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1. Yo, Emilio FERRERO, obrando como apoderado del 

solicitante en el asunto de la referenda, doy respuesta al 

Oficio NO 13101, notificado por fijaci6n en lista de fecha 12 

de octubre de 2007. 

2- Mediante el Oficio No 13101 se piiso en conocimiento del 

solicitante el resultado del examen de forma rea].izado por ese 

Despacho, requiriØndole para completar el siguiente requisito: 

LI 
2.1. - Traduccidn do Ion anexos del. Reporte do tr--ati Prellpipp,

Inernacionals Adjunto al presente escrito el 

correspondiente Reporte Preliminar Internacional sobre 

Patentabilidad, expedido por la Adrninistración encargada, 

el cual consta de 11 hojas, 7 del informe y 4 de anexos. 

Igualrnente presento la traducción al espafiol de las 4 

pÆginas correspondientes a anexos. 

rr flO.041.367-3 



PATENT COOPERATION TREATY 
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INThRMAflONAt PREUWNARY REPORT 
ON PATSITASILITY 

Bose ! Nonanfl 01 1SS with ....J to novdty, kivaIlvn ep and hidisibi 
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1. The questions whflr the clabned Invention appeea to be novel, to hivolve an Inventive step (to be nw-
obvious), or to be Induatlally applicable have not been examined hi respect ot 

U the entire international application, 

the said Witeniallmial application, or the said deins Not 48.84 (LOUrelate to the following stttect matter 
which does not require an buntioM pcsranfleiy sxwtsbi (spectlyX 

o the description, Shyis or drawligs (hxftate pads elements below) or said claims Not we so tmcleer 
that no meaningful opinion could be fanned (q’ecS 
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INTERNATIONAL PRELIMINARY hmmafional appufion No. 
REPORT ON PATENTABILITY 
(SEPARATE SHEET) PCT/US20061002736 

Ill NON-ESTABLISHMENT 

1. ClaIms 48-54 relate to subject-mailer considered by this Authority to be covered by 
the provisions of Rule 67.1(W) P. Consequently, no opinion will be formulated with 
respect to the IndUstrIal applicabifily of the subject-matter of these claims (Article 

34(4)(a)(0 PCT). 

2. Due to the lack of structural Information within the claims, the claimed object 
concerning the functional definitions oprodruge and macId blolsosteres have not been 
searched. 

The following assessment of novelty and Inventive step has been performed on the 

searched matter. 

V REASONED STATEMENT 

PRIOR ART 

The documents cited In the International Search Report 
01: CACCHI, SANDRO ET AL: tafladlum-catalyzedcydllntlon of o-

alkynyltrlfluoroacetanflldes with allyl esters. A regloselective synthesis of 3-
allVindolee JOURNAL OF ORGANIC CHEMISTRY, 63(4), 1001-1011 
CODEN: JOCEAH; ISSN: 0022-3263,1998, )(13002381 255 

D? ER-AlM 639 587 (OTSUKA PHARMACEUTICAL FACTORY, INC.. JAPAN) 22 
February 1995 (1995-02-22) 

D3: FUKUVAMA, TON RU ET AL  aA Novel Tin-Mediated Indole Synthesis’ 
JOURNAL OF THE AMERICAN CHEMICAL SOCIETY, 116(7), 3127-8 
CODEN: JACSAT; ISSN: 0002-7863,1994, XP002381 256 

04: EP-A-1 600 440 (ONO PHARMACEUTICAL CO., LTD) 30 November 2006 
(2005-11-30) 

05: WO 2004/106302 A (ASTRÔ4ZENECA AS; BONNERT, ROGER; RASUL 
RUKHSANA) 9 December 2004 (2004-12-09) 

have been considered for the examination procedure. See also Section VI, last 
paragraph-

Form

 Pcrmeo ewb= ISSet 1) (EPGAM 2008) 



INTERNATIONAL PRELIMINARY International application No. 4. 
REPORT ON PATENTABILITY 
(SEPARATE SHEET) PCTIUS2006/002736 

2. NOVELTY 

The subject-matter of Claims 1-3 Is novel In view of Dl -D3 (AstIcle 33(2) PCI). D1-03 
disclose related compounds which are, however, not covered by the claims in 
questions, either duo to the lack of definitions (to. R cannot enoto R1 S. Ra cannot 
denote alkenyl) or due to the disclaimer at the and of Claim 1. 

3. INVENTIVE STEP 

The claimed subject-matter appears also to fulfU the requirements of Article 33(3) 
PCT for the following reasons. 

The closest state of the art for the present application Is represented by 04 and 05 
(04 rotates to a family member of the prepublished Japanese patent application 
W020041078719). Both documents disclose structurally related compounds as 
prostaglandin D2 antagonists. However, the 2-position of the Indole nucleous Is 
substituted by aliphatic groups and not by phenyl as in the present compounds. None 
of the cited documents 04 and 05, either alone or In Its combination, makes obvious 
the presently claimed compounds. The present examples Include IC, values 
concerning the alleged activity. It can thus be assumed that the problem underlying 
the present application, La. the provision of further PG 02 antagonists may be 
expected as having been solved by the compounds as claimed In ClaIm 1. 

4. INDUSTRIAL APPLICABILITY 

No objection for Claims 1-45. For the assessment of the present ClaIms 46-64 on the 
question whether they are Industrially applicable, no unified criteria exist In the PCT 
Contracting States. The patentability can also be dependent upon the formulation of 
the claims. The EPO, for example, does not recognize as Industrially applicable the 
subject-matter of claims to the use of a compound In medical treatment, but may 
allow, however, claims to a known compound for first use In medical treatment and 
the use of such a compound for the manufacture of a medicament for a new medical 
treatment. 

Foim POT/Sejmmto SkmeV4 (Sheet 2) (EPO.Api ) 
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Dl: DATABASE CHEMCATS [Online] CHEMICAL ABSTRACT SERVICE, 
COLUMBUS, OHIO, US; X13002381259 retrieved from STN 

This document ccloses 2-phenI Irudoles which are not covered by Claims 1-3 due 
to the lack Of the definition R = Alt 

VIII CERTAIN OBSERVATiONS (CLAIMS) 

1. Due to the we of the fr1cllorai  terms pmdru( and ablolsostaft acid’, the daMns 
We not clear In the sense of Art 6 PCT. FunctionS definitions may be allowed In 
compound clahns only In exceptional cases where a certain product cannot be 
defined otherwise, I.e. In form of stiuctuml terms. 

Fonu FC1I ieS4 (thM 3) POAPAMM 

t_c 



Pdflted: 1A0 17?! wet$ VENT*:MT flCDT 110. 1945 
UE;2O6OO2Th4f!’ CLJWSPAMD 

-21-

*s.tliS in tt ends csths cnpc.i.t &Iie lsvadim aySo Att gtantci 

L It Is be mxSdoM itt lIt 1HII.it bvcMc. �J_", IncfiWdtml r J 

imi amok== ad tbezecC including s..L ttlw, of canpounds of It_.k (Xvi) 
lndoaboyt Saab bomm can be aapc*d fioni 11* mists by the appEctm a adaptadcn c( 

5 known .aa.4L f a�. .Ie c&aiatogapbic udqis az4 ieayetalllndm tedSqne, trthy us 
sep2y piepted tan fit wcpi.te Ian, cCthSr LL. ..J1_. fiMiIioimfly, in thffiadcms 

.._.l�’--ScwiçoumŁ OIw1a(XVDamrtLs Srfl I..r..JL.. iSSW 

10 PwnktjL.L -fl---I-  

0MpscJareanbtotettvnta1Iaaccł,panIoftL._I  (XVtsrL.nIa 1th3,CFO 

Wiim 11. ..it.,. add Ucbote e -iaL JIj accwL*b 
a &,.i.. 

it tysce$t 

15 

FlU 

AmdwPm*dwmbodkmmdofdoinvaofimbaoompcwAotPommb OMwhumkaJo i, at 
.SaIy .ccqtebls 

a 

saks iIaa * ..� _tIIy � 

dmsfA  *z a 4mjacemdc.fly accqi$aWe S sdivate c(d pethug. 

A�"-- ufts1..-- -l.. of JL_L. QCTh tt*lr 

k ofjt..�!. (Th 

ftjk. __lcctçS*saI4hydIItS, crSt’stetIned a2k_.--_-a, 

25 jiodmgdno4or a pScntcalIy s000ptabb SIt, IpI.k of K,3V*Ie of the podsug. 

Mwma paxWolar embomeat of ha invmittmt Is. calwcwld of ,ala (I) wbezt 

Rio RtSOx., &SQ. R’& R’Q=O)I4H- R8-SO-NSc 

is a&yl, .Thnz$ or aflnyl, each of which Is ptIc,,,ibtsJIS1 by am Ormas allpbWc 

30 groqftai 

s vsdattheEPOaiNovO6126 1t0852. PageeotS 



�4. IIAV 0 IAA4 1. 18911 AVEKT!S US PAT "Or
Printed: 1wt2O6 CLMSPAW flWO 

. �400-

1. A carip*md ofpccda (XV 

5 

NO. 7945 

wbiawm 
Rig R’801, R’SO- R’a) k’-C(.Q)-NS eZt-SO-NU’ 

Is alkfl, 4fl s ilkjnyl. 
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hotqtSkny], betczosya1lcylsuWauyI, C(D)NY4Ys, -t(0).Q-16, 
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het&oaroylorauytpr 

(Ca-CŁatiI, a&anyi or atqnyI, each of wbich Is aül ..IItA1 by balc htozy, aikozy, fflrdno, 
n&ylst or diaTh1]amJno 

10 Vend y5 oath hthe daiilyh3tge2, aThyl, alSiyl or 

Y’Maiky].a1bnyloro1kyx 

R’ is hy1xugci Mo, cazbuzy, cyan xibio hydray, alkyl, nikenyl. allqnyl, inirnityl, &loa1kny. 

bnloalkynyl, aitazy, altwnyioxy, alkynyloxy, balealkoxy, baloaflrnzylcxy or balcalkynyloxy 

R’ and RT aw eh Sçcat hydragan.  al9pi, a1kzyI at allML 
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30 3. The compound accordlag toot 17 wlttn Is 1, or a pbarmaceutS]ly acceptable salt, 

hydmtt or solvate thae4 a pb tn1ttfly acceplablei pro&og theieot or a phaunacanilcafly 

acceptable salt, hydtate or solvato of S pSnig. 

The cnmpomd acccxdlug to Ct 1, tS tim cotho,md is QfFtwmnh 

3 yed at the EPO on Nov 08. 2006 1t08$2. Pago8of9 08/11/2008 



C.- MAW 0 ’1AM 1, 

Printed. 1&’1oo 
lOP% AVEKIIS US PAT UOT 

an 
a 

w4 
I:ti1rt,,, 

eacSIy - Si, L,Jsa, .rwA nect a ,L.. ’ 
- saspsS pukug 

__________ s _&1&nit, bydeSnt&thspothug 

5 

5. flrciwipct*r.’ _tipCI4 whmim 

Rb R’SOn R$O k’ce- R’-4(-cfl CrR"-ScMqE 
Rtii aa$..I aaIkny1,sc1tc(tthbq&naUy _Poo 

IIf 10 m3i,’--qtorhaaocycIl, emb &wNchkcç4km.11y-’ ’bycmscrmacikg 

suw atisSna 

.NfltRkR’SOr 

Ris 

’ot LL...., CY*bdkyLLa.. - ,4& wtthaIkyL rqckiIIayL aS �1 

15 wthIs.yt_ny.a_a_aby.rsgpcep__J__I, 

UIs’ytcrtI.acbau&IaaS1’-’--’bynnt 

pumodwomew 

R9s LL IIk3t 

H’ ii 1u?.- S St 111fl13& a&kya$.bkal. Cr 

20 R’II .cyt. q, eL.ç add y1fl 
-aftyI, at!. cptlaially -’--’ by na"9-"poop _te----  or 

.Ikxy, a&i I. ,.tiisiI by we nne mHom& p’p sdodmaw, 
1,1 Y1 sd y mends y&gs a1kybulfaI. ,1.afaiyI, ir$sitoj 

toaylaltstyi, IciyIandim 

25 a’ is os*Iatafly_tdrI by a nu sFLL � - � --

R’ Is 4*Mpo. ac$, a!bkvIh*l, myIanIt..t syiaJkftuIfl hqIp-* 

SaceaflrØovYmz, aqofl, -c(O-O-Y4. 

ttL abem*cr 4ky.yI, aS &tls $r4ly LJ by cabfl slhnyatbcayt & 

ac* or 

30 (CrCÔ-&k* .ILai$ aIkynyI, cat &wSt Is .łI-’-’ by L7k..1. aIç 

aJkyI.t dSIkylandoo 

14 wdatthe EPO on Now 08, 2008 1t0652, Page 0ttO 



I 

aquellos oxpertos an Ia tØcnlca quo clertos compuestos de Is invonción pueden 

exhibir isomedsmo geometri. Se debo entender qua Is presents invendôn 

induyo IsOnie roe geanØtilcos IndMduales y estereolstmoros y mezclas do 

quo induyen rnezclas racØtnlcas, do compuestos do FOrmula (XVI) aqul. Tales 

isOineros so pueden separar de sus mezclas, por Is apllcaciOn 0 adaptaclon do 

mØtodos conocidos, por ojemplo tØcnlcas de ctomatografla y tØcnicas de 

recristalizaciOn, o silos so pie patan separadamente do los IsOtnecos apmpiados 0 

sin Intennediarlos. Micionalmente, an situaciones on donde be tautOTnems do los 

…, compuestos do FOnnula (XVI) son posibles, Is presents invenclOn so entiende quo 

lnduyo Was las forrnas tautomericas do los compuestos. 

Una modalidad particular de Is invonciOn as un coinpuesto do FOrmula (XVI) on 

dondenosi a3.oOcuando R3escarboxi,bioisosteracido.o-C(0)-NY1Y210 

una sal farnceuticamonte aceptable, hldrato, o solvato do esto, una prodioga 

ki farmaceuticamente aceptable do esto, o una sal farTnacØuticamente aceptable. 

I r rrk.z.t.: V7, -.1i !tl :1.]  

Otra modalidad particular do Is invenciOn as un compuesto do FOrmula (XVI) an 

donde n as 1, o una sal farmacØuucamente aceptable, hidiato, o solvato do esto, 

una prodroga farmaceuticamente aceptable de esto, 0 una sal fannacØuticamento 

aceptable, hldrato 0 solvato do lapiodroga. 

Otra rnodalldad particular de Is invenclOn as un coinpuesto do Formula (XVI) an 

donde el compuosto as do Formula (I): 

ci 



I 

3 

li =71,1114 

1. Un compuesto do Fotniula (XVI): 

an doSe: 

R as R’SOr, R1SO-, R’S-, R1CO-, R8-C(=O)-NH-, 0 R8-802-NH-; 

R1 as aiquilo, alquenhlo. 0 alquinilo, coda uno do los cuales as opcionatmente 

sustituido por uno 0 mM sustituyentes do grupo alifØtico, 

cldoalquilo, cicloalquenilo, Mo, heteroanb, heterociclifo, 

hetemcidenNo, 0 alcanlo multiciclico, coda uno do los wales as 

opcionalmente sustituldo por uno o mØs sustituyentes do gfupo do 

anillo, 0 

-NF;VF;r cuando R as R1SOr oO-

R’ es hldrógeno, 

wHo, hoteroarilo, cicloalquilo, cicloalquenhlo, hetemciclilo, 

heterociclenilo, 0 alcarilo mufticiclico, coda uno de los wales as 

opcionalmente sustituldo por UflO 0 mM sustltuyentes do gnipo do 



ru I 
anillo, 0 alquilo, alquenilo 0 alquinilo, code uno de los wales as 

opcionalmente sustituido por uno o mM sustltuyentes do gnipo 

at ifÆtl Co 

R" as h1dn5geno. aiquilo, alquenilo 0 alquinilo; 

R2 as hkhtgeno, halo, aiquilo, aiquenhlo, aiquinhlo, haloalquilo, haloatquenilo, 

haloalquinilo, alcoxi, alqueniloxi 0 alquiniloxi; 

R3 as adlo, ciano, carboxi, bioisoster Æcido, -C(0)-NY1Y2, 

aroilo o hetemamilo, coda uno de los cuales as opcionalmente 

suslituido por uno o mAs sustituyentes de grupo de anillo, 

aiquilo, alquenilo o alquinilo, coda uno do los cuales as opcionalmente 

sustituldo por uno a mÆs sustituyentes de grupo alifatico, 0 

alcoxi, alqueniloxi 0 alquiniloxi, coda uno do los wales as 

opcionalmente sustituido por uno 0 mas sustituyentes do gnipo 

allfÆtico; 

yl 
, son coda uno independientemente hldrógeno, alquhlsulfonilo, 

anisulfonilo, arhlarnino, heteroadisulfonilo, heteroarilamino, 0 

aiquilo, aiquenllo 0 alquinilo, coda uno do los cuales as opclonalmente 

sustituido por uno 0 rnÆs grupos susthtuyentes alitØticos; 



V 

S 

R4 as hidrOgeno, acilo, aroilo, hetemarilo, aiquilsullonilo, adlsulfonilo, 

arUakluilsulfonllo, heteroanisulfonilo, hetetoarilalqullsulfonllo. -C(0)-

NY4Y5, -C{O)-O-Y6, 

aiquilo, alquenhlo o alquinhlo, cada uno de los wales as opcionalmente 

sustituldo por arito, heteroaiilo, carboxi, alcoxicathonilo, 

aminocarbonilo, alquilaminocarbonhlo, dialquilaminocarbonilo, amilo, 

hetemaroilo o adlo, o 

alquilo-(C2-C9), aiquenlio 0 alquinhlo, cads uno de los cuales se 

sustituye par halo, hidroxi, alcoxi, amino, alquliamino o dialquilamino; 

V4 y V5 son cada uno independlentemente hidrageno, aiquhlo. 

alquenilo 0 alquinilo; 

V6 as alquilo, alquenilo o alquinllo; 

R5 as hiditgeno, halo, carboxi, ciano, nitro, hId,oxi, alquilo, aiquenMo. 

aiquinilo, haloalquilo, haloalquenilo, haloalquinilo, alcoxi, aiquenloxi, 

alquiniloxl, haloalcoxi, haloalquenlloxi a haloalquhnilod; 

Fe y F17 son cada uno independientemente, hkhtgeno, aiqullo, alquenhlo o 

thquilo; 

Fe as aiquilo, aiquenllo, o alquinilo, cads uno de los cuales as opcionatmente 

sustituido por uno o mM sustituyentes de gnspo allfatico, o 
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arilo, heteroarilo, cidoalquflo, cicloalquenhlo, heterociclilo, 

hotemeiclenilo, 0 aicarilo mutticiclico, cada uno de los cuales es 

opolonairnente sustituido por uno 0 mâs sustltuyentes de grupo de 

anillo; y 

n es I a 6, o 0 cuando R3 es carboxi, biolsostar Æcldo, o -C(0)-

NV1Y 

dodo quecuando R1esamino.entoncesR4eshldrUgeflOYfl 

es 1  6; 

o una sal fannaceuticamente aceptable, hidrato, o solvato de este, una 

prodroga farmaceuticamento aceptable de este, 0 una sal 

farmaceuticamente aceptable, hldrato o solvato de la prodroga, dodo quo la 

prodioga no es ester de metilo de âcido 2-(4-acetil-feniQlH4ndOl4-

carbo)ilico. 

2. El coinpuesto de acuerdo con la reivindlcaclon I � on donde n es I a 3, 0 0 

cuando R3 as carboxi, biolsoster Acido, o -C(0)-NY1Y2, o una sal 

farmaceuticamente aceptable, hidrato, a solvato de este, una prodroga 

farmactuticamente aceptable de este, o una sal fannaceuticamente 

aceptable, hktrato 0 solvato de la prodroga. 

3. Elcompuestodeacuerdo con lareMndicación I,endondenes I o una Sal 

farmaceuticarnente aceptable, hidrato, a solvato do este, una prodroga 

fannaceuticamente aceptable de este, 0 una sal farmacAuticamente 

aceptable, hldrato o solvato do la prodroga. 
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4. El compuesto de aaierdo con la reMndicaclôn 1, on donde el compuestfls 

do Fomxila (I): 

o una sat fannaceuticamente aceptable, hidrato, 0 solvato de este, una 

prodmga farinaceuticamente aceptable de este, 0 una sat 

farmacØuticamente aceptable, hidrato o solvato do la pmdroga. 

5. El conipuesto de acuerdo con la reMndlcación 4, on  donde: 

R es R1SOr, R1SO-, R’S-, R8-C(=O)-NH- oR8-SOrNH-; 

R1 es aiqullo, atquenilo a aiqulnito, cada uno do los cuales as 

opcionalmente sustituldo pot uno o rnÆs sustituyentes do 9PJPO 

alifÆtico, 

a4o, heteroadlo, o heteruciclflo, cada uno do los cit es 

opcionalmente sustihildo pot uno o mM sustituysfltes do çu do 

anlIlo, 0 

-NR1R11 cuando R as R1S0; 



R’ es hidrOgeno, 

8 

wHo, heteroadlo, cicloalquilo, heterocidilo. ariIcicloalqUIlo. 0 

cicloalqullarilo, cada uno de los wales es opdonalmeflte susdkiido 

por uno o mM sushtuyentes de grupo do anillo. 0 

aiquilo. alquenilo 0 alquintlo, cada uno de los cuales es 

opcionaknente sustituido por uno 0 mÆs susfituyentes do grupo 

afiffitico; 

Fr as hiditgeno, aiquilo; 

Fe es hidrogeno, halo, aiquilo, alquenhlo, aiquinhlo, haloatqullo, 0 alcoxi; 

R3 as acilo, ciano, carboxi, bloisoster Æcldo, -C(0)-NY1Y2, alquilł, que so 

sustltuyo opcionalmente par uno o mÆs sustituyentos de grupo 

aliffitIco, o 

alcoxi, que so sustituye opcionalmente por uno 0 mao sustituyentes 

de grupo allfÆtico. 

y V2 son cada uno Independlentemente hidrtgono, aiqulisulfonhlo, 

aIIISUUOnIIO, arilamino, heteroadisulfonilo, heteroarllamino, o 

alquilo, que se sustltuye opclonalmente par uno 0 mØs grupos 

sustituyentes alifaticos; 

I 
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