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1. Yo, Emilio  FERRERO, obrando como apoderado del
solicitante en el asunto de la referencia, doy respuesta al
Oficio N® 13101, notificado por fijacién en lista de fecha 12
de octubre de 2007.

2. Mediante el Oficio N° 13101 se pusc en conocimiento del
solicitante el resultado del examen de forma realizado por ese
Despacho, requiriéndole para completar el siguiente requisito:

2.1. TraducciSn de los anexos del Reporte de Examen Preliminar
Inernacionals Adjunto al presente escrito el
correspondiente Reporte Preliminar Internacional sobre
Patentabilidad, expedido por la Administracién encargada,
el cual consta de 11 hojas, 7 del informe y 4 de anexos.
Igualmente presento la traduccién al espaficl de las 4
paginas correspondientes a anexos.
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(PCT Article 36 and Rule 70)
i rh FOR FURTHER ACTION Geo Farm PCTAPEARIS ‘
(nternafienal applicaiion No. Intermafiana} fling dats (dspfnentiear) Priotily date (daydnenthyear}
PCTAISZ006002736 25.01.2008 28.01.2005
Intemational Patent Classification (FC) o7 national classification end IPC
INV. CO7D209/2
Applican
Avanfis Pharmeceuticals inc
1.  This reportis the Intamational preliminary examination report, this Intamational Preliminary Examining
mwmwmmmwwmma&

' 2. Tiis REPOHT consists of a total of 7 eheels, including this cover shoet.
\ 3. Tnis report s also ascompanied by ANNEXES, comprisimye
o. [ sentto the gpplicant and to the International Bureau)a total of 4  sheets, an follows:

= mwmmmmmmmmmmmmmdmm
autherized by this Authority (see Rule 70,16 and Section 807 of the

(W] Mwmwmmmmmmmmmmmmm
mmmwmmmmmmmmmmwmm4dwm1mm

0.0 (mmmmmmatmwammwmmdsmman cm'rtahﬁnga
andibr tahles related therato, in mﬂy.asmd the Supplemental Bux
Hﬁahgb&eqzmm%rg(mamﬂmmdm Instrucions).

4. ‘This report conlains inxfications relafing to the folowing Bems:

& BoxNo.] Baslsofthe reporl

0O BoxNa.ll Pty

BoxNo.lll Nen-eatehlishment of opinion with regard to novelly, inventive step and indusiria) appleahlily
O BoxNo.IV  Lack of unlly of invention )

B BexNo.V  Reasaned siatement under Arfiols 35(2) with regard to novelly, Invertive step or indusirial
L_/i gpplcability; cRtations and explanations supporting such statement

B BoxNo.V1 Certaln decioments cited

O BoxNo. VIl Certain dafects in the intemafiona) epploation

& Box No. VIl Gertaln absevailons on the international applcation

[ ote of Gubrission of the dsmand Date of sompletion of this rapert
2006-10-31 30.03.2007

Name and address of the ntemafional Authogized officer

preliminary mutiorly:

Tel, +49 89 2389 - 0 Tx: E23658
—_  Fax 34968 2389 - 4468 Telephone No. +49 £9 2389-8260

@) D-80288 Munich Van Daacks, Axel 1‘\3)2)

Forn PCTAPEAS 408 (Cover Shesf) (April 2008}
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" INTERNATIONAL PRELIMINARY REPORT Intemational application No.
o ON PATENTABILITY PCTAUS2006002736

Box No. | Basis of the report
1. With regard to the language, this report is based on
2 the intemational application in the language in which & was filed

O a translation of the intsmational application into , which ks the language
of a transiation fumished for the purposes of:
00 intemational search (under Rules 12.3(a) and 23.1(b))
O publication of the international application (under Rule 12.4(a))
0 mmwmmmm(mmma)msaa@)

2. With regard to the elements” of the intemational application, this report Is besed on (replacement sheets which
have been kumished to the receiving Office in response to an invilation under Arlicle 14 are refeired to in this

report &s "originaly fled® and are not annexed fo this report):

Description, Pages
1-20, 2268 &9 oviginally filed
‘-} 21 filed with telefax on 81.10.2006
Claims, Numbers
654 as originally filed
15 filed with telefax on 31.10.2006

O a sequencs listing andbr any related table(s) - see Supplomontal Box Relating to Sequence Listing
3. 0 The amendments have resuited in the cancallation of:

O the sequence listing (specily):
O any table(s) relaied to sequence listing (speclly):

4, 0 This report has been estsbiished as if {some of) the amendments annexad 1o thia report and Bated below

had not baen made, since have heen considered to go beyond the disclosure as flled, as indicated n the
Supplemantal Box {Rule 70.2(c)).

sheeisfigs
O the sequence listing (speclly):
O any teble(s) related to sequence Rsting (specliy):

* If item & applies, some or all of these sheets may be marked “superseded.”

Form PCTIPEAIADG (Apel 2005)
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INTERNATIONAL PRELIMINARY REPORT International epplication No,
ON PATENTABILITY PCTAIS2006002736

Box No. 1l Non-astablishment of opinion with regard to novelty, inventive step and industrial
applicabiity

1. The questions whether the claimed invention appears to be novel, o Invoive an inventive step (o be non-
obvbm),ambemdzmmalyappmbmnabemmmmsdmmmw

O the entire intemational application,
B claims Nos. 1-54 (parl)
because: .

B the saki intemational application, or the said claims Nos. relate to the subject matter
mmmmmmmgmmmmh% folowng

O the description, claims or drawings (indicate particuilar elemenis below) or said claims Nos. gre 8o unclear
ﬂ\atnomaanlngfmmh%nommihefmmed(spewy): )

. 3 the ciaims, or sald claims Nos. are so inadequately suppaortad by the description that no meaningfid opinion
kd could be formed (spacify).

no intemational search report has been established for the sakl claims Nos. 1-54 (payf)
8 MWWMMWMMWMGMWMMMN

[ fumisha on with the standard for In Annex C of the
Aiistathoe WUcNos S agcs s o ot avallan 1 he IMSrRtonal Preriesy
Emnm\gmm«nyinafonnandmamambletok

O fumish a sequence listing in elactronic form complying with the standard provided for in Annex C
of the Administrative Instructions, and such Beting was not availabie to the Intemational Preliminery
Examining Authority In a form and manner acceptable to it.

0 pay the required iate fumishing fee for the fumishing of a sequonce Esting in response o an
invitation under RAules 13#r.1(s) or (b) and 131ar.2.

0 m&nml could not be formed without the tables related to the sequence 'the
did timo fmit, fumish such tables in slectronio form complying ical
for in Annex C-bis of the Administrative Instructions, andsml'ltabieaweranat
avaﬂabletoﬂaelnHamaﬁmmlPranmmmyEmm Auﬂ'lorﬂyklafonnandmannermptablemli.

U £ the iables related to the nudiectide andior amino acid sequence ifheleeturﬂcfwnody do net
mwmmmwmmmwwmwhmc- Adminietrative insiructions.

0 Soe separats sheet for further details

Form PGTAPEA/408 (Apd 2006)



" INTERNATIONAL PRELIMINARY REPORT imemational appication No.
ON PATENTABILITY PGTAJS2006/002736

BoxNo.V Remeoned statement under Article 35(2) with regard to novelty, lmmllnllqorm
applicaldifty: ciiafions and explanations supporting such stslement

1. Siatement
Nowelty (N) Yes: Claims 154
No: Claims
inventive step (1S) Yes: Claims 154
Na: Claims
industrial applicability (1A) Yes: Claima 145
No: Claims

\-« 2. Citulions and explanations (Rule 70.7):
200 ssparete shoet

| Box No. VI Certain documents clied
| 1. Gertaln published documents (Fule 70.10)
and /or
2. Non-writton disclosures (Rule 70.9)
200 sepersin sheet

Box No. VIl  Certain ocbearvaiions on the intssnational applioation

|
! mmmmmmdmmm and drawings or on the question whether the
claims are fully supported by the description, ara made:

G/ oo senersto sheat

Foen PCTIPEA408 [Aedl 2006}
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INTERNATIONAL PRELIMINARY international application No. /L‘b
REPORT ON PATENTABILITY
(SEPARATE SHEET) PCT/US2006/002736

Ml  NON-ESTABLISHMENT

1. Claims 46-54 relats to subject-matter considered by this Authority to be covered by
the provisions of Rule 67.1(iv) PCT. Consequently, no opinlon will be formulated with
respect to the industrial applicability of the subject-matter of these claims (Arlicle

34(4)(a)(i) PCT). '

2. Due to the lack of structural information within the claims, the claimed object
conceming the functional definitions “prodrugs” and “acld bioisosteres” have not been
searched.

The following assessment of novelty and inventive step has been performed on the
searched matter.

VY REASONED STATEMENT
1. PRIORART

The documents cited In the Intemnational Search Report

D1: CACCHI, SANDRO ET AL: "Palladium-catalyzed cyclization of o-
alkynyitrifiuorcacetaniiides with allyl esters. A regioselective synthes!s of 3-
allylindoles® JOURNAL OF ORGANIC CHEMISTRY , 63(4), 1001-1011
CODEN: JOCEAH; ISSN: 0022-32683, 1998, XP002381255

D2: EP-A1-0 639 567 (OTSUKA PHARMACEUTICAL FACTORY, INC., JAPAN) 22
February 1995 (1995-02-22)

D3: FUKUYAMA, TOHRU ET AL: "A Novel Tin-Mediated Indole Synthesls®
JOURNAL OF THE AMERICAN CHEMICAL SOCIETY , 116(7), 3127-8
CODEN: JACSAT; ISSN: 0002-7863, 1994, XP002381258

D4: EP-A-1 800 440 (ONO PHARMACEUTICAL CO., L.TD) 30 November 2005
(2005-11-30)

D5: WO 2004/106302 A (ASTRAZENECA AB; BONNERT, ROGER; RASUL,
RUKHSANA) 9 Dacembar 2004 (2004-12-09)

have been consldered for the examination procedure. See also Section V], last

paragraph.

Form PCT/Separate Sheet/409 (Shoat 1) (EPO-Ap:il 2008)



INTERNATIONAL PRELIMINARY International application No.
REPORT ON PATENTABILITY

(SEPARATE SHEET) PCT/US2006/002736
2. NOVELTY

The subject-matter of Claims 1-3 Is noval In view of D1-D3 (Articls 33(2) PCT). D1-D3
disclosa related compounds which are, however, not covered by the claims In
questions, either due to the lack of definitions (L.e. R cannot enots R1S, R3 cannat
denote alkenyl) or due fo the disclaimer at the end of Claim 1.

3. INVENTIVE STEP

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

Thae closest state of the art for the present application Is represented by D4 and D&
{D4 relates to a family member of the prepublished Japanesa patent application
WO02004/078719). Both documents disclose structurally related compounds as
prostaglandin D2 antagonists. However, the 2-position of the Indole nuclecus Is
substituted by aliphatic groups and not by pheny! as in the present compounds. None
of the cited documents D4 and D5, elther alone or In its combination, makes obvious
the presently claimed compounds. The present examples Include I1C,, values
conceming the alleged activity. it can thus be assumed that the problem underlying
the present application, l.e. the provision of further PG D2 antagonists may be
expscted as having been scolved by the compounds as claimed in Claim 1.

4. INDUSTRIAL APPLICABILITY

No objection for Clalms 1-45. For the assessment of the present Claims 46-54 on tho
question whether they are industrially applicable, no unified criteria exist In the PCT
Contracting States. Tha patentabllity can also bs dependent upon the formulation of
the claims. The EPOQ, for example, does not recognize as Industriafly applicable the
subject-maiter of claims to the use of a compound in medical treatment, but may
allow, however, claims o 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
treaiment.

Form PCT/Separate Sheat'40a (Sheet 2) (EPO-Apyil 2008}
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REPORT ON PATENTABILITY

VI CERTAIN DOCUMENTS CITED

D1: DATABASE CHEMCATS [Online] CHEMICAL ABSTRACT SERVICE,
COLUMBUS, OHIO, US; XP002381259 retrieved from STN

This document discloses 2-phenyl indoles which are not covered by Claims 1-3 due
to the lack of the definition R = R1S. '

Vil CERTAIN OBSERVATIONS (CLAIMS)

1. Due to the use of the functional terms "prodrug" and "bioisosteric acid®, the claims
are not clear In the sense of Art. 8 PCT. Functional definitions may be allowed in
&-l compound ciaims only in exceptional cases where a certain product cannet be

defined otherwise, i.e. in form of structural terms.

1
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Form PCT/Separaie Sheeti400 {Sheot 3} (EPC-April 2005)
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those dkilled in e et that cestain compounds of the fnvention may also exhibit geometrical
feomnerism. 1t is o be understood that the prosent faveation includes individnal gecmetrical isomers
and sterecisomeans and mixtares thereof, incInding racernic wixtures, of campovnds of Fommeda (XVI)
berefoabove. Such isomers ¢an be separated from thelr mixtures, by the applcation or adaptation of
kaown msthods, for example chromatographic techniques and recrystallization techniques, or they ate
wmmuwmdmm Additionnlly, in sitnations
wihexe tardomers of the compounds of Farmmila (XVI) are possible, the present invention is tntended to
inchule all taxtomeric forms of the compomds.

Paticular Emhodiments of he Fnvention

One particular embodiment of the Invention is a compound of Fommia (XVI) whereinnis 1 t0 3, o0 0
when R s carborxy, acid biolsostere, or -C(O)-NYY?, or & phacmsicentically accoptable salt, ydrate,
ox solvate thereof, a pharmacentically accoptabie prodrag thexeaf, or & pharmacentically acceptsible
salt, lrpdrate or solvate of the prodreg.

Annthex partienlar embodiment of the invention is a compound of Foromila (XVI) whereinn is 1, ora
pharmaceasically scceptable salt, byntrate, or solvate thereof, a pharmacoutically acceptable prodwg
theveod, or a phatmpacentically acceptable salt, hydrate or solvate of the prodrag,

Avpther particolar esnbodiment of the invention is a compoimd of Fermala (XVI) wherein the
compousd is of Formula (T):

RY
®

or u pharrnacentically acceptsble salt, hydmte, ar sobvate theseof, 2 phamacentically acceptubile
produg thereof, or a pharmaceutically acceptable salt, hydfate or solvate of the prodrug.

Anoier pamicular embodiment of the invention is a compouad of Formnia (T wherein:

Ris RSOy, R'SO-, RS-, R:-C(=0)NE- ar R®-50,NEI-;

R'is alkyl, alkeny! or alkynyl, each of which is optionslly substitted by ane or more aliphatic:
Zroup subRiveats,

' ¢ vax at the EPO on Nov 08, 2006 19:08:52. Page 6 of © 08/11/2008
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‘We chim:
- L A compovnd of Formula (XVT)x:
CR¥Y,—R*
R
R
VD
wheredn;

Ris RSO, RSO RICO., RE:-C(=0)-NE-, or B%-S0-NH-;
R'is  alkyl, alkenyl, or alkynyl, sach of which is optionelly subssitnind by one ar mom alipieitic
group sabstituents,
cycloalkyl, cycloalkenyl, syl hesernaryl, hetarosyelyl, hieterocyelenyl, or malticyclic alkwoyl,
sach of witich is opiionally sebatimted by one or nore rimg group substitments, or
NRR™ whan R is R'SOz- or R'00-;
R'is  tydrogen, _
aryl, heteroary), cycloatkyl, cycloalkenyl, heborocyclyl, heterocyclenyl, or mehticyclic
alkaryl, each of which fs optionally substitaind by tae or more ting grosp
suhstitusats, oc ' |
alkyl, alkemy or afkcynyl, cach of which is optionally sobstitated by one or more
alighafic group sabetitassin;
R'is  hydrogen, alkyl, alkemyl or 2lkyny);

'Rlis  hydrogen, halo, alky), alkenyl, afkyny), heloalky!, hatoaTkemyl, baloalkynyl, alkoxy, afkeagiosy

- or alkynyloxy; .
R*is  acyl, cyuno, carbaxy, acid bioksossers, -C(OyNY*Y?,

aroyl ar heterorroyl, each of which is optionifly svbstitnted by ono or more riag groap
subetitnents,

aikyl or alkynyl, each of which is optionally substitnind by cne or more aliphwtic group
substimends, or

atkoxy, alkenyloxy or alkymydooxy, sach of which is optionetty substitmed by one or mors
aliphatic grovp soebstiments;

Y and ¥ ars cach independeatly hyvdvogen, alkylsvifiny}, arylswifonyl, arylaming,
baterosryisulfonyl, heteroarylamino, o

»2 ved at the EPO o Nov 08, 2008 19:08:52. Page 7 of 8 0871172006
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mmmﬂwammmhdwﬁnhhmmmymwwmorm
aliphatic substitnegt groups;
R'is lydrogen, acyl, aroyl, betercaryl, alkylsalfonyl, arylseifonyl, aylalkylsaifonyt,
heteroarylsmifonyl, hetercarylaticyleulfanyl, -C(O)-NY*Y?, -((0)-0-Y?,
MahylmmmmdwmmnpﬂwymhmeLhmmLmﬂmv.
alkexyearbonyl, aminocacbony, alkglaminoearbonyl, diafleylaminocarbonyl, aroyl,
hatercaroyl or acyl, or

(CxCo-alky), alkemyl or alkynyl, each of which is snltitut=d by halo, hydroxy, alkaxy, amino,
alkylsnrino or disTiylamine;

Y* ant Y° ere ench independently hydrages, alkyl, elkenyl or alkynyl;

Y® ix atkyl, alkeny! er alkyayl;

R°is  trydirogen, halo, carbexy, cyano, vitmo, hydroxy, amyLnIkme&ﬂmyl,halmlkthﬂoalkmyL
halealkyny], atkoxy, alkenyloxy, alkynyloxy, haloatkoxy, haloelkenyloxy or haloalkynyloxy;

R® and R are each independently, hiydrogen, alkyl, alkeuyl ar alkynyl;

Rlis  alkyl, elkenyl], arallyny), each of which is opticanlly substitated by one or move aliphatic

group subsfitnents, of
asyl, heteroaryl, cyeloalkyl, cycloallenyl, heterocyalyl, heterocyclenyl, or mutticyclic allaryl,
each of which 19 optionsily substiteted by are or more Hng group substitmnte; and

nis 16, 0r0 when R’ is carboxy, acid bioisosters, or COFNY Y
provifed that when R® i3 amin, then R® i hydvogenand n is 1 to 6;

or & pharmacentically acceptabls salt, yirate, or solvate thereod, a pharmacentically aceeptable prodrag

thereof, or a pharmacentivally acceptehle salt, hydrate or solvate of the prodrmg, provided that the

prodrug is not 2-(4-acetyl-phenyl)-1H: indole-3-cmboxylic asid methyl ester.

2 The componnd eecording to claim 1, wherefn n is 1 1 3, or 0 when R® is carbosxy, acld
biolsasters, ar -C(O) NY Y2, or & pharmacentically acceptable salt, hydrats, or solvate thereof, o
pharmecauticaily acceptable prodrug thereof, ora phammeasevrically acceptable salt, hydmte or solvate of
the prodemg.

3 The cempormd according to claim 1, whersin n is 1, or 2 phaomaceutically acceptable salt,
bydrats, or solvate thereof, a pharmacentically accaptable prodrog thereof, or a phanmacsutinsily
soceptabie salt, hydrats or solvate of the prodrag.

4, Ths campound according to elaiw 1, whersin the compomnd {8 of Fonmmla (3):

§O. 7945 © ©
SP, USZWW
-10t-
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or g phanmacentically accepialie salt, ydots, or solvate theroof, a pharmacentically acceptable prodrag
thereof, or 8 phevmacentically acceptahle salt, hydeate or sobvate of the prodmg,

5. The compoond acconding to clatm 4, whessin:
Rt R'SOA RS0, R'CO-, R-C(=0)IE- arR*-SO, NH-:
R'is  alkyl, alkeayl or alkynyl, each of which is optionally sobstitetnd by one or moos sfiphatic grous
vobetiioents,
axyl, hetewouryl, or hevarocyelyl, each of which is oplionaily subytitnted by one ar move shey
group subetiinents, or
. <NRR" when R i R'SOz:
R'is hydrogen,
aryL, beteroaryl, cycloalkyl, heteracyclyl, arylcyeloalkyl, or cycloelkylaryl, oach of
which is optionally snbefitaied by cie or oxwe ting group substitoenis, or
alkyl, alkenry] or alknyl, each of which Is opfionaity yabstinted by ons ar oo alipbetic
gpoup sobatiinents;
R"& Eydrogen, alkyt;
R*is  hydrogen, halo, alkyl, alkemyl, alkyny, haloalkyl, or alkoxy;
R’ acyl, cysno, carbony, acid bicisostam, -CXOHNY'YY,
alkyl, which is optionally sohetitatod by onc or more aliphetic groap sabstitnents, or
alkoxy, which is optionaily substitried by one or more aliphatic group substitoents,
Y? and Y® are each Independently hydrogen, slkylsultonyl, arylevfonyl, arylassino,
hetarosrylsulforryt, heteroerylaming, or
#1kyl, which is optionally subetifuted by owe-crs mare aliphatic substisnent groups;
R'is Tydrogen, acyl, alkylsuifonyl, arylsulfonyl, sryiatkylrmlfionyl, hecoronrylsabfomyl,
hetaroarylalkylsalfiany), -C(O}NY*Y*, -C(0)-0-Y%,
kgL, alkenyt or alkymyl, each of wiich is aptionally subetituted by carbexy, aftnxycarbonyt or
acyl, ar
(CrCo-aIkgt, alkeny? ox alkyniyl, each of which is subatittted by hydroxy, alkoxy, atoéno,
slkylunino or distkylamino;

+4 ved at the EPO on Nov 08, 2008 19:06:52. Page 8 of 8 06/11/2006




aquellos expertos en la técnica que ciertos compuestos de la invencién pueden

exhibir isomerismo geométrico. Se debe entender que la presente mvendﬂn

incluye isémeros geométricos individuales y esterecisémeros y mezclas de ests,
que incluyen mezclas racémicas, de compuestos de Formula (XVI1) aqui. Tales
isdbmeros se pueden separar de sus mezclas, por la aplicacion o adaptacion de
métodos conocidos, por ejemplo técnicas de cromatografila y técnicas de
recristalizacion, o ellos se preparan separadamente de los isbmeros apropiados o
sus intermediarios. Adicionalmente, en situaciones en donde los tautémeros de los
compuestos de Férmula (XV1) son posibles, la presente invencion se entiende que
incluye todas las formas tautoméricas de los compuestos.

Modalidades Particulares de la Invencion

Una modalidad particular de fa invencién es un compuesto de Formula (XVI) en
donde n es 1 a 3, 0 0 cuando R® es carboxi, bioisoster &cido, o -C(O}NY'YZ o
una sal farmacéuticamente aceptable, hidrato, o solvato de este, una prodroga
farmacéuticamente aceptable de este, 0 una sal farmacéuticamente aceptable,
hidrato o solvato de la prodroga.

Otra modalidad particular de la invencién es un compuesto de Férmula (XVI) en
donde n es 1, 0 una sal farmacéuticamente aceptable, hidrato, o solvato de este,
una prodroga farmacéuticamente aceptable de este, o una sal farmacéuticamente
aceptable, hidrato o solvato de la prodroga.

Otra modalidad particular de la invencién es un compuesto de Férmula (XVI) en
donde el compuesto es de Férmula (I): |

.J'i--‘i

' W‘f
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3
REIVINDICACIONES o

Reivindicamos:

1. Un compuesto de Férmula (XVI):

en donde:
R es R'SO, R'SO-, R'S-, R'CO-, R®:-C(=0)-NH-, 0 R%-80-NH-;
R.1 es alquilo, alquenilo, o alquinilo, cada uno de los cuales es opcionalmente
sustituido por uno o més sustituyentes.de grupo alifético, | j
' u cicloalquilo, cicloalquenilo, arilo, heteroarilo, heterociclilo, i

heterociclenilo, o alcarilo multiciclico, cada uno de los cuales es
opcionalmente sustifuido por uno o mas sustituyentes de grupo de

anitlo, o
NR'R" cuando Res R'SO»-0oR'CO-;

R’ es hidrégeno,

arilo, heteroarilo, cicloalquilo, cicloalquenilo, heterociclilo,
heterociclenilo, o alcarifo nwilticiclico, cada uno de los cuales es
opcionalmente sustituido por uno o més sustituyentes de gmpo de




.

anillo, o alquilo, alquenilo o alquinilo, cada uno de los cudles es
opcionalmente sustifuido por uno o méas sustituyentes de grupo

alifatico;

R" es hidrégeno, alquilo, alqueniio o alquinilo;

R? es hidrégeno, halo, alquilo, alquenilo, alquinilo, haloalquilo, haloalquenilo,

haloalquinilo, alcoxi, élqueniloxi o alquiniloxi;

R3 es acilo, ciano, carboxi, bioisoster acido, -C(O)-NY'YZ,

aroilto o heteroaroilo, cada uno de los cuales es opcionaimente

_sustituido por uno o mas sustituyentes de grupo de anillo,

alquilo, alguenilo o alquinilo, cada uno de los cuales es opcionaimente

sustituido por uno 0 mas sustituyentes de grupo alifatico, o

alcoxi, alqueniloxi o alquiniloxi, cada uno de los cuales es
opcionaimente sustituido por uno o méas sustituyentes de grupo
alifatico;

Y' y Y2 son cada uno independientemente hidrégeno, alquilsulfonilo,

arilsulfonilo, arlamino, heteroarilsuffonilo, heteroarilamino, o

alquilo, alquenilo o alquinilo, cada uno de los cuales es opcionalmente
sustituido por uno 0 mas grupos sustituyentes alifaticos;

3
4
4
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R* es hidrégeno, acilo, aroilo, hetercarilo, alquilsulfonilo, arilsulfonilo,

arilalquilsulfonilo, heteroarilsulfonilo, heteroarilalquilsulfonilo, -C(O)-
NY*Y?, -C(0)-O-Y?,

alquilo, alquenilo o alquinilo, cada uno de los cuales es opcionalmente
sustituido por arilo, heteroarlo, carboxi, alcoxicarboniio,
aminocarbonilo, alquilaminocarbonilo, dialquilaminocarbonilo, aroilo,
heteroaroilo o acilo, 0

alquilo-{C>-Cs), alquenilo o alquinilo, cada uno de los cuales se

sustituye por halo, hidroxd, alcoxi, amino, alquilamino o dialquilamino;

Y* v Y° son cada uno independientemente hidrégeno, alquilo,

alquenilo o alquinilo;

Y? es alquilo, alquenilo o alquinilo;

R® es hidrogeno, halo, carboxi, ciano, nitro, hidroxi, alquilo, alquenilo,

alquinilo, haloalquilo, haloalquenilo, haloalquinilo, alcoxi, alqueniox,
alquiniloxi, haloalcoxi, haloalqueniloxi o haloalquiniloxi;

R® y R’ son cada uno independientemente, hidrogeno, alquilo, alguenilo o

alquinilo;

R? es alquilo, alquenilo, o alquinilo, cada uno de ks cuales es opcionalmente

sustituido por uno o0 més sustituyentes de grupo alifatico, o



arilo, heteroarilo, cicloaiquilo, cicloalquenilo, heterociclilo,
heterociclenilo, o alcarilo multiciclico, cada uno de los cuales es
opcionalmente sustituido por uno o mas sustituyentes de grupo de

anillo; y

nes 1a6,00 cuando R® es carboxi, bioisoster 4cido, o -C(O)-
NY'YZ
dado que cuando R' es amino, entonces R* es hidrégeno y n

es1a6;

o una sal famacéuticamente aceptable, hidrato, o solvato de este, una
prodroga farmacéuticamente aceptable de este, o una sal
farmacéuticamente aceptable, hidrato o solvato de la prodroga, dado que la
prodroga no es éster de metilo de &cido 2-(4-aceti-fenil)iH-indol-3-

carboxilico.

Et compuesto de acuerdo con la reivindicacién 1, endondenes 123,00
cuando R® es carboxi, bioisoster acido, o -C(O)}NY'Y% o una sal
farmacéuticamente aceptable, hidrato, o solvato de este, una prodroga
farmacéuticamente aceptable de este, 0o una sal farmacéuticamente
aceptable, hidrato o solvato de la prodroga.

E! compuesto de acuerdo con la reivindicacién 1, en donde nes 1 o una sal
farmacéuticamente aceptable, hidrato, o solvato de este, una prodroga
farmacéuticamente aceptable de este, 0 una sal fam€mmacéuticamente

aceptable, hidrato o solvato de la prodroga.

i

i
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4, El compuesto de acuerdo con la reivindicacién 1, en donde el compuesfcm '

de Férmula (1): -
7
R /R ¥
R
®
o una sal farmacéuticamente aceptable, hidrato, o solvato de este, una =
prodroga farmacéuticamente aceptable de este,c o una sal }
| y
farmacéuticamente aceptable, hidrato o solvato de la prodroga. 5
5.  El compuesto de acuerdo con la reivindicacion 4, en donde: |
i
R es R'SO.-, R'SO-, R'S-, R®-C(=0)}-NH- 0 R®-S0-NH-;
R! es alquilo, alqueniio o alquinilo, cada uno de los cuales es _;"
opcionalmente sustituido por uno o mas sustituyentes de gmipo
afifatico,
aro, heteroarilo, o heterociclilo, cada uno de los cuales es
opcionalmente sustituido por uno o mas sustituyentes de grapo de
anilio, o
-NR'R"! cuando R es R'SO.-;




R’ es hidrégeno,

arilo, heteroarilo, cicloalquiio, heterociclilo, arilcicloalquiio, ©

cicloalquilarilo, cada uno de los cuales es opcionaimente sustituido

por uno o mas sustituyentes de grupo de anilo, o

alquilo, alquenilo o alquinilo, cada uno de los cuales es

opcionalmente sustituido por uno 0 mas sustibiyentes de grupo
A 4 alifético;

R" es hidrégeno, alquilo;

R? es hidrogeno, halo, alquilo, alquenilo, alquinilo, haloalquilo, o alcoxi;

R® es acilo, ciano, carboxi, biolsoster acido, -C(O)-NY'Y?, alquilo, que se
sustituye opcionalmente por uno o méas sustituyentes de grupo
alifatico, o

alcox, que se sustituye opcionalmente por uno © mas sustituyentes 1

de grupo alifatico,

Y' y Y2 son cada uno independientemente hidrogeno, alquilsulfonilo,
arilsulfonilo, arilamino, heteroariisulfonilo, heteroarilamino, o

alquilo, que se sustituye opcionalmente por uno o mas grupos
sustituyentes alifaticos;

! r—‘-‘-’g-_-‘-_- .
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REPUBLICA DE COLOMBIA

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

2020 .
Bogotid D.C.,

Doctor{a)
FERRERD - BMILIO

3peﬂurado(a) y/o Representante de
AVﬂuTIS PHARMACEUTICALS INC.

REPISENCTIA Radicacién No.
x©- o Solicitud internacional
%} Fecha inicio fase nacional
Trémite
Evento
Actuacidn
Oficio No.
Foliocs

Teniendo en cuenta que la solicitud de privilegio de patente que se tramita bajo el
e:mediente indicado en la referencia, reime los requisitos de forma establecidos en
la Deeisién 486 de la Comisién de la Comunidad Andina, el Tratado de Cooperacidn en
uateria de Patentes (PCT), el Reglamento y la Circular Onica de la Superintendencia
de " Industria y Comercio, se envia el extracto de la solicitud a la Oficina de
Cominidaciones para efecto de su publicacién en la Gaceta de Propiedad Industrial. g

Camplase
Dado en Bogoti DC,

4
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