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Referencia: Expediente No. 07.134.135
Solicitud de Patente de Invencion titulada: “Tigeciclina y métodos para

preparar 9-aminominociclina”

Solicitante: Wyeth.

MEMORIAL DE ALCANCE

ALVARO CORREA ORDONEZ, mayor de edad y vecino de Bogota D.C., identificado segin
Coo aparece al pie de mi firma, en mi condicién de apoderado de la sociedad en referencia,

manifiesto lo siguiente:

El dia 19 de diciembre de 2007, bajo el numero de radicacion 07.134.135 presenté la
solicitud de patente de invencion de la referencia, para la cual adjunto informe preliminar
internacional sobre patentabilidad, capitulo 1 del tratado de cooperacion en materia de

patentes.
Atentamente,

ALVARO CORREA ORDONEZ

C.¥.No0.79.143.366 de Usaquén
T.P.20.281

Anexo: Informe preliminar internacional sobre patentabilidad, capitulo 1
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- PATENT COOPERATION TREATY

.

PCT

NOTIFICATION CONCERNING
TRANSMITTAL OF COPY OF INTERNATIONAL
PRELIMINARY REPOR'T ON PATENTABILITY
(CHAPTER I OF THE PATENT COOPERATION
. TREATY)

To: 234601 14203351%001468 P.3-18 D"D
PCT/US2006/0205%

From the INTERNATIONAL BUREAL]

e pas) for] CXPl Al

MCDONELL, Leaslie, A,

FINNEGAN, HENDERSON, FARABOW, GARRETT &
DUNNER LLFP

S01 New York Avenue

Washington, OC 20001-4413

(PCT Rule 44bis. [(c)) ETATS-UNIS D'AMERIQUE
o Date of mailing (day/inontl/vear)
13 December 2007 (13.12.2007)
Applicant's or :.;gem's file refe'rehc.e
1142-381-304 TMPORTANT NOTICE

Iuternational application No. International filing dute (dawmonivyear) Privrily dute (dawmonmvyear)
PCT/US2006/020536 25 May 2006 (25.05.20086) 27 May 2005 (27.05.2005)
Applicant '
WYETH et al

Treaty)

The Interontional Burcau trunsmits herewith a copy of the international preliminary tepon on patentahility {Chapter 1 of the Patent Cooperation

‘I'he Intemational Burcau of WIPO
34. chemin des Colombettes
1211 Geneva 20. Switzerland

| tacsimile No. 441 22 338 82170

Authorized officer

W3

Nora Lindner ). B

e-matl: pi02.petd@ wipo.im

"~ PCT/IB/326 (Jonuary 2004)

\
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51 Fr- orm: FIMMNEGAN HENDERSOM

PATENT COOPERATION TREATY

PCT

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY

(Chapter I of the Putent Cooperation Treaty)

To: 234601 14203814001 408 P. 4710 D"D

(PCT Rule 44bis)
Applicant’s or agent's (il reference FOR FURTHER ACTION See jtlem 4 below
1142-381-304
International upplicution No. Tnternational filing date (day/moniivyear) V'riority date (day/manthveaar)
PCTAIS2008/020536 25 May 2006 {25.05.2006) 27 May 2005 (27.05.2005)

Intemnational Patent Classitication (8th edition unless vlder edition indicated)
See relevant information in Form PCT/ISA/237

Applicant

WYETH

1. This international preliminary report on pateatability (Chapter [ is issued by the Intemational Bureau on behalfl of the
International Searching Authority under Rule 44 bis. I (w).
2. This REPORT congisls of u total of 7 sheets. including this cover sheet,

In the uttuched sheets, any reference tn the written opinion uf the Intermational Searching Authurily should he read as a reference
to the internations] preliminury repoit on patentability (Chapter 1) ingtead.

Box No. I
D Box No. 1l

Box No. III

Box No. IV

Box No. v

Bax No. VI
Box No, VII

Box No, VIII

OOX X O

date (Rule 44his .2},

3. This report containg indications relating Lo the following itema:

Bosis of the report
Priority

Non-establishment of opinion with regard to novelty, inventive step and industrial
upplicubility

Lack of unity of invention

Reasoned statement under Article 35(2) with regard to novelly. inventive step or industrial
applicability; citations and explanations supporting such statemens

Cerlain documents cited
Certain defects in the international application

Certain nhservations an the internstional application

4, The Internutional Bureau will communicate this report to designated Offices in accordance with Rules 44bis.3(c) and 93bis.1 but
not. exccpt where the applicant makes an express request under Article 23(2), hefore the expiration of 30 months from the priority

Date of tssuunce of tus report
30 Novermber 2007 {30.11.2007)

Facsimilec No. +41 22338 82 70

The Intcrnationa! Burcou of WIPQ
34, chemin des Colombattes _ \
1211 Geneva 20, Switzerland : Nora Lindner

Authurized officer

e-maik: ptO2. pet@wipo.int

Fonn PCT/IB/373 (January 2004)
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~.

To:2346011420381+001400 P.S5-10 0 B

PATENT COOPERATION TREATY

From the v

INTERNATIONAL SEARCHING AUTHORITY

- PCT

, WRITTEN OPINION OF THE
' see form PCTASA220 INTERNATIONAL SEARGHING AUTHORITY
, | (PCT Rule 43bis.1)

Date of malling
(day/monihjear) sea form PUTASAZ10 (aecond cheet)

Applicant's or agent's file reference FOR FURTHER ACTION

sae farm PCTASARZ0 S paragraph 2 below

International app"czﬁon No. Infemational ﬁung date (dayimonthyear) Priofity dale (dayinonihyaar)
PCTAIS2006020536 25.05.2006 27.05.2005

irermational Patent Classification (IPG) or bath national dassifiestion and PG
INV. C07C23102 CO7C237/26 AG1K3165 AG1P3100

Applicant
WYETH

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

id Box No. Baslis of the opinion

[3 BaxNo.il  Priority

[ BoxNo.ll  Non-estabilishmant of opinion with ragard to novalty, inventive step and industrial applicability
{3 BoxNo.lV  lLack of unity of invention

Id BoxNo.V  Remsoned statement under Rule 43bis,1{a){i) with regard to novelly, inventive step or industrial
applicability; citations and axplanations supporting such statement

(X BoxNo, VI  Cerlain documents clted
[2] Box Ne. Vil Certain defects in tha international application
[ Box No. VIIi Certaln obsarvations on the intarnallonal application

2. FURTHER ACTION -

if & demand for intarnational prellminary examination 16 made, this opinion will usually be considered to be a
written opinion of the International Preliminary Examining Autherily ("IPEA") except that this does not apply where
the applicant chooses an Authority other than this one to be the IPEA and the chosen IPEA has notifed the
intarnational Bureau undar Rule 66.1bix(b) that written opinions of this International Searching Authority

wlll not be so considered,

# this opinion is, as provided above, considersd to be a written opinion of tha IPEA, the applicant is invited to
submit to the IPEA a written reply together, where appropriate, with amendmants, before the expiration of 3 menths
from the dale of malling of Form PCTASA/Z220 or bsfors the explration of 22 manths from the priorily data,
whichaver sxpiras later.

For furthor options, see Form PCTASAR20.

3. For further datalls, see notes to Form PCTASA/R220,

Nama and mailing addrass of the 1ISA: Date of complation of Authorized Officar
. © | this opinion lé*"" .
European Patani Office see form i %
K D-80298 Munich PGTASAZ1O0 GRENOUILLAT, N 5 a i
—————= Tl +49 80 2399 - 0 Tx: 5235656 epmu 4 % o+
Fax: +40 89 2300 - 4465 Telaphone No. 449 89 2399-8914 o

Form (FCTASAZAY) {Cover Sheot) {April 2005)
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To:2346011420381%081400 P.6-18 [0

WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHORITY PCTAIS2006020535

Box No,1 Basis of tha opinion

1. With regard to the language, this opinion has been established on ths basis of:
the international application in the language in which it was filad

O  atranglation of the International application into » Which Is the language of a trangtation furnished for the
purposes of international search (Rules 12.3(a) and 23.1 {b)).

2. With regard to any nueleotide andlor amino acid sequence disclosed in the international application ang
necessary to the claimed Inventlon, this opinion has besn established on the basls of:

a. type of materiai
[Q a sequénca listing
(1 table(s) related to the sequence listing
b. format of material:
(I on paper
[ in electronic form
¢. time of filngAurnishing:
0 contained in the International application as filsd.
Ll filed together with the international application in electronic fbrm.

U} furnished subsequently to this Authority for the purposses of search.

3. L1 In addition, in the case that more than one verslon or copy of & sequence listing andbor tabla relaling therato
has been fited or furnished, the required statements that the information in the Subsequent or additional
coples is identical to that In the application as filed or doss not go beyond the application as filed, as
appropriate, were furnished.

4, Additonal comments:

Form PGTASA/ 237 (April 2005)
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Ny WRITTEN OPINION OF THE international application No.
INTERNATIONAL SEARCHING AUTHORITY PCTAUS2006020536

Box No.V  Reasoned statement under Rule A43bis.1(a)(1) with regard to Novelty, inventive step or

industrial applicability; citations and explanations supporting such statement

+ 1. Statement

Novelty (N) . Yes: Claims 1-51
No:  Claims 52-60

Inventive step (1S) Yss: Claims 1-51
No: Claims 52-60

Industrial applicability (14) Yeés: Claims 1-60
No: Claims

2. Citatlons and explanations

560 separate sheet

Box No. VI Certain documents cited

1. Certain publishad documents (Rules 43bis.1 and 70.10)
and /or
2. Non-written disclosures (Rules 43b4s.1 and 70.9)

see form 210

Form PGTASA/237 (ApHil 2005)
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To:E23460114283814061468 P.32-10 D”D

*»

WRITTEN OPINION OF THE
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET)

international application No.

PCT/US2006/020536

Reference is made to the following documents:

D1: Drugs of the Future, 2001, 26, 851-858

2: US5675080
D3: Journal of Organic Chemistry, 2008, 68, 5838-5851
D4: Journal of Medicinal Chemistry, 1994, 37, 184-188

Re ltem V.
Reasoned statement with regard to novelty, inventive step or industrial
appllcability; citations and explanations supporting such statement

1. The present application does not mest the criteria of Article 33(1) PCT, because
the subject-matter of claims 52 to 60 is not new in the sense of Article 33(2) PCT.

The compounds disclosed in this application are already known (see D1),
therefore the subject-matter of claims 52 to 54 Is not new in the sense of Article
33(2) PCT.

. Moreover the use of the compounds disclosed in this application In a composition
Is also not new in the sense of that these compounds were alrgady known and
characterized (see D1 and D2), therefore the subject-matter of claims 55-60 is not
new in the sense of Article 33(2) PCT.

2. The document D1 is regarded as being the closest prior art to the subject-matter
of claim 1, and discloses (see Paragraph "Synthesis" p 851):

A process for the synthesis of tigecycline comprising the steps of:

- nitration of minocycline with KNO, and H,SO, to form a 8-nitro derivative,

- reduction of this 9-nitro derivative with H, over Pd/C in 2-methoxyethanol/2N
H>S0, to provide 9-aminominocycline, :

- acylation of 9-aminominocycline either a) with 2-bromoacetylbromide in N, N-
dimethylpropyleneurea (DMPU) to form 9-(2-bromoacetamido)minocycline,
followed by reaction with tert-butylamine to yield after purification the attended
tigecycline, either b) with N-tert-butylglyeyl chloride to form directiy the attended
tigecycline.

Form PCTASA/Z37 (Separate Sheet) (Sheet 1) (EPO-Ap1l 2005)

S
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To: 2346011420331 +001460 P.9-16 D’D

~a

WRITTEN OPINION OF THE f internationai application No,
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2006/020536

The subject-matter of claim 1 differs from D1 in that the nitro-intermediate is not
isolated from the reaction mixture and direct involving in the reductive step (the
expression "reaction mixture slurry” was considered to relate to a reaction mixture
in which no compounds are isolated) .

The subject-matter of claim 1 is thersfore new (Atticle 33(2) PCT).

The problem to be solved by this application is to find a process which produce
the minocycline derivates in a purer form and more specially contaminated with a
less amount of the C4-epimer,

According to comparatives exampies 1 and 2 using the method described in D1
(see pages 50-55 of this application), the isolated aminominocycline derivate 4)is
contaminated with 1.75% to 3.88% of the Cd-epimer, According to example 1
using the method claimed in this application (see page 49 of this application), the
isolated aminominocycline derivate (4) Is contaminated with 0.9% of the C4-
epimer.

None of the documents cited in the search report show or suggest that the non
isolation of the nitro-derivatives would allow to higher the purity of the -
aminominocyclines. Therefore the subject matter of claim 1 appears to be-novel
and inventive. '

Claims 2-51 are dependent on claim 1 and as such also meet the requirements of
the PCT with respect to novelty and inventive step.

3. Further remarks

3.1 Claims 1, 35 and 44 are not supported by the description as required by Article 6
PCT, as their scope Is broader than justified by the description and drawings. The
reasons therefor are the following: '

Claims 1 and 35 claim the formation of an intermediate rasulting of reaction of a
nitrating agent with a compound of formula 2, According to the description of the
complete reaction scheme described in thig application, the only intermediate
formed seems to be tha 8-nitrominocycline derivate (compound 3). Therefore the
term "intermediate” using in claims 1 and 35 without precising the nature of this
intermediate, renders the scope of the claims broader than justified by the de-
scription.

Form PCT/ASA/RS? (Separate Shaat) (Sheot 2) (EPO-Aprl 2005) -
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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING ‘
AUTHORITY (SEPARATE SHEET) . 5 PCT/US2006/020536

i Likewise claims 35 and 44 claim the formation of a second intermediate resuiting
of reaction of a reducing agent with the intermediate of formula 3. According to the

A description of the complete reaction scheme described in this application, the only
intermediate formed seems to be the 9-aminominacycline derivate (compound 4),
Therefora the term "intermediate” using in claims 35 and 44 without precising the
nature of this intermediate, renders the scope of the claims broader than justified
by the desecription.

3.2 Claims 20, 21, 30-33 do not meet the requirements of Article 6 PCT in that the
matter for which protection is sought is not clearly defined. The claims attempt to
define the subject-matter in terms of the result to be achieved, which merely
amounts o a statement of the underlying problem, without providing the technical
features necessary for achieving this result.

3.3 Inclaim 48 and in the description on page 20 paragraph [079], the second step
concerning the acylation is missing.

3.4 The units psl employed in claims 11 and 12 and on pages 15, 49 and 54 is not
recognized in international practice used, contrary to the requirements of Rule
10.1(d) PCT.

3.5 Contrary to the requirements of Rule 5.1(a)(ii))PCT, the relevant background art

disclosed In D1 and D2 is not mentioned in the description, nor is these
documents identified therein.

Be ltem Vi
Certain dacuments cited
Certzin published documents

Bioorganic & Medicinal Chamistry Letters, 2006, 16, 400-403
Available online; 21 October 2005

Form PCTASA/23T (Soparate Sheat){Sheet 3) (EPO-April 2005)
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SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No.07-134135

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 592 DE

FECHA 30 DE MAYO DE 2008 EL TERMINO HABIL SENALADO POR LA LEY

EXPIRA EL 28 DE AGOSTO DEL 2008

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicacion
en la gaceta de Propiedad Industrial, debera solicitar y cancelar el examen de
patentabilidad so pena de que la solicitud caiga en abandono, de acuerdo con lo
establecido en el Articulo 44 de la Decision 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
SI NO_ X




