)
[

SPERIBINIRIA ¥ CORACIG
Radicarion  00BNCH GRORNOS) Falws & 2“
Focha (M0} 2000 12 18 16aSesea

Trants 82 PRTENTEL D | KESISTRW 444 BERES]
Depraswcaa; 2000 DIVIGIEN 0€ MUV CRERCIDNES ; qu

Sefior

SUPERINTENDENTE DE INDUSTRIA Y COMERCIO

DIVISION DE NUEVAS CREACIONES

E. S. D,

Re - A & U MPANY P
“MEZC N LID AGENTES

1 Me refiero a mi solicitud de 3 de Noviembre de 2000 y al auto dictado por ese
Despacho notificado por Estado el 30 de Noviembre del mismo afio

2 Anexas me permito presentar a usted

(a) Copia auténtica debidamente certfficada de la solicitud de patente presentada
para el invento amba nombrado respecto de la cual reclamo prioridad, a saber
la solicitud estadinense ndmero 60/163,990 de 8 de Noviembre de 1999, junto con
su fraduccién oficial comespondiente a las legalizaciones y reivindicaciones, y

(b) Copa debidamente autenhcada por el Notano Sexto del Circulo de Bogota
de los documentos que acredrtan la calidad de traductor oficial de la sefiora Marla
Mercedes Uncoechea, quien elabord la traduccidn de la solicitud estadinense
numero 60/163,990, respecto de la cual se reivindica pnondad en el presente caso

3 Ruego a usted tomar atenta nota de lo antenor y proceder de conformidad
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A A QU EL TE:

DEPARTAMENTO DE COMERCIO DE LOS ESTADOS UNIDOS
Oficina de Marcas y Patentes

10 de octubre de 2000.

LA PRESENTE CERTIFICA QUE LA ADJUNTA ES UNA COPIA TOMADA DE LOS
REGISTROS DE LA OFICINA DE MARCAS Y PATENTES DE LOS ESTADOS UNIDOS,
DE LOS DOCUMENTOS DE LA SOLICITUD DE PATENTE ABAJO IDENTIFICADA Y
LA CUAL CUMPLE CON LOS REQUISITOS PARA QUE LE SEA CONFERIDA UNA
FECHA DE RADICACION SEGUN 35 USC 111,

NUMERO DE SOLICITUD 60/163.990
FECHA DE RADICACION: 08 de noviembre de 1999

Por Autoridad del
COMISIONADO DE MARCAS Y PATENTES

(FIRMA P.R. GRANT
Oficial de Certificaciones

(SELLO DORADO DE OBLEA)
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CERTIFICACION BAJO 37 CFR § 1.10
CERTIFICADO DE CORREO No. EM177639035 US

Certifico que esta Remision de Nueva Solicitud y los documentos que en ella se
refieren como adjuntos son depositados en el Servicio Postal de lo EE.UU. el 12 de
octubre de 1999 en un sobre como “Oficina Postal al Destinatario” bajo el rétulo de
correo No. EM177639035 US y dirigido al Comisionado Asistente de Patentes,

Washington, D.C, 20231.

(FIRMA) JULIE K. LYONS - Asistente

CUBIERTA SOLICITUD PROVISIONAL

La presente es una solicitud para la radicacion de UNA SOLICITUD PROVISIONAL bajo
37 CFR § 1.53 (c). La Solicitud se titula Mezcla de Linezold y otros Agentes
Antibacterianos. Nuestro Caso No. 6293 y consta de: '

8 péginas de Especificacién
3 péginas de Reivindicaciones
1 pigina de Resumen

[x] Ellos nombre(s) y residencia(s) del(os) inventor(es) se indican en la Hoja de
Informacién del Inventor adjunta. r.

AUTORIZACION DE CUENTA DE DEPOSITO. Sirvanse cargar a mi Cuenta
de depésito No. 21-0718 el monto total de la comisién de radicacién de la Solicitud
Provisional para una compaiflia grande (US$150.00) o la suma mayor o menor que el

Comisionado requiera.

Por la presente, la compailia suscrita solicita que toda la correspondencia y
comunicaciones telefénicas relacionadas con esta solicitud sean dirigidas a Ia

Morfa Mo 2l = 1 zaiobon

L SISy &

T ingti 4o




1%

persona que firma este documento a la direccién y teléfono que se indican a

continuacién.

Respetuosamente,

Bruce Stein, Abogado fecha: 99-11-08
Registro No. 27,231

Pharmacia & Upjohn Company

Global Intellectual Property

301 Henrietta Street
Kalamazoo, Michigan 49001

Tel: (616) 833-1127 o (616) 833-9500
Fax: (616) 833-8897 o0 (616) 833-2316

Documentos adjuntos:

[x] Solicitud de patente
[x] Hoja de Informacién del Inventor

Marda Mercedrs Lldrneche.
a5 Mo, 1CC7 hirpueicia
Tragduciora Jursr-ér.ia.ia
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© 60/163,990 — nov 00

1. Una composicion farmacéutica acuosa para administracién IV
de linezold y uno 0 mds agentes antibacterlanos selecclonados
del grupo compuesto por aminoglicosidas, cefalosporinas,
aztreonam, quinolonas y penicllinas, y sales farmacéuticamente

aceptables de lo mismo donde existan.

2. Una composiclén farmacéutica acuosa segin la relvindicacién 1,
donde el agente antibacterlano es selecclonado del grupo
compuesto por gentamicina, tobramicina, aztreonam, cefazolin,
ceftazldina, piperacilina, clprofloxacina, ofloxacina,

levofloxacina.

3. Una composicién farmacéutica acuosa segtin la relvindicacién 1,

donde el agente antlbacteriano es gentamicina.

4. Una composicién farmacéutica acuosa seglin la reivindicacién 1,

donde el agente antibacteriano es tobramicina.

5. Una composiclén farmacéutica acuosa segun la relvindicacién 1,

donde el agente antlbacteriano es aztreonam.
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10.

11.

12.

13.

14.

5

0
Una composicién farmacéutica acuosa segtn la relvindicaclén 1,

donde el agente antibacteriano es cefazolina.

Una composlicion farmacéutica acuosa segun la relvindicacién 1,

donde el agente antibacterlano es ceftazidima.

Una composicién farmacéutica acuosa segun la reivindicacién 1,

donde el agente antibacteriano es plperaciiina.

Una composiclén farmacéutlica acuosa segun la reivindicaclon 1,

donde el agente antibacteriano es ciprofloxacina.

Una composicién farmacéutica acuosa segun la reivindicaclén 1,

donde el agente antibacteriano es ofloxacina.

Una composlicién farmacéutica acuosa segin la relvindicacién 1,

donde el agente antibacteriano es levofioxacina.

Una composlcién farmacéutica acuosa segin la relvindicacién 1,

donde la composicidn acuosa es una solucldon.

Una composicién farmacéutica acuosa segun la reivindicacién 1,

donde la solucién es estéril.

Una composicidn farmacéutica acuosa segun la reivindicacién 1,
donde la mezcla linezolid-agente antibacteriano se hace
combinando una solucién acuosa de linezolid y una solucién

acuosa del agente antibacteriano.

60/163,990 — nov 00




15.

16.

17.

18.

19.

L

Una composlclon farmacéutica acuosa segiin la relvindlicacion 1,
donde la mezcla linezolid-agente antibacteriano se hace
combinando una soluclén acuosa de linezold y un agente

aantibacteriano sélido.

Una composlcién farmacéutica acuosa segun la refvindicacién 1,
donde la mezcla linezolid-agente antibacterlano se hace
combinando una soluclén acuosa del agente antibacteriano y

linezold sélldo.

Una composicién farmacéutica acuosa segun la reivindicacién 1,
donde la mezcla linezolld-agente antibacterlano se hace
combinando una solucion acuosa de itnezolid y un concentrado

del agente antibacterlano.

Una composicién farmacéutica acuosa segun la relvindicacion 1,
donde la mezcla linezolid-agente antibacteriano se hace
combinando una soluclén acuosa del agente antibacteriano y un

concentrado de linezolld.

Un método para tratar a2 un ser humano con una infeccién
bacteriana que consiste en administrar IV al humano infectado
una composiclén farmacéutica acuosa de linezolid y uno 0 mas
agentes antibacterlanos del grupo compuesto por
aminoglicésidos, cefalosporinas, aztreonam, quinolonas vy
penicilinas, y sales farmacéuticamente aceptables de lo mismo,

donde existan.

o remarey,
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20. Un método para tratar a un ser humano que tenga una
infeccién bacteriana seglin la reivindicacién 19, donde el agente
antibacteriano es selecclonado del grupo compuesto por

gentamicina, tobramicina, aztreonam, cefazolina, ceftazidima,

piperacilina, ciprofioxacina, ofloxacina, levofloxacina.

21. Un método para tratar a un ser humano que tenga una
Infeccién bacterlana segun la relvindicacién 19, donde la

composicién acuosa es una solucién.

22. Un método para tratar 2 un ser humano que tenga una
Infeccidn bacterlana seglin la relvindicaclén 21, donde la

solucién es estéril.
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UNITED STATES DEPARTMENT OF COMMERCE

United States Patent and Trademark Office

zzzzz

October 10, 2000

THIS IS TO CERTIFY THAT ANNEXED HERETO IS A TRUE COPY FROM
THE RECORDS OF THE UNITED STATES PATENT AND TRADEMARK
OFFICE OF THOSE PAPERS OF THE BELOW IDENTIFIED PATENT
APPLICATION THAT MET THE REQUIREMENTS TO BE GRANTED A
FILING DATE UNDER 35 USC 111,

APPLICATION NUMBER: 60/163,990
FILING DATE: November 08, 1999

By Authority of the
COMMISSIONER OF PATENTS AND TRADEMARKS
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PROVISIONAL APPLICATION COVER SHEET A’ / P

CERTIFICATE OF MAILING (37 CFR 1L.10)

"Esprem Mall” No: EM117631685 S Date of Depodtt: _{ Jaa2 ool 3, 1919

T hereby certify that this trancmittal topether with the patent application referred to below is being deposited with
the United States Pastel Sexvice "Express Madl Post Office to Addremee™ service under 37 CFR L10 on the date
tndicated above and s addressed o the Commilmioner of Patents and Washlogton, DC 20231,

Nam e Aot -

~ . " ' UNDER 37 CFR 1L.53(c)

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Commissioner of Patents and Trademarks
Washington, DC 20231

TRANSMITTAL OF A PROVISIONAL APFLICATION

Sir:

This is a request for filing a provisional application under 37 CFR 1.53(c). The
application is entitled Admixtnre of Linezolid and other Antibactarial Agents, our Docket
No. 6293, snd consists of:

[ 8 ] page(s) of Specification

[ 3 ] page(s)of Claims

[ 0 ] page(s) of Drawings

[ 0 ] page(s) of Sequence Listings
[ 1 1 page(s) of Abstract

0 A disk containing nucleotide and/or amino acid sequences in a computer readable
format is attached. The contents of the sequence listing in the application is the
same as the document on the disk. (37 CFR 1.821(f) and MPEP 2422.06)

{x] The name(s) and residence addresse(s) of the inventor(s) are sct forth on the
attached Inventor Information Sheet.

0 Asprovided in 37 CFR 1.41(a)(3), instead of providing the names of the inventors at
this time, the applicant identifier is: PNU.

This application is being sent by Express Mail under 37 CFR 1.10 and the required
certificate appears above.

FORM 53P Page 1
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Docket No.: 6293

SPECIFIC DEPOSIT ACCOUNT AUTHORIZATION. Please charge my Deposit
Account No. 21-0718 in the amount of the total Provisional Application filing fee for a
large entity ($150.00 or such greater or lesser amount as the Commissioner may require).
Triplicate copies of this sheet are enclosed for this purpose.

The underuigned hereby requests that all comrespondence and telephone communications
in connection with this application be directed to the undersigned person at the mailing
address and telephone number shown below.

Respectfully submitted,

_@VMM pue:_ 9911 -8

Bruce Stein, Attorney
Registration No. 27,231

Telephone No. (616) 833-1127 or (616) 833-9500
Telefax No. (616) 833-8897 or (616) 833-2316

Hnclosures:
X1 Patent Application
§] Disk containing Nucleotide and/or Aroino Acid Sequence Listing
[x] Invehtor Information Sheet

FORM 53P Pugn 2
5121199
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INVENTOR INFORMATION SHEET
Full name of sole or first inventor: Donald H. Batts
Address: 4303 Old Colony
Kalamazoo, M1 49008
Citizenship: USA

FORM 53P
Iz

Lockel NO.. OL¥2

Page 3
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The present invention is a mixture of sterile solutions of linezolid and

scular entil ial agents.
2. Descrivtion of the Related A

US Patent 5,688,792 (EXAMPLE 5) discloses the antibacterial agent,
linezolid.

The 53" edition of the Physicians Desk Reference (PDR), Medical Economics
Company, Montvale, NJ, 1999 discloses the other antibacterial agents of the
invention. See for gentamicin (p. 964) , tobramycin (599, 1562), aztreonam (p.820),
cefazolin (p. 3023), ceftazidime (p.1100), piperacillin (p. 1531), ciprofloxacin (p.
647), ofloxacin (p. 2180), and levofloxacin (2192).

It is known to those skilled in the art that mixing solations of pharmaceutical
agents can result in phyyical and/or chemical instahility rendering the mixtare unfit for

SUMMARY OF INVENTION

Disclosed is an agquecus pharmacentical composition for IV admimistration of
linezolid and one or moge antibacterial agents selected from the group consisting of an
pharmaceutically accoptable salts thernof wheare such exist.

Also disclosed is a method of treating & humsan with a becterial infection
which camprises IVadministerstion to the infected human &n aquecus pharmaceutical
composition of linezolid and one or mare antibacterial agents selected from the group
consisting of an eminoglycosides, cephalosporing, aztreonam, quinolones and
mdﬂmudphnmmhnﬂylmhbhlﬂumumfwhmmchm

Linezolid, (S)-N-[[3-[3-ﬂumo-4—(4-mﬂph0|my1)l!h=lﬂ]-
oxazolidinyl}methylJacetamide, is a known antibacterial agent, see US Patent
5,688,792 (EXAMPLE S). Linezolid can be used as am cral tablet, capsule or oral
guspension ar given by IV as a sterile solution.

-1-
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Gentamicin is a known antibacterial agent, see page 964 of the 53™ Edition of
the PDR (1999) and can be given by IV as a sterile solution.

Tobramycin is 2 known aatibacterial agent, ses page 599 and 1562 of the 53
Edition of the PDR (1999) and can be given by IV es a sterile solution.

Aztreonam is a known satibacterial agent, see page 820 of the 53 Bdition of
the PDR (1999) and can be given by IV as 2 sterile solution.

Cefazolin is & known sutibacterial egent, see page 3023 of the 53™ Edition of
the PDR (1999) and can be given by IV a3 a sterilo solution.

" Ceftazidime is a known antibecterial agent, see page 1100 of the 53 Edition

of the PDR (1999) and can be given by IV a3 a sterile solution.

> Piperacillin is a known antibacterial agent, sce page 1531 of the 53™ Edition of

the PCR (1999) and cam be given by IV as & sterile solution.

Ciprofoxacin is a Imown antibacterial agent, ses page 647 of the 53 Bdition
of the PDR (1999) and can be given by IV as a sterile soluticn.

Ofloxacin is & known antibacterial agent, seo page 2180 of the 53™ Bdition of
the PDR (1999) and can be given by IV as a sterils solution.

Levofloxacin is  known antibacterial agent, see page 2192 of the 53™ Edition
of the PDR (1999) and can be given by IV a8 a sterile solution.

Linezolid is a member of a new class of sntibacterial agent known as an
oxazolidinons and is usefol in treating infections cansed by gram positive bacteria
inclnding gram positive infections that are resistant to other gram positive
antibactecial agents.

Often in medical treatment a physician does not know for sure whether or not
a bacterial infection is caused by gram positive bacteria or gram negative bacteria or
both. Therefore, often a physician desires to use en agent(s) which are effective
against both gram positive and gram negative bacteria. Hence, ofien a physician will
combine two agents, one useful against gram positive bacteria and the other nseful
against gram negative bacteria. The following agents are known to be useful against
gram negative bacteria, gentamicin, tobremycin, aztreanam. The following
sntibacterial agents are known as ‘broad spectrum antibacterials” because they are
active against both gram poxitive and gram negative bacteria, cefazolin, cefinzidime,
piperacillin, ciprofloxacin, ofloxacin and levofioxacin.

-2-
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If one combines sterile solutions of two different agents it is quite possible that
there will not be chemical or physical compatibility between the two different sterile
solutions and/or agents. In fact, far this very reascn, the corporation conducting the
clinical trials on linezolid specifically warmned physicians against combining the sterile
solution of linezolid and other antibacterial agents.

It now has been found that there is both chenical and physical stability between
linezolid sterile solution and sterile solutions of the following antibacterial agents;
aminoglycosides, cephalosporins, aztreonam, quinolones and penicillins and
pharmaceutically acceptable salts thereof where such exist. It is preferred that the
antibacterial agent be selected from the group consdsting of gentamicin, tobramycin,
aztreonsm, cefazolin, ceftazidime, piperacillin, ciproflaxacin, oflaxacin and
levoflaxacin, ~

‘When combining an aqueous compouition of linezolid with an agueous
composition of the other antibacterial agents the concentration of both linezolid and
the other antibacterial agents will be affected by a dilntion factor as is well known to
those akilled in the art. The actual final concentration of linezolid end/or the other
antibacterial agents is not very important. The concentration can vary considerably.
What is critical is that the patient receive an antibacterial effective amount of linezalid
and en antibacterial effective amount of the other entibactarial agent. The effective
amounts for cach of theso agents, for adults, is as follows: linezolid (about 200 mg to
about 600 mg/dose), gentamicin (about 1 mg/kg to about 7.5 mg/kg/dose), tobramycein
(about 1 mg/kg to about 7.5 mg/kg/dose), aztreonam (about 500 mg to about 2
g/dose), ciprofloxacin (about 200 mg to about 400 mg/dose), ofloxacin (about 200 mg
to about 400 mg/dosc), levofloxacin (about 250 mg to about S00 mg/doae),
pipemcillin sodium (about 2 g to about 4 g/dose), piperacillin/tazobactam (about 2 g
to about 4 g/dose based on piperacillin), ceftazidime (about 250 mg to about 2 g/dose)
and cefazolin (about 500 mg to about 1 g/dose). One skilled in the art would be able
to calculate an effective amount for children (of various ages and weights) as well as
the eldexdy.

It is preferred that the aqueous pharmaceutical composition of the present
invention be an aqueous solution. It is further preferred that the aqueous solution be &
sterile solution.
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There are different ways that one skilled in the art could make an aqueous
pharmaceutical composition of linezolid and an antibacterial agent selected from the
graup consisting of gentamicin, tobramycin, aztreanam, cefazolin, ceftazidime,

First, one can combine an aquecus pharmaceutical composition of linezolid
and an aqueous pharmaceutical composition of ons of the following agents;
gentamicin, tobramycin, aztreonam, cefazolin, cefinzidime, piperacillin, ciprofloxacin,
ofloxacin end levofloxacin. If this is done it must be realized that the concentration of
each antibacterial agent is being diluted by the other as explained above.
Altematively, 80 as not to dilute the linezolid aquecus pharmaceutical composition, it
is preferred to add solid antibacterial agent selected from the group congisting of
geatamicin, tobramycin, aztreonam, cefazolin, ceftazidime, piperacillin, ciprofloxacin,
ofloxacin and levofioxacin 1o the linezolid aqueons pharmaceutical composition.
Algo so ag not to dilute an aqueous pharmacentical composition of ane of the
following antibscterial agents, gentsmicin, tobramycin, aztreonam, cefazolin,
powder can be added to the aqueous pharmaceutical composition of one of the other
antibacterizl agents. In addition, should more than one of the nop-linaxolid
antibacterial agents be desired for use with linezolid, it can be added in the same way.
Besides adding solid antibacterial agent to a solution, to keep the dilution factor low,
the sclid antibacterial agent or linezolid can be suspeaded or dissolved in an
appropriate solvent such as water, ethanol, polyethylene glycol, propylene glycol,
DMSO, DMAC, DMI, glycerine and M-pyrol and mixtures thereof. The concentrate
can then be added to the aqueous pharmaceutical composition.

The advantage of admixing is to lower the total volume administered and/or to
uss the same infusion line. The lowering of the total volume to be given to the patient
is accomplished in a number of ways by using ths admixing of the present invention,
Far example, an mumber of mtibacterial agents come as concentrates to be diluted
with acceptabie dilvents. With these concentrases the diluent used is the linezolid
sterile solution there by saving the volume of diluent narmally used to dilute the other
antibacterial agent. Alternatively, other antibacterial agents are marketed as sterile
powders which are then compounded into concentrutes for dilution. With these sterile
powders the first step is performed in making the concentrate. But rather then using a

4
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diluent that has no active ingredient, the concentrate is added to linezolid sterile u\
solution (as described above). This reduces the overall volume of aqueous
composition administered to the patient. In situations where the antibacterial agent is
marketed as a ready to use iarge volume parenteral sterile solution, there ia no way to
reduce the volume unless it ia combined with linezolid in a concentrated form. If it is
combined with sterile aqueous linezolid solution the advantage i that the same
infusion line can be used for administering both the linezolid and the other
antibacterial egent.

The exact dosage and frequency of administration of the aqueous
pharmaceutical composition depends on the particalsr combination of linezolid and
antibacterial agent used, the particular condition being treted, the scverity of the
condition being treated, the age, weight, general physical candition of the particular
patient, other medication the individual may be taking as is well known to those
gkilled in the art and can be more accurately determined by measuring the blood level
or concentration of the antibacterial agents in the patient’s biood and/or the patient’s
response to the particular condition being treated.

DEFINITIONS AND CONVENTIONS
The definitions and explanations below are for the terms as used thronghout
DEFINITIONS

All temperntures are in degrees Centigrade.

Linazolid refers to (S)-N-{{3-[3-Fluoro-4-(4-morpholinyl)phenyl}-2-oxo-5-

Physiological saline refers to an squeous 0.9% sodium chloride solution.

Pharmaceutically acceptable refers to those properties and/or substences which
are acceptable to the patient from a pharmacological/toxicological paint of view and
to the manufacturing pharmaceutical chemist from a physical/chemical point of view

‘When solvent pairs are used, the ratios of solvents used ace volume/volume
(viv).

When the solubility of a solid in & solvent is used the ratio of the solid to the
solvent is weight/volumo (wi/v).
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qsad refers to addition of a sufficient quentity of that material to bring the final
compasition to the specified volume.

DMSO refexs to dimethylsulfoxide [CH;-SO-CHj).

DMAC refers to dimethylacetamide [CHs-CO-N(CHs)a].

DMI refers to dimethyl isosorbide.

M-PYROL refers to N-methyl-2-pyrrolidone.

EXAMPLES

Without further elaboration, it is belicved that one skilled in the art can, nsing
the preceding description, practice the present invention to its fullest extent. The
following detailed examples describe how to prepare the various compounds and/or
pexform the various processes of the invention and are to be construed as merely
ilhumﬁva.mg\nmlhniuﬂmlofﬂ:ewewdingdimnmwww.
‘Those skilled in the art will promptly recognize appropriate variations from the
procedures both as to reactants and as 1o reaction conditions and techniques.
PREPARATION'1 Linezolid sterle solution:

Linezolid sterile solution:

Item ——Dg/ml
Linezolid 2.0
Dextrose 5024
Citrc acid : 0.5
Sodium citrate 1.64
Water for injection, USP qaad
EXAMPILE 1 Linezolid and Gentamicin Sulfate

Linezolid sterile solution (PREPARATION 1) is admixed with commercial
gentamicin concentrate. One admixture is stored at 4* and another at 23°, The
admixtures were sampled at ons, three, five days and scven days. The samiples were
tested for both chemical and physical stability. The results of the samples for both
temperatares show there is good chemical and phyzical stability over 7 days at 4° and
5 days at 23°. It is concluded that the admixture of linezolid and commercial
gentamicin concentrate is acceptable for human use,

EXAMPLE 2 Linezolid and Tobramycin Sulfate

Following the genaral procedure of EXAMPLE 1 and meking non-critical

varistions, Linezolid sterile solution (PREPARATION 1) is admixed with commercial

&-
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tobramycin concentrate. The results of the samples for both temperatures show there
is good chemical and physical stability over 7 days at 4° and 1 day at 23°, Itis
concluded that the admixture of linezolid and commercial tobramycin concentrats is
acceptable for human use.
EXAMPLE 3 Linezolid and Aztreonam
Following the general procedure of EXAMPLE 1 and making non-
critical variations, Linezolid sterile solution (PREPARATION 1) is admixed with
commercial reconstitited aztreonam. The results of the samples for both temperatures
show there is good chemical aud physical stability over 7 days at 4° and 7 daya at 23°.
It iz concluded that the admixture of linezaolid and commercial reconatituted
aztreonam is acceptable for humen use.  —
~

EXAMPLE 4 Linezolid and Cefazolin Sodium

Following the general procedure of EXAMPLE 1 and making non-criticsl
variatians, Linezolid sterile solution (PREPARATION 1) is admixed with commezcial
reconstituted cefazolin. The results of the samples for both temperatures show thers is
good chemical and physical stability over 7 days at 4° and 3 day at 23°. Itis
concluded that the admixtare of linezolid and commercial cefazolin concentrate is
acceptable for human use.
EXAMPLE 5 Linezolid and Ceftazidime

Following the general procedure of EXAMPLE 1 and making non-critical
variations, Linezolid sterile solution (PREPARATION 1) is admixed with commercial
reconstituted ceftazidime. The results of the samples for bath temperatures show there
is good chemical and physical stability over 7 days st 4° and 1 day st 23°. Lt is
concluded that the sdmixture of linezolid and commercial ceftezidime concentrats is
acceptable for human use.
EXAMPLE 6 Linezolid and Piperacillin Sodium

Following the general procedurs of EXAMPLE 1 and making non-critical
variations, Linezolid sterile solution (PREPARATION 1) is admixed with commarcial
reconstituted piperacillin. The results of the samples for both temperatures show there
is good chemical and physical stability over 7 days at 4° and 3 days at 23°. L is
concluded that the admixture of linezolid and commercial piperacillin concentrats is
aceepmblefo.rhumnnule.

=7
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EXAMPLE 7 Linezolid and Ciprofloxacin

Following the general procedure of EXAMPLE 1 and making noa-critical
variations, Linezolid sterile solution (PREPARATION 1) is admixed with commercial
ciprofloxacin concentrate., The results of the samples show there is good chemical and
physical stability over 7 days at 23°, It is concluded that the admixture of linezolid
and commercial ciprofloxacin concentrate is acceptable for human use.
EXAMPFLE 8 Linezolid and Ofloxacin

Following the general procedure of EXAMPLE 1 and making non-critical
variations, Linezolid stexile solution (PREPARATION 1) is admixed with commercial
ofioxacin concentrate. The results of the samples for both temperatures show there is
good chemical and physical atability over 7 days at 4° and 7 days at 23°. It is
concluded that the admixture of linezolid and commercial ofloxacin concentrate is
acceptable for humsn use,
EXAMPLE 9 Linezolid and Levofloxacin

Following the general procedure of EXAMPLE 1 and making non-critical
variations, Linexolid sterile soltion (PREPARATION 1) is admixed with commercial
levofloxecin concentrate. The reguits of the samples for both temperatares show there
is good chemical and physical stability over 7 days st 4° and 7 days at 23°. Lis
cancladed that the admixture of linazolid end commercial levofloxacin concentrate is
acceptable for humen use.
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CLAIMS
1. An aqueous pharmaceutical composition for IV administration of linezolid and one
or more antibacterial agents selected fram the group consisting of an aminoglycosides,
hal ins, azt quinolones and penicillins and p} tically
acceptablo salts theroof where such exist.

2. An aquoous pharmaceutical compoxition according to claim 1 where the
antibacterial agent is selected from the group consisting of gentamicin, tobramycin,
fapolin, ceftazidime, piperacillin, cigrofloxacin, ofloxacin, levafloxaci

3. An aqueons pharmaceutical composition according to claim 1 where the
antibacterial agent {s gentamicin,

4. An aquoous pharmeceutical composition according to claim 1 where the
entibacterial apent ia tobramycin.

5. An aqueous pharmaceutical composition according to claim 1 where the
antibacterial agent is aztreonam.

6. An squeous pharmaceutical composition according to claim 1 where the
antibacterinl agent is cefazolin.

7. An aqueous pharmacentical composition according to claim 1 where the
antibacterial agent is ceftazidime.

8. An aqueous pharmmaceutical composition according to claim 1 where the
antibacterial agent is piperacillin.

9. An aqueous pharmaceutical composition according to claim 1 where the
antibacterial agent is ciprofloxacin.

10. An aqueous pharmacentical composition according to claim 1 where the
antibacterial agent is ofloxacim.
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11. An aqueous pharmacentical composition according to claim 1 where the
antibactarial agent is levofloxacin.

12. An aqueous pharmaceutical composition according to claim 1 where the aqueous
composition is a solution.

13. An aqueous pharmaceutical composition according to claim 12 where the solution
is sterile.

14. An agpeous pharmaceutical composition according to claim 1 where tha
Hmoﬁdmﬁhﬁ{idtgmtmixﬂukmﬂebymbhingmwlﬁmd
linezolid end an aqueous solution of the antibacterial agent.

15. An squeous pharmacentical composition according to claim 1 where the
linezolid-antibacterial agent mixture is made by combining an Intion of
linezolid and solid entibacterial agent.

16. An aqueous pharmaceutical composition according to claim 1 where the
linezalid-antibacterial agent mixture is made by combining an aqueous solution of the
antibacterial agent and solid linezolid.

17. An aqueous pharmaceutical composition acconding to claim 1 where the
linezolid-antibecterial agent mixture is made by combining an aqueous solution of
linezolid and 2 concentrats of the antibacterial agent.

18. An equeous pharmaceutical composition according to claim 1 where the
linezolid-antibacterial agent mixture is made by combining an aquecus solution of the
antibacterial agent and a concentrate of linezolid,

19. A method of treating a human with a bacterial infection which comprises
IVadministeration to the infected human an aqueous pharmacentical composition of
linezolid and one or more satibacterial agents selected from the group consisting of an

10
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aminoglycosides, cephalosporins, azireonam, quinolones and penicillins and
pharmaceutically acceptable salts thereof where such exist.

20. A method of treating a human with a bacterial infection according to claim 19
where tho antibacteris] agent is selected from the group consisting of gentamicin,
tobramycin, aztreonam, cefazolin, ceftaridime, piperacillin, ciprofioxacin, oflaxacin,
levofloxacin.

21. A method of treating a human with a bacterial infection sccording to claim 19
where the aquecus composition is a sobrtion.

22. A method of tresting  human with & bactcrial infection according t claim 21
where the solution is sterile.

il



&eSO0TT" 06G6ESTOD

The prosent invention is a aquecus admixture of linezolid and an antibacterial
agent selected from the group consisting of gentamicin, tobramyein, aztreonam,
fazolin, ceftazidi . ilin, ciprofioxacin, offoxacin, levoflaxacin for IV
imimistati
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SUPERINTENDENCI/

2do. EXAMEN DE FORMA PATENTE DE INVENCION q q

Follo 8§
Radicacién No 00-83524
Conceplo Técnico No 132 Clasiicacién Intemacionsl de Patentes AB1K31/5375i/31/42
II311GI135/86

Practicado el examen de acuerdo a lo establecido en ol Art. 38 de la Decisién 486 se
detarmind que esta solicitud de Patente de Invenclon:

SI[]X] NO[] Contiens un resumen de la invencitn (Art.26-e).
SI[TX] NO[] Contiens el titulo 0 nombre de la invencidn (Art.27-d),
SI[X] NO[] Contiene a descripcion de la invencion (Art.26-b).

SI[ ] NO[] NOESAPLICABLE [ X ] Contiene los dibujos necesarios para comprender la
Invencién (Art.26-d)

SI[X] +NO[] Contiene una o mas relvindicaciones. (Art.28-c).

SIf{] NO[] NO ES APUCABLE [ X ] Hean sido desarollados los producics y/o

procedimientos a partir de recursos genéticos o de sus productos derivados de
los que cualquiera de los Palses Miembroas es pala de origen. (Art. 26- h).

SI[] NO[] NOESAPLCABLEX JLos producios y/o procedimientos han sido obtenidos o
desarrollados a partir do los conocimientas tradicionales de las comunkdades
indigenas, afroamericanas, o locales de los palses miembros, de acuerdo a lo
establecido en la Decislén 391 y sus modificaciones y reglamentaciones

Vigentes.(Art.264).
SI[ ] &OIX] La invencion se refiere a un producto relativo a un material blolégico. (Art.26-J).

SI[X] NO[ ] Laprioridad coincide con la materla reivindicada.
SI[X] NO[] CUMPLELOS REQUISITOS TECNICOS

OBSERVACIONES Y OTROS:

1. Anexa copla y traduccién del capitulo reivindicatorio de la paiente estadounidense
No.80/193,980 del 08 / 11 /99 a partir del folio No. 32.

EXAMINADOR TECNICO
202047

Bogota D. C., Septiembre 10/ 2002 .

Cerrera 13 No. 2700 Plso 5y 10
Conmutador: 334 12 212-34
Fa: 281 31 25 ondil: Info@sic.gov.co
Sonta Fe de Bogot& D.C. - Colombla
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SUPERINTENDENCIA
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Follo 54
2020
Bogota DC
Doctor
JOSE ANTONIO LLOREDA
Apoderado
- :-'- '!‘a- . mf rg{..'. | 9 ', .
REFERENCIA: HBMNO 00-83824
.y . Trémie . 002
.Y ENéo R YT 001
". Actuaolén 416
By OfdoNo~ ¢ 4836,
'- Fouoa - 001

:L.-' \P R ] -51:-\ s -'l"-

Tenlendo efi*cuentd qué‘la sélicitud de privilegio de patente que se tramita bajo el expediente
indicado en la referencla, redine los requisitos de forma establecidos en los articulos 26 y 27 de
ila- De¢lalon486:de- la ‘Comision de la Comunidad Andina, y en las demés disposiciones
vigentes sobre la materia, se envia el extracto de la solicitud a la Oficina de Comunicaciones

pamdectodesupublncacldnenlaGaculadaPmpledadlndusMal conforme lo establece el
anieulo40delamlsma§oelsldn

: '-i'_"' i
Cimplase '~ | )
Dado en Bogotd:BC, a-los Nov. 2667

» oo L '-.-_-y’t JEVL TR a

b 'i.-.l_#_-d.-g-,;::i‘-" - 4}\)

202047

Carera 13 No. 2700 Plso 5y 10
Conmultador: 334 12 21234
Fac 281 31 25 emall: Info@sicgov.co
Sonta Fe de Bogotd D .C. - Colombla
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DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 00-83924

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION FUE
PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 525, DE FECHA 28 DE
FEBRERO DE 2003, EL TERMINO HABIL SENALADO_ POR LA LEY EXPIRA EL 28 DE MAYO

DE 2003.

NOTA: Dentro del plazo de los seis (6) meses siguientes a pariir de la fecha de
publicaclén 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 Decisién

486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.

S NO X

Bogota D.C., Septiembre 19 de 2003

Carrera 13 No. 27-00Piso 5y 10
Conmutador: 334 12 21-2-3-4
Fax: 281 31 25 e-mall info@sic.gov.co
Santa Fe de Bogota D.C. - Colombla



SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO Y

RADICACION: 0-83024 EDICTO No. 18737

LA SECRETARIA GENERAL AD-HOC
HACE SABER:

Que ests Superintendencia profirkd Resolucién No. 26923 de 26-SEP-2003. Que el contenido de la parta resclutiva es como sigue: El
Superintendents ds Industria y Comercio.

RESUELVE

ARTICULO PRIMERD: Declasr ahandonsds i sollciul da priviagio de peleriis de invancidn contenide sn
ol expadients de la relerencia.

ARTICULO SEGUNDO: Nollicar persorsimends ol conlanido de in presents rescluciin of docior Josd
Antonlo Lioreds, 0 & quisn hage sus weos, quisn ackis como epodersdo de Pharmacia & Liplohn Company.,
anirogirziale copia de tn mismy, scvikindols gque conir sla proceds o scuno da reposicin insspussty
ke & Supariniandenis de indusiria y Cansrco, ol momento de L notiicacién o danir de e § dias hiblss
siguisniss n sl

NOTIFIGLIEEE Y CUNPLAEE
Dadaen Sopoth, D.C.ake ' § SET 2B

EL SUPERINTENDENTE DE INDUETRIA Y COMERCIO,

Para notificar a los interesados, se fija ol presents EDICTO en lugar vislble al pdblico en la SUPERINTENDENCIA DE INDUSTRIA Y
COMERCIO, por el tdrmino de (10} diex dias hdbles contadaa a partir de las 8:30 a.m. de hoy.

Secretaria General Ad-Hoc 07-0CT-20 Este edicio se desfija hoy 21-0CT-2003 a las ¢inco (5:00 pm.)
Secretaria General Ad-Hoc J
EDICTO No. 15737



