

afectadas 
DI Polyak y Deans 1-2 Nivel Inventivo 

En cumplimiento del artfculo 45 de la Decisi6n 486 de la Comisi6n de la Comunidad 
Andina, se le indica que debe dar respuesta dentro del t6rmino de 60 dlas contados 
a partir de [a fecha de notificaci6n de la p.resente comunicaci6n. En caso de no dar 
respuesta al presente requedmiento, o si a,,pesar de la respuesta subsistieran los 
impedimentos para la conces?i6n-, s&-de’,negard la patente. 

Notifiquese el presente oficio conforme a l,oAi9p-West&,en el numeral 5.2, literal e), del 
capItulo quinto del titulo p9ppero de ]a qj rruffidi-46 10 de 2001. 

ALIX CARIVIEPY2A CtSPEDES DE VERGEL 
Directora de /"Uevas Creaciones (C) 

El anterior requerimiento fue notificado por fijaci6n en lista, de fecha 

SET 2010 

CONCEPTO TtCNICO rzxAmINADOR TtCNICO 
No.2999? C6digo No. 202089 


