WO 01/ 57035 PCT/ US01/ 00657 LI NEZOLID - CRYSTAL FORM || CROSS- REFERENCE TO
RELATED APPLI CATI ONS None. 5 BACKGROUND OF THE I NVENTION 1. Field of the
| nvent i owa@hesfBel d of the invention is a novel crystal fBEMUSHL/E@63TNOWN
conpound, linezolid which i SLINEZOBERUORYSTAL FORMIII as an anti bacteri al
agent. 2. Description of the Related Art 10 US Patent 5,688,792 discl oses
the anti bacterial agent linezolid as well as a process for its

181.5-182.5. There ar cC ".A%%éé E ﬁ 0 prepare
linezolid. J. Medyng,Chem, 39(3), 673-9 (1996) reports the linezolid was,
"recrystallized fromethyl 15 acetate and hexanes ...white crystals, mp.

181.5-182s5C." It al so sets fBACKGROUND OHEHEINMENTIOBP84, 3092, 1753,
1728, 1649, 1565, 1519, 1447, 1435". Tetrahedron Lett., 40(26), 4855
(1999) discloses linezolid and a pr 0 | i nezolid. However,

e
thi s docunent does., nat t. forth.the neltin int or, IR spectrum of the
|1 nezol i d prepar ed® 9614 the Pyeation i3 p0uel syt formhat 4 nedn SliaRd s on

W97/ 37980 Oiineﬁﬁf\#@?{s%ﬂ:@ceﬁ'ﬂi&ﬁk%&ﬁl A A R6BARerid apRPar e linezolid.
Linezolid is described in EXAMPLE 18, which does not Set forth the nelting

poi nt or IR spectrum of the |inzdddscdptpneyfaheRelatedtAat nati onal Publication
W99/ 24393 of PCT/ US98/ 20934 di scl i)ses a 25 process tQ prepare |inezolid.
Li nezol i d%i s descMSdfeent 2.GBtARdesslases the apiabacteriphpgent likgolg aswellpdat h t he

nezol i & PIEsiees e and ;
[ nezol 0 boPRaednT REPRATT e APLE Y& Pot B FRAI R brogRea hRA Hhflgr
NDA i's Form h§1.5382.5°.

There are many other disclosures of processes to prepare linezolid. J. Med.

Chem., 39(3), 673-9 (1996) reports the linezolid was, “recrystallized from ethyl

15  acetate and hexanes ...white crystals, m.p. 181.5-182.5C.” It also sets forth the IR
spectrum as “3284, 3092, 1753, 1728, 1649, 1565, 1519, 1447, 1435”.

Tetrahedron Lett., 40(26), 4855 (1999) discloses linezolid and a process to
prepare linezolid. However, this document does not set forth the melting point or IR
spectrum of the linezolid prepared.

20 US Patent 5,837,870 (International Publication W097/37980 of
PCT/US97/03458) discloses a process to prepare linezolid. Linezolid is described in
EXAMPLE 18, which does not set forth the melting point or IR spectrum of the
linezolid prepared.

International Publication W(099/24393 of PCT/US98/20934 discloses a

25  process to prepare linezolid. Linezolid is described in EXAMPLES 8, 9 and 12 which
do no set forth the melting point or IR spectrum of the linezolid prepared.

The form of linezolid being used in the clinical trials to support the filing of
the NDA is Form II.
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-1 WO 01/57035 PCT/ US01/ 00657 SUMMARY OF | NVENTION Di sclosed is a
(S)-N-[[3-[3-fluoro-4-(4-norpholinyl)phenyl]-2-o0oxo0-5-

oxazol i diwgbi/seshyl | acet ami de, crystal "FormIIl" with a pP@UESILVFTYY
diffraction spectrumof: 5 d- SpatMMARY OPNVBRT®ORNgl e () Rel ative
Intensity (% 12.44 7.10 2 9.26 9.54 9 6.37 13.88 6 10 6.22 14.23 24
5.48 16.18 3 5. 2disdosed isa(S)-N-[[Bt[3tlu@o-4(4-mogholigyphenyl]2-ako5H 19. 69 2

4.45 19.93 6 4. 11 21 61 15 3 .97 22 39 23 3 89 22 84 4 20 3 78 23.52 7
3.68 24.16 1°"%?°éé‘"é‘é?‘”z’é’yil§°°‘%‘!‘§‘&’ %S.‘%G F%”“%‘.s éﬂaﬁ%‘ﬁd%‘ Bayﬁﬁf‘iacﬂ‘?{‘ 77 1

Al so discl osgghctim(on) - N[ [ 3-[3-fl uoro-4-(4-norpholinyl)phenyl]-2-oxo-5-
oxazol i di nyl | net hyl | acetam de, crystal "Form 11" with an infrared (IR
spectrum &as a

d-Spacing (A) Two-Theta Angle (°) Relative Intensity (%)

12.44 7.10 2

9.26 9.54 9

6.37 13.88 6

10 6.22 14.23 24
548 16.18 3

5.28 16.79 100
5.01 17.69 2
4.57 19.41 4
15 4.50 19.69 2
4.45 19.93 6

4.11 21.61 15

3.97 22.39 23
3.89 22.84 4
20 3.78 23.52 7
3.68 24.16 1

3.52 25.28 13
3.34 26.66 1
3.30 27.01 3
25 3.21 27.77 1

Also disclosed is (S)-N-[[3-[3-fluoro-4-(4-morpholinyl)phenyl]-2-o0xo-5-
oxazolidinylJmethyl]acetamide, crystal "Form II" with an infrared (IR) spectrum as a
mineral oil mull: 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

30 cm’.



mneral oil null: 3364, 1748, 1675, 1537, 1517, 1445, 1410, 1401, 1358,
1329, 1287, 1274, 1253, 1237, 1221, 1145, 1130, 1123, 1116, 1078, 1066,
1049, 90wWo8B20and 758 30 cm -2 WO 01/57035 PCT/ US01/ 006BCT/URMr(oksEsr
disclosed is a progger &@cl@i&n@agr&s&mw&p%re[@m -HBLB-fhrdrd-4-(4-

rmrphol I nyl ) phenyl ] - 2- oxo- 5- oxazol i di nyl'] et hyl' ] acet am de, crystal "Form
1" which caompphamyl)phenylls2-oxerSiaxgzolidinyllmethyljacetamide, crystal 'Form II" which
(S)-N-[[3-[3-f] uaro-4-(4-norpholinyl)phenyl]-2-o0xo-5- 5

oxazol i di nyl FREPHYES] acet anide in greater than 98% enantioneric purity, (2)

(4 morphol i ny by o PP BuEt SARINL LRRero 2L | AmBHAS AL FIE 00, e
or mXxtuse okasdidusllnwetidi]adcth@itean gidate? Uhal 8% endntiopRfiapurig, of about 80

and (3) separating the
(S) - N-[[ 3-[ 3- f | uor(@) mixing thsrgseaséri than %anqonmr@aléy aureiﬁ)N [[3 [3-fluoro-4-

S5 BRI A B by S St
(S)-N-[[3-] 3]rﬂ k s%h(e tsrg? #)érgtme%(m@spxlt%]méerg?ﬁpe (?‘ abo 80° and
oxazol i di nyl | et ace nown phar maceu iCal y usef ul

antibacterial 15 a(g)amparaﬁﬁgtﬂéiss’m-ﬁet[ﬁllﬁ&mmzndrﬁm hényl]-2-ore50!l i d can
be used orally or given ];; as a sterile solution. en | inezolid was

ori gi nal N9 ppééﬂjﬁlémylknﬁéh)d pefamidefcpystal wiernE 8l from thesplyenty(s). di ffers from
Forml in its IR spectrum X-ray powder diffraction spectrumand nelting
point. 20 Once linezolid is synthesized, crystal Formll is prepared by
starting with [linezolid @Egéﬂlgﬁﬁgg RIFEION OFTHEMNVENTI®ON! ef erred that
the linezolid be nore tha onerfcalty pure, It is nore preferred
that the |inezoli difkezolithi(8)-NgB8-[S3Ihforgd-(4-norpholinyl)phenyi)2-o%6-6- pr ef er r ed
that the linezolid be 99.5% pure. The linezolid of reater than 98%

enant i oner i copseﬁqhsiy\y{lawﬂylhg@arnﬂs isérkpopinyphagacestically usefyl antibaeterigle 25 i n
SOl Uti on 197 BEer, RO PardlS, da8 R UEXANPEES) "BirlBAIR el ve R84 bhgor BRET T 0N

is m xed

by IV as a sterile solution.

When linezolid was originally produced, the crystal form was Form I. Form II
differs from Form I in its IR spectrum, X-ray powder diffraction spectrum and melting
point.

20 Once linezolid is synthesized, crystal Form II is prepared by starting with
linezolid of high enantiomeric purity. It is preferred that 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

25  in solution or be a solid. The linezolid starting material, solid or solution, is mixed
with a solvent selected from the group consisting of:

water,

acetonitrile,

chloroform, methylene chloride, toluene,

30 R;-OH where R is C-Cg alkyl,
R;-CO-R; where R; is C;-Cg alkyl or phenyl substituted with 1 thru 3 R,

where R is as defined above, and where R; is as defined above,



with a solvent selected fromthe group consisting of: water, acetonitrile,
chloroform nethylene chloride, toluene, 30 R1I-OH where R, is Cl1-C6 al kyl,
R1- CO R2whetr/g0BR2 is Cl-C6 al kyl or phenyl substituted w péT/USeiM06573 Rl
where R is as defRpED-QiawdheraRdisibeCealRgl and Rags dedéfimed abbeve, -3 WO

01/57035 PCT/ US01/ 00657 .R -CO re s - | kyl. and R |s as
defi ned above, R R ZWF%Q%S%';%GWE@“Q%N? asa‘?f‘&‘"% as%"%é“dé’f‘?fﬁré above.
It is preferr, . nsi sting of
wat e, Pethyl 8 e gdent BEsel ol e ABLEESRAE BFWARE, dAURgenD B T

acetoni tril e maksibhRthandiE piophnd] ApropnotBubdiel, ac@tbaitidle O4catoneBrhéylestiey]
chloride, toluene, xylene, diethyl ether, or nethyl-t- butyl ether. It is

nmor e pr ef ér r &dtonpaphlarptermomediylenp ghlerifigtolaers, aylene akiethylregher s amashylttr i | e,
ropanol, or .isopropanol. It i t preferred that the sol vent be. et hyl

Rcetate.  The SHPEPHPE R memestire ot (h SoSERURE I acclfr poRSAecditile, ”

t enperat ure : | I crystals of

ot hor ool 1 Fapaor 3 ispbiBbirol A Kihéte bRt re bl ihe s if o b LB dle 3 Y2

di ssol ve the |ineZdkinsixiufe of linezokd i the solaéntds hgitapel Ataueaperatare bedew 180t | i ng
poi nt of the solvent. This mxture is cooled to a tenperature of about 70.
The i xture w8yl gustals ofEermpdliare forped andscrystals of gther seligl fosms.|spehpsgorm 1,

crystallization. [t,is eferred that the id oduct s, coal ed and
co tated B d¥apsst uspBieef g Bison i lnsangesifhn uBA BeEh o fiefile S0l as
consi st only nelr thO@boMihg p6iny 8f Mk Selveit. ThigMblure3s &dokElo2a8mperafiié 6f Aot t he
slurry at a tenperaturé of about 55. It is preferred to mx the linezolid
and sol vent f76f. ‘Ehe mixtete M4y be seeddd: witls cystals afibloem I effecilittt drpstaliizatione
i nezolid ang solvent for at |east 20 mn and it nost preferred to m x

the |inezol i dtis@Aderss thatihe selid prodyct asgooled Wﬁg}wﬁ'ﬁi 3} 3 RPSFAIVTE SRRYFRL ur e
L1 Yo SRS D oSS oV R R e,
may be fust hgrefeped ©dndiftainihe oNerylat € kémperatdretdfabss 359, It is preferred to mix
the linezolid and solvent for at least 10 min, it is even more preferred to mix the
linezolid and solvent for at least 20 min and it is most preferred to mix the linezolid
and solvent for at least 30 min. The time and temperature will vary depending on the
solvent selected. With ethyl acetate it is preferred to mix for not less that 60 minutes.
20 The crystalline slurry may be further cooled to improve yield, and the solid
Form II product may be isolated. The mixture may be further cooled and agitated.
Other measures which can be used to facilitate crystallization include, but are not
limited to, cooling, concentration of the solution by evaporation or distillation, or
through addition of other solvents.
25 The crystals are isolated by procedures known to those skilled in the art.

Crystal Form II is the most stable form below about 85°. It is preferred to use
starting material with less than 0.2% of the R enantiomer of linezolid to minimize or
eliminate the formation of a pseudoracemic solid solution of the two enantiomers
which tends to crystallize as the Form I solid, even at temperatures below 85°.

30 It is well known to those skilled in the art that linezolid is useful as an

antibacterial agent, see for example US Patent 5,688,792.



Form Il product may be isolated. The m xture may be further cool ed and
agitated. Qher neasures which can be used to facilitate crystallization

i ncl ude, vob1/smes not |imted to, cooling, concentration pETURE/®6ed7uti on by
evaporation or distillation, or through addition of other solvents. 25 The
crystals are isolated by procedures known to those skilled in the art.
Crystal FormIl is the nost stable form bel ow about 85. It is preferred to
use starting material with | eDEFmHﬂONS?éﬁ&‘QQN&mi oner of linezolid

to mnimze or eI"Ilhc: ? fi B%ﬁnc{ exp nat 19610\9 t%}’ﬂ,%rt e%ﬁé@ hr(ﬂ\ l Utl on

of the two enantlorrers 0 crysta I'ze as orm

even at tenpehigkntiRob@heny ifdludidp bbih the splficakiowuad the cldimse skil | ed ln t he
art that linezolid is useful as an antibacterial agent, see for exanple US
Patent 5, 688,792. -4 WD 01/57035 PCT/ USOL/ 00657 DEFI NI TI ONS AND

CONVENTI ONS The definitions and expl anﬁ_ 1BRisow are for the ternms as
used throughout this entire docunent i oth the specification and

the clainms. 5 DEFILNh&bﬁN&feﬂsltB@g)ONL[Fa -[2hesd-4- morpholmyl)phenyl] -2-0X0-5-
(S)-N-[[3-[3-fluoro-4-(4-norpholiny )phenyld]cﬂ - 0X0- 5-

oxazol i di nyl Joxezcligiyblostiayiiadetamide tho ppoperndoff fosmpal a2 O ON N O O -
\-J~-HHQCH3 F 10 All tenperatures are |n cgagrees Centigrade. IR refers to
i nfrared spectroscopy. Pharnaceuti ca pt abl egrefers to those
properties and/or substances cy\/m « @, -w ablellto the patient froma

phar macol ogi cal / t oxi col ogi cal \pof nt Vi é\\AL@N/C\CHs
H

10
All temperatures are in degrees Centigrade.
IR refers to infrared spectroscopy.
Pharmaceutically acceptable refers to those properties and/or substances which
are acceptable to the patient from a pharmacological/toxicological point of view and
15 to the manufacturing pharmaceutical chemist from a physical/chemical point of view
regarding composition, formulation, stability, patient acceptance and bioavailability.
When solvent pairs are used, the ratios of solvents used are volume/volume
(viv).
When the solubility of a solid in a solvent is used the ratio of the solid to the
20  solvent is weight/volume (wt/v).
The term C;-C¢ alkyl means alkyl of 1 thru 6 carbon afoms and isomers

thereof where such exist.

EXAMPLES
25 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
illustrative, and not limitations of the preceding disclosure in any way whatsoever.
30  Those skilled in the art will promptly recognize appropriate variations from the

procedures both as to reactants and as to reaction conditions and techniques.
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15 to the manufacturing pharmaceutical chem st froma physical/chem cal

poi nt of view regarding conposition, fornulation, stability, patient

accept anoeo ans7obd oavai l ability. Wen solvent pairs are uBedpyseinmeesiati os of
sol vents used are volune/volume (v/v). Wien the solubility of a solid in a
solvent is usEXIAMBRLE Bt i 0 ofPrefeeatsml ofdCriyal Foven 1120 Lewlzokdit i s wei ght/ vol une

(wt/v). The term Cl-C6 al kyl neans al kyl of thru 6 carbon atons and
i soners thereof where LdbeaRlidyy ‘g’tt.’e"EmﬁPI?&i ‘%ggaWIﬁtpquﬂﬁéfhan 04%

el aboration, Jetyd ' i dd i ) Ust e
precedi ng desdg trtlllépliE iegﬁl,dog}r/eg’g(tl %@%ﬂ@qgﬁﬁ?g n\tgiq? Er:lt\li}gltrf?:étoa?ler {186 ?Itﬂé)' f Eith glsa %ﬁ R
extent. The stappbrdiand hentdid 65t veixasasaat defg inetehperdiare Ropslled dilteath.

vari ous conpounds and/or performthe various processes of the invention
and are t& behedmszolighig campleglidipsolived anskthemixtare ia sdredforjap giidigenddd of t he
precedi ng disclosure, ip any way whatsoever..,30,Those skilled in.t [t
T prompt | yaESgAns BrifeiRls RRBMISR S oss fuf AR pREb RS BB n as
to reactants ,agd emz{mﬁ&:&lb%vﬁgﬂgﬂiéd SiMfe 10ert ©ANENEE 8Geam 0PniEL&hlis57035
PCT/ US01/ 00657 MPLE 1 Preparation of Crytal Form Il of Linezolid

Li nezol i d wi thovpeadress thtaperogecB t9aidrianviponationc Splids spontaneeusly praeipdaedo  of
the R enantiqner, (1.99 ans) is mxed wth e | .acet at 100 . The
1ok st dpbselbtamndbeTahmes it Y eongesthior 8 piaf some, Tre

tenmper at yne GRGk [hied afl hnifd Br 98 mifified Wik Allrthihine GRIRLRLR!Y 551 SRR ved
and the mxture Is stirre or an additional 10 mhnutes. The tenperature
i's mai nt ai nedniatur®wak theh kol as kbown d3OwRilebekg oirrddreTHel sotills g isdlared bpper ed

to all ow sl ow evaporation of the solvent. A gentle streamof nitrogen is
bl own acr oss VefEIn Hlftieaarings siptered glasy fpaekipighye linsgplidiin apvaifarmeous! y

ricial vor s DA E & AR Al Bf BEAERG B RORM SR, 11

mai nt ai ni ng tHyemm.xture at 55. The m xture was then cooled to about 23
whil e being stirred. The solids are isolated by
15



vacuum filtration using a sintered glass funnel to give linezolid in
crystal form Analysis by powder X-ray diffraction indicates that the
solids ameobi/mmadlid crystal FormH 15 -6 WO 01/57035 PEIT/USA10068Y657
CLAI M5 1.

(S)-N-[[3-[3-fluoro-4-(4-norpholinyl)pkd&®MS 2- oxo- 5- oxazol i di nyl] nethyl]
acet am de, cry I "Fr II" ra ffractio rum of :
d- Spaci ng (A) o~ Ths 99{31 (TOWE‘PQP%@W%@ 3n‘é‘|°f§y°f%° ‘dﬁ‘yﬁz‘“‘%ﬁi 10 2
9.26 9.54 a@ct% d%3cx§§a16 Fo@m%? with géo@éer)? #dl%@&&%ﬂ%pé&fuﬁlgﬁ 16.79 100
5.01 17.69 19741 4.50 19 2 4. 19. 93 15 4.11 21.61 15

3.97 22.39 23 3.89 @cmggm 3.78 23Me@-ThetaAide 0. 16 1 RfatBedateRGtyA90)13
3. 34 26. 6655 1 3.30 27,01 3 3.21 27.77 1

12.44 7.10 2
9.26 9.54 9
6.37 13.88 6
6.22 14.23 24
5.48 16.18 3
10 5.28 16.79 100
5.01 17.69 2
4.57 19.41 4
4.50 19.69 2
4.45 19.93 6
15 4.11 21.61 15
3.97 22.39 23
3.89 22.84 4
3.78 23.52 7
3.68 24.16 1
20 3.52 25.28 13
3.34 26.66 1
3.30 27.01 | 3
3.21 27.71 1

25 2.(S)-N-[[3-[3-fluoro-4-(4-morpholinyl)phenyl}-2-oxo-5-oxazolidinylJmethyl]
acetamide, crystal "Form II" with an infrared (IR) spectrum as a mineral oil mull:
3364, 1748, 1675, 1537, 1517, 1445, 1410, 1401, 1358, 1329, 1287, 1274, 1253,
1237, 1221, 1145, 1130, 1123, 1116, 1078, 1066, 1049, 907, 852 aand 758 cm™".

30 3. A process to prepare (S)-N-[[3-[3-fluoro-4-(4-morpholinyl)phenyl]-2-oxo-5-
oxazolidinyllmethyl]acetamide, crystal "Form II" which comprises: '
(1) producing (S)-N-[[3-[3-fluoro-4-(4-morpholinyl)phenyl}-2-ox0-5-

oxazolidinylJmethyl]acetamide in greater than 98% enantiomeric purity,

-7-



25 2.
(S)-N-[[3-[3-fluoro-4-(4-norpholinyl)phenyl]-2-o0xo-5-o0xazolidinyl]nethyl]
acet am deyoor/ymsal "FormIl" with an infrared (I R) spectrpar/asoizoosiner al
oil mull: 3364, 1748, 1675, 1537, 1517, 1445, 1410, 1401, 1358, 1329,
1287, 1274, 1253, (2126%ing Urodreat¢rithdn 98%30antionxgicaliy pare ($pB[[318dmorord49,

907, 852 758 : A

o 2 PR e R i ol S S Getgmice nasoventor
oxazol i di nyl lmRthy bt ﬁﬁ\%nmt%qemsérmﬁ@belawt% ér"atde@bfsxbo%ewar@es (1)
producing (S)-N[[3-[3-fluoro-4-(4-norpholinyl)phenyl]-2-o0xo-5-

oxazol i di nyl ] met hy(3) sapetasing die: (S)-N{[BeBeftudrdrdr(4986tpbnbamyl)pheeyl]-2-qaatS-ty, -7
WO 01/ 57035 PCT/ l11801/ 00657, (2) .m xing the reat er than 98%

enant i omePi c&Xp3PIiRYAImed) XU@CW@K{%“W% F 8“11 " from the solvent(s).

(4- nmor phol i nyl )phenyl ] - 2- oxo- 5- oxazol i di nyl ] met hyl ] acetam de in a sol vent
or mxture of solvents at a tenperature bel ow a tenperature of about 80
and (3) separ4t Angodeleaccording to claim 3 where the enantiomeric purity is greater than 99%.
(S)-N-[[3-[3-fluoro-4-(4-norpholinyl)phenyl]-2-oxo-5- 5

oxazol i di nyl ] met hyl ] acetam de crystal "Forml1Il" fromthe solvent(s). 4. A

process accorsl gk Skalild WARLR 4 DFerEBRUGATERLS: Bl tprkednt e ¢ han

99% 5. A proceSs accor claim ric purity is

greater tipan 99(%9.5% 6. A process according to claim3 where the sol vent
is selected fromthe group consisting of conpounds of the fornula: water,
15 acetonitrile, chloroform nethylene chloride, toluene, Rl-OH where R,

5 CL- OBl kg 5000 MS1E P fehe 02 BN 12001 PE Bl B4 Ut o0 W €

1 thru 3 R 'S as ere I'S as I ned

above, 20 R1-cGh¥iSBngd\ebRipeuils dfshdIbrigblagl kyl and R, is as defined above,
R1-OR2 where RL is C1-Co6 alkyl and R1L is as defined above. 7. A process
according to clai n¥8where the solvent is selected fromthe group

15 acetonitrile,
chloroform, methylene chloride, toluene,
R,-OH where R; is C;-C¢ alkyl,
R;-CO-R; where R; is C-Cg alkyl or phenyl substituted with 1 thru 3 R;
where R, is as defined above, and where R; is as defined above,
20 R|-CO-0O-R; where R; is C,-C¢ alkyl and R is as defined above,
R;-O-R; where R; is C;-C¢ alkyl and R; is as defined above.

7. A process according to claim 6 where the solvent is selected from the group
consisting of water, ethyl acetate, methanol, ethanol, propanol, i-propanol, butanol,
25  acetonitrile, acetone, methyl ethyl ketone, chloroform, methylene chloride, toluene,

xylene, diethyl ether, or methyl-t-buty! ether.

8. A process according to claim 6 where the solvent is selected from the group
consisting of ethyl acetate, acetone, acetonitrile, propanol, or isopropanol.
30

9. A process according to claim 6 where the solvent is ethyl acetate.



consisting of water, ethyl acetate, nethanol, ethanol, propanol,

i -propanol, butanol, 25 acetonitrile, acetone, nethyl ethyl ketone,

chl or of ow® on&t0By | ene chl ori de, toluene, xylene, diethylPer/ise 00657

met hyl -t-butyl ether. 8. A process according to claim®6 where the sol vent

is select efl florft Pt@éeslg‘lﬂéwdingé(mliagﬂ ﬁﬁ%}le@‘? thet(RYN-d243-Avero-4é#t one, I
Tirile. ) . 9 ; .
6 where 1 he  TaPpRRMDpneRiy 4 SERaRRARain Byglh BLASES R AREEEY hasd 15 T

process accornginng thekoblent 8 Mixthie e sélkent§.S) - N-[ [ 3-[ 3-f 1 uoro- 4- (4-

nor phol i nyl ) phenyl ] - 2- oxo- 5- oxazol i di nyl ] met hyl ] acetam de is m xed for at
least 10 mn in the solvent or mxture of solvents. 5 11. A process

according_to ¢claiml10 where the (S)- 3- [ 3- ro-4-(4-

o phol | 31 ) gy Proess s Eng 1ok 4P lers SRS HLBTERb e 4 ¢ xed ror at
least 20 M GndrPhdlPREMEIE-006- 5080 S Bn AT m&A) Y RRtaPnidd B miRke® FIGE Rlst 20
according to claim 10 where the linezolid is mxed for at least 30 mn 10
in the sol vemingn thei selvgneorohixgwk wémelyentd.3. A process according to claim3
where the tenperature is |less than about 75. 14. A process according to
claim 10 where the tenperature is fromabout 45 to about 15 60. 15. A

process_accorngi MgpioRessladédRliRg WElakn 1D Her) thbHinbR511d3s tise fr 4rie4st 30 min
nmor phol i nyl )phenyF] - 2-0x0-5-0xazolidinyl]nmethyl]acetanide is isolated as a

solid bédbor en thexsohgniwithixéurs of v@mentor m xture of solvents. 20 16. A
process according to claim3 where the (S)-N-[[3-[3-fluoro-4-(4-
nor phol i nyl ) phenyl ] - 2- oxo- 5- oxazol i di nyl ] nret hyl ] acetam de is kept in

solution befiar ey Biottddcrlilg fo SIAnY 8he?E tHEtdhpEruRd is3Qs YiRRlaboulPse: O

14. A process according to claim 10 where the temperature is from about 45° to about

15 60°.

15. A process according to claim 3 where the (S)-N-[{3-[3-fluoro-4-(4-
morpholinyl)phenyl]-2-oxo-5-oxazolidinyljmethyl]acetamide is isolated as a solid

before mixing with a solvent or mixture of solvents.

20
16. A process according to claim 3 where the (S)-N-[{3-[3-fluoro-4-(4-
morpholinyl)phenyl]-2-0x0-5-oxazolidinylJmethyl]acetamide is kept in solution
before mixing with a solvent or mixture of solvents.

25



