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Ref: Expediente No., 04.098.266

Solicitud de patente de invencion titulada:

“TERAPIA COMBINADA CONTRA TUMORES QUE COMPRENDE DERIVADOS DE
DISTAMICINA ACRILOILO SUSTITUIDOS Y RADMOTERAPIA”,

Solicitante: PHARMACIA ITALIA S.P.A,

SOLICITUD DE EXAMEN DE PATENTABILIDAD SEGUN
EL ARTICULO 44 DE LA DECISION 486, GACETA No. 562

CARLOS R. OLARTE, mayor de edad v vecino de Bogota, D.C., identificado tal como aparece
al pie de mi firma, en mi condicién de apoderado del solicitante, segiin consta en el nueve poder
* presentade ante ese Despacho el pasado 20 de Abnl de 2005, adjunto copia del memerizal para su
inmediata referencia, respetyosamente me permito solicitar, Que se examine s Ja invencién reune
. los requisitos de patentabilidad previstos en la misma. Dando cumplimiento a lo establecido en el
articuto 44 de la Decisidn 486 de la comision de la Comunidad Andina de Naciones. Adjunto
recibo por e} monle de $194.000 pesos para cubrir la tasa correspondiente, seglin la Resolucion
35582 del afio 2005,

Atentamente,

CARLOS R. OLARTE

C.C. 79.782.747 de Bogota

T.P. 74.295

Anexo:Recibo por $194.000 pescs

LA FRAARAILA iR

Warld Trade Center - Torre A, Calle 100 No. 84 — 37, Piso 10, Bogota INC., Colombia
Tel = 37 1 601-7700, Fax = 57 1 6 [-7799, officetiolanteratsbesk, com, www.olarteraisbeek, pom
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Radicaclén :  4-88266- -8-0 Fecha: 2008-05-30 09:51.27
Tramila ; 11 PATENTEIYII

Ewenta : 378 FASEHACIONALI

Actugcion : 432 COMUNICACTOADM

Destinatarip ;: GARLOS REIRALPD OLARTE GARCIA Folios 1
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CARLOS REINALDO QLARTE GARCIA

CALLE 100 NO. 8A-37 TORRE A P.10, WORLD TRADE CENTER
BOGOTAD.C.

Refarencia RESOLUCION : 17299

Fecha : 29/06/2008

Expedienta ; 4-98266

Tramite : 11 PCT-PATENTE DE INVENCION CAPITULOS 1Y If
Evento : 379 FASE NACIONAL INCLUIDO CAPITULO I
Actuacion : 432 COMUNICACION ACTO ADMINISTRATIVO

Comedidamente le solicito presentarse a este Despacho ubicado en la Carrera 13 No. 27 -
60 Piso Quinto (5), de |a ciudad de Bogota D.C., dentro del término de cinco (5) dias habiles
contados a partir de! envic de la presente citacién, en horaric de 8:00 am. a 4:30 p.m.
jornada continua, con el fin de notificarle personalmente el contenido de la rasolucion de la
referencia proferida dentro del expediente tramitado con el nimero de radicacion citado en
el asunto.

De no hacerse presente en el término indicado anteriormente, la providencia en mencion se
notificara por edicte, el cual se fijara por el término de diez {10} dias en el Centro de
Documentacian e Infarmacion,

Para su comodidad el texto completo de la resclucién se encontrara disponitle en la pagina
web de la Entidad desde el dia habil siguiente al de su nofificacion, la cual podra ser
consultada desde un computador con acceso a lnternet, en |a pagina www.sic.gov.co, con el
nirmerc de resolucion a través de la opcian servicios en inea - caracter general - consulta,
actos administrativos.

Secretaria General
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

Sods Cantre: Carrera 13 No, 27-00 Fises 2, 5,7 y 10
Al sontestar favor Indlgue o nomeno 4o Sode CAN: Cra S0 No. 2656 Inl 2 BEX: 5820840
radicasion consignads an al sticker Fax; 3 87 2695 3 60 62 20, Linca 018HK 9101465
Wb www. 5ic.pov.co eomail: infagisie. pov.co
Bogald On.C, - Colombia
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TRADUCCION O]‘%CIHL Na. 04-354

Efectuada &1 dia 2320 de noviembre de 2004, de un documento
escrito en Inglés, al cwal para su identificacidn se le
estampa el sello de Sergio Andrés Rueda Iglesias, Traductor e
Intérprete OFicial por Besolucidén Moo 0138 del 11 de febrero
de 2002 ewxpedida por el Ministerico de Justicia de  la
Femiblica . de Colomkia.

Traduccidn  Oficial  de  las  autenticaciones notariales vy
subsiguiankes eorreapﬂndigntes a un  Pader otorgade  por
PARRMACIA ITALIA S-P.A. a Carlos R. Olarte, y/o James Ian
Rajsbeck’ v/o  Ana Maria Prieri, documenta este gue viens en

espafiol y se explica por si sclo.

‘{quﬁ} Grover F. Fuoller Jr, Apoderade Ruterizads, 5 da

octubre de 2004,

. ET, SUSCRITO HEMMETH GCRERMWOOD, NWoltario Pihlico de  Rgham,

Snrrey, debidamente admitide ¥y juramenlado por ejercer en

Fogham, Surrey.,
POR L FRESEMTE CERTIFICA ¥ ATRSTIGUA:

due las firmas de documento anexc son auténticas,

FM FE DE 140 CUAL firmo de mi pufio y letra vy estampo mi sellc

oficial en Town of Egham a los 13 dias del mes 48 noviembre

de 2004, -
: ' SEGICY SR Glhh JOLETT A
T R EAE O L R |

TRADUCTAR & IelTE
Espa b, - 10005 0 G s FSRaring
o]ty T LA TC S AT A B B D D TR el v R A T T
BPISTER G T b v Iy fnad 1 DS g
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APOSTILLA

iConvanoidén de La Haya del 5 de aat;ﬁra dea 1561)
Pais: Reino Unido de Gran Bretafia e Irlanda del Norte -
Rl presente documents piblico
Fue firmado por Kenneth Greenwoor
Oue actud en su calidad de Notatris Pablico
Lleva &l sello del menci@nada.ﬂﬂtaria Piblico
Sa mertifica
En Londres fi. El 2 de noviembre e 2004
Por_'parte del Principal Secretario de Estédo de  So
Majestad para Asuntos Extranjeres y de la Mancomunidad.
Rajo &l Namero @547003
Sello e la o©Oficina de Asuntcs Extranjeros y de la
Mancaimunidad

Firmado por J. Johnson, Secretaris de Estadae

Es traduccidn fiel y completa efectuada por:

 Serdlo A dres Ruedia Igles1as
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I, KENNETH GREENWOOD, Notary Pnblic of the Town of Rgham in Surrey,
daly admitted and sworn, practising in the said Town,

DO HERERY CERTIHY AND ATTRST:

TIIAT the signatures set and snhscribed at the foot of the heremnto annexed
doecsment are genuing,

N TESTIMONY WHEREOT T have hereunto set my hand and affixed my Seal

of Office in the Town of Egham aforesaid, this /‘5‘} day nfﬂﬁ_ﬂ;}zéﬁﬁﬂwn
Thousand and Four

NOTARY PUBLIC.
MY COMMISSION IS PERMANENT

Py (ﬁ > Flagulgtad |y the Lew Societ,
v n?
N
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POWER OF ATTORNEY

The wndersipned, PHARMACIAYTALIA STP.A,
o coparation arpanized under Me laws of

Téaly

localed in

Yia Teeberi Koch 1.2, T-200152 hMilan, Ttaly

declares that it Lereby grants

CARLOS R OLARTE,

J. TAN DRAISBECE ¥

AMA MARCA PRIERI

a full aud sufficient power ol attorney to apply to
Llae praper natinnal afficers and authorities for the

issne ofr Parents, Utility Models ant

. Luduatrial Designs

to which end it smpowers them to take all steps
neceggary belove sad outhorities for the ohjects
laled, to file petitions, prepare descripliong, make
nuotests, declarations, appeals and ahjecliong, pay
Lrivpasts, apply Tor certificationg, recelve documents
aivd secnrities, abandom applications and collect
refimds, To the said randatories sufficient power
is granted herehy ta receive notifications for and on
belislf of the Company, to confer powers an thase
wha are to represent the company judicially and
extrajiciciaily, to anawer in eoort in the matter of
all claime wnd dernnnds that may be presented in
comnectiom with the marks, and to do everything

“ihat may be reguired, before administrative o

iwdicinl afficers af any class giving them likewise
pwer I snbatitate these presents and revelke such

. substimibions if necessary.

Done and snbacribed in

6%
Frated 04 _fictoher 2004

i AH_.I{"M CTA TTALTA S.TAL

mm‘?m“?‘:_r.*’mr}’ @Z‘

AUTITORIZED ATTORNEY

Mew York, Mew Yaork,

e PCEF27ITOANTSG
5 0.2
i} ONER

T.a }ﬁa_in firmara
PIARMACIA ITALIA S.P.A,

damiciTada an

Vig Robert Koch 1.2, I-20152 Milan,
Tralia,

declara por el preséite afrogar 3
CARLOS R. OLARTE,
J,. 1AW DATORUCK y

]ﬁ‘tﬂér u:ﬂﬁzﬁl Irﬁglri[.; hastanis para recabar de las

oficinas y autoridatles nacionales que conespondan,

la obtencidn de: Patentes, Modelos de
Meilidad v Disanes Tndustriales

a cuyn eflecto loz faculta para dar anie dichas
antoticdades, thdns Ios pasas necesarios al ohjetn
indicadn, elevarsaticiindes, formw lat deseripciones,
prodesias, declaraciones, apelociones ¥ reclamos,
oblat impuestns, solicitr  tegtimonios, recibit
documentos ¥ wvalores, desisiic ¥ percihin. 8=
comcede 3 los  expresgdos mandatarios poder
Bastante para resibiv notificaciones a noanbre de la
compafila, ofragar poderes g quiensd vayan a
representar a 13 compafiz  judicial ¥
eutiajudiciahnents, responder en juiein 2 todas las
reclamacimmes o demandag gue por motive de las
MATcAS S8 presentaren y  hacer cuanta fiere
necesario, ante lns autoridades adminisirativas o
judiciales de cualquier arden, dindales ssimisma
Tacultad para smstiblir 2] presente 3 en ¢aso
neceserio revocar dichag sustitieiones,

Dade y firmado en Hew York, New York,USA

2 los 5 dTag de Qctuhre de 2004




Industria y Comercio

SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No 04-098266

EL EXTRACTQ DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 562 DE

FECHA 31 DE MARZQ DE 2006 EL TERMINO HABIL ENALADO POR LA LEY

EXPIRA EL 05 DE JULIO DEL 2006

NOTA: Dentro del plazo de los seis () meses siguientes a partir de la fecha de publicacion
en la gaceta de Propiedad Industrial, deberd solicitar v cancelar el examen de
patentabilidad s pena de que la solicitud caiga en abandono, de acuerdo con lo
establecido en el Articuio 44 de a Decisién 48672000,

SE PRESENTARON QPOSICIONES POR PARTE DE TERCEROS.
Sl NO X
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Intemational Bursay
INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)
{51) International Patent Classification € : {11} Internationa? Publication Namber: W0 9804524
CO7D 207734, AGTK 31540

{41} International Puhlicgtion Date: 5 Frbruary 1998 (05,0298}

‘ {21} Internatiomet Applicatlon Number: PCT/EPSTA37I9 | (A1) Deslgnated States: AU, BG, BR, Ca. CN, CZ, EE, HLI, 1L,
IP, KR, LT, LY, MX, MO, NZ, PL, 5G, 8], TR, Lia, US, )
(22} Toterrational Fiflng Dage: 16 July 1997 (100797 Eusesion patem {AM, AZ, BY, KG, KZ, MD, BT, TJ, TM},

Eurcpesn petent (AT, BE, CH. DE, DK, %, FI, TR, OB,
GR. IE, IT, LU, MC, NL, PT, 5E),
{30 Priorlly Data:

96156922 25 July 1996 (25.07.96) GR
Publlshed |
Wi internationsi search rdpor!,
{71) Appllcent (for alf designatad Stares exvepi U5): PHARMACTA Before the expiration aof the time fimit for amending the
& UPHOHM 5P .4, (1T Yis Robert Koch, 1.2, 1-20152 claims and fo be republished in the event of the receipl of
Milan (IT. amendmenis.

{72) Tovanters, and

(?5) InventorsfApplicants (for U8 oty COZET, Pagls (ITHTY, Yia
Zanella, 4845, 1-20133 Milan (1T). BERIA, [tale [ITAT]:
Vie G, Mateotd, 39, 145000 Vilamarzana (1T). BIASOLL,
Gigvanni [TTATT: Yia Scatarinf, 31, 21026 Gavirate (5T,
CALDARELLI, Marna [IT/ITS ¥iz Besenzanica, 9, I-
R diten (7T, TAPOLONGO, Laure [TTAIT): Via P.
Rambrande, 11, L-200147 Milan (IT). FEAMZETTY, Crizling
[IT/T); Via De Qasperi, 4, 1-21023 Besozzo [1T). ]

54) Tike: ACRYLOYL SURSTITUTED DISTAMYOIN DERIVATIVES, PROCESS FOR PREPARING THEM, AND THEIR USE AS ‘
ANTITUMOR AND ANTIVIRAL AGENTS

R

R3
e
R;C“;C NH |
: \gf N ®

N B
&, "
NH, R4
—~ N-R, g2 _q'* i) _€"‘ (4)
N-CH
—%-R‘ “OH “NH,
i 0
—N \ {5 —cen (8 g {7
5 —C-NRR,

{57y Abstract

Apryloyi gubstituted distamycin derivatives of forinula ([y whetein n s 2, 3, of 4 Ry and R are selected, each independently, from:
Tiydrogerr, nalogen, and C)-Cy aiky); Ry is hydrogen or halogen; B is selected from: (13, {2), (3], (4], (5% 6} snd {T% wherein R, R,
Rg. Ry, and Ry am, sach independenly, hydrogen of £)-Cq alkyl, with the provizo that at lsast one of Ra, R3 and R is C;-Cy alkyl; and
pharmaceuticelly acceptable salts thereaf, Such compounds are urefil 28 andineopiastic and ant virgi agents,
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1. An acryloyl substituted distamycin derivative of
Igrmulia;
Rl
N
c=C
/
RZ

/R3
NH
\n’ (I}
5 /N NH
N B
l.. ©
g CHa Il

wherein.

Fn is 2, 3 or 4;

ek
- E, and E., are selactad, each independently, from: hydrogen,
nalogen, and C,-C, alkyl;
10 #R; is hydrogen or halogen;

B i85 melected Erom:

o
NH, N—R, WH, NH, NH,
— & o -4 , _NH-<‘~
N-CN -
N-R, N-OH N-NH, N-H

T

—CEN , and —C-NRJR,
wherein R,, R;, R, Ry, and R, are, each independently,
hydrogen or ¢,-C, alkyl, with the proviso that at least one
15 of R,, E; and R, is C,-C, alkyl;

or & pharmaceutically acceptalbrle salt thereof.

2, A compound as defined in claim 1, wherein:
T i 3 or 4;
20 R, and R, are hydrogen;
R, 18 chlorine or bromine;

B i3 selected from:

~BE

A
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compound of formula {I) inte a pharmaceutically

acceptable salt theresof.

5, A compound as defined in any one of claimg 1 co 3,
for use in a method of treating the human or animal body by
tharapy.

6. & compound ag claimed in c¢laim 5 for use as an

antineoplastic agent .

7. A compound as claimed in claim 5 for usg as an

antiviral agent.

B, Use of a gompound as defined in any one of claims 1
to 3, in the manufacture of a medicament for use in the

treatment of pancer.

9. Usea of a cowpound as definsed in any cone of claims 1
to 3, in the manufacture of a medicament for uge in the

treatment of viral infection.

10. A pharmaceurical compogition, which comprises an
effective ampunt ©f a compound as defined in any ong of
claims 1 te 3 as an active principle, in association with
one o©r mwmere pharmaceutically acceptable garriers and/or
diluents.

A
',
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A new class of cytotoxic DNA minor groove binders:
a-halogencacrylic derivatives of pyrrolecarbamoyt oligomers

Paolo Cozzl

Plraretn, Doportment of Chemictin, DMecozere Restareh Qacologre, Bl Factenr T8 20004 Marctonp, Milan, Mafp

. Abstract

DNA minor groove binders represettt a class of cytotoxic antitumor agents whose DNA sequence specificity may lead 1o o high
selectivity of action. Tallimustine, benzoyl nitrogen mustard derivative of distamycin A, showed excellent antitumaor activity bt
Trechimical tests oup alse w severe myelotoxiciy, Mowel nitropen mustard derivatives of distamyein shewing improved activity
profile were recetntly identifisd, [o purbicubir, cinmamic nitrogen mustard and cinndmic ethyl half-muwstard anatogs of tallimustine
showed increased potenicy and more favorable cytotoxicity/myekotoxicity ratiee However o series of o-halogensacrylamide
devivarives of distamyein-like framas showed an activity profile substaotially improved in comparizan to tllimusting, o particular
PR 186008, d-bromo-ncrpavido detivinive of Tour pyerole distamycindike frame ending »ith a guamdino moiety, showed high
tytotoxic potency cven on tumor cell lines resistant to alkvlating ugents and camptothecin, bread antituonor activity and
myelotoxicity dramatically reduced in comparison to tallimustine, This compoimd was found fo bind o ouner groove TA-rich
atquences but appearsd unteactive in classical in vitte DNA alkylation assays. With respect to the apparent lack of DNA
alkylation we speculuted that an jutraetlalar seastive nuckeophili sposies, «3. whttbions (G5ETh coutd aetivans the reacivily of
the compound leading 1o alkylation of DNA in vive, Recent evidedce of both covalent interaetion of PNU-166196 with plasmidic
D& in the presence of GSH and of enhanced cyvtotoxicity in tumor cells characterized by high levels of GSH wete obtained.
FMNTI-166196. in view of itz excellent activity profile and its outstanding Faverable cytotoxicity myclotoxicily ratio, was selected for
clinigal development and is wndergoing phase U studies. £ 2000 Elaovier Scivnse S.AL All cights ceseoved.

Kevwards: Minor greove Binders; Digamycio; Tallimusting: s-Halegetoacrylamides: Glicatbuone

. I. [ntraduction

A The putative mode ol action of many aptitumor

1, binds reversibly to DNA minor grogve with high
selectivity for TA-rich sequences containing at least
four TA base pairs [3]). Duce to the high selectivity of

agents involves DNA damage, cither by diceet binding
of the dmg o DNA or to DNAhinding proteins.
However, most of the DNA-interacting agents have
only a lumited degree of scquence specificity, which
inphies that they may bit all the coliular genes,

DNA  minor proove binders, among which the
derivatives of distamyein A (DST) play an important
role, could provide a stgnificunt Improvement in cancer
managsment WCreasing v specificity. due o Wieh
selectivity of interaction with thymine-adenine (TA)
rich sequences [1].

DST, an antihiotic charecterized by an oligopeptidic
pyrrodic frame chdime with an amiding motery [2), Tie

Eomt! aeffress: pacio coeaiftou. pmpcom [Popzzl,

DA interaction, DST was wsed i the recent Dast a2 a
DMNA sequence-selective veclor of alkylaung funetions,
In patrtioular, tallimustine (TAM) [4]. Fig. 1, a benzoic
acid nitrogen mustard (BAM) derivative of DST. that
hinds selectivaly to DINA as DST does [58], shows
cxpellent cytotoxic and antitumer activity [4).

TAM was the Orst and until very recently the sole
D5T-derived cytotoxic that was ¢linically developed,
However TAM showed severs myglotogiclty (7)) that
probably impaired the attainment of cffcetive therapeu-
rie doses [8,9] and ity phase LI clinical development was
discontinued.

Mevertiieless TAMN Nas represented an Important
model For the design of new cytotoxics in which a
mpiety of mild chemical reactivity, such as the BAM
moiety in the case of TAM. is tethered to a DNA
hinding-legme derived from DST.

Q0 14-527X 005 - see front mitter © 201 Elsevier Svience S.A. All rghes jegerved.

PIL S001a4-32TX (0] 1009/
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Table
' “ The effecr of the length of distamycin-like frame an i vilto and m
wivey petivity (LIZT0 Lewkeniat @ [20]
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oD me'ke TiC v

Br 3 230450 9.8 Va7
Br 4 [ ] 1.56 200
Br 3 VRS + 4.3 125 100
8 a - JA00 nd el
Br ) = L3000 e ned
Lo 4 15114 156 133
'l 3 908 242 12.5 117

‘4 " ICs, = 54 inhibitoty comeentration ws the aean - 5E from
doge-Tesponsg curves o0 A0 Ml Gev crperiends drig sessiiviiy
detgrmined afrer 4 b of continuous exposure against L1210 colls, alter
48 1y tor othey compounds; for im sive studies cells were hnjocted Ly,
urs] Tnide werg treated Ly, the oy after wmot injection: OD optinal
(mpn-1onic) dase LD TOO median survivad tiane of teated versis
wireatcd mige » 140,

Vable 3
In vitree and mw viwe sctivity (L1210 lsukemia) of 3-broooageylic
digtgmygan-tive derivatives maodilied al the amidisa moiely * [30]

i“’
Loa
4

3] T vikro 1C,, nM

In viva
oD Tz
(MENEHCL [ T ] 1.56 206
WOH g NH-HO TEaDT 313 LM
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reaction of the na longer vinylic bromide, fead-
alkylation of DNA pucleophilic functions. Thus
65194 might alkylate DNA only in the presence

of CGiSH. which is the most abupndant ingraceijutay thiaf,
present o the millimoelar range in mammalian cells [39]

In order to verify the hypothesized role of G5H,
experiments of interacton of PNU-166] 0% and parent
PNII-151807 with plasinidie DNA were performed, in
the presence or in the absence of GSH. Aparose gel
clectophoresis showed that beth commpounds induced
the change of plasmid DNA, from the supercoiled form
to the cireular form (nicking), only in the presence of
£:8H, while in the absence no change gcourred in the
plasmid topology, at vaniance with TAM. The imactive
fivoraacrylic analog of PNU-I6GIFE was unalde to
relay plasmidic supcrcailed DNA in the presence of
(35H, Fig, 11,

Moreover the rofe of GSH on the cwiotoxiclty of
PNU-166196 was investigated by testing the compound
arainst twnor cells characterized by high levels of GSH,
such as melphalan (L-PAM) resistant bewkemia tunpor
cells (L1210;L-PAM), which present a three fold in-
crease af GSH iy comparison to wild LiZ[0 ceills. The
cytotexichy of PNLU-166196 and parent PNU-151807
against L1210/L-PAM cells showed a thres fold in-
crease in compacison to wild L2200 cefis, while the
extororieiry of TAM was comparable on the two cell
lines, Table 5.

The role of GEH on PNU-I68196 cytotoxicity was
investigated also by inhibiting GSH formation with
buthioning sulphaxitming (BSCY, an ithibitor of v-glu-
tarnyleysteing symthase. RSO was able to decrease sig-
nificantly both cytotoxic and apoptotic effects of
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Fig, 9. Representalive exanples of lsostene a-bromoacrylic alogs.
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Table 5

Cotetoaicity of PNU-18a196, FHLU-LAMEAT angd tallimastine versis
L1210 and L12IOL-PAM leukemin cells LIZINVL-PAM mucae
lenkemia cells present & thres-foll ingrenss of CGR3E lgvels
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Table 6. These findings suggest that (ro.. th

the mechanism of PNU-166196 DNA interaction and
c¥tatoxicity. with a potential value in cancer treatment,

In fagt hugh levels of GSH and of ghatathione S-tran-
ferases {G&Ts) the enzymes which catalyze the nucle-
ophilic GSH reactivity [¢0], have been reported 1o play
a role in the resistance of tumer cells to different
anticuncer drugs, soch as classical mustards and els-
platinum [41.42]. Moreover there is evidence that a
nmber of human tumors display inercased levels of
G5H and G3Tr {sozyme with respect to normal tissues
[43].

Table &
Cytalaxicity amd apepiotic effecs af PNTLE6196 an A2T80 ¢ells and
AZTRY celly precrented with BSOY

Treatmoent Diese Grawth Apaptasis (b
inhibidion §%
PHU-146196 I pp/ml 30 k]
Iugiml 71 71
PHU-1661%G+ L pg/ml 32
H50 4.1 mM 3 pgml 31 L7
BSO 0.1 mbg 5 [

4, Conclusions

In conclusion these studies led to the identifcation of
a new class of cytotoxic minor groove nders, a-bro-
meoaceylamide distamycin derivatives. endowed with
patent antitumor activity and reduced myelotoxicity.
Compounds of this class interact with TA-rich se-
quences of DNA, but at variance with TAM or QC-
1063-derived agents. appear unrcactive in classical in
vitro DNA alkylation assays. However there is evidence
that these compounds may be activated m wive by
G5H, leading to irreversible DNA interaction.

FNU-166196 shows pulenl anlitumer activity and
very favorable cytotoxicity/myelotaxicity ratio and, due
to its mteraction with GSH, may be hypothesized to
have a specific role for the treatment of tumors ¢harae-
terized by constitutive or therapy-induced overexpres-
sion of GEH-GET lovels.
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Folios 10 8§74

Patente de Invencidn Patente de Modelo de Utilidad D

Via Nacional ]

Via PCT (fase nacional) cap.1 ] cap. 1l X
No. Sol. Internacional PCT/EP03/03182

Fecha de Presantacian Internal. 17-03-2003

Como resultado del examen de fondo, realizado ¢on fundamento en €l articulo 45 de
la Decisidon 486 de la Comision de la Comunidad Andina, s& le comunica:

1. Documentos estudiadas

1.1, Descripcién: Eolins: 22 a 37 {como se radicd iniciaimente)
1.2. Reivindicaciones:  Folios 38 a 43 {coma se radicd inicialmente)
1.3. Priovidad: Folies: 1

Fecha: 02-04-2002; pals y nimerc: EP02076240.7

2. Objeto de la [nvencién

Titulo de la solicitud: "TERAPIA COMBINADA CONTRA TUMORES QUE
COMPRENDE DERIVADOCS DE DISTAMICINA ACRILOILC SUSTITUIDOS Y
RADICTERAPIA®.

El objeto de la presente solicitud de patente de invencién ¢onsiste et

T M ﬂ}/\)\m
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Reivindicaciones 1— 5: Uso de un derivade de distamicina a-bromo o g-cloro-acriloilo.
Reivindicaciones 8-15: Un meétodo para tratar un mamifero,

Reivindicaciones 16-17: Una composicién farmacéutica que contiene un derivado de
la formula (1).

El problema planteado en asta solicitud es la necesidad de una terapia antitumaor con
un efecto supra-aditive.

Para solucicnar este problema técnico la solicitud en estudic proporciona una
composicion que contfiene un derivado de distamicina acriloilo sustituida, mas
particularmente un derivade de distamicina a-bromo o a-cloro-acrifoilo con
radioterapia.

La invencidn se catalogd segun la Clasificacion Internacional de Patentes {IPC.)
como: AB1K 31/40.

3. De la solicitud de Patente (segln &l caso)

3.1. Reivindicacioneas (articulo 30 D 486}

La reivindicacion 18 caracteriza una composicion farmacéutica por su Uso como un
radicsensibilizador. Una composicién debe caracterizarse por 10s compuestos o
activos novedosos y las proporciones de los mismos dentro de la formulacion. Porlo
anterior esta reivindicacién no cumple con los requisitos de del presente articulo.

4. Excepcién a la patentabilidad (articulo 20 D486 literal d)

L as reivindicaciones 6 a 15 divulgan un método para tratar un mamifero, que
incluye humanos que consiste en administrar un derivado de distamicina ¢ -bromo o
a-clore-acriloile en combinacidn con radicterapia para producir un efecto
antineoplasico sinérgico. Los metodos terapéuticos o quirdrgicas para el tratamianto
humane o animal no son patentables.

5. Reivindicaciones relativas a un uso ¢ a un segundo uso (articules 14y 21D
436)

Las reivindicaciones 1 a 5 pretenden proteger el uso de un derivade de distamicina
a-bromo o a-cloro-acriloilo en la preparacion de un medicamento que tiene actividad
de radiosensibilizacion. Solo son objeto de patente las invenciones que sean de
producto o de procedimiento, per lo tanto estas reivindicaciones no son patentables.

A0



6. Determinacion del Estado de [a Técnlca /912/

La fecha que se ha tenido en cuenta para determinar el Estado de Ia
Técnica es;

Fecha de presentacidn de la solicitud prioritaria 02-04-2002

Teniendo en cuenta la fecha indicada se realizd la hisgueda an el
estado de la técnica de documentos relacienados con ia solicitud
encontrandose los siguientes documentos méas relevantes:

! Fecha de
H =]
N Cocumento Titulo publicacién

ACRYLGYL SUBSTITUTED
DISTAMYCIN DERIVATIVES, PORCESS
D1 W093/04524 FOR PREPARING THEM, AND THEIR 05-02-1998
USE AS ANTITUMOR AND ANTIVIRAL

AGENTS
A NEW CLASS OF CYTOTOXIC DNA
D2 IL FARMACO vol.56 MINOR GROOVE BINDERS u-
(2001} 57-65 HALOGENGACRYLIC DERIVATIVES OF
PYRROLEGARGAMODYL OLIGOMERS

01-03-2001

7.1Novedad (articulo 16 D486)

La reivindicacidn 16 establece una composiciéon farmacéutica que
comprende un derivado de distamicina ¢ -bromo o g-cloro-acriloilo de la
formula (1), El documente D1 ensada derivados de distamicina ¢ -bromo
o da-cloro-acriloilo entre los cuales se encuentran los compuestos
derivados de la férmula (1} de la presente solicitud (folics: 82 y 83),
igualmente &] documento D1 menciona una composicion farmacéutica
gue contiene una cantidad efectiva de un compuesto de la formula (1)
en asociacion con uno o mas vehiculges farmacéuticamente aceptables;
el documento D2 estudia derivados de distamicina a-
halogencacrylamido que poseen mejor actividad comoe agentes
gitotdxicos antitumorales gue la talimustina (folio 85), D2 estudia 'a
actividad de PNU 166196 el cual es uno de {os derivados de esta
solicitud, para lo cual utiliza una composicion i.¥ que contiene este
compuesto para su estudio in vivo  la cual fug inyectada a ratones
(folio 86). Por lo anterior la composicidon de la reivindicaciéon 16 y la de
la reivindicacign dependiente 17 no es nueva,



8. Conclusidn:

Log requisitos de patentabilidad de la presente solicitud se encuentran
afectados asi:

| o | . | Reivindicagiones _
N Documento N afoctadas } Requisito que afecta

D1 WO9B/04524 16-17 , Novedad B

IL FARMACO 56
LDE L (2001) 5765 | 16-17 l Novedad

En cumplimiento del articulo 45 de la Decisién 486 de la Comisidén de la
Comunitdad Andina, se 1@ indica que debe dar respuesta dentro del
término de sesenta dias contados a partir de ia fecha de notificacion de
la presente cormunicacidén. En caso de no dar respuesta al presente
reguerimiento, o si a pesar de Ia respuesta subsistieran los
mpedimentos para la concesion, s¢ denegara la patente.

Notifiguese el presente oficio conforme a lo dispugsto en &l numeral
5.2, literal e), del capitulo quinto del titulo primero de la Circular Unica
N* 10 de 2001,

AL|X CARMENZA CESPEDES DE VERGEL
Jefe de Division de Nuevas Craaciones

E! anterior requerimiento fue notificado por fijacidon en lista, de fecha

S5 ENE 2008
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CONCEPTO TECNICO ‘ EXAMINADOR TECNICO
No. 2787 i Cadigo No. 202072
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