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DIVISION DE NUEVAS CREACIONES

E- S. Du
Re: P1.-ASTRAZENECA AB y ASTEX THERAPEUTICS LTD.-Solicitud de

Patente de Invencién en Fase Macional PCT para “COMPUESTOS 2-
AMINO-IMIDAZOL-4-ONA NOVEDOSOS Y SU USO EN LA

FABRICACION DE UN MEDICAMENTO PARA SER USADO EN EL

| . TRATAMIENTO DEL DETERIORQ COGNITIVO, LA ENFERMEDAD D

ALZHEIMER. NEURODEGENERACION Y BEMENCIA” -Clase AG61K
31 /4178,-Expediente nimero 08-052.309. -

1. Me refiers al auto dictado por ese Despacho notificado por fijacion en lista el
27 de Junio de 2008.

2. Dando respuesta al mencionado auto me permito presentar & ese Despachg
fotacopia debidamente autenticada del decumento de representacidon legal gue
acredita a |a suscrita ALICIA LLOREDA v/o al doctor GUSTAVO TAMAYD, y/c a la

. doctor IGNACIO SANTAMARIA y/o a al doctor ENRIQUE ALVAREZ, en los términos

del Parrafo 19 del Artl"culo 543 del Decreto-Ley 410 de 1971, como Representantes
Legales en Bogotd para todos los asuntos relacionados con la Propiedad Industrial
de la sociedad ASTEX THERAPEUTICS LTD, una sociedad organizada y existente
de conformidad con las Leyes de Inglaterra vy domiciliada en Cambridge. Reino
Unida.

En consecuencia, .atentamente solicito a ese Despachg reconocerme
personeria, en este ésuntu, de conformidad con el documento de Representacién
Legal para todos los asuntos de la Propiedad Industrial en Bogotd de ASTEX
THERAPEUTICS LTD otorgado a favor de |a SUSCRITA {(ALICIA LLOREDA)
v/o a2l doctor GUSTAVO TAMAYO v/o al doctor IGNACIO SANTAMARIA v/o al doctor
ENRIQUE ALVAREZ, de acuerdo con la copia debidamente autenticada ante Notarie



LLOREDA & CIA. §. A.

Publico que adjunte al presente expediente {Articulos 26 v 39 de |z Decisién 486

de |2 Comunidad Andina de Nacignes),

3. Con el texto del documento mencionade presento fotocopias, debiﬂamente

autenticadas por el Notario Sexto del Circule de Bogotd, de:

{a) Certificado Notarial expedide el 13 de Mayo de 2008 gue acredita la

existencia y representacion det solicitante, debidamente apostillado;

4=) Copia auténtica de fa Traduccion Oficial No. 2008-06-10-408,
correspondiente a las partes pertinentes del docurnento anterior,
también debidamente legalizada hasta por el Ministerio de Relaciones
Exteriores bajo el numero 775258 de 12 de Junio de 2008,

4. Cabe resaltar gue e documento de Representacion Legal que acredita a |a
suscrita ALICIA LLOREDA v/o al doctor GUSTAVO TAMAYQ, v/o a la doctor
IGNACIO SANTAMARIA y/o a al doctor ENRIQUE ALVAREZ, en los términcs del
Parrafo 19 del Articulo 543 del Decreto-Ley 410 de 1971, como Representantes
Legales en Bogata para todos los asuntos relacionados con la Propiedad Industrial
de la sociedad ASTRAZENECA AB, organizada y existente de conformidad con las
Leves de Suecia y dom‘[ciliada en Sddertélje, Suecia, fue praesentado junte con la

solicitud de patente de la referencia.

5. Asi mismo, anexo me permito presentar a usted decumento completo de la
Opinidon Escrita de la Autoridad de Blsqueda Internacional, correspondiente a la
solicitud internacional ndmere PCT/SE2006/001317, actualmente en tramite de
Fase Nacional en ese despacha, bajo el ndmero de la referencia.

G. Ruego a usted tomar atenta nota de lo anterior y proceder de conformidad.

Senor Superintendente,

( MKMLQAW ..
: IA LLOREDA RICAURTE

T.P.53.215
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TRADUCCION OFICIAL No. 2008-06-10-408
DE UN DOCUMENTO ESCRITO EN INGLES

Poder de Representacion Legal, decumento escrito en ingles y en espaniol.
Certificado Notarial {Sociedad), documento escrite en inglés y en espaiial. |

(firma: ilegible)

Peter Coleman Fletcher

Notario Publico en y para Cambridge, Inglaterra
Mi comision es de por vida.
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APOSTILLA
(Convencitin de La Haya del 5 de Octubre de 1861)
Reino Unido de la Gran Bretafa e Irlanda del Norte

1. Pais: Reino Unido de la Gran Bretana & Irlanda del Norte

Este documento pliblico
ha sido firmado Peter Coleman Fletcher

actuandoe como Notario Pablico

4, lleva el sellofestampilla de dicho Netario-Publico o
CERTIFICADO £ F 3

5. enkondres 8. el19de n%f{i de o8 %g
por el Secretario de Estado Principal de Su Ma;eﬂﬁ pata Aswmids
Exteriores y del Commonwealth N g%

8.  Numero: H782297 g""
Sello/Estampitla; 10.  Firma: {llegible} =
Sello de Iz Oficina de Asuntos R. Bawden
Exteriores y del Commonwealth Por el Secretario de Estado.

£ sl
Si este documento se va a usar en un pals ¢ue no es pa@ﬁ%’ la Convencidn
de La Haya del 5 de octubre de 1961, debe presentarse ﬁcﬁ

en la ciudad -de Bogota, D.C., por Anita Escchar de Tama
Res. 2177 de 1989, Ministerio de Justicia, Republica de Cnlnmm

TRADUICTORA OFICTAT:
AT 3T 439 MJN
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S5E LLORETA CAMRCHT
T

‘Los abalo Hrmadoa,

Acher TThergeshes A \

con domlmlm £n

038 foam “:-‘-‘chf Seyence Rar
dalion Rocd Cthinélac;

CTBY GQNU -

nombramas -pof of presente a ALICIA LLOREDA v
L GUSTAVO TAMAYC wo IGNACID SANTAMARIA
yio ENRIQUE ALVAREZ domiciliados en Bogotd,
Colombia, con oficines en dicha qudad, Calle 72 No.
5-83, pizo fo., nuestros represen:ante.-s legales ¥
verdaderos en Bogota, con facultedes para recibir
notificacionés y nombrar apoderados judiclates o
- extrajudicfales, con el fin ds dar cumplimiema 3l
pardgraloc 1o. gl artlculs 543 del decrelo 410 de
18971:

los doctores ALICIA LLOREDA o GUSTAVD
TAMAYD yfiy IGHNACIY SANTAMARIA, wo ENRIQUE
CALWARET, o los spoderados que cualguiera de gllos
designs, quedan especlaiments facultedos para
mpreseitamos atfe las autordades colombBisnas,
admiinistrativas, judicistes o da policia, én lodos los
Hamites relativas & 1a propledad industrial, a cuyo
cfécle les facultamos para dar ante dichas
aulgridades tndos lo= pesoz necesarios @l objato
inditade; elavar solicitudes, declaraciones, reclemas,
Fecursos v preseniar  deslstimientas;  forrmular
descripgionss, enmisndgs, fmiter el slcance da les
soliciudes, presentsr aposiclones y apelaciones;
instaurar  ‘cancelaciones, renuncier  fold o
parcialmente a los registros, aboner todos los
impueslos v custas v efasiuer todo otra pago
determinedle por 12 lay; reclblr todos log documentos
¥ valores, dando el descargo respective: lenar
tuaesqUisra niroe . requisiios ¥ fomer. en fin, todas
[las menldas 'que crayeren conducentes al resquardo
de muEstros imteresas: ¥ an cash de produciessg
apogiclon, pasando las antecadentes a lus tribunalss,
nuedan facultados pere tomar intervencion como
demandantes o demandados anie o8 [uecas fus
‘seen compelentes, pudiendn Iranear, someter g
Arhitros, deslstlr, perciblr v apelar, con todas las
* demas faﬂultadeﬁ qu& resulten nacasariaz, y por el
- gresente declaramos desde ahora vélide y bueno
cuanto dichas representantes wo los apoderados que
cuglquiers de ellos nombre Widsten en nuestro
. benefdn

L Asimrs.mn facultarnos a los doctores ALICIA
LLOREDA yia GUSTAVO TAMAYO wio IGNACIO

SANTAMARIA wo ENRIQUE ALVAREZ, para

- goligiter en fp Oficina de Propledad Indushial la
 protocolizacidn de este documento y de cualquier

© poder que cualguiera de cllos otorque & mombre
nuestrg,

Dado y firmedo

PHOME WO, : Bd&ETEZ

- e profecion of our inferests;

MAY. @9 3606 65 28PN F3

Tha undargigned,

Ashex TWTM%‘LS {dal

domiciled et
436 Coumbrifge Qiﬂ"‘iﬂ- Park
HilHon Raasl Cﬂa.uﬁbha'jei

C2% OQA, U K.

hersby  appoint, ALICIA LLOREDA -E[nlﬂﬂl‘
GUETAYD TAMAYD andvor IGMALCIO BANTAMARIA, -
andfor TNRIQUE ALVAREZ, of Bogota, Colombra,

with offises In 2aid town, Calle 72 Mo, 5-33.- Sixh
Floor, our trve and legal reprasantafives in ‘Bogots, ~ .
with power to receiva notffications and to appolat . |
judicial or extrajudiclsl agents, a0 as to camply with
paragresh 1o, of article 543 of decree 410 of 1979,

Doctors ALICIA LLOREDA andfor GUSTAVO
TAMAYO andior IGNACIO SANTAMARIA aridfor
ENRIQUE ALVAREZ, or the agenis-by any cne of
ther =ppointed, are especially empowered o
represent Us before the sdminietraties, judiciat or
palice eubhorities of Colombis, in all procesdings
pertaining to industrial property, far which purgoss.we
autherize them to take before the said authorities all
the necessary steps for the said and: to file pﬁttlons
declarations, Slalms, récourses and withdrawals, to
drew up_specificalions; ta file amendments, o ||rr|lt
the scope of spplications, file opposilions; ' fila
cenesilations total or partielly waive registrations, o
pay all Instalments and effcof &l other paymenis
prescribad by law, to recsne propel recsipls, o
comply with all other requirements and, in Short, to
take all thosa measures which they may deem fit-for
and In case -of
ppposition, whera e proceedings be passed.over lo
the courts, we authorize said agents 1o acl.an cur
behalf, 35 complainants as well a5 defendants, bafore

the compatant judges, with "g.ll;gg ;mmmﬂwww i |
arrangements, to submil to a !ﬁ#}ﬂﬁ“ﬁr

coflect, i appeal and, In short, 2 E Bl n%:ﬂtumf :
i) L

from now on as valid and‘gg'
representatives andfor the agents;
appomted nay do for our beneﬂL

‘ Fi ol :
GTARIG .
.Jiﬁ.mmwﬁif
We also authorize amﬁéﬁﬁucm‘ I ERED
andfor  SUSTAYD  TAMAYD  andler. IG’NAGIG

SANTAMARIA andior ENRIQUE ALVAREZ, {0 apply
tar pretocelization of this decumént and of any power
of athomiey by ary ona of them confemad in sur narms,
hiefara the Office of ndusidal Property.

Ghven and sligned this |3 Ciﬂ-lf 0{ "”“’-’1 3902 .

Y NPE

NOTA RY SHDULDjECUTE OTHEH 2DE

Harr Jé.,,.ﬁ" CED




FROM * TOSE LLOREDA CAMACHD

CERTIFICADG NCTARIAL [SOCIEDAD)

Reing Linida
Ciudad (:_g:,.,m\l‘\‘l 'K.J'n ‘i‘j &

Hoy A, da 200 comparecio
Pr- } o h(}l i . & QuiEn panazeo y
O guian mc cons aqued fitrrd gl anterlor documshto,

o qum:g.c;emdam nig jur an‘emtado aclara v dijo que
& e v E—Eahg. oy

de HLL

de A-:H ex “Therwgndic s
Lh la compafia nombrada en
8 dgoumente  gque  aniecede, Una  sociedad
‘debidamenis ofganizeds ¥ existents conforms a las
layag de 5t i«{‘_i. T S
darmicilisde e.er? la ciadag  de thm‘bné.{]{
, legalments consiiplda para un
’ perf{:dc da duracish que =0n ng ha teminado, que
HJ'HI‘(‘E- ‘&L shieto social;, contforme 3 laa leyas de
T aaluder i ;
gue el declarante estd auterlzada por  dicha
Campafiin para: conferr este poder gue € selo
estampada por § gl pie de tal puder, &n temhie v en
replesentacitn de la sxpresada Compaia, o el
selin oficial de slla; v quewl chjsto para ol cual sa
‘configre este instrumenlo asty oomprundrdc dentra
el de s soviedad.
El szuscrite Motatio he wst%’ 1? Estatulns  de
Incorpdracidn firmadas en Cear
BV | oon techa B thnro de 2ale -
v eertifica gque d¢ conformidad coan la fegisfavian da
dicho £5tado la anterior declaracion jurameniada es
prustra auficients de qua los hechos sobre que ella
virsa 50N Sierlos o verdaderos, dis lo cuat da fs,

. Notani Public (Netaris Poblico),_

FHORE MO,

S A A S T
Chrdify P arcde Jothh

i BEaITEZ MAY. 89 2EE @55 2501 Fd
HGTARIAL CERTIFICATE (CORPORATIGK)

United Kingdosn

City of Combridge

Onihis £3* dayof  Ma ¥ . 2004

persansly .

same Il Aot 73'4-’4’

to e knewwh, and known ¥ me o be the person who -
siged (he anegmng instrument, whiy being bty me
duly swem did depase and say ihed he is s the Ly
Ergruitive C"ff e of Grfed Thera -

ey Ao £ . the company, mamed |
within, & E{.l:pmalmn organized and existing under
the laws of  Emg it _ .
domlciied at the Tily o4 Lo br fo?'j-}:
lagally consfititad or a period of fgrurs not. yet
explred, whith exercises #s corporate {nlrpnses
socording ta e laws of &w gfas.
that the deponent is aulhatized &y said: Cnmpm W ta
winfar this power of altorney; that .lhe saal affixed:
hereurto hy the tepanent i the riame and on behalf
of said Carporation is the carparstes eéal thercof, and =
Wisl the purpese fat which this instrument 18! granted -
is icluged within the corporale | purpnses of the
Comparny.
The undersigrad Motary Publle has sean the articles
of tncorporation of said Corparetion executzd at
. under dalg of

, and hereby
certifics that under the laws of said Siate lhe
foregaing acknowiedgment is gufficient proof $df lhe -
lauts 1hwrein eentained are trus. which he atlasts,

R, Qs eSO
Q\f@km(?vfi(@— Q‘hﬂ k’
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o e
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APOSTILLE
{Uagde {,rmwn!mn of 5 QOcipber 1961 F Conventien de La Have du 5 octobre 1961

UNITED KINGDDM DF GREAT BRITATN AND NORTHERN IRELAND

Cownlry: United Kinggom of Great Brivzin and Noctheat Ineland
tays: Rayaume-Uni de Grande-Breisene o1 @' Idande do Mord .

Thiz public document £ Le présent acte pubhic

1 Flas boen sigeed by Fueler  Flelcher
# &1e sipné par

3. Actngintbe copacity of  Motary Public
agisrant cn qualitd de
4. DBcars the sealfstamp of  The Sain Notery Public

251 revEll du Sceawtimbre de

Cenifled/Auestd
al Londondd Londics 6 thelle 19 May 20X

[

T. by Her Majesty's Principal Secretary oF Stare For Foreign and Commanwedlth A fairs f
par le Secidipice d'Lias Principal de Sa Majusté auy Adlrires Etruagéres o1 dy Commoopwealth.

8. - Wimbersonshe 0 HT782297

4 - L s Yaom L . .
Q. Soamp: \ T 10, Sipmature:  R.Bawden
!inﬁ-{:rg:

i M-nm um DKL CIACIA D
X -Lr JOTA, HACT CONSTAR GUE u%

|-.-E HE 'ujmw ALE WITTY,
o |5 'f".'.'."nh‘j;:s_#
] B

Loal, it whau hE p?‘(’!ﬂ:n Lg . unuulamﬂ:tmn I the missian reprumtmgthal couniry. An
apostille m‘lv:gﬁ iérty e eBl [fi gl O Ton Fnid EE stgnuture, sep) or stamp on the document is
genwine, Itdeescnnd nean ik ﬁe'ﬁbnim%@w»em are correet of that the Fareign &

Conmomsealit OGS &y ApprnVes of (b Eeatents.
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PATENT COOPERATION TREATY

From the
INTERNATIONAL SEARCHING AUTHORITY

To: PCT
AstraZeneca
Global Intellectual Property WRITTEN OPINION OF THE
151 85 S&dertdlje INTERNATIONAL SEARCHING AUTHORITY
Sverige
(PCT Rule 43bis.1)
Date of mailing <’
(dayfnoniblyear) 727 -04- 2007
Applicant's or ugent’s fle reference FOR FURTHER ACTION
102065-1 WO See paragraph 2 below
International application No. \nternational filing date (dayAnonthivear) | Priority dac (day/nonth/year)
PCT/SR2006/001317 20-11-2006 21-11-2005

Intzmationsl Patent Classification ([PC) or both nationa? classification and IPC
See Supplemental Box

Applicant
AstraZeneca AB et al

1. This opinion contains indications relating to the following items:

Box No. 1 Basis of the opinion

BoxNo. I Priority

Box No, Il Non-establishment of opinion with regard to novelty, inventive step and industrial applicability
BoxNo. IV Lack of unity of invention ‘

BoxNo.V  Reasoned statement under Rule 43bis, 1{a)(i) with regard to novelty, Inventive step or industrial
applicability; citations and explanations supporting such statzment

Box No. VI Certain docauments cited
Box No. VIT  Certain defects in the international application
Box No. VIII Certain observations on the internatiopal applicetion

HNXKX RNXXXX

2. FURTHER ACTION
If a demznd for international preliminary examination is made, this opinion will be considered to be a wTitten opinion of the
International Preliminary Exemining Authority (*IPEA™} except that this does not apply where the applicant chooses an
Anthority other than this one to be IPEA. and the chosen [PEA has notified the International Bureau under Rule 66.15is(b) that
writtcn opiniens of this International Sezrching Authority will not be so considered.
If thia opinion is, sy provided ebove, considered to be a written opinion of the IPEBA, the applicant is invited to submit to the
IPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing]
of Fonm PCT/ISA/220 ar beforc the expiration of 22 months from the priority date, whichever expires later,

For further opinions, sce Form PCTASA/220.

3. Por further details, see notes to Form PCT/ISAR220.

Name and mailing address of the ISA/EB Authorized officer

Patent- och regigtreringoverket

Box SD55

8-102 42 STOCKHOLM Helena Melander/ELY
FacsimileNo. +46 8 667 72 88 Telephone No. +46 8 782 25 00

Form PCT/ISA/237 (cover sheet) {April 2005)




WRITTEN DPINION OF THE
INTERNATIONAL SEARCHING AUTHORITY

Tntemarional spplication No.

PCT/REZ006/00L317

Supplamental Box

Co7D
AGL1K
ASIK
As1K
ASIE
ASLIK
AGIE
ABIK
ABIX
AclK
AGLIP
) ASIF
cé7D
co7Dh
co?D
corn
ce7D
adties)
co7D
cO7D
co7n
co07TD

In case the space o any of the preceding boXes Is not gifficient.
Conbinuation oft Cover sheeh

Internatlional patent classification (IRPQ)

233/88 (2008.01)
31/4388 (2006.01}
32/4174 (2008.01}
31/4178 (2006.01)
31/427 (2006.01)
31/4432 (2006.01)
3174725 [2006.01)
31/497 (2085.01)
3i/50¢6 {2006.01)
31/538 (2006,D1)
25/16 (2006.01)
25/28 {20086.01)
233/86 (2006.01)
401704 (2006.01)
£01/10 (2006,0L)
403710 (2006.01)
L05/04 (2006.01)
405/149 (2006.01)
405714 (2005.01)
409710 (2006.01)
413710 (2006.01})
417/04 (2006.01)

Form PCIVISA/23 7 (Supplemental Booc) (Apri 2005)




WRITTEN OPINION OF THE Internations) application No.
INTERNATIONAL SEARCHING AUTHORITY
PCT/SBE2006/001317
Box No. I Basls of this opinion

1. With regard to the language, this opinion has been established on the basis of

the intemnatienal application in the language in which it was filed
D 2 translation of the international application into , which is the language of a translation furnished for the
purposes of international search (Rules 12.3(a) and 23.1(b)).

2, With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the
claimed invention, this opinion has been established on the basis of:

a. type of material )
D 8 seqquence listing )
D table(s) related to the sequence listing

b. format of matcriel

D on paper

D in electronic form

c. time of fiting/furnishing
[[] contsined in the intemationa? epplication as filed.

[} fued together with the insmationat application in elestronic form.
D furnished subsequently to this Authority for the purposes of search.

3. I—__] In eddition, in the case that mare than onc version or copy of a sequence listing and/or teble relating thereto has been
filed or furnished, the required statements that the information in the subsequent or additional copics is identical to
that in the application 23 filed or does not go beyond the application as filed, as appropriate, were fumnished.

4. Additional comments:

Form PCI/ISA/237 (Box No. I) (April 2005)



WRITTEN OPINION OF TRE Intarnatiana! application No.

INLERNATIONAL SEARCHING ATi'I‘HDRITY ‘ »PGT/SEQGGEIODJ.:;J_?

Box Ne. Il Priority

1, The validity of the priority olaim has not been cxmsidered because the Internationel Searching Aothutity docs noi have
in its possesgion a copy of the sarlier application whose pricrity has been claimed or, where required, e tranglation of
thet earlicr application, This opinies has nevertheless Been cstublished on the acsamption that the relovant date (Rules
435is, | and 64.1) ia the claimed priedty date.

2. [] This opinion ey been established ss if 0 priarity had bewn clsimed due to the fuct that the priority olaim hs been
foussd invalid {Rules 43bir.1 md G4.13, Thus for the murposes of this opiniea, the international fillng date mdiceted
above is considered to be the relevant date

1. Additional gheersations, of heeessary:

Farm PCT/ISA/Z3T (Box No. 1T} (April 2005)



WRITTEN OFINION OF THE Intemational applicetion No.
INYERNATIONAL SEARCHING AUTHORITY bCT/8E2006/001317

Box No.Til Non-establshment of opittfon with regard to novelty, inventtve step and industrinl applicability

The question whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be
industrially applicable have not been examined in respect of

D the entire international application
X cleimsNos 1-28, 31-33, 36-42
because:

the seid infemational application, or the said claims Nos, 31-33, 36-42
relate to the following subject matter which does not require an intemnationel search (specify):
S8ee PCT Rule 67.1.(iv).: Methods for treatment of the human
or animal body by surgery or therapy, as well as diagnostic
methods.

o
<3 the description, claims or drawings (indicate parilenlar elements below;) or said claims Nos, 1-28
are so unclear that no meaningful opinion could be formed (specif):

The general formula I with all the possibilities in
variation of the groups R1, R2 and R3 generate so many
answers that a meaningful seaxrch over the whole of the

D the claims, or said claims Nos. are 50 inadequately supported
by the description that ro meaningful opinion could be formed pecify):

a meaningfil opinion could not he formed without the sequence listing; the applicant did not, within the prescribed
time limit:
fumish a sequence listing on paper complying with the standard provided for in Annex C of the Adminisirative
D Instructions, and such listing was not aveilable to the Intcrnational Searching Authority in a form and manner
accepiable to it. ) )
fumish a sequence listing in clectronic form complying with the standard provided for in Annex C of the
[ Aduwinistrative Instructions, and such listing was ot available to the International Searching Authority in &
form end manner aoceptable to it
D pay the required late furnishing fee for the furnishing of a sequence listing in response to an invitation under
Rule 13ter.1(a} or (b).
a meaningful opinion could not be formed without the tables velated to the scquence lstings; the epplicant did not,
D within the prescribed time limit, furnish such tables in electronic form complying with the technical requiraments
provided for in Annex C-bis of the Administrative Instructions, and such tables were not available to the International
Searching Authority in a form and manner acceptable to it,

D the tables related to the mcleotide and/or amino acid sequence listing, if in electronic form only, do not comply with
the technical requirements provided for in the Anpex C-bis of the Administrative Instructions.

| D no international search report hus been cstablished for said claima Nos.

[:| Sce Supplemental Bax for further details.

Form PCT/ISA/237 (Box No. 101} (Aprii 2005)
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WRITTEN OPINION OF THE [nternational application No.
INTERNATIONAL SEARCHING AUTHORITY PCT/SE2006/001317

Supplemental Box

In case the space in any of the preceding boxes is not suffideat.
Continuation of BOx IITI.2

claimed scope is impossible.

Furthermore, present claims 1-28 relate to an extremely
large number of possible compounds. Support within the
meaning of Article 6 PCT and / or disclosure within the
meaning of Article 5 PCT is to be found, however, for only a
very =small proportion of the compounds claimed. In the
present case, the claims 8o lack support, and the
application so lacks disclosure, that a meaningful search
over the whole of the claimed scope is impossible.

Consequently, the search has been carried out for those
parts of the claims which appear to be supported and
disclosed, namely those parts related to the compounds
mentioned in c¢laim 29 and compounds substituted with a
phenyl (optionally further substituted) and another arxyl or
heterocaryl (optionally substituted) in position S of the 2-
amino-imidazole-4-one.

Forra PCT/ISA/237 (Supplemental Box) (Apri! 2005)
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Box No. TV~ Lack of nuity of lovention

1. @ In response to the invitation (Form PCT/1SA/206) to pay additional foes the applicant has, within the applicable time
lirnit:

[] peid sdditional fees

D paid additional fees under protest and, where applicable, the protest fes
[} paid additional fees undzr protest but the applicable protest fec was not peid
X} aot paid additional fees

2 D This Authority found that the requirement of unity of invention is not complied with and chose not to invite the
spplicant to pay additional fiees.

3. This Authority considers that the requircment of unity of inveation in accordance with Rute 13.1, 13.2 and 13.3 is

D complicd with
X] not Complied with for the following reasons:
The following separate inventions were identified:

1: Claims 1-42 and partly claims 43-44 directed to the
intermediate compounds of imidazole and thioxoimidazeolidin
{compare examples 3, 15-16, 19, 28-29, 36, 43-44, 46, 53,
68, 73, 78, 90-91, 95-96, 100-102, 105-106, 110-111, 117-
118, 121, 123, 183-184, 186, 262, 264, 266, 276, 278-279,
286, 293, 298, 302, 332, 338,342, 348 and 384-385 in the
description).

2: Partly claims 43-44 directed to the intermediate
compounds o©of 2-acetyl-1,2,3,4-tetrahydroquinoline and 2-
acetyl-isoindoline (compare examples 1, 60 and 334 in the
description) .

3: Partly clalms 43-44 directed to the intermediate
compounds of ¢,4,5,5-tetramethyl-1,3,2-dioxaborolan (compare
examples 2, 7, 10, 24, 48, 61, 80, 82, 84, 114, 170 and 214
in the description).

R S

4. Consequently, this opinion has been established in respect of the following parts of the international application:

D all parts

the parts rlating to claims Nos.  Claims 1-42 and partly claims 43-44

Form PCT/ISA/237 (Box Ne. TV} {April 2005)
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{In cose the space in ray of de preceding botes 15 ot suifldent,
Comineation of: Box IV

4: Partly claims 43-44 directed to the Intermedlate
compounds of {tert-butyl {diphenyl)eilyl] oxy {compare
examples 12-14, 33-35, 41-42, 86-89, 33-54, 98-9%5, 103-104,
108-209 and 280-383 in the deascription).

5: Partly claim2 23-24 directed to the intermediate
compounds of 1,2-diphenylethane-1;2-dicne (compare examples
27, 52, 67, 72, 77, 1ll6, 182, 261, 263, 265, 285, 292, 297,
agl, 331, 337, 341 and 347 in the degcription).

| 6: Partly claimg 43-44 directed to the intermediate
cempounds ©f 1,3-dithian ({(compare examples 40, 51, §6 and
320 in the descripticn).

7: Partly elalms 43-44 dlrected to the Intermediate
vompounds of 1,1/-ethyne-1,2~diyldibenzene {(compare exzmples
i, e, 1lib, 181, 258-260¢, 284, 221, 296, 300, 236, 340 and
346 in the description).

8: Partly claims 43-44 directed to the intermediate compound
of 3 -hydroxy-5' -methoxybiphenyl -3-carbaldehyd {compare
example 85  in the description}.

9: Partly claims 43-44 directed to the intermediate compound
cf 4~kromo-l-fluoro~-2-methoxybenzene {compare exampls 113 in
the descripticon).

10: Partly claims 43-44 directed to the intermediate
compound of l-ethynyl-3-{3-methoxyphenoxy)benzene [(compare
example 258 in the description).

11: Partly claims 43-44 directed to ths intermediate
compound of 3-methoxypropancel-sulfonyl chleoride{compare
example 268 in the desecxiption).

121 Paxtly claime ¢3-44 directed to the intermediate
compound of s-iadeo-1,2,3,4-tetrahydronaphtalens (compare
exanples 70 and 283 in the description}.

Forn PCT/ISA/S (Supplamental Box) (April 2005)
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Contmation of Box IV

13: Partly claims 43-44 directed to the intermediate
compounds of 1l-acetyl-5-iodoindoline and 1-acetyl-6-icdo-
1,2,3,4-tetrahydroquincline (compare examples 75 and 295 in
the description).

14: Partly claims 43-44 directed to the intermediate
compounds of 1,2,3,4-tetrahydronaphtalene-2-yl1 methyl ether
(compare examples 288-290 in the descriptiom}.

15: Partly claime 43-44 directed to the ' intermediate
compounds of isochromene (compare examples 344-345 in the
description). ‘

Form PCTISA/237 (Supplemental Box) (April 2005)
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i EBox Na. v Reasaned siatement poder Rule ﬁsﬁﬁ.l(a]m with regard to novelty, inventive step or lodusirlal
applicabilily; citations sud explandtinng supporiing $0eh sintement

1. Ststement
Navelty (N Cleims * see below B __YES
Caims _* gee below NO
Inventivo step {15) Claims 44 %+ YES
Claims 1-30, 3435, 43%* NO
Indusirial applieability (LAY Claims 1-30, 34-~35, 43%*.44%% VES
Claims  _ NG
2, Citatinns gnd explanations;
L3
Hovelty
C¢laima 7, 11-14, 16, 19, 21, 24-29, 44%* YES

flaime 1-6, B8-14, 15, 17-1i8, 20, 22-33, 30, 34-35, &43#%% HO

&
The copinion for claims 43-44 ias only based on inventien 1,
gee box IV,

The present invention relates to 2-amino-imidazole-4-one
compounds and their use in the manufacture of a medicament
to be used in the treatment of diseases such as cognitive
impairment, Alzheimer's diseage, neurcdegeneration and
dementia. The invention alsoc comprises  intermediate
compounda .

Reference ig made to the following documents:

Dl: WO20054858211 Al
D2: Hydantoins, thichydantoina, glycocyamidines. 35.
1,5,5- and 2,5,5-triphenyl derivatiwves. Simig, Gyula et.al.
| Tetrahedron {(1973), 23{22), 3571-8.
73: EBynthepisa and pharmacolegical action of Tetralin
derivatives. III. Fujimuira, Hajime et.al. Yakugaku Zasshi
{1956}, 75, 1151-3,
D4: D82005282825 A1
| Ds: US2006111370 AL
De; WO2007005366 Al
D7: WOZ0Q7005404 Al

Y SR

Form PCTASA/Z37 (Box No. V) {April 2005)
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In case the space In any of the preceding boxes fs not sufficient.
! Continuation of: BOX V

Document D1 describes 2-amino-3,5-dihydro-5-[3-(1H-indol-5-
v1l)phenyl] -3-methyl-5-phenyl-4H-imidazole-4-one (RN:856885-
25-1) and structurally related compounds. The compounds are
used to treat neurodegenerative and cognitive diseases such
as Alzheimer‘s. The compounds are alsc used in the
combination with an effective amount of a cholinesterase
inhibitor.

‘Document D2 describes 2-amino-1-(4-chlorophehy1)—1,5-
dihydro-5, 5-diphenyl-4K-Imidazol-4-one (compound 5k).

Document D3 describes 3-methyl-5-phenyl-5-(5,6,7,8~tetra-
hydronaphthalen-2-yl)-2-thioxoimidazollidin-4-one.

Thua, a compound accerding to claims 1-6, 8-10, 15, 17-18,
20, 22-23, 30 and 34-35 41is known from document D1l.
Furthermore, a compound according to claims 1-3, 5-6, 15,
17, 20 and 22 is known from document D2 and an intermediate
compound according te claim 43 is known from document D3,
The invention defined in c¢laims 1-6, 8-10, 15, 17-18, 20,
22-23, 30, 34-35 and 43 is not new and consequently lacks
- novelty and inventive step.

The compounds according to claims 7, 11-14, 16, 19, 21, 24-
29 differs from the compounds in D1 in the variation of the
substituents.

Due to thege features, new compounds are obtained.

Consequently, with the background of D1, the prcblem is to
develop alternative imidazole derivatives that can be used

in the treatment of <cognitive and neurodegenerative
diseases.

For a person skilled in the art it is obvious to make small
changes in the structure to see if the new compounds can
solve the stated problem.

Form PCT/ISA/237 (Supplementnl Box) (April 2005)
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Supplementz] Box

In czsc the spaco in any of the preceding boxes Is not sufficient.
Coutinuation of: Box V

In order for a compound to be considered patentable, the
difference must be shown to result in a novel and unexpected
technical effect.

The compounds of the present invention are said to have
improved ©properties (hERG selectivity) compared the
compounds of D1,

However, it is considered unlikely that the whole scope of
claims 7, 11-14, 16, 19, 21 and 24-29 has any unexpected or
beneficial effects, compared to the previously known similar
compounds, that they can be considered to-differ essentially
(Article 5,6 PCT) from said compounds,

The applicant has not indicated any difference in relation
to prior art and the significance of such a difference for
the whole of the scope of the claims.

As no other effect is presented in the present application,
claims 7, 11-14, 16, 19, 21 and 24-29 lack an inventive
step.

The cited prior art does not give any indication that would
lead the person skilled in the art to claimed use of the
intermediate compounds in the manufacture of a compound
according to formula I {(claim 44).

Accordingly, the invention defined in claim 44 is novel and
is considered to involve an inventive step. The invention is
industrially applicable.

Document D4-D7 disclomes structurally related imidazole
derlvatives that are useful in the treatment of cognitive
and neurcdegenerative diseases but the documents are
published after the claimed priority date and are not
considered particularly relevant.

Form PCT/ISA/237 (Supplements! Box) (April 2005)



Internationat application No.

WRITTEN OFINION OF THE
INTERNATIONAL SEARCHING AUTHORITY C'T/SE2006/001317
Box No. VI Certain documents cited
1. Certain published documenis (Rules 43bis.1 and 70.10)
Application No. Publication date Filing date Priority date (valid claim)
Petent No. {day/monthfear) (day/monihfear) (day/monthivear)
US2005282825 Al, P 22/12/2005 15/06/2005
UsS2006111370 A1, P 25/05/2006 09/06/2005
WO2007005366 A1, E 11/01/2007 26/06/2006
WO2007005404 Al, E 11/01/2007 26/06/2006
2. Non-written disclosures (Rules 435is.1 and 70.9}
. - Date of written disclosure
. . . Date of non-written disclosure . . .
Kind of nog-written disclosure (daymonshiyear) referring to non-written disclosure

(day/month/vear)
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Box No, VII. Certain defects in the international spplication

The following defocts in the form or content of the Intemational application bave been noted:

Examples 215-246 in table 3 in the description lacks a
generic structure that shows where the R‘‘-group and R'‘’‘-
group are attached.
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Box No. VIII  Certain observations on the international application

The following observatians on the clarity of the claims, description, and drawing or on the question whether the claim are fully
supported by the description, are made:

The independent claim 29 comprises imidazole compounds as
well as seven thioxoimidazoline compounds. These compounds
are s8aid to be active ingredients in a pharmaceutical
formilation or used in the manufacture of a medicament teo
treat A-beta related pathologies such as Alzheimer'’'s disease
etc (claims 30 and 34-35). The twec different groups of
compounds in claim 29 should be separated into two claims to
enhance the clarity of the claims.

The expression "A-beta related patholcgies" in the second
medical use claim 34 relates to a large and/or undefined
number of different disorders which cannot be clearly
defined by this expression. The application provides support
for use of the compounds in the treatment of only a very
limited number of such disorders. Claim 34 does therefore
not meet the requirements of Article 6 PCT that claimsg shall
be clear, concise and supported by the descripticn.

Form PCT/ISA/237 (Box No. VIN) (April 2005)
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