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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES

E. . S. D. GEERTIUSTRIA ¥ CEERCTO falioss X
Feha U “‘E‘m‘% [T 4 RERESTA
Ref: Expediente No. 04.120.039 Tratts .t 2 Vivon e S
Solicitud de Patente a nombre de )

Janssea Pharmaceutica N.V.

Yo, JIMENA ESCOBAR URIBE, identificada como aparece al pie de mi firma,
domiciliada en la carrera 11 A No. 94-76, of. 305, obrando como apoderada de la
sociedad Janssen Pharmaceutica N.V., domiciliada en Beerse, Belgica, solicitante
de la patente de la referencia, en respuesta al oficio No. 11331 hotificado por
fijacién en lista el dia 10 de diciembre de 2004, me permito presentar :

1. Copia del examen preliminar internacional junto con su traduccién al
espaiiol.

2. Documentos (2) en que consta la cesién del derecho a la patente otorgado por
los inventores a favor de mi mandante.

Sobre el particular, es importante resaltar que de conformidad con las normas
legales vigentes, articulo 1 de la Resolucién 210 de 2001, expedida por el

Superintendente de Industria y Comercio y articulo 2 de la Convencién de la
Haya, el documento en inglés que se pretenda aportar como parte de los trimites
de propiedad industrial ante la Superintendencia de Industria y Comercio no
requieren traduccién. Por otro lado, la legalizacién consular y/o diplomitica de
los documentos expedidos en el extranjero no es necesaria. Por lo tanto, el

documento de cesidén anexo a este memorial es vilidamente presentado en idioma
inglés y con la correspondiente Apostilla.

Espero con esto haber dado cabal cumplimiento a lo solicitado por ese despacho
y de conformidad con lo indicado en los articulos 3°, inciso 3; 35, inciso 2 y 59,
inciso 2 del CCA, al analizar este memorial, atentamente ruego se traten todas
las cuestiones planteadas con motivo del mismo.

Sefior Superintendente,

JIMENA ESCOBAR URIBE
C.C.39.779.452 de Usaquén
T.P. 68228

Céd. 5376
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APOSTILLE

(CONVENTION DE LA HAYE DU 5 OCTOBRE 1961)
COUNTRY: UNITED STATES OF AMERICA

THIS PUBLIC DOCUMENT HAS BEEN SIGNED BY:
CHRISTINA A CLICKNER

ACTING IN THE CAPACITY OF:
NOTARY PUBLIC OF NEW JERSEY

BEARS THE SEAL/STAMP OF:
CHRISTINA A CLICKNER, NOTARY
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PRD 1 COL(L)

CERTIFICATION

I hereby certify that I have compared the attached document with the
original, and that such said document is a true copy of the original
Assignment document as filed in the U.S. Patent Office in connection
with USSN 10/400,006 filed MARCH 26, 2003.

Christina A. Clickner
(Notary Public of New Jersey)

My Commission Expires:
March 2, 2005
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DOCKET NO. PRD-1 (NP)
Joint Inventors

ABBIGHNMENT

Berial No. 10/400,006
Filled . March 26, 2003

WHEREAS, Henry J. Breslin, Wel He, and Robert N.
Kavash, residing at 1974 Muhlenburg Drive, Lansdale, PA 1944§;
2002 Kestkal Circle, Audubon, PA 19403; and 148 North Keswick
Avenue, Glanside, PA 15038, respectively (hereinafter called
"Agaignors®), have made certain new and useful inventions or
discoveries relating to

NOVEL COMPOUNDS AS OPIOID RECEPTUR MODULATORS

for which they have on the 26th day of March, 2003 filed a nom-
provisional application for Letters Patent of the United Btates;

and

WHEREAS, Janasen Pharmaceutica, NV, a corporation of
Balgium, (hereinafter called “Assignee®), is desirous of
acquiring Assignors' entire right, title, and interest tharein:

NOW, THEREFORE, BE JIT KNOWN that for and .in
consideration of the sum of One Dollar and other wvaluable
conaiderations to them moving, the receipt of vhich is hereby
acknowledged, Assignors have sold, asaigned, and transferred,
and do hereby sell, assign and tranafer unto said Assignas thelr
entire right, title and interest in and to all said inventioms
and discoveries  disclcsed in =8mid application whose
identification above by serial number and filing date, when
available is hereby authorized, and in and to aaid application,
all substitutions, divisions, and continuations thereof, and in
and to all Iatters Patent, United States and foreign, that may
be granted for said inventions and discoveries, and in and to
2all extenaions, renewals, and reissues thereof, the same to be
held and enjoyed by sald Assignee, its successors and assigns,
as fully and entirely as the same would have been held and
enjoyed by Asaignors 1f this Assignment and sale had not been
made; ’



a2, .
And Assignors hereby authorize and request the

Commiseioner of Patents of the United Btates to issue gaid
Letters Patent in accordance with this Assignment;

And for the consideration aforesaid, Assignors
covenant and agree with sald Assignee that he has a full and
unencumbered title to the inventions and discoveries above
described and hereby assigmed, which title they warrant unto
sald Assignee, its succesdors and assigns;

And for tha consideration aforesaid, Asaignors
further covenant and agree that they will, whenever requested,
but without cost to them promptly commnicate to said Assignee
or its representatives any facts known to them relating to said
inventions and discoveriea, testify in any interference or legal
proceedings involving said inventions and discoveries, and
execute any additional papers that may be necessary to enable
said Assignee or its representatives, successots, nominees, or
aspigne to secure full and complete protection for the said
invéentions and discoveries or that may be necessary to vest in
said Assignee the complete title to the said inventions and
discoveries and patents hereby conveyed and to enable it to
recerd said title.
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IN TESTIMONY WHEREOF, Assignors have hereunto set
their hands and seals this 2™ day of APl , 2003

- (L.B.}

Henry slin

STATE OFWM
) @8, . f
COUNTY “W
|, BE IT REMEMBERED, That on this OB~ day of
« 2003, before me, a Notary Public, personally
appéared Henxry J. Breslin, who I am gatisfied is the person
named in and who executed the foregoing instrument in wy
preseance, and I having first made known to him/her the contents
thereof, he/she did aclmowledge that he/she signed, sealed, and
delivered the same as hig/har voluntary act and deed for the
uses and purposes therein expressed.

ﬁ
L
Notary Public

[}
Aiavin L Sheludm, Nodivy Pl
wmu—: Wiy |
[ Ansusislian OF Miotming
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IN TESTIMONY WHEREOF, Assignors have hareunto set
their hands and seals this 3% day of _SfA/C | 2003

- /"
&/’ (L.5.)
Wei He

STATE or%nsql\mh)

) sa.

cmmrorﬂmw

BE IT REMEMBERED, That on this aﬂ day of
%’.I . 2003, before me, a Notary Public, personally
appeared Wel He, who I am satisfied is the person named in and
who executed the foregoing instrument in wy presence, and I
having first made known to him/her thea contents thareof, he/she
did acinowledge that he/she signed, sealed, and delivered the
same as his/her voluntary act and deed for the uses and purposes
therein expressed.
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IN TESTIMONY WHEREOF, Ass - have hereunto set
their hands and seals this 22 day of W\, 2003

‘Q«A'ZS% Cmen

Robert W. Kavash

STATE OF ﬁﬂl‘}éﬂlﬂﬁ-
COUNTY OF /ﬂwﬁ!ﬂwg

BE IT REMEMBERED, That on this .1:."" day of
. 2003, before me, a Notary Public, perscnally

ared Robert W. Kavash, who I am satisfied is ths person
named in and who executed the foregoing instrument in my
presence, and I having first made known to him/her the contents
thereof, he/she did acknowledge that he/she signed, sealed, and
delivered the sama as hisp/her wvoluntary act and deed for the
uses and purposes therein expressed.

e Z Hokdin_

Notary Public
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COUNTRY: UNITED STATES OF AMERICA

THIS PUBLIC DOCUMENT HAS BEEN SIGNED BY:
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PRD 1 COL(L)

CERTIFICATION

I hereby certify that I have compared the attached document with the
original, and that such said document is a true copy of the original
Assignment document as filed in the U.S. Patent Office in connection
with USSN 60/376,406 filed APRIL 29, 2002.

Christina A. Clickner

(Notary Public of New Jersey)
My Commission Expires:
March 2, 2005
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DOCKET NO. PRD-1
J int Invent rs

ASSIGNMENT

Serial No.60/376,406
Filed April 29, 2002

WHEREAS, Henry J. DBreslin, Wei He, and Robert W.
Kavash, residing at 1974 Muhlenburg Drive, Lansdale, PA 19446;
2002 Kestkal Circle, Audubon, PA 19403; and 148 North Keswick
Avenue, Glenside, PA 195038, respectively (hereinafter called
"Assignors"), have made certain new and useful inventions r
discoveries relating to

NOVEL COMPOUNDS AS OPIOID RECEPTOR MODULATORS

for which they have on the 29h day of April, 2002 filed a
provisional application for Letters Patent of the United States;
and

WHEREAS, Janssen Pharmaceutica, NV, a corporation £
Belgium, (hereinafter called "Assignee"), is desirous 4
acquiring Assignors' entire right, title, and interest therein:

NOW, THEREFORE, BE IT KNOWN that for and. in
conaideration of the sum of One Dollar and other valuable
considerations to them moving, the receipt of which is hereby
acknowledged, Assignors have sold, assigned, and transferred,
and do hereby sell, assign and transfer unto sald Assignee their
entire right, title and interest in and to all said inventionsa
and discoveries diacloesed in paid application ., whose
identification above by serial number and filing date, when
available is hereby authorized, and in and to said application,
all subatitutions, divisiona, and continuations therecf, and in
and to all Letters Patent, United States and foreign, that may
be granted for said inventions and discoveries, and in and t
all extensions, renewals, and reissues thereof, the same to be
held and enjoyed by said Assignee, its successors and assigns,
as fully and entirely as the same would have been held and
enjoyed by Assignors if this Assignment and sale had not been
made; )

43
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And Assignors hereby auth rize and 7reguest the

C 'missi ner of Patenta of the United States to issue said

Letters Patent in accordance with this Assignment;

And for the consideration aforesaid, Assignors
covenant and agree with said Assignee that he has a full and
unencumbered title to the inventions and discoveries above
described and hereby assigned, which title they warrant unto
said Assignee, its successors and assigns;

And for the consideration aforesaid, Assignors
further- covenant and agree that they will, whenever regquested,
but without cost to them promptly communicate to said Assignee

r its representatives any facts known to them relating to said

inventions and discoveries, testify in any interference or legal
proceedings involving said inventions and discoveries, and
execute any additional papers that may be necessary to enable
said Assignee or ite representatives, successors, nominees, or
assigns to secure full and complete protection for the said
inventions and discoveries or that may be necessary to vest in
said Assignee the complete title to the said inventions and
discoveries and patents hereby conveyed and to enable it to
record said title.

4y
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IN TESTIMONY WHEREOF, Asaignors have hereunto set
their hands and seals thies 72 day of dm 2003

#ﬁ / M‘ (L.8.)

Henry §.(/Breslin

STATE OF %M&‘ﬂw@

) sB.
COUNTY OF Alew

., BE IT REMEMBERED, That on this aPMday £

s 2003, before me, a Notary Public, personally

appeared Henry J. Breslin, who I am satiefied is the person

named in and who executed the foregoing instrument in my

presence, and I having first made known to him/her the contents

thereocf, he/she did acknowledge that he/she signed, sealed, and

delivered the same as his/her voluntary act and deed for the
uses and purposes therein expressed.

/Zw./.a%éé_

Notary Public

Mavin L Shehula, Nolwy Publi
Gwynedd Tap.,
LM Commiseon Exn At 14 07 __
Manbar, Pervyhanis Anscciaion Of Neletes
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IN TESTIMONY WHEREOF, Assignors have hereuntoc set
their hands and seals this “~“day of APAML , 2003

Wel He

0_/ ﬂ ('I.-.S.)

STATE qﬁ?mnqlvmu‘ﬂ.)

) B8,
COUNTY OF Mﬁmea)

BE IT REMEMBERED, That on this aﬂ day £
B@: ., 2003, before me, a Notary Public, perscnally
apptared Wei He, who I am satisfied is the person named in and
who executed the foregoing instrument in my presence, and 1
having first made known to him/her the contents thereof, he/she

did acknowledge that he/she signed, sealed, and delivered the
same ag his/her voluntary act and deed for the uses and purposes

therein expressed.
Ll

Notary Public

I-m.um::q

Public

I.MMMMQ."

{__My Commission Expires Apsl 14, 2007
Mamber, Permayhvanis Association OF Nolsies




IN TESTIMONY WHEREOF, Assignors have hereunt set
‘their hands and seals this 22 day of Z;g‘;\ , 2003

-

(L.8.)

Robert W. Kavash

STATE OF /enmsylvauia )

) B8,

COUNTY OF We'}’

BE IT REMEMBERED, That on this _.?2"‘{ day £
APRIL , 2003, before me, a Notary Public, personally
appeared Robert W. Kavash, who I am satiefied is the person
named in and who executed the foregoing instrument in my
presence, and I having first made known to him/her the contents
therecf, he/she did acknowledge that he/she pigned, sealed, and
delivered the same as his/her voluntary act and deed for the
uses and purposes therein expressed.

v L Sleliudg

Notary Public
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PCT

INTERNATIONAL PRELIMINARY EXAMINATION REPORT
(PCT Article 38 and Rule 70)

Agylicants o agenis 16 rlsvence Ses Mollicalion of

PRD-1 PCT FOR FURTHER ACTION  prgirary Guniaation

interaalional applotian Mo, el filng date fiuiecnihjenr) Py duty fduyinonifear)
PCTAIB 0aN1672 17.04.2008 2042002

Inemnationsl Petent Classllicalion {(°C) or boll rations] clmselicalion and IRC:

ABIG1A49

Ayl
BREBLIN, Harsy J. stal

1 axaminelion report has rwuwmm
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2  This REPORT osnsisiy ol atolal of § shwels, inckaiing this cover shaet.

alto ANNDES, descriplion, andbr dravings
o a‘:::duﬂn basle umwmmﬂnmmm
(sws Rue 70,18 and Bsclion 307 of he Adminksisaiive Insiruciions under fw PCT).
Theas annesia conaiat of a lotel of  abpin.,
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30.07. 2004
2, This report containe indioaions relaiing 1o the following Sems:
I’ B Basieofthe apinin @
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VI O Corkin delecis in the intemalional applioaiion
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21.11.2008 17002004
Name and ackines of Yo Iniamaional Achtrd Oliow :
: Damtitn Johreon, '
‘ Tal. +40 50 2508 - o'r:ul-c-d ¢
—2_. FxaRPN Tulaghons No. +40 B0 £300-0387

Fosn PCTIFEA/AD (Cover Sheel) {Jamumry 2004)



EXAMINATION REPORT international applicalion No.  PCTAJS 03/11672

1. Mon-establishmment of opinion with regard ka novally, Inventive step and Industial spplicablllly

. quesiions whelher the claimed invention sppears 1o be o Invaive an inventive -
! mUbumn%wmmMmﬂhm_g #top (%2 bo non-

O the ontire intemaiionsl applicetion,
B olaims Nos. 1-13,26.90-42 (all parf}
because:

B the said interrmiional spplication, or the seld claime Nos, 40-42 misie 1o the foliowing subject mafter which
uummw:mmm

oue sspurate showt

B the clalme olamenis said claine Noa, 28
chu::!: umm below) or (pest) are 00

aee separais shewl

B 1-18, 28, 9042 :
mﬂ;wd&mﬂ:ﬂgn (all parl) are 80 inndacuately supported by the descripiion

O no inlemaiional ssarch repoet has been asiablished for the eald claims Nos. .

2. A mesninghi emaiionsf axaminaton oannct by oxmied aut dus ¥ the fallure of the nucisotide end/
or amino acki sequance o comply with the standard provided for in Annex C of the Administrative
instructions:

O the wiitian form has not been fumished or doss not camply with the Standand.
00 the computsr readsbie formn has not been fumnished or doss not comply with the Standerd.

V. Laok of unity of invention
1. n reapornes 1o the ivistion i restrict or pay addifional fess, the appliownt hes:
o o e, - e
D peid adiionsl fess. )
D pakd addiionnl foes under protest. . -,
O neither restricted nor paid addiional fess.

0 Ths found fhat the ofi
2 “mhm'. m:l ﬂz:’mhauwﬂllﬂMMD

a Pmmunmuwummmmmm. 192and 183

O compliedwith.
O  not complied with for the following ressons:

Porn PCTEFEN 408 (lewey 30040



INTERNATIONAL PRELIMINARY '
EXAMINATION REPORT Inhermations! applicstion No.  PCTAUS 0341872

4 MhMMWMmhuﬂudmm

B af puris.
0 the puts relaling to claims Noe. ,

V. Reasoned stxterent under Artiole 35(2) with ® , Inventive .
“ﬁn regard & noveity wlep or ckairial applonbiity;

oltalions and
1. Btatemant
Novelly (N) Yex: Claims 4,5,10-10,21,26.27-32,.94, 38, 40-42
Nx Ciaivs 1-3,6-0.20,22-24,20,93,35-37,30 43
Inventive slep (18) Yoxx Claime 4,5,10-13,16,10.24,25,27-32 34,38
No: Chaims 1-8,6-0,14,10-10,20,22-24, 96 33 38-37,850-43
Inchizutring applicabifly (IA) Yo Chaime 1-39.43
Nz Chaims
2. Clafiorm and explanaiions
sae separsie shest



INTERNATIONAL PRELIMINARY inismationsl epplication No.  PCT/US 03/11872
.EXAMINATION REPORT - SEPARATE SHEET

2. Claims: 1-13 (part), 27-32, 3642 (part)
Compounds of formula (1) whereln the R1 ving Is beta to the N-atom, Le. r=1, and
thelr methode of toe. Special technioal fexiure ks the position of the R1 .ring.

3, Claims: 1-13 (paut), 33-38, 3942 (parl)
Compounds of formula (I) wherein the R1 ring is gamma to the N-alom, Le. 2,
and thelr methods of use. Special technical feature Is the position of the R1 ring.

4.Clalm: 43°
Compounds of formula (i).

. V. Ressoned statoment

Referance js made o the following documents:

D1: Babonl ot al, Pepfides, 21 {2000) 1683-1671

D2: Babboni et al. J. Med. Chem. 45(3) (2002) 713-T20

D3: JP 05 338240

D4: Holtink et al., J. Pharm. Sc. 89(1) {2000) 108-114

D&: Saivadod et al, J. Med. Cham. 40(19) (1907) 3100-3108
De: Cbase ot al., Chem. Pham. Bull. 30{2) (1082) 474483
D7: BP0 506 468 '
D@: Krenftsky et al., Tel. Lett, 43(3) {2002) 407410

D@: US-A-3 023 235

D10: US-A-4 563 308

D11: US-A-3 783 218

D12: Leonard et al,, J. Med. Chem., 10 (1067) 478-481
D13: Masda et al, Belleloin online, accession no. 5844822

(part). 14-26, 3042 (part)

Novelly .

The compounds of D1 and D2 fafing within the acope of general fonmuila (T) are

exciuded by proviso. The compounds of D5 do not possess the present R1 ring.

General formula | of D3 overieps with present formula (1), and examples 9 and 10
fall within the soope of present formula (). Claims 1, 2, 6-9, 20, 22-24, 26 and 39
are therelore not now.

Compound D, Fig. 2 of D4 fafls within the scope of genemal formula §) and ie

Foma PCT/Supsssly ShaniNiR (Shast 2) (EPO-Apdl 1967}
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INTERNATIONAL PRELIMINARY inteermiional application No.  PCT/US 03/11672
EXAMINATION REPORY - SEPARATE SHEET .

novelty-desiroying for claims 1-3 and 6-0.
Claims 1-3, 89, 20, mamsmmmumdmam

PCT.

inventive siep

In view of the lack of novelty of ciaims 1-3, 6-9, 20, 2224, 26 and 30, thees claims
cannot be inventive.

D1, D2 and D5 descrbe compounds with afinlly for the delta and mu opiloid
recapiors. D3 concems tachyidnin antagonisis and D4 desaribes degradetion
products of tipeptides. The technical problem underlying the present Invention is
the provision of further compounds with affinlty for the oplold receptora. D and
D2 may be taken as the closeat prior art. Although the specific compounds of D1
and D2 are exxiudad from the present alaims by proviso, & woukd be abvious to
the eidlied pevson wishing to solve the above-formulated technical problem to
mako minor modifications to the compounds known from D1 and D2, in the
expectation that the activity would be maintained, D1 states on p. 1668, right hand
column, iast paragraph, that “N-alkylation of Dmt frther augmented delta
antagonist bloactivity by 20-fold” and refere to D5 in this reapect. Thus R woukd be.
obvious for the skiied person 1o prepars N-alkyl derivatives of the 2 compounds
lnown from D1 and D2. Furthermors, D2 diaciosse (Tirst santence of introduction)
that both tyrosine and 2,6-dimatiyliyvosine derivaiives have opiold receptor
affinity. Thus the skiled man recolves a hint that the subsifiuents on the 4-
npdraxypheny! ring am not important for qualiative opiold activity, and hence has
an incentive to modity the phanyl ring substtusnts of the compounds of D1 and
D2. The fact that both the unoondensed pytrolidine derivative 9 end the
isoquinoling derivative 11 both have affinRy for the oplold receptors provides an
incentive 10 the skilad man o modily 17 by removing the condensed pharyl ring
o give the piferkiine darivative of present clalm 14.

Claims 1-3,8-9, 14, 16-18, 20, 22-24, 26, 3042 are considered obvious In light of
D1 end D2 and therafore do not il the requirements of Article 33(3) PCT.

13 pat) 27.20, 5642 per)

Nowelty
The position of the R' ring distinguishes the present compounds from thoee of D1-
DA,

Fors PCTSepanie Sheali00y Shet 8 (EPO-Apall 1007)
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INTERNATIONAL PRELIMINARY intsmationsl appliosiion No.  PCT/US 03/11872
EXAMNATION REPORT - BEPARATE SHEET

inventive step
Teling D1 or D2 aa the closest prior art, k would not be obvious to solve the
technical problem of providing further compounds with affinfty for the oploid
receptors by changing the position of the R* group in the compounds of D1 or D2.
None of the prepublished documents in tha cited prior art dealing with the same
tachnical problem suggeet that the alpha-position of the R' group Is not essential
for the mainienance of the activity.

(per), 83:98, 3042 (r)

Novelty '
Compound 8 of D6 anticipates prosent claims 1, 2, 6-9, 39, 35-37, 39, These
clsims therefors do not full he requements of Arle 23(2) PCT.

iwentive step

In view of the lack of novelly of olaime 1, 2, 69, 33, 35-37, w.hnululm
cannot be invantive.

The compounds of DB are antihypartanaivas. Those of D7 ame perpheral oploid
eniagonista. D7 ls taken as the closset prior art. There are 2 etruciural differences
between those of the present compounds which were searched completely and .
the compounds of D7: the fact that the piperidine ring Is subsittuled at the 4-
position by the A* group only and the pressnce of a carbony! or thiocarboryl N-
substituent. Because of thees 2 diferences k would not be abvious 1o combine D7
with D1 or D2 and to antve at the claimed novet subject matier.

Novelly

D8-D13 ail diacioss elther epecific compounds fafing within or general formulae
overiapping with presant claim 43. .
mnmmmmmammm

inveniive step
In view of the lack of novelly of daim 43, k cannot be imventive.

industrial appiicabiiity (of al four inventions)
Claims 1-99, 43 fulfl the requirements of Artidls 23(4) PCT,

Form PCTIOwpmie Sheetié00 (Shest 4 (E"0-Apdl 199T)
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INTERNATIONAL PRELIMINARY renallonsl sppcation Mo, PCTAUS 0311672
EXAMINATION REPORT - SEPARATE SHEET

No uniflad oriteria exist in the PCT Contraciing Stades for assessing whother
preseni claime 40-42 are industrially applicable. The patentabiity can be
dependent upon the formulation of the ciaima. For example, the EPO does not
consider claims to the use of & compound in medical treatment to be industrially
appiicable, but alows ciaims 10 & inown compound for first use in medical .
treaiment and the uss of such a compound for the manufactise of a medicament
for a new medical treaiment.

Fosm PCTBapasmts Slnaliel fihast &) (EPO-Apsll 1087)



INTERNATIONAL PRELIMINARY intornations apploalion Mo,  PCT/US 08/11672
EXAMINATION REPORT - SEPARATE SHEET

' L Nonestabllshment of opinion ’
In view of the laock of support (Asticle 8 PCT) and dieclosure (Article 6 PCT), the

’ oompounds of formuia (1) were only completely searched insofar as X is
(CR15R16)m, the ring containing the X group ls 5~ or &-membered, LisO or 8, s
ls 0 and p s 1. For the same reasons claim 43 has only been ssarched insofar as
ks 1. Only subject matter which has been searched will e examined (Rule
68.1(e) PCT).
Claima 40-42 relate to subject-matier considerad by this Authorily to be oovered
by the provisions of Ruls 67.1(v) PCT. Consequently, no opinion will be
formuiated with respect o the industria) applicabilly of the subjeci-matter of these
claima (Asticle 34(4)(a)(}) PCT). )

V. Lackof unity .
In order for a group of compoiaxds fo meet the requirernents of unlty (Rule 13
PCT), & Is nacessary that they share the same or conesponding epecial technical
feahures. Special technical features are those foatures distinguishing the claimed
compounds from the prior at. .
tn the present cass, compounds with the same activity (an affinlty for the.oplold .
receptors) an fafiing within the general formuta {T) are known from e.g.
"Peplides”, 21 (2000) 1683-1671 (axamples 9 and 11). Theee speciiic compounds
have besn exciuded from the present claims by proviso, thus rendaring the
presant claims new over this document. However, the ieaching that compounds of
formuia (1) have affinily for oplold recepiors cannot form the special technioal
feature unifying all the presently clalmed compounds, as this teaching Is not new
and thus does not distinguish the present application from the prior ait. Ceriain of
the oclaimed compounds differ fram the compounds of the above-clted document
becaune of the position of the R1 group. The pasition of this group was therefore
chosen to define potsntially uniiary sub-groups. The intermediates of claim 43 do
not contaln the essential structurel slement Rt or a direct precursor thereof, and

thereforn are not unitary whh any of the sub-groups of final products.

This Intsmafional Searching Aulhorlty found muttiple (groups of) inventions in this
Y intemational epplication, as follows:

i 1. Claima: 1-13 (paif), 14-26, 3042 (parl)
Compounda of formula () whereln the R1 ring is alpha fo the N-atom, i.e. =0, and
their methods of use. Special technical featire muat ks in the identity of the R1
1ing or the combination of speocific substituents.

Poss PCTRBsparsis Shuapifi0n filmet 1) POl TI0)
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INFORME EXAMEN PRELIMINAR INTERNACIONAL
(PCT articul 36 y regla 70)

Referencia del solicitante o agente
Ver notificacién de la transmision del examen
PRD-1 PCT PARA PROSEGUIR preliminar Internacional (formato PCT/IPEA/416)
No. Solicitud Intemacional Fecha de presentacién Intemacional | Fecha de prioridad (dla/mes/afio)
PCT/USOX11872 (dia/mes/afio)
17/04/2003 20/04/2002

Clasificacion Internacional de Patentes (IPC) o clasificacion nacional e IPC
AB1K31/4438

Solicitants
BRESLIN, Henry J. et al.

1. Este examen preliminar internacional ha sido preparado por esta Autoridad encargada del Examen Preliminar
Internacional y es transmitida al solicitante de acuerdo con el articulo 38.

2, Este INFORME consiste de un total de 8 paginas, incluyendo esta hoja.

_X _Ests informe también estd acompafiado por ANEXOS, esio a3 hojas de la descripcion, reivindicaclones y/o
dibujos, los cuales han sido modificados y son la base para este Informe y/o hojas que contienen
reclificaciones presentadas ante esta Autoridad (ver Regla 70.18 y Seccién 607 de las Instrucciones
Administrativas bajo el PCT).

Estos anexos consisten en un total de _1 _hojas.

3. Este Informe contiene indicaciones que se relacionan con los siguientes puntos:

l. _X_ Base del Informe
. —_ Prioridad

L. X El no-establecimiento de opinién en relacion con la novedad, nivel inventivo y
aplicacion industrial

V. _X_ Falta de unidad de invencion
V. X_ Declaracién motivada bajo el Art. 35{(2) con relacién a la novedad, nivel inventivo o aplicacién
Industrial; citaclones y explicaciones que soportan dicha declaracién
Vi, ___ Ciertos documentos citados
VII. ___ Ciertos defectos en la solicitud intemaclonal
VIl. ___ Cierlas observaciones en la solicitud intemaclonal
Fecha de presentacién de la demanda Fecha en que se complets este informe
2171172003 17.06.2004
Nombre y direccién de la autoridad encargada del Oficial autorizado
examen preliminar internaclonal:
Oficina de Patentes Europea Johnson, C
D-80298 Munich
Tel. +49 89 2389-0 Tx: 52368568 epmu d
Fax: +49 80 2398 — 4465 Teléfono: +49 89 2388 7511

Formato PCTAPEA/408 (hoja de cublerta) (enero 2004)
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INFORME DEL EXAMEN
PRELIMINAR INTERNAC! NAL Solicitud internacional No. PCT/US03/11872

ill. E! no-establecimiento de opinién en relacién con la novedad, nivel inventivo y aplicacién Industrial

1. La pregunta de sl la presente invencién relvindicada aparenta ser novedosa, si tiene altura inventiva, o as
aplicable industriaimente no ha sido examinada en relacién a:

— toda la solicitud internacional
_X_ reivindicaciones Nos. 1-13, 26, 39-42 (Todo)

Porque:

_X__ dicha solicitud internacional, o dichas reivindicaciones Nos. Se relacionan a la sigulente materia, la
cual no requiere ser objeto del examen preliminar intemacional (especificar):

ver hoja ssparada

_X_ la memoria descriptiva, las reivindicaciones, o los dibujos (indicar abajo los elementos especificos) o las

ver hoja separada

X__ las relvindicaciones, o dichas reivindicaclones Nos. 1-13, 28, 3042 no estdn soportadas
faodr;ercl::::.amente por la memoria descriptiva, lo cual no permite que una opinidon significativa sea

____ las reivindicaciones Nos. no han sido objeto de bisqueda internacional.

2. Un examen prellminar Intemnacional significativo no pudo llevarse a cabo debldo a que Ia lista de
secuencias nucleétido y/io aminoécido no cumple con los estindares provistos por el Anexo C de las
Instrucciones Administrativas:

____la forma escrita no ha sido suminisirada o no cumple con los estdndares.

___la forma legible por computador no ha sido suministrada ¢ no cumple con Ios estandares.

IV. Falta de unidad de invencién.

1. Enrespuestia a la Invitacidn para restringir o pagar tasas adicionales, el solicitante ha:
____ mestringido las reivindicaciones

_X_ ha pagado tasas adicionales

— ha pagado tasas bajo protesta

— nho ha restringido nl ha pagado tasas adicionales

2. Esta autoridad encontrd que el requisito de unidad de Invencién no es cumplido y escoge de acuerdo con
la regla 68.1 no invitar al solicitante a restringir o pagar tasas adicionales.

3. Esta autoridad considera que el requisito de unidad de invencién de acuerdo con la regla 13.1, 13.2y
13.3es

___cumplida

—__ho cumplida por las siguientee razones:
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INFORME DEL EXAMEN 8
PRELIMINAR INTERNACIONAL Solicitud intemacional No. PCT/US03/11872

4, En consecuencia, las siguientes partes de la solicitud Intemacional fueron materia del examen preliminar
Intemacional y se establecld un reporte de:

todas las partes

__ las partes relacionadas con las relvindicaciones Nos.

V. Declaracién motivada, bajo el Art. 35(2) con relacién a la novedad, nivel inventivo o aplicacién
Industrial; citaciones y explicaciones que sustentan dicha declaracién

1. Declaracion
Novedad Sk Relvindicaciones 4, 5, 10-18, 21, 25, 27-32, 34, 38, 40-42
NO: Raeivindicaciones 1-3, 8-8, 20, 22-24, 28, 33, 35-37, 39, 43
Nive! Inventivo 8I: Relvindicaclones 4,5, 10-13, 15, 19, 21, 25, 27-32, 34, 38
NO: Relvindicaciones 1-3, 8-8, 14, 18-18,20, 22-24, 28, 33, 35-37,38-43
Aplicacion Industrial SI:  Reivindicaclones 1-39, 43

NO: Relvindicaclones



INFORME DEL EXAMEN
PRELIMINAR INTERNACIONAL Solicitud internacional No. PCT/US03/11872

lil. No establecimiento de Opinlén

En vista de la carencia de soporte (Articulo 8 PCT) y divuigacion (Articulo 5 PCT), los compuestos de
férmula (I) solamente se investigaron completamente hasta donde X es (CR15R16)m, el anillo que contiene el
grupo X es de 5 0 8 miembros , Lea O 0 S, 8 es 0 y p es 1. Por las mismas razones la reivindicacion 43
solamente ha sido Investigada hasta donde k es1. Solamente lka materia objeto que ha sido investigada serd
examinada (Regla 66.1(e)PCT).

Las reivindicaciones 40 — 42 se refieren a la materia objeto considerada por esta Autoridad a ser cubierta por
las disposiciones de la Regla 87.1(iv) PCT. En consecuencia, no se formulara ninguna opinidn con respecto a

la aplicabllidad Industrial de la materia objeto de estas relvindicaciones (Articulo 34(4)(a)(i)PCT).

V. Carencla de Unidad

Con el objeto que un grupo de compuestos redna los requerimientos de unidad (Regla 13 PCT) es necesario
que ellos compartan o que cormespondan a las mismas caracteristicas técnicas especiales. Las caracteristicas
técnicas especlales son aquellas caracieristicas que distinguen los compuestos relvindicados de los del arte
previo.

De PCT/Hoja Separada/409 (Hola 1) (EPO — Abril 1887)

En el presenta caso, los compuestos con la misma actividad (una afinidad por los receptores opiodes) y que
caen dentro de la férmula (1), se conocen de e.g., “Peptidos®, 21 (2000) 1663 — 1871 (ejemplos 8 y 11). Estos
compuestos especificos han sido axcluidos de las actuales reivindicaciones por estipulacion, de tal manera
que se suministren nuevas reivindicaclones actuales sobre este documento. Sin embargo, la ensefianza que
los compuestos de férmula (1) tienen afinidad por receptores opiodes no puede formar la caracteristica técnica
especial que unifica todos los compuestos relvindicados ectuaiments, puesto que esta ensefianza no es
nueva y por lo tanto no distingue la solicitud actual de la del arte previo. Ciertios compuestos reivindicados
difieren de los compuestos del documento citado antss por la posicion del grupo R1. Por lo tanto, la posicién
de este grupo se escogld para definir los subgrupos unitarios potencialmente. Los intermedios de la
relvindicacién 43 no contienen el elemento R1 estructural esenclal o un precursor directo del mismo y por lo
tanto no son unitarios con cualquiera de fos subgrupos de los productos finales.

Esta Autoridad Intemacional de Investigacion encontré multiples (grupos de) invencliones en esta solicitud
internacional, como sigue:

1. Reivindicaciones 1-13 (parts), 14 —26, 39 — 42(parte)
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PRELIMINAR INTERNACIONAL Solicitud interacional No. PCT/US03/11872

Los Compuestos de formula (I) en donde el anillo R1 estd en aifa respecto del stomode N, e.i., r=0, y sus
meétodos de uso. La caracteristica técnica especial debe apoyarse en la identidad del anillo R1 o la
combinacién de sustituyentes especificos.
De PCT/Hoja Separada/409 (Hoja 1) (EPO - Abril 1997)

2. Reivindicaciones: 1-13 (parte), 27 — 32, 38 — 42 (parte)
Los compuestos de fdrmula (I) en donde el anillc R1 esta en beta con respecto del stomode N, ie., r=1,y
sus métodos de uso. La caracterfstica técnica especial es la posiclidn del anillo R1.

3. Reivindicaciones: 1-13 (parie), 33-38, 38-42(parie)
Los compuestos de fdrmula (I) en donde el anillo R1 esta en gama con respecto del &lomode N, le., r=2,y
sus métodos de uso. La caracteristica técnica especial es la posicion del anlllo R1.

4. Reivindicacion 43
Los compuestos de formula (Ml).

V. Declaracién argumentada.

Se hace referencia a los siguientes documentos:

D1: Balbonietal., Pepﬁdo?. 21 (2000) 1883 1671

D2 : Balboni et al., J. Med. Chem. 45(3) (2002) 713 - 720
D3 : JP 05 338240

D4: Holtink et al., J. Pharm. Sci. 89(1) (2000) 108 —114

D5 : Salvadori st al., J. Med. Chem. 40(18) (1887) 3100 - 3108
DB: Obase et al., Chem. Pharm. Buil. 30(2) (1982) 474 — 483
D7 : EP-0 506 468

De PCT/Hoja Separada/409 (Hoja 2) (EPO - Abril 1897)
D8: Krenitsky et al., Tet. Lett., 43(3) (2002) 407 - 410

D8: US-A 3023 235

D10: US-A 4 583 308

D11: US-A 3763 218

D12: Leonard et al., J. Med. Chem., 10 (1967) 478 — 481

D13 : Maeda et al., Beilstaein en linea, no de accaso 5644822
Eximen d [ nevel Inen de Ia pri Invencidn.

Reivindicaciones 1- 13 (parte), 14 — 26, 39 —42(parte)
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Novedad. Z23)

Los compuestos de D1 y D2 que caen dentro del alcance de la formula general (1) se excluyen por
estipulacion. Los compuestos de D5 no poseen el anillo R1 actual. La formula general | de D3 se sobre-lapa
con la férmula actual (I), y los ejemplos 9 y 10 caen dentro del alcance de la actual férmula (1). Por lo tanto
las reivindicaciones 1, 2, 6-8, 20, 22 - 24, 26 y 38 no son nuevas.

El compuesto D, Fig. 2 de D4 cae dentro del alcance de Ia férmula general (l) y

De PCT/Hoja Separada/409 (Hoja 2) (EPO = Abril 1997)
destruye la novedad de las reivindicaciones 1-3 y 6-8.
Las reivindicaciones 1-3, 8-0, 20, 22-24, 26 y 39 no cumplen los requerimientos del Articulo 33(2)PCT.

Nivel Inventivo.

En vista de la carencia de novedad de las reivindicaciones 1-3, 8-9, 20, 22-24, 28 y 39, estas reivindicaciones
no pueden ser inventivas.

D1, D2 y D5 describen compuestos con afinidad por los receptores opiodes delta, y mu. D3 concleme a
antagonistas de taquikinina y D4 describe los producios de degradacién de tripéptidos. El problema técnico
que resalta la actual Invencion es la provision de otroa compuestos con afinidad por los receplores opiodes.
D1Y D2 se pueden tomar como los mas cercanos al arte previo. Sin embargo los compuestos especificos
de D1 y D2 se excluyen de la presente invencion por estipulacién, seré obvio para una persona versada en el
arte que deseéd resolver el problema técnico formulado antes de hacer modificaciones menores a los
compuestos conocidos de D1 y D2 con las expectativa que se mantenga la actividad. D1 establece en la
pagina 16869, columna del lado derecho, Ulimo paragrafo, que " La N-alquilacién de otros Dmt aumenta la
bioactividad antagonista delta en 20 veces” y se refiere a D5 al respecto. Por lo tanto, serd obvio para una
persona versada en el arte preparar derivados N-alqull de los 2 compuestos conocidos de D1 y D2. Ademas,
D2 divuiga (la primera frase de la introduccién)

De PCT/Hoja Separada/409 (Hoja 3) (EPO - Abril 1997)

que tanto |a tirosina y los derivados de la 2,8-dimetiltirosina tienen afinidad por los receptores oplodes. Asl la
persona versada recibe la indicacidon que los sustituyentes sobre el anillo 4-hidroxifenilo no son importantes
para la actividad opiode cualitativa, entonces tiene un incentivo para modificar los sustituyentes del anillo
fenilo de los compuestos de D1 y D2. El hecho de que ambos tanto el derivado 9 de pirrolidina no
condensado y el derivado 11 de lsoquinolina tengan afinidad por los receptores oplodes proporciona un
incentivo a la persona versada para modificar 11 por remocién del anilio fenilo condensado para dar el
derivado de piperidina de la actual reivindicacién 14.

Las relvindicaciones 1-3, 8-9, 14, 16-18, 20, 22-24, 28, 39-42, se consideran obvias a Ia luz de D1 y D2 y por
lo tanto no cumplen los requerimientos del Articulo 33(3)PCT.
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INFORME DEL EXAMEN 2
PRELIMINAR INTERNACIONAL Solicitud internacional No. PCT/US03/11872
Exémen de |a novedad y del nivel inventivo de Ia seguna Invencidn Reivindicaciones 1-13 (parte), 27-32,
38-42(parte).

Novedad

La posicion dei anillo R distingue los compuestos actuales de aquellos de D1 — D4

De PCT/Hoja Separada/409 (Hoja 3) {(EPO - Abrll 1997)

Nivel inventivo.

Tomando D1 o D2 como los mas cercanos al arte previo no serd obvio resolver el problema técnico de
proporcionar otros compuestos con afinidad por los receptores opiodes cambiando la posicion del grupo R'en
los compuestos de D1 o D2. Ninguno de los documentos publicados antariormeanta en el arte pravio citado,
que trata con el mismo problema técnico sugiere que la posicion alfa del grupo R' no es esenclal para el
mantenimiento de |a actividad.

Exémen de Ia novedad y nivel Inventivo de Ia tercera Invencidn. Reivindicaciones 1-13 {parte), 33-38, 38-
42(parte).

Novedad
El compuesto 8 de D8 anticipa las reivindicaciones actuales 1,2, 8-9, 33, 35-37,39. Por lo tanto estas

reivindicaciones no cumplen los requerimientos del Articulo 33(2)PCT.

Nivel Inventivo.

En vista de la carencla de novedad de las relvindicaciones1,2, 6-8, 33, 35-37,39, estas relvindicaciones no
pueden ser inventivas.

Los compuestos de D6 son anti-hipertensivos. Aquslios de D7 son antagonistas opiodes periféricos. D7 se

toma como lo mas cercano al arte previo. Hay dos

De PCT/Hoja Separada/409 (Hoja 4) (EPO — Abril 1997)

diferenclas estructurales entre aquelics de los compuesins actuales que fuaron

investigados completamente y los compuestos de D7: el hecho de que el anillo de piperidina estd sustituido
solamente en la posicion 4 por el grupo R' y la presencia de un sustituyente en N carbonlio o tiocarnonilo.
Por estas 2 diferencias no serla obvio combinar D7 con D1 o0 D2 y llegar a la materia objeto reivindicada como
novedosa.

Exdmen de la novedad y nivel Inventive de la cuarta Invencidn. Reivindicacion 43
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Novedad.
D8 — D13 todos divuigan ya sea compuestos especificos que caen dentro o férmulas generales que se
sobrelapan con la reivindicacion actual 43.

La relvindicaciéon 43 no cumple los requerimientos del Articulo 33(2)PCT.

Nivel Inventivo

En vista de la carencia de novedad de la reivindicacién 43 no puede ser invantiva.

Aplicablildad Industrial {De todas las cuatro invenciones)
Las relvindicaclones 1-39, 43 cumplen los requerimientos del Articulo 33(4) PCT

De PCT/Hoja Separadai409 (Hoja 4) (EPO — Abrll 1997)
No existen criterios unificados en los Estados Contratantes del PCT para evaluar sl [as reivindicaclones
actuales: 40 - 42 son aplicables industriaiments. La patenisbllidad puede depender de la formulacién de las
reivindicaciones. Por ejemplo, la EPO no considera relvindicaclones para el uso de un compuesto en un
tratamiento médico que sea aplicable industriaimente, pero permite relvindicaclones para un compuesto
conocido para primer uso en tratamiento médico y el uso de tal compuesto pam la manufactura de un

medicamento para un nuevo tratamiento médico.
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Teniendo en cuenta que la solicitud de privilegio de patente que se tramita bajo el
expediente indicado en la referencia, redne los requisitos de forma establecidos en
los articulos 26 y 27 de la Decisién 486, de la Comision de ia Comunidad Andina, y
en las deméds disposiciones vigentes sobre la materia, se envia el extracto de la
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de Propledad Industrial, conforme lo establece el articulo 40 de la Decisién 4886.
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