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Referencia:  Expediente No. 07.135.330
Solicitud de Patente de invencidn titulada: “Tigecicling y mélodos para

preparar Y-nitrominoeicling™

Solicitante: Wyeth

RESPUESTA AL AUTO NOTIFICADQ POR FIJACION EN LISTA NO. 26

DEL M DE FEBRERQ DE 2008, OFICIO NO. 1101 (EXAMEN DE FGRMA)

ALVARO CURREA ORDONEZ, mayor de edad y vecine de Bogotd D.C., identificado tal como
aparece al pie de mi firma, en mi cardcter de apoderado de la sociedad ¢n referencia, doy

respuesta al auto emanado por ese Despacho dentro del término legal:

1. El documento de cesidén del derecho de patente del mventor al solicitante fue

presentada junto con la solicind el dia 21 de diciembre de 2007 ¥ obra en folios a2 2%,

2. De igual manera, sdivato 2l Reporte Preliminar Internaciona! sobie Potentabilidad ¥

opinidn ¢serita.

3. Aprovecho esta oportunidad para solicitar al Examinador mayor claridad solwe las

objeciones fortnales a las solicitudes de patente, por cuanto en el presente oficio no es claro

si hace falta la Nirma de un inventor, o los nembres de los inveniores no coinciden con los del

petitorio, o la legalizacion es imcorrecta, o definitivamente no se presents este documenta,
c... La objecion presentada por el Examinador no es clara y deja al solicitante en un estado

de incertidumbre por cuanto el documento se presentd junto con la soiicitud y no se sabe
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—rrm— -
—

Box No. | Baalg of the opinion

—

TOWAEh reoard Lo the tanguange, Ihis opinion bas been astablisked on the basls of;
= the ialeimatiznal applcation W e fanguags ir which il wag fllag

L7 a banslation o the inlgengtional application inte |, which |s the faaguane of & iransiation furaished for the
purpuses af infarnationat search (Rulas 12.3(2) anad 2249 o))

2. With regard (o any nucieolide andpt amine aeid sequencs disclased in the international application and
ngctssary ko the elained invantion, this opinion has been established on the basis of:

& type Of Materiak
O & sequence lising
0 table(s) welated ta lhe sequenes Hsting

L. formaf of marerial:
O onpaper
O o efastronic form

. ¢, lime of ingfurnishing:

O coniained in the imematong speicalion as ted,
O tiled logether with the internatiana) applieation in elastromic form,

(1 furncghed subsequently io this Authoddly fos the Purposes of search.

3.0 In edudiben, inthe case that mere lhan one vorsion of copy ol a sequence isting andior table relating thereta
nas been flled or lurnished, the requlred statements that the information In e subsequent or edditiangl
gopies is idantical 1o thal in Lhe application as filed gr does not Qo beyond the application as fled, as
apoiojariate, were Kirmished,

&, Addiponal conmsnts:

Fanm POTASASZ3T (Apd] 2305}
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WRITTEN QPINION OF THE International application Mo,
INTERNATIONAL SEARCHING AUTHORITY PCTMSEDDEMEDMD

Box Mo, 1Y Ladt of unity of invention

1 B Incesponss o He invitation (Form POTASAROR) 0 pay addigonal fees, the applizant hag, wilhin |l
applicaklz e limit:

paid Additional fees

i O

paid atditional fess undar protast and, where applicabls, the prolest tee

pald adddtionyl lees under protest but the apollzable protest fee was hol paid

H O

not paid agaltianal legs

I This Autkority found that the requirgMent ol unity A Inventan is nob comelied with and chase nol o jnvile
{he applicant 10 pay addtional lees,

T3

3. Thig Awtharity conslders that the requirement of Ly 7 invenlion in Accordance with Fule 13,79, 732 and 13.3 It

=

= compligd with
& not complied with for tha lcllowing reasbns:
apa zoparaic sheet

4. Cansequently, this report has been satablished in respest of the toliowing parts ol Lhe international application:
T all parts.

Bl the parts relatnd 0 claims Nog, 1-28 32-40

g — - LA e——— e . T ———— AR —ens .

Eox Mo. ¥V REasoned sialement under Rule 43b45.1(200 with regard to novalty, invent/ve step ar
induslrial 3pplicability; cilatfons and explanalions supporling such statement

7. Statement

Mavelty (W) Yes: Claims 1-28
Mo DlRims 32-40
vEndive slep (13 Yes Claims T-28
We: Claims
Inditstsial applicatility (1A Yes: Clalms 1-28,32-46
No:  Claims

. Citatipns and egxplanations

[

s0C separate shest

form PGTAGA; 237 April 2005)
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Baox Mo, Vi Lerlain documaenls ciied

1. Certain publishad documems (Rules 430m.T and 70.10)

ang far

he

Man-writtan Ciscloewres {Pulos 430i8,1 ang 70.8)

cok form 210 .

Farr PLTESA)ZEY (Apdl 2008)
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Relerence is made to the following documents:

D1 Drugs of the Future, 2001, 26, 851858

D2+ USRE75030

23: Journal of Orgaric Chamistry, 2003, 68, 5838.5851
04: Journal of Medicinal Chemistry, 1984, 37, 184-188

Fe item IV; Lack of unity of invention

1. This Authority congiders that there are 2 groups of invention covared by the daims
indicated as follows:

Claims 1-28, 32 (part}-40{part} directed to & method for preparing at least one
compound of formuta 1 of the application or 3 pharmaceutically acceptable salt
thereaf, comprising a) reacting at /east one mitrating agent wilh af teast ane
compound of farmuta 2 of the appfication or a salt thereof, to produce & reaction
rizture comprising an intormediate, ard b) furbisr fegeniy the imtermedlare 1o
form at least are compound of formuia 1 of the application, wherein the
intgrmediate is nol isolated from tha reaction mixiure {regerding claims 26-28 the
"slurry” was considerad [o relats to a reaction mixture in which no gompounds are
isnlatad).

M Chms 2931, 32(part}-40{part} directed to a method for preparing gt least ans
compound of farmula 3 of the application or a salt thereof, compriging a) reacting
al feast ong nitrating agent with at leasl ane compaund af formula 2 of the
application or 3 salt thereof, wherein the (eacting s periotmed at a emperatyre

. ranging from-5 to 159C.

. Z.  The document D1 1s regarded ag being the clesest prior art and discloses (ses
Paragraph "Synthesis" p 851}

A piocess for the synthesis of bigecyeline comprising the steps of:
- niiration of minagycline with KNO,, and H,8C  teform a 9-ntro derivative,

Fum PRTATRZE? (Eaparale Shesl) (Sheet 1) [EFG Apdl 2003}
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- rgchuction of this 8-nitro derivatve wlth M, aver PG in 2-methogyethanal/eN

' k.50, to provide 8-aminominogycline,
- aviation ¢f S-amingminocycling either a} with 2-bromoacetylbromide in N N-
dimethylpropyleneurea {DMFU) to form 9-{2-Dromoacetamigoiminocyciing,
followed by reaction with len-butylaming to yield aftar purification the attended
ligecycling, aither b} with N-tert-butyigiyey! ehioride to form directly the attended
tigecycling.

3. Theréfare, the differences Detween the disciosure af D1 and the fwo itveniions
can be defined as follows:

Claim 1: The subjact-matler of ¢faim 1 differs from D1 in that the nitre-intermadiste
g pof isolgied Itum The reaction mixture but directly Involved in the reductive step |

. Claint 28! The subject-maiter of claim 29 differs from D7 in that the first step of
nirration is performed at 4 spacific terperature ranging from & to 15,

4. Slarting from the process distlosed in D1, and according 0 the examples and
ccrmparatives examples des¢ribad in this applicalion, it appears that aleims 1 and
28 sohve the same prablem: how to modily the process (0 get the minocycline

- ——Gerivaies in 8 purerdarm and more specificaiy-contaminated with a less amowunt of
ihe C4-apimer,

£ The special lechnical feature of clalm 1 s the non isalation of the nitrg-
intgrmediate from the raact/on mixture.
The special technical fzature of glaim 29 le the specific range of temperature of
the first slep (niration),

& Slnce the special technlcal features are neilher nor cerrespending, there are ad
. sarme O corresponding spacial technical fealures sharaed by Independent claims 1
and 28 af the inventien, Therefore the twoe groups of oaims define two differant
inventiens nat iinked by a singls general inventive cancept. The application, henca
does not meet the reauirements of unity of invention ag delined in rules 13,7, 18.2
FCT.

Form FOTASARZIT [Supaiate Sneot] (Sheel 21 {EPCH Al 2005)

¥
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Ra lem V.
Reasoned stalement with ragard to novalty, inventive stop or industrial
applicabllity; cltations and explanations supporiing sush statement

1. The present applicalion does nol meet ths critarla of aAdicle 324%) PCT, because
the subject-matrer of claims 32 to 40 is nol new In the sense of Article 33(2) PCT,

The compounds disclosed in this application are alrsady known (see D1),
theratore the subject-matter of claims 32 and 34 is not new in the sense of Anicle
332 PCT.

Moigtver \he use 0f the compounds disclozed in this application in 3 compasition

. is also not rew in The sense of that these compounds ware already known (see M
ang 2%, theredors the subject-matter of claims 35-40 is Not new in the schse of
Articte 23(2} PCT,

2. Document D1 is regarded as bemgme closest 1 prior art 10 the subject-matter of
——Clgim 1-{gee-above)-——— PP

The subject-matter of claim 1 dilfers fram £ in that tha nitro-intermediale is not
isolated from the reaction mixtue and dirgct invoiving \n {he reductive stap |

The subject-Maitar of claim 1 is therefare new (Aricle 33{(2) PCT).

The pioblem to ba 20lved by this application is tg find a process wivich produce
the minocygling defivales in & purer form and more specially contaminated with a
. less amourt Of the C4-gpimer,
According to comparatives examples 1 and 2 uglng the method deseribed in D1
(see pages 44-56 of this application), the isolated aminominngygline desivate (4) s
. conaminated with 1.75% (o 3.86% of the C4-epimer. Agcording te exampie 1
using the method claimed in this application (see page 50 of this application’, the
tsntaled aminominocycling dervate (4) is contaminated wilh 0,9% of the C4-
gpimar.

Farm, PLTMER22T (Separste Sheat) (Shaat 3) (EFO-sprii 2305)
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3.3

D7 disclases the purification of compounds of formuila 1, contaminated with tha
C4-epimer and oxidative degragalion by-products by perfarming an gxtraction on
the crude compolnd. The purily of the final compounds cbtained by this method is
32 1o 28.5%. There is no indication in D2 to modify 1o processg Of the aynthasis of
sUMpEUnus ab iofmula 110 arder to get them in a purer form fcolumn 2 line 57 to
eolurmn 3 fineg 35).

Nore of tne docurnents gited i the search report show or suggest thatthe non
igolation of the nitro-derivatives would allow to higher the purity of the 9-
aminominocyelings. Theréiore the subject matter of claim 1 appears ta ba nove!
ang inventive,

Claims 2-28 e dependent on daim 1 and 25 such also meet the requirements of
ihe POT with respect 1o novelty and inventive steg.

Funher remarks

Tlaims 1, 24 and 26 are not supporied by the description as required by Article 6

FETF; as-thei~scope is broader than justified Dy thedescription-and-drawings, The - -

reasong therefor are the following:

Claims 1, 24 and 26 claim the formatian of an inlermediate resulting of reaction of
a ritrating agent with a compound of formula 2. According to the descriplion of the
complete reaction scheme teearibed in thie anplication, the only Intermadiate
tormad seams 1o be the g-nitraminocyciine derivale {compound 3). Therefors the
term "intermediate” using in claims 1, 24 and 26 without precising the nature of
this intermediate, renders the scope of (he claims broader than justifisd by the de.
siription.

Claim & refars to the cancentration of the nitrig acio kot (ails to define if it (s tha
concentralion of the mirie geid solution used for the reaction or the corcentration
in the reaction mixiure. Therefore claim g is not clear and doag not meet the
requirement of Aricle 8 PCT.

Claime 18 and 19 do not mest the requiremeanis of Article 5 PCT in that the matier
lor which protection is sought is not clearly gefined. The claims aftempt o define

Form PETASARET [Swpartie Sheei) (Shoet 4] (EPO-Anr! 30J8)
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the subjecit-mattar in tarms of the resultio be achieved, which merely amounss to
. a statement of the underlylng probiem, without providing the technical features
necassary for achieving this resuit.

3.4 Claim 26 dogs not meet the requiremant of Article & PCT In that clairn 26
cmprises 2l the features of claim 1 {“slurry” is defined 25 being the reaction
mixture of step (a)) and is therefore not appropriately formulated as a olaim
dependent on the latter {(Ruwe §.4 PLT. Clairns 27 and 28 are dependent on claim
28 and also doas not meet {he requirements of Article § PCT,

3.5 Contrary o the requirements of Rule 5.1 (a}{i)PCT, the relevant background an

disclozed in 01 and D2 is not mentioned in the deacription, nor i¢ these
fncumanis identilied therein.

. Ae tem V|

Certain docurments cited

Certain published documents

o= Ricorganic & Medicingl Chemistry Letters, 2008, 19, 400F403———— ~ T T

Availablz onling: 21 Oclober 2008

Tarm PCTASARAET (Dbraraie Shawl) [Shaw ) (EPCAntll 2005)
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Comunicaciones para efectc de su publicacién en la Gaceta de Propiedad Industrial.

COmplase ﬂ ’ "I‘ }fﬁﬂ
Dads en Bogotd DC, the Sl

ATIX CARMENZA CEELZPEDES IE VERGEL
Jefe de la diviaidn de Nuevas Creaciomnes
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Industria y Comercio

CUPERINTENDEMC A

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 07-135330

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDLSTRIAL No 802 DE

FECHA 31 DE MARZO DE 2009 EL TERMINO HABIL SENALADO POR LALEY

EXPIRA EL 02 DE JULIC DE 2009

NOTA: Dentre del plazo da los seis (6) meses sigutentes a partir de |a fecha de publicacion
en la gaceta de Propiedad Industriel, deberd solicitar y cancelar e examen de
patentabilided so pena de que la solicitud caiga en abandono, de acuerdo con lo
establecide en el Articulo 44 de ta Decision 486/2000,

SE PRESENTARON OPOQOSICIONES POR PARTE DE TERCEROS.
Si . NO X,




