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MEMORIAL DE ALCANCE

ALVARO CORREA ORDONEZ, mayor de edad y vecino de Bogota D.C., identificado segun
aparece al pie de mi firma, en mi con_‘cficic’)n de apoderado de la sociedad en referencia,

manifiesto lo siguiente:
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El dia 6 de agosto de 2008, bajo el nﬁ%ero de radicacion 08.081.992, presenté la solicitud de

patente de invencion de la referen_c_’?i"a, para la cual adjunto Reporte Preliminar Internacional

sobre Patentabilidad Capitulo 1.

Atentamente,

CpZNo0.79.143.366 de Usaquén
T.P.20.281

Anexo: Reporte Preliminar Internacional sobre Patentabilidad Capitulo 1
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lNTERNATI()NAL PRELIMINARY REPORT ON l’ATENTABlLITY
{Chaprer 1 of e Paent Cooperation Trealy)

CcT Rule 44his)
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Applicant’s or agent’s fijle reference FOR FURTHER ACTION See 1iem 4 below
16156-048W01 '

Intemationl application Na. International liling dare (da}dmnmh/y;a;j Priarit y date {dny,,,,,,,,/,/y,_.,, )
PCTAIS2007/003134 07 February 2007 {07.02.2007) 07 February 2006 (07.02.2006)

Intetnationa) Palent Classification {8th edition upless older edition indieared)
See relevant information in Form PCTNSA/237

Applicant
WYETH

1. This Intemationa) pesliminary report on putentability (Chapter 1) is issued by the Internationa} Bureau on behair of the
Internaiional Seurching Althority tnder Rule 44 his. I(a).

'

This REPORT consists of 8 total of |2 sheers, including this cover Sheet.

In the attached sheers, o, ) 1eference 1o the wrten opittion of the Intemational Searching Anthority should be read us o referegee
1o the internationg| preliminary report on patentubiliry (Chapler 1) insleng,

3 This TePeN contains indicationg relating to the following iteins:

Box Nu. | Basis of the report

to
]

&
=

Priority

m Box No. It Non-establishmen af Opinion with regard 1o hovelly, inveniive 81ep and industria)
applicabjlity

N Box No. v Luck of unity of jnvens;

X . y ion

E Box No, v Ressoned Statement under Artigle 35(2) with regard 19 nove| ty. inventive step ur indusirjal
applicabiliey: cirations and explaantiong Supporting such statement

g Box No. v] Certin documenis cited

D Box No, viT Cerliin defecty in e internationa) applicalion

D Box No. viJ] Ceruain observatiops oy the intematioga! uppliculion

4. The Imernational Bureay will communicate this report o designated Offices in aceordance with Rujeg A4bic.3(e) and 93bis. | but
not, excepd where the applicanl makes an CRPILSS request under Articke 23(2), befors the €xpiration ol 30 mopths from the priority
date (Rule 444i; 2).

Dae of issugnce of this report
12 August 2008 {12.08.2008)

The Internationa! Bureay of WwIPQ Authurized officer
4. chemin des Colombeles Athina Nickitas-Etienne

1211 Gengva 20, Switzerland
Facsimile No, +4) 223388270 e-marl: P4 pet@wipa.int

Tonn PCT/IRI373 (Uspuary 2004)
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PATENT COOPEHATION TREATY

From the
INTERMATIONAL SEARCHING AUTHORITY

!ﬁo.—

PCT

WRITTEN OPINION OF THE
INTERNATIONAL SEARCHING AUTHORITY

(PCT Rule 43bis.1)

see lorm PCTISAZ20

Dae ol majing
(cbydnonrhysar) $0¢ lorm PCTASAZY0 {second theef)

Applleant's or agants fila refarence
see form PCTASAR2D

Inteenationas application No,
PCTM82007,003134

FOR FURTHER ACTION
S9e paragraph 2 batow

Imamatenal filing date (dayhmnmyaar)

Priority dafe {daytmonthyegr)
07.02.2007

07.02.2006

IMemational Pasemt Classification {PC) or bty ralional classification and 1PC
INV, C07D211m6 C07029522 C07D40104 ABTK3 144 AB1K31495

This opinion contains indications relating to the following items:

B BoxMo.!  Basis of the opinion
0O BoxNa. o Priority
B 8ox No. 1t Non-astablishment of opinion with fegard to novelty, inventive stap and Indusirial applicabiijty

B Box No. v Lack of unity of invention

& Box No. v Reasonad statarmnant undar Ruls 43bis 1(a)(i) with ragard to hovelly, inventive step or industrial
applicability; cltations and explanalions Fupporting such stalement o

& BoxNo.Vl  Cenain documents citad
O BoxNo. VIl Gertain delects in the internationa) applicalion
O Box No. vill Cantain cbservations on the intarnationaf application

2. FURTHER ACTION

i a demand tor intarnational praliminary exemination js made, lhis opinion wil} usually be considered to ba a
writtan epinion of the International Praliminary Examining Authorily ("IPEA") excapl that this does not apply whare
the applicant chooses an Authority other than this one 10 be the 1PEA and the chosan IPEA hag nolifed the

Internalional Bureau under Aule 66.16i5(b) hat wriiten opinions of this Int=matipnal Searching Authority
will nof be 50 congidarad. :

It this opinion 15, ag provided above, consideraed 16 be a wtillan opinkon of tha IPEA, lhe applicant is invited 1o
submi lo lhe |PEA 5 weifien reply tagathar, where appropriate, wilh amendments, batora the axpiration of 3 months

from the date of mailing of Form PCTASAL20 or belora the expiration of 22 monthe from the privrity date,
whichever axpiras later,

For further options, see Form PCTASAZ20.
3. For further datails, see notas ig Form PCT/ASAZ2p,

L

‘ Name and malling address af the ISA: Date of complation of Authorized Officer . 1
—_— ) thi opirion . -~ ‘!
Evutepean Patani 0 [-] :
,@ D-80298 Munich ;?T?S":mo Rudott, Mantreq { _0) 7
T Tel <4989 2399 0 Tx: 523658 epmu o \ g
Fax: +49 89 2399 - 4465 Telephane No, +40 89 2359-8504 S J
-~

Farmm (PCTASA(ZS?) (Cover Sheel) (Apsil 2005)

o
(2) -FISH&RTCHARDSON_61754289 06—~ N0, 4464- _p. 4/14_pA0__

D\
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WRITTEN OPINION OF THE _ Inlernalinng) application No.
INTERNA'HONAL SEARCHING AUTHORITY PCT/US2007;0031 34
——————

Box No.i Basis of the opinion
1. With regard lo |he language, this Opinion has bgen established on the basis of.

B the international application in the languags in whiet it was filad

O atranstation of the internationai application intg » Which Is the language of 5 transiation furnished for the
Purposes of internationg search (Rulesg 12.3(a) and 23.1 {b)).

2. With regard to any nucleotide ancdpr amlno acig Séquence disclosed in the international application gng
necessary to the claimad invention, this Gpinion hag baan 8stablished on the basis of:

a. type of material:
D assquence listing
0O 1able(s) raiateg lo the sequance listing
b. format of material:
O on paper
O in electronic fam
¢. time of mingﬁurnlsh)ng:
0  contained in the International application as fileg,
O filed togather with the international application in electronic form.

O  furnishey subsequently 1o thig Authority tor the Rurposes of search,

3. 0 In aadition, in the case that more than one version Or Copy of a sequence listing andor tabie relating theratg

has baen filed or turnished, the requirad statements that the information In the subsaquent pr additignal
copies is identical ty that in the application as fileg or does not go beyond the application as filed, as
appropriate, wera furnished. .

4. Additional comments;

Form PCTASAs 237 (April 2005)

. 5/14 gl 4
(2) -FISHERTCHARDSON_617542890 f—mme. O, 4464_’*? h/1
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' WRITTEN QPINION OF THE tnlernatianat application No._
INTERNATIONAL SEARCHING AUTHORITY PCTAUS2007003114

Box No. Il Nen-establishmeni of oplnlon with regard to novetty, Inventive step and industrial
applicability

The questions whether the ciaimed Invention appaars Io be novel, to Involve an inventive stap {to be non
obvious), or 10 be industriafly applicable have not baen examined in respect of

O the entire international application -

& claims Nos. 49.

because.

0 1he said international application, or the saig claims Nos. 84-102 relate to the following subject matter
which doss not require an international seareh (specify);

O the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear
that no meaningful opinion could be formad (specify): ,

0 the claims, or 5aid claims Nos. ara sg Inadequately Supparted by the description that no meaningful opinion
could be formeg (specity):

B no international search repon has bean established for the whole application or for sald claims Nos. 4g-92

G ameaningful opinlon ¢ould not be formag without the sequence listing; the applicant did not, within thg
prescribed time imit:

O turnigh a Sequence listing on paper complying with the standard provided for in Annex C of the
Administrative {nstructions, and such listing was not available 10 the International Searching
Authority in & form and manner acceptabla to it

B3 furnish a sequencse listing in electronic form complying with the standard provided for in Annex ¢
of the Administrativs Instructions, and such listing was not available to the Internatianal Searching
Authority in a form and manner acceptabis to i,

O pay the required late furnishing fee for the furnishing of a Sequence listing in response ta an
invitation under Rulss 13 fer. 1 (a) or (b).

O a meaningtul gpinion coyld not be formed without the tables related to the Sequence listings: the applicany
did nat, within the prescribad time limit, furnish such tables in elsctronic form complylng with the technical
requiremants provided for in Anngx C-bis of the Administrative Instvuctions, and such tables were not
available to the International Searching Authority In a form ang manner acceplabls to if.

0  the tables related to the nucleotide andor amino acld sequence listing, H in electronic form only, do not
comply with the technical requirements provided for in Anngx C-bis of the Administrative Instructions,

O  See Supplemental Box for funther detailg : .

Form PCTuSA/ 207 (Aprl 2005)
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WRITTEN OPINION OF THE Internalional application Ng.
INTERNATIONAL SEARCHING AUTHORITY PCTAS2007003134

| Box No. IV Lack of unity of invention

’ ’ 1. In rasponse o the invitation {Form PCTASAZ06) 1o Pay additional fees, the applicant has, within the
applicable time limit:

¢ U paid additional tees
paid additional feas under prolest and, whara applicable, the protast feg

]
0 paig additional fees undar protest but the applicable protost fee was not paid
B not paid additiona fees

2.0 This Authority found that the requirement of unity of invention %8 not compliad with and chosa not to invite
the applicant to P2y additional fees.

3. This Authority considers that the requirement of unily of invention i accordance with Rule 1 31, 1392and 1533 is

O comptied with

%68 separate sheet
4. Consequently, this feport has bean sstablished In respect of the following pans af the international application:
0 ai parts.

B tre parts relating to ciaims Nos, 1:48.93-102 partty

|

!

i

[. & not complied with ror the following reasons:
!

|

|

Box No.V  Reasoned statement under Ruje A3bis.1(a)(i) with regard to navelty, inventive step or
industrial 8ppilicabillty; citations and eéxplanations Stpparting such statement

; 1. Statement
Novetty (N) Yes: Claims 8-13,15.16,18- -34,43-40,100_101
! No:  Claims 1-8,14.17 27-29,35-42,93-99,102
Inventive step (1S) Yes: Claims 11-13,16,18-20 23:26.43-48
No: Claims 1-10.14,1517 21,22,27—42,93-192
. Industrial applicability (1a) Yes: Claimg 14892
No:  Chims

2. Citations and explanations

o 30¢ separale sheey

Form PCTISA/ 237 (Apnil 2005)
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WRITTEN OPINION OF THE
INTERNATIONAL SEARCHING AUTHORITY

N, 4464—P. 8/14—pab Q

Internationat application No,

PCTAIS2007003134

Box No. V| Cenain documents cited

1. Certain published documents (Rutes 43bis.1 and 70.10)
and/or

2. Non-written disclosuras (Rules 43bis.1 and 70.9)
s2e form 210

Form PCTASA/237 (April 2005)




T — N0, 4466 —P. 0/14__gi0_
OCT. 212008 6:10PM  (2)~FISHARICHARDSON_§ 175428906 0. 4464 —F. 9/14 50— o

WRITTEN OPINION OF THE internationat application No.
INTERNATIONAL SEARCHING ‘
AUTHORITY (SEPARATE SHEET) _ PCT/US2007/003134
Re Item IiI.

Claims 93-102 relate 10 subject-matier considered by this Authority to be covereg by the
provisions of Rule §7.1 (iv) PCT. Consequentiy, NQ opinion will be formulated with respect
to the industrial applicability of the subject-matter of these ¢laims (Article 34(4)a)(n PCT).

Re item 1V,

followé:

1-48,93-102 partly
Compounds wherain R1 is selected from (i) or (i) as defined in claim 1, R2 ig aryl or
heteroaryl, X is SO)nor S(O)nNRS, and at least one of W1 W2,21,Z2 is differant from
hydrogen and selected tram (iy(iv): compositions and methods involving such compounds;

49-74, 93-102 pPartly

Compounds whersin R1 is selected from (i) or (i) as defined in claim 1, R2is Substituted
aryl or heteroaryl or OR1, SR1, NR3R4, X is S(O)n or s(OYNRG, and all of Wiwz2,z1,72
must be hydrogen: composltions and methods involving sych compounds;

- 75-87, 93-102 partly
. Compounds wherein R1 Is aratkyl, cycloalkyl or alkyleycloalkyl , R2 1g aryl or heteroary! or
. OR1, 8R1, NR3R4, X is CO, and W1 W2,21.22 am sejected from (i)-(v) as defined in

claim 75; compositions and methods involving such compounds:

88-92, 93-102 partly

compounds wherein R1 ig ary! or heteroaryl, R2 ig cycloalkyl, cycloalkenyl, heterocycly! or
heterocycloalkenyl, X is S(O)n or s(O)nNRs, and W1,W2,21,22 are selected from (1)-(v) as
defined in claim 75; compositions ang methods involving such compounds;

The reasons for which the inventions arg not $0 linked as to form g single general inventive

Form PCTHSAR3? (Separate Sneeat) (Shaet 1) {EPC-Apn 2005)
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WRITTEN OPINION OF THE : international application .
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/U82007/003134

concept, as required by Rule 13,1 PCT, are as follows:

The present application relates to compounds which are suitable as 11-beta HSD1
inhibitors. Claimed are Compounds of {different) formulae (1) as defined in independent

11-beta HSD1 inhibitors wherein X is 802, SO2NH, or CO, are known in the state of the

art (WO2005/118538, example G: US2005/0288308, formula (1), W02004/089416. page
210, fine 4).

11-beta HSD1 inhibitors wherein the piperidine or piperazine ring is unsubstituted or
substituted with alkyl are known In the state of the art (WO2005/1 18538, example G;
U82005/0288308~. eéxample 25), .

11-beta HSD1 inhibitors wherein the piperidine or piperazine ring is Substituted by an aryl

group corrsponding te R2 are known in the state of the art{WQ2004/089416, page 210,

Form PCTNSA237 (Separate Sheet) (Sheet 2) (EPO-April 2005)

NO. 4464—P. 10/14—gb._
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OCT. 21. 2008
WRITTEN OPINION OF THE | International application No. !
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2007/003134

s The special technical features of the first invention (claim 1) which make the relevant

- difference over the 11-beta HSD1 inhibitors known in the prior art are the features: (a) R2
} is aryl or heteroatyl: and (0} Xis S(O)n or S(O)nNRS: and {c) one, two, three or four of
W1,W2,21.22 are different from hydrogen and are selected from groups (i)-(iv) as defined
in claim 1,

The further independent claims 49, 75, and 88 do not contain these special technical
features (a).(b),(c) or an squivalent thergof. The inventions defined in claims 49, 75, and
88 therefore are not so linkeg with the first invention as to form a single commen inventive
j concept,

—— e ol

ilar
and 88 do not share the same or corresponding common technical features which as a
whole make a contribution aver the prior art in the sense of Rule 13 PCT ang therefore are
. not se linked among each other as to form a common single inventive concept.

! The search has been carried out for the invention first mentioned in the claims, i.e, claims
) 1-48, and claims 93-102 partly, insofar said claims 93-102 relate to compounds of farmula
{1) as defined in claims 1-4a.

Re ltem v,
1. Reference is made to the following documants:

D1: WO 2005/115983 A (KALYPSYS INC [US]; ZHAO CUNXIANG [US]; MALECHA
l JAMES W [US]; NOBLE STE) 8 December 2005 (2005-12-08)

] D2: MICHAEL DB, FENSTER, BRIAN Q. PATRICK, GREGORY R, DAKE:

] . "Construction of azaspirocyclic ketones through alpha-hydroxyiminium ion or

| alpha-siloxy epoxide semipinacol rearrangements” ORGANIC LETTERS, vol. 3,
! no. 13, 2001, pages 2109-21 12, XPQ02444780 - '

’ D3: ROBERTR. FRASER, T. BRUCE GRINDLEY, SALVATORE PASSANNANT]:

|

’ I Form PCTASA’237 (Separate Shuet) (Shoet 3) (EROAgri 2008)
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WRITTEN OPINION OF THE ' International application Na.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2007/003134

CAN. J. CHEM,, vol. 3, 1975, pages 2473-2480, XPO09087397

D4: YOSHINAO TAMARU, MAKOTO HOJO, SHIN-ICH] KAWAMURA, ZEN-ICHI
YOSHIDA: "Synthesis of five- and six-membered nitrogen heterocycles via a
palladium(u)-catalyzed cyclization of unsaturated amides” J, ORG. CHEM., vol,

.51, 1986, pages 4089-4090, XP002444781

D5: RICHARD D. GLESS, HENRY RAPOPOQORT: “6,7-Benzomorphans.
Stereospecific synthesis of 2,9alpha- and 2,9beta dimethy}-2'-methoxy-6,7-
benzomorphans” J. ORG. CHEM,, vol, 44, no. 8, 1979, pages 1324-133s,
XP002444782

D8: US 2005/288308 A1 (AMRIEN KURT [CH] ET AL) 29 December 2005 (2005-
12-29)

D7: US 2006/025455 A1 (AMREIN KURT [CH] ET AL) 2 February 2006 (2006-02-
02) -

D8: WO 2005/118538 A (AMGEN INC [US); DEGRAFFENREID MICHAEL R [Us);
POWERS JAY P [US]: SUN D) 15 December 2005 (2005-12-15)

D9: WO 2004/089416 A (NOVO NORDISK AS [PK]; KAMPEN GITA CAMILLA
TEJLGAARD [DK]; ANDERSEN HEN) 21 October 2004 (2004-10-21)

D10: WO 2006/002350 A (INCYTE CORP [US]; YAQ WENQING fUS); ZHANG

COLIN {US}; AGRIOS KONSTANTI) 5 January 2006 (2006-01-05)
D11: WO 2007/070506 A (AMGEN INC [US]; POWERS JAY P [US); SUN
DAQING [US]; TU HUA [US]; YAN X) 21 June 2007 (2007-06-21)

and the use thereof for the treatment of type 2 diabetes, syndrome X, obesity,
dyslipidemia.atheroscferosis. and wound healing (examples

6,7,19-21 ,23-25,68-73,77,78,81 -83,90,94,58-1 14,118,149,177,192-1 95,1971 ag,
200,204,206,209,213-222, 224,226-229,231,232: paragraphs 174-176, claims
52,66,71,94), The subject matter of ¢claims 1-8,17,27-29,35-42,93-99 and 102 lacks
novelty in view of this disclosure.

Document D2 discloses a compound 2¢ which falls within the scope of ¢claims
1.3,4.6-8.14. and 27.

Form PCTNSA/237 (Suparate Shest) (Sheat 4) (EPO-Aprl 2008)
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WRITTEN OPINION OF THE International appiication No,
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2007/003134

Document D3 describes 2-methyl-4-phenyl-N-p-toluenesulfonyrpipen’dine and
N—p-toluenesulfonyl-H-2,6-dimethyl+4-phenylpiperidine which correspond to claimg
1,3-8,14, and 27.

Compound Sg of document D4 is novelty destroying for the subject matter of claims
1,3,6-8,14, and 27. )

Compound 61 of document D5 is cited against the novetty of ciaims 1.3,4,6,and 27.

Documents D6-D8 relate tg describe 11-beta HSD1 inhibitors and may be considered
as the closest prior art for the subject matter of claim 1,

Documents D6 and D7 describe 1 1-beta HSD1 inhibitors of formula (1). The subject
mafter of claims 1.4.5.21.22.27-34.93-98.100,101 is considered as a selection from
the compaunds of D§ and D7, formula (1), for R4 ig piperidyl substituted with e.g.
alkyl, aryl, or certain heterocycles (cf. D8, paragraphs 1,8,9,15,28-30,69.71; D7,

over the compounds suggested in Dg and D7. The subject matter of the
abovementioned claims is therefare obvious.

The subject matter of claims 1,3-10,14,15 27-34 and 93-100 is considered as a
selection from the compounds and methods suggested in 0§ (formuia (1) with
Neye=(b): pParagraphs 31-32). Again, it is not apparent from the present application
that the selection made resuits in any unexpected or non-obvious features of the now
claimed compounds over the compounds suggested in DB. The subject matter of the
abovementioned claims is therefore obvious,

Insofar the claimeg compounds correspond 1o the general formula (1) of D1, such
compounds, and compositions and methads according to claims 93-99 and 102 are
obvious in view of D1 (ck:D1 claim 94),

Form PCThSA/237 (Separate Sheelj (Shoe 3)(EPO-April 2005)
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INTERNATIONAL SEARCHING
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Internatianal application No.

AUTHORITY (SEPARATE SHEET) PCT/US2007/003134

4.

For the assessment of the present claims 93-102 on the question whether they are
industrially applicable, no unified criteria exist in the PCT Contracling States. The
patentability can also be dependent upon the formulation of the claims. The EPQ, for
example, does not recognize as industrially applicable the subject-matter of claims to
the use of a compound in medical treatment, but may allow, however, claims to a
known compound for first uge in medical treatment and the use of such a compound
for the manufacture of a medicament for a new medical reatment

Re item VI.

D12, published on 21 June 2007, with priority of 14. Dec, 2005, discloses compounds
and methods which fall within the scope of claims 1-10,14,27,35-44,47,48 93-100
(examples 1-7, paragraph 1, claims 1,28).

Form PCYNSA/237 (Separate Sheet) (Sheet §) (EPO-Aprl 2005)



