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OF THE | NVENTI ON 5 The present invention relates to new and usef ul
N- phenyl oxazol i di none conpounds and their preparations, and nore
particularly to N phenyl oxazoli di none conpounds in which the

phenyl oxazol i di none noiety is linked to a variety of saturated, or
partially saturated, 4-8 nenbered heterocycl es containing oxygen,

nitrogen, and sul fur through a car BB8Y on bond. 10 The corrpounds
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Abstracts 61219Y/ 35,720 67436R-B, 84475A/ 47) disclose a saturated nitrogen

het er ocycifsditded itrhr a@h g1l roat r ggen ahﬁarramx?,a ahanybexwasaigi none
noi ety. French Patent (FR2500450 Al 820827) di scl oses
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O her references disclose fully aromati¢c heterocycles attached to a 25
pheny| ox adhsnefimdhe, winel Linegsaupbpedasa dockRagl coapléngopsovidedA2, US
Pat ent 5,130, 316, US Patent -5, 254,577, US Patent 4,948, 801, and WO
9309103- At its ugperesnd,nasdr apr 4588C FHIéAEREn PKEVAEed: B&yété ’Fsp
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i) - (O rhavBhg a s1ifd eiﬂ]1t§ side surfadd is ldoupled to thé&)
Clerr] alkyl, optionally substituted with one or nore OH, CN, or halo,

c) (@d{@]ﬁ]ﬁ@ siewlberor s35 that it i slidaBieer ohik Okiehih; a
Rerr] is a) Cerr]al kyl,optionally substituted with one or
nmore OH, p@Ndeadredmlnsed range, and lhhe ]:a(ﬁli eis |posikidnedrwithin the ¢)
-(CHerr])h-ORerr]; 30 Rerr] is a) H, b)
derr] a|sk]yl|d1ng tube and g5 cont:(m.bly]gngeg yin gn opening dlrgo;tlon

-Cc(derr] al Rerr] is - H,
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PCT/ US96/
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wherein Rerr] is fl uoroet hyl, cyanonet met hyl sul fonyl, fornyl,
hydr oxyacetyl, 20 acetyl nethoxyaceayl benzyloxyacetyl acetoxyacetyl,
dichloroacetyl, met hoxy car bonyl , tert-butoxy carbonyl, benzyl oxy
carbenyl, 3-hydroxypropi onyl, 3- met hoxypr opi onyl , 4-oxopent anoyl,
2-in gje carbonyl 5 i soxazol e carbonyl, 5-nitro-2- t hi azoyl ,

4- ox laed5- et hyl - 1, 3, 4-t hi adi azol - 2-yl . Rlerr] is H,
F, or I rr] and Rlerr] are the sane or different and are H or
F;, and hyl or methyl substituted with one or nore F or CL.
The present |nvent| on al so provides a nethod for treating mcrobial

i nfections in patients by admnistering to a patient in need thereof

an effectlve armunt of a corrpound of For rrul a ( | ). The conpound can
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Fol | owi ng the general procedure of EXAMPLE 22, and maki ng non-critical
variations but substituting

(5S)-N-[[3-[3-fluoro-4-[1-[(benzyl oxy)acetyl]-3- 35
pyrrolidinyl]phenyl]-2-o0xo-5-0xazolidi nyl]nethyl]acetam de (EXAMPLE 43) for
- 55- SUBSTI TUTE SHEET (RULE 26) WO

97/ 09328
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(S)-(-)- N— [3-[4-[I|-((benzyl oxy)acetyl]-4-piperidinyl]-3-fluorophenyl]-2-ox

0- 5- xB8b8| BadifdynpntuRel, | Afendating Heenber i orpovihdefls agbtiiened,
FAB- HRVS calculated far C[err]H[err](}err]O[er%%F[err] + H  380. 1622.
Found: 88@93%§5end of5 lg(m:qu_l. tube, and the overshot assembly has

ol | ow ngh (TP eI COBRE A MO SERA R B2oe R Y e SHE Erda

(25 2\ T4n [93*9%%”}3}% Q’S‘y?’?‘&&Pn?P?BHSﬁyY’FB £hg engaging member of

OvaO|IdI y e ( for (S)-(-)-N[[2-0x0-3-[4-(4-
10 plper %Q i%?%o%%%%g§§l - 5= oxazo ?dlnyl]nethyl]acetanlde the title
conpound |s obt ai ned, HRMS cal culated for CJerr]Herr]FNerr]Jerr]:
349. 1438. Found: 349. 1444. EXAMLPLE 46

(59)-3-[4-[5-[ (Acetyl am no) net hyl ] - 2- oxo- 3- oxazol i di nyl ] - 2- _
fl uorophenyl]-1-pyrrolidinecarboxylic acid nethyl ester 15 Fol | owi ng

the general procedure of EXAMPLE 26, and naki ng non-criti cal

vari ations but substituting
(5S)-N-[[3-[3-fluoro-4-(3-pyrrolidinyl)phenyl]-2-o0xo-5-

oxazol i di nyl ] met hyl ] acet am de (EXAMPLE 44) for (S)-(-)-N[2-o0xo-3-[4- (4-
pi peridi nyl)-3-fl uorophenyl]-5-o0xazolidinyl]nmethyl]acetam de, the title

conmpound i s obt ai ned, HVRMS calculated for Clerr]Herr]FNerr]Jerr]:
379. 1543. Found: 879.1546. 20 EXAMPLE 47

(S)-(-)-N[[3-[4-(3.6-D hydro-2H pyran-4-yl)-3-fluorophenyl] - 2- Step
1 3. 6-D hydro-2H pyran-4-yl trifluoronethanesul fonic acid ester

Fol l owi ng the general procedure of Step 2 of EXAMPLE 20, and meki ng non- 25
critical variations but substituting tetrahydropy{an-4-one for 1-(1,1-

di et hyl et hoxycar bonyl ) - 4- pi pendone, the title conpound is obtained, 1H NWR
(CDCl[err], 400 MHz) 5.82, 4.27, 3.90, 2.47 [err]. Step 2:

3- Fl uor o- 4- (3. 6-di hydr o- 2H pyr.an- 4-yl ) benzenanm ne . Fol | owi ng t he
general procedure of Step 8 of EXAVWPLE 20, and neki ng non- 30 critical

vari ations but substituting 3, 6-di hydro-2H pyran-4-yl
trifluoronmethanesul fanic acid ester (EXAMPLE 47, Stepl) for 3, 6-di hydro-4-
[[(trifluoromethyl)sulfonyl]oxyl-1(2H)- pyrldlnecarboxyllc acid

1, 1- dlnethylethyl ester, the title conpound is obtained, np 86[err]C
88C Step 3

3-Fl uoro-4-(3. 6- dlhydro 2H pyr an- 4- yI)benzenanlnecarboxyllc acid 35
phenyl et hyl ester A m xture of

3-fl uoro-4- (3, 6-di hydr o- 2H pyr an- 4- yl ) benzenani ne. ( EXAMPLE

SUBSTI TUTE SHEET( RULE 26) WD 97/ 09328

PCT/ US96/ 12766 47, Step 2, 2.28 g) and sodi um bicarbonate (1.98 g) in
tetrahydrofuran (59 nm.) is treated with benzyl chloroformate (1.85
m.), and the resulting slurry is stirred at ~anbi ent tenperature for
six hours. The m xture is then washed with water (50 m.), the aqueous

phase is extracted with nmethylene chloride (50 nm.), and the 5 conbined
organi ¢ phase is washed with saline (25 nL), dried over anhydrous
sodi um sul fate and concentrated under reduced pressure. The residue is then
chr omat ogr aphed on silica gel (70 - 230 nesh, 80 g), eluting wi th ethyl

acet at e/ hexane (16/85), and those fractions wth an Rf 0.45 by TLC (et hyl
acet at e/ hexane, 25/75) are pool ed and concentrated to give the t|tIe
compound, nmp 10 75 - 76C. Step 43 -

(R -(-)-3-[3-Fluoro-4-(3. 6-di hydro-2H pyr an- 4- yI)phenyI] 5-

Fol I owi ng the general procedure of Step 3 of EXAMPLE 17, and.neking non-

cri ti Jais ShaetiHesiBess Rbplacegubst i t uti ng 3-fl uoro-4- (3, 6-di hydr.o- 2H pyran-4- 15
yI)benze mlnmﬂ ! rrl c acid phenyl nethyl ester (EXAMPLE 47, Step 3) for
3,6- -

di hydr o- 4- phenyl'met hoxy) car bonyl ] am no] phenyl | - 1(2H) - pyri di necar boxyl
ic acid phenylnethyl ester, the title conpound is obtained, np 127 -

130[err]C Step 5:
(R) ( ) 3 [3 Fluoro 4 (3 6 d|hydro 2H—pyran 4 yI)phenyI] 5-
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