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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES

2020
Bogota, D C, 24 de enero de 2006

Apoderado Jimena Escobar Unbe (?_ru:lo “ 1403
REFERENCIA Radicacion No 0-85195

Tramite 002

Evento 001

Actuacién 430

Follos

Como resultado del examen de fondo, reallzado con fundamento en el articulo 45
de la decisién 488 de la Comisidn de la Comunidad Andina, se le comunica

Documentos estudiados

& Capitulo descriptivo folios 3 a 31,

< Capitulo revindicatono, folios 32 a 38,

€1° examen de forma, folio 41,

#Solictud de la cual se revindica pnondad, folios 45 a 84, /
4 2° examen de forma folio 103,

¥4 Solictud del examen de patentabliidad, folios 105 y 108

Objeto de la Invencién

La presente solicitud cuyo titulo es "DERIVADOS DE PLEUROMUTILINA Y
VALMUTILINA USADOS PARA LA FABRICACION DE UN MEDICAMENTO
PARA EL TRATAMIENTO TRANSDERMICO DE INFECCIONES BACTERIANAS
EN HUMANOS Y ANIMALES Y COMPOSICIONES QUE LOS CONTIENEN" El
objeto de la solicitud es un nuevo uso de valdemulina para la terapia en
infecciones bacterianas en humanos y animales

El objeto de la Invencién se puede clasificar segin la clasificacién intemacional
como AB1K 31/22

Relvindicaclones de uso

De acuerdo con la legislacién colomblana el uso que se reclama en las



relvindicaclones 1 a 8, 10 a 12 y 14 no se considera para proteccion por patente,
como se lee en el articulo 14 de la Declsién 486 de la Comisién de la Comumidad
Andina®* Los Palses Miembros otorgaran patentes para las invenciones sean de
productos o procedimientos en todos los campos de la tecnologia *, AQUINO
se hace alusion al uso

Continuando con la ultima parte del Articulo 14* (Los Paises Miembros
otorgaran patentes para las invenciones sean de productos o procedimientos
en todos los campos de la tecnologla, slempre que sean nuevas, tengan nivel
Inventivo y sean susceptibles de aplicacién industrial * El hecho que se diga que el
producto o el procedimiento tengan aplicactén industrial no quiere decir que la
aplicacidn industnal sea susceptible de patente
Asl mismo, citando completamente el articulo 19 este reza * Se considerara que
una invenclén (/éase producio o procedimiento) es susceptible de aplicacién
industrial (una caracteristica de la nvencién) cuando su objeto puede ser
producido o utilizado en cualquier clase de industna, entendiéndose por industna
la refenda a cualquier actividad productiva, Incluidos los servicios ® Esta diclendo
que una Invencidn, producto o procedimiento, debe servir para algo En ningun
momento se dice que un uso pueda ser protegido como patente

El articulo 16 dice * Los productos o procedimientos (o sea, fos invenios, ntese
que nunca se refieren a nada diferente) ya patentados comprendidos en el estado
de la técnica de conformidad con el Articulo 21 de la presente Declslén, no serdn
objeto de nueva patente por el simple hecho de atnbuirse un uso distinto al
onginalmente comprendido por la patente Inicial * Nunca se refieren a una
proteccién para el uso, como emdneamente se podria Interpretar Se trata de no
conceder nueva patente a un Invento (exclusivamente productos o
procedimientos) al que se le ha encontrado nueva funcién, pero que se trata
exactamente del mismo producto o procedimiento Es decir, si el compuesto,
aparato, etc 0 método ya esta dentro del estado de la técnica, el hecho que se
haya descublerto una nueva aplicacién para el mismo compuesto, aparato, etc o
método, implica que no es merecedor de nueva patents, o que el nuevo uso ie
reestablezca la novedad En ningun caso se dice que se esta protegiendo el uso
Simplemente se dice que el producto o procedimiento ya esta dentro del estado
de la técnica y una utlizacién diferente no esta contemplada para permitir
conceder patente al producto o al procedimiento nuevamente

LOS usos 0 segundos usos no son patentables, de conformidad con la



sentencia del TJIAC 89-Al-2000, los usos en general no son patentables

Excepclones de Patentabliidad

El articulo 20 de la Declsién 4868 de la Comisién de la Comunidad Andina
establece en su inciso d) que no serdn patentables “/os métodos terapéuticos o
quirurgicos para el iratamiento humano o ammal, asl como los métodos de
diagndéstico aplicados a los seres humanos o a animales”

Las reivindicaciones 13, reclama un método para tratamiento del cuerpo humano
o animal, el cual incluye la administracién de un compuesto conocido del estado
de la técnica en una cantidad eficaz, por lo tanto estan inmersas bajo el alcance
del articulo 20 de la Declslén 488

Claridad de la solicltud

En el articulo 30 de la decisién 486 de la Comisién de la Comunidad Andina se
establece “Las reivindicaciones definirdn la materia que se desea profeger
mediante la patente Deben ser claras y concisas y estar enteramente sustentadas

por la descripcién®

-La relvindicacién no son claras, puasto que no es congruente el encabezado con
el resto del texto o parte caractenzante de la reivindicacidn, se encabeza como
una composicion y el resto del texto es una mezcla de uso con método
terapéutico, lo comracto es caracterizar técnicamente dicha composicién como tal,
sin rellenar el texto de las relvindicaciones, con notas no técnicas que no definen
ningdn elemento la composicién

Evaluacién de los requisitos de patentablildad

El articulo 14 de la Decisién 486 de la Comunidad Andina establece que “Los
Palses Miembros otorgarén patentes para las invenciones, sean de producio o de
procedimiento en todos los campos de la tecnologla, siempre que sean nuevas,
tengan nivel inventivo y sean susceptibles de aplicacién industnal’

En cumplimiento del articulo 14 de la Decisién 4868, se procedid a evaluar los
requisitos de novedad, nivel inventivo y aplicacién industnal con el fin de
establecer la patentabilidad de la mvencién relvindicada en la solicitud en estudio
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Reivindicaciones 1 a 7 se reflere a matena no patentable (folio 35), consultada la
fuente de iInformacién con que cuenta este despacho se encontrd los siguientes
documentos que descnben los compuestos y composiciones usadas en la
presente solicitud, US 3 718 §78, W00921855, W0O8725309, US4 675 330,
WO8801127, US4 032 530, US 4 148 890, US5578585, US4428953, US4060542,
EP0153277, Comité for vetennary medical products Tlamutitin simmsry report

En cumplmiento del articulo 45 de la decisién 486 de la Comisién de la
Comunidad Andina, se le indica que debe dar respuesta dentro del término de
sosenta dias contados a partir de la fecha de la notificacién de la presente
comunicacién En caso de no dar respuesta al presente requenmiento, o sl a
pesar de la respuesta subsistieran los impedimentos para la conceslén, se
denegaré la patente

Notifiquese conforme a lo dispuesto en el numeral 5 2, literal e), del caplitulo 5° del
titulo 1° de la Circular U ° 10 de 2001

CESPEDES DE VERGEL.
Jefe de la Dj¥ision de Nuevas Creaciones

El antehor requerimlento fue notificado por fijacién en lista de fecha

88 FB. 2

CONCEPTO TECNICO No ]Dgl EXAMINADOR TECNICO Cédigo 202012
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Notics of Opposition to EP { 231 918 B1 Granted to Novartis AG

The Oppontion perzod for the above daphified pateat sxpmes 16 Nov 2003 and thns
finz Notice 1z filed withun the relevant trme frame raquured by Art 99(1). Instructions
for the debt of the fee are contained on the sttachad EPO form 2300 1

Clayms 1 to 6 xud § of the patent aro herelry opposed on one ar more of the following
grounda specified m Art 100(s) je the subject mstter of the patent 1 not patentsble
with the terms of Articles 52 to 57, particularly the clanms of the patent lack novelty
md sn mventrve step. Furthermore, 1t will be asserted below that all the clama as
grantad do not mast the cntens of Art 100(b) becanse the palant does aot disclose the
mvention 18 3§ mamney sufficeensly cloar and complete for 1t to be carried out by 1
person skalled m fhe at,

Documants Rehed On.

D1 US3,716579,

D2 Commntes for Vetermary Medical Products Tunnubn Seammacy Report (1)
The Eurepean Agency for the Evalustion of Madician! Froducts,
Veterinary Medicines & Information Technology Unit
EMBA/MRL/578/99-Final Auguat 99,

D3 WO9921855

D4 WO 9725305,

D5 US4,675330,

D& WOS8D1127, mnd

D7 US4.032,530

The patentee was awers of some or all of the prior mt rehed on m tins oppositon
becsuge the correspondmg US case US 6,852,756, winch grented 16 February 2005,
was amended to overcoms the disclosare of one or more of these docuspents

Technical Backgrousd
Clann 1 of the patent as grnted relates to use of compounds of formmula (T)
{O)-Y

Expf 2ei 2 15/11/2006 15:13 Expf .nr 2631 P.O0G
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wheretn

R, represents ethyl or vinyl, snd

Y csu represent 2 pumber of mowshes molndmg —CH;R; end R; can represent H (in Y
is -CH3),

or & phamucextically sccoptmble malt form fhereof, for the mamfactore of o
modicament for the tranadormal treatment of bactenal mfechons m bumans and
snmals.

The descripbon page 4 pamagrsph 16 stutes.

B has now besn found, swrprivingly, that the compounds of the formula ()
are able to penctraty through the skin, meont hers is the epiderms, without
beng metabolzed ond deactivaled It was abzeintely unpredictelic
[emphans added] that an antibiotic of such a compiex chemical structure
could pass the skan-barrier and penstruts mio the tume, and reach blood and
plasma concentrations that are high enough to control successfully bacterial
infections These bacterial infections embrace systemic infections whare the
bacteris colomiye intestine colls, tinmss or svguwy, snd men-gystemio
infections where the bucterin coloalze & smaller o lavger povtion of the skin
[emphams sdded] This is one of the exceptional cares where the an antsbrotic
can be applied to the skm instead of being applisd for the treatment of
Systemic infections via o conventional systemuc routs such ay orally or
percutaneously The novel use shosuld not be confased with the comventional
cutaneous use of an antibiotic for disinfecting areas of skin that are infested
with the pathogen. ”

Paragrephs 21 & 22 go on to sxy

“In tha present techmgque, the ammal absorbs the compound through the skin,
The compound is wnlly appbed in a composiion conteining a
Physwlogcally carner A wide range of appropnate carrisrs may
be employed. The composition may be a cream. A lguid composinon,
howsver, is particularly convenisnt to use, e.g ficilkating meayuring ows
dosex, and fuacilivates alyorbance through the skin

The compounds of the formula (1) may be formulated for cutuneous toprcal
administration as ointmenty, creams, lotions, shampoos, powders, sprays
dips ., acrosols, drops ., pour-ons / spot-ons or by manual methods’

These defimtwens of m the patent extend the usual meanmg of transdermal from.
“ahsorprion through the shin into the bloodstream™ —Mermnam-Webister Onlme

to mechuds, what the skilled person wounld gemenlly connder topical becanse, for
exampla it mchudes son-gystamic infections wheve the bacteria colowits & sueller or
lsrger povtion of the skiz and xmple topical formmistions such as cresms can be
formulated for “cutaneons topical admoustration” Tius clearly falls wiftun the
dictionary definttion of topical

“designed for or involving local application and action*
—Mexroum-Webater Onlma.

Enpf 2011215/11/2005 15.13 Enpf v 2631 P.0O7
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The most prefecred compounds for the smd use s valnemulm, which has the
followmg structure

0-C(0)-CH;-S-C{CH,)-CH,-CH(NH,)-CH(CH,),
V 4

o)
and

tiamulm, which has the followmg structure
O)-CH,-S-{CH,),-N(C;H,),

V4

o

Novelty Article 54 EPC

D1 was pablished 13 February 1973 and therefore it 18 Art 54(2) art to (he opposed
patent, 1t chacloses compounds of foromia (1), of the opposed patent, wherem the
substitwent correspondmg to R, 13 vinyl and the substitusnt correspondmg to Y can ba
~CHj (ses column 1 Imes 5 to 21).

Column 4 Imes 20 to 24 of D1 goes on to say

“More particularly the derivativesr are active against staplyococe! and
streptococel. In we, the derivatives may be provided in the form of a solution
or pasiz and apphed toprcally 1o the udder of a cow. The concentraton of the
derivatives m the soltion or paste may conveniently be between 0.0001 and

Img/ml.

Staphylococe! snd streptococel are azsocisted with mestitis, that is mflsmmetion of
the mammary gland tusue Thus D1 teaches that compounds, of a formula that
ovedap wth the compound of formula (T) defined in the oppossd psteat, can be used
to treat “systemic infoctions where the bacteris colonice, tissnss or ergany”, namely
mastitis m the udder of cows, by apphcation of a pasts or soluban 0 the ndder 10
truly teenadermal use of the compounds

Bref 2e1t:18/11/2006 1513 fnef 5r 2631 P.00B
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D1 duscloses all the featurss of the claxm 1 and claim 8 and tma thass claums lack
povelty over tins document. Furtherruore, where the formulation m D] as & solutien it
would arguably mest the anterla for a pour-on or spot-on formulation and thus claum
6 also lacks aovelty over D1

D2 was pubhshod August 1999, before the earhest pnority date of the patent and
tharafors thus document 13 Art 54(2) pnor st to the opposed patent.

It chacloses 1 paragraph 16

~Tiamulin is not wred in kuman medicine. In a patch study in humans, topical
administration of a 005% formulation did not cause skin trritatson or
sensuisation, ™

Tisouln is one of the preferred compounds disclosed n the oppossd patent. It is
submitted thet thus topcal admimutration falls withm the definittons of wransdeoumal

given in pamprephs 21 and 22 of the opposed patent, which sre quoted above. To
state 1t mother way following the teachmg of tins pror art document the compourd 13
insvitably sdmmustered transdermally becsuss it is applestion of tuzmulm (ons of the
prefemred compounds according to the opposed puetent) in & manner descyibed 1 the
opposed patexit. Thus by followmg the teachmng of D2 the skilled person 1 provided
with the “clmmed invention” of the opposed patent.

D2 ducloses all the features of the clanns 1, 4, S sud & Tius thess clams lack
novelty

D3 was publushed 6 May 1999 before the earhest pnonty date of the opposed patent
and thms is Art 54(2) prior st to the opposed patent.

It dascloses cortam compounds for use as mhmicrobaals.

Table 1 below mcludes an example companng some of the compounds, which fall
withm the scops of D3 and the compounds employed 1n the opposed patent. Plemse
nofe that “X” and the other variables are roferred 1o a9 they are m the relevant
document,

Tabls 1

Oppesed Patent Correspondiag mbstitumt in D3I
(s0e page 2)

R; = vmy] or ethyl R’ = vmyl or ethyl

OH R'=Hor OH

m=0,1,2,3,40tc m=010r2

Y for example = -S(CHz)wX CCHLS(CHDR? (a=0 & X~5)

X = a saturated or unsstursted 5- or 6~ R* = s nog-sromatic momocycho or
membered hetsrocylic ring which wbound to  bicyche group contaming one or two
the —S-(CHa)w- group through & ombon stom,  busic artrogen stoms and

and which contxmns ons or more heterogroups  attached through & nng carbon stom
salocted from the group conusting of O, 3, N

or-NR? {optiomally substitated]

Ewf.ze1t* 15/11/2006 15:13 Enpf v 2631 P.OD3

@008/015
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It is clear the prior art compownds of D3, at least, overlap with the compounds
employed m the opposed patent. The foll extent of the overlap has not been defined
here a5 it 19 sufficient for the purpose of supportmg the opposition to mmply show the

putent lacky novelty
D3 gows on to stetes page 17 ines 1010 15

"The compounds of the invention end compasitions according to the vrvention
may be formulated for administration by any rowts, for exampie oral, teplesl
[eaphasis added] or porenternl m thy form of tabiets, copnides,
powders, granules Mn.mw,wwh;dw
Jor example. solutrons or suspensions

Maore specifically on page 15 bmes 25 end 26, D3 mdicates

"'Compounds of the present invention may be wsed 1o treat skin and soft tissus
Infections and acne, by topical application. *

Firstly the latter falla wathm tha defimtion of non-systesmec nfechon a3 described m
the opposed patent. Therefors, D3 duscloses franadermsal acmmistration, withn the
maamng of the opposed patent.

I w also submitted that the disclosure of D3 imphotly discloses trunsdermal
admmstration, within the mesning of the opposed patent, of the compounds therein
becanse at lemxt pome of the compounds 1n tins prior st docoment sre the “pame” w
those employed m the oppossd patent and fher admunstretion ws a cream, spmy or
hqud etc 1w described. These are the very methods used to effect transdermal delivery
of the compounds employed m the oppossd patent and when the “sems™ compounds
are suployed (a8 m D3) thus would mevitably result m treasdcrmal delivery  Thus by
followmg the teaching of the pnor wt document D3 the skilled person 15 mevitsbly
provide with the subject matter subsequently olanmed in the opposed patent.

D3 directly and wnaminguously descaibes all the features of clauns 1, 4, 6 and 8 of the
opposed patent. Thus these clsuns lack novelty over D3

D4 was published 17 July 1997 and 1 Art 54(2) prior st m respect of the oppased
patent. 1t discloses cortmn antimcrolna] plomomutilin compounds where the

substtuent, winch cormesponds to Y, m the clums of the opposed patent, iz & cyche
group of 3 1o 8 rmg stoms, optionally conteining one additions] heterostom selscted

from N, O snd S, snd optionally fused to a hydrocmrbon nng, & heterocyelio group or
i momshe group.

R’ 10 thess compounds represents vmy or ethyl All other fastures of the compounds
of D4 are the same 25 thoss of formula (T) m the oppased patent

D4 goes on to disclose on page 10 boes 5 to 10 that

"The compounds and compositions eccording to the invention may be
Jormuiated for administration by sny rowte, for exomple orol. tepicel

Enef .ze1¢215/11/2006 15:13 Enpf.r.2631 P.OI0
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[emphams sdded] or paremteral in the of iablets, capsules,
powders, gramides. lozengers, creams, syrups, or Nquid preparations, for
«xample, sohsions or suspemsions

Page 10 lmo 33 to page 11 Itne 7 indwates

“Compasitions according to the invention Intended for topical adwinistration

may, for exampls, be in the form of ointments, creams, lotions .and mey
contmin  approprnale  conventional  additives, inolnding  for

may also contain compatsble conventional carners, for example creem or
ountment bares, and ethanol or olayl alcohol for lotions.

Based on the same ysasomng given above for D3, it 1 submnted that D4 dusolosea
transdermal admmstration wathin the meanmg of the opposed patent, of compounds
the relevant compounds Therefore, the clamms | md 6 lack novelty over tims
document.

Discleswre of the Inventioa Art B3 EPC

In the stushion the Oppomtion Divimon consider that cne or more of the documents

D1 to D4 do not render the grantod clmms of the opposed patent lsciang m novelty, 1t
15 submuted that the patenl is meufficient becauso it fuls to tesch the sialled parson
how to cary out the mvantion ss requared by Art 83 EPC

Mors particulsrly, the patent doss not teach the skilled person how to effict

transdermal dehivery of the compounds across the whole scope of the granted claima,
Rather 1t smnply describes routine topucal forrmilanons of knowa compounds.

Relatively Lttle pndance 13 given m the patent a3 to how to affect transdermal
dehveey However pamagraph 21 states

“A ligud compasinon, however, is particularly covement to we and
facilitates absorbance through the skin. Thus, a solution or suspension of the
compound in a liquid carrer 13 preferred. Solutions are especially good for
transmitting the compound through the skin and are thersfors most
preforred”

The pateut also states m parsgreph 15

“The novel wse should not be confused with the conventional cutansous wse of
an antibiotic for dunafecting areas of skin that are infested with the pathogen ™

but fiils to explam how tins conveahional use daffers from the trostment of:

" non-systemic infections where the bactersa colowsze o smaller or lavger
portion of the skin* —(paragraph 15)

Ewpf 2e11:15/11/2005 15:13 Ewef .or.263] P.01]



15711 2005 15 13 FAX 01430782080 @2013/015

OPF10112
8 of9

then the clanns do not involve en nventive step as they do not provide the techmeal
solutson of trensdermal delivery across the whole scope clanmed.

) » D5 UB4 67530
Discloses compounds of the type employed m the opposed patent where Y represents
=S-C(CHy)-CHa-NB-C(O)Q DS column 3 mes 22 to 27 mércais:

“Ihe componnds may be administered orolly, lecally (wxphans added] or
parentally *

This dasclosure may be sufficient to render cloms 1, 2, 4 and 8 of the opposed pateat
laclong novelty, but to the extent that the EPO would conmder thet s disclosurs 1
madequate to be an anticipation then it cxtonly renders those clevms lsckng an
mvephve step given that it was known before the pnority dats of the patent to
admmigter plegrommtiling trensdermally (withn the meaning of the apposed patent)
Bvidence of the fact that it was known to sdoumster plevronmtihms treasdermally »
found 1 the documents nxch es D1, D3 and/or D4 sbove, which describe transdormal

use, withm the mesnmg of the opposed patent.

Altematrvaly, D3 m combmation with one or more of D1, D2, D3 or D4 render clums
1 to 4 and clmm 8 obvicus bacanss sach of thess documents degcribe transdermal npe
of a plewromutilm compound and D5 nmply doycribes aliemative pleuromuhim

winch the skilled person would use trensdermally a3 desczibed m one
mors of thess documents. Furthermnore, & skilled pezon would be motivated to
combine documents from the sams technical field, esperually mven that there 1 09
wherent mcompatability m the teeching of the same.

s D6 WO 981127
Tias document discloses pleurommtilns of the valnemulm typs (ons of the preferred

compounds employed m the cpposed patent),

(] Given thet it was known befors the emtiest pricrity dato of the opposed patent to
deliver placomuthns trrnsdecmally, wathin the mesnmg axxibed by the opposed
patent, then clamms 1, 2, 3, 5 ind 8 are obvious after conmderatyon of thus document.

Altematively, D6 in combmation with one ore more of D1, D2, D3 or D4 render
clams 1, 2, 3 5 and claon 8§ obwious, becanss startmyg from D6 1t would be routine to
use the compounds theren m the topical/transdermal admmistration described m ons
or more of D1 10 D4. Farthermore, & sialled person would be motivated to combine
documents from the smme techmeal fiald, egpecislly grven that there is no mherent

incompatability in the tsaching of the sume.

» D7US4052530
Discloses cumpounds of the type m the opposed patent whers Y represents:
~(CH;-2)ACH)Q

wherem
Znsg,

ris],
1520 5, and
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Qu -NR‘R? and R* and R’ are each C, 5 slkyl

Given that it was known bafbre the earliest priority date of the opposed patent 10
*  debver plevromuthms tranadermally, withm the mesnmg sscribed by the opposed
patent, then clmma 1, 4 and § are cbvious after connderstion of thns document.

Alsrnstively, D7 in combinshion with one or more of Di, D3 o D4 reader claoms 1,
4 and 8 obvious becanse styting from D7 it would be routms to use the compounds
therein in the wopicalArapsdemal admmstmton described in cue or mars of D1 to
D4. Faythermors, a sialled person would be motivated to combine documents ffom

the sama technical field, especially grven that there {a oo inherent meompatability m
the teaching of the same.

In the event te Opposition Divimon mtonds 0 mamtxn the patent, mcludmg m m
smendad form, oral proceedmgs sre horsby requssted wnder Avt 116 EPC.

oo B e

Juha A. Florence
Eurvpma Pateat Attoracy
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