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5 1. Fi eL,\q) folf3€ I nvention The invention is the use of Pyl as the
mat eri al (V containers which is in contact with g)har ngjceutsﬁiﬁglgﬁqg usef ul
ant i bact erl aI oxaz@ONmAdelER E@R@&EZLW_EN@H SOLUTIM t

sterilization. sScr d t di nones are well
known to those Skl | &&éﬁéﬁﬁiﬁ as—gt R%f[ l'sﬁ.'%!éi'l\}:rl?(z‘l%jjﬁg‘gcteri al agents,
see, for exanpl Ogs Patents 5,688, 792, 5, 529 998, 5,547,950, 5,627,181,
5,700,799, 5,84 567 5,792,765, 5,684,023, 5,861,413, 5,827, 857,

S5, 869, 659, 5,698,574, 5, 9@ww contai ners are known
to hol d aqueous solutions to be a fe eil V. 15 to a patient. The nost
conmon PV sol ution containers ar e—gk‘&g—éhﬁ—r&—ag?—‘?c bottles and plastic
bags US Pat ent ﬁtﬁqx’wéﬂ% 4 @%'ugésp ag&teahpsmemeriavlm Bédi@neswhaee the
material 1n contact wt ﬁ eaque% solution to be admnistered IV is
made pri maris inycovtact pathyphlaahace(tdally2Be BUMMRYGR] 0MeENIInON Bicstsldysiad i s a

contai ner for an |V agueous_solution of a G ampositive oxazolidinone
agent whi crﬁné@ﬁﬁ?m@t‘éh%\ﬂeﬁl@zﬁtﬁ@ cont ai ner-sol ution contact surface

material is made of at |east SQWQD%Q%:éQ‘OﬁUfg!F #ﬁ@qu{scl osed is a nethod of
preventing |oss of a G am posi I'none agent during and
fol | owijpg ter m n@kazsli@inohészat well kiotvia todhat skidlad in rheart aslgvaragusitus sol uti on

to be termnal sterilized with noist heat which co ;?I %l ng the
|V aqueous assthactesial iig?néﬁ é‘??nf%eﬁémpleoU§é)3§§‘éfrf’p§§@ 999}8hé S47.9

cont ai ner-s t-erd al 50%

pol yol efin gﬁ%l} ia?]2)5 % %5@‘?251,’{5% ’§6r5h§6t8%112)2%§%¥)%1e3?r558|62?38??0n ’

5,869,659, 5,698,574, 5,968,962 and 5,981,528.
Various containers are known to hold aqueous solutions to be administered IV
15  to apatient. The most common IV solution containers are glass and plastic bottles
and plastic bags
US Patent 4,803,102 discloses containers for IV solutions where the material
in contact with the aqueous solution to be administered IV is made primarily of
polyolefin(s).
20 SUMMARY OF INVENTION

Disclosed is a container for an IV aqueous solution of a Gram-positive
oxazolidinone agent which comprises having the container-solution contact surface
material is made of at least 50% polyolefin.

Also disclosed is a method of preventing loss of a Gram-positive

25  oxazolidinone agent during and following terminal sterilization with moist heat in an
IV aqueous solution to be terminal sterilized with moist heat which comprises:

(1) placing the IV aqueous solution in a container to be sterilized where the

container-solution contact surface material is made of at least 50% polyolefin and

(2) moist heat sterilizing the container-solution.

30 DETAILED DESCRIPTION OF THE INVENTION

Oxazolidinones are a new class of Gram-positive antibacterial agents which
are known to those skilled in the art, see for example US 5,688,792. (S)-N-[[3-[3-

fluoro-4-(4-morpholinyl)phenyl]-2-oxo-5-oxazolidinylJmethyl]acetamide, known as
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30 DETAI LED DESCRI PTI ON OF THE | NVENTI ON Oxazol i di nones are a new cl ass of
C??n}posléive antiFacteriaI agents which are known to those skilled in the
ar see Wb e US 5,688,792, (S)-N-[[3-]3-
fl uoro- 4- (4- nor phol i nyl ) phenyl ] - 2- oxo- 5- O&gZO{Idlnz nethlwnggz?gﬁrge
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8 of US Patent 5,837,870 isOknah ‘ e folg owi ng chem cal formla:
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can be produced by the processes BEet forth in OS 10 Patents 5,688,791 and

5,837,870 as well as that of Internatlo al Publicatio V09 [24393. 1t
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Linezolid and eperezolid can be produced by the processes set forth in US
10  Patents 5,688,791 and 5,837,870 as well as that of International Publication
W099/24393. It is preferably produced by the process of US Patent 5,837,870.
It is preferred that the linezolid produced be used in crystal form II, which has
the characteristics set forth in CHART A. Once linezolid is synthesized, crystal Form
1 is prepared by starting with linezolid of high enantiomeric purity. It is preferred that
15 the linezolid be more than 98% enantiomerically pure, it is more preferred that the
linezolid be more than 99% pure and it is even more preferred that the linezolid be
99.5% pure. The linezolid of greater than 98% enantiomeric purity to be used to form
crystal form II can either be in solution or be a solid. The linezolid starting material,
solid or solution, is mixed with a solvent selected from the group consisting of
20  compounds of the formula: water, acetonitrile, chloroform, methylene chloride, R;-
OH where R, is C,-Cg alkyl; R;-CO-R, where R; is C;-Cs alkyl and R, is as defined
above; phenyl substituted with 1 thru 3 Ry where R, is as defined above; R;-CO-0O-R,
where R, is C,-Cg alkyl and R, is as defined above; R,-O-R, where R is C;-Cg alkyl
and R, is as defined above. It is preferred that the solvent be selected from the group
25  consisting of water, ethyl acetate, methanol, ethanol, propanol, isopropanol, butanol,
acetonitrile, acetone, methyl ethyl ketone, chloroform, methylene chloride, toluene,
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Il is prepared by starting with linezolid of high enantiomeric purity. It
is preferred that 15 the linezolid be nore than 98% enantionerically pure,
it is nopmo iRy red that the |linezolid be nore than 99% mufes@ssiot 1S
even nore preferred that the linezolid be_ 99.5%pure. The |linezolid of
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R, where R, is as def bove likyl and R
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consisting of water, ethyl acetate, nethanol, ethanol, proPanoI
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the sol vent, Bgne@tdY bedesh absut 43¢ 8h@BSour B0CHRNM thé sblRls PREPAI0Y of Frm 11
i sopropanol . thS nost preferred that the solvent be ethyl acetate. The

m xt ur el0of drysmzdz.dt isdndst ptdﬁm@bﬂouemntamsthaglm@@ tamp@ratlltr@ﬁi)@w&t ﬁ? e 1Bl ow 80

until crystals of Form]ll of other s9

such as Forwfé”e@f%ﬁlﬁb@&rjme?? ‘{ ﬁg‘feé’ Eoé&t 685 Os IS PR |n én%f?

ethyl acetgigyqhe Bnd8TREAALMVENTERA 1ERE20RIiA laﬂkﬂnﬁ@hﬁb&t &Efeh*&etcsﬁim/ﬂiat Thi's
m xture is coof‘ to a tenperature of about 70. The m xture nmay be seeded

with cryst alhfezotﬁd Eﬁfsmwdnt far at 1easti 30 mat. €Tloy ot ahd temeperance will vasy pref erred
that the solid product cool. ed itated at at ure between
about 45 arffPEHYDE OB ‘fqm f%@tgcgn%d@%él@ﬁﬁe&tedwls)Pr?{erqgﬁ{orﬁl B t??bn%trlfls’sst al s.
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It is preferred to mx the Iinezolid and solvent for at least 10 mn, it
i's even nortae poled BommeH prd)dncmnaytblaesdlatmgz'laielrmxandleb@éntthefrmoo@ﬂ apéast 20

dit t f dt th d t | t
30 mn. Theiiing. SHBTBRUANUIGD e s i HEDCHBPRO LU ORE Teb e o
sel ect ed. %#Eo@ﬁx%ﬂed /G @lﬁﬁnpg E&ndeﬁtr?t‘i(ﬁlf(ﬁf th&€6b1h QoK edaporatidh or @fsllatidn, t hat

60 m nut es e crystallineslurry may be further cooled to inprove yield,
and or through addition of other solvents. The crystals are isolated by procedures known

20  to those skilled in the art.
It is well known to those skilled in the art that the oxazolidinones are useful as
anti-bacterial agents especially against Gram-positive organisms. US Patent
5,688,792 discloses that oxazolidinones can be administered IV. The preferred

formulation for linezolid IV solution is:

25 Linezolid 2.0 mg/mL
Sodium Citrate Dihydrate (USP) 1.64 mg/mL
Citric Acid Anhydrous (USP) 0.85 mg/mL
Dextrose Monohydrate (USP) 50.24 mg/mL
Hydrochloric Acid (10%) q.s. to pH 4.8 (pH 4.6 to 5.0)

30 Sodium hydroxide (10%) q.s. to pH 4.8 (pH 4.6 t0 5.0)
Water for Injection (USP) g.s.ad 1.0 mL

The linezolid IV solution is formulated by heating water for injection from about 50 to

about 65°. Next the sodium citrate, citric acid and dextrose are added and stirred until
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the solid Form Il product may be isolated. The mxture may be further
cooled and agitated. Ot her neasures which can be used to facilitate

crystal |W6%’ih@%l nclude, but are not limted to, coolingpcEPBERIREIcALI on of
the solution by evaporation or distillation, or through addition of other

sol vents. dﬁks@l\cedysﬁtrazhcmeam%lu@béhwow 1%)?45’@@@@1?*@@1‘(‘%‘&&1‘““2@‘3@6(1ﬁh@%‘b
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ng/mL CGitric Acid Anhydrous. (USP) 0.85 ng/ nL. Dextrose Mnohydrate (USP)
50. 24 rig/ nermispHy B SFHSALIZAd (109 g.s. to pH 4.8 (pH 4.6 to 5.0) 30
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(USP) g.s.ad 1 I nezo utlonls ornul ated by heati ng
wat er for whjcBGd iedsttdd ﬁﬁmab@gﬁouﬁaoﬂ@stnrgtxdwtba@& chdea vihk adode uohugict r at e,
citric acid and dextrose are added and stirred until -3 01/ 70170

PCTI USOl / 0B8ageraliasawsilheumanasgeed s Peitipd yyroree api a£aisede iS58 o the

previous Mt i) ANahi hedey BTkl iRaPhRdn Tealiainguls Gagked Lo 25

wWith stir I'S neasur ust if necessary. Last the

m xtureyi Stohﬁﬁg@gbém&@anmmﬂe tol &faawasslwrwpumx It inpieésrredftbat thag@edinen. The
m xture is filtered, filled into infusion containers, over wraglped and 5
termnal | ybmb@g, arhestle, srvéal o p peefillegiering b (imets|RiE PRd gt thegonhtamer

adm ni st raf) gl?oqg pgafsc ref\l%stlbpgr%{ Pr%d %)aml?e' ({&%Eamel a%%h)a STﬁ@ g%%%ﬁd/fof om t he

group cons a via rge arenteral, a

snmal | vol ugge B%@%ﬁ{aﬁier 1s6\1rﬁxlh@f>mhdteqt iS prafargel taﬁldhac@aslsexttbeea bdg is realized
that a vial is a bottle. However, those skilled in the art use the term

"bottle" t eufficieat® hodd 25td 209 mihefIM wiutgnd It ipsgisrred that bedinezelids np) | er
bot t| e?s | metureHore puei gggstlgaa%no%plfes o%ofH(ﬁbﬂ@ or 300 mL of solution however smaller

or larger volumes are acceptable.

It is well known to those skilled in the art that pharmaceutical agents
administered IV must be sterile. While there are a number of methods to sterilize an
IV solution, it is preferred to terminally moist heat or steam sterilize IV solutions of

20  oxazolidinones including those of linezolid. When the term terminally “moist heat
sterilize” is used, it refers to and includes steam sterilization.

When terminally moist heat sterilizing an IV solution, the solution is placed in
the container in which (1) it will be stored and then transferred to the container from
which it will ultimately be administered, or (2) stored and then ultimately

25  administered from the same container to deliver the IV solution to the patient.
Therefore, it is imperative that the pharmaceutically active ingredient (oxazolidinone,
linezolid) not react with the container in which it is to be terminally moist heat
sterilized and stored/stored-administered.

It has been found that when the container-solution contact surface is made of

30  at least 50% polyolefin there is significantly much less loss of linezolid during and
following terminal moist heat sterilization. What is essential is that the container-
solution contact surface material be primarily a polyolefin; the remainder of the

container can be made from polyolefin or other materials. It is preferred that the
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be a bag, a bottle, a vial or a prefilled syringe. It is nore preferred
that the container be a bag or bottle. It is nost preferred that the

cont ai nexydf/@1ag. The shape and/or size of the contai ngictigsoyisgipor t ant .
It is preferred that the container be a bag sufficient to hold 25 to 2,000
mL of N solcuttamer-séltitiprscqtadt enrfact is Inade oh&om ahoxoFP to ABURI% Pelypefvut i n
bags in amgunts of 100, 200,or 300 nmi .of sol ution _however, sprller or
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that phar ”%%’%B&ﬁbo%gﬁd]%&eﬁﬁdmiglh)%tr@ﬁx%@lar}e\z{ tAatShe Béntgheridi@ionWontaet t her e
are a nunber of nmethods to sterilize an [V solution, it is preferred to

t er m nal | y sodacstis hrede obfrost abamt 8@%miolyorefin. It ssogvgh inesris prsfferp! hatdhol i di nones

i ncluding those of |inezolid. \Qhen thf.?.1 ter t[erm' nal Iy "noi st heat

sterilize" SPRIAEEOIUHIPN FAHRT SURTECEHR 13 ﬁ@?ﬁgré@ ®UPeam sterilization. Wen

termnal ly noi StPJmﬂét}]rﬁtiﬁélh&%}B{%aﬂ{blé\}p%BJe gil&'@’ pdIPSropPbs, ipeybliendy, aced in
Ic it w

the container in (1) be stored and then transferred to the
cont ai ner fpobyisoprdries And polwpértenes andmopilymbrs aad miimivsesethergof. dt is(@yfegedr ed and

then ultimately 25 adpini stered fromthe sane container, to deliver the IV
sol ution tdh‘%tﬁ%ﬁ pRIY9lghp be Sel*ﬁ?é?‘gfrél%‘,he igfo‘ipscqnﬁ’ﬁ‘é‘??a?ﬁfﬂyeﬂl%‘f“etaﬁg

phar maceut | el Y63 (6 (628 Poly I pol oAl SmiRie beAct
with the ¢ %ﬁ?ilr%)r %h\fﬁﬁir@%{a?tﬁfﬁg&to ﬁe ?el)%i nal | ypon%r%rglt?ﬂheat lst e?i lized
and st oped/plypiediadnndippiyetsienel t has been found that when the

cont ai ner-sol ution contact surface is m f g ast 50% pol yol efin
there is significantly nuch N Png and follow ng

terminal moist hgatyshidiklfBbk g dthebels, £996ThE flmb & Lalnigngnt al ner -

solution contact surface materl e primarily a polyolefin; the renmainder
of the conhRicAgfe dv@Ombet ifeldingrbonh pelspedifititionamdobdenimmat erials. It is
preferred that the -4 WD 01/70170 PCT/ USQ /05810 contai ner-solution
contact surface is made of from aboutLEANEIOMNS,t 100% polyolefin. It is

nmore preferred tﬂf}é @g@?ﬁ%ﬁﬁtﬁg?ﬁ] Ug Tc[? HTJO?&—4Q(QI}L@I§POIW Eﬂf&ﬁl 1@_0;@_@@ of from

|
about 0 to abou yol I'S nore preterre at the

cont ai ner - se}abblidinyl fraethfA¢icetatnidé 8afe compauiel afffofmam about 80% pol yol efi n.
It is even nore preferred that the 5 container-solution contact surface is

made of pol yol efi n. 0o
P = Ko %
O N N~ O 4
N~ TCH
\—/ ) \—Q/H s

Eperezolid refers to (S)-N-[[3-[3-fluoro-4-[4-(hydroxyacetyl)-1-piperazinyl]-
20  phenyl]-2-oxo-5-oxazolidinyl]methyljacetamide is the compound of formula:
O
[l

C

HO_-“~

NK/N
T 8
\_k/

/ ﬂ/ “CH,
H

All temperatures are in degrees Celsius.
25 Polyolefins (as defined in Whittington’s Dictionary of Plastics, James F.
Carley, Ed., Technomic Publishing Co., Lancaster, PA, 1993) refers to any of the

largest genus of thermoplastics, polymers of simple olefins such as ethylene,
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Pol yol efins include, for exanple, polyethylene, polypropylene, polybutenes,
pol yi soprenes and pol ypent enes and copol yners and m xtures thereof. It is

preferreﬁoomh@ﬁothe pol yol efin be selected fromthe groupp&pshSsssitd Of
pol yet hyl ene and pol ypropylene. It is nore preferred that the polyolefin

be pol ypr opybeyleneobutaies; soprenes, and pPerieRas R8P ¢PRoIEMErsRnd aNgificAHoBR e
DEFI NI TI ONS, AND. CONVENTI ONS The definitions and expl anati ons bel ow are for
the terms égmﬁggd t hroughout this entire docunent including both the
speci fication ang fhgs & @trdPenouHEFI NI TIONS 15 Linezolid refers to
(S)-N-[[3-[3-fluoro-4-(4-norpholinyl)phenyl]-2-o0xo-5-

oxazol i di nyl ] met Hda} stemlizatiand “moist heatctmganties (¢ ardipchdessten O N NO -
P _- ! "Cﬁ3 .F H Eperezolid refers to

(S) - N-[ [3- [FEHH33UPY- 4- [ 4- (hydroxyacetyl ) - 1- pi perazinyl ]- 20

phenyl ] - 2- 0xo- 5- gz qddudicy) zldaﬁs_thmk IéeRltamdie pidpetiid a6a/mpousenoés #hichul a: 0
11 HC- N ONOOF " " N1 CH3 H Al tenperatures are in degrees
Cel si us. 25arPatoeptable toshd patiedefromedplianmytnilegitalfevpolegbrladinmd e voand

Pl astics, Janes F. , : . . . : :
to the manufacturing pharmaceutical chemist from a physical/chemical point of view

regarding composition, formulation, stability, patient acceptance and bioavailability.
10 EXAMPLES
Without further elaboration, it is believed that one skilled in the art can, using
the preceding description, practice the present invention to its fullest extent. The
following detailed examples describe how to prepare the various compounds and/or
perform the various processes of the invention and are to be construed as merely
15 illustrative, and not limitations of the preceding disclosure in any way whatsoever.
Those skilled in the art will promptly recognize appropriate variations from the

procedures both as to reactants and as to reaction conditions and techniques.

EXAMPLE 1 Linezolid IV Solution (1 mL)
The composition of Linezolid IV solution is as follows:
20 Linezolid 2.0 mg
Dextrose, USP 50.24 mg
Sodium citrate, USP 1.64 mg
Citric acid, USP 0.85 mg
Water for injection, USP g.s.ad 1 ml

25  The linezolid IV solution is formulated by heating water for injection to 60°. Next the
sodium citrate, citric acid and dextrose are added and stirred until dissolved. An
aqueous slurry of linezolid is added to the previous mixture and stirred until
dissolved. The mixture is cooled to 25° with stirring. The pH is measured and
adjusted if necessary. Last the mixture is brought to volume, if necessary with water

30  for injection. The mixture is filtered, filled into infusion containers, over wrapped and

terminally moist heat sterilized.

EXAMPLE 2 Linezolid IV Solution (300 mL)



Carl ey, Ed., Technom c Publishing Co., Lancaster, PA, 1993) refers to any
of the |argest genus of thernoplastics, polyners of sinple olefins such as
et hyl enewg /¥2001/ 70170 PCTI USO / 05810 propyl ene, but enegrissppisenes, and
pent enes and copol ymers and nodifications thereof. IV refers to

i ntravenous. " Hdmilowing the igereralapracedyest ¢t EXAMPIZE &and makmegrnemegrgicab and

i ncludes steam. 5 ster.ili don. Pharmaceutically. a table. r to
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manuf acturi ng pharmaceuti cal chem st from a physical/chem cal point of view

regardi ng conposition, forrmulation, stability, patient acceptance and

bi oavailability. 10 EXAMPLES Wthout further elaboration, it is believed
that one skilled in the art can, using the precedi ng description, practice
the present invention to its fullest extent. The follow ng detailed
exanpl es describe how to prepare the various conpounds and/or performthe
vari ous processes of the invention and are to be construed as nerely 15
illustrative, and not limtations of the preceding disclosure in any way
what soever. Those skilled in the art will pronptly recognize appropriate
variations fromthe procedures both as to reactants and as to reaction
conditions and techniques. EXAMPLE 1 Linezolid IV Solution (1 nlL) The
conposition of Linezolid IV solution is as follows: 20 Linezolid 2.0 ng
Dextrose, USP 50.24 ng Sodiumcitrate, USP 1.64 ng Citric acid, USP 0.85
nmg Water for injection, USP g.s.ad 1 m 25 The linezolid IV solution is
formul ated by heating water for injection to 60. Next the sodiumcitrate,
citric acid and dextrose are added and stirred until dissolved. An



aqueous slurry of linezolid is added to the previous m xture and stirred
until dissolved. The mxture is cooled to 25 with stirring. The pHis
nmeasur edywayéh7opdl usted if necessary. Last the mxture is hic@u@eioés@o Vol une,
if necessary with water 30 for injection. The mxture is filtered, filled
into infusion containers, over w appedCHART ferni nal |y noi st heat

CTI Usoi 05810  FFFIIS PRl ey ol BN Presoltiof o1 6 e ng

non-criti calxay@idiaflimesyatetansi@raed "Fore " hhethapowader Bfragaidhradiegr edi ent
600 ng of linezolid, the title IV solution is prepared. -7 WO 01/70170
PCT/ US01/ 05®¢QrunCliRT A Li nezol i d,

(S)-N-[[3-[3-fluoyg-4-(4-norpholinyl)p en%l -E-[SXO-S- . .

oxazol i C?i nyl j met -dpac i de. Cry¥v)op'Fh A]n e has t'Rrelatlve IHtens%y_ g%;
diffraction spectruypuyaf: 5 d-Spacing A)7.ijlowo-Theta Angle ()2Rel ative
Intensity 12.44 7.10 2 9.26 9.54 9 6.37 13.88 6 6.22 14.23 24 10 5.48

16.18 3 5.28 16.79 286 5.01 17.69 2 4.37 19.41 4 4.50 19.69 2 15 4.45
19.93 6 4.11 21.61 %§7 3.97 22.39 23

13.88 6

6.22 14.23 24

10 5.48 16.18 3
5.28 16.79 100

5.01 17.69 2

4.57 19.41 4

4.50 19.69 2

15 4.45 19.93 6
4.11 21.61 15

3.97 22.39 23

3.89 22.84 4

3.78 23.52 7

20 3.68 24.16 1
3.52 25.28 13

3.34 26.66 1

3.30 27.01 3

3.21 27.77 1

25 and an infrared (IR) spectrum (mineral oil mull) of 3364, 1748, 1675, 1537, 1517,
1445, 1410, 1401, 1358, 1329, 1287, 1274, 1253, 1237, 1221, 1145, 1130, 1123,
1116, 1078, 1066, 1049, 907, 852 and 758 cm’".
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3.89 22.84 4 3.78 23.52 7 20 3.68 24.16 1 3.52 25.28 13 3.34 26.66 1
3.30 27.01 3 3.21 27.77 1 25 and an infrared (IR) spectrum (m neral oil
mul 1) of wPAte17748, 1675, 1537, 1517, 1445, 1410, 1401, 3eqfssoldskye 1287,
1274, 1253, 1237, 1221, 1145, 1130, 1123, 1116, 1078, 1066, 1049, 907, 852
and 758 cm 1. 30 -8 WO 01/ 70170 PCT/ UsQLAIMS 0 CLAIMS 1. A cont ai ner for

an |V aqueous, sol utio G am po Y azol i di non

conpri ses haviSGNEHET €°6 ﬁr‘?@fle%lsﬁfl’itl(gﬂ ig(&%(rﬁl@tpsur a%gm&ﬂﬁ@&rr}ea |s made of
at |east 30pRpeby n?n'l&fs'hgvmg tife cohtGRH IR dofifacBsurfade atiua DU s Badeldfiaon
according to clal where the container is selected fromthe group

consi sti ng ledst 80%awplydefbottl e, a vial, a large volune parenteral, a snall
vol une parenteral a prefilled syringe and a cassette. |10 3. A cont ai ner
for an PV aqueous sol ution according to claim2 where the container is a

bag, a bottj %ccﬁnéﬁhé}lfo@m\aa@ie%hk L1860 ¥edoRE B tofelaifh ¢ WHeR M8 toht@imerss | V
aqueous solution according to claim2 where t%’ue container is a bag. 15 5.

A cont ai nersefesteddrom \heagmm;mcmssuhg of ebagccmtds. Agvitloa birgd yelpmatpercatersle

container is a bottle. 6. A cont er . for an |V ueous sol ution accordin
to cl ai m 2 aHeHbVeIHme PERRLE Hed P{e§ SYTARES; agﬁ A cassefte. 9

10 3. A container for an IV aqueous solution according to claim 2 where the container is

a bag, a bottle, a vial and a prefilled syringe.

4. A container for an IV aqueous solution according to claim 2 where the container 1s

a bag.

5. A container for an IV aqueous solution according to claim 2 where the container is

a bottle.

6. A container for an IV aqueous solution according to claim 2 where the container is

20 avial.

7. A container for an IV aqueous solution according to claim 2 where the container is

a prefilled syringe.

25 8. A container for an IV aqueous solution according to claim 1 where the container-

solution contact surface is made of polyolefin or made primarily of polyolefin

9. A container for an IV aqueous solution according to claim 8 where the container-
solution contact surface is made of from about 50 to about 100% polyolefin.

30
10. A container for an IV aqueous solution according to claim 9 where the container-

solution contact surface is made of from about 70 to about 90% polyolefin.



7. A container for an IV aqueous solution according to claim2 where the
container is a prefilled syringe. 25 8. A container for an |V aqueous

sol uti onyasE@lftgngd to claim 1l where the container- sol uti gi-rasdei@sdio sur f ace
is made of polyolefin or made primarily of polyolefin 9. A container for an
| V aqueous lslolAannmnnadcmrdi\hg]lteous:&dumrBaqm@@ torrdaigoHt where the epstaipgron

contact surface is madeé% fro g " tol O%pol yolefin. 30 10. A
cont ai ner fSQMUUQR CPYAGRIERER sJB? ﬁoné@ %‘f ?5 &1'"%i m 9 where the

contai ner- solution contact surface is nmade of from about 70 to about 90%
pol yolefin. -9 WO 01/70170 PCT/USO /05810 11. A container for an IV
aqueous sol It Aoroneatoayifoi angl M @qucloas mlr_l_@ow;@peimg]@ dam hvhere-thgemniaipgn
contact surface is made f fro % pol yol efin. 12. A container for
an |V aguect “é’BICBE‘EaB‘ns“é Eobsdn Cld’o YO4F'H| where the container- 5 solution
contact surface is made of polyolefin. 13. A container for an |V agueous
solution according to claim1l where the polyolefin is selected fromthe
group consist lngnedingrdbyat h hquveps gﬂutycprr appldneio gay bwheredle polyolefin

pol yi soprenes and Bg}@tgentenes and co rrers and)tym Xt res ereof. 10 14.

A cont ai neris pJecteh B GEVRLOBYPLRE rPoé W‘Eﬁenﬁ Bro@V 8F% the
pol yol ef i n eﬁ@g&&g& RB&:?E'&EH% a%%po@&@%l aHdl g uRes daellesfet hyl ene and

pol ypr opyl ner for aqueous sol ution according to
claim 1% where the polyolefln 15 is polypropylene. 16. A container for an

|V aqueous solution according to claiml where t posi tive
oxazol i di nokfe Agpafaingrdosg) 5(:?@5’0?‘? R PR PERS E’cfﬁ%‘f“sg ngrSth PR 4 and

cper 2ol s e Ry SO nl S AN AERIS. S BB RORRCCOr 00 Lo

claim 16 where I'none ag l'1 nezol i d.
met hod of preventing | oss of a G am positive oxazolidi none agent during and

15. A container for an IV aqueous solution according to claim 14 where the polyolefin

15  is polypropylene.

16. A container for an IV aqueous solution according to claim 1 where the a Gram-
positive oxazolidinone agent is selected from the group consisting of linezolid and
eperezolid.

20
17. A container for an IV aqueous solution according to claim 16 where the Gram-

positive oxazolidinone agent is linezolid.

18. A method of preventing loss of a Gram-positive oxazolidinone agent during and
25  following terminal sterilization with moist heat in an IV aqueous solution to be
terminal sterilized with moist heat which comprises:
(1) placing the IV aqueous solution in a container to be sterilized where the
container-solution contact surface material is made of at least 50% polyolefin and
(2) moist heat sterilizing the container-solution.
30
19. A method of preventing loss of a Gram-positive oxazolidinone agent according to

claim 18 where the container is selected from the group consisting of a bag, a bottle, a

- 10 -



25 followng termnal sterilization wth noist heat in an |V aqueous
solution to be termnal sterilized with noist heat which conprises: (1)

pl aci ng 1 ldi-gqueous sol ution in a container to be sterpbrdR61048fy € the
cont ai ner-sol ution contact surface material is nade of at |east 50%

pol yol ef i nvahch lage volmiespar¢msenal, stsaralll yoliumg paisatesaing pichided syiingeiapda 30 19. A
nmet hod of preventing | oss of a G ampositive oxazolidi none agent accordi ng
to claimf®ifere the container is selected fromthe group consisting of a
bag, a bottle, a -10 WO 01/70170 PCT/USO /05810 vial, a large volune
parenteral, a small volunme parenteral, a prefilled syringe and a_cassette.
20. A net haf. Aimgphalemrevegting dess of a Sramapasp'si axpvaibRAEAZEH; 3s6Prdinggent
according to. 5 claim19 where.the contajner.is ba tle, a vial and
a prefifl e&ﬁ‘é'?rligﬁb}&re the COMARET AP35 aﬁf’%lﬁ’eﬁtvlah@m?% rse(h(%]feggg?rgé fin posi tive
oxazol i di none agent according to claim20 where the container is a bag. 10
22. A nethod of preventing |loss of a Gram positive oxazolidi none agent
accordi ng 0. Achaheod dfpreventieg idse of e firanAersitse| axerdidieeistagent ageidiaedoi s made
of polyolefin or made primarily of polyolefin 23. A nethod of preventing

| oss of a @‘%@d’%‘?%‘?%%ﬁ'&%”%‘?%e agent according to 15 claim 22 where
the container-solution contact surface is made of from about 50 to about
100% pol yol efin. 24. A nmethod of preventing |oss of a G ampositive

oxazol iidi noneAagahsd aimrevediting 16s8 of alGram-@&Bitiveerezoliinersmgannascoriglairi on
contact surface is nade of from about 70 toégo abou Oo/w)?l ol ef%{m 25. A
met hod of stawel$tWhege hssontines sedusinn sertact spefacss Feade At ROREIARH ™A or di ng
to claim tai ner-solution contact surface is made of from
about 80% %gio ylg#g%é(nnfd 26. A nethod of preventing | oss of a

G am positive oxazolidi none agent according to

23. A method of preventing loss of a Gram-positive oxazolidinone agent according to
15  claim 22 where the container-solution contact surface is made of from about 50 to

about 100% polyolefin.

24. A method of preventing loss of a Gram-positive oxazolidinone agent according to
claim 23 where the container-solution contact surface is made of from about 70 to

20  about 90% polyolefin.

25. A method of preventing loss of a Gram-positive oxazolidinone agent according to
claim 24 where the container-solution contact surface is made of from about 80%
polyolefin.

25
26. A method of preventing loss of a Gram-positive oxazolidinone agent according to

claim 18 where the container-solution contact surface is made of polyolefin.

27. A method of preventing loss of a Gram-positive oxazolidinone agent according to
30  claim 18 where the polyolefin is selected from the group consisting of polyethylene,
polypropylene, polybutenes, polyisoprenes and polypentenes and copolymers and

mixtures thereof.
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claim 18 where the container-solution contact surface is made of
polyolefin. 27. A nmethod of preventing |oss of a G ampositive

oxazol i dnphisepaent according to 30 claim 18 where the pelofal®ibggibs
selected fromthe group consisting of polyethylene, polypropylene,

pol ybut enesg. pohythsdpf preesntarpdomadfia@rire pesti enok azopdinymezgenamgordmtour es

t hereof. -11 WO 01/70170 PCT/USCH/OSgéO 28. A net hod ofégreventfn% | oss of
a G am posidaipe2owhers|thepolydlelin fesseckd 5 thigerorP ceilshiting 27 Palyehylepfe

pol yol efin j I romthe group consisting of polyethylene and
polypropyléﬁé.aﬁyéébﬁgpéethod of preventing |loss of a Gampositive
oxazol i di none agent according to claim28 where the polyolefinis

pol ypropyl ene. 30. A nethod_ of preventing | oss of a am?.gosi ti VCE
oxazol i di nd¥¥e Admethed 2€ BEVERLRE Ip5s of@ Gram-PasiiHePezPHEneRS AR bGP dpRe to
oxazol i di none nt 1 . group 10 consisting of linezolid
and eper ezo‘ilzl11 %Y.}lerﬂﬁﬁiﬁﬁg@ggﬁ I{Jé()gg&erﬁpﬁﬁg ‘loss of a Gampositive
oxazol i di none agent according to claim30 where the G ampositive
oxazol i di none agent is linezolid. 15 -12 . o ,

30. A method of preventing loss of a Gram-positive oxazolidinone agent according to

claim 18 where the Gram-positive oxazolidinone agent is selected from the group

10  consisting of linezolid and eperezolid.

31. A method of preventing loss of a Gram-positive oxazolidinone agent according to

claim 30 where the Gram-positive oxazolidinone agent is linezolid.
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