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Oxazolidinones represent the first new class of antibacterials to be developed since the quinolones.
The oxazolidinones are synthetic antibacterial compounds that are orally or intravenously active
against problematic multidrug resistant Gram positive organisms and are not cross-resistant with
other antibiotics. See Ried] et al, Recent Developments with Oxazolidinone Antibiotics, Exp. Opin.
Ther. Patents (1999) 9(5), Ford et al, Oxazolidinones: New Antibacterial Agents, Trends in
Microbiology 196 Vol.5, No. 5, May 1997 and WO 96/35691. See also WO 03/063862, WO
01/81350, WO 01/94342, WO 03/072553, EP 0352781 and US 5,565,571 and 4,053,593.

This invention relates to new oxazolidinones having a cyclopropyl moiety, which are effective against
aerobic and anerobic pathogens such as multi-resistant staphylococci, streptococci and enterococci,
Bacteroides spp., Clostridia spp. species, as well as acid-fast organisms such as Mycobacterium
tuberculosis and other mycobactenial species.

Summary of the Invention

The present invention relates to compounds of formula I:




S ey

| 1 its enantioner, diastereoner, or pharnmaceutically acceptable salt,
hydrate or prodrug thereof wherein: Rl represents i) hydrogen, i) (.CH2)
NRS5R6, iii) CR7RSRI9, C(R)20R14, CH,NHR34, iv) C(=OR, 3, C(=NCH)H,
C(=NOR13)H, C(=NOR, 3) R13, C(=NOH)R13, C(=O N(RI 3)2, C(=NCH)N(R13) 2,

NHC( =X1) N( R13) 2, NRCO2R, (C=NH)R7, N(R13)C(=XI)N(R13)2, COOR13, S02R14,
N(R13) SO2R14, N(R13)COR14, v) (C, _6alkyl)CN, CN, CH=C(R)2, (CH2) pOH,

C(=0) CHR13, . C(=NR13) R13, NR30 DR13:. 0 Vi 0, heterocycl e, optianal.ly
SUbst |t 0t el PERIOTIch SURISTEh o SspghARen sty e RS D e e

carbon or a heteroatomp Y X represents R ; or a C5-i 0 heteroaryl

r epr esent edRP%pNséMfQ ch represents an optionally substituted aromatic

het erocyclic group containing Ito 4 nitrogen atons and at |east one double
bond, and whi ch b@lregemnect ed t hrough a bond on any nitrogen said heteroaryl

optional ly ..subs{dg t;gg th 1 to 3 substitutents selected fromR7 Y
represents NSR* {)C ng, grg’S(C))p; T 'or noorrr HAr HAr represents aryl or

het er oar yl , iiiet e@%&%@l‘i@(ﬂ)ﬁm OByNHR:, or heterocyclic; R represents

hydrogen OTC\1 - | gy ot Ir epr X ALRL 2. 2~ ryl, or
-(0 1C5_10 ﬁ%t erggﬁjg#élcmcﬁ}{hggﬁﬁggggftEcﬁega Bfg):l(,lg eﬁl’hgf(@}%ngon or a
het er oat om sai dCEMNAHAN{B:hNBEGHBYGH1)08R ORI (CyNEMRys NR 0CEK OMIR 1, TOQR 13,
groups of R7, | %iRMI?ﬁRBﬁ(wR”’mu%@Rli{ndependentIy repr esent

V) (Crealky)CN, CN, CH=C(R),, (CH,) ;OH, C(=0)CHR 3, C(=NR;3)R13, NR;cC(=X})R)3; or

vi) Cs.10 heterocycle optionally substituted with 1-3 groups of R7, which may be attached through

either a carbon or a heteroatom;

Y.

X represents Ry 3* " or a C5.10 heteroaryl represented by @ which represents an

optionally substituted aromatic heterocyclic group containing 1to 4 nitrogen atoms and at least one

double bond, and which is connected through a bond on any nitrogen said heteroaryl optionally
substituted with 1 to 3 substitutents selected from R7

Y represents NR*, O, CN, or S(O)p;

b Ar
- or
HAr

R, represents hydrogen or C1.6 alky!;

represents aryl or heteroaryl, heterocycle, heterocyclyl or heterocyclic;



i) hydrogen, ii) halogen, 1iii) Cl.6 alkoxy, or iv) Cl-6 alkyl; r and s

i ndependently are '1-3, with the provision that when (R4.), and (R4), or
(Ran) and (R ,), are attached to an Ar or HAr ring the sumof r and s is

| ess than or equal to 4; R5 and R6 independently represent i) hydrogen, ii)
Cl _6 alkyl optionally substituted with 1-3 groups of hal ogen, CN, OH, Cl-6
al koxy, am no, imno, hydroxyanno, aI koxyam no, Cl_6 acyloxy, Cl 6

| kyl sul f |, C1 6 ff 6I I f Cl -6
APABEIRR SRR G o RS IR S NG R AR SR
phenyl, pyr pghiones thﬁ)ugﬁ @;wmafbon oremayﬂo@taml &Warypd'nd%h@ﬁﬂaﬁédl{l oﬁﬁérﬁlljmﬁgﬁfﬁtc@nd
pyridi ne optlt%)aj FX'I’ |tuted with 1-3 hal ogen, 3, ClL -6 al kyl

or CL -6 al Kb 6* acyl optionally substituted with 1-3 groups of
hal ogen, OH, SH, C 6 al koxy, naphthal enoxy, phenoxy, amino, Cl-6

acyl am no, X 0x m.no 1-6 acyl oxy, aral kyl oxy, phenyl,
pyri di ne, C?‘A %ﬂ’ rggggﬂﬁ?figpe&%{mg ek T&nino, C -6 dial kylam no, O -6

hydroxyacyl gxy, Ghydroga, Kyl sul f enyl , pht hal i m do, mal ei m do, succini m do,
sai d phenocﬁp ?%]yl and pyridine optionally substituted with 1-3 groups of
hal o, &oxy, amino, Cl1_6 acylamno, CF3 or A _6 alkyl; iv)

Cl -6 al kyl sub)f on)ﬂl @@kqxdn%fl |y substituted with 1-3 groups of hal ogen, OH,

Cl -6 al koxyy, ﬁgMdroxyI am no, al koxyl am no, C -6 acyl oxy, or phenyl;
sai d phenyl 3pt| o] aqu " substituted vvith 1-3 groups of halo, OH Cl-6

al koxy, amno, Cl-6 acylam no, CF3 or - 6 al kyl; v) aryl sul fonyl

SV 5O SR el b L, S ARG S oSy ORISR iRy B,
Cl-6 al koxyaﬁ@bﬁ%to aaéylooklwnmﬂph@nyfr anéau&jqurﬂmw eyt fodhal | y substl t ut ed
with 1-3 groups of halo, OH C-6

R5 and Rg independently represent

1) hydrogen, '

i) C1-6 alky! optionally substituted with 1-3 groups of halogen, CN, OH, C].¢ alkoxy,
amino, imino, hydroxyamino, alkoxyamino, C1_g acyloxy, Ci-¢ alkylsulfenyl, Ci.6
alkylsulfinyl, C1-¢ alkylsulfonyl, aminosulfonyl, C1-¢ alkylaminosulfonyl, C1.¢
dialkylaminosulfonyl, 4-morpholinylsulfonyl, phenyl, pyridine, 5-isoxazolyl,
ethylenyloxy, or ethynyl, said phenyi and pyridine optionally substituted with 1-3 halogen,
CN, OH, CF3, C1.6 alkyt or C1.¢ alkoxy;

iil) C1.6 acyl optionally substituted with 1-3 groups of halogen, OH, SH, C].¢ alkoxy,
naphthalenoxy, phenoxy, ammno, C].g acylamino, hydroxylamino, alkoxylamino, C1-¢
acyloxy, aralkyloxy, phenyl, pyridine, C1.¢ alkylcarbonyl, Cj.¢ alkylamino, C1.¢
dialkylamino, Ci.-g hydroxyacyloxy, Cy.¢ alkylsulfenyl, phthalimido, maletimsdo,
succinimido, said phenoxy, phenyl and pyridine optionally substituted with 1-3 groups of
halo, OH, CN, C1.6 alkoxy, amino, C1.¢ acylamino, CF3 or Cy.¢ alkyl;

) C1-6 alkylsulfonyl optionally substituted with 1-3 groups of halogen, OH, C1-6 alkoxy,
amino, hydroxylamino, alkoxylamino, C1-6 acyloxy, or phenyl; said phenyl optionally
substituted with 1-3 groups of halo, OH, C1-6 alkoxy, amino, C1-6 acylamino, CF3 or C1-
6 alkyl;

v) arylsulfonyl optionally substituted with 1-3 of halogen, C1-6 alkoxy, OH or C1-6 alky;



al koxy, amno, C-6 acylam no, CF3 or Cl-6 al kyl; vii) am nocarbonyl, Cl-6
al kyl am nocar bony) or C -6 dial kyl am nocarbonyl, said al kyl groups . .
optionally substituted with 1-3 groups of hal ogen, OR -6 al koxy or phenyl
viii) five to six nmenbered heterocycles optionally substituted with 1-3
groups of halogen, OH CN, amno, C -6 acylam no, Cl-6 al kyl sul fonyl am no,

Cl -6 al koxycarbonyl amino, Cl -6 alkoxy, C -6 acyloxy or C-6 alkyl, said

al kyl optionally substituted with 1-3 groups of hal ogen, or -6 al koxy;

i x) C3-6 cycl a8l kyl‘-?iafrdikmytarbqwl opimhilly sgbdtioted witreld3 wf hmogbn@lg,r%h@slkwfy, C16

roups of hal ffl;'eﬁ P @e@ﬁ* e %%@% Hfﬁf“"*&%@%*’*‘&i%?&lpﬁgﬁ%@ B T ®
or Cl-6 acylam no a}kp}y,pwmo JH6cayleming! ClpariGriaklkyl subst i tut ed with 1-3 of

G-6alkyls Xy %wﬁo@ﬁ% é?%ﬂéylgﬂﬂﬁi??otngfm@qyé dla@igﬁ&{o%@&}yy sl tuted
4- ani nophe,nyl 4 (@@quﬂt@mlh’@)lbﬁ@nsd w:ﬂnl 3(ggduyt§yﬂ1a}ve¢mmh(§dyq alkayy oRBheayld R6

taken toget het,;u i8Rt R BEUEDHAGAATBRAI GhAedudi1 § dRADES Bbeen, oI,

het erocyclic ring contal ni ng car et er oat ndent|ly
chosen fromo, S, SO, asoR, CN6 aeylarme -ﬁalkwleﬁfoesbmno»‘flwélmg@rbonﬂamge 1-6

(CH2) , C5a0 heteroc o CLMNER) EH,
Cl-6 al koxy, Cl-6 )é kﬁ IQ\LC Q&?Eﬁ hydroxyga01 alpﬁyl } CH2) 1. gln\lgH;(Cll( s 0

al kyl, (CH2) a3N( C) belogankgn 12 R, -0C0C1-6 al kyl; ii) (CH2), am no
(CH2), C1-6 al kyl amdaos cy%aﬁyﬁ%b@m nalfy suBstfiedd ¥ith AR1ghGups bichigpsy lauidas  or

Cl -2 al koxyarnino a{l of I ch can be optionally substituted on the nitrogen
with Cl-6 acyl, crlkgxye sul fony] or Cl-6 al koxycarbonyl, said acyl and

al kyl sul fonyl xppti cme@zloyxyopnsmstshﬁsum Witht N3 grodpsaif hblab g O, 61 -6Gkox {38 120 kfRy

I ndependent | y repr es CI - optionally substituted with 1-3
hal ogen, CN, OH, Ci- I’&:s}l i%ﬂ&f“’y 7 4R lé@/‘%' IP’am no,

xi)  pyrrolylcarbonyt optmnally subsumted with 1-3 of C1-6 alkyl;

xii) C1-2 acyloxyacetyl where the acyl is optionally substituted with amino, €1-6 alkylamino,
C1-6 dialkylamino, 4-morpholino, 4-aminophenyl, 4-(dialkylamino)phenyl, 4-
(glycylamino)phenyl; or

R5 and Rg taken together with any intervening atoms can form a 3 to 7 membered heterocyclic ring

containing carbon atoms and 1-2 heteroatoms independently chosen from O, S, SO, SO,, N, or NRg;

R7 represent

i) hydrogen, halogen, (CH2),Cs.;0 heterocyclyl, CN, CO2R, CON(R)2, CHO, (CH2):NHAc
C{=NOR), OH, C1.6 alkoxy, C1-6 alkyl, alkenyl, hydroxy C1_¢ alkyl, (CH:1.NHC(O)C1-¢
alkyl, (CH;)e.sN(C1-6 alkyl),, NHCO;R, -OCOC1.¢ altkyl;

ii) (CH,),amino, (CH;),C1-6 alkylamino, C1-6 acylamino, C1.6 dialkylamino, hydroxylamino
or C1.2 alkoxyamino all of which can be optionally substituted on the nitrogen with C1-6
acyl, C1.¢ alkylsulfonyl or Ci.¢ alkoxycarbonyl, said acyl and alkylsulfonyl optionally

substituted with 1-2 of halogen or OH;

Rg and Rg independently represent
1) H,CN, :
i) C1-6 alkyl optionally substituted with 1-3 halogen, CN, OH, C1-6 alkoxy, C1-6 acyloxy, or

amino,



4 iii) phenyl optionally substituted wth 1-3 groups of hal ogen, OH Cl1_6
al koxy; or ‘R7- and ‘R8 taken together can forma 3-7 nenbered carbon ring
optionally interrupted with 1-2 heteroatons chosen fromO, S, SO S02, N
-i, and NR8; Xl represents 0, S or NRI3, NCN, NCO R16, or NSO R, X2
represents 0, S, NH or NSO2R14; RIo represents hydrogen, Cl_6 al kyl or
CO2R15; R 12 represents hydrogen, C1 6 alkyl, NH2, OR CHF2, CHC 2i
C(R)2Cl, (CH2) SR (CH2).CN, (CH2) S2R, (CH) "S(O R, Cl_6 alkylam no,
C3_6 cycloalkyl, C5_1 o heterocyclyl or Cl-6 dial kylam no, where said

Y ©¥L o Rt TR e R R e b s T

Each R13 represents independently hydrogen, Cl1.6 alkyl, C6_10 aryl, NR5R6,
SRg, S(O Rs, R%(a@ ﬁg gnto%\}hergifa fofrh 28- ﬁvlngﬁﬂge%d@ %Sn%ﬁggédnlﬁﬁﬁ()ﬁ?@ﬁgfw%th 1-2

hydr oxycar bonyl 6 acyl, arbon ring optionally
i nterrupted M?Watﬁmsh}éﬁm%‘m %%&C& MWSS SO, 502, NH and NRg where
said C1_6 al kyl, aryI or Cl-6 acyl groups may be |ndependently substituted
with 0-3 halogens, dr ox N(R) 2, CO2R, C6-10 aryl, C 5-10 heteroaryl, or
Cl1_6 al koxy dcrldﬁﬁ'ésem?\%? ﬁoﬂ\é@IRN@qdﬁQjB&, en¥SQRsached to the same atom or
two adj acent atons they may be taken together to forma 3-7 nembered carbon

ring optional]y interrupt i -2 heteroatons chosen fromO0, S, SO 802,
NH, and NR5; )ngIgﬁﬁE@éQﬂgﬁﬁ)?\é\%gGé%]%r Cl _6 alkyl; R* represents hydrogen,
CN, C(=O R14, (CH2) pC02C1 6 al kyI (CHZ) pC5_| oheterocyclyl, or d_6 alkyl,
sai d al kyl d heter ofe I bstituted with I to 3 groups of R7,
R14 represen&oéer’?fﬁ%“lé%r%eg%ﬁ Bﬂﬁg éoeya’oal kyl, (CH2)pC5-1oheterocyclyl,
Cl -6 haloal kyl, phenyl, said alkyl, cycloalkyl, phenyl, heterocyclyl
optronal 1y ok arlls o, RUR o e, T cTck B0 ERIBY
and hydr oxy (GB1)¥nEl (GH:pSEP e Cads am)tlmmiam Gard qyoloeﬂcyhsidnomytcmcmlﬁ@t Cmg group;

dialkylamino, where said alkyl, and cycloalkyl may be substituted with 1-3 groups of halo, CN, OH
or C1-¢ alkoxy, said heterocyclyl optionally substituted with 1-3 groups of Ry

Each Ry3 represents inciependently hydrogen, Ci.6 alkyl, Cg-10 aryl, NR5Rg, SRg, S(O)Rg, S(0)2
Rg, CN, OH, C1.¢ alkylS(O)R, Cj_g alkoxycarbonyl, hydroxycarbonyl, -OCQaryl, Ci-6 acyl, C3:7
membered carbon ring optionally interrupted with 1-4 heteroatoms chosen from O, S, SO, SO, NH
and NRg where said C1.¢ alkyl, aryl or Cj_g acyl groups may be independently substituted with 0-3
halogens, hydroxy, N(R)7, CO2R, Cg-10 aryl, C 5.10 heteroaryl, or C1-g alkoxy groups;

When two R,; groups are aftached to the same atom or two adjacent atoms they may be taken together

to form 2 3-7 membered carbon ring optlonally mterrupted with 1-2 heteroatoms chosen from Q, §,
S0, SO2, NH, and NRg:

R represents hydrogen or C1.5 alkyl;

R* represents hydrogen, CN, C(=O)R14, (CH2)pCO2C1 .6 alkyl, (CH2)pCs.-10heterocyclyl, or C1.¢
alkyl, said alkyl and heterocyclyl optionally substituted with 1 to 3 groups of R7;

R14 represents amino, Cy.g alkyl, C3.g cycloalkyl, (CHz)pCS-mheterocyclyl, C1.-6 haloalkyl,
pheny!, said alkyl, cycloalkyl, phenyl, heterocyclyl optionally substituted with 1-3 group of Ry, when



———— T
R15 is O -6 al kyl or benzyl said benzyl optionally substituted with 1-3
groups of halo, OH, C -6 al koxy, amno, Cl-6 acylamno, or Cl-6 al kyl; R16
i s hydrogen, C5-1 Cheteroaryl, C 6-10aryl, said heteroaryl and aryl
optionally substitutecg wth 1-3 groups of R7; p represents 0-2 and m n and
g i ndependently represent 0-1. Another aspect of the invention is concerned
with the use of the novel antibiotic conpositions in the treatnent of
bacterial infections. Detailed Description of the Invention The invention is
described herein in detail using the terns defined bel ow unl ess otherw se
speci fied. TipeisGRERMH hydbxi BRuP oLS BBbednINE RrkR R BYthb BME AR WNERS Srhifo and
centers, chiral axes and chiral planes, and occur as racernates, racemc
m xt ures, ankydeexyioptiénailyipretectsd asthen emumeros hydsptyrpratettinggoswi bl e i soner s,
i ncluding optical isoners, being included in the present invention. (See
E.L. Eliel and S H_WIlen Stereochem stry of Carbon Caonpounds (John W/ ey
and Sons, NefusYs -melgkﬂ,ori%ﬁn%%meem?awoaa eRIbgtitytgd I’l‘béﬁ.ngéﬁ“éﬂ&‘if Qe e
(e.g. aryl, Amdxer06H6!®.¢ RylanfR, 0f €15 ak@GuUrs nore than once, its definition
on each occurrence is independent at every other occurrence. Al so
conmbi nations of substituents/or variables are permssible only if such
conbi nat i onsR {is by drogen, St aHhefer@oyIPO YN dsryl, $h€ héteromty! ldley ophkBY Sibki@utdd with 1-3
nonoval ent al kane_.(hydrocarbon) derived radical containing froml| to 15
carbon at ons" O @E& 0t her wi se defined. It may be straight or branched.
Preferred al kyl groups include |ower alkyls which have froml to 6 carbon
atons such as net h¥l ethyl, propyl, isopropyl, butyl and t-butyl. Wen
substi t ut ed,PF{’PT{?ﬁ“%ﬁ% may be substituted with up to 3 substituent
groups, selected fromthe groups as herein defined, at any avail abl e point
of att achnment, n WieindpendehliyteprebenoQup is said to be substituted with an
al kyl group, this is used interchangeably with "branched al kyl group"”.

Cycl oal kyl is a speci eanotherabkpeyl ofelxib@intiomg chicemed with thkse af thonoval omnibiotic

W thout alt eéo%%okiggnsqﬁ the treatment of bacterial infections.

Detailed Description of the Invention

The invention 1s described herein in detail using the terms defined below unless

otherwise specified.

The compounds of the present invention may have asymmetric centers, chiral axes
and chiral planes, and occur as racernates, racemic mixtures, and as individual diasterecmers, with all
possible isomers, including optical isomers, being included in the present invention. (See E.L. Eliel
and S. H. Wilen Stereochemistry of Carbon Compounds (John Wiley and Sons, New York 1994, in
particular pages 1119-1190).

When any variable {(e.g. aryl, heterocycle, R5, Rg etc.) occurs more than onée, its definition on each
occurrence is independent at every other occurrence. Also combinations of substituents/or variables
are permissible only if such combinations result in stable compounds.

The term “alkyl” refers to a monovalent alkane (hydrocarbon) derived radical containing from 1 to 15
carbon atomns unless otherwise defined. It may be straight or branched. Preferred alky! groups
include lower alkyls which have from 1 to 6 carbon atoms such as methyl, ethyl, propyl, isopropyl,
butyl and t-butyl. When substituted, alkyl groups may be substituted with up to 3 substituent groups,
selected from the groups as herein defined, at any available point of attachment. When the alkyl



resonating doubl e bonds between carbon atoms. It may contain froml to 4
rings which are fused. Preferred cycloal kyl groups are cycl opropyl,

cycl obutyl, cyclopentyl and cycl ohexyl. Wien substituted, cycl oal kyl groups
may be substituted with up to 3 substituents which are defined herein by
the definition of alkyl. Al kanoyl refers to a group derived from an
aliphatic carboxylic acid of 2 to 4 carbon atons. Exanples are acetyl,

propi onyl, butyryl and the |like. The term "al koxy" refers to those groups of
the designated length in either a straight or branched configuration and if
two or nDre carbon atons in length, they may include a double or atriple

bond. | ar uc | kaxy..gr o are thox et,hox P
i sopr opoxy 085'3%3?153 10] §3Eﬁf§8&%,%ﬂ’t@r%§ﬂ?n%u i%/usc%@ﬁ TR aplé' g’ I%B%‘?hea a}kyl
hexoxy, isegmexaoxy allyloxy, propargyloxy, and the like. Ar or o orr
HAr refers to ar or heIer a hetero cIe het er ocycl yl aor
het erocycl fyc! §ky)idésacﬁﬁeﬁ‘§§j° ﬁ%{if’%aé?‘ﬂ}g b ‘%nga?b@fleaﬁ@“% MRy diegpiee or
nonocycl i Cr&QfnadBhg WEIHIE bk BeMvetd BFbAA atdhk. tI@ mzy%ﬂaﬁ fidh §a5h rfn'oi‘@h;c}‘x\’@%ri%&e@ at
Least one ring is aromati c. Exanples of such aryl el enents include ﬁh

yl

napt hyl , P@fmﬁy@fc&a&fyhtgﬁws I FARAGPTOPYLN Q¥ crrilgsientyy |and teyelobgxy
tetral Onyl substi ng and&%} ﬁ%%}tﬁrsﬁ%mm@%ﬂ{ ¥ to ?&Eﬁ@@tﬂg&p%tmh Q)@%ehmf% ﬂc}eﬁ-l as

substituted phenyl he I'i ke.” Aryl groups ewi se be " Substitute
def i ned. Pbbﬂ?érdréldnsruh@ﬂkyﬂ uted aryls include phenyl and naphthyl. The term

het erocycl gy, Ierre%?sr ¥4 a é;gll JOREETR g‘ﬁﬁlll légpl%{lc r@}b@ﬁﬁ%yg‘;ﬂ G 293 H%gr(g%ﬁ]q{ogrl

except where note repres nts a st ered nono- Icyc
or stabl e 8xampedare msmtiareoryl, byotil end thebir ocyclic ring system any ring of

whi ch may Bee sakuhL AL, ﬂ &Fcré‘{%s%ééré&ﬁ% {%%d e‘é\{gk ?%Fegé |8 EfineP's str%@ﬁzbgr%r?ﬁcﬁfﬂs 0

and fron1one to four et er oat ons c roup consis
and S, andconfigeragpmandid twd Drrmge maraordatgmb mjﬁngn}ettmyoaetyondudmyd@blelooaaiﬂlg/bdmé

oxi di zed, %Q ].1:1 ry or}l 4R %f(j"é %to%ré) grt Olmthox et&? té::, I%?(%l)o;ty Jsod)r Q‘t Ei)r H)I g, 1sol§ultoxy,

whi ch case Tt 58 properl oun
bi cycl i c gremtigry bmoxy;maho:@m;sopﬁntmh,dmeadmmee}dmdxyraﬁgllohgtpmpatgybbny,cand tmg;ﬂ;m S f used

to a benzene+ing. The heterocyclic ring my be attached at any heteroatom
or carbon vvhi ¢ Q_rr ults in the creation
HAr HAr
refers to aryl or heteroaryl, heterocycle, Het, heterocyclyl or heterocyclic as
described immediately below.
Aryl refers to any stable monocyelic or bicyclic carbon ring of up to 7 atoms in each ring, wherein at
least one ring 1s aromatic.  Examples of such aryl elements include phenyl, napthyl,
tetrahydronaphthyl, indanyl, indanonyl, biphenyl, tetralilnyl, tetralonyl, fivorenonyi, phenanthryl,
anthryl, acenaphthyl, and the like substituted phenyl and the like. Aryl groups may likewise be
substituted as defined. Preferred substituted aryls include phenyl and naphthyl.
The term heterocycle, heteroaryl, Het, heterocyclyl or heterocyclic, as used herein except where
noted, represents a stable 5- to 7-membered mono- or bicyclic or stable 8- to 11-membered bicyclic
heterocyclic ring system, any ring of which may be saturated or unsaturated, and which consists of
carbon atoms and from one to four heteroatoms selected from the group consisting of N, O and S, and
wherein the nitrogen and sulfur heteroatoms may optionally be oxidized, and the nitrogen heteroatom
may optionally be quaternized (in which case it is properly balanced by a counterion), and including
any bicyclic group in which any of the above-defined heterocyclic rings is fused to a benzene ring.

The heteracyclic ring may be attached at any heteroatom or carbon atom, which results in the creation

of a stable structure. The term heterocycle or heterocyclic includes heteroary]l moieties.



of a stable structure. The term heterocycle or heterocycllc i ncl udes
heteroaryl noieties. "Heterocycle" or "heterocyclyl" therefore includes the
above nentioned heteroaryls, as well as dihydro and tetrahydro anal ogs

t hereof. The 'heterocycle, heteroaryl, Het or heterocyclic may be
substituted with 1-3 groups of R7. Exanples of such heterocyclic elenents
include, but are not I|imted to the follow ng: piperidinyl, piperazinyl,
2-oxopiperazinyl 2- oxopi peridinyl, 2- oxopyrrolodinyl, 2- oxoazepinyl

azepi nyl L 4 eridonvyl , rroli,din razol |d|n
o barol yi T b 1 Sektet R s mcigéasyhsla%waa%fm HRIEBAT af ol s
pyri m df)mél d1|hpdfds iafild E&@Wdro pya‘lmgdanﬂqu: mmmh dyllzl,edﬁé(arla%l d-ldii)r?lr hetefiﬁ?ﬁaﬁﬁh@yl be
i soxazol i din i , , . thiazag in i az

qui nucl i di nypub 5‘?@5‘5%% 10? iRy O i| d%’Pmp]esdﬁlngl ﬁ?ngyCalgﬁffﬁleﬁﬁl ‘Pﬁﬁ‘ﬁle but are not
benzi m dazol adj.a en I n -
furyl, tet rawncﬁat);l {)Jrg-{ %&%é??é;hyég%y&ﬂg%yg]pg%g’phé%i/o?l,p\é%aﬁ‘lmggzg%?’lﬁ%ﬂﬁbwﬁ 2
triazolyl, texqpa;z@quyl t Zioagsizepiby], tazemnyll , pyeriglot Hipgryiionylt hiyarobidiphiol pyrgjolyl,

sul f oxi de, thla ol i ul f r|d| di h rigadinyl,

di hydr opyr r oPJf*" ﬁ’gﬂyﬁ?'g%m]y?io?“dgzﬁmy ia})"51)93&19 %(15}'1 43’{”1’3’”8%%@8% 19 g@%ﬂdony h

gl hydr ﬁt hi e Pyjrr;d:nodylhwhri]@@malz @kgﬂglyl chxhz;uligmple mhiﬂ:ﬂﬁphmybhdu@:l hipdrphblinyanyikzolyl,
enzot hi azo ot.hi en enzoij.m,daz Z0 nyl, . .

benzot hi of ur éﬁ’l’{??l de’éyizr Hﬁqﬂi“ﬂ%}/*}fl’ cqr‘f'r‘rB’F}éci’iW’ ‘&‘?t{h‘ ’l‘d {] ‘%@’op‘ﬂ?‘f’&’}’ﬂﬂyl isoqumolmyl,

benzodi oxol yberﬂfmﬁdiﬁxl@di tzdlaydyl, Bebhyirayhl b@x@ﬁfﬁicﬂﬁ aknfpebRN0ATWYE @fMydrofuryl,

illTustrated b rrrula
N ~N RL7 N4l %ﬁ‘y%fapﬁamf &F?fgerﬁ%m%?@wfa\dwl mazo?m@rfé%f’&wlﬁfeﬂ@ﬂdthﬂ ?“é‘“ﬁ%“y‘
i ndependent | yhig@igeligd fé’xﬂ!ﬂhhydrﬁﬁiﬂﬂrphbﬁxh}ﬂ)gﬁﬁﬂlfmg Gaaallnkwndxrgm aﬂhy@w}mdmw

Cl- 6 al koxy; Rl s represents_ hydrogen
al koxycar bo n91hy‘§{W°B'é’r baftByAroquing “X]er nFlh&qutéﬁW*y"r ef‘?éP)éd"?‘Ba%?bﬂydr @b&%’?f@ﬁ“y}

radi cal stragghdrooREANChedinpdrokenedthi6pheS ANt 2diRydRGFufnGIM Zbérﬁoﬁaﬁz@@r boBerab iyl

&
and at |east one carbon to carbon double bon]c:lil)b Preferred
benzoimidazolyl, benzopyranyl, benzothiofuranyl, carbolinyl, chromanyl, cinnolinyl, benzopyrazolyl,

benzodioxolyl and oxadiazolyl. Additional examples of heteroaryls are illustrated by formulas a, b, ¢

and d&:
R‘IB R13
R-'ﬁ. R‘\S
ST A ehre A
Re )= = N
Rig Rig Rus Rig Raz Rig
a b ¢ d

wherein R1¢ and R17 are independently selected from hydrogen, halogen, C1.g alkyl, Cy.4 alkanoy],
C1-6 alkoxy; and R g represents hydrogen, Cj.¢ alkyl, C2-4 alkanoyl, C1.¢ alkoxycarbonyl and

carbamoyl.

The term “alkenyl” refers to a hydrocarbon radical straight, branched or cyclic
containing from 2 to 10 carbon atoms and at least one carbon to carbon double bond. Preferred

alkenyl groups include ethenyl, propenyl, butenyl and cyclohexenyl.



al kenyl groups include ethenyl, propenyl, butenyl and cycl ohexenyl. -
---------- The ternms "quaternary nitrogen" and "positive charge" refer to
tetraval ent, positively charged nitrogen atons (bal anced as needed by a
counterion known in the art) including, e.g., the positively charged
nitrogen in a tetrdal kyl ammoni um group (e. g. tetranethyl amoniun),
heteroarylium (e.g., N-nethyl-pyridinium, basic nitrogens which are
protonated at physiological pH and the like. Cationic groups thus
enconpass positively charged nitrogen-containing groups, as well as basic
nitrogens which are protonated at physiol qgi ¢,pH.. The term "het er oat oni’
neans 0, S or N, sel ec?éﬁte%s ﬁﬁgfrﬂ%@élzrﬁﬁ%rhgmgat&s‘é‘?e B¢t ée:P?ﬁm EFBH%P@"’O?’%‘F&?S
t 0 conpoundschatged hitagen domg(bpleeed psmrededityi acdopntéradd loviva ¢ thadn) intisdingteiggmheand
absorption, release.the drug. in Vv ia sone netabolic process. .Exenplary
pr odr ugs inc?oﬁﬁlé’%i(?{}?rg%{jrﬁméo i aea%a'yﬁnﬁ%oné%ﬂﬁrgﬂﬁgﬁsg‘ tF“WE?@%W%’HWB% such as
am des of ahdtanoyiiintle.6) Honalsy]-pamdictes), bbsianitbgene mdhi-h@ee @otondieha @hysidagiad) pH,

and al kane( Cl_,6) di.-0i ;. ds. "hal Q" refer . to brom.ne, chlorine,
ot e andr o B CoRhe rouhRIaIRIL pol & eyt G Age egthehuli
i ndi cat ed, t4sitgsipparegersivdichtabreprotgnasedet phwstcddgnspHrom | to 3 substituents

t hereon. When a functional group is terned "protected”, this neans that the

group is in nodified A1 Gl QAR L Sid Rslcd oL GAGHd PhReth e
protected site. Suitable protecting groups for the corrpouna of 't he pr esent
invention will be recognized fromthe present application taking into )

account the level of skt term prediag Zeters @ pemRgunts Wiifhoire Arig Prasusers mdhfoliowing

t ext books, suBRindgatiehafdmbsorbionMel@te thdlrug B ALEGH is¥Be QYRR prétetd FRBhFlary
Synt hesis W/ e%/, New Yor k %@391)' Exanpl es of syitable protecti gg gr oups
are cont ai ne®d® ‘H%W\gﬁ%‘tcy}t S54 thermengr OBROUNER ShiBIsdevegton Syrhias ARGl r oxy |
and am no pra@dkeoidGpsyridupmides ef arylrzridetelny. behioyd aeid) rndalkapke&i L g)fioicmeds.

ni t robenzyl oxycarbonyl, p-nitrobenzyl oxycarbonyl, t-butyldi phenylsilyl,
t-butyldimethylsilyl, . benzyloxycarbenyl.. t-butyloxycarbonyl.,..

2,2,2-trichl or oet hyl ox?@é’%%ar?gl ?{aﬁ%lrle% %c(/))xbfl Pﬁ&gﬁpépn%ﬁo?’heeangf?%: Exanmpl es of
sui tabl e carboxyl protecting groups are benzhydryl, o-nitrobenzyl,

p- ni trobenzyl, 2- naphiWhgh aatoly fis teriefl yjubstitutedi], oplesslokhgiwisdhindizatkd, this means that the
2,2, 2-tri chi graet Bylins ddrd MREINbSibebls thdreonbut Y1 di et hyl si 1yl ,

t-butl di phenylsily), 2-(trinethylsily])ethyl, phenacyl, p-nethoxybenzyl,

acet onyl , . : . .
When a functional group 1s termed “protected”, this means that the group is in

modified form to preclude undesired side reactions at the protected site. Suitable protecting groups
for the compounds of the present invention will be recognized from the present application talang mto
account the level of skill in the art, and with reference to standard textbooks, such as Greene, T, W. et

al. Protective Groups in Orpanic Synthesis Wiley, New York (1991). Examples of suitable protecting

groups are contained throughout the specification.

Examples of suitable hydroxyl and amino protecting groups are: trimethylsilyl, triethylsilyl, o-
nitrobenzyloxycarbonyl, p-nitrobenzyloxycarbonyl, t-butyldiphenylsilyl, t-butyldimethylsilyl,
benzyloxycarbonyl, t-butyloxycarbonyl, ﬁ,Z,2-tn'chloroethyloxycarbonyl, allyloxycarbonyl and the
hike. Examples of suitable carboxyl protecting groups are benzhydryl, o-nitrobenzyl, p-nitrobenzyl,
2-naphthylmethyl,  allyl, 2-chioroallyl, benzyl, 222-trichloroethyl, tmmethylsilyl, t-
butyldimethylsilyl, t-butldiphenylsilyl, 2-(trimethyisilyl)ethyl, phenacyl, p-methoxybenzyl, acetonyl,
p-methoxyphenyl, 4-pyridylmethyl, t-butyl and the like.

The cyclopropyl containing oxazolidinone compounds of the present invention are useful per se and

in their phannaceuticall'y acceptable salt and ester forms for the treatment of bacterial infections in



p- met hoxyphenyl , 4-pyridylnmethyl, t-butyl and the |like. The cycl opropyl
cont ai ni ng oxazol i di none conpounds of the present invention are usef.ul .per
se and in their pharnaceutically acceptable salt and ester forns for the
treatment of bacteria] infections in 9 animal and human subjects. The term
"pharmaceutically acceptable ester, salt or hydrate," refers to those
salts, esters and hydrated forns of the conpounds of the present invention
whi ch woul d be apparent to the pharmaceutical chemst. i.e., those which
are substantially non-toxic and_which may favorably affect the

phar macoki netdenahpishrpancybigfts s Ahetegp nﬁ'@ﬁ'ﬁ%@““ caliy. pecsriatia eatera Bl erityydrate,” refers to

absorption, tHsté'fs:!liststtérQ'and Hﬁ&ﬂ@@lfdrﬁ*éno@% %ﬁﬁ%dscb@ theqn'é nt ﬁrﬂ@ﬁrﬂ:‘hswhné}io%&ld be
practical in nature, which are al so i nportant in the selection, are cost of

t he raw nat erappirent tce‘éls@hmnaemgftl ahi¢rhistai.¢.ofhoseywlgtliare Sebstntialiymon-1euF atyl Whicly may
hygr oscopi ci tg vo%gy ik QVaR! Hr?rbéc&fnbefnt‘ groégﬁl‘éi %t’ ﬁ[%% &ﬁpﬁuﬁs ch%’ 1?:“&@1‘} $9éom1:on
rom ve

phar maceut i ca 0Sit1ons ma are PRGF edrent s
conbi nati on \Aﬁxitrtbupbuarmlaﬂnsmmldl %creamceplﬂthbl factoms mioger sracﬂ'daum ntthe, phel et also
i nvention is .al 59 Fon er n?d w t h h ceut ca{

tion, G fo e [aw, fha 9102 Cons atrfd e g%ih'%f
treating bactBPYE BctiGhS P2 CHE - R ?ﬁ’ DRl & < PP Y
cycl opropyl selbiigi, hyg?gscoma]zphnd:lﬂmmexty:ot‘rmaumdhmgﬂnaz grogr mﬁ&utebﬁ)a,lpwmaceuncal

acceptable salts referred‘%Ieh %% ﬁ?‘ i nclude . acid addétlon S ﬁﬂ .

when the ForfIPE " &30 H§P‘%§F BRsPE 2% PEEREYS g op Bﬁ?%‘dw 3 rmicEycally

phar maceut i Caak:&e)jtaalé(b@@ieﬁml&mﬂ@]ib px%ﬁtm Bvagionl &, alSorb@hwcﬂgmtm}ﬁ}fagﬁd%hﬁxcﬂrcoﬁxbgﬂﬂ’br@
i are the followi ng. acetate,

aci ds. Includeg a Qg uch aci |t 3
al gi nate, aspd 1”5% 5 Bgﬁfz"'ﬁ’&ﬂ g’m 2'55%’935 PUHNREAS 35 2€hYS H’cgéed“’ﬁbfl's?rrﬁi’ cy opropy!
citrate, Ca%h@ﬁ%%ﬁa&ﬁm&g@ﬁpﬁﬁw@t e, cycl opent anepr opi onate, digl uconat e,

dodecyl sul fate, et hanesul fonate urraépée ucohept anoat e,
gl ycer ophosptﬁ?éhafﬁ’éFﬁugﬁq b geeeriahlssplkTs t"rﬂ%’?&%ﬂ%& wolugs arid additign sgles. Thus, when

hydr obr om de, ihd yetri200E SHhourdsharel baxy ehiRaRS s be %ﬁﬁ@&@ﬁoﬂn%ﬁh&@étfcal])‘ actidde non-

mal eate, mandelic, malic, nualeic, nethanesulfonate, nucic
2- napht hal end@tif atigsatnsludingdparesnig & orBANiG 3%edso laglugded ampngrlich@cid spltcars fhgfllowing:

persulf te, %‘c&@t@ﬂélﬂﬁ%@lﬁ)'a@@ﬁ&@ aﬁiaﬁﬁt@t %enﬂ%ht‘émb%ﬁ:ﬁncsﬂff%'té)nﬁisﬁfatdoh&ﬁﬂ@@t Coitrate,
pant ot henic, panoic, sulfate, succinate, tartrate, thiocyanate, tosy | at e

and undecanodeBPhYHeFATRROTERBYEfAcISReniaReP ORI eNgien fig|uanstsy Haiecyisoltzts ghiaesalfonate,

suitable " ph%ﬁ%@“%t&@ﬂ%&énéﬁ&e@%&%pﬁos’izﬁit& ShemiuffafR! %eﬁtﬁ’no’%&' IR xRbRP 2k RFbchioRER,
pharmaceutical | y acceptabl e non-1oxic bases |nclud|ng i norgani ¢ bases and

organi ¢ bas eshb’d@hlf%d‘déb"ihO@é‘dF,r%h’.fqT%F@aiFﬂs‘éf%a‘Sseléeﬂﬂﬁélpuhémﬁl watcsigrpandelic, malic,
amoni um  calghUM methanesulfonate, mucic, 2-naphthalenesulfonate, nicotinate, nitric oxalate, pamoate,

pectinate, persulfate, 3-phenylpropionate, picrate, pivalate, propionate, phosphate, pantothenic,
pamoic, sulfate, succinate, tartrate, thiocyanate, tosylate and undecanoate.

When the compound of the present invention is acidic, suitable *“‘pharmaceutically acceptable salts”
refers to salts prepared from pharmaceutically acceptable non-toxic bases including inorganic bases
and organic bases. Salts derived from inofganic bases includée aluminum, ammonium, calcium,
copper,.ferric, ferrous, lithium, magnesium, manganic salts, manganous, potassium, sodium zinc and
the like. Particularly preferred are the ammonium, calcium, magnesium, potassium and sodium szlts.
Salts derived from pharmaceutically acceptable inorganic non-toxic bases include salts of primary,
secondary and teritary amines, substituted amines including naturally occurring substituted amines,
cyclic amines and basic ion exchange resins, such as arginine, betaine caffeine, choline, N.N'-
dibenzylethylenediamine, diethylamine, 2-diethylaminoethanol, 2-dimethylaminoethanol,

ethanolamine, ethylenediamine, N-ethylmorpholine, N-ethylpiperidine, glucamine, glucosamine,
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copper, ferric, ferrous, |lithium nagnesium nanganic salts, manganous,
potassium sodiumzinc and the like. Particularly preferred are the
anmoni um cal ci um magnesi um potassi um and sodium salts. Salts derived
from pharmaceutically acceptabl e i norgani c non-toxic bases include salts of
primary, secondary and teritary am nes, substituted am nes including
natural | y' occurring substituted am nes, cyclic amnes and basic ion
exchange resins, such as arginine, betaine caffeine, choline, N N -

di benzyl et hyl enedi am ne, .di et hyl am ne, 2-di ethylam noethapaql, . . .
o G et hyl A PROBEhANRCEmIS. ROGP ARG, St R B AR o RO QTR PO PRIne
N-et hyl pi per péiyiine Fesif rdRine J pbisis A tHe S omind OtrfRitbtanthd) Grimeihdagiamdpespylamine,
i sopropyl am ne, |ysine, netpylglucanine, nor phol i ne, pi peradi ne, piperidine,
pol yam ne re&ioRsthannsead Belikhurities, theobromine, triethyl ani ne,

trimethyl ani Rg. bﬁansaa&wéaﬁ?%&pmm& EQERLRANINYE wRUR Yeltadilh Bparddt ® 2 medicinal chemist,
pharmaceutical |y acceptable esters are such as woul d bé readily apparent to
a medi ci nal epéichde thognayhicharuledrelyesd amdgyi rbbisiddpgich rarditignsesichpsl Epiolabile esters”,

physi ol ogi cal_; [ : " Riaolahi. ThaxwRbial Qul nmet hyl ,
acetoxynethykﬁggﬁgh%r€§§1§éﬁgﬁgﬁ HJgﬁ%hﬁﬁf %&92&?&%ﬁ?xgﬁﬁxgtﬁéf@é%BiolabiIe
esters are biBobleyiecsbis pretyapgitally dlprelizagledendeney e switsbtedbt eralfagmimgstation, due to good
adm ni strati 0 rpt.i 1 hr 0 r. i '
nmucosa, resigpgﬂgégf%%gggEEfﬁﬁgéﬁéyéggggﬁgpgggﬁ’%%ﬁmﬁ%iﬁgggybé?%ﬂéf 'gﬁg%%%
of bi ol abi | e ot fartersi Esdmples afdngdabuln dsters Anludetmopionedst of this invention is

real i zed whe i t. . epyr. t 5. OH,___or R

al |l other va?ﬁg%ﬂggﬂgﬁg&ggﬂdéﬁ%é? ggéﬁ%?gyﬁﬁNBH§$¢f&§%%%FﬁE?”%ﬁg@%&%ﬁﬁ?ﬁ%¢H=
this i nventi @RCRSREEPIridZAGIHMNeRables 2raBdlddstiiepraadant |y are phenyl, pyridyl,
pyrimdinyl, or piperidinyl and all other variables _are as described herein.
Anot her enbodi nent of this invention is realized earRl i g7 G and all other
vari abl es are as described herein. An enbodi nent |8fort h}s f{itnyention is
realized when Y. is Pﬁ% and abj,other variabl es areH#&y HAred herein.. 11
Anot her enbodt it SBPOERFY QfFUIEHETBHON & Taed X6 when X is U5 10 WERBADLY e
represent ed Byendflipthdyl GRFESEM Sordibefipihilanabll yhaWasivldsutesd dRsaBRS hegein. -
heterocycli Cﬁg'nro%lél)p er%gcp 1r?ilenrglor}%ilstir?vcﬁti9r} 'fsrrggszgd when R] is CN and all other variables are as

described herein,

An embodiment of this invention is realized when Y is

NR* and all other variables are as described herein.
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atoms and at |east one double bond, and which is connected through a bond on
any nitrogen. Exenplary groups are 1,2,3-triazole, 1,2,4-triazoleé,
1,2,5-triazole, tetrazole, pyrazole, and i mdazole, any of which may
contain | to 3 substitutents selected fromR7, Y Another enbodi nent of this
invention is realized when Xis RL and all other variables are as described
herein. A sub-enbodi ment of this invention is realized when Y is NR* and R
is CN or NHz. Another enbodinent of this invention is realized when R3 is
C5-10 heteroaryl, said heteroaryl optionally substituted with 1-3 grou f
R7 and all other variables are as described herein. Another enbodi nent @Eij

t hi s i nvent igibthes efmbadimee df dhiemvadioh $s Ralzed dBerhBtie 03 Hetef RPN egeaibned By
which represents an optionally substituted aromatic heterocyclic group
cont ai ni ng |which reprsetio ge 9PURnsHY subsituted dremasic knesoekslih zeoub saniziningd! tati wilToges

connect ed t t&”sg?n(ﬁapgtgg &e :ﬁﬂﬂlerﬁo 8088 N hicktE TR ALY %ﬁ Sa Abfd op &1y Bitrpgen.

1,2,3-triazo 2,4-triazo 5-trirazole, tetrazo yrazo
i m dazol e, Ieypbiy mloumsrarmiy 3etintodd, ,2)4-triezele, 3 Rifstriagale, ecttasols,qiymzbbdarfdrimﬂﬁaR?le,

Still another e hi |nve tio ea |zed when R5 and R6
independentl"yygrft')wojl &ﬁﬁmﬂH S%” % 2““%3% Y- substituted with 1-3

groups of hal ogen, CN OR, Cl 6 alkoxy am no, hydr yam no, al koxyam no,
G 6 acyloxy, O-6 alky]sulfenyl, Cl-6 al kyl sul finyl _6 al kyl sul fonyl,
am nosul fonyl, Cl-6 alkylanlnosulfonyl, Cl. 6 di al kyl osul fonyl , 4-
nor phol i nyl sul fonyl, phenyl, pyridine, 5-isoxazoly], 2%enyloxy, or

ethynyl , sai gndaRibodteht M4 ﬁllva@m@ RirkaRed ‘lwb{enSX' SR TUL € o34 émotﬂer%a%héaqms
CN, OH, CF3, Cl-6 alkyl or Cl1_6 al Km iii) Cl1_6 acyl optional
]

subst it ut ed dstrived hereigr o pap- @ﬁbqﬁian@ge SGpyentpy lscfaleewbmy is I*Wa*p%mﬁ?alx%ﬁbw
phenoxy, am-lqﬂ5 Cl1-6 acyl am no, hydroxyl am no, al koxylam no, Cl1L -6 acyl oxy,
phenyl, pyridine, Co 1 a]]r | carbonyl, C -6 alkylam no, Cl-6 dialkylam no,

d-6 hydr ox@xwwmnybod@eneo Bky ll@slmfoenylreahmﬂ whtn Mi3de, Caved aftpioaldls said heteroaryl

1 00, O i Ca oy g B el 5B 2RPlek et vt

Another embodiment of this invention is reahzed when R3 is a C5.10 heteroaryl represented by

@ which represents an optionally substituted aromatic heterocyclic group containing lto 4
nitrogen atoms and at least one double bond, and which is connected through a bond on any nitrogen.
Exemplary groups are 1,2,3-tnazole, 1,2 4-triazole, 1,2,5-triazole, tetrazole, pyrazole, and imidazole,
any of which may contain 1 to 3 substitutents selected from R7.

Still another embodiment of this invention is realized when Rs and Rg independently are:

1) H,

1) C1.6 alkyl optionally substituted with 1-3 groups of halogen, CN, OH, C1.¢ alkoxy, amino,
hydroxyamino, alkoxyamino, Ci.6 acyloxy, C1.¢ alkylsulfenyl, C1.6 alkylsulfinyl, Cy.¢
alkylsulfonyl, aminosulfonyl, Cy.¢ alkylaminosulfonyl, Ci.g dialkylaminosuifonyl, 4-
morpholinylsulfonyl, phenyl, pyridine, 5-isoxazolyl, ethyenyloxy, or ethynyl, said phenyl and
pyridine optionally substituted with 1-3 halogen, CN, OH, CF3, C1.¢ alkyl or Cj.¢ alkoxy;

1i1) C1.-¢ acyl optionally substituted with 1-3 groups of halogen, OH, SH, Cj.g alkoxy,
naphthalenoxy, phenoxy, amino, Cy.¢ acylamino, hydroxylamino, alkoxylamino, Ci.¢
acyloxy, phenyl, pyridine, C1.¢ alkylcarbonyl, C1_g alkylamino, C1.¢ dialkylamino, C1-6
hydroxyacyloxy, C1.¢ alkylsulfenyl, phthalimido, maleimido, succinimido, said phenoxy,
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amno, C -6 acylamno, CF3 or d -6 alkyl; or iv) benzoyl optionally
substituted with 1-3 groups of hal ogen, OH Cl-6 al koxy, Cl-6 al kyl, CF3,
Cl-6 al kanoyl, amino or C2-6 acylam no and all other variables are as
described herein. Yet another enbodinment of this invention is realized when
X1 represents 0 and all other variables are as described herein. A
preferred enbodinent of this invention is realized when the structural
formulais IlIl: CN(Raa)s 0 N)O a)r 3. 1Il wherein R4, R4" and R3 are
as described herein and Ois 1,2,3-triazole, 1,2,4-triazole, 1,2,5-

triazole, tetrazolpgenyP¥iBAfidfe offionklly fhBAhEd wRRY.-3qko bmlm@n Idhilox}y 0 3
substitutents sel I<la)ct ed from R7. (ﬁg}?ubenbodl ment gr %l s inventi otr(;ﬁlsrsl1 9

real i zed when R3 PEWTR. B5-6128Y AB{ G FCI-epFds®nt ed by N which represents an
optional Iy sypsti thy’iz%gl &}ﬁx@%ﬁy'sﬁbsﬂ%ﬂéﬁ%ﬁyﬁi gx%uﬂsr &f‘i‘lewgéh”bﬁ T BGioxl 16 alky),

nitrogen ators and af | east "one doub i's connected through
a bond on any nit (Fdeni-6aHenndr appe pre lréGC)éWBQIPWeWtOthﬁV@Wﬁb?SPW\ﬁéﬁﬁC@Wdl s
realized when thejpgfefuctural fornmula is IV: 13 Y R N X Rd4a)s 0 _NKkO

(RA)r Yet another embodiment of this invention is realized when X1 represents O and all other variables are
as described herein.

A preferred embodiment of this invention is realized when the structural formula is III:

O
'

} (R4a)s
,/J*

I

wherein Ra, Ry, and R, are as described herein and @ is 1,2,3-triazole, 1,2, 4-triazole, 1,2,5-

triazole, tetrazole, pyrazole, or imidazole, any of which may contain 1 to 3 substitutents selected from
R7. ‘

N
A subembodiment of this invention is realized when R3 is a2 C5.1¢ heteroaryl represented by Q

which represents an optionally substituted aromatic heterocyclic group containing 1 to 4 nitrogen
atoms and at least one double bond, and which is connected through a bond on any nitrogen.

Another preferred embodiment of this mvention is realized when the structural formula is IV:
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R3 Fornula 1V wherein R, R4, R4"Y and R3 are as described herein. A
subenbodi ment of this invention is realized N when R3is a C5-1() = °

het eroaryl represented by O which represents an optionally substituted
aromatic heterocyclic group containing | to 4 nitrogen atons and at | east
one doubl e bond, and which is connected through a bond on any nitrogen.
Preferred conpounds of this invention are:
1-[5(R)-3-[4-[2-[(ta, 5a, 6(3)-3-t-but oxycarbonyl - 6- cyano- 3-azabi cycl o[ 3.1.0]h
exan-6-yl ] pyridin-5- yl)phenyl]2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1a, 5a, 6] 3) - X no- 3- azabi cycl o[ 3. 1. J hexan-6-yl ] pyridin-5
-yl ] phenyl ] -2- oxooxazol i di n- thyl)-1,2,3-triazol e hydrochl ori de,
1-[5(R)-3-[4-[4-[(1

X, 5a, 6[ 3) - 3-t - but oxycar bonyl G-
fIuorophenyl]phenyl]-2-oxoo£%koli

¥-3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] - 3-
in-p-yl met hy[H. %, 2, 3-triazol e,
1-[5(R)-3-[4-]4-[(](z,5a,6(3)-6-C - azabi ycfo . 1. 0) hexan-6-yl]-3-fl uor
ophenyl ] phenyl ]-2- oxooxazol i di n-5-y riazol e hydr ochl ori de,

a1, 2,3
1-[5(R)-3-[4-[4-[ (I (x, Sct, 6(3)-3-t-butox \Légﬂxl %yano-B-azabicyc)o[B.l.O
) hexan-6-ylj-3- fl Fﬂ/a

uor ophenyl ) - 3-fl uor ophenyl ) - 2- oxooxazolc hn-5- yInbLhQLl;[ 2,3-triazol e,
1-15(R)-3-[4-[4-[(la,5
(x, 6] 3) - 6- cyano- 3- azabi cycl o(3. 1. Q hexan- 6-yi ] - 3- fluoropheﬁyl] 3-

f1 uorophenyl | - 2- oxooxazol i di n- 5-yl net hylHordyl2]8- t ri azol e hydrochl ori de,
1-[5(R) -3-[4-] 2-[(] _ o
a, Sa, 6(3) - 3-t - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
- y1] - 3- f | uonhepreRiy | Bas ReOxand Ra 218l as désprtiedyherest. by bubpmboddmantiof thasziolantion is realized
| -[5(R) -3-(4-[2-((I &, 5(x, 6(3)-6-cyan_o-3-cycl o[ 3. 1. 0) hexan- 6-yl ) pyri di n-
li_ )[”5(38;) ;l Forrﬁﬁﬁ? | JZ?,.%0¥1!et)efog‘fy?r’e§fe£e§1{e§%9 dﬁlgﬁrepresen% an opg‘ ionally substituted
a, 5a, 6j 3) - 3atonmtit a:xtymaydm rgydup GortytAiNg1 fo anAbpayatdRy and bt Iehsh ereadbuble bbid, 3nd which
quorophenyI e Jﬂr a %ggldhg 2.yl met hyl Jacet ami de,
N-[5(S) - 3- [ fﬁ?f%ﬁ §bg No- %gazablcyc)o[3 . O hexan-6-yl)-3-fluorop
henyl ) phenyl ) - 2-
Preferred compounds of this invention are:
1-[5(R)-3-[4-[2-[(1 o, 5¢x,6()-3-t-butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0fhexan-6-yl]pyridin-5-
yljphenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1 a,Sa,6B)—6-cyano-3-azabicyc}o[3 .1.0Jhexan-6-yl]pynidin-3-yljphenyl]-2-
oxooxazolidin-5-ylmethyl]-1,2,3-triazole hydrochloride,
1-[5(R)-3-[4-[4-[(10a,5a,6P)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0)hexan-6-y1)-3-
fluorophenyl]phenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-{5(R)-3-[4-[4-{(10,50,6P)-6-cyano-3-azabicyclo[3.1.0Thexan-6-y]]-3-fluorophenyljphenyl]-2-
oxooxazolidin-5-ylmethyl]-1,2,3-triazole hydrochloride,
1-[5(R)-3-[4-[4-[{1,50,6P)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yl]-3-
fluorophenyl]}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[4-[(1a,50,6B)-6-cyano-3-azabicyclo[3.1.0Thexan-6-y1}-3-flucrophenyl]-3-
fluorophenyll-2-oxooxazohdin-5-yimethyl]-1,2,3-triazole hydrochloride,
1-[5(R)-3-[4-]2-[(1&,5¢,683)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl}pyridin-5-
y1}-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1 &, 50,6f)-6-cyano-3-azabicyclof3.1.0}hexan-6-ylpyridin-5-yi}-3-fluorophenyl}-2-
y1}-1,2,3-triazole hydrochloride,
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oxooxazol i di n-5-yl met hyl ] acet am de hydr ochl ori de,
N-[5(S)-3-[4-12-[(la,5(x,6[i)-3-t-butoxycarbonyl -6-cyano- 3-azabi cyclo[3.1.0]
hexan- 6-yl ] pyridi n-5- yl]phenyl]-2-oxooxazolidi n-5-yl net hyl ] acet am de,
N[5(S)-3-[4-[2-[(1a, 5a, 6(3)-6-cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl]pyridin-5
-yl ] phenyl j-2- oxooxazolidin-5-yl net hyl ] acet am de hydrochl ori de,
N-[5(S)-3-[4-[4-[(la,5(x, 6] 3)-3-t-butoxycarbonyl - 6-cyano- 3-azabi cycl o[ 3. 1. 0]

h -6-yl]-3-

fleﬁg:]ophgnl/l ]-3-fluor ophenyl ] - 2- oxooxazol i di n-5-yl et hyl ] acet am de,

N-[5(S) - 3- y | J-3-fl
phenyl ]-3- P UeSGotafaR S5 X ARR AR UL e B BT RS ER or 1 .
N-[5(S)-3-] 4ﬂ1@040pp1(:my]]phenyl] -2-oxooxazolidin-5- ylmethyl}acetam:de

(11311 vor oBHAST 1 2 STe b SRR PR g TR IR ™ >
N-[5(S) 3- [40>{02X6[2(?Ilfhn 5almfthy1326€¥élybﬂnby®0§%chcl o[ 3. 1. 0] hexan-6-yl ] pyri din-5
]-3-fl uorﬂqb@, Wl ;“.2%(1(9)5&%?5lehgk%aﬁ)oxylmgéylaﬁﬂ -3 2ERIR0L RS MMALASIRIAASs.

S) - 3-[ 4-
)(6)t bLtﬂE@'é@'ﬁb&ﬁ’&qC’éﬁﬁoﬂﬁmé -Prstyiserids, 1. Qdhexan-6-yl ]pyridin-5-ylj-
l 0r0pheanls FSQK@{@&@]}M@ B-c%rbélzﬂﬁfam,bc]uﬂ?%?{&é#ﬁe-yl yridin-5-y gphen 1}-2-

u
(S)-3-[4- [ no- 3- oxabi cyc hexan- pyridin-5
(

]-3-f1 uor BERER ‘Tm 52”1’6%81’)&3&%‘61“!%}‘%4’?@9‘1%{ hyl ] acet am de,
R) - 3- [ 4N[(Besh-6 34-[4-[(1r,5a 6{3)-3-t -butoxycarbonyl-6-cyano-3 azabxcyclo[3 1.0Jhexan-6-y1]-3-

6[ 3) - 6- 1. - but oX rbon 030x 310 xan6 I ridin-5-yl
i I[ uz)r op %‘ﬁ?ﬂthf éfg?g‘&‘ ﬁlgl%"%mﬁ %&%y{“]e hylTacedss ‘? razol ey Tpy Y
?I?) 3- [ ANH2S)-B & [ﬁalasa)wamm&amm{symm& $-y1q3]3kmmaapharw}u pyridin-5
S
R

Stk
o1

<

| t 1, 2,3-t |
3“?48F%0;?1¥T)]1] %‘f’x S azgg lmcgwl},a fgbn&chﬁ‘)S g1, 0] hex;In gzgl]epyrl di n-
f | uoNd ptbe-AH{4-]1 admﬁﬁk é.iifbkliOdNaFﬂﬁnyll-Gﬁ@lahgﬁB-]aZ@tha[ﬁ d@hexan-6-yljpyridin-5-

3- [4¥1§)§ t{u()xlo? é)%ﬁ 2%)&%)))(3@0 %Tﬁg%ﬁpét‘nﬁgko[ 3. 1. 0] hexan-6-yl ] pyridin-

) -
3-
) -
3-fluo oxooxazo
) -
)
e

5
5
5
a,
3-
5(

[ 5(

]-

(

]- 1,2,3-triazole,

(S)-3-[ 4N Q(Sp(?’t[é &uég)$$6twm%a@hlw%h940§ww -l @-yﬁﬁd[@roph@yﬁéxa
y

(

p

)

5

Z3z9T9Z

5
-yl ] pyri dbiboﬁizoﬂh]u-@Q@x’ﬂh’tlh%lj%t@m)h%r%ﬂld%dé -yl methyl ] acet ani de,
>(3) - 3 LA R s B e A Bty carton el ami S-abicyclebs ] Denarce ey 2
nyl ] - Y Y “yllpyri
3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,
N-[5(8)-3-[4-[2-[(1c,501,6P)-6-amino-3-oxabicyclo{3.1.0]hexan-6-yl)pyridin-5-yl]-3-flucrophenyl]-
2-oxooxazolidin-5-ylmethyljacetamide,
1-{5(R)-3-[4-[2-[(1o,50,6f3)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-yl}pyridin-5-yi}-
3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-{5(R)-3-{4-[2-[(1a,5a,6P)-6-amino-3-oxabicyclo[3.1. OJhcxan-G yl]pyndm 5-y1}-3-flucrophenyl]-2-
oxooxazolidin-S-ylmethyl]-1,2,3-triazole,
N-[5(8)-3-{4-[4-[(1,5¢1,6B)-6-cyano-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethyl]acetamide,
1-[5(R)-3-[4-[2-[(1c,50.,6B)-6-cyano-3-oxabicyclo{3.1.0]hexan-6-yllpyridin-5-yl}-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
N-[5(8)-3-[4-[2-[(10,50,6B)-6- t-butoxycarbonylammo-3~oxab1cyc10[3 1.0Thexan-6-yl]pyridin-5-
yljphenyl)-2-oxooxazolidin-5-ylmethyl]acetamide,
N-[5(8)-3-[4-[2-[(1,50,6P)-6-amino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]phenyl]-2-

oxooxazolidin-5-ylmethyl]acetamide,

<



oxooxazol i di n-5-yl net hyl ] acet am de, 15 1-15(R)- 3 [4-[2-[(] a,5
a, 6(3) - 6-t - but oxycar bonyl ani no- 3- oxabi cyc | op. |.Q hexan-6-yljpyridin- 5-
yIIpheny)] 2- oxooxazol i di n-5-ylnmethyl]-1,2,3 -trlazole
1-[5(R)-3-[4-[2-[ (Il a, 5a, 6(3) - 6-am no- 3- oxablcyclo[3 1. 0] hexan-6-yljpyridin-5
yI]phenyI] 2- oxooxazolidin-5-ylnmethyl]-1,2,3-triazol e,
N-[5(S)-3-[4-[4-[(Ila,b5a, 6(3)-6-cyano- 3- oxablcyclo[3 10 hexan-6-yl | pyri di n-5-

yl ) phenylj-2- ox ooxazol idin-5 -yl nethyl] "acetam de,
]-[5(R)-3-[4-[2-[ (] a, 5a, 60) - 6- cyano- 3- oxabi cycl o[ 3. 1. § hexan- 6-yl ] pyri di n- 5-
yl ] phenyl ] - 2-1-[6R0)@x@d D1 (1diSn;68)-gitvatdaydafbohy@mBrot F-bsabizk o3 I-(hexan-6-ylipyridin-5-

(R -3-[3-Fluoro-4-[2-(1-nethyltetrazol -5yl ridi n-5-yljphenyl]-2-oxooxazo
i di n-5-yl net H@?’j’eﬁylb',%f,g‘ggxtaﬁhraaﬁ'éif'glfm Y%‘I’EBXHQZQ%’

I-[5(R) - I 3d[ 3, 1953 [uq 291 &;5p B PE- B-armmmwof:maya]bfﬂ.}.@hyﬂahmyﬁ]p@ﬁmn&M]ﬂz&m]wl ]-2-0

xooxazol i din ol e

1-[5(R) - 3- [4°r%n%??§mgyﬁ%fé?ﬁ§%%§% éxycarbonyl 6- cyan- 3- azabi cycl o[ 3. 1. 03he

xan- 6-yl ] - 3, N-[5(8)-3-{4-[4-[(1&,50,6B)-6-cyano-3-oxabicyclo{3.]1 0 hexan-6-yl]pyridin-5-yllphenyl}-2-
d|fluorophenyl 3-fl.uar xooxazol i din-5-ylnethyl)-1,2,3-triazol e,
1-[5(R) - 3- 14- f‘él""["%"]‘d’“gﬂg’?@wi@h@%éno 3-azabi cycl o[ 3. 1. O hexan-6-yl]-3, 5-di fl
uor ophenyl ] - 3- [ﬁR)tﬁeﬁ“dEﬂﬁ(ényﬁ)l]6B2~6axm%rzmbl0dclnﬁ35-q3hmn-Iﬁyﬁl])syrlidin-z Blpheniyiizel e,
hN-[5(Sz3 3I [40&&3&&]1] ?ﬁu55§?\m§{hw] l%st u.pj%]gxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0]
exan- 6-yl)

yl]1-3,5-difl ddﬁ@ﬁaﬁeﬁﬁgﬁlymwd%bma@mmwﬂ SyhnyridintiyylJrheet adrpxexazolidin-5-ylmethyl]-
N-[5(S) - 3- [4-1[243 {n(ex;:ol@ 5(x 6( 3) 6 cyano- 3- azabi cycl o( 3.

| . A hexan-6-y Hgérldln

di f 1 uor ophenyitky %B%éo&l&f@pﬁﬁr{lﬁneﬂ%trwl §-Abmrishn-ery) IpReayiberaxeptagdidin-5-
N-[5(S)-3- [4amﬁaﬁﬁjag5an§§% 3-t-but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] he

P 6-y)]-3 ﬁégf

i«; ol Sl (495 R BSRYIR)- 3 tDutdxy LIS ARNEBY:hb-3 G QRIHF P irdkdh-62y1)-3,5-
N-[5(S)-3- [44@[@#%@(%@@%&@@@%320&5@& Uireihyl]d.213-vjapesan- 6-yl ] - 3, 5-di f
Ih%; ggﬂfg?’: L 135 () MR ARAGY! dp) 8- 950% 3281 L AbA 1 TN IEE W 3, A6 M AT RSy 1)-3-
N-[5(S)-3-(4 f{mmﬂabﬁnal BmXGQJ&)zeliﬁm-S-lyhnﬂmhhﬁ,Bamzbk6 cyano- 3- azabi cycl of 3.1.0]h
exan- 6-yl ] ph%‘lﬁ(g) 33 -[4- [f4 [Hlor.‘:oop gb‘:)‘ r}y I)utgxygz)é ony?g-g)lfz{ngl3nazab1¥ycﬁ5 1)65 e%?n? —?fﬂi‘)m%iné-
y11-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyllacetamide,
N-[5(S)-3-[4-[4-[(1a,5¢1,6)-6-cyano-3-azabicyclo{3.1.0]hexan-6-yl]pyridin-5-y1}-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide hydrochloride,

N-[5(S)-3-[4-[4-[(1 o, 50,6 3)-3 -t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yi}-3,5-
difluorophenyl]-3-fluorophenyi}-2-oxooxazolidin-5-ylmethyl]acetamide,
N-[5(8)-3-{4-[4-[(10,50,6P)-6-cyano-3-azabicyclo[3.1.0Jhexan-6-y1]-3,5-difluorophenyl}-3-
fluorophenyi}-2-oxooxazolidin-5-ylmethyl]acetamide hydrochloride,
N-[5(8)-3-[4-[4-[(1a,5¢,6[3)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yljphenyl}-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyljacetamide,
N-[5(8)-3-[4-[4-[(1a,50,6[3)-6-cyano-3-azabicyclo[3.1.0Thexan-6-yljphenyl]-3-fluorophenyl]-2-
oxooxazolidin-5-yimethyllacetarmide,
N-[5(8)-3-[4-{4-[(1c,5¢,6(3)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yi}-3-
fluorophenyl]-3,5-difluorophenyl}-2 -oxooxazolidin-5-ylmethyljacetamide,
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N[5(S)-3-[4-[4-[(1 (x, 5a, 6] 3)-6-cyano- 3-azabi cycl o[ 3.

| . 0) hexan- 6-yl) pheny] J- 3-fl uor ophenyl ] - 2- oxooxazol i di n-5-yl net hyl ]

acet am de,

N-[5(S)-3- [4 [4-[(la, 5a, 6(3)-3-t-butoxycarbonyl - 6- cyano- 3- azabi cyclo[3 1.0)h
exan-6-y]] - 3-

fl uorophenyl | -3, 5-di fl uorophenyl ] - 2- oxooxazol i di n-5-yl nmet hyl ] acet am de, 16
N-[5(S)-3-[4-] 4- [(Ia 5a, 613) - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl]-3-fluoro

henyl ] -3, 5-_di or ophen 0X00 d - 5- acetam d

DTSR - 3. [aNAL A B 68 S5 S a1 ey RO B 5T 3. 1 o]
exan-6-yl ] - 3dlﬂful'.>f~b FQRNEKbbxa3elRIin-5- ylmethyl acetamide,

-di f 1 uor opheny - oxooxazol i di n-5-y a%ﬁl 2,3-triazol e,

1-[5(R) - 3- [44{[ﬂ(3{)(3+ M&a@@@ﬁ)e-t@mw@azl %y@ﬂ@?@lwcml%le%hme-ﬁy)ﬂ] 33-f 1 uor

ﬁsgsgg:}:ll OI:’))I gﬂuorophen'}?']?I’S%E)cpﬁl?c)fo;}henylf)i(9393%& %thﬂ'Snyléw%yﬁqbwgnlaz&e 2 3-triazole

% [ 5( F% 3I ][41{[9(H)(3L ([8.[ 5L 01 0 B0d, )-8 =cly arto(-@e e pdl E{6N Wi heRarc §-8)) 3= Brofaphbriytly35-0[ 3. ] . O
exan- I

yl]-3, 5- )qu flpﬂglr“BfﬂHEW]]]z -exogxeehdi-SIs i bLo P eaaip hydrpchloride, 1 470 e,
1-[5(R-3-[4 - : a i i n-
L2 ey s iRt et s
1-[ 5(R) - 3- [ 4¥]4-F @lrﬂew%bfnsl%ﬂ)oxsowazqimrb%y@@m&nfflz 3-313@9!ano 3-azabi cycl 0[ 3. 1. 0]
h 6- vyl h

f Fﬁgpophgng/lo] géﬂgg?o[g 4{%?,55 Gr? )g Cyfmo <3 ﬁzaF)]CyCio[% 1§ ]hexan 1 3‘]%de-5 YI3:3-

1- [ 5( R) - 3- [ 4d[ofdphenydel- @{oﬁ)az@hdw-éf)dmeh)d}&abﬁemdobm 1. 0j hexan- 6-y] Jpheny] J- 3

-fl h | | t t

1 [5(R) -3- ] 4 Rt R L BTN Gt T R s L K7 RS S ENY
an- 6- y: ] Syrl guﬁroﬁhembl]]-z -Gpbradblidini Oy tdtianlyl ), 3 Ziaxle,

ooxazol 1 dl n-

11-1, 2,
et Ry 5 [ (O A1 v e sbianse i BpesemS o iphsrsr dlgrophyoilih n. 5.
yl]-3,5- dif L)H&j‘x@ﬂj]i@ﬂ,yﬂ JhrtNooXaERLbdi n-5-yl methyl]-1,2,3-triazole, N[5
S)-3-[ 4-

<(51 25a 6% 3) - ¥ 6- {1 BRIt Al Bt %Gﬁdlus)xw@amnaﬂmr@f%o@@y%&dmmyn pplipyrifini Sl |

- 3, 5-di fh |]a cetam de,
N-[5(S)-3-[4- SU&]FQ&W“%Z% 68&9%@%185 gﬁll?% %J_qy A hexan-6-yl ] pyridin-5

-yl]-3,5- d i it GGV pHd Ry (1P, 24P benzinn? wdahmy@low helhiwehiadlpyadindey]-3,5-
N 1505 3 [ 42l Rikich 2 b PRI AP UGS 1 O) hexan- -1 ] pyri di -
N-[5(8)-3-[4-[2-[(10,50,6P)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-ylJpyridin-5-yl1}-
3,5-diflnorophenyl]j-2-oxooxazoldin-5-ylmethyl]acetamide, |
N-[5(8)-3-[4-{2-[(1ct,501,6B)-6-amino-3-0xabicyclo[3.1.0]hexan-6-yl}pyridin-5-y1}-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyljacetamide,
N-{5(8)-3-[4-[2-[(1c,50,6P)-6-cyano-3-oxabicyclo[3.1.0}hexan-6-yl]pyridin-5-yi]-3,5-
difluorophenyl}-2-oxooxazolidin-5-yimethyllacetamide,
1-[5(R)-3-[4-[2-[(1 &, 5, 603)-6-cyano-3-oxabicyclo[3.1 .0]hexan-6-yl]pyridin-5-y]]-3 ,5-
difluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
N-[5(S)-3-[4-[2-[(1&,50,6{3)-6-cyano-3-thiabicyclo[3.1.01hexan-6-yllpyridin-5-y1]-3-fluorophenyl]-2-
oxooxazohdin-5-ylmethyljacetarnide,
N-[5(S)-3-[4-[2-[(1a,501,6(3)-6-cyano-3-thiabicyclo[3.1.0}hexan-6-yllpynidin-5-y1}-3-fluorophenyl}-2-

oxooxazolidin-5-yImethyl]acetamide S-oxide,
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di f 1 uorophenyl ] - 2- oxooxazol i di n-5-yi net hyl | acet am de,

[5(R)-3-[4-[2-[(1a, 5¢ct, 6[1)-6-cyano- 3- oxabi cycl o[ 3. 1. 0] hexan- 6- yI]pyrldln-
1] -3, 5- dlfluorophenyl) 2- oxooxazolidin-5-ylnmethyl]-1,2,3-triazol e,
5(S)-3-[4-[2-((Ia,5a,60)-6-cyano-3-thiabicyclo[3.I.0]hexan-6-y||pyridin-5
] - 3-fl uorophenyl ] -2- oxooxazoli di n-5-yl net hyl ] acet am de,
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1-[5(R)-3-[4-{4-[(10,50,60)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-yljpynidin-5-
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oxooxazolidin-5-ylmethylj-4-fluoro-1,2,3-triazole,
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princi pal i nterPsditiddd GbiufRctidrO Riprétrad roQieadf] déhv@?dnﬂﬁﬁeeﬁ%ﬁa’r@d Inyurly ddsiideCfotrh G

(intravenously or intramuscul arly). Conpositions for injection, a preferred
route of del PRBYYS: Sraidp Erél“rfiroéepa?réﬂnrrﬁ ulbe ivjeale cOBPORTORS M (AKS sSuch forms as
mul ti dose COoRlRERRRS -sollifibhs! & eBfalsRRk &@rma\séohmmr@yana 69 comen vmrmoraﬁnaung
suspensrons solutions, or enulsions in oily or aqueous vehicles, and

contai n vari 8EEBtS ohlifmmatvelnghe agningredint men @rn/@rwder flrephilized vrenaniwré'drzeqirtfom
may be in power@co%kt}fﬁ’tﬁﬂ% dt 't}?cecgneoéf d%ﬂ@er# Wm Ju'xt%lﬁg)veﬁnﬂé RucH &rstJrf?&%‘t%:t i Eqﬁj'eé’rﬁble
at the tine of delivery with a suitable vehicle, such as sterile water.

inj ectabl e  €oRPGHIons.che cartitrds Smicellw omerised of etatileyvassnialing eiganethes irgaciabls hqmd
water, sali Ng.gOh e'ﬁr'ﬂp&hﬁ)'r 1ﬂtrgin§§chﬁpinfechbrﬂu' qiso vdriols bufﬁ?iﬁ?%'éen@' reJeWatwes and the like
i nt rarruscul ar | nj ections. Also, various fering agents, preservatives and
the |ike canabee ipeledadded.

Topical applications may be formulated in carriers such as hydrophobic or hydrophilic bases to form

ointments, creams, lotions, in aqueous, oleaginous or alcoholic liquids to form paints or in dry
diluents to form powders.
Oral compositions may take such forms as tablets, capsules, oral suspensions and oral solutions. The
' oral compositions may utilize carriers such as conventional formulating agents, and may inciude
sustained release properties as well as rapid delivery forms.
The dosage to be administered depends to a large extent upon the condition and size of the subject
being treated, the route and frequency of administration, the sensitivity of the pathogen to the
particular compound selected, the virulence of the infection and other factors. Such matters,
however, are left to the routine discretion of the physician according to principles of treatment well
known in the antibacterial arts. Another factor influencing the precise dosage regimen, apart from the
nature of the infection and peculiar identity of the individual being treated, is the molecular weight of

the compound.
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Topi cal applications may be fornmulated in carriers such as hydrophobic or
hydrophilic bases to form ointnments, creans, |otions, in agueous,

ol eagi nous or alcoholic liquids to formpaints or in dry diluents to form
powders. Oral conpositions nay take such forns as tablets, capsules, oral
suspensi ons and oral solutions. The oral conpositions may utilize carriers
such as-conventional formulating agents, and may include sustained rel ease
properties as well as rapid delivery forns. The dosage to be administered

depends to a Iar ge extent upon the condition and size of the subject being
treated, the h%ﬁ%ﬁl FAEDIPRGERTBRIEOBY oL RS RV etieatPolmanndeliyen et ww 0gsags, \Yfr?éﬂer

pat hogen to §iR6id PRSI, @%ﬁfﬁsemwdo%@%%ta@qhghta@eabwrrqgwme Q%daphﬂ@py} containing
infection and other factors. Such matters, however, are [eft routine

di scretion opxazabdipnpsoppaindadiseisediniTein thy Pifrpd mozebeing éramrabmt IAei0re arkrfervmm
in the antibagyeribak, %E&u% 99@@‘9} &eéne ﬁrg’n%lre bqutIhHeMI'b cd ptfc pz*rset%sge&&g?s@@%?rem,

regimen, apart fromt nature o I'nfection an pecu iar entit

the i ndi vi duateidsaiin gomraémtéﬁ% tp gbauh 80 Tecedrmposiviern ‘gﬂltgeoéramt ¢oatamﬁ1qmabvdt 1@61@
The novel an i i€ C osi i on f i |on f n ive

ni ¢ dosage, ebked &% TS EBRY splah e 3 Bbne b gt R e tel R R,

as about 99%geferd heispyuditraige Gmﬁpl@niﬂsmeﬂm&gnts owazmhgdmfrfmmeammw@m 1000 mg and

di d h f b 10- 60%

about 196 t o SEBUPHT BT AbHRS £ e B e SRR PP TCT LRI SE ahpLase

di scussed hemngj 1o abomri@t)@m@nl I fareartad aomiini4@86r, thealnirulosd3e %1l Tecallp iqrhsie TtheQﬁLre
| | bout. 125. t b .0 f ot I

cont abni ng. o 2B hORE CEHBOTHULT O Bals LT TarBlehE ey aihdsd {6 GuBp apHicn

it is preferahie ddusedm eurdlgfbgd i@t@it s i n the range of from about 250 ny

to 1000 ng a _from bou ut of the other antihiotics
di scussed he&gF Hverfea é‘?‘:ﬁg‘F‘é‘q‘? ﬂf’%’ﬂgﬁ&si'wt W 621088 Cti"@gﬁlf"r?ﬂ"“ \rp mammal in

parenteral agpéqbiSikcRidetithent benptiding ARHAGE Y ol saldyBbambll melcmrhwd@mngiwn&u kran
conmpound in sterllg water solutign or in the formof a soluble po

i ntended f or 28GMUEHETIVE hrehstai B adj usted to neutral pH and i sot oni c.

The i nventi omxdestiainbRRdhier e 1BbSH dt Nfphdd A8 ScadseBHN Qe shidheat klaﬁolﬂastlc anemia,
bacterial infection in a manmal in  need of such treatment conprisin

admi ni st er i nGFRPRASTRIMATOPHHE PL4INTEAPEBHPHEHES dhfomhocafﬁppﬂawﬁléméf peverheie

to treat sai deintif&thyPdregenerative anemia, megaloblastic anemia or normocytic anemia. The compounds
of the invention may be combined with an effective amount of one or more vitamins to prevent or
reduce the occurrence of oxazolidinone-associated side effects in patients. The vitamins that can be

combined are vitamin B2, vitamin B6, vitaimin B12 and folic acid.: The vitamins may be

administered with the oxazolidinones as separate compositions or the vitamins and oxazohdinones
may be present in the same composition.
Thus another aspect of this invention is a method of treating or preventing an oxazolidinone-
associated side effect by administering an effective amount of the oxazolidinone of structural formula
I and an effective amount of one or more of vitamin B2, vitamin B6, vitaimin B12 and folic acid to a
patient in need thereof.
A further aspect of this invention relates to a method of treating or preventing oxazolidinone-
associated normocyctic anemia or peripheral sensory neuropathy by administering an effective
amount of vitamin B2 to a patient in need thereof.
Yet another aspect of this invention relates to a method of treating or preventing oxazolidinone-

associated sideroblastic anemia, peripheral sensory neuropathy, optic neuropathy, seizures,
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Oxazol i di nones have been known at tinmes to cause side effects such as
siderobl astic anem a, peripheral sensory neuropathy, optic neuropathy,

sei zures, thronbocytopenia, cheilosis, seborrheic dermatitis,
hypo-regenerati ve anenia, negal obl astic anem a or nornocytic anem a. The
conmpounds of the invention may be conmbined with an effective anount of one
or nore vitamns to prevent or reduce the occurrence of
oxazolidinone-associated side effects in patients. The vitam ns that can be
conbi ned ar yi.takmn B

. .Th
vitam ns ma l%n °§]6°r’?|aﬁ?’s hé‘rl%s Vil ghsg?chee‘ﬁx%%?t?tﬁl‘%?oﬁggunésgmg@p%{’r 5&%“"5 Gmount of

conposi t i onsviginint Btetosiphtent sneadhe@sfizol | di nones  may be present in the sane

t h th t t hod of t t
o1 provent | Y IEATOLEASER (B FOR G cHE TS ot AP APEPY BB ERIS SPFvg e

ef fective anpudfaedhybdRo@%atot bibmidNeeg@bbiadil Watthdy JiRfidlutbdng dn dREt@Rmount of
effecti ve amount. of one or nore of vitamn B2, vitamn B6, vitaimn B 12 and

folic acid totemin Bl2and flicepidieepeticRbpasid theseqfur t her aspect of this invention
relates to ayiehbRd Rfect bRl iRenRbn @iﬁéé%%'&%@@%&hﬁ% @ven Elel @Fection

nornocycti c anem a or” peri pheral sensory neuropathy m ni sterl ng an
effective drvrdmenigfringian £feeivBampentf papinpeind joh faneeld Itahérae@ffecwe@mmvﬁ@re or

aspect Of ! fhge oPHEMABLCLALARER he AR Obr LilAR ﬁ&gw%%%va%mgm and
oxazol i di none- asso ed siderob tic anema, periphetal sensb
neur opat hy, fopt icid tnemﬁ'aﬂnamhiycd theieelur es, 27 t hrombocyt openi a, chel | osi s, and

seborrhei c dﬂfegﬁegér%éﬁz?e@éfi?g@dﬂ @E uoﬁ‘ﬁftﬂ@clﬁmeﬁ%ﬂq\f(@snﬂogg HRkua@brat %d%%t&a?@ {0

a patient inn anot aspect nvent|on at és
a nmet hod of itw edusiongi. o bolps @ mi. um]gcttoxéczmlulathdrs@thataamsdmagﬁ@m;mses atherapeuncally

hypo-  egenerakLi: ARG PeBINL 05K, G A0S SpRieAdaLAL L Er g an effect i ve

anount of i ol'i’c 0o a pa éed thereof. Still
anot her aspdutr adfltsf dbost 3-5vephki of bod,y wad:igis ﬁrefezablymbhm&mﬁng toabutri0@mg per person
preventing b eri fe eri an effectiv

Compount of ot P BrPP kAR RO BnBirRE D PoBHe SR b L2 AR g fro
selected f rcngbdsrqnegﬁmomheah&i asmbmgc(e)fgmantoamonfo&Zumw dagiminprBfrred/ | MaderparifBiRy,
and folic ag

o0, 1901 35 S LS SR AEReRl SR, LTS5 inng

e.g., oxazolidinone antibacterial compound and about 250 mg two or three times daily of the other
antiblotic is recommended. For moderate infections against highly susceptible gram positive
organisms a dose of about 500 mg each of the cyclopropyl containing oxazolidinone and the other
antibiotics, three or four times daily is recommended. For severe, life-threatening infections against
organisms at the upper limits of sensitivity to the antibiotic, a dose of about 500-2000 mg each of the
cyclopropyl-containing oxazolidinone compound and the other antibiotics, three to four times daily
may be recommended.
For children, a dose of about 5-25 mg/kg of body weight given 2, 3, or 4 times per day is preferred; a
dose of 10 mg/kg is typically recommended.

The compounds of the present invention can be prepared according to the procedures of the
following scheme and general examples, using appropriate materials, and are further exemplified by
the following specific examples. The compounds illustrated in the examples are not, however, to be
construed as forming the only genus thatis considered as the invention. The following examples
further illustrate details for the preparation of compounds of the present invention. Those skilled in

the art will readily understand that known variations of the conditions and processes-of the following
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i.v. infusion, i.v. bolus and i.m injection formulated so that a unit
dosage conprises a‘therapeutically effective anbunt of each active
conponent or some subnultiple thereof. For adults, about 5-50 ng/kg of body
wei ght, preferably about 250 ng to about 1000 ngy per person of the

cycl opropyl containing oxazolidi none antibacterial conmpound and about 250
ng, to about 1000 ngy per person of the other antibiotic(s) given one to
four times daily is preferred. Mre specifically, for mld infections a
dose of about 250 ng two or three tinmes daily of the cyclopropyl containin
oxazol i di non&eRHEFSaBRsOISF @Bnsod Bnareasuthe PR dE vl Bt prAseBk inveRHos. All
dai 'y of thewphbahresantihBbRlds Celstus LREQBIRAIRANERLT noderate infections

agai nst highly susceptible gram positive organisns a dose of about 500 ngy
each of the cyclopropyl containing Schemigiinone and the other antibiotics,
three or four tines daily is recoomended. For severe, life-threatening

i nfections agai N§&als or gani sns at the upfwr)slimits of sensitivityRygsthe
antibiotic, a dogse of about 500-2000 ng/each of the cycl opropyl {containing
oxazol i di nong” compound andidshe ot her/ant Noi otd cs, thggeot olfodr Tnespdaily
may be reco d) For children, a dé%%;cf dhout 5-25 nm/ kg o%*%o-y’ﬂ@ight
given 2, 3, N per day is pne ef 7 £ aﬂWﬁq N~ O

dN” a® dose of 10
typically recomg a7 be
d)generl
1 ed by Hd he

Ended. The conpounds of~t he sent invention
pr epar ed accordﬁgg to the procedures ofgthe fo}low ng schene a

exanpl es, using appropriate material s, and ar & urt her exenplif

foll ow ng specific exanples. The conpounds illustrated in the exanples are
not, however, to be construed as formng the only genus that is c @@%@ered
as the invention. The follow ng exanples further illustrate detaills tor the
preparation of conpounds of the present invention. Those skilled in_the art
wll readily understand that |np ar fsadof the conditions andReals
processes of the follow ng 28 prepaq

t he conpounds of the present inv éam i

Cel si us unl ess ot herwi se noted. Schene

Ar or Ostep 2 1~ O Ar or

(Rap)s
step 5 X Ar or
HAr a Br
(Rap)s (Rac)k

- {Raals
X Ar or

HAr a )OL
HAr b N O
(Rack L_S
(Ra)y

R3
The compounds of the present invention can be prepared according to Scheme I, using
appropriate meterials, and are further exemplified by the following specific examples. The

compounds illustrated in the examples are not, however, to be construed as forming the only genus
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HAr  4NHg HAr b N OO HAr N (R4)r (R4)r HO (R4)r HO |l step 3 (Rd4a)s (4a)s
step 4 Q0 B A or Ot Ar or 0 HAr b NOHAr b NO (R4)r (R4)r R3 R3
(R4b)s step 5 X Ar or HAr a Br (R4b)s (R4c)r X AO N(R4)r R 3 The conpo
unds of the present invention can be prepared according to Schene |, using
appropriate materials, and are further exenplified by the follow ng specific
exanpl es. The conpounds illustrated in the exanples are not, however, to be
construed as formng the only genus 29 that i s considered as the invention.

The follow n exa les further_ illustr etails for the aration of
conpounds of thé\sﬁ nsiiered ?Sngl? pveionT %ef" g gyempies ﬁ'éﬂﬁ’ft‘“%g?tre ctailgj foy the

under stand RgdratfoR QM oMBbirndt 0PDR PésehtNBveafRd ThbRNKIRAG BleQfeRFeSadly UnB&stand
foll owi ng preparative procedures can be wused to prepare the conpounds of

the present haverinaRtatens of Bepetdiions ard ppessseholibg fepyimgaireiarpive pigredizes can be
ot herw se nopef, Ip%éﬁré_etne LopQBE bf 1M prllehEhARLGEA N G RUTHARSs A% Gn GRPVET E88us

to the correspondin
unless otherwise noted.

In step 1 aromatic or heteroaromatic amines are converted to the corresponding 5-
hydroxyoxazolidinones by methods well known to those skilled in the art. Typical conditions include
acylation of the amine with a2 benzyloxycarbonyl chloride to afford the corresponding carbamate
which is then deprotonated with a suitable strong base such n-butyl lithium, lithium t-butoxide or the
like and the resulting anion gquenched with the requisite glycidylbutyrate or other suitable glycidyl
ester. Upon workup and purification the hydroxymethyloxazolidinone is obtained. It will be
recognized to one skilled in the art that the requisite acylation may be catalyzed at the discretion of
the experimenter by.a number of suitable organic or inorganic bases and that likewise a number of
suitable acylating agents can be envisaged for the performance of step 1. Moreover it should also be
noted that if step 1 is performed using an R-glycidyl ester then the resulting 5-hydroxymethyl
oxazolidinone will the S-configuration while performance of step 1 with an S-glycidyl ester will
result in 2 5-hydroxymethyl oxazolidinone with the R-configuration.

In step 2 the aromati-c ring is halogenated using a suitable electrophilic halogenating agent
undaer appropriate conditions. An example of such a halogenationg agent is iodine monochloride, but
one skilled in the art will be quick to recognize that other halogenating agents could be used. One will
recognize that if the desired halogen is an iodide, then an iodinating agent will be used but if another
halogen is desired, then an appropriate halogenating agent will need to be chosen. These are well
known to those of only ordinary skill in the art.

Step 3 describes the modification of the hydroxyl group to the R; substituent as described in
the specification. It will be recognized that the exact procedures, conditions, and reagents will vary
depending on the precise chemical nature of the R, substituent desired and representative
transformations are described, but not limited to, those in the specific examples.

Step 4 describes the conversion of the aromatic halogen 1o a suitable boronate or boronic acid
which is a suitable precursor for the subsequent coupling to AR or HAr a. These conditions are well
known to one skilled in the art and include treatment of the starting halide with bispinacolato diboron

or another suitable boron precursor in the presence of an appropriate P d(II) ¢ atalyst such as [ bis-
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hydr oxyoxazol i di nones by nethods well known to those skilled in the art.

Typi cal conditions include acylation of the amne wth a benzyl oxycarbony)
chloride to afford the correspondi ng carbamate which is then deprotonated
with a suitable strong base such n-butyl lithium [lithiumt-butoxide or the
i ke and the resulting anion quenched with the requisite glycidylbutyrate or
other suitable glycidyl ester. Upon workup and purification the

hydr oxynet hyl oxazol i di none is obtained. It will be recognized to one
skilled in the art that the requisite acylation may be catal yzed at the '
di scretion ofdiphenglpbosplineirstocare] paflagiumihbiehlonde methylatd ehlardgaampleser thadkyand
bases and th@&mhfﬁﬁﬂ4se a nunber of suitable acylating agents can be

envi saged for the performance of step 1. Moreover it should also be noted
that if step | is SperS dascrégs tiwi qogplmlg ORJL}@I K si(ory AR s teampothére withhesuiteid el HiArjog AR )a
5- hydroxymet h 0xaz0 non e S.configuration while perfo nce of
step | with a%m@ éfyﬁdfe ﬁ} W?’Pcat"ﬁ%s&l% > ?{’gg 240y FWH@?’ Hf/f)é”ec{ BRS Gl
oxazol i di noneowpﬁxhg b)hethR- (slmﬂiéd gir atel @rt. i reaghyapd 2bf he wiledami ¢O)r isp@ics Ssuch as

hal ogenat ed usi sui.t.abl.e P halo enatin e undaer
appropri ate 665’ﬁg"g(t l‘gﬁgy]plﬁﬁp}é?fg’?@fié f(BL aDr T’lsﬁ Goth étsg‘éa??gc Ezgsé Eeh & flkRli mete!
monochl or i decarbetiate PNEveSHiel doPorinds idiheapresent inberhﬁ:nq (Hubleqhént cREMEH itZAsféiations,

ot her hal ogenat,ing agents cqul.d be use recogni ze that if th
Gentr ed hat oden hevaf HasaGHet Dt dae PTG yERCaiLs bt St Bt gepos
anot her  hal geRAbddsand@sineedd ad X anthéipeaippatiopr i at e hal ogenating agent will
need to be chosen. These are well . known to those of only ordinary skill in

the art. St eahelna@gwsof@ghﬁrﬁéwﬁbﬂwF%&W@ﬁ i %@Hﬂwsas&rl MG TR he R3
substituent as described in the specification. It will be recognized that
t he exact pm conditions, and reagents will vary depending on the
preci se chem Ejl’e of the R3 substituent desired and representative
transformati oqs_@re@escribed, but not Iimted to, those in the specific
exanpl es. St% descri bes the conversion of the aromatic hal ogen to a

sui tabl e boronate ¢ boronic acid which is a suitable precursor for the
subsequent coupli\ng/to AR or HAr a. These conditions are well known to one
skilled in the HI'KAMHd include treatnment of the starting halide with

bi spi nacol at o dy p~~Qr a not her suitable boron precursor i n the presence
of an appropriate P ) catal yst such as [ his- 30

(di phenyl phosphi nokf errocenedy paldadium Il dichloride nethylene chloride
conplex or the like and a taj%e base.
N" o
‘\(. N
TN
N
\==

1-[5(R)-3-[4-[4-{(1&,50,6P)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0}hexan-6-y1]-3-
fluorophenyllphenyl]-2-oxooxazolidin-5-ylmethy1]-1,2,3-triazole.

The mixture of 1-[5(R)-3-[4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolyl)phenyl}-2-oxooxazolidin-5-
yimethyll-1,2,3-triazole (20.0 mg), 1-bromo-4-[(1a,5a,603)-3-t-butoxycarbonyl-6-cyano-3-
azabicyclo{3.1.0}hexan-6-yl]-3-fluorobenzene (19.7 mg) and tetrakis(triphenylphosphine)palladium
(0) (6.2 mg) in dioxane (0.5 mL) and 2M sodium carbonate solution (135 pL) was heated at 80 °C for
4 hours. The mixture was diluted with ethyl acetate and washed with saturated sodium
hydrogencarbonate solution. The organic extracis were washed with brine, dried over anhydrous
magnesiurmn sulfate, and then concentrated in vacno. Preparative thin-layer chromatography (silica,
ethyl acetate: acetone = 9:1) of the residue gave title compound 1 (19.4 mg)

MS (FAB™) m/z: 545 (MH").
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Step 5 describes the coupling of the HAr(or AR)b conponent with a SU|tabIe
HAr (or AR)a conponent as detailed in the specification . This '
transformation, commonly referred to a Suzuki coupling by this skilled in
the art is catalyzed by a palladium (0) species such as
tetraki s(triphenyl phosphi ne)pal l adium (0) in the presence ao a suitable base
such as alkali netal carbonate to give the conpounds iof the present
i nvention. Subsequent chem cal transformati'ons, well known to those skilled
in the art, can be used to interconvert various nenbers of the broad genus
descri bed andrusl(FABAYLBOCHN,KNIO) (MHE): 6406 543 TAB] bng, Fhe2imvention is further
described in connection with the following non-limting exanples. EXAMPLE
>10T0 ~I( CCN' Hit, "11H NC 1/c F ~f NONN \_j
1- [ 5(R) - 3- [ 4EXAMPLE(, 5a, 6[ i ) - 3- t - But oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0]
hexan-6-yl]-3- HHcC
fl uor ophenyl | phanyl ] - 2- oxooxazol i di n-5-yl nethyl]-1,2,3-triazole. The
m xt ure of
| -[5(R) - 3-[ 4H( &5, 5-t et ranet hyl - 1, 3, 2- di oxabor ol y) ) phenyl ] - 2- oxooxazol i di n
-5- yl net hyl ;%,, riazole (20.0 ny),
1- brono-4-( i) - 3-t-but oxycar bonyl - 6- cyano- 3-
azabi cycl of 3. | QW ' Wl ]-3~f1 uorobenzene (19.7 ng) and
tetrakls(trlphenylphos- ¢)pafl adium (0) (6.2 ng) in dioxane (0.5 nL) and
2M sodi um car bonat e sol 5 L) was heated at 80 C for 4 hours. The
m xture was diluted with ethngL;etate and washed wi th saturated sodi um

Th

hydr ogencar bonat e sol uti on. orfapi c extracts were washed wth brine,
dried over anhydrous magnesi umshlfate, and then concentrated in vacuo.
Preparative thin-layer chromatography (silica, ethyl acetate: acetone =

9:1) of the I¢XRYB4-OBN B0 biBRRS-Compaiadbicydd]S.1 9)msin-651]FADrophenyd JphadF-2-M ) .
oxooxazolidin-5-ylmethyl]-1,2,3-triazole Hydrochloride.,
To a solution of 1-[5(R)-3-[4-[4-[(1a,50,6[3)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-
6-yl]-3-fluorophenyljphenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (316 mg) in
dichloromethane-methanol (10:1) solution (2.5 mL} was added a solution of hydrogen chloride in
dioxane (4M, 2.5 mL) was stirred at room temperéture for 3.5 hours, then concentrated in vacuo.
Treatment with ethanol of the residue gave title compound 2 (236 mg).
MS (FAB") m/z: 445 (MH") (as free base).
HRMS (FAB™) for C,.H;,FN,O, (MH™): caled, 445.1788; found, 445.1765.

EXAMPLE 3
N
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] N
|

NCY ez
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N TN
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31 HRVB (FAB-) for C29H30FNBO4(MH ):

EXAMPLE 2 H HC

"N H+, -

tH NC F \ |

cal cd, 545.2313; fo
\' 0 N'~ O NN= N ~

und, 545.2341.

1-[5(R)-3-[4-[4-((la, Sa, 60) - 6- Cyano- 3-azabi cycl o[ 3.].0) hexan-6-yl]-3-fl uorop

henyl ] phenyl ] -2- oxooxazolidin-5-ylnethyl)-1,2,3-triazole Hydrochloride..

a sol ution of

l-(5(R)-3-[4-[4-[(I(x, 5a, 6] 3)-3-t-butoxycar

hexan-

bonyl - 6- cyano

To

-3-azabicyclo[3.1.0)

6-yl]-3-fluorophenyl)phenyl)-2-oxooxazol idin-5-ylnethyl)-1,2,3-triazole (316

nmg) in dich
sol ution of
t enperature ¥!

et hanol of t j
(MH) (as frE@eEQEE )

| IR ISPl At oAl CoaTo T 1R s

eyl b2 avepxezolhitinenylosheBritd ktragolé.n vacuo.

S AU B30 Ao

Treatnment with
qlz: 445
445, 1788;

found, 445. 19esboraBORkFYH-2BoxcoxgrebdiniSybmetiyl]-H2,3Hriadqle REONNADandS-bgmo-N | N N
[(1at.50.,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.].0]hexan-6-yl]pyridine (19.7 mg) in the
same manner as described for EXAMPLE 1.
MS (FAB") m/z: 528 (MH").
HRMS (FAB™) for CysH3oN:04 (MH"): calcd, 528.2359; found, 528.2352.

EXAMPLE 4

H
N

H!lvllH
‘3 N

NCY ez
™

O

A

~

N
t-':'N
N
\oz=

1-[5(R)-3-[4-[2-{(1t,50,6B)-6-Cyano-3-azabicyclo[3.1.0Thexan-6-yl)pyridin-5-yl Jphenyl}-2-

oxooxazolidin-5-ylmethyl]}-1,2,3-triazole.

To a solution of 1-[5(R)-3-[4-[2-[(1a,5¢,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-
6-yl}pyridin-5-yllphenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (209 mg) in dichloromethane-
methano} (10:1) solution (1.7 mL) was added a solution of hydrogen chloride in dioxane (4M, 1.7
mL), the mixture was stirred at room temperature for 2.5 hours, then concentrated in vacuo. After
dilution of the residue with dichloromethane-methanol (10:1) solution, the mixture was made to

alkaline by the addition of 2 N sodium hydroxide solution. The resulting mixture was extracted with

“dichloromethane-methanol (10:1) solution. The organic extracts were dried over anhydrous

magnesium sulfate, and then concentrated in vacuo. Flash chromatography (silica, dichloromethane:

methanol = 10:1) of the residue gave title compound 5 (134 mg).
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\:olj 32 oL
1-[5(R)-3-[4-[2-[ (I a, 5a, 6(3) - 3-t - But oxycar bonyl - 6- cyano- 3- azabi cyc] o[ 3.1.0) h
exan- 6-yl ) pyridin-5- yl)phenyl)-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazol e.
Title conpound- 3 (22.3 ng) was prepared from

1-[5(R) -3-[4-(4,4,5,5-tetranet hyl -1, 3, 2-

di oxabor ol yl ) phenyl ) - 2- oxooxazolldln 5-ylmethyl)-1, 2, 3- triazol e (20.0 no)
and 5-brono- 2-

[ (1(x, 5a, GES%kgﬁh,%§toxycarbonyl-6-cyano-3-azabicyc|o[3.I.0)hexan-6-y|)pyrid
ine (19.7 P same manner as described for EXAVMPLE 1. M5 (FAB')

?n/z: 528 (IVH )HHIRMS (FAB) for C28H3oN/O4 (IVH ): cal cd, 528.2359; found,
528.2352. EXAMMIE4A H N Hit- .,,IH"/ N NG\ NAO ONNN ~
1-[5(R-3-(4-] (la, 5a, 63)-6-Cyano

3-azabi cycl o ‘Bhexan- 6-yl ) pyri di n-5-y]) phenyl ) - 2-

oxooxazol i di pre=yipethyl )-1,2,3-triazole. To a solution of

1-[5(R) - 3-[ 4- FZ [ 5(x, 6p) 3-t - but oxycar bonyl - 6- cyano- 3-azabi cycl o[ 3. 1. 0] h
exan- 6-yl)pyridin enyl - 2- oxooxazol i di n-5-yl nethyl)-1,2,3-triazole
(209 ng) in dichloromnetf t hanol (10:1) solution (1.7 nL) was added a
sol ution of hydrogen chléfithe Ny di oxane (4M 1.7 nlL), the m xture was
stirred at roomtenperature ¥ 2.5 hours, then concentrated in vacuo. After
dilution of the residue with dlchIUEgnethane met hanol (10:1) solution, the

m Xxture was nade to \%

1-[5(R)-3-[4-[2-[(1a,5,6B)-6-Cyano-3-azabicyclo{3.1.0Thexan-6-yl]pyridin-5-yl)phenyl}-2-
oxooxazolidin-5-ylmethyl}-1,2,3-triazole Hydrochloride.

To a solution of 1-[5(R)-3-{4-[2-[(1a,50,6B)-6-cyano-3-azabicyclo[3.1.0Thexan-6-ylpyridin-5-
yl]phenyl]-2-ox00xazolidin-5-ylmethyl}-1,2,3-triazole (287 mg) in dichloromethane-methanol (10:1)
solution (2.5 mL) was added a solution of hydrogen chioride in dioxane (4M, 168 ul) at 0 °C, the
mixture was concentrated in vacuo. Treatment of the residue with ethanol gave title compound §
(292 mg).

MS (ET") m/z: 428 (M") (as free base).

HRMS (EIM) for C3H,N;O, (M™): caled, 428.1835; found, 428.1848.

EXAMPLE 6
©._.0
>
N

Hi IV-HH
"y

NC

O

F7 N

0

1-[5(R)-3-[4-[4-[(1a,5¢t,6[)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclio[3.1.0]hexan-6-yl]-3-
fluorophenyl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole.

34



al kaline by the addition of 2 N sodi um hydroxi de solution. The resulting

m xture was extracted with dichloronethane-nethanol (10:1) solution. The
organi c extracts were dried over anhydrous magnesium sulfate, and then
concentrated in vacuo. Flash chromatography (silica, dichloronethane:

met hanol = 10:1). of the residue gave title compound 5 (134 ng). 33 EXAMPLE 5
HHCI NhiiiH | NC N JfO NaN ND

1-[5(R) - 3-[ 4- [ 2-[(la, 5(x, 6] 3)-6-Cyano-3-azabi cycl o] 3. 1. 0] hexan-6-yl ] pyri di n-
5-yl ] phenyl ]-2- oxooxazolidin-5-ylnethyll-1,2,3-triazole Hydrochloride. To a
sol ution of

1-[ 5(R) - 3- [ 4- I5-40¢ Fymeoyng £ Brepyrsh 3o LRy g divsros™ 447 ResEReEY P8y ri di n- 5
-yl ] phenyl ] -&eakaolyhaionydi2roxbexezotelihi-y ImethyR; 132, B tiizplal (20.¢ 26y amigl) bromo-4-

di chl oroneth on..«; d a | g i f
hydr ogen chI f?‘d%;laelg %Dﬁg%uiéx}( ar%%wll E%ag% ﬂ%‘%‘gy&%&?} %)A%anmé%ﬁég%uo\rf\%gnﬁké H@.G?ng)
concent r at ed hthesamemankr endaserred & EXHSMPIdS].due with et hanol gave title

conmpound 5 I(\f,g%pw ma;}\/@%@)@gﬁfz 428 (M4) (as free base). HRMS (Er) for

C23H22N702 ( caJc found, 428.1848. EXAWPLE 6 O0~f 0 N
fI1i, -i1H NERMS (FAB®) for CosHagFaNeO, (MH'): caled, 563.2218; found, 563.2222.
EXAMPLE 7
H HCI
N

)

1-[5(R)-3-[4-[4-[(10,50,6{3)-6-Cyano-3-azabicyclof3.1.0Jhexan-6-yl}-3-fluorophenyl]-3-
fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole Hydrochloride. |

Title compound 7 (212 mg) was prepared from 1-[5(R)-3-[4-[4-[(1a,50,6B)-3-t-butoxycarbonyl-6-
cyano-3-azabicycio{3.1.0Thexan-6-yl]-3-fluoropheny!]-3-fluorophenyl]-2-oxooxazolidin-5-yimethyl}-
1,2,3-triazole (273 mg) in the same manner as described for EXAMPLE 2.

MS (ET") m/z: 462 (M") (as free base).

HRMS (EI") for CysHyoFaNsO, (M”): caled, 462.1616; found, 462.1631.



F\ +\ ~/ 0 F NAO NN ~

1-[5(R)-3-[4-[4-[ (| a, 5a, 60) - 3-t - But oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1: 0] he
xan-6-yl]-3- fluorophenyl]-3
-fluorophenyl ] - 2- oxooxazolidin-5-ylnmethyl]-1,2,3 -triazole. 34 The title
conpound 6 was prepared from
1-[5(R)-3-(3-fluoro-4-(4,4,5,5-tetranet hyl -1, 3, 2-

di oxabor ol yl ) phenyl ] - 2- oxooxazol i di n-5-yl nethyl]-1,2,3-triazole (20.0 np)
and 1-brono-4-
[(Ia,5a,6[3)E§A$ﬂﬂdi%xycarbonyl-6-cyano-3-azabicyc|o[3.1.0]hexan-6-y]]-3-f|u

or obenzene ( 63 |n the same manner as described for EXAMPLE 1. MS
(FAB') mz: HRVS (FAB') for C29HI9F2N6O4 (MH ): cal cd, 563.2218;
found, 563. 22 NEXAI\/PLE?HHCI NH~IITH NCFO FNAONN \--i |

[5(R) 3-[4-[4- [ | a)5a, 6] 3) - 6- Cyan
3-azabi cycl o[ 3.H gdtan- 6-yl]-3-fl uorophenyl] - 3-
fl uorophenyl]-2- Jop% ¥z0Bdi n-5-yl nethyl ]-1,2,3-triazol e Hydrochloride. Title
conpound 7 (21 ) mas|prepared from
]-[5(R)-3-[4-[4-[ (laxsa, -t - but oxycar bonyl - 6-
cyano- 3- azabi cyci o[ 3. 1. 03 -64y1]-3-fiuorophenyl]-3-fluorophenyl]-2-oxoox
azolidin-5-yimethyl]- 1g2; 6e (273 ng) in the sane manner as
descri bed for EXAMPLE 2.

NN

—,

N

1-{5(R)-3-[4-[2-[(1a,50,68)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yl pyridin-5-
yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2 3-triazole.

The title compound 8 (15.8 mg) was prepared from 1-[5(R}-3-[3-fluoro-4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)phenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (20.0 mg) and 5-bromo-2-
[(1o,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-y1ljpyridine (18.8 mg) in the
same manner as described for EXAMPLE 1. .

MS (FAB") m/z: 546 (MH").

HRMS (FAB") for Co3H3sFN:O, (MH'): calcd, 546.2265; found, 546.2247.

EXAMPLE 9

H HCI
N

HIIVHH
NCY /N '
oy
1z
F N 0
\\(_N'N~‘N
\=
1-[5(R)-3-[4-[2-[(12,50,68)-6-Cyano-3-azabicyclo[3.1.0Thexan-6-yl]pyridin-5-y1]-3-flucrophenyi]-2-
oxooxazolidin-3-ylmethyl}-1,2,3-triazole Hydrochloride.
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M5 (EI") mlz: 462 (M (as free base). HRVS (El') for C24H20F2N6O2 (M) :

cal ed, 462.1616; found, 462.1631. 35 EXAMPLE 8 \ JO f OHt-/ iHNCP;:;i
N-kO 1--CN, N

1-[5(R)-3-[4-[2-[ (I (x, 5a, 63) - 3-t - But oxycar bonyl - 6- cyano- 3-azabi cycl o[ 3.1.0] h
exan-6-yl ] pyridin-5-

yl ]-3-fluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole. The title
conpound 8 (15.8 ng) was prepared from -

1-[5(R) -3-[3-fluoro-4-(4,4,5, 5- tetrarrethyl 1,3, 2-

ci oxabor ol y1 )} pheny - 25,0 8OAARRlY i cgath FERNYSloa fe et B2841S-LA%: 9y

and 5-brono
[ (I a, 5a, 6p) - B-tyshuBeaeymwar il fihexapytayitpyBdiadab]- S-flebropRnil O} dxexeaiaelGhinb Jyimethydl n

546 (149 HRIE %—%iwfe%rf@”ﬁﬁé%ﬁﬁ%ﬁﬁ%wb@f%g RN Bes, found, |

546.2247. EXWAMPEABY nik:MEb (MN)((¢s frde|101$e) NCNO F NAON

1-[5(R)-3-[4 %:

3-azabi cycl O[WSO( ﬁB afmﬁ yzi’ﬁqo ) gal jM6317f4 ’uf8lrmodpﬁ%§1§/73f 2-

oxooxazol i di n- 5- ylnethyl] 1, 2, trlazole Hydrochl ori de. 36
EXAMPLE 10

XOTO

H] !9!]“—1
IO
"EQC
NH
J—Me

0
N-[5(S)-3-[4-[4-[(12,5¢,6[)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0 hexan-6-yl1}-3-
fluorophenyl)phenyl]-2-oxooxazolidin-5-yimethyl]acetamide.
The title compound 10 (24.9 mg) was prepared from N-[5(S)-3-[4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)phenyl)-2-oxooxazolidin-5-ylmethyl}acetamide (18.9 mg) and 1-bromo-4-[(1a,50,683)-
3-t-butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0}hexan-6-yl]-3-fluorobenzene (20.0 mg) in the same
manner as described for EXAMPLE 1.

MS (FAB") m/z: 535 (MH").
HRMS (FAB") for CagH3;,FN,Os (MH"): caled, 535.2357, found, 535.2375.
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The title conmpound 9 (278 ng) was prepared from1-[5(R)-3-[4-[2- [(1

a, 5a, 6(3) - 3-t-but oxycar bonyl - n

6- cyan- 3- azabi cycl o[ 3. 1. 0] hexan- 6-y1] pyri di n-5-y1] - 3-fl uor ophenyl ) - 2- oxooxaz
oi idin-5-yinethyl]-_1,2,3-triazole (500 ng) in the sane manner as descri bed
for EXAMPLE 2. M5 (FAB') mz: 446 (MH) (as free base). HRVMS (FAB') for

C, 3H22FN>2 (MH ): cal cd, 446.1741; found, 446.1733. EXAMPLE 10 OIf O DTl
N Ht .11H NC,/ F\ I 0 "~ NAO I-CNH GC~-M NIJ[5(S)-3-[4-14-[(1 a,5 a,
6(3) - 3-t - But oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl | - 3-

f] uor ophenyl EAMRIIE 112- oxooxazol i di n-5-yl net hyl ] acet ami de. The title
conmpound 10 (24,9, (gg) was prepared from

N-[5(S)-3-[4-(4p4, 5, 5-tetranethyl -1, 3, 2-

di oxabor ol yl ) ptienyl ] - 2- oxooxazol i di n- 5-yl net hyl | acet am de (18.9 ny) and

1- br ono- 4- [ ( Ha\5g.»6{ 3) -

3-t-but oxycarbq Q- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] -3-fl uor obenzene
(20.0 n) i n NBe 4 manner as described for EXAMPLE 1. M5 (FAB') mz:. 535
(MH). HRVS (FAB) 2FNAGCs (MH ): cal cd, 535.2357; found, 535.2375.
37 EXAMPLE |1 1 NC

N-[5(8)-3-[4-[4-[(1¢,50,6P)-6-Cyano-3-azabicyclo[3.1.0}hexan-6-yl]-3 -ﬂuorOphenyl]phenyl]-.Z-
oxooxazolidin-5-ylmethyl]acetamide Hydrochloride.

The title compound 11 (281 mg) was prepared from N-[5(8)-3-[4-[4-[(1a,50,603)-3-t-butoxycarbonyi-
6-cyano-3-azabicyclo[3.1.0Jhexan-6-y1]-3-fluorophenyl}phenyl]-2-oxooxazolidin-5-
ylmethyllacetamide (360 mg) in the same manner as described for EXAMPLE 2.

MS (FAB") m/z: 435 (MH") (as free base).

HRMS (FAB) for CyH,FN,O; (MH): calcd, 435.1832; found, 435.1821.

EXAMPLE 12
OYO
T
HIs it

NG”

[
O

v A
e
C’)'-Me

N-{5(8)-3-[4-[2-[(}a,50,6(3)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yi)pyndin-5-
yllphenyl}-2-oxooxazolidin-5-ylmethyl]acetamide.
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NAO |--CNH ,b-M

N-[5(S)-3-[4-[4-[(1la, 5a, 6p) - 6- Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl]-3-fluorop
henyl ] phenyl ] - 2- oxooxazol i di n-5-yl net hyl ] acet am de Hydrochl oride. The title
conpound 11 (281 ng) was prepared from

N-[5(S)-3-[4-[4-[(1a, 5(x%, 6(3)-3-t-butoxycarbonyl - o

6- eyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] - 3-fl uor ophenyl ] phenyl ] - 2- oxooxazol i di
n-5- ylnethyl]acetam de (360 ng) in the sane.manner as descri bed for EXAMPLE
2. Ms (FAB') mz: 435 (MN (as free base). HRMVS (FAB') for CZ4H2 FNAOG3 (MW :

cal cd, 435.1832; found, 435,1821. EXAMPLE 12 OO0 I( N~ H "1H NCN O ~f
N' \ ONH /}13 eccg)pound 12 (20 mg) was prepared from N-{5(S)- 3 -(4-(4,4,5,5-tetramethyl-1,3,2-

N-[5(S) - 3- (4ﬂ{oga$&élgl)]§ﬁnf 3)ox3oﬂazcﬁ3mrp%y%ﬂ@9£6é{an§dec&@09n ’aﬁ@%f&&ﬁ QiSsd, 6Qi-h

exan-6-yl ] pyri _din- - 2- ox&gxazol i di n-5-yl et | acet am de.

The title Co.%ﬁ&ymy@bqnz g—g)’ﬁ?ﬁf %@C}ﬁ "{,}ipléjaxapr%yﬂpyndme 2 2 mg) in the same manner as
N-[5(S) - 3- [ 4uéstrifledfoPEXAMAIEEL DY -

di oxabor ol yl ) ph ] - 2- ox0 ol i di n- 5 yI met hyl ) acet am de (20.0 np) and
5- br ono- 2- | (M;S, %nﬁﬁ%% @%—’; STe RS
HRMS (FAB™) for CpsH;,NsOs (MH”): caled, 518.2403; found, 518.2412.

EXAMPLE 13

H HCi
N

Hit " \—/H
%, N

NCY ez
.

O

s
-,
' )—-Me
0
N-[5(S)-3-{4-[2-[(12,5¢1,683)-6-Cyano-3-azabicyclo[3.1.0}hexan-6-yl}pyridin-5-yl }phenyl]}-2-
oxooxazolidin-5-ylmethyl]acetamide Hydrochlonide.
The title compound 13 (254 mg) was prepared from N-[5(S)-3-[4-[2-[(1c,5a,6B)-3-t-butoxycarbonyl-
6-cyano-3-azabicyclo[3.1.0Thexan-6-yl]pyridin-5-yl)phenyl]-2-oxooxazolidin-S-ylmethyljacetamide
(366 mg) in the same manner as described for EXAMPLE 2.

MS (FAB") m/z: 418 (MH") (as free base). _
HRMS (FAB") for C;3H;.NsO3 (MH™): caled, 418.1879; found, 418.1885.
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3-t - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di ne (20.2 ng)
in the sanme manner as described for EXAMPLE 1. M5 (FAB') nmlz 518 (IVH ).
HRVS (FAB') for C28H32N505 (IVH ): cal cd, 518.2403; found, 518.2412. EXAMPLE
13 HHCO NH | IH NC:NO OD' NAONH d--M

N=['5(S)-3-[4-[2-[ (I (x, 5a, 6(3)-6-Cyano- 3-azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-
5-yl ] phenyl]-2- oxooxazolidin-5-yl nethyl]acetam de Hydrochloride. The title
conmpound 11 (254 ng) was prepared fromN[5(S)-3-[4-[2-[(1

a, 5a, 6p) - 3-t - but oxycar bonyl -

6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl ] phenyl ] - 2- oxooxazol i di n-5
-yl methyl Jacetam de (366 ng) in the sa#fk manner as described for EXAMPLE 2.
MS (FAB') miz: 418 (MH) (as free basej. HRVMG (FAB') for C23H24N503 (VH ):
cal cd, 418.1879; found, 418.1885. 39 40 EXAMPLE 14 <<N'' HGHnH NC .,/
F O EXAMPLE 14

>r0\r0

Mt |V'IIIH
RSO
i "’LJ%_

NH

}-Me

O
N-{5(S)-3-[4-[4-[(101,50,68)-3 -t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0}hexan-6-yi}-3-
flucrophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl Jacetamide.
The title compound 14 (24.9 mg) was prepared from N-{5(S)-3-[3-fluoro-4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)phenyl]-2-oxooxazolidin-5-ylmethyl]acetamide (20.0 mg) and 1-bromo-4-f(1c,5a,6pB)-
3-t-butoxycarbonyl-6cyano-3-azabicyclo[3.1.0Jhexan-6-y1]-3-fluorobenzene (20.2 mg) in the same
manner as described for EXAMPLE 1.

MS (FAB") m/z: 553 (MH"),
HRMS (FAB") for C;sH F;N,0s (MH"): caled, §53.2263; found, 553.2250.

EXAMPLE 15

H HCl
N

Hl ‘9.““-'
B OWi
F 'Ho-
NH
)—Me
Q

N-[5(8)-3-[4-[4-{(10.,5a,6()-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]-3-fluorophenyl]-3-
fluorophenyi]-2-oxooxazolidin-5-ylmethyljacetamide Hydrochloride.



F NAO L-~-NH M O

N-[5(S) - 3- [4 [4-[(]a, 5a, 6(3)-3-t-Butoxycarbonyl - 6-cyano- 3-azabi cycl 0[3.1.0]h
exan-6-yl]-

fluorophenyl] 3-fl uorophenyl] - 2- oxooxazol i di n- 5- yhnethyl]acetanl de. The
title conmpound 14 (24.9 ng) was prepared from
N-[5(S)-3-[3-fluoro-4-(4,4,5,5-tetr-anethyl -1, 3, 2-

di oxabor ol yl ) phenyl ] - 2=oxooxazol i di n- 5- yhnethyl]acetanlde (20 0 ng) and

1- br onb- 4-[ (1a, 5a, 6(3) -

3-t-but oxycarbonyl - 6cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] -3-fl uorobenzene
(20.2 ng) in the sane manner as descrilpd for EXAMPLE 1. MS (FAB) nfz: 553
(MN . HRVS (FAB) for C29H31F2N405 (NNl cal ed, 553.2263; found, 553.2250.
EXAMPLE 15 HHCO "N~ Hll- nlH NC'~/ F1 O F/ NAONH Oe-Me N[5
(S)-3-[4-

a, 5a, 6(1) 5‘8 L&iﬁ‘eﬁﬁ’mw&zlélﬁmm wpeprepans FromAn 6 A -4l pufesBphrebyibtyotbonyl-

f I uor ophegyhdma- &ﬁ@i@j&ﬁ%@i O]ﬁe;danéyntmrowhdx@f}gtfﬁ;%sﬁeant&sma%ﬂdﬁﬁs 41 The
title conp d 15F$B%P mas prepared ffom

N-[5(S)- 3¢ %héﬁ - but oxycar bonyl -

6- cyano- 3mahahnmwmhnﬁas&mﬁ#ﬁéﬁaﬂXﬁhﬂtﬁZS fl uorophenyl | - 3-f1 uor ophenyl ] - 2- oxo

?é?zgkkﬁkﬁﬁﬁgAﬁh”E&hﬁgh@ﬁskﬁ%kga“9367 ng) in the sane manner as descri bed

HRMS (FAB") for C5HyFsN,0; (MH™): caled, 453.1738; found, 453.1747.

EXAMPLE 16
N t
HI |9-HIH
Ne” N |
) L
F N 0

L

)'—Me

N—[S (S)-3-[4-[2-{(1a,50,6p)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0}hexan-6-yl pyridin-5-

y1}-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]acetamide.

The title compound 16 (354 mg) was prepared from N-[5(S)-3-[3-fluoro-4-(4,4,5,5-tetramethyl-1,3,2-
- dioxaborolyl)phenyl}-2-oxooxazolidin-5-ylmethylJacetamide (350 mg) and 5-bromo-2-[(1ot,5u,6p8)-3-

t-butoxycarbontyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl)pyridine (337 mg) in the same manner as

described for EXAMPLE 1.

MS (FAB") m/z: 536 (MH").

HRMS (FAB™) for CyH3, FN;Os (MH"): caled, 536.2309; found, 536.2296.



M5 (FAB') ntlz: 453 (MEi') (as free base). HRVS (FAB') for C24H23F2N403
(MH): caled, 453.1738; found, 453.1747. EXAMPLE 16 N H11- -111H 'NCyyy N
O FNONH Jj-M ONI[5(S-3-[4-[2-[(lI &a,5

a, 6Q - 3-t - But oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n- 5-
yl]-3-fluerophenyl]-2-oxooxazolidin-5-ylnmethyl]acetam de. The title
conpound 16 (354 ngy) was prepared from

N-[5(S)-3-[3-fluoro-4-(4,4,5,5-tetranmethyl -1, 3, 2-
di oxabor ol yl) henﬁ/llé%- 2- oxooxazol i di n-5-yl net hyl ] acet am de (350 ng) and
5-brorm-2-[(|F§U§~é, Pl B) - 3-
t - but oxycar bonyly gecyano- 3- azabi cycl of 3. 1. 0] hexan-6-yl ] pyridine (337 ng) in
t he sane manner Nas described for EXAMPLE 1. M5 (FAB') nmfz: 536 (MH ). HRMVS
(FAB) for CnH3{FN30s (MH ): cal cd, 536.2309; found, 536.2296. EXAMPLE 17 H
HO N Hil, iH# N\ ~ 0 F NAO NH 0Oi-M
NeT /N l
g :
2
NH
}*Me
0]
N-[5(8)-3-[4-[2-[(1&,50,6[3)-6-Cyano-3-azabicyclo[3.1.0Thexan-6-ylpyridin-5-y1}-3-fluorophenyl]-
2-oxooxazolidin-5-ylmethyljacetamide Hydrochloride.
The title compound 17 (259 mg) was prepared from N-[5(8)-3-[4-[2-[(1¢,5¢,63)-3-t-butexycarbonyl-
6-cyano-3-azabicyclo[3.1.0Thexan-6-yl]pyridin-5-yl]lphenyl]-2-oxooxazolidin-5-ylmethyllacetamide
(400 mg) in the same manner as described for EXAMPLE 2. l
MS (FAB") m/z: 436 (MH") (as free base).

HRMS (FAB®) for Cp3H,:FNsO5 (MH*): caled, 436.1785; found, 436.1776.

EXAMPLE 18

o

N 'Ifl /N
H |

7 o

T

F NJL

\{)—
NHAc

N-{5(8)-3-{4-[2-[(1 0,501,6P)-6-1-Butoxycarbonylamino-3-oxabicyclof3.1.0Jhexan-6-yi]pyridin-5-yi}-
3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide.

The title compound 18 (62.7 mg) was prepared from N-[5(S)-3-[3-fluoro-4-(4,4,5,5-tetramethyl-
1,3,2-dioxaborolyl)phenylj-2-oxooxazolidin-5-ylmethyl]acetamide (67.2 mg) and 5-bromo-2-
[(1a,50,6P)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridine (63.1 mg) in the same
manner as described for EXAMPLE 1.
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N-[5(S)-3-[4-[2-[(I(x, 5a, 6p)-6-Cyano- 3-azabi cycl o[ 3.1.0] hexan-6-yl]pyridin-5
-yl 1-3-fluorophenyl]- 2-oxooxazolidin-5-yl nmet hyl]acetam de Hydrochl ori de.
The title conmpound 17 (259 ng) was prepared from

N[ 5(S) - 3- [ 44 @2406l085398, 6p) - 3-t - but oxycar bonyl -

6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl ] phenyl]-2-oxooxazolidin-5
-yl nmet hyl l acetam de (400 ng) in the sanme manner as described for EXAMPLE 2.
M5 (FAB) in/z: 436 (MH) (as free base). HRVMS (FAB~ for C23H23FN503 (M#4):

cal cd, 436.1785; found, 436. 1776. EXAMPLE 18 O }Itj9JJH ~"-NN HI ) f fo
FN \O NHAC, /e
N-[5(S) - 3- [48[(5“3{3(){?I g(zx op - But oxycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexa

n-6-yl ] pyri HRM&S(fWB]'}fOBCﬁHu dbsiﬁhﬂhi/} palgd, éi’bb’-ﬁ@ézf@hﬂd d2n2®yI| net hyl ] acet ani de.
The title conmpound 18 (62.7 ngy) was prepared from

N-[5(S)-3- [%xl,,b_l[\)f‘;ﬁ_| g4-(4,4,5, 5-tetranmet hyl -
1, 3, 2-di oxaboro yE?phenyI] 2- oxooxazol i di n-5-yl net hyl | acetam de (67.2 ny)
d 5-brono-2-.0

an

[ (1la, 5a, 6p) - 6-\t - but oxycar bonyl am no- 3- oxabi cycl o[ 3. . 0] hexan-6-yl ] pyri di ne
(63.1 ng) iri"”t%g'é'érre manner as described for EXAMPLE 1. 42 WD 2005/ 005398
M5 ( FAB-) n%,z ZNAWH ). HRVB (FAB) for C37H33FN4O6 (MH ): cal cd, 527.2306;
found, 527 :§r§9 \I? MPLE 19 ((O~~ ~1~H H11

N-{5(8)-3-{4-[2-[(V o, 50,6 )-6-Amino-3-oxabicyclef3.1.0] hexan-6-yl}pyridin-5-y1]-3-fluorophenyl]-
2-oxooxazolidin-5-ylmethyl]acetamide.

To a solution of N-[5(8)-3-[4-[2-[(1a,5¢1,63)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0Thexan-6-
ylpyridin-5-y1]-3-fluorophenyl]-2-oxooxazolidin-S-ylmethylJacetamide {(52.0 mg) in
dichloromethane (1 mL) was added mifluoroacetic acid (0.5 mL) at 0 °C, the mixture was stirred at
room temperature for 2 hours. After quenching the reaction by addition of saturated sodium
hydrogencarbonate solution, the mixture was extracted with chloroform-methanol (9:1) solution. The
organic extracts were dnied over anhydrous magnestum sulfate, and then concentrated in vacuo.
Flash chromatography (NH silica, dichloromethane : methanol = 20:1) of the residue gave title
compound 19 (36.7 mg).

MS (EI") m/z: 426 (M™).

HRMS (ET") for C5H,3FNLO, (M™): caled, 426.1703; found, 426.1741.
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H2ZN1 N 11 F 1 N\OI_CNH ,b-M

N-[5(S)-3-[4-[2-[(1la, 5a, 6f 3) - 6- Am no- 3- oxabi cycl o[ 3. 1. 0) hexan- 6-yl ] pyridin-5
-yl ]-3-fluorophenyl]- 2-oxooxazo) i d in-5-ylnethyl]acetam de. To a sol ution
of N-[ 5(S) - 3-Wo-J025/p5398 5a, 6f 3) - 6-t - but oxycar bonyl am no- 3- oxabi cyct o[ 3. 1. 0] he
xan-6- yl]pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-yl nmethyi]acetam de
(52.0 mg) in dichloronethane (1 nL) was added trifluoroacetic acid (0.5 nlL)
at 0 C, the mxture was stirred at roomtenperature for 2 hours. After
guenchi ng thgé’bon by addition of saturated sodi um hydrogencarbonate
solution, t e was extracted with chlorof orm nethanol (9:1) solution.
The organic extracts_were dried over anhydrous magnesi um sul fate, and then
concentrated in vaduo.] Flash chromatography (NH silica, dichloronethane :
met hanol = 20: 1) HWftheHr esi due gave title conpound 19 (36.7 ng). MS (EIS
mz: 426 (M). 4 for C22H23FN404 (M ): cal cd, 426.1703; found,
426.1741. 43 W BO8 EXAMPLE 20 O O H~+H N NF NVO NAON N
N ;,. :

1-[5(R)-3-[4*[ 2-[(1a, 5a, 6a) Bu,tj%xycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexan
N
O

-6-yl ] pyridin-5-yl J- F
N,
\\&Nl "

o=/
1-[5(R)-3-[4-[2-[(1a, S, 6B)-6-t-Butoxycarbonylamine-3-oxabicycio[3.1.0)hexan-6-yl)pyridin-S-yi)-
3-fluorophenyl]-2-oxooxazolidin-3-ylmethyl]-1,2,3-triazole.
The title compound 20 (71.1 mg) was prepared from 1-[5(R)-3-[3-fluoro-4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborelyl)phenyl]-2-oxcoxazolidin-5-ylmethyll-1,2,3-triazole (65.6 mg) and 5-bromo-2-

[(3o,5a,6[3)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-yl)pyridine (60.0 mg) in the same
manner as described for EXAMPLE 1.

MS (FAB™) m/z: 537 (MH").

HRMS (FAB™M) for C27H30FN605 (MH"): caled, 537.2262; found, 537.2276.

EXAMPLE 21

Q
H;i-( 1

HoNY N |
X (0]
A
e,

| ==/
1-[5(R)-3-[4-[2-[(1a,50,6)-6-Amino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1}-3-fluorophenyl]-
2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole.
The title compound 21 (238 mg) was prepared from 1-{S(R}-3-{4-[2-[(1e,50,6[3)-6-1-
butoxycarbonylamino-3-oxabicyclo[3.1.0Thexan-6-yl)pyridin-5-yI1-3-fluorophenyl]-2-oxooxazolidin-

5-yimethyl]-1,2,3-triazole (433 mg) in the same manner as described for EXAMPLE 18.
MS (FAB")m/z: 437 (MH). ' '
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3-fl uoropheny)] - 2- oxooxazol i di n-5-yl methyl j-1,2,3-iriazole. The title
conpound 20 (71.1 ng) was prepared from

1-[5(R)-3-[3-fl uoro- 4,LA 4,5 5-tetranethyl -1, 3, 2-

di oxabor ol yl') phenyl ] - 2- oxooxazol i di n-5-yl nethy]]-1, 2, 3-triazole (65 6 ny)
and 5-brono- 2-

[ (i(x,5a, 6]3)-6-t-butoxycarbony! am no- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl j pyri di ne
(60.0 ng) in the same manner as described for EXAMPLE 1. M5 (FAB') nfz: 537
(MHY). HRVS (FAB') for C27H30FN6O5 (MH): cal cd, 537.2262; found, 537.2276.
EXAMPLE 21 0 Hk).IIH H2N, N FNAL-CNNN N \--j : .

1-[5(R) -3-[4-[2-[(la, 5(x, 60) - 6- Am no- 3s0xabi cycl o[ 3. 1. 0] hexan-6-yl ) pyridin-5
-yl]-3-fluorophenyl J- 2-oxooxazolidin-5-ylnmethylJ-1,2,3-tri-azol e. The title
conmpound 21 (238 ng) was prepared fron11 [5(R) 3-[4- [2 [(I(x,5a,6[3)-6-t-

but oxyc 0- 3- oxablc clo[ 3. 1. 0] hexan- yridi n-5-yl]-3-fluorophen
yl J- 2- ommr} CaablaaffN  calcdpA33 737 foped, é%( LZ%Q ng) in the same manner
as described for EXANPLE 18 Ms (FAB') nt/z: 43 . 44 45 HRMB (FAB')

for C21|-EXEMBEB22I\/): cal cd, 437.1737; found, 437 1755 EXAMPLE 22 0 H11-
--11H NC"' N O F NAO

Hts%;-uH
NET Y /N|
O
F . N’l(o
L&MH

)—-Me

X

N-[5(8)-3-[4-[2-[(1,50,6B)-6-Cyano-3-oxabicyclo{3.1.0]hexan-6-yllpyridin-5-yl]-3-flucrophenyl]-
2-oxoo0xazolidin-5-yimethyl]acetamide. .
The title compound 22 (302 mg) was prepared from N-[5(8)-3-[3-fluoro4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)phenyl]-2-oxooxazolidin-5-ylmethyl]acetamide (378 mg) and 5-bromo-2-[(1a,5a,68)-6-
cyano-3-oxabicyclo[3.1.0Thexan-6-yl]pyridine (337 mg) in the same manner as described for
EXAMPLE 1.
MS (ET') m/z: 436 (M").

- HRMS (EI') for Q;HZ,PN‘,O.‘(M'): caled, 436.1547; found, 436.1516.

EXAMPLE 23
9]

Hugg;ZﬂH
NC "”’NI
x
. ;E
F N 0

N.
LLN' =N

——

1-[S(R)-3-[4-[2-{ (1 &, 501,6B)-6-Cyano-3-oxabicyclo[ 3. 1.0]hexan-6-yl}pyridin-5-yl}-3-fluorophenyl}- 2-
oxooxazolidin-5-yimethyl}-1,2,3-triazole.



1--CNH O~ -Me

N-[5(S)-3-[4-[2-[(1la, 5a, 6(i)-6-Cyano- 3-oxabi cycl o[ 3. 1. 0] hexan-6-yl'] pyridin-5
-yl]-3-fluorophenyl]- 2-oxooxazolidin-5-ylmethyl]acetam de. The title
conpound 22 (302 ng) was prepazed from

N-[5(S)-3-[3-fluoro-4-(4,4,5, 5-tetramethyl -1, 3, 2-

di oxabor ol yl ) phenyl ] - 2- oxooxazol i di n-5-yl nmet hyI ] acet anmi de (378 ng) and
5- brono-2-[ (1a, 5a, 6Q - 6- cyano- 3-oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di ne (337
ng) in the sane manner as described for EXAMPLE 1. M5 (E17 mlz: 436 (M).

HRVB (Er) f r i o
RV (le )S %iﬁékﬂrﬁ oms EM)n ) wad ﬁ%aa éh%ﬁ)rﬂ-ﬁ‘ﬂg(R 3qgmd r0443@ ﬂﬁé‘-@mﬁ%ﬁ%ﬁ

(X, 6) - 6- o/aﬁeﬂxsbwa%wf@pﬂil 8103001*%}!44&%1”6%&]lp%;%nﬂzﬁzraleél%ﬁwg)sn# f-Gemsphenyl | - 2-

oxooxazol i di au53ey¢ tclsmkds -dxabicdelof3. p@ﬁéﬁn-@g@yﬁalhé @26«5 sma@isa%é rhadaé 8U) Was
preparedfroml- 3-fluoro-4-(4,4,5, tetrarret -1, 3, 2-

di oxabor ol yldﬁ?ﬁ‘éi:ﬂ/ é@xlazol idin-5-ylmethyll-1, 2, 3 tri azol e (388 ng) and
5 brom) 2- [hﬁ$g;@‘3(,nﬁ($z)7@4}q:‘yano 3-oxabicyclo[3.].0) hexan- 6- yl ] pyridi ne (265

(™ L TS for & a1 A B RRe0AT e, SR Torin R0 1 hund, 447 1586,

EXAMPLE 24 O O F11 ' / +H
EXAMPLE 24

O
A
l\(~NHAC

N-[5(8)-3-[4-[2-[(1a,50,68)-6-t-Butoxycarbonylamino-3 -oxabicyclo[3.1.0]hexan- 6-yl]pyndm S-
yl]phenyl]-2-oxooxazolidin-5-ylmethyl)acetamide.

The title compound 24 (387 mg) was prepared from N-{5(S5)-3-[4-(4,4,5,5-tetramethyl-1,3,2-
dioxaboroly)phenyl)-2-oxooxazolidin-5-ylmethyl]acetamide (406 mg) and 5-bromo-2-[(1a,50.,63)-
6-t-butoxycarbonylamino-3-oxabicyclo{3.1.0]hexan-6-yllpyridine (400 mg) in the same manner as
described for EXAMPLE 1.

MS (FAB™) m/z: 509 (MH™). .

HRMS (FAB") for C;;H3,N,Os (MH™): caled, 509.2400; found, 509.2384.
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~-NN p HNAO L-CNHAC
N-[5(S)-3-[4-[2-[(]a, 5(x, 6(3)-6-t-But oxycarbonyl am no- 3- oxabi cycl o[ 3. 1. Q hex
an-6-yl ] pyridin-5- yl)phenyl]-2-oxooxazolidin-5-yl methyl]acetam de. The
title conpound 24 (3878ng) was prepared from
N-[5(S)-3-[4-(4,4,5,5-tetranethyl -1, 3, 2-

di oxabor ol yl ) phenyl ] - 2- oxooxazol i di n-5-yl net hyl ] acet am de (406 ng) and
5-brono-2-[ (I a, 5(x, 63) -

6-t - but oxycarbopyl am _no- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridine (400 ng) in

the sane ma LE described for EXAMPLE 1. MBS (FAB') mz: 509 (MH). HRVB
(FAB') for C27H38N, 06 (MH ): cal cd, 509.2400; found, 509.2384. 46 EXAMPLE
25 'O H)IH K2ZN)NO ~f N'" O ' _~ NH O0~_M N[5(S)-3-[4-[2-[(la,ba, 6]

3) - 6- Am no- 3+ 'aycl o] 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]phenyl]-2-
oxooxazol i di n- Rt hyl ] acetam de. The title conpound 25 (262 ng) was
prepared frofe™-[H(S)R3-[4-[2-[ (I a, 5a, 6(3)-6-t-
but oxycar bonyl am rmas 3%Q icycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl ] phenyl ] - 2- oxo
oxazol i di n-5- yl nmet hyl ) g antﬁ% (380 ng) in the sane manner as descri bed
N
O

for EXAMPLE 18.
.

N-[5(8)-3-[4-{2-[(10.,50,6B)-6-Amino-3-oxabicyclo{3.1.0}hexan-6-y1]pyridin-5-yilphenyl]-2-
oxooxazolidin-5-ylmethylacetarmde.

The title compound 25 (262 mg) was prepared from N-[5(8)-3-[4-[2-[(1c,5¢.,603)-6-t-
butoxycarbonylamino-3-oxabicyclof3.1.0]hexan-6-yljpyridin-5-yl)phenyl]-2-oxooxazolidin-5-
ylmethyl]acetamide (380 mg) in the same manner as described for EXAMPLE 18.

MS (FAB") m/z: 409 (MH").

HRMS (FAB™) for C5,HasN,O.(MH"): caled, 409.1876; found, 409.1838.

EXAMPLE 26
O

i £l
o
>\"‘N ez I
T
O

O
\\i,\,:“m
=/

1-[5(R)-3-[4-[2-[(1 o0, 5¢1,6)-6-1-Butoxycarbonylamine-3-oxabicyclo[3.1 .0]hexan—6-y1}pyﬁdin-5-
yliphenyl)-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole.
The title compound 26 (313 mg) was prepared from 1-[5(R)-3-[4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)phenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-tnazole (418 mg) and 5-bromo-2-
[(1a,50,68)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridine (400 mg) in the same
manner as described for EXAMPLE 1.
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M5 (FAB') in/z: 409 (Md). HRMS (FAB') for C22H,SN, O, (MH): cal cd, 409.1876;
found, 409.1838. EXAWMPLE 26 O O,\H c¢-/ iH ;N~N+o HOIl I ~AO N~ O
N'N'N1-[5(R-3-[4-[2-[(1 o~

a, 5a, 6] 3) - 6-t - But oxycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n- 5-

yl '] phenyl ] - 2- oxooxazol idin-5-yl me thyl ] - 1,2,3 -triazol e. The title
conpound’ 26 (313 ng) was prepared from

1-[5(R)-3-[4-(4,4,5,5-tetranet hyl -1, 3, 2-

di oxabor ol yl ) phenyl ] - 2- oxooxazolldln 5-ylmethyl]-1,2,3-triazole (418 ng) and

5-bromp-2 [(1
a, 5a, 60) - 6-t - but oxycar bonyl am no- 3- oxablﬁyclo[3 1. 0] hexan-6-yl ] pyri di ne (400

ng) in the sane manner as described for EXAMPLE 1. 47 | ~ 48 N5 (PAB')
mz: 519 (lvifl. HRVS (FAB' ). for C27H31N6C6 G& ): cal cd, 519.2356; found,

519. 2382. MEFAW mZ2519QMHETY --, H H2N v N O NA
HRMS (FAB") for CyHyyNsOs (MH"): caled, 519.2356; found, 519.2382,

- EXAMPLE 27
0

H(y?H
’r,, N
|

HaN -
[

L
"L{
\ ’N e
N\;’N
1-[5(R)-3-[4-[2-[(1a,5c,6B)-6-Amino-3 -oxabicyclo[3.1.0}hexan-6-yl pyridin-5-yllphenyl]-2-
oxcaxazolidin-5-ylmethyl]-1,2,3-triazole.
The title compound 27 (210 mg) was prepared from 1-[5(R)-3-[4-[2-{(1,50,,63)-6-t-
butoxycarbonylamino-3-oxabicyclo{3.1 O]hexan-ﬁ-yl]pyndm—S yl]phenyl]-Z—oxooxazohdm-S-
ylmethyl}-1,2,3-triazole (310 mg) in the same manner as described for EXAMPLE 18.

MS (FAB") m/z: 419 (MHD).
HRMS (FAB") for CppH;:Ns0, (MH') calcd, 419.1832; found, 419.1835.

EXAMPLE 28
0.

Hlly--llH
"ty /N I

NC
. . o
_ NJ(O
p
)—Me .

N-[5(8)-3-[4-[2-[(1 a.,5a,68)-6-Cyano-3-oxabicyclo[3.1. O]hexan—6—yl]pyndm—5-y1}phenyl] 2-
oxooxazolidin-$ —yhnethyl]acetannde



N~. N
1-[5(R) -3-[4-[2-[(1(x, 5a, 6p) - 6- Am no- 3- oxabi cycl o 3. 1. 0] 1i exan-6-yl ] pyri di n-
5-yl ] phenyl ] -2- oxooxazolidin-5-ylnethyl]-1,2,3-triazole. The title conmpound
27 (210 ng) was prepared from 1-[5(R)-3-[4-[2-[(1 a, 5a, 6(3)-6-t-

but oxycar bonyl am no- 3- oxabi cycl o[ 3. 1. QJhexan-6-yl ] pyri di n-5-yl ] phenyl j - 2-oxo
oxazolidin-5- ylnmethyl]-1,2,3-triazole (310 ng)-in the sanme manner as

descri bed for EXAMPLE 18. M5 (FAB) ink: 419 (vMH). HRMS (FAB ) for
022H23N603 (MH): calcd. 419.1832; found, 419.1835. EXAMPLE 28 <0 ~ His-
"H NC " 11t N dmpothd-24ik Mg) whd Oﬂ}éﬁa%d@anSNL[ﬁfd)% [M(Ms 5-tetramcthyl 1,3, 2

a, 5a 6p) - 6- Cyano- 3- oxabi cycl of l
oxooxazol i didixasaplerhsypyl- '&é@%’*&%ﬁ"&@é ﬁl’i‘@ﬂ’tﬂ]ﬁqe@“&%ﬁ@%ﬁ‘@) 5@ (@9380% 104466)-

prepared fr @mybhd 3-8£Blcydo3dt.(Hexdn s, diheyres Mph mlihSsads described f.
di oxabor ol yi my% Qhenﬁ/ - choggoxazol ?dlyﬁ]pgﬁy] angtehs?g? acetsamednéan?%rg(% ensé? ean{élr

5-brono- 2-| - 6-cyano- 3- oxabi cycl o[ 3. 1. § hexan- 6- yI I pyridine (265
rrg) in the saggABt me4gS(m$’$cr| bed for EXAMPLE 1. M5 (FA-B") in/z: 419
419 1'71§RNSE§§£§,% % GRS S g 1 718! £ha, 316144419 Tound,

EXAMPLE 29

O
Hil@--lll—{
NC -”’/Ni
™
o

b‘i{c

N\

N;;IN

1-[5(R)-3-[4-[2-[(1a,5 a,GB)-G-CyanoJ-oxabicyclo[B. 1.0Jhexan-6-yl]pyridin-5-yi]phenyl]-2-
oxooxazolidin-5-ylmethyl]-1,2,3-triazole.

The title compound 29 (344 mg) was prepared from 1-{5(R)-3-[4-(4.4,5,5-tetramethyl-1,3,2-
dioxaborolyl)phenylj-2-oxooxazolidin-3-ylmethyl}-1,2,3-triazole (419 mg) and 5-bromo-2-

[(la,5a,6(R)-6-cyano-3-oxabicyclo[3.1.0Thexan-6-yl]pyridine (300 mg) in the same manner as
described for EXAMPLE 1.

MS (FAB") m/z: 429 (MH").
HRMS (FAB") for Cy3Hy, NsO3 (MH"): caled, 429.1675; found, 429.1677.

EXAMPLE 30
N-N

49



"0 HI19"1H NC/ , ONAN N \-, i -[5(R-3-[4-[2-[(1(x, 5a, 6(3) - 6-Cyano
3- oxabi cycl o[ 3. 1. 0] hexan- 6- yIprrldln 5 yl ] phenylj - 2-

oxooxazol idin-5-ylmethyl]-1,2,3-triazole. The title conpound 29 (344 ng) was
prepared from 1-[5(R)-3-[4-(4, 4,5 5-tetranethyl -1, 3, 2-

di oxabor ol yl ) phenyl ] - 2- oxooxazol i di n-5-yl nethyl]-1,2,3-triazole (419 ng) and
5-brono-2- ((Ila, 5a, 6(3)-6-cyano- 3-oxabi cycl o[ 3. 1. 0] hexan-6-yl | pyridi ne (300
ng) in the sane manner as described for EXAMPLE 1. M5 (FAB') niz: 429
(MH). HRVS (FAB' ) for C23H2IN6O3 (MB'): cal cd, 429.1675; found, 429.1677.
EXAMPLE 30 IN{4{R)-BL[3 FNoroNi 1GhethyiRNA-oNS - if+9-yl)phenyl]-2-oxcoxazolidin-5-yimethyl}-
I-[5(R) - 3- [g\L[FI uor o- ?@( met hyI t et razy?)\jf)yﬂl\{i yl) yp]gfrl (?Irljn2 5-ylj phenyly] 2 yo]xoox
azol i di n- 5-%1:?15???395;- 2 3-triazole. The title conpound 30 (480 ng) was

prepared fropa ﬁﬁe[oﬁfn&mﬁ 3@3450' TH® s rebdred from 3= fiSe L AMEMY 4 14 3 53=tetramethyl-1,3,2-
dioxaborolyl)phenyl]}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole (500 mg) and 5-bromo-2-(1-
methyltetrazol-5-yhpyridine (309 mg) in the same manner as descnbed for EXAMPLE 1.
MS (FAB") m/z: 422 (MH").
HRMS (FAB™) for C,oH,7FN;O, (MH™): calcd, 422.1489; found, 422.1508.

1-[5(R)-3-[3,5-Diflucro-4-[2-(1-methyltetrazol-5-yl )pyridin-5-yl]phenyl}-2-oxooxazolidin-5-
ylmethyl]-1,2,3-mazole.

The mixture of 5-bromo-2-(1-methyltetrazol-5-y!)pyridine (312 mg), bis(pinacolato)diboron (363
mg), potassiumn 2-ethylhexanoate (355 mg) and [1,1’-bis(diphenylphosphino)ferrocene Jpalladium(Il)
dichlonde-dichloromethane adduct (53.1 mg) in dioxane (13 mL) was stirred at 80 °C for 1.5 hours
and concentrated in vacuo. To a solution of the resulting residue in dioxane (29 mL) was added 1-
[5(R)-3-[3,5-difluoro-4-(trifluoromethanesulfonyl)oxyphenyl]-2-oxooxazolidin-5-yimethyl}-1,2,3-
triazole (500 mg), tetrakis(triphenylphosphine)palladium (0) (135 mg) and 2M sodium carbonate
solution (2.9 mL), the mixture was stirred at 90 °C for 6 hours. Flash chromatography (NH silica,
ethyl acetate) of the mixture gave title compound 31 (246 mg).

MS (FAB™) m/z: 440 (MH").

HRMS (FAB™) for CygH,¢F2NgO, (MH™): caled, 440.1395; found, 440.1395.

th
=)



di oxabor ol yl ) phenyl ] - 2- oxooxazol i di n-5-yl nethyl]-1,2,3-triazole (500 ng) and
5-brono-2-(l-- nethyltetrazo]-5-yl)pyri dine (309 ng) in the sane manner as
described for EXAMPLE 1. M5 (FAB') mz: 422 (WH). HRMS (FAB-) for
C19H17FN902 (MH ): cal cd, 422.1489; found, 422.1508. EXAMPLE 31 NN N 1 N
Ni Il F MO FNAON-~N N
I-[5(R)-3-[3,5-Difluoro-4-[2-(1-nmethyltetrazol -5-yl)pyridin-5-yl] phenyl]-2-0
xooxazolidin-5- ylmethyl]-1,2,3-triazole. The m xture of

5-brono-2-(1-net hyl tetrazol -5-yl ) pyridine (312 ng), bis(pinacol ato)di boron
(363 ng), potassium 2-ethyl hexanoat e E&SMPRE 3and

[1, 1" - bi s(di phenyl phosphi no) ferrocene] pal | adi unm{ U)

di chl ori de- di_chbor t hane adduct (53.1 ng) in dioxane (13 nmL) was stirred
at 80 C fordh/S hpurs and concentrated in vacuo. To a solution of the
resulting resi‘dugN{n di oxane (29 nL) was added 1-

[5(R)-3-[3,5-di fyugro-4-(tritluoronethanesul fonyi ) oxyphenyl]-2-oxooxazolidin
-5-yl net hyl ] - 23 ""HrFi azol e (500 ng),

tettakis(triphgaytphogli hine)pall adium (0) (135 trig) and 2M sodi um
carbonate solufionf2.9 nL), the mxture was stirred at 90 C for 6 hours.

Fl ash chromat ogr ap S ca, ethyl acetate) of the m xture gave title
conmpound 31 (246 ng). MS ) m2: 440 (M-'). HRMS (FAB-) for Cl19H 6F2N902
(MH): calcd, 440.1395; ¢ @~ \#4Q. 1395. 50 EXAMPLE 32 OO

O
\iN'N: N
\=/
1-[5(R)-3-[4-[4-[(1a,50,6(B)-3-t-Butoxycarbonyl-6-cyano- 3-azabicyclo[3.1.0]hexan-6-y1]-3,5-
difluorophenyl}-3-fluorophenyl!]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole.
Title compound 32 (362 mg) was prepared from 1-[5(R)-3-[3-flucro-4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)-
phenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-tnazole (260 mg) and 1-bromo-4-[(1a,5a,683)-3~

t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl}-3,5-difluorobenzene (267 mg) in the same
manner as described for EXAMPLE 1.

MS (FAB™) m~z: 581 (MH").

HRMS (FAB") for CagHaF3sN¢O, (MH™): caled, 581.2124; found, 581.2149.

EXAMPLE 33
H HCI

1-[5(R)-3-[4-[4-[(1x,5¢,63)-6-Cyano-3-azabicyclo[3.1.0Jhexan-6-yl]-3,5-diflucrophenyl}-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-trazole Hydrochloride.



N Hil -111HF NCF b F NAO 1-CN1 NN

1-[5(R)-3-[4-[4-[ (Il a, 5(x, 6[3) 3-t-But oxycar bonyl - 6-cyano-3-azabicyclo[3.1.0]
hexan- 6-yl] -3, 5- %

di f 1 uorophenyl ] - 3-fl uorophenyl ] - 2- oxooxazol i di n- 5- ylnethyl] 1,2,3-triazole.
~T1tle conmpound 32 (362 ng) was prepared from ‘

1- [5(R) 3-[3-fluoro-4-(4,4,5,5-tetranmethyl -1, 3, 2- di oxaborol y])
phenyl1-2-oxooxazolidin-5-y|nethy]]-1,2,3-triazole (260 ngy) and
1-bronmo-4-[(la, 5(X, 6p)-3= ‘

t - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3_1. 0] hexan-6-yl]-3,5-difl uorobenzene
(267 ng) in the sane nmanner as describ for EXAMPLE 1. M5 (FAB') m--: 581
(MH). HRVS (FAB+) for C29H2BF3N6O4 (IVH ): cal cd, 581.2124; found, 581.2149.
EXAMPLE 33 HHCI NHL' "1IHF NCF 1 I O F Nff\ONN,N \--j

1- [ 5( R) - 3-Titte- Compjopnd:3 BA3 6pp) ¥6is mgepm@f@m 1-[5(R)-3-[4-[4-[(1@,50,6B)-3-t-butoxycarbonyl-6-

azabi cycl 5 L_0] hexan-6-yl ] -3, 5-di fl uorophenyl] - 3-

fl uorophen -2-oxooxazol idin-5-ylnmethyl]-1,2,3-triazole Hydrochloride. 51
52 Titl e 2Gimydeidd %m@-yllﬁé)diﬂmopmlﬂréﬁbdmphmﬂ 2-oxooxazolidin-5-ylmethyl}-

1-15(R) - 31| fifz1é 380 ) iR tdsan tharRb a0 ¥ GO RR EXARIPLE 2.
MS (FAB") m/z: 481 (MH") (as free base).
HRMS (FAB") for CaHaoF>3NeO; (MH'): caled, 481.1600; found, 481.1598.

EXAMPLE 34
N

H“%Z' 2]
NG 1 F

= 0
c N

-

O%Me

N-[5(S)-3-[4-[2-[(1c,5¢,683)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo(3.1 .0}hexan-6-yllpyridin-5-
yl}-3,5-difluorophenyl}-2-oxooxazolidin-5 -ylmethylJacetamide.

Title Compound 34 (15.5 mg) was prepared from N-[5(S)-3-[3,5 -diﬂuoro-4-(mﬂuoromeﬂ1ane-
sulfonyljoxyphenyl]-

2-oxooxazolidin-5-ylmethyl]acetamide (19.6 mg) and 5-bromo-2-[(1a,5a,6B)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo[3.1.0Jhexan-6-yi]pyridine (20.0 mg) in the same manner as described for
EXAMPLE 31.

MS (FAB") m/z: 554 (MH").

HRMS (FAB") for CysH3oF,NsO; (MH"): caled, 554.2215; found, 554.2201.

EXAMPLE 35



cyano- 3

azabi cycl o( 3. 1. 0] hexan-6-yi]-3, 5-di fl uorophenyl]-3-fl uorophenyt]-2-oxooxazol
idin-5-ylnethyl]- 1,2,3-triazole (360 ng) in the sane manner as descri bed
for EXAMPLE 2. M5 (FAR') mz: 481 (MN (as five base). HRMS (FAB' ) for
C24H20F3N6C2 (M '): cal cd, 481.1600; found, 481.1598. EXAMPLE 34 OO N
Hh,nH NCNF O F NAO L-CNH/-Me O N-[5(S) 3-[4-[2-[(1a,b5a,6

3) - 3-t - But oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n- 5-
yl]-3,5-difl uorophenyl]-2-oxooxazolidin-5-ylnethyl]acetam de. Title
Compound 34 (15.5 ng) was prepared from :
N-[5(S)-3-[3,5-difluoro-4-(trifluoronetsgane- sul f onyl)oxyphenyl ]

2- oxooxazol i di n-5-yl met hyl Jacetam de (19.6 ng) and

5- brono- 2-[( 1a, 5a, 6(3) - 3-t - but oxycar bonyl - 6-

cyano- 3- azabygyel o[ 3. 1. 0] hexan-6-yl ] pyridine (20.0 ng) in the same manner as
descri bed f EXAMPLE 31. M5 (FAB') m(z: 554 (M4'). 13RM5 (FAB) for
C23H30F2N5G3 (M i'): cal cd, 554.2215; found, 554.2201. EXAMPLE 35 53 A HC

N Hit ik
iy, N
NC™ "= ' F
.

AL
L

)‘Me

N-[5(S)-3-[4-[2- [(la So,68)-6- Cyano-S-azablcyclo[B 1. O]hexan&G—yl]pyndm-S-yl]& 5-
dxﬂuomphenyl]-z -oxooxazolidin-5-ylmethyljacetamide Hydrochloride.

Title Compound 35 (185 mg) was prepared from N-{5(8)-3-[4-[2-[(1ct,5a,6B)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo{3.1.0]hexan-6-yl]pyridin-5-yi]-3,5-difluorophenyl]-2-oxooxazolidin-5-
yimethyljacetamide (235 mg) in the same manner as described for EXAMPLE 2.

MS (FAB") m/z: 454 (MH") (as free base). :

HRMS (FAB") for C53H;,FaN;O, (MH"): caled, 454.1691,; 454.1651.

EXAMPLE 36
>r,0 O
N b
HII%ZIIH E
NC '-n,’,
SO
NH
)—Me
0

N7[5(S)-3-[4-[4—[(1 o, 50,68)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo(3. 1.0Jhexan-6-y1]-3,5-
difluorophenyl}-3 -ﬂuorophenyl]—Z-oxdoxazolidin-S-ykneﬂlyl]acetamidq.

Title Compound 36 (347 mg) was prepared from N-{5(8)-3-[4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)-3-fluorophenyi]-



Ht- -,ITHNCNFjO FI N \ONH O M N[5(S)-3-[4-[2-[(!I

a, 5a, 6( 1) - 6- Cyano- 3-azabi cycl o[ 3. 1. J hexan-6-yl ] pyridi n-5-yl]-3, 5-

di f | uorophenyl ] - 2- oxooxazol i di n-5-yl net hyl ] acet am de Hydrochloride. "Title
Compound 35 (185. ngy) was prepared from

N-[5(S)-3-[4-[2-[(1a, 5a, 6Q) - 3-t-but oxycai bonyl - 6-

cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5-yl ]-3,5-difluorophenyl]- 2 0X00
xazol i din-5- ylnethyi]acetam de (235 ng) in the sane manner as descri bed for
EXAMPLE 2. MS (FAB') mliz: 454 (Ngf) (as free base). HRVS (FAB' ) for
C23H22F2N5C3 (MW : cal cd, 454.1691,; 454.1651. EXAWPLE 36 \ "OYO N7 ,

H'c-f'IlH H, et . e
2 5(x, 60) - 51 BBy By B Mo Rl o U 0‘1“ S e
di f 1 uor ophersyério- 3-f | uor ophenyl ]- 2 oxooxazol i d| n-5-yl nmethyl Jacetamde. Title
Conpound 36 - %3_
N 15(S) - 5 [ ARGy PR PLoRM 83 4pensene (317 e in g sans anper s descriprd for
2- oxooxazol iEBAMBLE Inet hyl ] acet ami de (300 ng) and
1- brono-4-| (ﬁg(%@g@ﬁg}r EMﬁtjp oxycar bonyl - 6- cyano
HRMS (FAB™) for CosH30F:N,Os (MH™): caled, 571.2168; found, 571.2159.

EXAMPLE 37
H HCI

O o
I

‘\&NH

O)-Me

N-[5(8)-3-[4-[4-[(1«,5¢,68)-6-Cyano-3-azabicyclo[3.1.0Jhexan-6-yl}-3,5-difluorophenyl]-3-
fluorophenyll-2-oxooxazolidin-5-ylmethyljacetamide Hydrochloride.
Title Compound 37 (251 mg) was prepared from N-[5(8)-3-[4-[4-[(1a,5,68)-3-t-butoxycarbonyl-6-
cyano-3-
azabicyclo-[3.1.0Jhexan-6-y1]-3,5-difluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-
yimethyl]acetarmde (347 mg) in the same manner as described for EXAMPLE 2.

MS (ET") m/z: 470 (M) (as free base).
HRMS (EI™) for CyH, F3N,O5 (M™): caled, 470.1566; found, 470.1551.

EXAMPLE 38



3-azabicycl o[ 3.1. 0] hexan-6-yl]-3,5-difl uorobenzene (317 ng) in the sane
manner as described for EXAMPLE 1. M5 (FAB') mz: 571 (MH ). HRMS (FAB')
for C29H30F3N405 (MH ): caled, 571.2168; found, 571.2159. EXAWPLE 37 H HC
NHt "HF NCFO all: FNff" \0OO I-CNH } M O
N-[5(S)-3-[4-[4-[(Ia, 5a&, 6p)-6-Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl J-3,5-diflu
orophenyl ]-3- fluorophenyl]-2-oxooxazolidin-5-yl nmethyl]acetam de

Hydrochl oride. Title Conpound 37 (251 ng) was prepared from
N[5(S)-3-[4-[4-[(Ila, 5a, 6p)-3-t-butoxycarbonyl -6- cyano-3

azabi cycl o-[ 3. 1. an- 6-yl ] -3, 5-di fl uorophenyl]-3-fl uorophenylj-2- oxooxazo
l'idin-5- ylggyfﬁghﬁgetanlde (347 ng) in the sanme manner as described for
EXAMPLE 2 . 470 (M) (as free base). HRVMS (ElI') for C24H21F3NI 03
(M): calcd, 470 6; found, 470.1551. EXAMPLE 38 ~OY O N H,,- -iH

Hie “ulH

N-[5(S)-3-[4-[4-[(1c,50,6B)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl]phenyl}-3-
flnorophenyl]-2-oxooxazohdin-5-ylmethyl]acetamide.

Title Compound 38 (274 mg) was prepared fromN-[5(S)-3-[4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)-3-flucrophenyl]

-2-ox ooxazohdin-5-ylmethyl]acetamide (300 mg) and 1-bromo-4-[(1a,5x,6[3)-3-t-butoxycarbonyl-6-
cyano-

3-azabicyclo[3.1.0]Jhexan-6-yl]benzene (288 mg) in the same manner as described for EXAMPLE 1.
MS (FAB") m/z: 535 (MH"). -

HRMS (FAB”) for CyoH1.FN,Os (MH™): caled, 535.2357; found, 535.2325.

EXAMPLE 39

H HCI
N

Hl ‘9‘”“-!

NC 4,

N-[5(8)-3-[4-[4-[(1c,5c1,6[3)-6-Cyano-3-azabicyclo[3.1.0Thexan-6-ylphenyl]-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethyl)acetamide Hydrochlonde.
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N-[5(S)-3-[4-[4-[(la,5(x, 6(3)-3-t-Butoxycarbonyl -6-cyan-3-azabi cyclo[3.1.0]h
exan- 6-yl ] phenyi]-3- fluorophenyl]-2-oxooxazol idin-5-ylnethyl]acetam de.
Titl e Conpound 38 (274 ng) was prepared

from\N-[5(S)-3-[4-(4,4,5,5-tetranethyl -1, 3, 2- di oxaboro]yl)-3 -fluorophenyl ]
- 2- oxooxazol i di n-5-yl net hyl ] acet am de (300 ng) and

1- brono-4-[(1a, 5a, 6p) - 3-t - but oxycar bonyl - 6- cyano

3-azabi cycl o[ 3. 1. 0] hexan- 6-yl ] benzene (288 ng) in the sane manner as

descri bed for EXAMPLE 1. MsS (FAB*) rﬂz 535 (MH). HRMS (FAB') for

CZIQZFBZFMOfﬂ%%E(n}m%%%QqU mg 5wa25%15e¥32md [5‘:@)53 f43 %Sf(la W g’ Itzbétgxyl::'ar onyl 6[\I NC
N-[5(S)-3-¢4nd-4-[ (I a, 5a, 6p) - 6- Q/ano 3-azabi cycl o[ 3. 1. 0] hexan- 6- yI ] phenyl ]-3-
&ﬁggﬁgge% %Ef%clﬂg g&alb-é—g'p]ghcn rounglrr]gplh]eny‘f]eﬁ a)[rc]}o()jcaezo x(rjmrSC-)cl egx acetam € (Pltlt le
N-[ 5(S) - 3-1hd)ih 4he seine phand @8JesBatied hartkd¥Ald@LBany| - 6- cyano

MS (FAB") m/z: 435 (MH") (as free base).

HRMS (FAB") for C;.H3.FN,05 (MH™): caled, 435.1832; found, 435.1818.

EXAMPLE 40
>(O \(o
N
NCT T, O F
F O 0
A A
‘\(~NH
O}*Me

N-[5(8)-3-[4-[4-[(1,50,63)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-y1]-3-
fluorophenyl}-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl}acetamide.
Title Compound 40 (427 mg) was prepared from N-[5(S)-3-[3,5-difluoro-4-
(trifluoromethanesulfonyljoxyphenyl]-
2-oxooxazolidin-S-ylmethyllacetamide (641 mg) and 1-bromo-~4-[(1a,5a,6(3)-3-t-butoxycarbonyl-6-
cyano-
3-azabicyclo[3.1.0}hexan-6-y1}-3-fluorobenzene (700 mg) in the same manner as described for
EXAMPLE 31.

MS (FAB") m/z: 571 (MH").
HRMS (FAB") for CasHaoFsN.Os (MH™): caled, 571.2168; found, 571.2134.

EXAMPLE 4]



3-azabi cycl o[ 3. 1. 0] hexan- 6-yl ] phenyl ] - 3-f | uor ophenyl ] - 2- oxooxazol i di n- 5-yl e
thyl)acetam de (274 ng) in the sanme manner as described for EXAMPLE 2. M5
(FAB*) nmlz: 435 (MH) (as free base). HRVS (FAB' ) for C24H24FN403 (IVH ):

cal cd, 435.1 832; found, 435.1818. EXAWMPLE 40\ /O~ ONCF F NA L_CNH
~f - Me

N-[5(S)-3-[4-[4-[(la, 5agbp)-3-t-]3utoxycarbony] - 6-cyano- 3-azabi cycl o[ 3.1.0)h
exan- 6-yl) - 3-

fl uorophenyl) -3, 5-di fl uorophenyl ] - 2- oxooxazol i di n-5-yl nmet hyl ] acet am de.
Titl e Conpound 40 (427 nmg) was prepared fromN[5(S)-3-[3,5-di fluoro-4
(trifluoronethanesul fonyl)oxyphenyl] 2-oxooxazolidin-5-ylnmethyl]acetam de
(641 nmg) and 1- bmHowo-4-[ (I a, 5a, 6p) - 3-t - but oxycar bonyl - 6- cyano
3-azabi cycl o[ 3. 1LNQ] hexan-6-yl]-3-fl uorobenzene (700 ng) in the sane manner
as described fo MPLE 31. M5 (FAB') mz: 571 (MH). HRMS (FAB-) for
C29H30F3N4ACH “htal cd, 571.2168; found, 571.2134. EXAMPLE 41 s H HC N
H11- olH NC/ ", L0 rugm

B

N-[{5(S)-3-[4-14-[(1&,5¢.,6B)-6-Cvano-3-azabicyclo[3.1.0)hexan-6-yl]-3-fluorophenyl]-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide Hydrochloride.

Title Compound 41 (340 mg) was prepared from N-[5(S)-3-[4-[4-[(1a,58,6b)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo[3.1.0thexan-6-y1]-3-fluorophenyl]-3,5-difluorophenyl]-2-oxooxazolidin-5-
ylmethyllacetarmde (420 mg) in the same manner as described for EXAMPLE 2.

MS (FAB") m/z: 471 (MH") (as free base).

HRMS (FAB") for C.,Ho,FaN,O: (ME): caled, 471.1644; found, 471.1611.

EXAMPLE 42
>(OYO
N
HH%Z"H
F
F O o
F N’LLO |
\\(‘N'N: N
\=
1-[5(R)-3-[4-[4-[(1a,5¢,6()-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yl]-3-
fluorophenyl}-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole.
Title Compound 42 {273 mg) was prepared from 1-[5(R)-3-[3,5-diflucro-4-
(trifluoromethanesulfonyl)oxyphenyl]




1-~-NH ~-Me O

N-[5(S)-3-[4-[4-[ (] a, 5a, 6] 3) - 6- Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl]-3-fluoro
phenyl ] -3, 5- difl uorophenyl]-2-oxooxazolidi n-5-yl net hyl ] acet am de
Hydrochloride. Title Cgrrpound 41 (340 ng) was prepared from
N[5(S)-3-[4-[4-[(1 a, 5a, 6b) - 3-t-but oxycar bonyl - 6-

cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-y] ] - 3-f1 uor ophenyl | - 3, 5- dlfluorophenyl] 2-0
xooxazol i di n-5- yl methyl]acetanm de (420 ng) in the sanme nmanner as descri bed
for EXAMPLE 2. M5 (FAB') mz: 471 (MH) (as free base). HRVMS (FAB' ) for
C34H22F3N403 (IVH ): caled, 471.1644; found, 471.1611. EXAWMPLE 42 \ "Qo

i 1( ((~~N HDoxpoxazaliis-figimethyt)- 02,3 furiaqole\(g§ 1 mg)-ard 1-bromo-4-[(1a,50:,68)-3-1-

1-[5(R) - 3- [%&g,{yga(r{)&yﬁg,, 6p) - 3-t - But oxycar bonyl - 6- Cyano- 3- azabi cyc] o[ 3. 1. 0] he
xan-6-yl ] -

f1 uor ophenyl qyanp-Baghvfayeioelbhberpnb=y2)- bl uesleretne d600-Bo)yin thetshme rannep agdesqribag &F
e. Title COWL%%](273 ng) was prepared from1l-[5(R)-3-[3,5-difl uoro-4-
(trifluoronethanesy f onyl )oxyphenyl ]

- 2- oxooxazol M&i(hAB )y'F/frétSth"})r 2,3-triazole (561 ng) and

1- bromo- 4- [ (R Fﬁﬂ)) f3r G,gﬂgﬂfl\%y@ﬁm%b&h $81.2124; found, 581.2141. |

cyano- 3- azabi cycl o[ 0] hexan- 6-y uorobenzene (600 my) in the sane
manner as descri bed for EXAMPLE 31 I\/B (FAB') ni:: 581 (MH). HRMS (FAB)

f or cz9H28F3EJé@M1:§-ﬁH3) cal cd, 581 2124: found, 581.2141.

N

Hi '9" 1H
NC” i, Q
F

0

{KC

N-.
1-[5(R)-3-[4-[4-[(1a,50,6(3)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]-3-fluorophenyl}-3,5-
difluorophenyl]-2-oxooxazolidin-5-yimethyl])-1,2,3-triazole Hydrochloride.

Title Compound 43 1-{5(R)-3-[4-[4-[(1a,5a,68)-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl]-3-
fluorophenyl}-3,5-

difluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole hydrochloride (223 mg) was prepared
from (270 mg) in the same manner as described for EXAMPLE 2. N

MS (FAB™) m/z: 481 (MH") (as free base).
HRMS (FAB™) for C;4H,0F:NO, (MH"): calcd, 481.1600; found, 481.1624.

EXAMPLE 44

th
ot



EXAMPLE 43 HHCI N H11- IJJHNC'" / F1I + O F/ NAO INzN \.--i
1-[5(R)-3-[4-[4-[ (Il a, 5a, 6p) - 6- Cyano- 3

azabi cycl o[ 3. 1. 0] hexan-6-yl ]-3-fl uorophenyl | -3, 5-

di f1 uorophenyl | - 2- oxooxaz®6l i di n-5-yl nethyl]-1, 2, 3-triazol e Hydrochl ori de.
Titl e Conpound 43 )
1-(5(R)-3-[4-[4-[ (| a, 5a, 6p) - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] - 3-

fl uorophenyl)-3,5 difluorophenyl]-2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole
hydrochl oride (223 ng) was prepared from (270 ng) in the same nmanner as
described for EXAMPLE 2. M5 (FAB') )n/z: 481 (MH) (as free base). HRMS
(FAB') for C24H20F3N6O2 (WMH ): cal cd, 481.1600; found, 481.1624. EXAMPLE 44
58 59 NHh/,nHNC,, NFO FNAON-"T11-[5(R-3-[4-[2-[(la,b5a,6

3) - 3-t-But oxycazbonyl - 6- cyan- 3- azabi cyci o[ 3. 1. 0] hexan-6-yl ] pyri di n- 5-
yl)-3,5-di wr ophenyl ] - 2- oxooxazol idi n-5-yl nmethyl]-1,2,3 -triazole. Title

Conmpound 4 ng) was prepared from1-[5(R)-3-[3, 5-difluoro-4--
N
H!ly-um
NC” M N
RN

O
pn A

{
fN-L‘
N N

1-{5®)-3-[4-[2-[(1a,5¢.,6p)-3-t-Butoxycarbonyl-6-cyanc-3 -ambicycio{3 .1.0]Jhexan-6-yl]pyridin-5-
yl1}-3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole. :

Title Compound 44 (14.5 mg) was prepared from 1-{5(R)-3-[3,5-difluoro-4-
(irifluoromethanesuifonyloxyphenyl]-

2-oxooxazolidin-5-ylmethyl)-1,2,3-triazole (19.6 mg) and 5-bromo-2-[(1ct,50,6P)-3-t-
butoxycarbonyl-6- '
cyano-3-azabicyelo{3.1.0]hexan-6-ylJpyridine (20.0 mg) in the same manner as described for
EXAMPLE 31.

MS (FAB") m/z: 564 QvVIH).

HRMS (FAB") for CpsHzsFaN-04 (MH"): caled, 564.2171; found, 564.2147.

EXAMPLE 45
ﬁ HCI

Hi IQ-MH.
NC N

s
l', o F
™

0
ron oA

L{._
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NN

\

1-[5(R)-3{4-[2-[(1,50.,68)-6-Cyano-3-azabicyclo[3.1.0hexan-6-yl]pyridin-5-y1]-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole Hydrochloride.



(trifluoromethanesul fonyl)oxyphenyl] -

2- oxooxazol i di n-5-yhnethyl]-1,2,3-triazole (19.6 ng) and

5- brono-2-[ (1a, 5a, 63) - 3-t- but oxycar bonyl -

cyano- 3- azabi cycl o[ 3. 1. 0) hexan-6-yl ] pyridine (20.0 ng) in the same nanner as
descri bed for EXAWPLE 31. M5 (FAB'J nmlz: 564 (MN. HRMS (FAB) for
C28H29F2N7O4 (WH): cal cd, 564.2171; found, 564.2147. EXAMPLE 45 H HCl N

H11- --' ,HNC .,~-NF O F NAON, NI1-[5(R-3-[4-[2-[(1
a, ba, 6J3) - 6- Cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-3,5-
di f | uorophenyl ] - 2- oxooxazol i di n-5-yl nethyl]-1, 2, 3 t 1azol e Hydrochl ori de.

Ti t1 e Conpodnir Gengerod4hizP4 wes wps H}QW@HT g HEA(R)-3-[4-[4-[(1a,52,6b)-3-t-butoxycarbonyl-6-

1-[5(R) - 3- | ,
Cyano- 3. azany Spel CPaC A R OYEb OGRS R DS S horaphenyh 2 cnommennligm Ty imstl.
xazol'i di n- 5-15121 pel¢ {360 me) rgthe ﬁﬁ@z@@ﬂ(@@@ﬁc fonEXAMBE®R manner as

described fqj ;,,g 264 %‘I*@Eﬁ%@m}bmﬁf 464 (MH) (as free base). HRM5
(FAB-) for 023 N702é2( cal 464.1647, found, 464.1648. EXAMPLE 46
o~f 0 N msm@r 1HzoF N0, (MH‘*) calcd, 464.1647; found, 464.1648.

EXAMPLE 46
N
th-nl}-]

P!C y I

O
e
\=/

1-[5(R)-3-[4-[4-[(1,5a,6(3)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]phenyi]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2, 3-triazole.
Title Compound 46 (305 mg) was prepared from 1-[5(R)-3-[3-fluoro-4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)pheny!]-
2-oxooxazolidin-5-ylmethyl}-1,2,3-mriazole (300 mg) and 1-bromo-4-[(1a,50,6B)-3-t-
butoxycarbonyl-6-cyano-
3-azabicyclo[3.1.0]hexan-6-yl]benzene (281 mg) in the same manner as described for EXAMPLE 1.
MS (FAB*) m/z: 545 (MH™). |
HBRMS (FAB™) for CigH30FN:O, (MH"): caled, 545.2313; found, 545.2318.

EXAMPLE 47
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~ 0O F/ NAON'N ON \,-j
bonyl - 6- cyano- 3- azabi cyc) o[ 3. 1. 0] hexan- 6-yl ] phenyl ]-3- fluorophenyl] -2 -ox
ooxazolidin-5-ylnmethyl]-1,2,3 -tnazole. Title Conpound 46 (305 ngy) was
prepared from1l-[5(R)-3-(3-fluoro-4-(4,4,5,5-tetranethyl -1, 3, 2-

di oxabor ol yl ) phenyl ] 2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole (300 ng) and
| -bronmo-4-[(1(x, 5a,6(3)-3-t- butoxycarbonyl -6-eyano
3-azabicycl o[ 3. 1. 0] hexan-6-yl ] benzene (281 ng) in the sane manner as
described for EXAMPLE 1. M (FAB) mz: 545 (MH). HRVS (FAB') for
C29H30FN604 (MW ¢, | cd, 545.2313; found, 545.2318. EXAMPLE 47 60 HHCI N
H11- -111H NC 0 /I NWN\ONN N~ [-[5(R)-3-[4-[4-[(la,5(x, 6[3)-6-Cyano-3
azabi cycl of 3. l.Eé;ﬁxan 6-yl ] phenyl]-3-fluorophenyl]-2-

I-[5(R)-3-[4-[4-[(]a, 5a, 60) - 3-t - But oxyca

oxooxazol i di nribyyy-net hyl ]-1, 2, 3-triazole Hydrochloride. Title Conmpound 47
(265 ng) was prepgared from

1-[5(R)-3-[4-§@ [ (¥

azabi cycl o[ 3. 1. 0] het
yl]-1,2,3-triazole

3a, 6(3) - 3-t-but oxycar bonyl - 6- cyano-3
6- vyl phenyl] 3-fl uorophenyl ] - 2- oxooxazol i di n-5-yl net h

1-[5(R)-3-[4-[4-[(1 a,50,68)-6-Cyano-3-azabicycio[3.1.0Thexan-6-yllphenyl}-3-fluorophenyl}-2-
oxooxazohidin-5-ylmethyll-1,2,3-triazole Hydrochloride,

Title Compound 47 (265 mg) was prepared from 1-[5(R)-3-[4-[4-[(1c,50,6(3)-3-t-butoxycarbonyi-6-
cyano-3-
azabicyclo[3.1.0Jhexan-6-yl]phenyl]-3-flucrophenyi}-2-oxooxazolidin-5-ylmethyl}-1,2,3-tnazole
(305 mg) in the same manner as described for EXAMPLE 2.

MS (FAB™) m/z: 445 (MH") (as free base).

HRMS (FAB™) for CoH,FN,Oy(MH™): caled, 445.1788; found, 445.1826.

EXAMPLE 48

1-{5(R)-3-[4-{2-[(10,5¢,6B3)-6-t-Butoxycarbonylarnino-3-oxabicyclo{3.1.0thexan-6-ylipyridin-5-yl}-
3,5-difluorophenyl]-2-oxooxazohdin-5-ylmethyl]-1,2,3-triazole.

Title Compound 48 (482 mg) was prepared from 1-[5(R)-3-[3,5-difluoro-4-
(triflucromethanesulfonyl)oxyphenyl]-

2-oxooxazolidin-3-ylmethyl]-1,2,3-mazole (750 mg) and 5-bromo-2-[(1a,5a,6P)-6-1-

hutoxvearbonvlamino
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(305 ng) in the sane manner as described for EXAMPLE 2. M5 (FAD ) ?n/z: 445
(MH) (as free base). HRM5 (FAB ) for C24HZZFN6O, (MR): cal cd, 445.1788;
found, 445.1826. EXAMPLE 48 O O HU~-/ nH~ NF HO F 1 6 11 AO N
1-(5(R)-3-[4-[2-[ (I

a, 5a, 6~) - 6-t - But oxycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl ]
- 3,5-difluorophenyl]-2-oxooxazolidin-5-ylnmethyl]- | ,2,3-triazole. Title
Conmpound 48 (482 ng) was prepared froml-[5(R)-3-[3,5-difl uoro-4-
(trifluoromethanesul fonyl)oxyphenyl] -

é: g)r(g%f%?][ I( ?%Qégfcé%lgﬁflh_ Hxir%ﬁé@%%éﬁa%%{ﬁ#ﬁ% Ry n%gger as described for EXAMPLE

- 3-oxabi cyci @f3.]. 0] hexan-6-yl ] pyridine (684 ng) in the sane manner as
described fo PLE, 3. (FAB') Pi/z: 555 (MH). HRVS (FAB') for
C27H29F2N6CBMW}’BQI %,‘”@@5. 2167; found, 555.2159. EXAMPLE 49 0 1 H2N N
F O F NKO HRMS (FAB") for C;7HysF2N¢Os (MH™): caled, 555.2167; found, 555.2159.

EXAMPLE 49
)

HHQMIH
N

Ho N ez F
X O
F N J(o
L‘-N;”j
1-[5(R)-3-{4-[2-[(1a,50,683)-6-Amino-3-oxabicyclof3.1.0]hexan-6-yl}pyridin-5-y1]-3,5-
difluorophenyl}-2-oxooxazolidin-S-ylmethyl]-1,2,3-triazole.
To a solution of 1-[5(R)-3-[4-[2-[(1a,50,68)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0Thexan-6-
yllpyridine _
-5-y11-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (465 mg) in dichloromethane
was added trifluoroacetic acid (4 mL) at room temperature, the mixture was stirred at the same
temperature for 1 hour and concentrated in vacuo. After addition of aqueous sodium
hydrogencarbonate solution, the mixture was extracted with dichloromethane-methano! (10:1). The
organic extracts were dried over anhydrous magnesium sulfate, filtered, and then concentrated in
vacuo. Flash chromatography (NH silica, chloroform: methanol = 9:1) of the residue gave 1-{5(R})-3-
{4-[2-[(1a,50,6P)-6-amino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1}-3,5-
difluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (299 mg).
MS (FAB") m/z: 455 (MH").
HRMS (FAB") for Cy3Hy FaN6O3 (MH"): caled, 455.1643; found, 455.1649.

EXAMPLE 50
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| CN 1-[5(R-3-[4-[2-[(la, 5a, 6(3)-6-Am no

3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3,5-

di f | uorophenyl) - 2- oxooxazolidi n-5-ylnethyl]-1 2,3-triazole. To a solution of
1-[5(R)-3-[4-(2-[(la, 5a, 63)-6-t-butoxycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexan
-6- yl)pyridine -
-5-y1] -3, 5-di fl uorophenyl ] - 2- oxooxazol i di n-5-yl nmethyl]-1,2,3-triazol e (465
ng) in dichloronethane was added trifluoroacetic acid (4 nL) at room
tenperature, the mxture was stirred at the sane tenperature for 1 hour and
concentrated in vacuo.p After addition of aqueous sodi um hydrogencarbonate
sol ution, the m xtur s extracted with dichloronethane-nethanol (10:1).
The organic extragh i@ dried over anhydrous magnesium sulfate, filtered,
and then concentr@tedMn nyvacuo. Flash chromatography (NH silica,

chl orof orm net hanotN9:" He residue gave 1-[5(R)- 3-
[4-[2-[(1a,5(x%6ﬂ3)-%-a } abi cyci o(3. 1. 0Jhexan-6-yl ] pyridin-5-yl]-3,5-
di f | uorophenyl ] -2- oxooxazol i d -ylwethyl]-1,2,3-triazole (299 ng). MS
(FAB') nmlz: 455 (MH ). HRMS NERrL C22H21F2N6G8 (MH ): cal cd, 455.1643,;

found, 455.1649. EXAMPLE 50 62 0 JO°H I* I'H) O1 NI FO F N'k O
1--CNH /-Me O N-(5(S)-3-[4-[2-[(1 =Ba, 6

f3) - 6-t - But oxycar bonyl am no- 3- oxabi cy H3. 1. 0] hexan-6-yl ] pyridin-5-y]]- 3.5
-di fl uor ophenyl]-2-oxooxazoli din-5 -yl jejayl]acetam de. Title Conpound 50
(269 ng) was prepared from N [5(S)-3-[3g5-difluoro-4-

N-{5(8)-3-[4-[2-[(1a,50,6P)-6-t-Butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-yl}pyridin-5-yl]-
3,5 —diﬂuarophcnyl]-Z-oxooxazélidin—S-ylme!hyl]acetamid&.

Title Compound 50 (269 mg) was prepared from N-[S(S)~3—[3,5—déﬂuoro-4-
(triflucromethanesulfonyl)oxyphenyl]-2-

oxooxazolidin-5-ylmethyljacetamide (500 mg) and 5-bromo-2-{(1a,50,683)-6-t-
butoxycarbonylamino-3-

oxabicyclo[3.1.0}hexan-6-yl}pyridine (467 mg) in the same manner as described for EXAMPLE 31,
MS (FAB") m/z; 545 (MH™).

HRMS (FAB™) for Co7H3, FoN.Os (MH™): caled, 545.2212; found, 545.2224.

EXAMPLE 51
O

Hi lyvﬂH
N

HzN "”' - '
e
A
F NL{
NH
J—Me

O
N-[5(S)-3-[4-[2-[(1c,5¢,6B)-6-Amino-3-oxabicyclo[3.1.0Thexan-6-yl}pyridin-5-yl1]-3,5-
difluorophenyl}-2-oxooxazolidin-5-ylmethyl]acetamide.

. Title Compound 51 (278 mg) was prepared from N-[5(8)-3-[4-[2-[(1 &,5a,6f3)-6-t-

butoxycarbonylamino-3-oxabicyclo-
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(ttifluoronethanesul fonyl)oxyphenyl)-2- oxooxazoli di n-5-yl net hyl ] acet am de
(500 ng) and 5-bronmo-2-[(1(x, 5a, 6f3)-6-t- butoxycarbonylam no-3 - - - =
oxabi cycl o[ 3. 1. 0) hexan-6-y] ] pyridine (467 ng) in the same nanner as

descri bed for EXAMPLE 31. Ms (FAB') in/z: 545 (MHi). HRMS (FAB') for
C27H31F2N406 (IH ): cal cd, 545.2212; found, 545.2224. EXAWPLE 51 O H'~
H2ZN 11IH N F ffO Ft4 AO I-CNH~ --M O

N-[5(S)-3-[4-[2-[(1(x, 5a, 6(3)-6-Am no-3-oxabi cycl o[ 3. 1. J hexan-6-yl ] pyridi n-
5-yl]-3,5- difluorophenyl]-2-oxooxazolidin-5-ylnethyl]acetamde. Title

bcﬁf‘;;’;ggr g é%ﬁéﬁf%ﬁ%ﬁaﬁﬁ%@{1-?5)@1—%g-ggu%%p%tllyﬁgZ%)fo%iizgfi&irza:s[)ghlngt’hgﬁdcgt];%z&e?MZ_mg)

[ 3. 1. 0] hexafirthe yanlepyanineti as d&senibdd-13; BXAMPLBE@OOphenyl | - 2- oxooxazol i di n-5-yl net h
yl Jacetam d N Al e sane manner as described for EXAMPLE 49. MS
(FAB') nlz @1%(”}‘%’??)2 ﬁémh?hs' ) for C22H,3F2N4O4 (MH ): cal cd, 445.1687;
found, 445. HRHAE (FABXAPCEHSE,NIO, (iIH?): cdlddHi45.1687; found, 445.1699.

EXAMPLE 52
)

Ht '9“”—'
N

NCY ez
[ l o
F N J(O
-,
}—Me
O

N-[5(8)-3-[4-[2-[(1a,50,6{3)-6-Cyano-3-oxabicyclo{3.1.0Jhexan-6-y)pyridin-5-y1]-3,5-
difluorophenyl}-2-oxooxazolidin-5-ylmethyllacetamide.
Title Compound 52 (349 mg) was prepared from N-{5(8)-3-[3,5-difluoro-4-
(trifluoromethanesulfonyl)oxyphenyl]-2-
oxooxazolidin-5-ylmethylJacetamide (600 mg) and 5-bromo-2-{(1o,5a,6p)-6-cyano-3-
oxabicyclo[3.1.0]- ,
hexan-6-yljpyridine (419 mg) in the same manner as described for EXAMPLE 31].
MS (FAB") m/z: 455 (MH").
HRMS (FABY) for CpH, FoNO (MH): calcd, 455.1531; found, 455.1505.

EXAMPLE 53
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NG NF\ f OFr4a AO '_~NH O_M
N-[5(S)-3-[4-[2-[ (] a, 5a, 6(3)-6-Cyano- 3- oxabi cycl o[ 3. 1. 0] hexan-6-y1] pyridin-5
-yl]-3,5- difluorophenyl]-2-oxooxazolidin-5-ylnmethy]]acetanm de. Title
Compound 52 (349 ng) was prepared fromN-[5(S)-3-[3,5-difluoro-4-
(trifluoromethan esu | fonyl )oxyphenyl ]-2
oxooxazol i di n-5-yl net hyl ] acet am de (600 ng) and
5- brono- 2-[ (1a, 5a, 6(3) - 6- cyano- 3- oxabi cycl o(3. 1. 01 hexan-6-yl)pyridine (419
ng) in the same manner as described for EXAMPLE 31. MS (FAB') m z: 455
(MT ). HRMS (FAB-) for C23H21F2N404 (M): cal cd, 455.1531; found, 455.1505.
EXAMPLE 53 64 Hi NCNI FO F/ NAO "N N
1-[5(R)-3-[4-%g _E{Sa,G(S)-G-Cyano
3- oxabi cycl of 3. xan-6-yl ] pyridin-5-yl]-3,5- .
di f | uor ophenyNc*2“gx0gxazal i di n-5-yl nethyl]-1,2,3-triazole. Tide Conpound
53 (319 ny) was pr & d flrom1-[5(R)-3-[3,5-di fluoro-4-
(trifluoronethanesu\ yphenyl ] - 2
oxooxazolidin-S-yInetqy ,Htriazole (612 ny) and
5-brono-2-[ (| a, 5a, 6(3)"- 6- Cyan®d- 3 oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridine (419
nmg) in the same manner as descwl edhjor EXAMPLE 31

o TN

=
1-[5(R)-3-[4-[2-[(1a,50,6P)-6-Cyano-3-oxabicyclo[3.1.0Thexan-6-ylJpyridin-5-y1]-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole.
Title Compound 53 (319 mg) was prepared from 1-[5(R)-3-[3,5-difluoro-4-
(trifluoromethanesulfonyl)oxyphenyl]-2-

oxooxazolidin-5-ylmethyl]-1,2,3-triazole (612 mg) and 5-bromo-2-[(1a,5¢,6p)-6-cyano-3-
oxabicyclo[3.1.0}-

hexan-6-yllpyridine (419 mg) in the same manner as described for EXAMPLE 31.

MS (FAB") m/z: 465 (MH").

HRMS (FAB™) for Cy3H,sF,NsO3 (MH"): calcd, 465.1487; found, 465.1460.

EXAMPLE 54
S

thlli—{
N
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NC” "z
s
X
F NL{
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N-{5(5)-3-[4-[2-{(1a,5¢,6[3)-6-Cyano-3-thiabicyclo[3.1.0Jhexan-6-yllpyridin-5-yi]-3-fluorophenyl]-
2-oxoeoxazolidin-5-ylmethyliacetamde.
Title Compound 54 (1.32 g) was prepared from N-[5(8)-3-[4-(4,4,5,5-tetramethyl-1,3,2-
dioxaboroly!)-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyljacetamide (1.51 g) and 5-bromo-2-



M5 (FAB') nmlz: 465 (M). HRMS (FAB-) for C23H 9F2N6eO3 (MW : cal cd, 465.1487;
found, 465.1460. EXAMPLE 54 S H- ~H NC/ N O Da NA ONH Ob-M
N-[5(S)-3-[4-[2-((Ia,5a, 6(3)-6-Cyano-3-thiabicycl o[ 3. 1. 0] hexan-6-yl ]'pyri di n-
5-yl]-3-fluorophenyl]- 2-oxooxazolidin-5-ylnmethyl]acetamde. Title Conpound
54 (1.32 g) was prepared fromN[5(S)-3-[4-(4,4,5,5-tetranethyl -1, 3, 2-

di oxabor ol yl ) - 3-fl uor ophenyl ) - 2- oxooxazol i di n-5-yl net hyl ] acet am de (1.51 g)
and 5-bronpo-2- 65

[ (Ia,b5a, 6] 3)-6-cyano-3-thiabicyclo-[3.1.0]hexan-6-yl]pyridine (1.13 g) in
the sane manner as described for EXAMPLE 1. M5 (FAB') rn/z: 453 (MH ). HRMS

(()FAE; % f Or 1%@%@%@%&@2@1@@%@1&@?1 8@?%@1@9ﬂﬁyri‘h%'ﬁh3 R Qe maldPYPLE 55
N-[ 5( S) - 3- [ 4<kzripgd far, BAABIPBE-16- Cyano- 3-t hi abi cycl of 3. 1. 0] hexan- 6-yl ] pyri di n-
S-y

I'T-3-fl uongphemH .. &3qx@exazolidin-5-ylmethyl]acetam de S-Oxide.
HRMS (FAB*) for Co3H3,FNLO,S (MH™): caled, 453.1397; found, 453.1402.

EXAMPLE 55

N-[5(8)-3-[4-[2-[(1a,5¢,6[3)-6-Cyano-3-thiabicyclo[3.1.0]hexan-6-ylpyridin-5-y1]-3-fluorophenyl]}-
2-oxoo0xazolidin-5-yimethyljacetamide S-Oxide.

Title Compound 55 (233 mg) was prepared from N-[5(8)-3-[4-[2-[(1t,5a,6)-6-cyano-3-
thiabicyclo{3.1.0]hexan-6-yl]pyridin-5-y1]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyljacetamide
(294 mg) in the same manner as descnbed for EXAMPLE 58.

MS (FAB”) m/z: 469 (MH").

HRMS (FAB®) for C.;H,,FN,O,S (MH™): calcd, 469.1346; found, 469.1359.

EXAMPLE 56
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Titl e Conpound 55 (233 ng) was prepared from

N-[5(S)-3-[4-[2-[(la,5(1, 6(3)-6-cyano- 3-

t hi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5
-yl methyl ]acetamide (294 ng) in the same manner as descri bed for EXAVPLE
58. M5 (FAB) miz: 469 (MHd). HRMS (FAB') for C23H22FNAO, S (MH): cal cd,

469. 1346; found, 469.1359. EXAMPLE 56 66 oso Hii iH NCiN O F NAO

1 CNH~ M O

N[5(S)-3-[4-[2-[(la, S(x, 6p)-6-Cyano- 3-thi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-
5-yl]-3-fluor o;%gera:yl ) - 2-oxooxazolidin-5-yl methyl]acetam de S, S-Di oxi de.
Titl e Conpound 7292 ng) was prepared from

N[5(S)-3-(4-] F | a, 5a, 6p) - 6- cyano- 3-

t hi.abi cycl o[ 3yl Qlhexan-6-yl ] pyridi n-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5
-yl net hyl ] acet anyde i (317 ng) in the same manner as described for EXAMPLE

59. M5 (FAB )NATh“Fagy (MH). HRMVB (FAD-) for C23H22FN4GsS (MH): cal ed,
485. 1295 found, 485 128 EXAMPLE 57 SHNC IN\ O F '~ NkO

A

{
NH

N-[5(8)-3-[4-[2-[(1a,5c,653)-6-Cyano-3-thiabicyclo[3.1.0]hexan-6-yl)pyridin-5-y1]-3-fluorophenyl}-
2-oxooxazolidin-5-ylmethyljacetamide S,S-Dioxide.

Title Compound 56 (292 mg) was prepared from N-[5(S8)-3-[{4-[2-[(1a,5c,6B)-6-cyano-3-
thiabicyclo{3.1.0)hexan-6-yl]pyridin-5-yt]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethy! Jacetarnide
(317 mg) in the same manner as described for EXAMPLE 59.

MS (FAB™) m/z: 485 (MH").

HRMS (FAB™) for Cy3H,FNOsS (MH™): caled, 485.1295; found, 485.1282.

EXAMPLE 57
S

HI!9-1IH
N

NCY ez l
x
A
F N No ‘
v
1-[5(R)-3-[4-[2-[(1a,50,6B)-6-Cyano-3-thiabicyclof3.1 .O]hcxan-G-yljp)n'idin-S-yI]-B—ﬂuorophcnyl]-
2-oxooxazolidin-5-yimethyl]-1,2,3-triazole.
Title Compound 57 (546 mg) was prepared from 1-[5(R)-3-[3-flucro-4-(4,4,5 5-tetramethy}-1,3,2-
dioxaborolyl)phenyl]}-2-oxooxazolidin-5-yimethyl]-1,2,3-tmazole (582 mg) and 5-bromo-2-
[(1a,50,6B)-6-cyano-3-thiabicyclo-[3.1.0Thexan-6-yl}pyridine (422 mg) in the same manner as

described for EXAMPLE 1.
HY.
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NIN' N21-[5(R-3-[4-[2-[ (] a, 5(x%, 6p) - 6- Cyano

3-thi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-3-fl uorophenyl] -

2- oxooxazolidin-5-ylnmethyl]-1,2,3-triazole. Title Conpound 57 (546 ng) was
pr epar ed fron1I-[5(R)-3-[3-f|uoro-4-(4;4,5,5 tetramet hyl -1, 3, 2-
dioxaborolyI)phenyI]-2-oxooxazoIidin-5-y|nethy])-1,2,3-triazole (582 ng) and
5-brono-2- [ (Il a, 5a, 6p)-6-cyano-3-thiabicyclo-[3.1.0] hexan-6-yl]pyridine (422
ng) in the sane manner as described for EXAMPLE 1. H). 67 HRVE (FAB') for
C23H20FN602S (WVH ): cal cd, 463.1352; found, 463.1355. EXAWPLE 58 0 S H11-

5l abi cyol of Y AR Ty e ot ReR gl s o1 9o e

2- oxooxazolidin-5-ylnethyl]-1,2,3-triazole S-Oxide. To a sol ution of
1-[5(R)-3-[4 a 6(3)-6-cyano-3-thiabicyclo[3.I.0]hexan-6-y||pyridin-
5-y1J-3- fluo %ﬁé@l - 2- oxooxazol idin-5-ylmethyl]-1,2,3-triazole (118 ny)

i n di chi or onet hagie- net hanol (5:1, 8 nL) was added a sol ution of

m chl or oper oxyb oic acid (74.5 nmg) in dichloronethane- nethanol (5:1, 1
m.) at -19 C, fhe nl ture was stirred at 0 C for 70 mnutes. Flash
chronatograph? fglllca di chl oronet hane: tetrahydrofuran = 7:3) of the
m xture gave | (BB-8-[4-[2-[(]a, 5a, 60) -

6- cyano- 3- t hi abi cy¢] ofli3. I . 0] hexan-6-yl]-pyridin-5-yl]

- 3-fl uorophenyl ] - 2- idipg-5-ylnethyl]-1,2,3-triazole S-oxide (II

IIQ).
N.
\\<* Nan

1-[5(R)-3-[4-[2-{(10,50,6B)-6-Cyano-3-thiabicyclo[3.1.0Thexan-6-yl lpyridin-5-y11-3-fluorophenyl}-
2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole S-Oxide.

To a solution of 1-[5(R)-3-[4-[2-[(1 a,5¢,6P)-6-cyano-3-thiabicyclo[3.1.0Thexan-6-yllpyndin-5-yi}-3-
fluorophenylj-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole (118 mg) in dichloromethane-methanol

(5:1, 8 mL) was added a solution of m-chloroperoxybenzoic acid (74.5 mg) in dichloromethane-
methanol (5:1, 1 mL) at -19 °C, the mixture was stirred at 0 °C for 70 minutes. Flash chromatography
(NH silica, dichloromethane: tetrahydrofuran = 7:3) of the mixture gave 1-[5(R)-3-[4-[2-[(1a,52.,6P)-
6-cyano-3-thiabicyclo[3.1.0}hexan-6-yl}-pyridin-5-yl]
-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl3-1,2,3-tnazole S-oxide (111 mg).

MS (FAB") m/z: 479 (MH").

HRMS (FAB™) for Co3sH,oFN4Q,S (MH’): calcd, 479.1302; found, 479.1306.

EXAMPLE 59
o, 0

p

Hit\—FuiH
7] N

NC for

X O
P A

L{i
N.
NN

.
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MS (FAB') miz: 479 (MH). HRVS TAB-) for C23H20FN603S (MH ): cal cd,

479.1302; found, 479.1306. EXAMPLE 59 SOO H iH NC NF 1 NAO N N-N 68 |
-[5(R)-3j 4-[2-[ (I o o

a, 5a, 6(3) - 6- Cyano- 3-t hi abi cycl o[ 3. 1. 0) hexan- 6-yl ] pyri di n-5-yl]-3-fl uoropheny
| ]- 2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole S, S-Dioxide. To a solution of
1-[5(R)-3-[4-[2-[ (I a, Sa, 6] 3) - 6-cyano- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-y?] pyri di n-
5-yl]-3- fluorophenyll-2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole (254 ng)

i n di chl oronmet hane-nethanol (5:), 14 nlL) was added a sol ution of

m chl or oper oxybenzoi ¢ acid (438 ng) in dichloronethane- nethanol (5:1, 2.0

m) at 0 C t h@s(m-zl[w[ze (MS&%B) 61088nAl- sztogm@Jh%urﬁeﬂ]‘pgﬁdlﬁ 520)- M%rsphenyl]
After addition of ﬁ oro %rﬂéybenzm c an]h 146 in
di chl or omet hafi@*SREEHEAB - IBetylln’ .23 -fapole §.-SrRigxitei ¢ ur e the ni xture was
stirred at roDim t@ERRIALYS@)BIH- [Z[@QM&%B)EL@% Thiigtiep! REhekat B BiAidisd.y1)-3-
(]j_l fgl( % Oge E Zaﬁyrf%ﬁgﬁg -%%(F%%ozig@ysa Bneém_yﬁ ,%,p mazole %2%4 mgg m r?zchloromcthane-methanol
t hi abi cycl o[ 3¢511, 0% gy ans ﬁddﬂi}ammmcﬂxl di-nﬁe}yd:r})pe%oiybu%mpaem&ds)méf)ﬂmaﬁbmmtﬁaﬁﬁ n->5
-yl met hyl ) - ? Xi d 261
HRVE ( FAB-) fIBF‘%@gﬁj‘zgéﬁ t Mgr ‘ﬁg Efas %8%%' fb%’fm(‘? r%éd‘!%%%rs e
EXAMPLE 60 O additfon of hr(-chldXoperddllybenzoic afid { H6 G in &cNoro@ethane-methanol (5:1,0.7 mL) to the
mixture, the mixture was stirred at room temperature for 2 hours. Flash chromatography (NH silica,
dichloromethane: tetrahydrofuran = 2:1) of the mixture gave 1-[5(R)-3-[4-[2-[(1o,,5,6B)-6-cyano-3-
thiabicyclo[3.1.0]hexan-6-ylipyridin-5-yi}-3-fluorophenyi}-2-oxooxazolidin-5-ylmethyl}-1,2,3-
triazole S,S-dioxide (261 mg).
MS (FAB™) m/z: 495 (MH").
HRMS (FAB™) for C,3H,0FNgO,S (MH"): caled, 495.1251; found, 495.1256.

EXAMPLE 60
N
Hise i

L N
NCY ez
S

N"
‘\&M

\==N
4-[5(R)-3-[4-[2-[(1a,5a.,68)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl]pyridin-5-
y1j-3-fluorophenyl)-2-oxooxazohdin-S-ylmethyl]-1,2,4-triazole.
Title Compound 60 (64.0 mg) was prepared from 5(S)-aminomethyl-3-{4-[2-[(1a,50,6P)-3-t-
butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl)pyridin-5-yl]-3-fluorophenyl]oxazolidin-2-
one {700 mg) in the sarne manner as described for EXAMPLE 83.
Rf value (TLC): 0.26 (dichloromethane:methanol= 10:1).

EXAMPLE 61
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F / NAO WN

4-[5(R)-3-[4-[2-[ (Il a, 5(x, 6(3)-3-t-Butoxycarbonyl - 6-cyano- 3-azabi cycl o[.3.1.01
hexan- 6-yl ] pyridin-5- yl J-3-fl uorophenyl ]

oxooxazol idin-5-ylmethyl)-1,2,4-triazole. Title Conpound 60 (64.0 ng) was
prepared from5(S)-am nonmet hyl -3-[4-[2-[(1ct,5a,6[3)-3-t-

but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl | pyridi n-5-yl]-3-fl uorop
henyl ] oxazol idin-2- one (700 ng) in the sane manner as described for EXAMPLE
83. Rf value (TLO): 0.26 (dichloronethane: methanol = 10:1). EXAMPLE 61 69 H
HC  NH.iH NGLeN O F NAO NN 4-[5(R-3-[4-[2-[(1 a,5

a, 6] 3) - 6- Cyano- 3¢ azabi cycl o[ 3. 1. 0] hexan-6-yl ) pyridi n-5-yl]-3-fl uorophenyl]-2
- oxooxazolidig-5yvlinmethyll-1,2,4-triazole Hydrochl oride. Title Conpound 61
(37.9 ng) wasipEeped ed from

4-f5(R) - 3-[ 4- ,gl &, 5a, 6b) - 3-t - but oxycar bonyl - 6- cyan 0-3 -a zabicycl o |
3.1.0) hexan- (E/I YOy i i |]1-3 -fluorophenyl]-2-oxoox azoli din-5
-ylnmethyl ]- 1, 2,4 Q (64.0 ng) in the same manner as described for
EXAMPLE 2. M5 (FAB') n § GQ\/H') (as free base). HRVS (FAB' ) for

C, 3H2,FN, 02 (MH): caje 4Q-3/41; found, 446.1756. EXAMPLE 62 0~r O SIT

" \“C
P
N TN

4-[5(R)-3-[4-[2-[(1a,50,6(3)-6-Cyano-3-azabicyclo{3.1.0Jhexan-6-yl Jpyridin-5-yl]-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethyl}-1,2,4-triazole Hydrochloride.

Title Compound 61 (37.9 mg) was prepared from 4-[5(R)-3-[4-[2-[(1a,Sa,6b)-3-t-butoxycarboﬁyl-ﬁ-
cyano-3-azabicyclo[3.1.0}hexan-6-yl}pyridin-5-yl]-3-fluorophenyl}-2-ox ooxazolidin-5-ylmethyl]-
l,2,4-triazéle (64.0 mg) in the same manner as described for EXAMPLE 2.

MS (FAB™) m/z: 446 (MH") (as free base).

HRMS (FAB™) for Cy3H,,FN;O, (MH™): calcd, 446.1741; found, 446.1756.

EXAMPLE 62

>I/O\fo
N

Hh 1%72-&1

NeT N |

2
O

Ao
< V]

O
5(R)-3-[4-[2-[(1 a,50,6B)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0]hexan-6-ylJpyndin-5-yl}-
3-fluorophenyl}-5-{(isoxazol-3-yl)oxy]methyloxazolidin-2-one.
Title Compound 62 (53.8 mg) was prepared from N-{5(8)-3-[4-[2-[(1a,5¢,6B)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo[3.1.0Jhexan-6-ylipyridin-5-yl}-3-fluorophenyl]-5-hydroxymethyloxazolidin-2-
one (50.0 mg) in the same manner as described for EXAMPLE 66.
MS (FAB™) m/z: 562 (MH™).
HRMS (FAB™) for CosH.sFN;Os (MH™): caled, 562.2102; found, 562.2074.
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Hi'~/.ilFf NCN\ OFNA O
5(R)-3-[4-[2-[(]a, 5a, 60 3-t-But oxycabbony] - 6- cyano- 3-azabi cyc) o[ 3. | . 0] hexan-
6-yl]pyridin-5-yl)-

3-fluorophenyl ]-5-[(isoxazol - 3-y)) oxy] net hyl oxazolidin-2-one. Title
Compound 62 (53.8 ng) was prepared from

N-[5(S)-3-[4-[2-[ (Il a, 5a, 6f3)-3-t-butoxycarbonyl -

cyano- 3- azabi cycl o[ 3. 1. o] hexan-6-yl ) pyridi n-5-yl]-3-fl uorophenyl) -5-hydroxym
et hyl oxazolidin-2- one (50.0 ng) in the same manner as described for EXAMPLE
66. M5 (FAB') mz: 562 (MH ). HRVS (FAB') for C29H29FN506 (MW: cal ed,

562. 2102; found 562. 2074 70 EXAMPLE 63 HHC! N Hi i IFf NC'/ N11 1

~OFN-~J (% Lé
5(R-3-[4-[2-] 8%3) 6- Cyano- 3-azabi cycl o[ 3.] . 0) hexan- 6-yl ) pyri di n- 5-yl
J-3- quoropheny [(|soxazol 3-yl ) oxy] net hyl oxazol i di n- 2- one

Hydr ochl ori de. |t e Conpound 63 (303 ng) was prepared from5(R)-3-[4-[2-[(1
a, 5a, 6[ 3) - 3-t -thuteiygar bonyl -

cyano- 3- Azabi cycld; (8. 1. Olhexan-6-yl ] pyri di n-5-yl]-3-fluorophenyl]-5-[(isoxa
zol - 3- yl)oxy] ox@zolidin-2-one (400 ng) in the same manner as

descri bed for EXA (FA%;) infz: 462 (MH) (as free base).

NJ(O N,O

L5<L‘ \
5(R)-3-[4-{2-[(1a,50,6B)-6-Cyano-3-azabicycle[3.1.0Thexan-6-yljpyridin- S-yl]-yﬂaorophenyl] -5-
[(isoxazol-3-yl)oxylmethyloxazolidin-2-one Hydrochloride.

Title Compound 63 (303 mg) was prepared from 5(R)-3-[4-{2-](1a,50,60)-3-t-butoxycarbonyl-6-
© cyano-3-Azabicyclo-[3.1.0]hexan-6-yl]pynidin-5-y1]-3-fluorophenyl]-5-[(isoxazol-3-

yloxyJmethyloxazolidin-2-one (400 mg) in the same manner as described for EXAMPLE 2.
MS (FAB™) m/z: 462 (MH") (as free base).
HRMS (FAB") for C;.H, FN;O, (MH™): caled, 462.1578; found, 462.1534.

EXAMPLE 64

NCY e 1
N
AO
F N 0
1 O N )

5(R)-3-[4-[2-[(1¢,501,68)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0thexan-6-ylJpyridin-5-y13}-
3-fluorophenyl]-5-[N-(t-butoxycarbonyl)-N-(isoxazol-3-yl)Jaminomethyloxazolidin-2-one.
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HRVB (FAB-) for C2,H,, FNsO4 (MH): calcd, 462.1578; found, 462.1534.
EXAMPLE 64 Of:~- O N H I, 1-111 NCNO FNAO N~ N / -O OCG . -
5(R)-3-[4-[2-[(la, 5a, 60) - 3-t - But oxycar bonyl - 6- cyano- 3- azabi cycl o( 3. 1. 0] hexan
-6-yl ] pyridin-5-yl]-

3-fluorophenyl ]-5-TN(t-butoxycarbonyl)-N(isoxazol-3-yl))am nonethyl oxazol i
din-2-one. 71 Title Conpound 64 (58.2 ng) was prepared
from\N-[5(S)-3-[4-[2-[(la,5(x,6[3)-3-t-butoxycarbonyl - 6-

cyano- 3- azabi cycl o-[ 3. 1. 0) hexan- 6-yl ) pyri di n-5-yl)-3-fl uorophenyl | - 5- hydr oxy

EXANDLE 67 MU EARPY A3 (oHb B a 7P pe AR o2 15 K SN IR e oyl
cal cd, 661. 2786Gno-5-QekBityci6HL] BFeRan-6-THAMIINES -6 3 i ubkdpherYi JHhy drbxyivetHyNx 6201 FinAO
N~ _NH one (50.0 mg) in the same manner as described for EXAMPLE 67.

MS (FAB*) m/z: 661 (MH). '

HRMS (FAB") for C3,H3sFNO, (MH™): calcd, 661.2786; found, 661.2760.

EXAMPLE 65

H HCI
N

Hie i
N

NG iz I
g
o)

NJ(O N,O
< )7

NH
5(R)-3-[4-[2-[(10,5¢,6(3)-6-Cyano-3-azabicyclof3.1.0}hexan-6-yl]pynidin-5-yl}-3-fluorophenyl}-5-
[N-(isoxazol-3-yl)Jaminomethyloxazolidin-2-one Hydrochloride.

Title Compound 65 (280 mg) was prepared from 5(R)-3-[4-[2-[(1&,50,6pB)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo[3.1.0}hexan-6-yl]pyridin-5-yl}-3-fluorophenyl}-5-[N-(t-butoxycarbonyl}-N-

F

(isoxazol-3-yl)Jaminomethyloxazolidin-2-one (600 mg) in the same manner as described for
EXAMPLE 2.

MS (FAB™) m/z: 461 (MH") (as free base).

HRMS (FAB™) for C,.H,,FNgO; (MH™): calcd, 461.1737; found, 461.1712.

EXAMPLE 66
o)

v
Hite ~H
N

NCT " l
™

F NJ(O N,O
L(‘ W
o
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5(R)-3-[4-[2-[ (] a, 5a, 6(3)-6-Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl
]-3-fluorophenyl]-5- [N-(isoxazol-3-yl)]am nonet hyl oxazol i di n-2-one

Hydrochl oride. Title Conpound 65 (280 ng) was prepared from
5(R)-3-[4-[2-[(la,5(X, 6[3)-3-t-butoxycarbonyl - 6-

cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3-fluorophenyl]-5-[N-(t-bu
t oxycarbonyl )-N (i soxazol -3-yl)]am nonet hyl oxazol i di n-2-one (600 ng) in the
same nmanner as described for EXAMPLE 2. M5 (FAB') niz: 461 (MH) (as free
base). HRVS (FAB' ) for C21H22FN603 (M—I) cal cd 461 1737; found, 461.1712.
EXAMPLE 66 <O Hp IIH NC'/ NO F

5(R) - 3- [ 4- [zﬁﬂﬁ)(lwéf -Bal(bT-p o 6BEg&iyencs?- %@ﬁw@ﬁé%{]laexzném!ﬂ@mné Wi -PyerprlienviBsy |

-3-fl uorophqpycjx]ami—_:; lfol,@ xaiiin)0%¢] met hyl oxazol i di n-2-one. To a
suspension 0

S, 61 9) - CRAMRENSBRERI 5597 §f-2-10 0 hERLSrexng P axabicyelof3.1. Chexan 61

pyri di n- 5- ylderidmis.- s %Méﬂﬁ]%lf}bﬂﬂfx?iﬁytﬂ?lbméb%ﬁéfﬂnb@idb r#g)@sy&@%oﬂ&bk (55.9
3- hydroxylsox osphln

|
t et r ahydr of @éégﬁg’ ﬁyIW§P}éﬁdé§9 ’aﬂ)i '8 FW ra&ﬁ%@?&&?%%@ﬂn%tsépff’RﬁB ng), the

m xture was SbdicahiRskyhte (19DMgS, @rﬁpﬂiﬂidﬂ:z@ shioéd dz rctH%ermpé!'@ﬁiur&@ﬂPﬁéﬁrrﬁlﬁancchtfhted
vacuo. After. treat nt of the emﬂ vpr E)fl acetate aﬁﬂ et her, the
resul ting réR\HY T treginaeny o, EITEF’ U HIbF o PrSORITPRTER RS TeSIPRe WSy o

filtered of fdrsséﬂlﬂéﬁ #ni chick&ben m&lubﬁm&wmhrs&teﬁdjﬁlte&d\kﬁ'ﬁ |l filh@teGay Concentrated in vacuo
S(R)-3-[4- I 6;: C 3- oxabi.c C{?P% .Ol‘éﬁan-G-yl]-
pyri di n- 5- ylztfg‘% ‘g‘ ﬁf’ [%g[?(&ﬂ éﬁ%o?y?&g(g%?bl g@&fﬁ?@t A ?oxazol i di n-2-one
(205 ng). I\/Ex‘i&y(’lﬂflA-ﬁByl)Jfﬂ@ropﬁ&@l](ﬂ\ﬂﬂsgxazol 3-yl)oxyJmethyloxazolidin-2-one (205 mg).

MS (FAB™) m/z: 463 (MH").

HRMS (FAB™ for CyH,oFN,Os (MH™): caled, 463.1418; found, 463.1439.

EXAMPLE 67
O

thnn}-{
7 N

NC™ Y=
™

|

5(R)-5-[N-(t-Butoxycarbony!)-N-(isoxazo}-3-yl}}aminomethyl-3-[4-[2-[(1a,5a,6 B)-6-cyano-3-
oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-3-fluorophenyljoxazohdin-2-one.

To a suspension of N-[5(8)-3-[4-[2-[(1a,5a,6B)-6-cyano-3-oxabicyclof3.1.0Thexan-6-yl}-pyrdin-5-
yli}-3-fluorophenyl}-5S-hydroxymethyloxazolidin-2-one (300 mg), 3-N-(1-
butoxycarbonyl}aminoisoxazole (168 mg), and tewamethylézodicarboxamide (196 mg) n toluene (7.5
mL) was added tributylphosphine (230 mg), and the mixture was stirred at 50 °C for 2 hours. Flash
chromatography (silica, hexane : ethyl acetate = 1:1) of the mixture gave S5(R)-5-[N-(1-
butoxycarbonyl}-N-{(isoxazol-3-yl))aminomethyl-3-[4-[2-[ (1, 50,6B)-6-cyano-3-
axabicvelol3.1.0Thexan-6-yljpyridin-5-yl}-3-fluorophenyljoxazolidin-2-one (392 mg).
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HRVS (FAB' ) for C24H FNAO5 (MH4): cal cd, 463.1418; found, 463. 1439 EXAMPLE
67 HL1- nl}i NCN ~~o0i F~NQO [/ --O O

5(R)-5-[ N-(t-Butoxycarbonyl)-N-(isoxazol -3-yl)]am nonet hyl -3-[ 4- [2 [(I

(x, 5a, 6(3)-6-cyano- 3-

oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-3-fluorophenyl ] oxazol i di n-2- one.

To a suspension of N-[5(S)-3-[4-[2-[(i a,ba, 613}-6-cyan

3-oxabi cycl o(3. 1. d hexan- 6-v1] - pyndi n- 5-

yl']-3-fluorophenyl]-5-hydroxymet hyl oxazol i di n-2-one (300 ng), 3-N-(t-

but oxycar boryd ,gyﬁsgpgqgm? (168 ny), and tetramet hyl azodi car boxam de (196
ng) in toluene added tri but phosphl ng?éZSO ng), and the
m xt ure was HRM Fe"d3 éfor%}b%@s(éﬁhma@ 22492 ferdotfdtZdét-aphy (silica,

hexane : ethyl acetate = 1:1) of the m xture gave 5(R)-5-[ N-(t-
but oxycar bonyl ).- N- (i soxazol -3-yl))am nonet hyl -3-[4-[2-[ (] (X 5a,
6[ 3) - 6- cyan@g@\MPLE( 68

nxahi cvel of 3. |~ hexan- 6-vyi ] pyridi n-5-yl]-3-fl uorophenyl ] oxazol i di n-2-one
(392 o). 731 FAB') nt/z: 562 (MH. HRVS (FAB') for C29H29FN5Q6 (MH ):
cal cd, 562 b und, 562.2123. EXAMPLE 68 ((0 HL '" --1IH NC' N 11 a
O DF ~-A NC Y
g
E

&ﬁ

S(R)-3-[4-[2-[(1a,5¢ 6[3)-6-Cyano—3-oxabxcyc]o[B 1.0}hexan-6-yllpyridin-5-y13-3- ﬂuorophenyl] 5-
[N-(isoxazol-3-yl))aminomethyloxazolidin-2-one.

To a solution of 5(R)-5-[N-(t-butoxycarbonyl)-N-(isoxazol-3-yl)Jaminomethyl-3-{4-[2-[(1 o, 5a,6B)-
6-cyano-3-oxabicyclo[3.1.0Thexan-6-yl]pyridin-5-y1}-3-flucrophenyl]oxazolidin-2-one (375 mg) in
dichloromethane (4.0 mL) was added trifluoroacetic acid (2.0 mL) at § °C, the mixture was stirred at
room temperature for 2 hours and then concentrated in vacuo. After difution of the residue with ethyl
acetate, the mixture was washed with 5% potassium carbonate solution, drned over anhydrous
magnesium sulfate, and then concentrated in vacuo to give 5(R)-3-[4-[2-[(1¢,5¢,6f3)-6-cyano-3-
oxabicyclo[3.1.0]hexan-6-yllpynidin-S-yl}-3-fluorophenyl]-5-[N-(isoxazol-3-
yl)]aminomethyloxazolidin-2-one (189 mg). '

MS (FAR") m/z: 462 (MH™).

HRMS (FAB") for C;,H;, FNsO, (MH™): calcd, 462.1578; found, 462.1602.

EXAMPLE 69

74



NH
5(R)-3-[4-[2-[(3a, 5a, 6] 3) - 6- Cyano- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-y1
]-3-fluorophenyl]-5 (N (isoxazol-3-yl))am nonet hyl oxazol idin-2-one. To a
sol ution of
5(R)-5-[ N-(t-butoxycarbonyl)-N-(isoxazol-3-yl)]am nonethyl-3-[4-[2-[(I(x, 5a,
6(3)-
6- cyano- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-3-fl uorophenyl]oxazoli di
n-2-one (375 ng) in dichloromethane (4.0 nL) was added trifluoroacetic acid
(2.0 m) at 0 C, ghe mxture was stirred at roomtenperature for 2 hours
and then concentrajed in vacuo. After dilution of the residue with ethyl
acetate, the pmotyrnes was washed wi th 5% pot assi um carbonate sol ution, dried
over anhydrous gngsium sul fate, and then concentrated in vacuo to give
5(R) 3-[4-[2- NA"(¥
. 0] hexan- 6-yl ] pyr|
yI )] am nomret hyl oxazol'i di

f 3) - 6- cyano- 3- oxabi cycl of 3.

5 )-3 -fluorophenyl]-5-[N-(isoxazol - 3-

oneO( 189 ng). Ms (FAB') in/z: 462 (MH). HRVS
(FAB-) for C24H21FN504. N | cd, 462.1578; found, 462.1602. EXAMPLE 69
74 0 1llilH i H NC/ ~N\ \y 100 FN AO ~NH Me N-[5(S)-3-[4-[2-[(1

a, 5a, 6(i)-6- Cyano- 3- oxabi cycl ofR. 1. 0] hexan 6-yl ] pyridin-5-yl J-3-fl uorophenyl
J- 2-oxooxazol i di n-5-yl met hyl | pr Ngnagil The title Conpound 69 (213 ng)
was prepared from 5(S)-am nonet hyl }_{/ [2 [ (I a, 5a, 6(3)-6-cyano

- 3- oxabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyrgdi n- 5-y1] - 3- f | uor ophenyl ] oxazol i di n- 2- one

(200 ng) in tkf[S?S%-rg?M- 5‘—?&&% 6%? 69(%%1% 5 oxgncyc{o[B 1.0 he).aE—6—y]]pyndm 5-y1}-3- ﬂuoropheny]]
2-oxooxazohdin-5-ylmethyljpropionamide.
The title Compound 69 (213 mg) was prepared from 5(S)-aminomethyl-3-[4-[2-[(1,52,6(3)- 6-cyano
-3-oxabicyelo[3.1.0Thexan-6-yl]pynidin-5-yl1}-3-flucrophenylloxazolidin-2-one (200 mg) in the same
manner as described for EXAMPLE 70.
MS (FAB") m/z: 451 (MH").
HRMS (FAB™) for CpqH, FN,O4 (MH™): caled, 451.1782; found, 451.1753.

EXAMPLE 70
0

", N
|

NCY Y=
X

I
F N\{
NH
o F
- N-[5(8)-3 -[4—[2-[( la,5a,6P3)-6-Cyano-3-oxabicyclo{3.1.0jhexan-6-yl]pyridin-5-yl}-3-fluorophenyl}-
2-oxo0xazolidin-5-ylmethyl}difluoroacetamide.
To a suspension of 5(8)-aminomethyl-3-[4-[2-[(1a,5a,6B)-6-cyano-3-oxabicyclo[3.1.0]hexan-6-yl}-
pyridin-5-yl]-3-fluorophenyl]oxazolidin-2-one (200 mg) in pyridine (5 mL) was added difluorcacetic

anhydride (159 mg) at 0 °C, the mixture was stirred at room temperature for 2 hours and then

concentrated in vacuo. After dilution of the residue with dichloromethane, the mixture was washed



M5 (FAB*) miz: 451 (MHD. HRMS (FAB}) for C24H24FNAO4 (MH ): cal ed, 451.1782;
found, 451.1753. EXAMPLE 70 0 H H NC/ ~NI1 \'\ 1 O FN( ONMF - O F
N[5(S)-3-[4-[2-[ (] a, 5a, 6(3)-6-Cyano- 3-oxabi cycl o[ 3. 1. Qlhexan-6-yl ] pyridin-5
-y1]-3-fluorophenyl]- 2-oxooxazol idin-5 -ylmethyl] diflu oroacetam de. To
a suspensi on of

5(S)-am nonethyl -3-[4-[2-[ (] a, 5(x, 6] 3) - 6-cyano- 3- oxabi cycl o[ 3. 1. 0] hexan- 6- vyl
]- pyridin-5-yl]-3-fluorophenyl]oxazolidin-2-ene (200 ng) in pyridine (5 nL)
was added difl uoroacetic anhydride (159 ng) at 0 C, the m xture was stirred
at room t enper for oncentrated i.n vacy

1t on of ¢ RAnARE et RS ot R i BRR R R Boluheh RE R it ous

wi t h 3% hydr oedalgngsiven sutfad, admeﬁ%’mmdtralm Ihyﬁhuogﬁhs}ac}bﬁmabgaﬁql(uhtaoﬂlphldromedlane:
over anhydr ous ne e ntrated in vacua. Fl

chr omat ogr aphy™¢ hSP%I cgé H %E G orc‘rg?‘ﬁ Qt(g) %&@gﬁ? bd gé)sg'i 8'}'1’"{’% i¢ gé? Gihexan-
gave N-[5(S) - 8- y[l]:ﬁ:yl[lzﬂn{S(},ﬂ.]a.'j-ﬂmr&ﬂknﬁ}@mm&lﬂmaﬂaylm&ﬁﬂﬂﬂluﬂwo@@dm661(230 mg).

6-yl) pyridin- t il ugfﬂm_ﬁgyl ) - 2- oxooxazol i di n-5-yl met hyl ] di f| uor oacet am

i de (230 ny). iy 3 (MY. HRVB (FAB) for C23H20F3N404 (M):
cal cd, 473.143RMS$ aimm’) ot L3:H1E 26,0, (ERAVPLIE, 713, 1437; found, 473.1426.

EXAMPLE 71
&

NCY N l
™

O

e

X
o<
N-[5(8)-3-[4-[2-[(10,50.,,683)-6-Cyano-3-oxabicyclo]3.1.0]hexan-6-yl)pynidin-5-yl]-3-fluorophenyl}-
2-oxooxazolidin-3-ylmethyllcyclopropanecarboxamide.
To a solution of 5(S)-aminomethyl-3-[4-[2-[(1a,5a,63)-6-cyano-3-oxabicyclo[3.1.0}hexan-6-yl]-
pyridin-5-y1]-3-fluorophenylloxazolidin-2-one (200 mg) and cyclopropanecarboxylic acid (56.8 mg)
in dichloromethane (10 mL) was added 1-[3<{dimethylamino)propyl}-3-ethylcarbodnmide
hydrochloride (146 mg) at room temperature, the mixture was stirred at the same temperature for 2
hours. The mixture was washed with water and 5% sodium hydrogencarbonate solution, dried over
anhydrous magnesium sulfate, and then concentrated in vacuo. Flash chromatography (silica,
dichloromethane: methanol = 15:1) of the residue gave N-[5(S)-3-[4-[2-[(1a,5¢,6P)-6-cyano-3-
oxabicyclo[3.1.0]hexan-6-ylipyridin-5-yIi-3-fluorophenylj-2-oxooxazolidin-5-
ylmethyl)cyclopropanecarboxamide (167 mg).
MS (FAB") m/z: 463 (MH").
HRMS (FAB™) for CpsH3FN,O, (MH"): caled, 463.1782; found, 463.1774.

EXAMPLE 72

76



HnH NC1NO ))aNAONH O

N-[5(S)-3-[4-[2-[ (] a, 5a, 6] 3) - 6- Cyano- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yljpyridin-5
-yl ]-3-fluorophenyl]- 2-oxooxazolidin-5-ylnmethyl]cycl opropanecarboxam de.

To a sol ution of

5(S)-am nonet hyl -3-[4-[2-[ (Il &, 5a, 6] 3) - 6- cyano- 3- oxabi cycl o[ 3. 1. 0] hexan- 6-y1]
- pyridin-5-yl]-3-fluorophenyl]oxazolidin-2-one (200 ng) and

cycl opropanecar boxylic acid (56.8 ng) in dichloronethane (10 nilL) was added
| -[3-(di net hyl am no) propyl ]-3-ethyl carbodiimde hydrochloride (146 ng) at
roomtenperaturen thg mxture was stirred at the same tenperature for 2
hours. The n1§ﬁd}e s washed with water and 5% sodi um hydr ogencar bonat e
solution, dried over anhydrous magnesium sul fate, and then concentrated in
vacuo. Fl ash chrofmtpgraphy (silica, dich)oronethane: nethanol = 15:1) of

t he residue gavBIN5HS)-3-[4-[2-[ (1 (X 5a, 6(3)-6-cyano- 3-

oxabi cycl o[ 3. 1. O] R#xapN6-yl j pyridi n-5-yl]-3-rluorophenyi]-2-oxooxazol i di n- 5-
yl et hyl ] cycl op anéca boxanlde (167 ng). M5 (FAB') niz:: 463 (VH ). HRMS
(FAB') for C25H24FNAG4A £M S cal.ed, 463.1782; found, 463.1774. EXAMPLE 72
76 oo N Hll1- H NC O F/ )1 CNH Me

"L{

o~

]
N-[5(8)-3-[4-{2-[(1a,50,6(3)-3-1-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0thexan-6-yl]pyridin-5-

y1]-3-fluorophenyl]-2-oxooxazohdin-5-ylmethyllpropionamide.

Title Compound 72 (305 mg) was prepared from 5(8)-aminomethyl-3-[4-[2-[(1a,50,63)-3--
butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0Thexan-6-y1]pyridin-5-y1]-3-fluorophenylloxazolidin-2-
one (300 mg) and propiony! chloride (58 uL) in the same manner as described for EXAMPLE 92.
MS (FAB") m/z. 550 (MH").

EXAMPLE 73
H
N

Hl vliH
NG /N l

S
O

AL
L“N;'__/Me

O
N-[5(S)-3-[4-[2-[(1e,50,6B)-6-Cyano-3-azabicyclo[3.1.0Thexan-6-yi]pyridin-5-yl1}-3-fluorophenyl}-
2-oxooxazolidin-5-ylmethyl]propionamide.
Title Compound 73 (165 mg) was prepared from N-[5(8)-3-[4-[2-[(1¢.,5a,68)-3-t-butoxycarbonyl-6-
cyano-3-azabicycio[3.1.0]hexan-6-yllpyridin-5-y1]-3-fluorophenyl]-2-oxooxazolidin-5- '

ylmethyl]propionamide (295 mg) in the same manner as described for EXAMPLE 49,
H). :
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I

O~
N-[5(S)-3-[4-[2-[(ia, ba, 6(3)-3-t-But oxycarb-onyl - 6-cyano- 3-azabi cyecl o[ 3. 1. 0]
hexan- 6-yl ] pyri di n-5-

yl ]-3-fluorophenyl]-2-oxooxazolidin-5-yl methyl ] propi onam de. Title Conpound
72 (305 ng) was prepared from5(S)-am nonethyl-3-[4-[2-[(] a,5a,6(3)-3-t-

but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5-yl)-3-fl uorop
henyl ] oxazol i din-2- one (300 ng) and propionyl chloride (58 pL) in the sane
manner as described for EXAMPLE 92. M5 (FAB') mz: 550 (WvH ). EXAMPLE 73 H
N Ht NC\ =~ F_IL. /[ &y%g : _

N-[5(S)-3- [Iikf‘g(f(“ﬁa)fgt 2 Bw@m%ﬁg%ﬁ%f%cfoB[‘%.4§9-é)?Q§exan- 6-yl]pyridin-5

-yl ]-3-fluorophenyl]- 2-oxooxazolidin-5-yl methyl 3propi onamide. Title
Conpound 73_(1 was prepared from

N-[5(S) - 3- [Eﬁﬁgﬁlﬁé, 5a, 6[ 3) - 3- t - but oxycar bonyl - 6-
cyano-3-aza2%f§EﬁgP3.1.0]hexan-6-y|]pyridin-5-y|]-3-f|uorophenyl]-2-oxooxazo
l'idin-5- vyl hyl}!] pr opi onam de (295 ng) in the sane manner as descri bed for

EXAVPLE 49. [H) HRVE (FAB') for C24H25FNSCB (MH'): cal cd, 450.1941;
found, 450.19Q5. MPLE 74 0-f 0 ~i ~"N-~ H 1 H
.. N
NCT P

A
F NL{

NH

O J
N-[5(8)-3-[4-[2-[(1a,50,6()-3-1-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-
yl1]-3-fluorophenyl}-2-oxooxazolidin-5-ytmethyl]cyclopropanecarboxamide.
Title Compound 74 (260 mg) was prepared from 5(8)-aminomethyl-3-{4-[2-[(1a,5,603)-3-t-
butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-y] )pyridin-5-yi}-3-fluorophenyljoxazolidin-2-

one (300 mg) in the same manner as described for EXAMPLE 71.
MS (FAB™) m/z: 562 (MH").

EXAMPLE 75
H HCI
N
Hll%?"lH
., N
NCT Y
X l SN o
i
FONF SN

‘\{NH
<

0]
N-{5(S)-3-[4-[2-[(1,50,6B)-6-Cyano-3-azabicyclof3.1.0Thexan-6-yl}pyridin-3-yl]-3-fluorophenyi]-

2-oxooxazohidin-5-ylmethyljcyclopropanecarboxamide Hydrochloride,

78



NC O FN A O NH

N-[5(S)-3-[4-[2-[(1a, 5a, 6] 3) - 3-t - But oxycar bonyl - 6- cyano- 3-azabi cyc]o[3.1.0] h
exan- 6-yl ] pyridin-5-

yl]-3-fl uor op| QS%H( gxooxazol i di n-5-yl nmet hyl ] cycl opr opanecar boxam de.
Title Conpoun 9 %? ng) was prepared from

5(S)-am nonet hyl -3-[4-[2-[(10L, 5a, 6(3)-3-t<

but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl]-3-fl uorop
henyl | oxazol i din-2- one (300 ng) in the sane manner as described for EXAMPLE

]7 1F '\N’CB;O( FAB )&ﬁé SSnd §8Hsd ing) FRONESEedPort NS5 302 G 5o dpt s ulGy b oy ©

gl— [ I5]( Sé ?I [41:&2}0{3( dabicedo| 503}&6&%@@@,@1@2@1}439@@“ Qih&uyll} -Dblwexamotifinyt | pyri di n-

uor 0x0gxazol.i clo a
Hy)ér ochl ori dé?rgfg%’qwl%ﬁ%af“% é%m”?f: 5@ "Eﬁﬂ&) HX‘%‘% %‘f%%sp‘{?ﬁg?/é@ %W
from Né[ 5( S%)-MS [FIAH 2= heR, (Ba G[a’S)frfBbisebut oxycar bonyl - f . -2
cyano- 3- azabi i en 0X00xazo
I iydi n-5- vyl né%#ﬁ:y g%]ré(%%gheéaf cacfe @§8XM?W A#qég?garreyrranner as
descri bed for EXAMPLE 2. MS (FAB ) rﬂz 462 (MHO) (as free base).

EXAMPLE 76

XO\N(O

X
F N{

NH ¢

OHF
N-[5(S)-3-[4-[2-[(1a,5¢1,6B)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-yllpyridin-5-
yl]-3-flucrophenyl}-2-oxooxazohdin-5-ylmethylldifluorcacetamide.
Title Compound 76 (258 mg) was prepared from 5(S)-aminomethyl-3-[4-[2-[(1a,50,6[3)-3-1-
butoxycarbonyl-6-cyano-3-azabicyclo(3.1.0Thexan-6-yljpyridin-5-yl}-3-fluorophenylloxazolidin-2-
one (300 mg) in the same manner as described for EXAMPLE 70.
MS (FAB") m/z: 572 (MH").

EXAMPLE 77

79



HRVS (FAB-) for C25H25FN503 (MMH ): cal cd, 462.194 1; found, 462, 1938.
EXAMPLE 76 \ /Oy O ill "N H. ~f "1IH NC fnl i O F~N ~f \O.

,_ ~N+- FOF

N-[5(S)-3-[4-[2-[ (Il a, 53, 6[3)-3-t-Butoxycarbonyl - 6-cyano-3-azabi cyclo[3.1.0)h
exan-6-yl)pyridin-5- yl ]-3 -fluorophenyl ]-2-o0ox oox azolidin-5 -yl nethyl]
di fl uoroacetam de. Title Conpound 76 (258 ng) was prepared from

5(S)-am nonet hyl -3-(4-[2-[ (| a,5a,6[3)-3-t-

but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] he) can-6-yl ] pyridin-5-yl]-3-fluoro
phenyl ] oxazol i diitiC2- one (300 ng) in the same manner as described for
EXAMPLE 70. MSMEAB') in/z: 572 (M'). EXAMPLE 77 79 3 H HCO ((N

H'v'IH NC}'J\;{;- FN VO I--CNHF O'F ‘

NCY 1 |

O

‘F ’t((O,

NH ¢

OHF
N-{5(8)-3-[4-[2-[(} t,501,63)-6-Cyano-3-azabicyclo{3.1.0Thexan-6-yl]pyridin-5-y1]-3-fluorophenyl}-
2-oxooxazolidin-5-ylmethyl]difluoroacetamide Hydrochionde.
Title Compound 77 (170 mg) was prepared from N-[5(8)-3-[4-[2-[(1a,5¢,6(3)-3-1-butoxycarbonyl-6-
cyano-3-azabicyclo|3.1.0}hexan-6-yl]pyridin-5-yl]-3-fluorophenyi]-2-oxooxazolidin-5-
ylmethyl]difluoroacetamide (250 mg) in the same manner as described for EXAMPLE 2.

MS (FAB") m/z: 472 (MH") (as free base).
HRMS (FAB®) for Cy3H,,F3NsO5 (MH™): caled, 472.1596; found, 472.1590.

EXAMPLE 78
Me

i
N

H‘ |9‘“H
d N

NCT 1z '

o
O

e~ A
Ny
M)
1-[5(R)-3-[4-[2-[(1e,5¢,63)-6-Cyano-3-methyl-3-azabicyclo[3.1.0Thexan-6-yljpyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2 3-triazole.
To a suspension of 1-[5(R)-3-14-[2-[{1a,50,6[3)-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl)-pynidin-5-
y1]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyll-1,2,3-triazole (20.0 mg) in tetrahydrofuran (0.45

ml) was added acetic acid (5.1 pL), 35% formaldehyde solution (35.6 uL), and sodium

20.0 mg) at room temperature, the mixture was stirred at the same temperature
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N-[5(S)-3-[4-[2-[(la, 5(x, 6] 3)-6-Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-
5-yl]-3-fluoropheny]]- 2-oxooxazolidin-5-yl nethyl]difluoroacetam de

Hydrochl oride. Title Conpound 77 (170 ng) was prepared from
N[5(S)-3-[4-[2-[ (I a, 5a, 6p) - 3-t-but oxycar bonyl - 6-

cyano- 3- azabi cycl o[ 3.]. 0] hexan-6-yl ] pyri di n-5-yl]-3-fl uorophenyl ] -2-oxooxazo
lidin-5- ylnmethyl]difluoroacetam de (250 ng) in the sane nmanner as descri bed
for EXAMPLE 2. M5 (FAB1 mz: 472 (WH) (as free base). HRVS (FAB4) for
C23H21F3N503 (IWH ): calcd, 472.1596; found, 472.1590. EXAMPLE 78 M i N

HL i9. 1IIH NCNF N O NN ‘

| -[5(R) - 3- [ 4-{o23helma, BéeGuB)chdrg Oyenaastin hpaddytion 31 sanarbticd yatiwh Bydrogshdaebomate Solytidn

pyri di n-5-y1 ] 4 3roct hUQLABREMN ke LR AR Hin 2 bR Y sohutioR: Bhed &rb ROt €

To a suspensi on of o
1- [ 5( R) - 3- [ 4- §x2rapts wgresyash@i withebring adrgd 8verzalyidomops e f@sibnOdubate e d Ehey kedncpytratediim-

5- yl]-3-flugg e 218 MR RZAL d S b : - AN L e k. )
in tetrahydro agggnﬂ%k)%rﬁtéegﬁnﬁ@ms dggié%?da% Q%Q%%Qgﬁ‘gg‘?éh%cdﬁ%%% 16%90&1@
f or mal dehyde &bt gya HISR)G-[BX2-[@ad odBibumne S -0ethy)3 -atabicpdend  disarat-yleyridine
m xture was sf,_yrrﬁd at the same tenperature 80 for 3 hours. After quenching
the reaction by addition of saturated sodi um hydrogencarbonate solution at
0 C, the m xtivuonsayibxorepeeddin: T Hmsthy s oimetnane-Omeghanol (5: 1) sol ution.
The organic gxtraGtsmwesee (v@sped with brine, dried over anhydrous magnesium

sul fate, and then congeptrated in vacuo. Preparative thin-Iayer
chr omat ogr aph§fRP4] &%EQHF@HPBVMM#&hé?]CM%&%J found, 4663888t the residue

gave

1-[5(R) - 3-[ 4-% - liﬁ _'fba, 6p) - 6- cyano- 3- net hyl - 3- azabi cycl o[ 3. 1. . 0] hexan- 6-yl ]
-pyridin- 5-yrf< N
I

1-[5(R)-3-[4-[2-[(1 &, 50,68)-3,6-Dicyano-3-azabicyclo[3.1.0]Thexan-6-ylpyridin-5-yl}-3-
fluorophenyl]-2-oxooxazolidin-5-yimethyl}-1,2,3-triazole,

A suspension of 1-{5(R)-3-[4-[2-{(1&,50,63)-6-cyano-3-azabicyclo{3.1.0}hexan-6-yl}-pyridin-5-yl1]-
3-fluorophenyl}-2-oxooxazolidin-5-yimethyl}-1,2,3-triazole (300 mg) and sodium acetate (390 mg) in
methanol (20 mlL) was stirred at room temperature for 30 minutes. To the resulting suspension was
added a solution of cyanogens bromide in dichloromethane (5 M, 0.4 mL} at 0 °C, the mixture was
stirred at the same temperature for 8 hours. After insoluble materials were filtered off, the filtrate was
concentrated in vacuo. Treatment of the residue with water and methanol gavel-[5(R)-3-[4-[2-
{(1a,5a,6f3)-3,6-dicyano-3-azabicyclo[3.1.0]hexan-6-y1}-
pyridin-5-yl]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole (138 mg).

MS (FAB") m/z: 471 (MH"),

HRMS (FAB™) for C..H,oFN3O- (MH™): caled, 471.1693; found, 471.1709.
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f 1 uor ophenyl ] - 2- oxooxazol i di n-5-yl methyl]-1,2,3-triazole (15.0 ng). M5
(FAB') nz/zy 460 (MN. HRVS (FAB~) for C24H23FN7Q2 (MW : cal cd, 460:1897;
found, 460.1888. EXAWMPLE 79 CN i N H1l- i1lEl NC'" NF NAOIN
1-[5(R-3-[4-[2-[(I 3 o

a, 5a, 6p) - 3, 6- D cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5-yl] - 3-

fl uor ophenyl ] - 2- oxooxazol i din-5-ylnmethyl ]-1,2,3-triazole. A suspension of
1-[5(R)-3-[4-[2-[ (I a, 5a, 6p) - 6- cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] -pyridin-5
-yl]- 3-fluorophenyl)-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (300 ng)
and sodium a gLﬁ?ggO ng) in methanol (20 nL) was stirred at room
tenperature for m putes. To the resulting suspension was added a

sol uti on of cyano§éns bropjde in dichloromethane (5 M 0.4 nL) at 0 C, the
mxture was sbi ’gbo sanme tenperature for 8 hours. After insoluble
materials were f{ltered off, the filtrate was concentrated in vacuo.
Treatnment of t esidue with water and net hanol gavel -[5(R)-3-[4-j 2-

[ (Ia, 5a, 6p) - 3ybxdjGyano- 3-azabi cycl o 3. 1. 0] hexan-6-yl ] -

pyridin-5-yl]-3-¥/ ugy ophenyl ] - 2- oxooxazol i di n-5-yl methyl ]-1,2,3-triazol e
(138 ng). MS WEAB*)¥ g/ z: 471 (NM). HRVB (FAB-) for C,4H20FNBO, (MWH):

cal cd, 471.1693; f 471.1709. 81 8 EXAMPLE 80 O O 7N O~

o
A

L(O\
N.
NN

1-[5(R)-3-[4-{2-{(1a,5¢1,68)-3-[(1-t-Butoxycarbonylaminocyclopropan-1-yl)carbonyl}-6-cyano-3-

azabicyclo[3.1.0]hexan-6-yl)pyridin-5-y1}-3-fluorophenyl)-2-oxooxazolidin-5-yimethyl]-1,2,3-
triazole.

A mixture of 1-[5(R)-3-[4-[2-[(1et,5¢1,6B)-6-cyano-3-azabicyclo[3.1.0}hexan-6-yl]pyridin-5-y1}-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-riazole (20.0 mg), 1-(t-
butoxycarbonylamino)cyclopropane-1-carboxylic acid (13.6 mg), 1-[3-(dimethylamino)propyl]-3-
ethylcarbodiimide hydrochlonide (12.9 mg), and 4-(dimethylamino)pyridine (8.2 mg) in
dichloromethane was stirred at room temperature for 5 hours. After dilution of the mixture with
water, the mixture was washed with brine, dried over anhydrous magnesium suifate, and then
concentrated in vacuo. Flash chromatography (silica, dichloromethane: methanol = 10:1) of the
residue gave titie compound 80(28.6 mg).

MS (FAR") m/z: 629 (MH").

HRMS (FAB") for C3,H3FNOs (MH™): calcd, 629.2636; found, 629.2633.

EXAMPLE B1
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NHH?MH NCyyyy'" Ni O FNAMONN NJ] -[5(R-3-[4-T2-[ (I

a, 5a, 6J3)-3-[ (1-t-But oxycar bonyl am nocycl opropan-1 -yl ) carbonyl ] - 6- cyano- 3- ,
azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5-yl ]-3-fl uorophenyl ] -2-oxooxazol i di n-5- *
ylmethyl]-1,2,3- triazole. A mxture of 1-[5(R)-3-[4-[2-[(1

a, 5a, 6[ 1) -6-cyano- 3-azabi cycl o[ 3. I.0] hexan-6-yl]pyridin-5-y] ]-3-

fl uor ophenyl ] - 2- oxooxazol i din-5-yl nmethy]]-1,2,3-triazole (20.0 ng), 1-(t-
but oxycar bonyl am no) cycl opr opane-1-carboxylic acid (13.6 ng),
]-13-(di net hytam no) propyl]-3- ethylcarbodiimde hydrochloride (12.9 ng),
and 4-(di met hyl amggo) pyridine (8.2 ng) in dichloromethane was stirred at
roomtenperatuse kOr 5 hours. After dilution of the mxture with water, the
m xture was washéd WHi HCbrine, dried over anhydrous nagnesi um sul fate, and
then concentraied in vacuo. Flash chromatography (silica, dichloronethane:
met hanol = 10: f the residue gave title conpound 80(28.6 ng). M5 (FAB')
mz: 629 ( MAHI (FAB*) for C32H34FN8Ob6 (MH ): cal cd, 629.2636; found,
629.2633. E F 8182 ONL2 HO N HI11llIIH NCO FNAO

SN
A
F w{
. N.
N;;’N
1-[S(R)-3-[4-12-[(1 &, 50,6B)-3-{(1-Aminccyclopropan-1-yljcarbonyl]-6-cyano-3-
azabicyclo{3.1.0}hexan-6-yl)pyridin-5-y1]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-
triazole Hydrochloride.
Title Compound &1 (18.4 mg) was prepared from 1-[5(R)-3-[4-[2-[(1c,5¢,6B)-3-{(1-t-
butoxycarbonylaminocyclopropan-1-yl)carbonyl}-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl]lpyridin-5-

yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyi]-1,2,3-triazole (26.6 mg) in the same manner as
described for EXAMPLE 2.

MS (FAB™) m/z: 529 (MH") (as free base).

HRMS (FAB") for C;7H,6FNsO3 (MH"): caled, 529.2112; found, 529.2105.

EXAMPLE 82

[/\NH2
N

H}IVIIIH
NCT |
N
X
F N 0
<
\=/
1-[5(R)-3-[4-[2-[(1a,50¢,6B)-3-(2-Aminoethyl)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-3-yl]-

3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole.
Stepl.
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NN \-,i 1-[5(R)-3-[4-[2-[(la,b5a,6[3)-3-[(1-Am nocycl opropan-1-yl)carboryl]
6- cyano- 3-

azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl]-3-fluorophenyl]-2-oxooxazZol'i di n-5-
yl methyl]-1, 2, 3- trlazole Hydrochl oride. Title Conpound 81 (18.4 ng) was

pr epar ed froml [5(R) 3-[4-[2-[ (Il a, 5a, 6] 3) - 3- [(I-t-

but oxycar bonyl am nocycl opropan-1 -yl ) carbonyl ] - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hex
an-6-yl ] pyridin-5-

yl]-3-fluorophenyl]-2-oxooxazolidin-5-yl net hyI ) - 1 2, 3- tri azole (26.6 ng) in

the sane manner as described for EXAMPLE 2. FAB:? : 529 (JM—l‘) (as
free base).l-HRS{ERE ), 5%55@¢%ﬁﬂﬁ’@h@W¥ -2 gt 3-52b1cealed; | Elhmrpri6-

529. 2105. N ol | _ CN  Vj
1-[5(R)-3-[4°] 2- [(|’a? 2 W%phé}lﬁmlom%’g%g’ed“wyh@db@ Bag-dflt, - cyclo[_J 1. 0] hex

an-6-yl ] pyrfa g\psnerglcwo]f 1 ([S(R) 3-[4-[2 &( la,5a,683)-6- cyano 3- aZﬂb1C}’ClO[3 1.0Jhexan-6-yl}pyridin- S-yl]
| uor Ophemﬂu]o c%h%ﬂ@ﬁ&é%kaz%mn»% M%%&IFX'Q}B‘ &:aﬁolé”(z rO'r@%Oi £ omogh?{ﬁ]nhaiﬁﬁdél

5(R)-3-[4-[2-j (14, 5a, 6] 3) - 6- Cyano- 3- 3-azabi cyc
3. 1. O hellafimg) and potassium carbonate (9.3 mg) in acetomtnle (0.2 mL) was heated under reflux for

3-f
1-]
| of
X ]S Egr ;gls Poo‘gmmhgﬂ 3nd doH@ne e MAlabn? - B e¥dARde bRy Rith, MY brhethards Rethdnbpz ol €.
1- [ 5¢( E) 3- [ W P! preresids gavsesyraund o Sp3-of Expnely 62 6452 m8)0) hexan- 6-yl j pyri di n-
5-yl] MS (FAB") m/z: 619 (MH").
HRMS (FAB") for C3sHysFNyO, (MH™): caled, 619.2218; found, 619.2214.
Step2.
Title compound 82
A mixture of the compound of Step 1 of Example 82 (20.0 mg) and methylhydrazine (34.4 ulL) in
ethanol was heated under reflux for 2 days. After dilution of the mixture with brine, the mixture was
extracted with ethyl acetate. The organic extracts were dried over anhydrous magnesium sulfate, and
then concentrated in vacuo. Preparative thin-layer chromatography (NH silica, ethyl acetate:
methanol = 10:1) of the residue gave title compound 82 (10.8 mg).
MS (FAB") m/z: 489 (MH").
HRMS (FAB™) for CysH,6FNzO, (MH™): caled, 489.2163; found, 489.2195,

EXAMPLE &3

(\“L:\‘,N

N N
HIIQII]H
'll N

NC ’/I

e
z
N
SN
N
\=
1-[5(R)-3-{4-[2-[(1a,50,6B)-6-Cyano-3-[2-(1,2,4-triazol-4-yhethyl]-3-azabicyclo[3.1.0Thexan-6-

yi]pyridin-5-y1)-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl)-1,2,3-triazole.
A mixture of 1-[5(R)-3-{4-[2-[(1a,5¢,6B)-3-(2-aminoethyl)-6-cyano-3-azabicyclo3.1 Olhexan-6-y1]-
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- 3-fl uor opheny)] - 2- oxooxazol i din-5-yl nethyl]-1,2,3-triazole (20.0 ng),
2-bronoet hyl phthalimde (11.4 ng) and potassium carbonate (9.3 ng) in
acetonitrile (0.2 nL) was heated under reflux for overnight and
concentrated in vacuo. Flash chromatography (silica, dichloronethane:

met hanol = 10:1) of the residue gave conpound of Step | of Exanple 82 (25.2
ng). Ms (FAB') mz: 619 (MH ). HRVS (FAB4) for C3H28FN8O4 (MH ): cal cd,

619. 2218; found, 619.2214. Step2. Title conpound 82 A m xture of the
compound of Step | of Exanple 82 (20 0 ng) and net hyl hydrazine (34.4 jL) in
et hanol was heated under reflux f ys. After dilution of the mxture

with brine, tRESR-SYUPdugrgrbenilel- ?@e&aéﬂ'dmx%m@bw 2.%Erole @97 Mk or gani c
extracts wer edgheth@doronide azife)(Rl6 OiFanfpgeesesulfonRatif @ emg)andluetchan haadosst r at ed

in vacuo. Prep; (1)?‘?0% Y@l?]éé:ﬂiraggs ILogé’e%at@dhE 9459% Ciﬂgépg:gttlbé gﬁN‘&% ill)r @%o%a% n%‘g@lhcg‘cet ate:

met hanol = 10: %gve t M5 ( FAB)
nmz: 489 (M—| yichlpppefhnenpetyanglsi 10 gy gave qomp@a#é%j(was@)zlas f ound,
489. 2195. EXAM?EEBS&:/MN(W]_N H11- )-OH NOyyyy'' O FINONNOUN \_
1-[5(R) - 3- [4

a, 6[ i) - 6- Cyano- %(%A%)Sf% 4’}{1@50’( ME)) cﬁ%?h;%? VY I|2(‘:7'())/3cl o[ 3. 1. 0] hexan- 6-
yl)pyridin-5-yl)-3-fluoropheny)]-2- oxooxazolldln 5-ylmethyl]-1,2,3-triazole.

A m xture of EXAMPLE 84
1-f (R) 3- [4 [Z}WEQWG(B) 3- (2-am noet hyl ) - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hex

an-6-yl]- k/
H“y""}'i
ey N
NC i
S

|
0

A

\\&N\N/?'
1-[S(R)-3-14-[2-[(1a,50,63)-6-Cyano-3-(morpholin-4-yl)acetyl-3-azabicyclo{3.1.0Thexan-6-
yllpyridin-5-y1]-3-fluorophenyi]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole.
Step 1.
1-[5(R}-3-[4-[2-[(12,5¢,6)-3-Bromoacetyl-6-cyano-3-azabicyclo]3.1.0)hexan-6-yl]pyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2 3-triazole.
To a solution of bromoacetyl bromide (5.8 uL) m dichloromethane (0.3 mL) was added a solution of
1-[5(R)-3-[4-[2-[(}&,50.,6P)-6-cyano-3-azabicyclo[3. 1.0Thexan-6-y] lpyridin-5-yl}-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethyl}-1,2,3-triazole {(50.0 mg) and triethylamine (15.6 uL) in dichloromethane
(1.5 mL) at 0 °C, the mixture was stirred at the same temperature for 3 hours, and concentrated in
vacuo. After dilution of the residue with dichloromethane-methanol (10:1) solution, the mixture was
washed with 2 N hydrochloric acid, dried over anhydrous magnesium suifate, and then concentrated
in vacuo o give compound of Step 1 of example 84 (88.1 mg).
Step 2.
Title compound 84,
To a solution of morpholine (29.3 uL) in acetonitrile (1.0 mL) was added a solution of the crude
Example 84 (88.1 mg) in acetonitrile (1.5 mL) at ¢ °C, the mixture was stirred
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pyridi n-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylnmethyl)-1,2,3-triazole
(29.7 mg), dinethylformam de azine (8.6 ng) and p-toluenesulfonic acid (0.6
ng) in toluene was heated under reflux for 16 hours and concentrated in
vacuo. Preparative thin-layer chromatography (silica, dichloronethane:

met hanol = 10:1) of the residue gave title compound 83 (10.9 ngy). M5 (FAB')
mz: 541 (MH'" ). HRVE (FAB') for C27H26FN, 00 (MH): calcd, 541.2224; found,
541.2203. EXAMPLE 84 O /N LO H,1IH NC/i~ a/O F N NN

1-[5(R) -3-[4-] 2- [(I a 5

3) - 6- Cyano- 3- hol i n acetyl - 3-azahi cycl o[ 3. 1. 0] - 6-

yridin- 5 yE tl] §"'T ‘ﬂB?%‘Hﬁg’ﬁ%%““z 5‘8933‘?’0‘1??’3 Sifuewi) HEEH ?m"‘tm was washed

, 2, 3-t ri azoivgh digfl@pmehane-methanol (10:1) solution. The organic extracts were washed with brine, dried

(

R) - 3- [ 4- [ave£ £Ahgdra@n@§1§2m§ BRRAMRARRE Wr S RAR 9235 A% R AVEhAlFerd - O] hexan-

d
18%L;n'y|”] ﬁﬂ Boliith feiorgpefapfiyictianc! 2 541 efthersvug gave e emedidef on of

I
ronpacet yl br giisokee).(9. 8 pL) in dichloronethane (0.3 nL) was added a
ol ution of MS (FAB™) m/z: 573 MH

1-[5(R)-3-[4-[2 la ' 5a,6 ano- 3- azabi c cIo[3 hexan-6-yl ] pyridin-5
-yl'1-3-fluor opﬁ%l (rAB] T%kéé%@ﬂdf"ﬁﬁr cejed; f fhed3 @If‘}““i 533. @JStrl azol e (50.0 ng)
and triethyl am ne (15 6 pL) in dichloromethane (1.5 nL) at 0 C, the m xture

was stirred atg E ge tenperature for 3 hours, and concentrated in vacuo.
After dllutlon of ciyhe residue with dlchloronethane met hanol (10:1) sol ution,
the m xture was shed with 2 N hydrochloric acid, dried over anhydrous
magnesi um sul f at@, and then concentrated in vacuo to give conmpound of Step
| of exanple 84 .1 ng). Step 2. Title conpound 84. To a solution of

nor pholine (29.3 ) in acetonitrile (1.0 nL) was added a solution of the

crude
Hllvn}-{
4 N
|

NCY 1z

e
o

e~ A
R‘“{E}”

1-[5(R)-3-[4-[2-{(V o, 5¢1,683)-6-Cyano-3-(5-cyanopyridin-2-yl)-3-azabicyclo{3.1.0Jhexan-6-
yl1pyridin-5-yi]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
To a suspension of 1-[5(R)-3-[4-[2-[(1a,50,68)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]
-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (20.0 mg) in dimethyl sulfoxide (0.5
mL) was added diisopropylethylamine (78 pL), the mixture was stirred at room temperature for 5
minutes, To the resulting mixture was added 2-bromo-5-cyanopyridine (16.4 mg), the mixture was
stirred at 60 °C for 9 hours. Afier dilution of the mixture with ethy] acetate and water, the mixture
was exiracted with ethyl acetate. The organic extracts were washed with water and brine, dried over
anhydrous magnesium sulfate, filtered, and then concentrated in vacuo. Flash chromatography
{silica, dichloromethane : methanol = 20:1) of the residue gave title compound 85 (12.8 mg).
MS (FAB™) m/z: 548 (MH").
HRMS (FAB") for CpsHa3sFN;Q; (MH™): caled, 548.1959; found, 548.1984.
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Exanmple 84 (88.1 ng) in acetonitrile (1.5 nL) at 0 C, the m xture was
stirred 85 at the sanme tenperature for 5 hours. After dilution of the
residue with water, the m xture was washed wi th dichl oromet hane-net hanol
(210:1) solution. The organic extracts were washed with brine, dried over
anhydr ous magnesi um sul fate, and then concentrated in vacuo. Preparative

thi n-layer chromat ography (silica, dichloronethane: nethanol = 5:1) of the
resi due gave title conmpound 84 (17.5 ng). M5 (FAB*) nmiz: 573 (MH . HRMB
(FAB) for C29H30FN804 (M): cal cd, 573.2374; found, 573.2381. EXAMPLE 85
CN iN NNCNO F NAO NNN

1-[ 5(R) - 3- [ 4- BEXAMELE 85 6p) - 6- Cyano- 3- (5- cyanopyri di n-2-yl ) - 3-azabi cycl o[ 3. 1
. 0] hexan- 6- ylﬂmﬁfﬁrf\me-yl] 3-f 1 uor ophenyl ] - 2- oxooxazol i di n-5

-ylnethy]] 1,2,3-tniazole. To a suspensi on of

1-[5(R) -3-[ 4- [2 [ . 5a, 6p) - 6- cyano- 3-azabi cycl o 3. 1 0] hexan- 6-yl ] pyri di n- 5-

yl] -3-fl uoropht FHZ oxooxazol idin-5-ylnethyl)-1,2,3-triazole (20.0ng) in
di met hyl sul f oxi “t m.) was added diisopropylethylanine (78 pL), the

m xture was stirred oomtenperature for 5 mnutes. To the resulting

m xture was added 2-b yanopyridine (16.4 ng), the m xture was

stirred at 60 C for 9. h Affer dilution of the mxture with ethyl

acetate and water, the ﬁixtureﬁt%z;éextracted with ethyl acetate. The

organi c extracts were washed w wafser and brine, dried over anhydrous
magnesi um sul fate, filtered, and n %oncentrated in vacun. Flash
chromat ography (silica, dichloronet . methanol = 20:1) of the residue

gave title compamys-[@5-((1esB6RB)CyadS-(1 E@ﬁr)jroﬂ?pldpaﬁé’f-gl)-éwwcycloﬁ.1 .0Thexan-6-
ylipyridin-5-yl]-3-flucrophenyl)-2-oxooxazelidin-5-yimethyl]-1,2,3-triazole.
To a solution of 1-[5(R)-3-[4-[2-[{10.,50,6()-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl]pyridin-5-yl}-3-
fluorophenyl}-2-oxooxazolidin-3-ylmethyl}-1,2,3-triazole (50.0 mg) in dichloromethane-methanol
(10:1, 1.0 mL) was added 1,3-dihydroxyacetone dimmer (60,7 mg), methanol (4.0 mL.), acetic acid
(0.5 mL), and sodium cyanoborohydride (21.2 mg), the mixture was stirred at room temperature for
7.5 hours. Afier addition of 2 N hydrochloric acid, the mixture was stirred at room temperature for 1
hour. The mixture was diluted with brine and extracted with dichloromethane-methanol (16:1). The
organic extracts were dried over anhydrous patassium carbonate, filtered, and then concentrated in
vacuo, Preparative thin-layer chromatography (silica, dichloromethane: methanol = 10:1) of the
residue gave title compound 86 (13.2 mg).
MS (FAB") m/z: 520 (MH").
HRMS (FAB") for Cy6H:2FN,0, (MH"): caled, 520.2109; found, 520.2086.

EXAMPLE 87
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HRVS (FAB") for C29H23FN9O2 (MWMH ): cal cd, 548.1959; found, 548.1984. 86
EXAMPLE 86 HO ~-rOCH N H9/ NNC,N \' f OF1 / NI "%NON N
1-[5(R)-3-[4-[2-[ (I a, 5a, 6] 3) - 6- Cyano- 3- (1, 3-di hydr oxypr opan-2-yl ) - 3-azabi cyc
| o[ 3. 1. 0] hexan-6- yl]pyridin-5-yl]-3-fluor ophenyl]-2-oxoox azolidin-5
-ylmethyl]-1,2,3-ttiazole. To a solution of

1-[5(R)-3-[4-[2-[ (I (x, 5a, 6(3)-6-cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-
5-y1]-3- fluorophenyl]-2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole (50.0 ng)

i n di chl oronmet hane-nethanol (10:1, 1.0 nL) was added 1, 3-di hydroxyacet one

di mer (60.7 ng), hanol (4.0 nlL), acetic acid (0.5 nL), and sodium
cyanobor ohydri (Rl.2 ng), the mxture was stirred at roomtenperature for
7.5 hours. Afteryaddltion of 2 N hydrochloric acid, the m xture was stirred
at roomtenperatbre fof | hour. The mixture was diluted with brine and

extracted with Wi

dried over anRyovbu
vacua. Prepar aigve
met hanol = 10:1) ofy,
mz: 520 (M ). FI
520.2086. EXAMPLE 87

or onet hane- nmet hanol (10:1). The organic extracts were
pot assi um carbonate, filtered, and then concentrated in
hn-1 ayer chromat ography (silica, dichloromnethane:

esi due gave title compound 86 (13.2 ng). M5 (FPS)
*&Hfor C26H27FN704 (MH ): cal cd, 520.2109; found,

H HCl

Q

Lﬁ,@q
1-[5(R)-3-[4-[2-[(1a,50,68)-6-Cyano-3-[((2S)-pyrrolidin-2-yl)carbonyl]-3-azabicyclo[3.1.0]hexan-6-
yllpyridin-5-yi]-3-fluorophenyl)-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole Hydrochioride,
Step 1. .
1-[5(R)-3-[4-[2-[(1,50,683)-3-[((28)-1-t-Butoxycarbonylpyrrolidin-2-yl)carbonyl]-6-cyano-3-
azabicyclo[3.1.0]hexan-6-yllpyridin-5-y1)-3-fluorophenyl]-2-oxooxazolidin-5-yImethyl]-1,2,3-
triazole. . '
The compound of Step 1 in Example 87 (27.1 mg) was prepared from 1-[5(K)-3-[4-{2-[(10,5a,68)-6-
¢yano-3-azabicyclo[3.1.0])-hexan-6-yl]pyridin-5-yi}-3-flucrophenyl])-2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole (20.0 mg) and N-Bo¢-L-proline {11.6 mg) in the same manner as described for
EXAMPLE 71.
MS (FAB") m/z: 643 (MH").
HRMS (FAB") for C3:H,¢FNsOs (MH™): caled, 643.2793; found, 643.2744.
Step 2.
1-{5(R)-3-[4-[2-[(1a,50,6B)-6-Cyano-3-[({28)-pyrrolidin-2-yl)carbonyl]-3-azabicyclo[3.1.0Jhexan-6-
yllpyridin-5-y1)-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2 3-triazole Hydrochloride.
The compound of Step 2 in Example 87 (16.8 mg) was prepared from 1-[S(R)-3-[4-[2-[(1a,5c,6F)-3-
{((28)-1-t-butoxycarbonylpyrrolidin-2-yl)carbonyl]-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl]pyridin-
5-y1}-3-luorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (26.9 mg) in the same manner as
described for EXAMPLE 2.
MS (FAB") m/z: 543 (MH") (as free base).
HRMS (FAB™) for ngstmgog (MH"): calcd, 543.2268; found, 543.2243.

88



H 19-nH NC 1 N O F NJONN. 1-[5(R-3-[4-[2-[(l a,5
a, 6[ 3)-6-Cyano-3-[((2S)-pyrrolidin-2-yl)carbonyl]-3-azabicycl o[ 3. 1. 0] hexan- 6

yl ] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole
Hydrochloride. Step 1. 1-[5(R)-3-[4-[2-[(] a,5
a,6(3)-3-[((2S)-1-t-Butoxycarbonyl pyrrolidin-2-yl)carbonyl]-6-cyano- 3-

azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl)-3-fluorophenyl]-2-oxooxazol i di n-5-
ylmethyl]-1,2,3- triazole. The conpound of Step 1 in Exanple 87 (27.1 np)
was prepared froml-[5(R)-3-[4-[2-[(]a, 5a, 6(3)-6-

cyano- 3- azabi cycl o[ 3. pH0] - hexan-6-yl ] pyri di n-5-yl]-3-fl uorophenyl]-2-oxooxaz
olidin-5-ylmethyl] - 2,3-triazole (20.0 ng) and N-Boc-L-proline (11.6 np)
in the sane manper lasdescribed for EXAMPLE 71. M5 (FAB') miz: 643 (Md ).
HRVS (FAB') for @‘3 GENBO5 (MH ): calcd, 643.2793; found, 643.2744. Step
2.

1-[5(R) - 3- [4 [2 (Ia 5a, 60) - 6- Cyano-3-[ ((2S) - pyrrolidin-2- yI)carbonyI] 3-aza
bcyclo[3 0] HESEIH -

yl ] pyridin- 5 yht rophenyl ] - 2- oxooxazol i di n-5-yl nethyl]-1,2,3-triazol e
Hydr ochl ori de. The gonpound of Step 2 in Exanple 87 (16.8 ng) was prepared
froml-[5(R)-3-[4-[2- , 6[3) - 3-

[((28)-1-t-butoxycarbop din-2-y])carbony|]-6-cyano-3-azabicyclo[3.1.
0] hexan- 6-y] ] pyri din-

5-yl]-3-fluorophenyl]-2-oxooxaZ Ildtn 5-ylnmethyl]-1,2,3-triazole (26.9 ng)
in the sane manner as describe NEXAIVPLE 2. M5 (FAB') mz: 543 (MH) (as
free base). HRMS (FAB) for C38H28FN803 (MH ): cal cd, 543.2268; found,

543. 2243. 88 CFHRB{4NR-{(10,5¢,6B)-6-Cyane-3-[{(28,4R)-4-hydroxypyrrolidin-2-yl)carbonylj-3-

azabicyclo[3.1.0Thexan-6-y1jpyridin-5-y1]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-
triazole Hydrochloride. '

Step 1.
1-[5(R)-3-[4-[2-[(1a,50,68)-3-[((2S,4R)-1-t-Butoxycarbonyl-4-hydroxypyrrolidin-2-yl)carbonyl]-6-
cyano-3-azabicyclo[3.1.0Thexan-6-yl)pyridin-5-y1]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole.

The compound of Step 1 of Example B8 {28.4 mg) was prepared from 1-[5(R)-3-[4-{2-[{1,50,6[)-
6-cyano-3-azabicyclof3.1.0]hexan-6-yl]pyridin-5-y]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl}-
1,2,3-triazole (20.0 mg) and N-Boc-4-hydroxy-L-proline (12.3 mg) in the same manner as described
for EXAMPLE 71.

MS (FAB) m/z: 659 (MH").

HRMS (FAB™) for C33H;6FN;0 (MH): caled, 659.2742; found, 659.2775.

Step 2.

Compound 88 (15.6 mg) was prepared from the compound of Step 1 of Examp}e 88274 mg) in the
same manner as described for EXAMPLE 2,

MS (FAB") m/z: 559 (MH").

HRMS (FAB™) for Coald,eFNeC (MHE™): caled, 555.2218; found, 559.2247

EXAMPLE 89

89



CCNHHC HiItc nH NCyyy'i O F/ NKO L--CN 1-[5(R-3-[4-[2-[(I a,5

a, 6p) - 6- Cyano-3-[ ((2S, 4R) - 4- hydr oxypyrrolidir.-2-yl)carbony]]- 3-

azabi cyci o[ 3. 1. 0) hexan-6-yl ] pyri di n-5-yl 3-3 -fl uorophenyl | - 2- oxooxazol
idin-5-yl nmethyl] -1,2,3- triazole Hydrochloride. Step 1.
1-[5(R)-3-[4-[2-[ (I a,b5a,

6(3)-3-[((2S,4R) - 1-t - But oxycar bonyl - 4- hydr oxypyrrolidi n-2-yl)carbonyl] - 6-
cyano- 3- azabi cycl o

(3:1.0] hexan-6-yl ] pyridin-5-yl]-3-fl uorophenyl]-2-oxooxazol i din-5-yl net hyl] -
|,2,3-triazole. The gonpound of Step 1 of Exanple 88 (28.4 ny) was prepared
fron1|-[5(R)-3-[4-£§§[(l a, 5a, 6(3)- 6-cyan-3-azabicycl o[ 3.

| . 0] hexan-6-yl ] pyrj diyn-5-yl | -3-fl uorophenyl ]-2-oxooxazol idin-5 -ylnethyl]-
1,2,3-triazole ng) and N Boc-4-hydroxy-L-proline (12.3 ng) in the sane
manner as descrﬁgd*ﬁﬂc‘ér EXAMPLE 71. M5 (FAB') nmfz: 659 (MH). HRVS (FAB')
for C33H36FN | "): ca]cd, 659.2742; found, 659.2775. Step 2. Conpound
nepared fromthe conmpound of Step | of Exanple 88 (27.4
ng) in the s “ypiner as described for EXAMPLE 2. M5 (FAB') rn/z: 559
(MH). HR 3M5 (FAB'|) flbr C28H2 FNeO4 W): kd, 559.22 18; found, 559.2247.
EXAMPLE 89 89 ' F o ~
A

o .
l\&N,N:N
1-[5{R}-3-[4-[2-[(1&,5,6)-6-Cyano-3-[((25,48)-4-fluoropyrrolidin-2-yl)carbonyl}-3-
azabicyclof3.1.0]hexan-6-yl}pyridin-5-yi}-3-fluoraphenyl}-2-oxooxazolidin-5-ylmethyi}-1,2,3-
triazole Hydrochloride,

Step.1

1-[5(R)-3-[4-[2-[(1 a,Sa,GB)—B-I[((ZS,4S)~ 1-t-Butoxycarbonyl-4-fluoropyrrolidin-2-yl)carbonyl}-6-
cyano-3-azabicyclo[3.1.0Thexan-6-y1)pyridin-5-yi]-3-fluorophenyi}-2-oxooxazolidin-5-yimethyl)-
1,2,3-triazole. . :

The compound of Step 1 of Example 89 (73.6 mg) was prepared from 1-{5(R}-3-{4-{2-[(12,50,683)-6~
cyano-3-azabicyclo[3.1.0Jhexan-6-yl]pyridin-5-yl]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole (50.0 mg) and N-Boc-(48)-fluoro-L-proline (31.5 mg) in the same manner as described
for EXAMPLE 71.

MS (FAB®) m/z: 661 (MH").

HRMS (FAB™) for C3;HasF:Ns0s (MH): calcd, 661.2698; found, 661.2656.

Step 2. :

The compound of Example 89 (44.0 mg) was prepared from the compound of Step 1 of Example §9
{69.3 mg) in the same manner as described for EXAMPLE 2.

_ MS (FAB') m/z: 561 (MH").
HRMS (FAB") for CoeH,-FaNyO: (MH"): caled, 561.2174; found, 561.2142.

EXAMPLE 90

950



NHHC H,ItH NCit NO F NONON 1-[5(R-3-[4-[2-[(1

a, 5a, 6[ 3)-6-Cyano-3-[((2S,4S)-4-fluorop),rrolidin-2-yl)carbory]]-3 azabi

cycl o[ 3. 1. 0] hexan- 6-yl ) pyridi n-5-yl]-3-fl uorophenyl 3- 2- oxooxazol i di n- 5-yl nmet’
hyl)-172,3- triazole Hydrochloride. Step.] 1-[5(R-3=[4-[2-[(] .

a, Sa, 6(3)-3-[((2S, 4S) - 1-t -'But oxycar bonyl - 4-f | uor opyrrol i di n-2-yl)carbonyl]-6
- cyano- 3-azabi cycl o[ 3. 1. 03hexan-6-y] ] pyridin-5-yl]-3 '

-fl uorophenyl) - 2- oxooxazol i di n-5-yl methyl]- 1,2, 3-triazole. The conmpound of
Step 1 of Exanple 89 (73.6 ngy) was prepared from

1-[5(R)-3-[4-[2-[ (!l a, 5a, 6] 3) -6-

cyan0<3-azabicycl0[3.1.03hexan-6-y|3pyrbﬁgn 5-yl]-3-fl uorophenyl 3-2- oxooxazo
lidin-5-ylmethyl]- 1,2,3-triazole (50.0 ) and N Boc-(4S)-fluoro-L-prol.ne
(31.5 ng) in the same manner as described. for EXAMPLE 71. M5 (FAB' ) niz:

661 (M. HRMS E#:AB{')) f or. C23H3SF2NECs (IVH) cal cd, 661.2698; found,

661. 2656. The conpound of Exanple 89 (44.0 ny) was prepar ed from

t he conpoun f Ktep | of Exanple 89 (69.3 ng) in the sane manner as

descri bed for LE 2. M5 (FAB') W: 561 (MN. HRMS (FAB' ) for
C25H27F2Ne3 HWMy=/»tial cd, 561.2174; found, 561.2142. EXAMPLE 90 90 91 OYO

hde
o”*o x o

F "l‘j((o

__; \’JN\'-.' {\l
\=/

1-[5(R)-3-[4-[2-[(1o,5¢t,6B)-3-t-Butoxycarbonyl-6-(t-butoxycarbonyl)amino-3-
azabicyclof3.1.0)hexan-6-yl]pyridin-5-yl}-3-fluorophenyl]-2-oxooxazolidin-S-ylmethyl}-1,2,3~
triazole.
Title Compound 90 (473 mg) was prepared from 1-[5(R)-3-{3-fluoro-4-{4,4,5,5-tetramethyl-1,3,2-
dioxaboroiyl)-phenyl]-2—0xooxazolidin-5—ylmethyl]—1,2,3-tﬁazole (600 mg) and 5-bromo-2-
“[(1,50,6B)-3-t-butoxycarbonyl-6-{t-butoxycarbonyl)amino-3-azabicyclo[3.1.0]hexan-6-yl]pyridine
(702 mg) in the same manner as described for EXAMPLE 1.

MS (FAB') m/: 636 (MH").
HRMS (FAB") for Cs;HzoFN,Og (MH"): caled, 636.2946; found, 636.2931,

EXAMPLE 91
H 2HCI
N
HIIVHH
HoNY /Nl
> 0
F N’”\O
e
SN
N )

1-{[5(R)-3-[4-[2-[(1o,501,6P3)-6-Amino-3-azabicyclof3.1. 0]hexan-6-yl}pyr1dm-5-yl]-3-ﬂuorophenyl]-Z-
axooxazolidin-5-yimethyl]-1,2,3-triazole Diliydrochloride.

Title Compound 91 (305 mg) was prepared from 1-[5(R)-3-{4-[2-[(1a,50,6p)-3-t-butoxycarbonyl-6-
(t-butoxycarbonyl)-amino-3-azabicyclo{3.1.0}hexan-6-yljpyridin-5-y1)-3-flucrophenyl]-2-



N~ " IIl, Vv HNji 1 ~O-O\ |l O A0 FO _NNI1-[5(R-3-[4-[2-[(1

a, 5a, 6(3)-3 -t-Butoxycarbonyl -6-(t-butoxycarbonyl)am no- 3-

azabi cycl o[ 3. 1. 0] hexan- 6-yl 3pyri di n-5-y1] - 3-fl uorophenyl ) - 2- oxooxazol i di n- 5-
ylnmethyl]-1,2,3- triazole. Title Conpound 90 (473 ngy) was prepared from

| -[5(R) - 3- [3 quoro 4- (4 4,5 5-tetranethyl -1, 3, 2-

di oxabor ol yl ) - phenyl ] - oxooxazolldln 5- ylnethyl] 1,2,3-triazole (600 ng)
and 5-bronmo-2 [ (!

a, 5(x, 6(3)-3-t-butoxycarbonyl - 6-(t-butoxycarbonyl)am no- 3-azabi cycl o

[ 3. 1. 0] hexan- Bxgdxpapligin-diviraethy{]AR2-tregolei (3P 7tried irgbmsemerppmmer 2s desciilked &or EKANPLBr
EXAMPLE 1. M5 FAB') mz: 636 (NM). HRLvlIS (FAB') for C32H39FN70C6 (IVH ) :

ﬁg:\rﬁz(g///GSG 29?_&?%6&1% lﬂ%&fﬂ%}:ﬂ . EXAMPLE 91 H 2HCI <N, H ~ ~/ nH

1-[5(R) - 3- [ 4- [HRNI§ (Ea\,BShfpﬁst-)stﬁlﬂﬂMhﬁ); Belaz43611 897cfofd343k,18hexan- 6- yl ] pyri di n-5
-yl']-3-fluorophenyl]-2- oxooxazolidin-5-ylnethyl]-1,2, 3-triazole

Di ydr ochl ori deE LE2

AcO/\f

N
Hi IQMH
NG |
S
0

e~ A
o
N \;‘J”
1-[5(R)-3-[4-[2-[(12,50,,6P)-3-Acetoxyacetyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2 3-triazole, ‘
To a suspension of 1-[S(R)-3-[4-(2-[(1a,5¢,6P)-6-cyano-3-azabicyelo[3.1.0]hexan-6-yllpyridin-S-y1]-
3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (30.0 mg) in dichloromethane (0.7 mL)
was added triethylamine (28 pL) and acetoxyacetyl chloride (7.0 uL) at 0 °C, the mixture was stirred
at the same temperature for 1 hour. After dilution of the mixture with water, the mixture was
extracted with dichloromethane. The organic extracts were washed with water and brine, dried over
anhydrous sodium sulfate, filtered, and then concentrated in vacuo. Flash chromatography (silica,
dichloromethane : methanol = 16:1) of the residue gave the title compound of 92 (34.7 mg).
MS (FAB™) m/z: 546 (MH"). :
HRMS (FAB") for C37H,sFN,Os (MH™): caled, 546.1901; found, 546.1888.

EXAMPLE 93

92



Titl e Conpound 91(305 ng) was prepared from
1-[5(R)-3-[4-[2-[(1la, 5a, 6(i)-3-t-butoxycarbonyl - 6-

(t-but oxycar bonyl ) -am no- 3-azabi cycl o[ 3. 1. 0] hexan- 6-yl ) pyridi n-5-yl]-3-fl uor
ophenyl ] -2 oxooxazolidin-5-ylnethyi]-1,2,3-triazole (397 ng) in the same
manner as described for EXAMPLE 2. M5 (FAB') mz: 436 (MH/. HRVS (FAB') for
C22H23FN72 (MH ): cal cd, 436.1897; found, 436.1898. EXAMPLE 92 AcO-O N
nHHL1L, I NCN11 1 0O F)a NN NI1I-[5(R-3-[4-[2-[(1

a, 5a, 6[ 3) - 3- Acet oxyaet yl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl ]
- 3- fIuorophen%b}a%;oxooxazolidin-5-y|nethyl]-1,2,3-triazole. To a
suspension of 1-[5

-3-(4-12-[(la, 5a, - 6- cyano- 3- azabi cycl o( 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-
3-fl uorophenyl) -3« gxazol i din-5-yl nethyl)-1,2,3-triazole (30.0 ng) in

di chl or onet hane 'SO / was added triethylamne (28 L) and acetoxyacetyl
chloride (7.0 L)Nat 1 C,‘ the m xture was stirred at the sanme tenperature
for 1 hour. After dilwreg«f the mxture with water, the m xture was

extracted wi th dichl oronet e. e organi c extracts were washed with water
and brine, dried over 1 Ow odiumsul fate, filtered, and then
concentrated in vacuo. Flash c tography (silica, dichloronethane :

met hanol = 10:1) of the residue o\ VﬁrNPhe title conpound of 92 (34.7 ng). MS
(FAB') mlz: 546 (MH ). HRVS (FABI f 02 7H25FN7 O (MH): calcd, 546.1901;
found, 546. 188?—[5(R)%'—YE-I[E (1,%g,ﬁﬁ)—ﬁ-Cyano-3-hydroxyacety]-3-azabicyc]o[B.l .0Jhexan-6-yl]pyridin-5-y1]-
3-fluorophenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole.
To a solution of 1-[5(R)-3-[4-[2-[(1c..50,6[B)-3-acetoxyacetyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl}-pyridin-5-yl}-3-fluorophenyi]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (255 mg) in methanol
{4.5 mL) and tetrahydrofuran (1.3 mL) was added potassium carbonate {130 mg) at room
temperature, the mixture was stirred at the same temperature for 2 hours, and concentrated in vacuo.
After dilution of the residue with dichloromethane-methanol (5:1) solution, the mixture was washed
with brine. The organic extracts were dried over anhydrous magnesium sulfate, filtered, and then
concentrated in vacuo. Flash chromatography {silica, dichloromethane: methanol = 5:1) of the
residue gave the title compound of Example 93 (137 mg).
MS (FAB™) m/z: 504 (MH).
HRMS (FAB") for C;5H,,FN,0,(MH™): calcd, 504.1796; found, 504.1800.

EXAMPLE 94
0.0
>
N

Hie QT
N

NCY ez

™
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92 HON H+~+ H NCN\ I \ O FNN_ 1-[5(R-3-[4-[2-[(1 a, 54,

63) - 6- Cyano- 3- hydr oxyacet yl - 3-azabi cycl o[ 3. 1. 0) hexan-6-yl ] pyri di n-5-yl] -

3-fl uorophenyl ]-2-oxooxazol idin-5 -ylnethyl]-1,2, 3-triazole. To a solution
of

1-[5(R)-3-[4-[2-[ (Il a, 5(x, 6(3)-3-acet oxyacetyl - 6- cyano- 3-azabi cycl o[ 3. 1. 0] hex
an- 6-

yl I -pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole
(255 ng) in nethanol (4.5 nL) and tetrahydrofuran (1.3 nL% was added

pot assi um car PoR&R-é-[§-1230! omg) 6Pt -+ Berericarbwsififosyart-azebieyso 3 Qbaxraneb-yiapyridin St r ed
at the sane t gnpanaiophety!f-Dboxodxd261dirSS-ylAREYIEQRCEM ot @& @6brdpaney-2.64iBoxamidk t er
dilution of the residuye Wit i.chl.or onet hane- met hanol (5:1) solution, the

m xture was mgéﬁéﬁom%m%%’w’gf%ﬁ%mf?é organi c extracts were dried over

anhydr ous nmagidsiComrang Phidiastereemer Ar K meadiasterdqmer B:J6Amehveraprertred fromgtlo.

Fl ash chr omat egmeRéiy B9s-t3-€ s, 506810 -BHOFBIRANSS- h@zﬁaéycﬁ[ﬁx;o]}ﬁexgi‘.s-t he
residue gave t ﬁ%w%:’nts'. ‘j}%ﬁ%ﬁ%o“m e Leeggsf 1“%62‘%’7’ NcBycFJFrABa lcagfaz g 20
(MH). HRVS (EA Por- o7k e TH P8 rPBaRa . “*50%."1800.
EXAMPLE 94 O pci@X110-mp) i fhe spmeN@nngr pf defogbed For A AWRLES)

diastereomer A (less polar):

MS (FAB") m/z: 630 (MH").

diastereomer B (more polar):

MS (FAB") m/z: 630 (MH").

EXAMPLE 95

O

" 'LJ({
Ct
NH ’ cr

0]
N-{5(S)-3-[4-[2-[(1t,51,603)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl ]pyridin-5-yl]-3-fluorophenyl)]-
2-oxooxazolidin-5-ylmethyl]-(2,2-dichlorocyclopropane)-1-carboxamide Diastereomer A’.

Title Compound 95 (diastereomer A': 78.9 mg) was prepared from N-[5(8)-3-[4-[2-[(1a,5,68)-3-t-
butoxycarbonyl-6-cyano-3-azebicyclo[3.1.0Thexan-6-yl]pyridin-5-yl}-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethyl]-(2,2-dichlorocyclopropane)- 1 -carboxamide (diastereomer A: 97.0 mg) in
the same manner as described for EXAMPLE 45.

MS (FAB™) m/z: 530 (MIT").

HRMS (FAB") for C,5H,:CLFNO; (MH™): caled, 530.1162; found, 530.1198,

EXAMPLE 96

94



0 93

N[5(S)-3-[4-[2-[(la,ba,6(3)-3-t- Butoxycarbonyl 6- cyano- 3-azabicyclo[3.1.Jh
exan- 6-yl ] pyridin-5-
yl]-3-fluorophenyl)-2-oxooxazol i din-5-yl nethyl]-(2,2-dichlorocycl opropane)-1
-carboxam de Diastereoner A and D astereonmer B. Title Conpound 94

(di astereoner A: 100 ng, diastereoner B: 76.6 ng) were prepared from5(S)-
am nonet hyl -3-[4-[2-[(1

a, ba, 60) - 3-t - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0) hexan- 6-

yl ] pyridin-5-yl]-8-fl uorophenyl ] oxazolidin-2-one (269 ng) and

2, 2-di chl orocycl opanecarboxylic acid (110 ng) in the sane nmanner as
descri bed for lyE 71. diastereoner A (less polar): M (FABr) mz: 630
(MH). diastere ryB (nmore polar): M (FAB') mz: 630 (MH). EXAWLE 95
H CON HuH nHNCRY JO F~NNCO_d O

N-[5(S)-3-[4-[2-] (I - 6- Cyano 3-azabi cycl o[ 3.]. 0] hexan- 6-y1] pyri di n-5
-yl]-3-fluorophenyl]-

2- oxooxazol i di n-5-yl neg - dlchlorocyclopropane) 1- car boxam de

D astereoner A'. Title Conpou 5 (diastereanmer A': 78.9 ng) was prepared

fromN[5(S)-3-[4-[2-[ (I a, ba, 6( -N-t-c|
but oxycar bonyl - 6- cyano- 3- azablcycl 3. -®] hexan-6-yl ] pyridin-5-yl]-3-fl uorop

henyl ] - 2- oxooxazol i di n- 5- ylnethyb - (®, 2-di chl orocycl opr opane) - 1- car boxam de

(di astereoner A: sane manner as descri bed for. EXAMPLE. 49.

[S(g) 3 [4-[n?2 la, 50. 6{3)—6 8yano—3-azabicyc]0{3.l.O]hexan—G-yl]pyridin-S—yl]-B-ﬂuorophenyl}-
2-oxooxazolidin-5-ylmethyl}-(2,2-dichlorecyclopropane)-1-carboxamide Diastercomer B*.
Title Compound 96 (diastereomer B’: 57.2 mg) was prepared from N-[5(S)-3-{4-[2-[(1a,5a,68)-3-1-
butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-ylpyridin-5-y1)-3-fluorophenyl]-2-
oxooxazolidin-5-yimethyl]-(2,2-dichlorocyclopropane)-1-carboxamide (diastereomer B: 73.0 mg) in
the same manner as described for EXAMPLE 49.

MS (FAB™) m/z: 530 (MH"),

HRMS (FAB®) for CszggC]zFN503 (MH™): caled, 530.1162; found, 530.1137.

EXAMPLE 97
N
Hlly-ulH
NCY % /N '
S
b
F N%O
NH F’ F
O

N-{5(8)-3-{4-[2-[(1a,5¢x,6B)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl]pynidin-5-
y1]-3-fluorophenyl}-2-oxooxazolidin-S-ylmethyl}-(2,2-difluorocyclopropane)- 1 -carboxarmide

Diastereomer C and Diastereomer D.

95



M5 (FAB') rn/z: 530 (NW. HRMS (FAB') for C25H23CLl2FNsB (MWMH ): cal cd,

530. 1162; found, 530.1198. EXAMPLE 96 94 H N Hit,H™ NCyy'~ N O F N kO
~NHC C O NJ[5(S)-3-[4-[2-[(1

a, 5a, 6(i)-6-Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3-fluorophenyl
]- 2-oxooxazolidin-5-ylnmethyl]-(2,2-dichl orocycl opropane)-1-carboxam de

Di astereoner B'. Title Conmpound 96 (diastereoner B : 57.2 ng) was prepared
fromN[5(S)-3-[4-[2-[(1 a,5a,6(3)-3-t-

but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl]-3-fl uorop
henyl ] -2- oxooXale Ghinphiund & (Yiestetdmet T:-122 mp-diliseirboe Gt Y23 vg) vepampjred fombBpxani de
(di ast ereoner 1- L esS fAVPLE 49.

VS (FAB ) Nz 5&“323&*‘@ ff” S R R R S O R AT

530. 1162; found, PYB%SY é?ﬂuc’f’:@emﬂﬂéﬁmbdfn g-ope (399 nrg)'and H-SugrocydeppaRSEroRy s
NAO NH F acid (96.5 mg) in the same manner as described for EXAMPLE 71.

EXAMPLE 98
H
N

Hlly-nﬁ
Ne” I

S

A
NH F’ E

O
N-[5(8)-3-[4-[2-[(1a,50.,6P)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-ylJpyridin-5-yl}-3-fluorophenyl)-
2-oxooxazolidin-5-ylmethyll-(2,2-difluorocyclopropane)-1-carboxamide Diastereomer C°,
Title Compound 98 (diastereomer C’: 75.8 myg) was prepared from N-[5(S)-3-[4-[2-[(1a,50,68)-3-t-
butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yllpyridin-5-yi}-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethyl]-(2,2-diflucrocyclopropane)-1-carboxamide (diastereomer C: 122 mg) in
the same manner as described for EXAMPLE 49.

MS (FAB") m/z: 498 (MH™).
HRMS (FAB™) for CysH2;FaNsO; (MH™): caled, 498.1753; found, 498.1783.

EXAMPLE 9%

9%



F O
N-[5(S)-3-[4-[2-[(la, Sa, 6(3)-3-t-But oxycar bonyl - 6-cyano- 3-azabi cycl o[ 3.1.01h
exan- 6-yl ] pyridin-5-
yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylnethyl]-(2,2-difluorocycl opropane) -

| -carboxam de Diastereonmer C and Diastereoner D. 95 Title Conpound 97

(di astereoner C. 125 ng, diastereoner D: 125 ng) were prepared from5(S)-

am nonet hyl -3-[4-[2-[(1

a, 5(x, 6(3)-3-t-butoxycarbonyl - 6- cyano- 3- azabi cycl o[ 3. 1. O hexan- 6-

yl ] pyridin-5-yl]-8-fluorophenyl]oxazolidin-2-one (300 ng) and

2, 2-di f1 uor ocycl e opanecarboxylic acid (96.5 ng) in the same manner as
descri bed for "hg 71. EXAMPLE 98 HN HL1 1 iH NC11 1 O F N ~fO
I~/"\" "NHF 2 Ny ] 5(S)-3-[4-[2:[(1

a, 5(x, 6] 3) - 6- Cpaho¥@&- axabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5-y1J- 3-f | uor opheny
| ]- 2-oxooxazolidin "

D astereoner C. Title undy 98 (diastereonmer C: 75.8 ng) was prepared
fromN[5(S)-3-[4-]2-[ franBxn Q-B-t- but oxycar bonyl - 6-cyan o-3
-azabi cycl o[ 3. 1. 0] hexan- 6-vy] ] di n-5-yl J- 3-f |l uor ophenyl | - 2-

oxooxazol i di n-5-yl methyl]-(2, 2-§i f| uorpcycl opropane) - 1- car boxam de
(diastereonmer C. 122 ng) in the e ner as described for EXAMPLE 49. MS
(FAB') mz: 498 (MH). g
N-[5(8)-3-14-12-[(12,5¢1,6B3)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-3-fluorophenyl])-
2-oxooxazolidin-5-ylmethyl}-{2,2-difluorocyclopropane)-t-carboxamide Diastereomer D.
Title Compound 99 (diastereomer D*: 62.2 mg) was prepared from N-[5(8)-3-[4-[2-[(1a,50,6B)-3-t-
butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl}pyridin-5-yl]-3-flucrophenyl]-2-
oxooxazolidin-5-ylmethyl]-(2,2-diflucrocyclopropane)-1-carboxamide (diastereomer D: 122 mg) in
the same manner as described for EXAMPLE 49.
MS (FAB™) m/z: 498 (MHE"). '
HRMS (FAB™) for C;sH3:F3NsO; (MH™): caled, 498.1753; found, 498.1740.

EXAMPLE 100
N
Hll%}-ulH
NC” " /NI
S
1
NH
)-OMe
O

O-Methyl)-N-[5(5)-3-[4-[2-{(1a,5a,6P)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo{3.1 .0]hexan-6-

ylJpyridin-5-yl}-
3-fluorophenylj-2-oxooxazolidin-5-ylmethyljcarbamate,
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HRVS (FAB ) for C35H23F3NsOG3 (MH ): cal cd, 498.1753; found, 498.1783.
EXAMPLE 99 96 H N Hu~-/, iH NCNFa NAONHLF ONI[5S-3-[4-[2-](I

a, 5a, 6(3) - 6- Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-y1]-3-fl uorophenyl
]- 2-oxooxazolidin-5-ylnmethyl]-(2,2-difluorocycl opropane)- 1-carboxam de

D astereoner D . Title Conpound 99 (diastereoner D : 62.2 ng) was prepared
fromN[5(S)-3-[4-[2-[(la,b5a,6[i)-3-t-

but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-y]]-3-fl uorop
henyl ] - 2- oxooxazolidin-5-ylnethyl]-(2,2-difluorocycl opropane)- 1-car boxam de
(diastereonmer D: 122 ng) in the same manner as described for EXAMPLE 49. MS

(FAB') rnlz: c(ol}@ ound 1bﬂ¥§2ﬁFf@a B4 5&53@)3&%3,%3& H\’%l 2-168/568p)-AR8. 1753,
found, 498.1740. E 109 S)W{P{ hl %l Y G [8 B) /' NAO
L- CNH Ove butoxycarbony- -CYANo- azabxcyclo[’:! Ojhexan- -yl]pyndln- -yl] 3- ﬂuomphenyl oxazoh n-2-

one (200 mg) and methyl chloroformate (37 uL) in the same manner as described for EXAMPLE 92,
MS (FAB") m/z: 552 (MH").

EXAMPLE 101
H
N

Hi .qu
Ne” M
T

0),-—0Me

O-Methyl-N-[5(8)-3-{4-[2-[(1a,5a,683)-6-Cyano-3-azabicyclo[3.1 .D}hcxan-G-y]]pyridin—S-f]]-3 -
fluorophenyl}-2-oxooxazolidin-5-ylmethyl]carbamate.

Title Compound 101 (32.7 mg) was prepared from O-methyl N-[5(8)-3-[4-[2-[(1c1,50,63)-31-
butoxycarbonyl-6-cyano-3-azabicyclo[3.1 .D]hcxan-ﬁ-y])ﬁyﬁdin-s-y?]—B -fluorophenyl}-2-
oxooxazolidin-5-ylmethyljcarbamate (50.0 mg) in the same manner as described for EXAMFLE 49.
MS (FABY) m/z: 452 (MH").

HRMS (FAB") for Cp;H,,FNO, (MH"): calcd, 452.1734; found, 452.1729.

EXAMPLE 102
('IN
N

b g
"r N

NCY 7 F

|
0
rony A

Lt
Ny
NN

\J

T
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O Methyl -N-[5(S)-3-[4-[2-[(1

a, 5a, 6(3) - 3-t-But oxycar bonyl - 6- cyan- 3- azabi cycl o[ 3. 1. 0] hexan- 6-
yl ] pyridin-5-yl] 3-fluoropheny]]-2-oxooxazolidin-5-yl nmethyl]carbamate. 97.
Titl e Conpound 100 (53.2 ng) was prepared from

5(S)-am nonet hyl -3-[4-[2-[(la,5a,6(3)-3-1-

but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl]-3-fl uorop
henyl ] oxazol i di n-2- one (200 nmg) and nethyl chloroformate (37 )Q in the sane
manner as described for EXAMPLE 92. MS (FAB') n12 552 (MN ). EXAWMPLE 101
HN Ht,~"~IH NC 3[4 2-1(1

h 5a, 611 - 6 CyeBO AP TOPS DIova e B A Bt FLrsog A8 |

uor ophenyl | - 2-dikkoogang]-t-diaexdedimeyimpthiic h2.bamnadle. T| t I e Conpound 101 (32.7
ng) was preparggl éo%ﬂgﬂng'lma(thng\h'is§§e§gxedsﬁcﬁn4r fséold{ 4%4?@ o 8k §Q) 63chno

but oxycar bonyl - cyano- 3-aza 3-fluorop
henyl ] - 2- oxod’%"‘&féﬁf plél-Ql-exen- MHWT"?%‘:XHB&P]&Q“@“’PWV]@T Wﬁ‘)‘”‘i‘zﬁh‘i"l‘fé y?&ﬂ’é’} rlrﬁﬁner as
described for tR4SRPISEH 4 in thidiBmé maBie) 2s diszribed 5P EKMMPLE 76JRVS ( FAB) f or

Ct H23FN504 (M3 ra8® Sl usdf@Ar734; found, 452.1729. EXAMPLE 102 CN i N

HRMS (FAB") for Co4H sF:NO, (MH"): caled, 489.1599; found, 489.1634.

EXAMPLE 103

1-[5(R)-3-[4-[2-[(1,5¢1,6P)-6-Cyano-3-methyl-3-azabicyclo[3.1.0]hexan-6-yl}pyridin-5-yi}-3,5-
diflucrophenyl)-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole.

Title Compound 103 (14.8 mg) was prepared from 1-{5(R}-3-[4-[4-[(1a,5a,68)-6-cyano-3-
azabicyclo[3.1.0Jhexan-6-y1}-pyridin-5-y1]-3,5-difluorophenyl]-2-oxcoxazalidin-5-ylmethyl}-1,2,3-
triazole {15.0 mg) in the same manner as described for EXAMPLE 73,

MS (FAB") m/z: 478 (MH™.

HRMS (FAB") for C,,H,,FaN,0, (MH"): caled, 478.1803; found, 478.1825.

EXAMFLE 104
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Ht "iHNC MF O F NJO NzN N~ 98

1-[5(R)-3-[4-[2-[(l a, 5a, 6[i)-3, 6-D cyano- 3-azabi cycl o 3. 1. 0] hexan-6-yl ] pyrid
i n-5-yl)-3,5- difluorophenyl]-2-oxooxazolidin-5- ylnethyl) 1,2,3-triazole.
Titl e Conpound 102 (12.2 ng) was prepared from

I-[5(R)-3-[4-[4-[ (] a, 5a, 60) - 6- cyano- 3-
azabi cycl o[ 3. 1. 0) - hexan- 6-yl ] pyridi n-5-yl]-3,5-di fl uorophenyl ] - 2- oxooxazo]id
in-5-ylinethyl]-1,2,3- triazole (15.0 ng) in the sane manner as descri bed
for EXAMPLE 79. NB (FAB') mz: 489 (MH). HRVS (FAB') for C24H, 9F2NgQ2
(Nﬂl ): cal cd, 48994599; found, 489.1634. EXAWPLE 103 M N H, N 1H NC
ri 1. FFN L; mH--j 1- [5(R) 3-[4-T2- (I
a, ba, 6f 3) - 6- - n&t hyl - 3- azabi cycl of 3. 1. 0) hexan- 6-yl ) pyri di n-5-yl) -3, 5-
di fI uor ophenyl | = o%@oxmzol i di n-5-yl methyl]-1,2, 3-triazole. Title Conpound
- roml-[5(R)-3-[4- [4 [(Ia Sa, 4] 3) - 6- cyano- 3-

pyr¥din-5-yl)-3

azabicyélo[3.1.0)hexan-6-

fl uor opheny]) - 2- oxooxazpk e | met hy 1,2 3 - triazole (15.0 ng) in the
sanme manner as described for E LE 78. M5 (FAB') m(z: 478 (MH ).
N
’ :N A}
N

—

1-[5(R)-3-[3-Fluoro-4-{2-[(1a,5,6(3)-6-hydroxymethyl-3-oxabicyclo[ 3.1.0]hexan-6-yl}pyridin-5-
yllphenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole.

Title Compound 104 (73.2 mg) was prepared from 1-[5(R)-3-[3-fluoro-4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)-phenyl}-2-oxocoxazolidin-5-ylmethyl]-1,2,3-triazole (83.4 mg) and 5-bromo-2-
1(1a,50,6B)-6-hydroxymethyl-3-oxabicyclo[3.1.0Thexan-6-yilpyridine (58.0 mg) in the same manner
as described for EXAMFLE 1.

MS (FAB") m/z: 452 (MH").

HRMS (FAB") for Cy3HFNO, (MH"): caled, 452.1734; found, 452,1735.

EXAMPLE 105
O

Hlly-ul}-l
‘e N
|

NCY =
SN

- 1-[S(R)-3-[4-[2-{(1a,50,6B)-6-Cyano-3-oxabicyclo{3.1.0]hexan-6-yl}pyridin-5-yl]-3-flucrophenyl}-
2-oxooxazolidin-5-ylmethyl}-4-fluoro-1,2 3-triazole.
Title Compound 105 (101 mg) was prepared from 4-fluoro-1-[5(R}-3-(3-fluoro-4-iodophenyl}-2-
oxooxazolidin-5-ylmethyl]-1,2,3-triazole (125 mg) and 5-brome-2-[(1a,5a,6B)-6-cyano-3+-
oxabicyclo{3.1.0Thexan-6-yl]pyridine {122 mg) in the same marmer as described for EXAMPLE 31,
MS (FAB™) m/z: 465 (MH). '
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HRVS (FAB' ) for C2. H22F2N, Q2(VHO cal cd, 478.1803; found, 478.1825. EXAMPLE
104 99 0 Hill +HHO N ~~/O F NN N 1-[5(R)-3-[3-Fluoro-4-[2-[(1
a,5a,6[3)-6-hydroxynethyl-3 oxabi cycl o[ 3. ].0] hexan-6-y]]pyridin-5-

yl ] phenyl ] - 2- oxooxazoli "din-5 -ylmethyl]-1,2,3 -triazo | e. Title Conpound
104.(73.2 ng) was prepared from - :

1- [5(R) 3-[3-fluoro-4-(4,4,5,5-tetranet hyl -1, 3, 2-

di oxabor ol yl ) - phenyl ] - 2- oxooxazol i di n- 5- ylnethyl] 1,2,3-triazole (83.4 ng)
and 5- br ono- 2-
[(Ia,5a,6[3)-6-hydroxynethy|-3-oxab|cyclo[3.1.0)hexan-6-y|]pyr|d|ne (58.0
ng) in the same manner as described forgiEXAMPLE 1. M5 (FAB") nmlz:. 452
(MH). HRMVB (FAB') for C23H23FN504 (VH ) cal cd, 452.1734; found, 452.1735.
EXAMPLE 1 05 Ht" 1 "/ HNCI!N\ O F 1 / NAO NN NI F 1-[5(R-3-[4-[2-((1

a g? hg(:a% Pﬁ“‘% %’f@f ﬁn@w@i"\/&m 5?"%f‘@n‘§ﬁ3 found, 465.1514.

2 oxooxazol i di n-5-yl methyl]-0-fluoro-1,2,3-triazole. Title Conpound 105
(101 o) vasNisPajed from 4-fluoro- I-[5(R) 3-(3-fluoro-4-iodophenyl)-2-

>|/OTO

H |V|IH
Ne” s

4 o

1-[5(R)-3- [4-[§ [(1o,5c 6B)-3-t~Butoxycarbonyl-6—cyano-3;azabicyclo[3 1.0}hexan-6-yl]pyridin-5-
yl)-3- ﬂuorophcnyl]-2—oxooxazohdm—5-ylmethyl]—4 -fluoro-1,2,3-triazole.
Title Compound 106 (301 ing) was prepared from 4-fluoro-1-[S(R)-3-[3-fluoro-4-(4,4,5 5-
tetramethyl-1,3,2-dioxaborolyl)phenyi}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (370 mg) and 5-
bromo-2-[(1a,5 a,6B)-3-t—putoxycaxbonyl-&cyano-3-aza5icyclo[3. 1.0Thexan-6-yl]pyridine (332 mg)
in the same manner as described for EXAMPLE 1.
MS (FAB") m/z: 564 (MH"). _
HRMS (FAB") for Cy3Hy3FoN;0, QMH"): caled, 564.2171; found, 564.2168.

EXAMPLE 107
“ HC!

Hllvlm
NC” /N '

N
O
prn A

2

N.
N SN
\=A



oxooxazol idin-5-ylnethyl]-1,2,3-triazole (125 ng) and
5-brono-2-[(1a, 5a, 6(3)-6-cyan-3- oxabicyclo[3. |.0]hexan-6-yl]pyridine (122
ng) in the sone manner as described for EXAMPLE 3). WMS (FAB) niz: 465 -
(MH). oo 101 HRWMS (FAB ) for C23H 9FZN603 (IVHO cal cd, 465.1487; found,
465.,1514. EXAMPLE 106 ~0TO Fill ,JITH NCNO F'NN NNF

1- [5(R) 3-[4-[2-[(1la,5a,6[i)-3-t- ]3utoxycarbony| 6- cyano- 3- azabi cycl o[ 3. 1. 0]
hexan- 6-yl ] pyri di n-5-

ylj-3-fl uorophenylj -2-oxooxazolidin-5-yl nethyl]--fluoro-1,2,3-triazole.

Ti de Conmpound 106 (301 rug) was prepared from
4-fluoro-1-[5(R)-3-[3-fluoro-4-(4,4,5, f2

tetramet hyl -1, 3, 2- dloxaborolyl)phenyl] 2oxooxazol i di n-5-yl met hyl ] - 1,2,3-tria
zole (370 ng) and 5-

br ono- 2- [ 5a, 6 -t- butoxycarbony no 3- azablcyclo 3. 1. g hexan-6-y
1] pyri di n‘é [4r{é)[ Loy 6P Caaioes %We%obalsol fyBexridings- ophenyl-kS ( FAB) -

mh: 564 (MihxazdtiddS ﬂEﬂByl)]#fﬂ%mWﬁﬂocﬁ%ﬁé cal cd, 564.2171; found,
564.2168. Tlﬂ%l\x/)Fo)LE PUC} (224_| I mg was prepared from 1-[50{) 3nﬂ_| 4-{2-[(1o,501,68)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo{3.1.0}hexan-6-yl]pyridin-5 -yl]-3—ﬂuorophenyl}-z-oxooxazohdm— -ylmethyl]-4-
fluoro-1,2,3-triazole (290 mg) in the same manner as described for EXAMPLE 2.
MS (FAB*) m/z: 464 (MH) (as free base).

HRMS (FAB") for Co3HyoF2N70, (MH'): caled, 464.1647; found, 464.1645,

EXAMPLE 108
N

Hn%}.n}-i
NC 'r,, /N l

2 | o
F NJ{O
M

—

F
1{5R)-3-[4-{2-[(1a,5¢,6B)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[ 3.1.0Jhexan-6-yljpyridin-5-
yi]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl}-5-fluoro-1,2,3 -triazole.

Title Compound 108 (169 mg) was prepared from 1-[5(R)-3-(3-fluoro-4-iodophenyl)-2-
oxooxazolidin-5-ylmethyl]-5-fluoro-1,2,3-tnazole (150 mg) and 5-bromo-2-[(1a,5c,68)-3-t-
butoxycarbonyl—6—cyano-3;azabicyclo-[_B.1.0]hexan-6-yl]pyridine (202 mg) in the same manner as
described for EXAMPLE 31.

MS (FAB") m/z: 564 (MH").

HRMS (FAB") for CysHyeF,N;0, (MH): caled, 564.2171; found, 564.2189.

EXAMPLE 109



NC'"'~i O F/ NANON ~F 5102 1-[5(R-3-[4-[2-](!

a, 5a, 6(3) - 6- Cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-ylj-3-fl uorophenyl
] - 2- oxooxazolidin-5-ylnmethylj-4-fluoro-1,2,3-triazole Hydrochloride. Title
Compound 107 (231 ng) was,prepared from

1-[5(R)-3-[4-[2-[ (1a, 5a, 6(3) - 3-t - but oxycar bonyl - 6-

cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl

] pyridin-5-yl]-3-fluorophenyl]-2oxooxazol idin-5-yl methylj -4-
fluoro-1,2,3-triazole (290 ng) in the same manner as described for EXAMPLE
2. M5 (FAB*) rn/z: 464 (M#4) (as free base).. HRMS (FAB) for C23H20F2N7Q2
(M-1): talcd, 464.1647; found, 464.164%93 EXAMPLE 108 ~Or0 fl 111~ ~/,i"fl
NCNF 11 NN NF

1-[5(R) -3-[4-[2-[ (1a, 5a 60) - 3-t - But oxycar bonyl - 6- cyano- 3-azabi cycl o[ 3. 1. 0] he
xan- 6-yl | pyr iHhi@l- 5-

y1] - 3-fl uor nyl ] - 2- oxooxazolldln 5- ylnethylj-5 fluoro-1,2,3-triazole.
Title Cor’rp{ akP8 (169 ngy) was prepared from

1-[5(R) - ? I Iu|gro 4-i odophenyl ) - 2-.

pxooxazolhmn- y rrethylj- quoro 1, 2 3-triazole (150 ng) and

5-brono-2-[ (| afha
/ﬁbl cycl o- [3 1. 0] hexan- 6- yI]pyrldl ne (202 ny) -

but oxycar bonyL- 6= cya
the same manner as d for EXAMPLE 31.

1-[5(R)-3-[4-[2-{(10,50,6B)-6-Cyano-3-azabicyclo[3.1.0Thexan-6-yl Jpyridin-5-yl]-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethyl]-5-fluoro-1,2,3-triazole Hydrochloride.

Title Compound 109 (118 mg) was prepared from 1-[S(R)-3-[4-[2-[(1a,50,6P)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo[3.1.0Fhexan-6-yl}pyridin-5-yl}-3-fluorophenyl]-2 -oxooxazolidin-5-ylmethyl]-5-
fluoro-1,2,3-triazole (151 mg) in the same manner as described for EXAMPLE 2.

MS (FAB") m/z: 464 (MH") (as free base).

HRMS (FAB") for Cy3HyF:N/0, (MH"): calcd, 464.1647; found, 464.1679.

EXAMPLE 110
8]

N/\‘
_ N N, O
Hiss i 0 .
N '
W

0
F N

I-[5 (R)~3-[4-[2-[(1o.,Sa,GB)-3-(4-t-Butoxycarbonylpiperazin—1-yl)acetyl-ﬁ-cjano-ii-
azabicyclo[3. 1.0)hexan-6-yl]pyridin-5-yl}-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-
triazole. ‘

Title compound 110 (60.7 mg) was prepared from 1-[5(R)-3-[4-{2-[(1a,5¢.,6p)-6-cyano-3-
azabicyclo[3.1.0Thexan-6-yl]pyridin-5-y1]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-



M5 (FAB') nmlz: 564 (MH'). HRMS (FAB) for C28H28F2N7O4 (MH ): cal cd,

564.2171; found, 564.2189. EXAMPLE 109 J 103 HHA N Hl, --11H NC N F
aN- NIN"N F

1-[5(R)-3-[4[2-((1a, 5a, 6[ 1) -6- Cyano- 3-azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5-
yl]-3-fl uorophenyl]-2- oxooxazolidin-5-ylnethyl]-5-fluoro-1,2,3-triazole
Hydrochloride. Title Conpound 109 (118 ng) was prepared from
1-[5(R)-3-[4-[2-[ (Il a, 5a, 6] 1) - 3-t - but oxycar bonyl - 6- cyano-3

-azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5-yl ]-3-fl uorophenyl ] - 2- oxooxazol i din-5
-ylmethyl]-5- fluoro-1,2,3-triazole (151 ng) in the sane nmanner as descri bed
for EXAVPLE 2 triavfle (AB1g) amfl izt:buh@yrarbMA)pifemsing (6@6 nizameale. saniRivBmeraBiscribed for
C23H20F2N702 EManpLrcal cd, 464 1647 found 464.1679. EXAMPLE 110 ON C N
L,, uo His- - 1H . C E N [5(R) 3-[4-[2-[(1

a, 5a, 6[ 3) - 3- (Mst@: (7% %ﬂl pi pera2| n- 1-yl )acetyl - 6- cyano- 3-

azabi cycl o[ 3. HROIh@REBH-16- CXAJH;WsOdehL)Beaydd] 6733048ufonwipbi2rdphd. - 2- oxooxazol i di n- 5-
ylmethyl]-1,2,3- triazole. :

EXAMPLE 111

o
N
jz/\ Q:H 2HC!
oy N
|

NC¥ ez

2

I
F NL{
N,
N

1-{5(R)-3-[4-[2-[(1 a,5 0,6 3)-6-Cyano-3-(piperazin-1-yljacetyl-3-azabicyclo[3.1.0}hexan-6-
y1llpyridin-3-yl]-3-flucrophenyl]-2-oxooxazolidin-53-ylmethyl]-1,2,3-triazole Dihydrochlonde.
Title Compound 111 (57.0 mg) was prepared from 1-[5(R)-3-[4-[2-[(1e,5¢,6B)-3-(4-t-
butoxycarbonylpiperazin-1-yl)-acetyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-y1]pyridin-5-yi}-3-
fiuorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2 3-triazole (59.7 mg) in the same manner as described
for EXAMPLE 2.

MS (FAB") m/z: 572 (MH") (as frec base).
HRMS (FAB") for CzsH; FN,0, (MH"): caled, 572.2534; found, 572.2535.

EXAMPLE 112
0

H IQHIH
T s
NCT
!
o
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NN
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Titl e conpound 110 (60.7 ng) was prepared from

1-[5(R)-3-[4-[2-[ (| a, 5a, 6(i)-6-cyano- 3-

azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl]-3-fluorophenyl]-2-oxooxazol i di n-5-
ylmethyl]-1,2,3 triazole (50.0 ng) and 1-t-b. utoxycarbonyl pi perazi ne (62.6
ng) in the same manner as described for EXAMPLE 78. M5 (FAB') niz: 672
(MH). HRVS (FAB') for C34H39FN9OG5 (MH ): cakd, 672.3058; found, 672.3040.
EXAMPLE 111 N N H2HCL Ht IfH NCll~a / O F NAO N-J '
1-[5(R)-3-[4-[2-[(la, 5(x, 6(3)-6-Cyano- 3-(pi perazin-1-yl)acetyl - 3-azabi cycl of
3. 1. 0) hexan- 6- N ) )

yl) pyri di n-5- y]I {]5(% i [4 [2 (mf'ua 6[3) & cyinool‘x%xgt)’(wayzcgpl ]d?]}rlf'x S P']}r%mﬁhcp"‘ YH 351 ugmltjhf 3Fyzz't]zol e
Di hydr ochl or i d"e°"°°xFF9c'“Id@5Cﬁ Uﬁh 23e2qls7 0 ng) was prepar ed from

1- (5(R)-3-[ 4- ['ﬁt—le[(()dnﬁapﬁrﬁi 16§ &ﬁ} tig) ws prepared from 1-[5(R)-3-[3-fluoro-4-(4,4,5,5-terramethyl-1,3,2-

but b I 6- vyl

yri di n- 5. yf’?ysd?d’*??“@@ %ﬁ‘%g%-%x gshithe SopuAEr S8R0 ENEhEl dughbsxan ov11Pp
(59.7 ny) in tHeSeHhsbwemn TOX%Y?J%[%PIhB’@&ﬁ-YH@rOPmWEEg)zm thyRRrSFIRENY 2y 7: 572
(M) (as freaeehasa)for BRNBPIEAB) for C29H31FNOO3 W: cal cd, 572.2534; found,

572.2535.  EXAVPHE AL Os2 i H NC S\ 333 0

HRMS (FAB") for C;;H,5FN;0,8 (MH"): caled, 452.1193; found, 452.1180.

EXAMPLE 113
N
th-nll-{ .
*r N

NCT 1=

X
e

" “[QC
Ny
N;-‘JN
1-[5(R)-3-{4-[2-{(1e,50,6B)-6-Cyano-3-{piperidin-1-yl}acetyl-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-
5-y1]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole. _
Title Compound 113 (15.7 mg) was prepared from 1-[5(R)-3-{4-[2-[(] ¢,50,6B)-6-cyano-3-
azabicyclo[3.1.0]hexan-6-yl1}-pyridin-5-y1}-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-
triazole (20.0 mg) and piperidine (17.8 [iL) in the same manner as described for EXAMPLE 84,

MS (FAB*} m/z: 571 (MH).
HRMS (FAB") for CycH3,FNO; (MH™): caled, 571.2581; found, 571.2579.°

EXAMPLE 114
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1-[5(R)-3-[4-[2-[ (| a, 5a, 6] 3) - 6- Cyano- 3- oxabi cycl o[ 3. 1. 0] hexan- 6-yl ]t hi ophenA
-yl]-3-fluorophenyl |- 2-oxooxazoli din-5 -ylmethyl] - 1,2,3 -tri azol e.
Titl e Conpound 112 (261 ng) was prepared from

1-[5(R) -3-[3-fluoro-4-(4,4,5,5-tetranet hyl -1, 3, 2-
d|oxaborolyI)-phenyI]-2-oxooxazoIidin-5-y|nethyl]-1,2,3-triazole (388 ny)

and 4-brono-2- [(I|a, 5a, 6f3)-6-cyano- 3-oxabi cycl o[ 3. 1. 0] hexan-6-yl]thi ophene
(270 mg) in the sane manner as described for EXAMPLE 1. M5 (FAB') mz: 452

. HRMVB ( FABQkT?oa:f§2H19FN9038 (MH): calcd, 452.1193; found, 452.1180.
EXAMPLE 113 OY--- 11H NCNV ~O FN VONN=N -~

1-[5(R)-3-[4-[ 2- , 5a, 6f 3) - 6- Cyan
3-(piperidin-1uy mstyl 3-azabi cycl o[ 3. 1. 0] hexan- 6- yI]pyridin-
5-yl]-3-fluoroph ylr+2 oxooxazol i din-5-yl methyl]-1, 3 -triazole. Title

Conmpound 113 (f@ 7 n)|mas prepared from

1-[5(R) - 3-[4-[2- [ (| BB G - 6- gyano- 3-

azabi cycl o[ 3. 1. 0] hexan- 6 py i di n-5-yl J-3-fluorophenyl]-2-oxooxazolidin-5
-ylmethyl]-1,2,3- triakdl &( ng) and piperidine (17.8 liL) in the sane
manner as described for EXAMPLE/B84. M5 (FAB) mlz: 571 (MH). HRVS (FAB')
for C30H32FNEO3 (WMH ): calcd, 5 ,%%ﬁﬂ; found, 571.2579.' EXAWPLE 114

1-[5(R)-3-[4-[2-[(10,50,6(3)-6-Cyano-3-(pyrrolidin- 1-yl)acetyl-3-azabicyclo{3.1.0]hexan-6-
yllpyridin-5-y1]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole.

Title Compound 114 (20.7 mg) was prepared from 1-[5(R)~3-[4-[2-[£1a,5a,6[3)—6—cyano-3-
azabicyclo[3.1.0Thexan-6-yl]-pyridin-5-yl1}-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-
triazole (20.0 mg) and pyrrolidine (15 uL) in the same manner as described for EXAMPLE 84,
MS (FAB") m/z: 557 (MH").

HRMS (FAB") for CspH3,FN3O; (MH'): caled, 557.2425; found, 557.2467.

EXAMPLE 115

T
9"““. 2

NCY "z
T

0

e

1-[5(R)-3-[4-[2-[(1,501,613)-6-Cyano-3-(4-dimethylaminopiperidin-1-yl)acetyl-3-
azabicyclo[3.1.0]hexan-6-yl}pyridin-5-y1)-3-fluorophenyl]-2-oxooxazolidin-3-ylmethyl]}-1,2,3-
triazole.

Title Compound 115 (22.0 mg) was prepared from 1-[5(R)-3-{4-[2-[(1c,50,6P)-6-cyano-3-
azabicyclo[3.1.0thexan-6-y1}-pyridin-5-y1]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-
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1-[5(R)-3-[4-[2-[(1a, 5a, 6[i)-6-Cyan
3-(pyrrolidin-1-yl)acetyl-3-azabicycl o[ 3. 1. J hexan- 6-
yl ] pyridin-5-yl)-3-fluorophenyl)-2-oxooxazolidin-5-ylnmethyl)-1,2,3-triazole.
Title Conpound 114 (20.7 ng) was prepared from
I-[5(R) 3-[4-[2-[(la, 5a, 60) - 6-cyano-3- azabi cycl o[ 3.
. 0] hexan- 6-yl ]-pyridin-5-yl]-3-fluorophenyl ] -2-oxooxazol i di n-5-yl met hyl ] - |

2 3- triazole (20.0 ng) and pyrrolidine (15 L) in the same manner as
described for EXAMPLE 84. MS (FAB') mz: 557 (MH). HRVS (FAB') for

C30H32FNBO3 A 24 L 15 O N
bz 10 P GO ol ud 2 S imlop o gitfrfRige 363 i i e Bk nees €
]- [ 5(R) - 3-[ 4- [ S5froehlosEXABPEE 36- Oyan

3- (4-di net hyl aptspRBY &4 chiamviirtyi ) acet yl - 3

HRMS (FAB™) for C5;H3FN,O; (MH™): caled, 614.3003; found, 614.3049.

" EXAMPLE 116

F-[5(R)-3-[4-[2-[ (1o, 50,6 3)-6-Cyano-3-[((28)-pyrrolidin-2-yl)carbonyl}-3-azabicyclof3.1.0thexan-6-
y1]pyridin-5-yi]-3,5-diflucrophenyl}-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole Hydrochloride,

Step 1.
1-[5(R)-3-[4-[2-{(1a,50,6B)-3-[((2S)-1-t-Butoxycarbonylpyrrolidin-2-yl)carbonyl]-6-cyano-3-
azabicyclo[3.1.01hexan-6-y1}pyridin-5-y1]}-3,5-difluorophenyl]-2-oxooxazotidin-5-ylmethyi]-1,2,3-
tnazole,

The compound of Step 1 of Example 116 (13.3 mg) was prepared from 1-[5(R)-3-[4-[2-[(1a,50,68)-
6-cyano-3-azabicyclo(3.1.0]-hexan-6-yl]pyridin-5-y1]-3,5-difluorophenyl]-2-oxooxazolidin-5-
ylmethyl]-1,2,3-triazole (10.0 mg) and N-Boc-L-proline (5.6 mg) in-the same manner as described for
EXAMPLE 71

MS (FAB") m/z: 661 (MH").

HRMS (FAB") for C;H,F;NOs (MH™): caled, 661.2698; found, 661.2691.

Step 2. )

Title Compound 116 (8.4 mg) was prepared from the compound of Step 1 of title Example 116 (13.3
mg) in the same marmner as described for and EXAMPLE 2.

MS (FAB") m/z. 561 (MH") (as free base).

HRMS (FAB") for CysH,7FaNz0; (MHY): caled, 561.2174; found, 561.2220,
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azabi cycl o

[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-yl nethyl]-
1,2,3- triazole. Title Conmpound 115 (22.0 ng) was prepared from
1-[5(R)-3-[4-[2-[(l a, 5a, 6[i)-6-cyano- 3-

azabi cycl o[ 3. 1. 0] hexan-6-yl J-pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5
-ylnmethyl]-1,2,3- 106 triazole (20.0 ng) and 4-di net hyl am nopi peri di ne

di hydrochloride (36.2 ng) in the same nmanner as described for EXAMPLE 84.
M5 (FFAB*) mz: 614 (MH). HRMS (FAB') for C37H37FNOGB (MH ): cal cd,

614. 3003; found, 614.3049. EXAMPLE 116 0 .0 N H HC H11- liHNC NI F F 6
N JIFffONz N

1-[5(R) - 3- [ 4- FW%E,%}, 6( 3) - 6- Cyano- 3- [ ((2S) - pyrrol i di n-2-yl)carbonyl ] - 3-az
abi cycl o[ 3. 1. 0] hexanyt-

yl ] pyridin-5-yl]-3r5\difluorophenyl]-2-oxooxazolidin-5-ylnethyl]-1,2,3-triaz
ol e Hydrochl oridg~*§yep 1. 1-[5(R)-3-[4-[2-[(1
(x,SCt,6(3)-3-f?§28»¢ﬁat-Butoxycarbonylpyrrolidin-2-y|)carbonyl]-6-cyano-3-
azabi cycl o[ 3. 1. xan-6-yl ] pyridin-5-yl]-3,5-difluorophenyl]-2-oxooxazolidi
n-5-yl met hyl ] 44 \2./3y triazole. The conpound of Step | of Exanple 116 (13.3
ng) was preparedMramn 1-[5(R)-3-[4-[2-[ (I a, 5(X, 60) -

6- cyan- 3- azabiNg/cl” 1. 0] - hexan-6-yl ] pyridin-5-yl]-3,5-difluorophenyl]-2-o0x
ooxazol i di n-5- vyl 2,3-triazole (10.0 ng) and N-Boc-L-proline (5.6
ng) in the sanme manner escffi bed for EXAMPLE 71 M5 (FAB) mlz: 661 (MH).

F ‘\C-
N.
N‘ =N

1-[5(R)-3-[4-[2-[(1a,50,63)-6-Cyano-3-{{{28,4R}4-hydroxypyrrolidin-2-yl)carbonyl}-3-
azabicyclo[3.1.0]hexan-6-yl)pyridin-5-y1]-3,5-diflucrophenyi]-2-oxooxazolidin-5-ylmethyl)-1,2,3-

triazole Hydrochloride.

Step 1.

1-[5(R)-3-[4-[2-[{1a,5,6)-3-{({25,4R)- 1-t-Butoxycarbonyl-4-hydroxypyrrolidin-2-yl)carbonyl}-6-
cyano-3-azabicyclof3.1.0}hexan-6-yllpyndin-5-y1}-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole.

The compound of Step 1 of Example 117 (12.9 mg) was prepared from 1-[5(R)-3-[4-[2-[(1e,50,6B)-
6-cyano-3-azabicyclo[3.1.0Thexan-6-yl]pyridin-3-y1]-3,5-diflucrophenyl]-2-oxooxazolidin-5-
yimethyl]-1,2,3-triazole (10.0 mg) and N-Boc-4-hydroxy-L-proline (6.0 mg) in the sarne manner as
described for EXAMPLE 71,

MS (FAB") m/z: 677 (MHY). .

HRMS (FAB™) for Cy3HasF;NgQO (MH™): caled, 677.2698; found, 677.2691.

Step 2.

Title Compound 117 (2.7 mg) was prepared from the compound of Step 1 of Example 117 (11.7 mg)
in the same manner as descnibed for EXAMPLE 2.

MS (FAB") m/z: 577 (MH") (as free base).

HRMS (FAB") for Cy3H,,F2Ns0, (MH™): caled, 577.2123; found, 577.2123.

EXAMPLE 118
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HRVS (FAB' ) for C33H35F2NBOS (MH ): cal cd, 661.2698; found, 661.2691. Step

2. Title Conmpound 116 (8.4 ng) was prepared fromthe conpound of Step 1 of

title Exanple 116 (13.3 ng) in the same nanner as described for and EXAVPLE

2. M5 (FAB') mz: 561 (WMH) (as free base). HRVMS (FAB') for C2SH27FZNBO3

(MH): calcd, 561.2174; found, 561.2220. 107 EXAMPLE 117 ~OH O N N H HCl

W~'" 1 HNCNFIff fO FNL NN N~ 1-[5 (R-3-[4-[2-[(1

a, ba, 6p) - 6- Cyano- 3-[ ((2S, 4R) - 4- hydr oxypyrrol i di n-2-yl)carbonyl]- 3-

azabi cycl o[ 3. 1. 0) hexan-6-yl ] pyridin-5

-yl]-3,5-difluorophenyl ] - 2- oxooxazol i din-5-ylmethyl]-1,2, 3- triazole

Hydrochloride. Step—4 ]-[5 (R -3-[4-[2-[(1

a,5a,6p)-3-[((2§g§k N -t - But oxycar bonyl - 4- hydr oxypyrrol i di n-2-yl)carbonyl]-6
3"{'%] hexan- 6-y1 } pyri di u-5-yl }- 3, S di f | uor ophenyl } - 2- 0x00

- 1,2,3-triazole. The conpound of Step | of Exanple 117

atitd from 1-[5(R) -3-[4-[2-[(1a, 5a, 6p) -

' .F . 1. 8] hexan-6-yl ] pyridi n-5-yl]-3,5-difluorophenyl] - 2-ox

-1,2,3-triazole (10.0 ng) and

@ .09m) in the same nanner as described for

'L{

N.
N
1-f5(R)-3-[4-[2-[(1ct,5a,6)-6-Cyano-3-[((2S,48)-4-fluoropyrrolidin-2-yl)carbonyl}-3-
azabicyclo[3.1.0}hexan-6-yi}pynidin-5-y1]-3,5-diflvorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-

xazol i di n-5-yl
(12.9 ng) was Pr
6- cyano- 3- azabng¢
ooxazol i di n-5- yl nd
N- Boc- 4- hydr oxy- L-prol i
EXAMPLE 71. F

triazole Hydrochloride,

Step 1.

1-[5(R)-3-{4-[2-[(1 et 50,6 )-3-[((28,48)-1-t-Butoxycarbonyl4-flucropyrrolidin-2-yljcarbonyl]-6-
cyano-3-azabicyclo[3.1.0Thexan-6-yllpyridin-5-y1}-3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole.

The compound of Step 1 of Example 118 (12.8 mg) was prepared from 1-[5(R)-3-[4-{2-[(1c,50,6)-
6-cyano-3-azabicyclo[3.1.0]Thexan-6-yl]pyridin-5-y1]-3,5-difluorophenyl]-2-oxooxazolidin-5-
yimethyl}-1,2,3-triazole (10.0 mg) and N-Boc-(45)-fluoro-L-proline (6.0 mg) in the same manner as
described for EXAMPLE 71

MS (FAB") m/z: 679 (MH").

HRMS (FAB") for Cs3H3FaN:05 (MH™): caled, 679.2604; found, 679.2625.

Step 2. .

Title Compound 118 (8.8 mg) was prepared from the compound of Step 1 of Example 118 (12.6 mg)
EXAMPLE 2. :

MS (FAB™) m/z: 579 (MH") (zs free base).

HRMS (FAB") for CpsH,6F;Ns0; (MH™): caled, 579.2080; found, 579.2055.

EXAMPLE 119
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M5 (FAB') mz: 677 (IvfH). HRVMB (FAB') for C33HZSF2N806 (MH ): cal cd,
677.2698; found, 677.2691. Step 2. Title Conmpound 117 (2.7 ng) was prepared
fromthe conpound of Step 1 of Exanple 117 (11.7 ng) in the sane manner as
descri bed for EXAMPLE 2. M5 (FAB+) mz: 577 (MH) (as free base). HRVB
(FAB+) for C28H27F2N8O4 (MH4): cal cd, 577.2123; found, 577.2123. EXAMPLE
118 108 nlF O N (( HHCG Ht- --ITHNCNF O F NAONN N---j | -[5
(R-3 -[4-[2-[(1 a,5a,6 p)-6-Cyano-3 -|
((28 4S) - 4-fl uor opyrrolidin-2-yl)carbonyl)-3 azabi cyclo[3.
. 0] hexan- 6-yl ] din-5
-yI] 3, 5- dlflq9|o yl ] - 2-oxooxazol i di n-5- ylnethyl] 1,2,3- triazole
Hydrochl ori de.  Sh\gp 1-[5(R)-3-[4-[ 2- [U
a, 5a, 6p)-3-[( . }- t - But oxycar bonyl - quoropyrrolldln 2- yI)carbonyI] 6-
cyano- 3- azabi cycl 0
[ 3. 1. 0] hexan- 6- yI]pyr|d| yl |+ 3, 5-di fl uor ophenyl ] - 2- oxooxazol i di n-5-yl net h
yl]- 1,2,3-triazole. T b d of Step 1 of Exanple 118 (12.8 ng) was
prepared from1l-[5(R)-3-[4-[3-] a, ba, 6p) -
6- cyano- 3- azabi cycl o] 3. 1. 0] hexaQ- 6Nkl pyri di n-5-yl]-3,5-difluorophenyl]-2-ox
ooxazolidin-5- ylnethyl]-1,2, 3- trN_;_Ie (10.0 ng) and
N- Boc- (4S)-fluoro-L-proline (6 0 ng) in the sanme manner as
1-[5(R)-34{4-[2-[(1e,5a,6[3)-6-Amino-3-thiabicyclo[3.]1.0]hexan-6-yl]pyridin-5-y1)-3-fluorophenyl]-
2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole.
Step 1.
1-{5(R)-3-[4-[2-[(1 e, 50 6B)-6-t-Butoxycarbony]ammo-3 -thiabicyclo[3.1.0Thexan-6-ylJpynidin-5-y1]-
-ﬂuorophenyl)-2—oxouxazohdm- -ylmethyl}-1,2,3-triazole.
The compound of Step 1 of Example 119 (9.8 mg) was prepared from 1-[5(R)-3-[3-fluoro-4-(4,4.5,5-
tetramethyl-1,3,2-dioxaborolyljphenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (22.3 mg) and 5-
bromo-2-[{1 a,50,6P)-6-t-butoxycarbonylamino-3-thiabicyclo[3.1.0]hexan-6-y1]pyridine (18.4 mg) in
the same manner as described for EXAMPLE 1.
MS (FAB") m/z: 553 (MH").
HRMS (FAB") for Cy7H30FN¢O,S (MH"): calcd, 553.2033; found, 553.2039.
Step 2.

Title Compound 119 (1.2 mg) was prepared from the compound of Step 1 of Example 119 (4.0 mg)
in the same manner as described for EXAMPLE 49,

MS (FAB") m/z: 453 (MH).

HRMS (FAB") for Cy;H,:FNgO,S (MH™): caled, 453.1509; found, 453.1520.

EXAMPLE 120
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descri bed for EXAMPLE 71 M5 (FAB) mz: 679 (wvH ). HRMS (FAB') for
C33H34F3N805 (MWH ): cal cd, 679.2604; found, 679.2625. Step 2. Title
Compound 118 (8.8 ng) was prepared fromthe conmpound of Step | of Exanple
118 (12.6 ng) EXAMPLE 2. M5 (FAB') mz: 579 (MR) (as free base). HRMVS
(FAB') for C23H26F3N8C3 (IMH ): cal cd, 579.2080; found, 579.2055. EXAMPLE
119 109 ((S H"t, 1 OtH H2ZNv NF NONNN ~ 1-[5(R=-3-[4-[2-1(1

a, 5a, 6[ 3) - 6- Ami no- 3-t hi abi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5-yl]-3-fl uoropheny
|]- 2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole. Step 1. 1-[5(R)-3-[4-[2-[(1
a, 5a, 63)-6-t- Butoxycarbonylanlno 3- thlablcyclo[3 | . 0) hexan-6-yl ] pyridi n-5-yl
| - 3 -fluorophen -2-oxooxazolidin-5 -ylnethyl)-1,2,3-triazole. The
conmpound of Steg 1 ;of Exanple 119 (9.8 ny) was prepared from

1-[5(R) - 3- [3 f Hy
tetramethyl - 1,32~
azole (22.3 ng) andj
br omo- 2- [ ( 1a, 5a, 6( 3) bt oxysar bonyl am no- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-yl)
pyridine (18.4 ng) in ¥ manner as described for EXAMPLE 1. M5 (FAB')
mz: 553 (MH). HRVB (ﬁAB r @27H30FN6AAS (IVH ): cal cd, 553.2033; found,

553.2039. Step 2. N
N SN

a——

1<[5(R)-3-[4-[2-[(1&t,50¢,6F)-6-Amino-3-thiabicyclo[3.1.0Thexan-6-yl]pyridin-5-yi)-3-fluorophenyl]-
2-oxooxazolidin-5-ylmethyl)-1,2,3-triazole $-Oxide Diastereomer E’ and Diastereomer F'.

Step 1.
1-[S(R)-3-[4-[2-[(1a,501,68)-6-t-Butoxycarbonylamino-3-thiabicyclo[3.1.0Thexan-6-yl)pyridin-5-yl]-
3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-trnazole $-Oxide Diastereomer E and
Diastereomer F.

The compound of Step 1 of Example 120 diastercomer E (4.8 mg) and diastereomer F (10.2 mg) was
prepared from 1-[5(R)-3-[4-[2-[(1a,5a,6P)-6-t-butoxycarbonylamino-3-thiabicyclo[3.1.6}hexan-6-
y1]-pyridin-5-y1}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (20.0 mg) in the same
manner as described for EXAMPLE 58.

Diastereomer E (less polar):

MS (FAB") m/z 569 (MH").

HRMS (FAB") for C;7H3,FNO:S (MH"): calcd, 569.1982; found, 569.1945.

Diastereomer F (more polar):

MS (FAB™) m/z: 569 (MH".

HRMS (FAB™) for C;H30FN,Os8 (MH"): caled, 569.1982; found, 569 1947,

Step 2.

Title Compound 120 diastereomer E’(2.4 mg) was prepared from the compound of Step 1 of Example
120 diastereomer E (3.7 mg) in the same manner as described for EXAMPLE 49.

MS (FAB®) m/z; 469 (MH").

HRMS (FAB") for C5,H20FN0,8 (MH™): caled, 469.1458; found, 469.1411,

EXAMPLE 121
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Titl e Conpound 119 (1.2 ng) was prepared fromthe conpound of Step | of
Exanple 119 (4.0 ng) in the sane manner as described for EXAMPLE 49. M5

(FAB') mz: 453 (MH). HRMS (FAB") for C22H22FN602S (MAN: cal cd, 453. 1509;

found, 453.1520. EXAMPLE 120 110 0 | H iH H2ZN NO F/ NAON
-[5(R-3-[4-[2-[(1 o

a, 5a, 6p) - 6- Am no- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-y1] pyri di n-5-yl J-3-f | uor ophenyl

]- 2-oxooxazolidin-5-ylmethyl)-1,2,3-triazole S-Oxide D astereoner E and

D astereoner F'. Step 1. 1-[5(R-3-[4-[2-[(!I

a, 5a, 6p) - 6- t - Bufeyfcar bonyl ami no- 3-t hi abi cycl o[ 3. 1. 0] hexan- 6-y1] pyri di n-5-y1

]- 3-fluorophen 2- oxooxazol idin-5-yl methyl]-1,2,3-triazole S Oxide

Di astereoner Byand/i.gp astereomer F. The conpound of Step | of Exanple 120

di astereonmer E (4¥8 gg) and diastereomer F (10.2 ng) was prepared from

1-[5(R) - 3- [ 4- [2N] (1, 5p, 6p) - 6- t - but oxycar bony! ani no- 3- t hi abi cycl o[ 3. I . 0] hexa

n- 6- ™

yl]1-pyridin-5-yl]-3-fluo enyjl ] - 2- oxooxazol idin-5-yl methyl]-1,2,3-triazole

(20.0 nmg) in the same F ag, descri bed for EXAVPLE 58. Di astereoner E

(less polar): M (FAB') nla: 9 (MB'). HRM5 (FAB' ) for C23H30FN6O3S (M ):

cal cd, 569.1982; found, 569.194%. - B®nastereoner F (nore polar): MS (FAB')

m z: 569(M—I) N

1-[5(R}-3-[4-[2-[(1e,50,683)-6-Amino-3-thiabicyclo]3.1.0Thexan-6-yl]pyridin-5-y1}-3-flucrophenyt]-
2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole S,5-Dioxide.
Step 1.
1-[5(R)-3-[4-[2-{(1a,50,6B}-6-t-Butoxycarbonylamino-3-thiabicyclo[3.1.0)hexan-6-yl Jpyridin-5-yl]-
3-fluorophenyl]}-2-oxooxazolidin-5-ylmethyi]-1,2,3-triazole $,S-Dioxide.
The compound of Step 1 of Example 121 (10.6 mg) was prepared from 1-[5(R)-3-[4-[2-[(1a,50,6p)-
6-t-butoxycarbonylamino-3-thiabicyclo[3.1.0jhexan-6-yl]pyridin-5-yi}-3-fluorophenyl]-2-

oxooxazolidin-5-ylmethyl]-1,2,3-triazole (20.0 mg) in the same manner as described for EXAMPLE
59.

MS (FAB Y m/z: 585 (MH').

HRMS (FAB") for C;,H30FNsO4S (MH): calcd, 585.1932; found, 585.1923.

Step 2.

Title Compound 121 (2.3 mg) was prepared from the compound of Step 1 of Example 121 (3.0 mg)
in the same manner as described for EXAMPLE 49.

MS (FAB") m/z: 485 (MH").

HRMS (FAB™) for CyH,,FN0,S (MH” ) calcd, 485.1407; found, 485 1397,

EXAMPLE 122
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A

HRVS (FAB) for C27H30FN6GCsS (MH ): cal cd, 569.1982; found, 569.1947. Step
2. Title Conmpound 120 di astereoner E (2.4 ng) was prepared fromthe conpound
of Step 1 of Exanple 120 diastereonmer E (3.7 ng) in the same manner as
descri bed for EXAMPLE 49. M5 (FAB') mz: 469 (MHd). HRVS (FAB') for
C23H20FN6O2S (MH ): cal cd, 469.1458; found, 469.1411. EXAMPLE 121 111 O,

,0. <//s>HN"'" N11 1 ~Jp F NONN\--i 1-[5(R-3-[4-[2-](!I

a, 5a, 6[i)-6- Am no- 3-t hi abi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5-yl J- 3-f | uor opheny
| ]- 2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole S, S-Dioxide. Step 1. 1-[5
(R -3-[4-[2-[(1 38

a, 6(3)-6-t-But oxycarbonyl am no- 3-thi abi cycl o[ 3. 1. 0] hexan-6-yl] pyridin-5 -yl
]- 3-fl uoropheh'iﬂ “YHoxooxazol i di n-5-yl nethyl]-1, 2, 3-triazole S, S-Dioxi de.
The conpound of NSt'®, of FExarrpI e 121 (10.6 ng) was prepared from

| -[5(R)-3-[ 4- [2 [ (I
6-t - but oxycar bonyl ani*ho- |ab0cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3-fluor
ophenyl ] -2- oxooxazol i g thyI] 1,2,3-triazole (20.0 ng) in the sane
manner as described for EXAMPLE 059. MS (FAB) mz: 585 (MN. HRVS (FAB') for
C27H30FN606S (M) : cal cd, 585%% nfound, 585.1923. Step 2. Title Conpound
121 (2.3 ng) was prepared fro \(Bﬁmound of Step | of Exanple 121 (3.0

ng)

1-[5(R)-3~{4-[2-[(} o,50¢,6)-6-Amino-3-thiabicyeclo[3.1.0]hexan-6-yl}pyridin-5-y1]-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole.

Step 1. |
1-[5(R}-3-[4-{2-[(1o,5,6(3)-6-t-Butoxycarbonylamino-3-thiabicyclo[3.1.0Jhexan-6-yl}pyridin-5-yI]-
3,5-diflvorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-riazole,

The compound of Step 1 of Example 122 (141 mg) was prepared from 1-[S(R)-3-(3,5-difluoro-4-
iodophenyl)-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (188 mg) and 5-bromo-2-[(1a,5a,603)-6-1-
butexycarbonylamino-3-thiabicyclo[3.1.0]hexan-6-yllpyridine (200 mg) in the same manner 25
described for EXAMPLE 31. '

MS (FAB") m/z: 571 (MH").

HRMS (FAB™) for C;7H,5F.N4O,S (MH"): calcd, 571.1939; found, 571.1899.

Step 2.

Title Compound 122 (4.2 mg) was prepared from 1-[5(R)-3-{4-{2-[(1a,5¢,68)-6-t-
butoxycarbonylamino-3-thiabicyclo{3.1.0Jhexan-6-yllpyridin-5-y1]-3,5-difluorophenyl]-2-
oxooxazolidin-5-ylmethyl}-1,2,3-triazole (10.0 mg) in the same manner as described for EXAMPLE
49.

MS (FAB™) m/z: 471 (MH").

HRMS (FAB™) for C;:Hz FaNg0,S (MH™): caled, 471.1415; found, 471.1436.

EXAMPLE 123

113




in the sane manner as described for EXAMPLE 49. M5 (FAB') mlz: 485 (MH).
HRVE (FAB') for C22H22FN604S (MH ): cal cd, 485.1407; found, 485.1397.
EXAMPLE 122 112 9-S-'. H IITHH2N NF O F Nf/*" \O N, N

1-[5(R)-3-[4-[2-[ (I a, 5a, 6] 3) - 6- Ami no- 3-t hi abi cycl o 3. 1. 0] hexan- 6-yl ] pyri di n-
5-yl]-3,5- difluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-I ,2,3-triazole. Step
1. 1-[5(R-3-[4-[2-[(1

a, 5a, 6(3) - 6-t-But oxycarbonyl am no- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5-y
I1- 3,5-difluorophenyl]-2-oxooxazol idin-5 -ylnethyl]-1,2,3-triazole. The
compound of Step Iy of Exanple 122 (141 ng) was prepared from

I-[5(R)-3-(3, 5-dj or o- 4- )

i odophenyl ) - 2- q¥, lidin-5-ylmethyl]-1,2,3-triazole (188 ng) and
5-brono-2-[ (I a, 5ay6[ 3y -6-t- but oxycar bonyl am no- 3-t hi abi cycl of 3.

1. 0] hexan- 6-yl BgN'r i” & (200 ng) in the sane manner as described for
EXAMPLE 31. M5 (FAB {Z 071 (MH). HRVB (FAB') for C27H29F2N6O4S (MH ):
cal cd, 571.1939; found, 189y. Step 2. Title Conpound 122 (4.2 ng) was
prepared from 1-[ 5(R) - 3T nF0La, 5a, 6(3)-6-1- ‘

but oxycar bonyl am no- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5

-yl ]-3,5-difluorophenyl]-2- oxooxazbdkjdi n-5-ylnethyl]-1,2,3-triazole (10.0
ng) in the sane manner as descri bewr EXAMPLE 49. M5 (FAB') mz:. 471
(MH)

1-[5(R)-3-[4-[2-[(1e,5c1,6)-6~-Amino-3-thiabicyclo[3.1.0]hexan-6-yllpyridin-5-y1]-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole S-Oxide Diastereomer G* and
Diastereomer H’,
Step 1.
1-[5(R)-3-[4-[2-[(1a,5¢1,6 B)-6-t-Butoxycarbonylamino-3-thiabicyclo[3.1.0Thexan-6-yl]pyridin-5-yl1}-
3,5-difluorophenyl)-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole S-Oxide Diastereomer G and
Diastereomer H.
The compound of Step 1 of Example 123 diastereomer G (10.2 mg) and diastereomer H (18.6 mg)
was prepared from 1-[5(R)-3-[4-[2-[(1a,Sa,6B)-6—t—butoxycarbonylamiﬁo-3-thiabicyclo[3.l.O]hcxan-
6-y11pyridin-5-yl}-3,5-diflucrophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (30.0 mg) in the
same manner as described for EXAMPLE 58.
Diastereomer G (less polar):
MS (FAB") m/z: 587 (MH).
HRMS (FAB™) for C;7H,0F,NgOsS (MH™): calcd, 587.1888; found, 587.1860.
Diastereomer H (more polar):
MS (FAB") m/z: 587 (MH").
HRMS (FAB") for Cy;HaoF,NgOsS (MH'): caled, 587.1888; found, 587.1921.

Step 2.
Title Compound 123 diastereomer G'(0.8 mg) was prepared from 1-[5(R)-3-[4-[2-[(1a,50,6B)-6-t-
butoxycarbonylamino-3-thiabicyclo3.1.0Thexan-6-yl]pyridin-5-y!]-3,5-difluorophenyl]-2-
oxooxazolidin-5-ylmethyl]-1,2,3-triazole diastereomer G (2.2 mg) in the same mariner as described
for EXAMPLE 49.
MS (FAB") m/z: 487 (MH").
HRMS (FAB") for CyH2 FoNgO,8 (MH™); caled, 487.1364; found, 487,1348.
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HRVS (FABD for C22H23F2N6O2S (MH ): cal cd, 471.1415; found, 471.1436.
EXAMPLE 123 113 0 S HiH 9.H2RNNF O F N'ffkO N~N \--j
1-[5(R)-3-[4-[2-[ (! a, 5a, 60) - 6- Am no

3-thiabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl]-3, 5-

di f1 uorophenyl ] - 2- oxooxazol i di n-5-yl nethyl]-1, 2,3-triazole S Oxide

D astereoner G and D astereoner H. Step 1. 1-[5(R)-3-[4-[2-[(1

a, 5a, 6(3) - 6-t-But oxycarbonyl am no- 3-t hi abi cycl o

[ 3.1.0] hexan-6-yl ] pyridin-5-yl]-

3, 5-di fl uorophenyl ) - 2- oxooxazol i di n-5-yl nmethyl ]-1,2,3-triazole S Oxide

D astereoner G and Diastereoner H The conpound of Step 1 of Exanple 123

di ast er eoner LE1%y) and diastereomer H (18.6 ng) was prepared from
1-[5(R)-3-[4-[ 2- gf?a, 5a, 6(3) - 6-t - but oxycar bonyl am no- 3-t hi abi cycl o[ 3. 1. 0] hex
an-

6-yl ] pyridi n- 544 5-di f 1 uorophenyl ) - 2- oxooxazol i di n-5-yl methyl]-1,2,3-tri
azole (30.0 ), Lhe same manner as described for EXAMPLE 58.

Di ast ereomer G2('ledS ppol af)- M5 (FAB) miz: 587 (MN. HRVS (FAB) for
C27H29F2N6 (s S ( MH )X .€a 587, 1888; found, 587.1860. Diastereoner H (nore
polar): Ms (FAB') niz: NHJL HRMS (FAB) for C27H29F2N6(O6S (IVH ): cal cd,

587.1888; found, 587. 19 ')
N
e

<
—

1-[5(R)-3-[4-{2-[(} &, 50x,6B)-6- Amirio-3-thiabicyclo[3.1.0]hexan-6-yllpyridin-5-y1]-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole S,S-Dioxide.

Step 1. _

1-[5(R)-3-[4-[2-[(1 &, 5,6 3)-6-t-Butoxycarbonylamino-3-thiabicyclo[ 3. 1.0Jhexan-6-y1lpyridin-5-y1]-
3,5-difluoropheny!]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole 8,S-Dioxide.

The compound of Step 1 of Example 124 (19.2 mg) was prepared from 1-[5(R)-3-[4-12-{(1a,5c,6P)-
6-t-butoxycarbonylamino-3-thiabicyclo[3.1.0Jhexan-6-yl)pynidin-5-yl]-3,5-difluorophenyl}-2-
oxooxazolidin-5-ylmethyl]-1,2,3-triazole (20.0 mg) in the same manner as described for EXAMPLE
59.

MS (FAB") m/z: 603 (MH").

HRMS (FAB™) for CyaH,eF2NsO6S (MH™): caled, 603.1837; found, 603.1873.

Step 2.

Title Compound 124 (2.7 mg) was prepared from the compound of Step 1 of Example 124 (4.0 mg)
in the same manner as described for EXAMPLE 49,

MS (FAB") m/z: 503 (MH™).

HRMS (FAB") for C5H, FaNg0,S (MH"): caled, 503.1313; found, 503.1306.

EXAMPLE 125
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Step 2. Title Conpound 123 di astereoner G (0 6 nmg) was prepared from

| -[5(R)-3-[4-[2-[ (] &, ba, 6p)-6-t-

but oxycar bonyl am no- 3-t hi abi cycl o[ 3. 1. O]hexan 6-yl] pyridin-5-yl]-3,5-difluor
ophenyl)-2- oxooxazolidin-5-ylnmethyl]- I,2,3-triazole diastereoner G (2.2
ng) in the sane mariner as described for EXANPLE 49. M5 (FAB) m z: 487
(MH). HRVS (FAB') for C22H21F2N6(3S (MH ): cal cd, 487.1364; found,

487.1348. 114 EXAMPLE 124 OS)O Hi pl 7.1H H2Nyy/* NI F JJJJJJIfffOfff F N
N~ N \--i

1-[5(R) -3-[4-[ ‘%a, 6] 3) - 6- Ami no- 3- t hi abi cycl of 3. 1. O]hexan 6-y]]pyridi n-
5-yl]1-3,5 difl Gor op enyl] 2- oxooxazol idi n-5-yl methyl]-1,2,3-triazol e
S,S-Dioxide. Step(ly 1-[5 (R-3-[4-[2-[(1 -

a, 5a, 6(3) - 6-t - BuHoXy£arbonyl am no- 3-t hi abi cycl o[ 3. 1. . 0] hexan-6-yl ] pyri di n- 5-
yl]- 3,5-difluor 1)
S, S-Dioxi de. The Conpoun
from1l-[5(R)-3-[4-]2-

INL.- 2- T(’)_,xooxazol idin-5-ylnethyl]-1,2,3-triazole

off Step 1 of Exanple 124 (19.2 ng) was prepared
6[ 3)- 6-t-butoxycarbonylam no-3 -thiabi cycl
o[ 3. 1. 0] hexan-6-yl ] pyridin | I 3, 5-difluorophenyl]-2-
oxooxazol i di n-5-yl net hyl F= 1772, 3Nt d’,a,q (20.0 ng) in the sonme manner as
descri bed for EXAMPLE 59. M (FAﬁ)3 9\_1__96 603 (MH). HRVS (FAB') for
C2, H29F2N6O6S (MH ): cal cd, 603.133¢% found, 603.1873. Step 2.

S(R)-3-[4-[2-[(1 a,Sa,6[3)-3-t—Butoxj/carbonyl~6~cyan0-3-azabicyclo[3. 1.0]hexan-6-yi}pyridin-5-yl]-
3,5-difluorophenyl]-5-[(isoxazol-3-ylJoxy]methyloxazolidin-2-one.

Title Compound 125 (47.8 mg) was prepared from N-[5(8)-3-[4-{2-[(1a,5a,6B)-3-t-butoxycarbonyl-
6-cyano-3-azabicyclo[3.1.0]hexan-6-yllpyridin-5-y1]-3,5-diflucrophenyl]-5-

hydrexymethyloxazolidin-2-one (50.0 mg) in the same manner as described for EXAMPLE 66.

MS (FAB™) m/z: 580 (MH").
BRMS (FAB") for CaoHysFoN,04 (MH™): calcd, 580.2008; found, 580.1965.

EXAMPLE 126

H HCI
N

Hllyan
Ne” N

5(R)-3-[4-[2-{(10,50,68)-6-Cyano-3-azabicyclo[3.1 .0Jhexan-6-y!lpyndin-5-yl}-3,5-difluorophenyl]-
5-{(isoxazol-3-yl)oxy}methyloxazolidin-2-one Hydrochloride. :

Title Compound 126 {(26.5 mg) was prepared from 5(R)-3-{4-[2-[(1a,5a,6$)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y]] -3,5-diﬂuorophenyl]—5 -[(isoxazol-3-
yloxy]methyloxazolidin-2-one (47.0 mg) in the same manner as described for EXAMPLE 2.

MS (FAB™) m/z: 480 (MH") (as free base).

HRMS (FAB™) for C34HzF,Ns0. (MH): calcd, 480.1483; found, 480.1449.
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Titl e Conpound 124 (2.7 ng) was prepared fromthe conpound of Step | of
Exanple 124 (4.0 ng) in the sanme manner as described for EXAMPLE 49. M5
(FAB) mz: 503 (MH). HRMS (FAB') for C22H21F2N6O4S (MVH): cal cd, 503.1313;
found, 503.1306. EXAMPLE 125 115 ~0TO N Hit- --IIHNC NF O FNA O NO 5
(R-3-[4-[2-[(1 a,5 a, 6(3)-3-t-Butoxycarbonyl - 6-cyan- 3-azabi cycl o

[3.1. 0] hexan-6-yl ] pyridin-5-yl]- 3,5 -difluorophenyl]-5-[(isoxazol -3

-yl )oxy] methyl oxazol idin-2-one. Title Conmpound 125 (47.8 ng) was prepared
fromN[5(S)-3-[4-[2-[(|a,b5a, 6(3)-3-t-butoxycarbony]- 6-cyan-3 -azabi cycl
0[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3,5 -di fluorophenyl]-5-

hydr oxynet hyl |é”é; 2-one (50.0 ng) in the sane manner as descri bed for
EXAMPLE 66. z: 580 (MH). HRVMS (FAB') for C29H28F2hBCB(N+{)

cal cd, 580:2008; ouNd 580 1965. EXAMPLE 126 HHCI Cc N Ht'11H NC NI F
FNN O,0

5(R)-3-[4-[2 a a 6 |)MB Cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl
]-3,5- difluor - b5-[(isoxazol - 3-yl)oxy] met hyl oxazol i di n- 2- one
Hydr ochl ori de. no 'u/

0
F NJ('

<
N
PR ]
N
\=

1-{5(R)-3-[4-[2-[(1a,50,6()-6-Cyano-3-(4-methylpiperazin-1-ylacety}-3-azabicyclo]3.1.0Jhexan-6-
ylpyridin-5-y1]-3-fluorophenyl]-2-oxcoxazelidin-5-ylmethyl]-1,2,3-triazole.

Title Compound 127 (17.9 mg) was prepared from 1-[5(R)-3-[4-[2-[(1 a,5a,6[3)—6'—cyano-3-
azabicyclo[3.1.0Jhexan-6-yl}-pynidin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-
friazole (20.0 mg) and N-methylpiperazine (20 pL) in the same manner as described for EXAMPLE
34,

MS (FAB™) m/z: 586 (MH").

HRMS (FAB®) for C;oH:FNyO4 (MH'): caled, 586.2690; found, 586.2642.

EXAMPLE 128
S

Hi 19«!}-{
4 N -

NCY iz

oy
o)

“LJ({
N
. Q'N
N
o=
1-[5(R)-3-{4-{2-[(1 t,501,6B)-6-Cyano-3-thiabicyclof3.1.0Jhexan-6-yllpyridin-5-yl)phenyl)-2-
oxooxazolidin-5-ylmethyl}-1,2,3-triazole,

Title Compound 128 (201 mg) was prepared from 1- [S(R) -3-[4-(4,4.5,5-tetramethyl-1,3,2-
d1oxaborolyl)phenyl]-2-oxooxazohdm— -ylmethyl]-1 2 3-tnazole {263 mg) and 5-bromo-2-
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Titl e Conpound 126 (26.5 ng) was prepared from

5(R)-3-(4-[2-[(1a, 5a, 6(3)-3-t-butoxycarbonyl -

cyano- 3- azabi cycl o 3. 1. 0] hexan-6-yl ] pyri di n-5-yl]-3,5-difluorophenyl]-5-[(is
oxazo] - 3- yl)oxy] nmet hyl oxazol i din-2-one (47.0 ng) in the same manner as
descri bed for EXAMPLE 2. M5 (FAB') m(z: 480 (MN (as free base). HRVS (FAB)
for C24H20F2NSO4 (MM ca] cd, 480.1483; found, 480.1449. 116 EXAWPLE 127 N
(N) ,NM FU1, NC NF NAON

I-[5(R)-3-[4-[2-[ (I a, 5a, 6(3)-6-Cyano=3- (4-net hyl pi perazin-1-yl)acetyl - 3-azab
i cycl o[ 3. 1. O] H@m@-éyy@)pyftﬁigﬁiqyclﬁ-[ll.0]hexan-6-y]]pyridinc (200 mp) in the same manner as
yl]-3-fl uoroph&ga%lﬁg,m@gpl idin-5-ylnethyl]-1,2,3-triazole. Title
Compound 127 (17. pared froml-[5(R)- 3[4[2 [ (]

a, ba, 6j 3) - 6- c ﬁép@n?’"/ 445(Mﬁfj‘

azabi cycl o[ 3. 1HRIB &by Hr @A ND:S @UHT): Balyd] 4534471 foodypdserayd. ] - 2- oxooxazol i di n-5
-ylnmethyl]-1,2,3- triazole (20.0.ng) and N nethyl pi perazine (20 L) in the
same nmanner as_descri bed for EXAMPLE 84. M5 (FAB') mlz: 586 (MH7. HRMS
(FAB) for C30 17(9M/\): cal cd, 586.2690; found, 586, 2642. EXAMPLE 128 S
HI1- --11H NC Nl‘.s?o NAO N

HllyulH
L N
|

NCY =
™

0
v
%‘ -N-‘.'N
N
1-[5(R)-3-{4-[2-[(1 o, 50,6B)-6-Cyano-3-thiabicyclof3.1.0]hexan-6-y1)pyridin-5-y1}phenyl}-2-
oxooxazolidin-5-ylmethyl]-1,2,3-triazole S-Oxide.
Title Compound 129 (21.9 mg) was prepared from 1-{5(R)-3-[4-[2-[(1 o,5¢,6P)-6-cyano-3-
thiabicyclof3.1.07hexan-6-yl)pyridin-5-yllphenyl]-2-oxocoxazolidin-5-ylmethyl}-1,2,3-triazole (22.3
mg) in the same manmer as described for EXAMPLE 58,

MS (FAB") m/z: 461 (MH"), ,
HRMS (FAB") for C;;Hy,NsO,8 (MH"): caled, 461.1396; found, 461.1390.

EXAMPLE 136
0P

Hl ‘9‘“1-‘
Lon N
|

NCY

™
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N

<

N
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I-[5(R)-3-[4-[2-[ (] a, 5a, 6J3) - 6- Cyano- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-yl ) pyri di n-
5-yl ] phenyl]-2- oxooxazolidin-5-ylnethyl]-1,2,3-triazole. Title Conpound 128
(201 nmg) was prepared from1-[5(R)-3-[4-(4,4,5,5-tetramet hyl -1, 3, 2-

di oxabor oi yl ) phenyl ] - 2- oxooxazol i di n-5-yl nethyl]-1, 2,3-triazole (263 ng) and
5-brono-2- 117 [ (| a, 5a, 6p) - 6- cyano- 3-t hi abi cycl o-[ 3. 1. 0) hexan-6-yl ] pyri di ne
(200 ng) in the sane manner as described for EXAMPLE 1. M5 (FAB) m z: 445
(M). HRVS (FAB4) for C23H21N602S (M *'): cal cd, 445.1447; found, 445.1434.
EXAMPLE 129 0 SI NC "'I NI ONA 1-[5(R-3-[4-[2-[(1

a, 5a, 6p) - 6- -1 Niapt cyc 1. 0] hexan- 6= ridjn-5-vyl e - 2-
oxooxag_zjl i d%agﬁ;@%@ﬁgﬁ?“gaéﬁﬁyﬁ ?oé!z'%fa)émg-l%i?{&c)ﬂlé'gxx%iyh%m%}éﬁ]&ﬁﬁcﬁ%ﬁ% (21.9
my) was prepar@dofargdigind-yimetny)-R2.}-iagope §.3-DipxBa, 6p) - 6- cyano- 3-
} hilagi gytcl of 3. ﬂau@t&zmseaw 16e ylls]zp;yglt) Kﬁg pepareN kbR Inqsmi-i-fﬂpqwagzggsap%tﬁ%a&i— yl rreg gyl
-1,2,3-triazole, (22, a er as .descr,l .

VB (FAB+) z:‘ll“ﬁ%giy%‘%{i\&?]ﬂ%%iﬁ/%%@fﬂﬁj’gfyg&e@g PIREGS ‘“(ﬁi'ﬁmf‘ﬁgk&?’éﬁ?az%%@%ge;
found, 461. 1399g)in EXAYRNENIERE c@g@'bod#ﬂarMESﬂC ~N O NA

MS (FAB") m/z: 477 (MH").

HRMS (FAB") for C;3H;Ng0,S (MH"): calcd, 477.1345; found, 477.1329,

EXAMPLE 131
S

HHQMIH
N

NC” 1@ 1F

2
A

\\{
N,
NN

JA-[5(R}-3-[4-[2-[(1c,501,6B)-6-Cyano-3-thiabicyclo[3.1.0]Thexan-6-yi]pyridin-5-y1]-3,5-
difluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole.

Title Compound 131 (142 mg) was prepared from 1-{5(R}-3-{3,5-difluoro-
4(trifluoromethanesulfonyl)-oxyphenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole (254 mg) and 5-
bromo-2-[(1a,5a,6P)-6-¢cyano-3-thiabicyclo{3.1.0Thexan-6-yllpyridine (200 mg) in the same manner
as described for EXAMPLE 31.

MS (FAB") m/z: 481 (MH").

HRMS (FAB™) for C;3H,0F,N;0,S (MH): caled, 481.1258; found, 481.1241.

EXAMPLE 132
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0 zN N 118. 1-[5(R)-3-[4-[2-[(1

a, 5a, 6(3) - 6- Cyano- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl ] phenyl]-2-
oxooxazol idin-5-ylmethyl]-1,2,3-triazole S, S-Dioxide. Title Conpound 130
(18.2 ng) was prepared from1-[5(R)-3-[4-[2-[(I|a, 5a, 6] 3) - 6-cyano- 3-

t hi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl ] phenyl ] - 2- oxooxazol i di n-5-yl net hyl
]-1,2,3-triazole (22.3 ng) 1n the sanme manner as descri bed for EXAMPLE 58.
M5 (FAB') mlz: 477 (MN. HRMS (FAB') for Cz3H21N604S (ME*): cal cd, 477.1345;
found, 477.1329. EXAMPLE 131 S NC' NI FFN \ONN \--j .1 -[5(R-3
-[4-[2-[(] a5 af

6[ 3) - 6- Cyano- 3-
diquorophenth;
131 (142 ng) was
A4(trifluoronet

bi cycl o] 3. 1. QJhexan-6-yl ] pyridin-5-yl]-3, 5-

gxpoxazol idin-5-ylmethyl]-1,2, 3-triazole. Title Conpound
regared from1l-[5(R)-3-[3,5-difluoro-

negal honyF ) - oxyphenyl ] - 2- oxooxazol i di n-5-yl methyl -1, 2, 3-tri

brono-2-[(la, 5(x,6(3)-6 no;jﬁtlﬂ abi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di ne (200
ng) in the sane mannerp-as”ugstyi bed for EXAMPLE 31. MS (FAB') mz: 481
(MN. FIRVMS (FAB') for C23H, QE2N6QZS (MH ): cal cd, 481.1258; found,
481.1241. EXAMPLE 132 119 0O NﬂaN

Pt

1-{5(R)-3-[4-[2-{(1 ,50,6B)-6-Cyano-3-thiabicyclo]3.1.0)hexan-6-yl)pyridin-5-y1}-3,5-
difluorophenyl]-2-oxooxazolidin-S-ylmethyl]-1,2,3-triazole S-Oxide.

Title Compound 132 (18.5 mg) was prepared from 1-[S(R)-3-[4-[2-[(1a,50,68)-6-cyano-3-
thiabicyclo[3.1.0}hexan-6-yl}pyridin-5-y13-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-
triazole (20.0 mg) in the same manner as descnbed for EXAMPLE 58,

MS (FAB") m/z: 497 (MH").

HRMS (FAB") for C3H,5F,N¢OS (MH™): caled, 497.1207; found, 497.1251.

EXAMPLE 133
o, .0

N
S

Hire iH
N

NC” vz ] F

'\
O

F N J(O
‘\& MNen
"=

1-[5(R)-3-[4-[2-[{1,50,6(3)-6-Cyano-3-thiabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole 5,S-Dioxide.
Title Compound 133 (18.9 mg) was prepared from 1-[5(R)-3-[4-[2-[(10.,5a,63)-6-cyano-3-
thiabicyclo[3.1.0Thexan-6-yl]pyridin-5-y1]-3,5-difluorophenyl]-2-oxcoxazolidin-5-ylmethyl]-1,2,3-
triazole (20.0 mg) in the same manner as described for EXAMPLE 58.
MS (FAB") m/z: 513 (MH"). _
HRMS (FAB") for Cy5HyoF:Ng0,S (MH"): calcd, 513.1157; found, 513.1181,
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1-[5(R)-3-[4-[2-[ (1a, 5a, 6(3) - 6- Cyano- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-y]] pyri di n-
5-yl 3-3,5- difluorophenyl]-2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole
S-xide. Title Conmpound 132 (18.5 ng) was prepared from

1-[5(R)-3-[4-[2-[ (] a, 5a, 6(3)-6-cyano-3- thiabicyclo[3. ]

. 0] hexan-6-yl jpyridin-5-yl)-3,5-difluorophenyl]-2-oxooxazolidin-5-yl nethyl]-
1,2,3- triazole (20.0 ng) in the sane manner as described for EXAMPLE 58. MS
(FAB') mz: 497 (MH). HRMS (FAR ) for C23H19F2N603S (MW : cal cd, 497.1207;
found, 497.1251. EXAMPLE 133 O ,0H ,IH NCC9 NFO FNAON, N
1-[5(R)-3-[4-[2-[(1 a,5

a, 6( 3) - 6- CyancEXAMPMERB¥cycl o 3. 1. 0) hexan-6-yl ] pyri di n-5-yl ] -3, 5-

di f1 uor ophenyl hec2” xagol i di n-5-ylnmethyl]-1,2,3-triazole S, S-Dioxide.
Titl e Conpound 133 {18.9 ng) was prepared from

I-[5(R)-3-[4-[2-[({ a)5a, 6(3) - 6-cyano- 3-

t hi abi cycl o[ 3. 1. 87 Hh-G-yijyridin-5-y|]-3,5-di

fl uorophenyl ] - 2- g% Mgl i di n-5-ylnethyl]-1,2,3- triazole (20.0 ng) in the
sanme nmanner as descrl EXAMPLE 58. M5 (FAB') miz: 513 (MH). HRMVS
(FAB-) for CZ3H19F2N6 ‘ cal cd, 513.1157; found, 513.1181.

A
<

1-[5(R)-3-[4-[2-[(1a,50,6B)-6-Cyano-3-(1,3-diacetoxypropan-2-yl)-3-azabicyclo{3.1.0)hexan-6-
yllpyridin-5-y1}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole.

To a solution of 1-[S(R)-3-{4-[2-{(10,50,68)-6-cyano-3-(1,3-dihydroxypropan-2-yl)-3-
azabicyclo[3.1.0]hexan-6-y[]pyridin-5-yl]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-

fo

triazole (7.7 mg) in dichloromethane (0.2 mL) was added acetic anhydride at room temperature, the
rnixture was stirred at the same temperature for 5 hours. To the mixture was added 4-
(dimethylamino)pyridine (9.0 mg), the mixture was stirred at room temperature for 1 hour and
concentrated in vacuo. Preparative thin-layer chromatography (silica, dichloromethane: methanol =
10:1) of the residue gave title compound 134 (5.8 mg).

MS (FAB") m/z: 604 (MH").

HRMS (FAB™) for CyoH3 FN;Og (MH™): caled, 604.2320; found, 604.2300.

EXAMPLE 135
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120 EXAMPLE 134 AcO' ( CGAc N H IH NCN11 1 O F/ NAON N N
I-[5(R)-3-[4-[2-[ (] a, 5a, 6(3) - 6-Cyano-3-(1, 3-di acet oxypropan-2-yl)-3-azabi cyc
| o[ 3. 1. 0] hexan- 6-

yl ] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole.
To a sol ution of
I-[5(R)-3-[4-[2-[(l a,5a, 6[i)-6-cyano-3-(1, 3-di hydroxypropan-2-yl) - 3-

azabi cycl o [3. :

| . 0] hexan-6-yl ] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-y]nmethyl]-1,2
,3- triazole (7.7 in dichloronmethane (0.2 nL) was added acetic anhydride
at room tenperajurg, tdhe mxture was stirred at the same tenperature for 5
hours. To the nlﬁfhr was added 4- (dinethyl am no)pyridine (9.0 ng), the

m xture was stiryed at roomtenperature for 1 hour and concentrated in
vacuo. Preparati\ve/thin-|ayer chromatography (silica, dichloronethane:

met hanol = 10917617 t he resi due gave title conpound 134 (5.8 ng). MS (FAB-)
mz: 604 (MN.pn B4) for C30H31FN7O6 W: cal cd, 604.2320; found,

604. 2300. EXAMPLE 121 O N (N~ H11- -IH NC'~ N O

139

1-{5(R)-3-[4-[2-[(1 ¢, 50,6 B)-3-[(3R,45)-1-Azabicyclo[2.2.1Thepan-3-y]l]carbonyl-6<yano-3-
azabicyclo[3.1.0Jhexan-6-yl]pynidin-5-yl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-
triazole.

Title Compound 135 (3.9 mg) was prepared from 1-[5(R)-3-[4-[2-[(10,50,6B)-6-cyano-3-
azabicyclo[3.1.0Thexan-6-yl]pyridin-5-y1]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl)-1,2,3-
triazole {20.0 mg) and (3R,4S)-1-azabiéycloheptane-l%-carboxylic acid hydrochleride (9.5 mg) in the
same manner as described for EXAMPLE 71.

MS (FAB") m/z: 569 (MH").

HRMS (FAB™) for CspH3oFN;C3 (MH™): caled, 569.2425; found, 569.2380.

EXAMPLE 136
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FNfJ'\O NON 1-[5(R-3-[4-[2-[(1la

5a, 6p) - 3-[ (3R 4S) - 1- Azabi cycl o[ 2. 2. 1] hepan- 3-yl ] car bonyl - 6¢cyano- 3-

azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl]-3-fluorophenyl]-2-oxooxazol i di n-5-
ylmethyl]-1,2,3- triazole. Title Conpound 135 (3.9 ng) was prepared from
1-[5(R)-3-[4-[2-[ (I a, 5a, 6] 3) - 6cyano- 3-

azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-3-fl uorophenyl]-2-oxooxazol i di n-5-
ylmethy]]-1,2,3- triazole (20.0 ng) and

(3R, 4S) - 1- azabi cycl ohept ane- 3-car boxylic acid hydrochloride (9.5 ng) in the
same nmanner as described for EXAMPLE 71. M5 (FAB') mz: 569 (MN. HRMS
(FAB4) for C30HZBNABT2{5Y.0R)cfelxst0-3-569diR-425:3-dzainyelo[35 Bhe 28 80 IpyridAMRLE 136
| NG( g) NGC cN,y\ ~ﬂu§)fr en'§1llglox8&a;!8}adim§-ymm&%ﬁ-1,lz,alLrﬁaz()B)l- 8- L4- [ 2- E;( 1I i':l 5 din-Syl]
a, - 6- Cyano- 3- ri - 2= -3-az clo[3.1,0)hexan-6-yl]pyridin-S-yl]-
5 O P ior ophenyh Fpiben Sl P R FasbSiet A b R Ba on
of fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (50.0 mg) and 2-pyridyl

1-[5(R) - 3- [ 4- [ Znlidrbfes Na1eQ0.8¢ ADPR idFAR . -Gt 9le y di n-5-
yl']-3- fluor opﬁgnyl i -g?f)@goxegé_gl ?g?ﬁg,éyl rre%%lln]%%e %n%i"[bﬁgg%glgte%é%g&{%a ng)
and 2-pyridyl MUF; flegbEmRlRARY (Tiaravicegeawtig =i of hewprssaedthy| ani ne
(0.2 mL) was stampped 136 (186 mglc for 44 hours. Flash chronat ography (silica,
ethyl acet at e: \RRELSR):: 23948, of the m xture gave title conpound 136 (18.6

") . _ HRMS (FAB™) for C33H,FN; O, (MH™): caled, 523.2006; found, 523.1978,

EXAMPLE 137
N

Hh%ZuH
NC” /Nl F
-

0
F NJ{O N,O .
N
0
)y
5(R)-3-[4-[2-[(1c,5c,6B)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[ 3. 1.0]hexan-6-yl]pynidin-5-yl]-
3,5-difluorophenyl]-5-[N-(t-butoxycarbonyl}-N-{isoxazol-3-y!}aminomethyloxazolidin-2-one.
Title Compound 137 (54.9 mg) was prepared from N-[5(S)-3-[4-[2-[(1a,50,6pB)-3-t-butoxycarbonyl-
6-cyano-3-azabicyclo[3.1.0}hexan-6-yljpyridin-3-yl] -3-fluorophenyl}-5-hydroxymethyloxazolidin-2-
one {50.0 mg) in the same manner as described for EXAMPLE 67.
MS (FAB™) m/z: 679 (MH").
HRMS (FAB") for CsyH3:F3N4O, (MH): caled, 679.2692; found, 679.2672.

EXAMPLE 138
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M5 (FAB') mz: 523 (MH). HRVS (FAB' ) for C28H24FN802 (MH ): cal cd,

523.2006; found, 523.1978. EXAMPLE 137 ~OY O <<N~~ Hit- | "11H NCN F O
FNN N jO O5 (R-3-[4-[2-[(

a, 5a, 6(3) - 3-t-But oxycar bonyl - 6- cyano- 3- azabi cyci o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5
-yl]- 3,

5-di fl uorophenyl ]-5-[ N-(t-but oxycarbonyl)-N-(isoxazol -3-yl)]am nonet hyl oxazo
lidin-2-one. Title Conmpound 137 (54.9 ng) was prepared from
N[5(S)-3-[4-[2-[ (Il a, 5a, 6(3)-3-t-butoxycarbonyl - 6-cyan-3-azabi cyclo

[ 3. 1. 0) hexan-6-yl Hymi din-5-yl ]-3-fluorophenyl]-5-hydroxynet hyl oxazol

din-2- one (50.0 in the sanme manner as described for EXAMPLE 67. MS
(FAB') nmlz: 679 . HRMS (FAB') for C34H37F2N60O7 (MB'): cal cd, 679.2692;
found, 679.2673" VPLE 138 123 HHCI CCN)) H,. ,11IHNC N F O F N NA
NH NC” O -
x
0

F N’Kb N,0

NH
5(R)-3-[4-[2-[(1ct,50,68)-6-Cyano-1-azabicyclo[3.1.0Thexan-6-ylJpyridin-5-y1]-3,5-difluorophenyl}-
5-[N-(isoxazol-3-yl)lJaminomethyloxazolidin-2-one Hydrochloride. '
Title Compound 138 (20.7 mg) was prepared from 5(R)-3-[4-[2-{(1a,50,6[)-3-t-butoxycarbornyl-6-
cyano-3-azabicyclo[3.1.0Thexan-6-yl]pyridin-5-yl]-3,5-difluorophenyl]-5-[N-(t-butoxycarbonyl)-N-
{isoxazol-3-yl)laminomethyloxazolidin-2-one (51.8 mg) in the same manner as described for
EXAMPLE 2. ‘
"H NMR (DMSO-d6) § 3.03-3.09 (m, 2H), 3.40-3.47 (m, 4H), 3.85 (dd, J=9.2 Hz, 6.1 Hz, 1H), 3.90-
4.00 (m, 2H), 4.20 (t, J=9.2 Hz, 1H), 4.90-4.98 (m, 1H), 6.00 (d, J=1.8 Hz, 1H), 6.57 (t, J=6.1 Hz,
1H), 7.45-7.53 (m, 2H), 7.72-(d, J=7.9 Hz, 1H), 8.01 (4, J=7.9 Hz, 1H), 8.3% (4, J=1.8 Hz, 1H), 8.64
(s, 1H).

0
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<

N
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N
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1-[5(R)-3-[4-[2-[(1 o0, 50,6B)-6-Cyano-3-(thiatriazol-2-y1)-3-azabicyclo[3.1.0Jhexan-6-yllpyridin-5-
yI}-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole. '
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5 (R-3-[4-[2-[(1

a, 5a, 6p) - 6- Cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-3,5-difl uorophe
nyl] 5-[N-(isoxazol -3-yl)]am nonet hyl oxazol i di n-2-one Hydrochloride. Title
Conpound 138 (20.7 ng) was prepared from

S(R)-3-[4-[2-[(1a,5(X 6p)-3-t-but oxycar bonyl - 6- cyano- 3-azabi cycl o

[ 3. 1. 0] hexan-6-yl ] pyridin-5-y1]-3,5-di fl uorophenyl]-5-[ N (t-butoxycarbonyl)-
N (isoxazol -3-yl)]am nonet hyl oxazol i di n-2-one (51.8 ng) in the sane manner
as described for EXAMPLE 2. "H NWR (DVMSO-d6) S 3.03-3.09 (m 2H), 3.40-3.47
(m 4H), 3.85 (dd, J=9.2 Hz, 6.1 Hz, 1H), 3.90- 4.00 (m 2H), 4.20 (t, J=9.2
Hz, 1H), 4.90-% 28lipn of|lHj-thi@abeny{dimiddzole. (8! .4Hng) il édtoniGilS( . O(ml) wasBlddd IHER)- 1H) ,
g- 158 H§3 (m ?gﬂ[z i@a?& 6éﬂ5-cylm73 9za'51% E’Q @méiaupéyi ﬂndt\]ﬁzﬁ}% Mﬁmpﬂcéa‘}l}\l 28 |39 (d
NAO\I Ne- N 1- [ngc()ﬁ)azg)hd%.zf )[hgg%xl FB(A tnazo gﬂmg) at room temperaturc the mixture was stm'ed at

a, Sa, 6p) - 6- Cy athosade fdripe@turel fazidiou -Tp|the-nBxtare abs iyl iofoBiethar@)(6Tesq e, the ko s di n-

5- yl]-3-fl uorgm@m&n @m&%mxﬁ,mebﬁghpmﬁf )llc@?ﬁ{tammvaéuo ASulped s%%h?%e rm&zéndTO a

solution of 1,1 -thi r bon m, dazo| e In acetonitri )
was added 1- [5?%\.\“1 azi ea 9 g¥ n acetomtgle%l 0 mL)was sm"re[irgl> room temperature for ovemlgh After

3-[4-[2-[ (| a, 5ilub¢:8if 116 -noytam o+tB watrer the iy bl BatdriaBwaexcalfecid Yy filpation.dPropabtivel | - 3- f
| uor ophenyl ] - 25, 0XQ0XAZO otk (émyé Efaﬁct}wqaha;le rethardol L 87 Bl Btk %9619019;9;(&@& 1.ﬁe00m

tenperature, the mxture waS stirred he sane tenperature for hour. To
the mxture wa® 28941 Gadme-hane (67. 9 p L), the mixture was sti rred at
room t enper at uMs (FAB") eee¥niyHl), and concentrated in vacuo, A suspension of

the residue anﬁmqﬂw&égdﬁm@smmc@ SACREOTbIEI 938 146k: O ML) was stirred

at room tenperature for overnight l'uti'on of the mixture with

water, the insoluble materials were collected by filtration. Preparative
EXAMPLE 140
H
N

H :9-1}}-[
NC ‘q, /N

.
8]

AL
e

}—Me

S
N-[5(8)-3-[4-[2-{(1ax,50,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yljpyridin-5-y1}-3-fluorophenyl}-
2-oxooxazolidin-5-ylmethyllthicacetamide,
Step 1.
N-[5(8)-3-[4-[2-[(1x,50.,6()-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-y jpyridin-5-
ylj-3-flnorophenyl]-2-oxooxazolidin-5-ylmethyl]thioacetamide.
A mixture of 5{(8)-aminomethy!-3-[4-[2-[(10,50,6P3)-3-t-butoxycarbonyl-6-cvano-3-
azabicyelo[3.1 .0]hexan-6—y1}pyridin—5-y]]-3 -fluorophenyljoxazolidin-2-one (100 mg), ethyt
dithioacetate (28.0 pL), triethylamine (62.2 pL), and tetrahydrofuran (3 mL} was stirred at room

temperature for overnight and concentrated in vacuo Flash chromatography (silica, dichloromethane:
methanol = 10:1) of the residue gave N-[5(8)-3-[4-[2-[(1a,5a,6B)-3-
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S — AR : " ’
t hi n-1 ayer chromatography (silica, dichloronethane: nethanol = 10: 1) of the
i nsol uble materials title conmpound 139 (13.7 ng). M5 (FAB) mz: 531 (MA.
HRVS (FAB') for C2<H20FN1OO2S (MH ): cal cd, 531.1475; found, 531.1466.
EXAMPLE 140 H N H i~ tH NC/ NO F/ NAONH S M N[59-3-[4-[2-[(1
a, 5a, 6(i)-6-Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl)-3-fl uorophenyl
] - 2-oxooxazolidin-5-ylnethyl]thi oacetamde, Step 1. N[5 (S5)-3-[4-[2-[(1
(x,5 a, 6] 3)-3-t-Butoxycarbonyl - 6- cyano- 3-azabi cyc
| o[ 3. 1. 0] hexan-6-yl ) pyridin-5- yl]-3-fluoroph enyl]-2-oxooxazol
S ! P SRS Al Tt Pl SR PSRl (2
azabi cycl o[ 3. Joxojxhzekidin-S 6Amydthybikidacktami®(§3.Qm@- f | uor ophenyl ] oxazol i di n- 2- one -
(100 ng), et hws @ligHeasetvasg (28.0 L), triethylanmine (62.2 pL), and
tetrahydrofur%ﬁ3%3 m.) was stirred at room tenperature for overnight and
concentrated i &%QUO Fl ash chromat ography (silica, dichloronethane:
met hanol = 10:Tifje Gimpovrd 14@ 664 ) yesweephied B¢rB)he Borfiphufdf Blep & obExa6Ply 180 (12Bmg)

t - but oxycar bony lhe GantelRinRer 3s RZRBECMA{MrLkE £] hexan-6-yl [ pyridin-5-yl )-3-fl
uor ophenyl ) - 2- azol i din-5-yl met hyl)thi oacetam de (82.0 ng). M5 (FAB4) -
mz: 552 (MH )IY‘%D 2"59{1‘?“’?-

HRMS (FAB") for Co3H;FN;O,8 (MH™): caled, 452.1557; found, 452.1531.

EXAMPLE 141
H
N

by, N

NC¥ = |

N
O

F NJL

LH<:
' A—NH
S}-OMe

O-Methyl N-(5(8)-3-{4-[2-[(1a,5a,6B)-6-Cyano-3-azabicyelo[3.1.0]hexan-6-yl]pyridin-5-y1]-3-
fluorophenyl}-2-oxooxazolidin-5-ylmethylJthiocarbamate,

Step 1.
N-[3(8)-3-[4-{2-[(1,501,6[3)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-ylpyridin-5-
yl1]-3-flucrophenyl}-2-oxooxazolidin-5-ylmethyl])isothiocyanate.

To a solution of 5(8)-aminemethyl-3-[4-[2-{(1 a,5a,6[3)-3-t-butoxyc;arbonyl-6-cyano-'3-
azabicyclo]3.1.0Thexan-6-yl]pyridin-5-yl]-3-fluorophenyljoxazolidin-2-one (150 mg) in
tetrahydrofuran (2.0 mL) was added carbon disulfide (36.6 pL) and triethylamine (42.4 pL) at 0 °C,
the mixture was stirred at the same temperature for 4 hours. To the mixture was added ethyl
chloroformate {29.1 pL) at 0 °C, the mixture was stirred at the same temperature for 30 minutes and
concentrated in vacuo. Treatment of the residue with water gave crude product. A solution of the

crude product in dichleromethane was dried over anhydrous sodium sulfate, filtered, and then
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Titl e Conpound 140 (46.2 ng) was prepared fromthe conpound of Step 1 of
Exanple 140 (77.0 ng) in the same manner as described for EXAMPLE 49. M
(FAB*) nVz: 452 (MN. HRMS (FAB4) for Cr3H23FN502S (MW : cal cd, 452.1557;
found, 452.1531. EXAMPLE 141 H ((N~~ Hul).,. HN NCF Da '4 N \ONH
/[f-Ove 0O- Met hyl

N-[5(S)-3-[4-[2-[ (I a, 5a, 6p) - 6- Cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n- 5-
yl]-3- fluorophenyl)-2-oxooxazolidin-5-ylnethyl)thi ocarbamate. Step 1.
N[5(S)-3-[4-[2-[(1

a, 5(x, 6p) - 3-t - But oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0) hexan- 6-yl ] pyridin-5
- yl) -3 -fl uor ephenstk] in 2acg.o0xh 2iybnatelraphb(siikarethil pefate) of the eogua gak ¢he cdropoand

sol ution of  sfsiep1 of Example 141 (125 mg).
5(S)-am nonet h (é%é - 5a gp) - 3-t - but oxycar bonyl - 6- cyano- 3-

4-12:1( )

azabi cycl o[ 3. 1. 3%9265{2 i di n-5-yl]-3-fluorophenyl]oxazolidin-2-one
(150 ng) in t&Ep ahydrofuran (2.0 nL) was added carbon disulfide (36.6 PL)
and tri et hyl anpn@ethyt R(9(sh3-[Rf2-[0 B, o8- REBMb LM Ry VRS 2t I LA6L RE3 LoMRx2TE
tenperature f or, 4 ,hogr ﬁ.laago t Fe @1 xture ]\;Es g]gldgd] thyl chlorof onmate (29.1
L) at 0 C theYREPemal omPrey g oaox iR yime Eﬂr@é’FﬁPW&' for 30 minutes
and concent r aledsdlutioy afsedum Tedatigen mebinol (pepar@diodiurediwn bivrda(265 mghand cr ude
product. A sol 4timaid1 Qfo APwasaldtd e sREQEMFS tHeRodboeit ASRIBLIRAR NS @d £ Over
anhydrous sodi ungasu : tgﬁ fdect @Eed’ and then 126 concentr aéed [ g vacuo. .
Fl ash chr onat off4pR ? et GG Be ISR Sed et 1gpm (epReTpIE iy J dognird congirate
conpound of Sinepcud. dfterExlatgploéthg fsidfe@® watg), the mixture was extracted with dichloromethane-

methanol {10:1). The organic extracts were dried over anhydrous sodium sulfate, filtered, and then

concentrated in vacuo. Flash chromatography (silica, dichloromethane: ethyl acetate = 1:1) of the

residue gave the compound of Step 2 of Example 141 (93.5 mg).

MS (FAB") m/z: 568 (MH").

Step 3, _

Title Compound 141 (43.6 mg) was prepared from the compound of Step 2 of Example 141 (85.0 mg)

in the same manner as described for EXAMPLE 49,

MS (FAB*) m/z: 468 (MH").

HRMS (FAB®) for C23H;FN;0,8 (MH): caled, 468.1506; found, 468.1524.

REFERENCE EXAMPLE 1

N-[5(8)-3-[3-F 1uoro-4-(4,4,5,S-tetramethyl-l,3,2—dioxaborolyl)phenyl]—l-oxboxazo]idin-S—
ylmethyl]acetamide.

The mixture of N-[5(8)-3-(3-fluoro-4-iodophenyl)-2-oxooxazolidin-5-ylmethylJacetamide (2.00 g),
bis(pinacolato)diboron (1.61 g), potassium acetate (1.56 g) and [1,1°-
bis(diphenylphosphino)ferrocene]palladium(Il) dichioride-dichloromethane adduct (432 mg) in
dimethyl sulfoxide (50 mL) was heated at 80 °C for 1 hour. The mixture was diluted with water and
extracted with ethyl acetate. The organic extracts were washed with bring, dried over anhydrous
magnesium sulfate, and then concentrated in vacuo. Flash chromatography (silica, ethyl acetate:
acetone = 9:1) of the residue gave N-[5(8)-3-[3-fluoro-4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)phenyl]-2-oxooxazolidin-5-yimethyljacetamide (889 mg).
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I

M5 (FAB*) nmiz: 536 (Mt). Step 2. 0-Methyl

N-[5(S)-3-[4-[2-[(Ia,ba, 6(3)-3-t-But oxycarbonyl - 6-cyano- 3-azabicyclo[3.1.0]h
exan-6- yl]pyridin-5-y13. 3-fl uaraphenyl ] -2oxooxazol i di n-5-yl net hyl |
t hi ocarbamate. To a solution of sodi um nmet hoxi de in nethanol (prepared from
sodi um hydride (26.5 ng) and nethanol (1.0 nL)) was added a. suspension of
the conmpound of Step | of Exanple 141 (119 ng) in nethanol (1.0 nL) at 0 C
the m xture was stirred at roomtenperature for 5 hours and concentrated in
vacuo. After dilution of the residue with water, the m xture was extracted
wi t h di chl oronet hane- nethanol (10:1). The organic extracts were dried over
anhydr ous sodi HRMSUET pfoeC,HiLBRNOSBI): adivll, 1788 762; foamk; 8T8 1720.ed i n vacuo. Fl ash
chromat ography (silica, dichloronethane: ethyl acetate = 1:1) of the
residue gave t ReredvpaiedaabriSiep 2 of Exanple 141 (93.5 ng). M5 (FAB') miz:
568 (Mf ). Step 3. Title Conpound 141 (43.6 ng) was prepared fromthe
conmpound of St &qsa)-ef[z; @qasm’mm&:émym&&ﬁom}olyljmcr@he-&mamaner as descri bed
for EXAMPLE 491 @ mz: 468 (MH). HRVS (FAB') for C23H23FNsO S
(MH): caled, 68 188 Gund, 468.1524. REFERENCE EXAMPLE | N-15
(S)-3-[3-F] uor Befgrepos, 1;43@152 {986 mehwestpyepared BompNJF Sk Aisoidirheny ewgdxpzofidin-S-
oxooxazol i di n- hncmbnﬁtetbryﬂdl A0L g tnd Bis(pihAR1aiB) ot @8 3fmeg) in the same manner as described

N-[5(S)-3-(3- f ﬁkﬁ?@% - 2- oxooxazol i di n-5-yl net hyl ] acet am de (2. 00
g), bis(pi nacoq bor on pot assi um acetate (1.56 g) and [1,1" -

bi s(di phenyl phb@ﬁdﬁ W)?T-‘éP(Maene] paI I adi um(11) dichl ori de-di chl or onet hane

adduct (432 ngHRMS (Eth FeChN)B1S.0. fXicaeq, 6800 et fou@sechigased at 80 C for |
hour. The mixture was diluted with water and extracted with et hyl acetate.

The organi ¢ exGEaghsnMeERAMBERSd Wi th brine, dried over anhydrous nmagnesium
sul fate, and then concentrated in vacuo. Flash chromatography (silica, ethyl

acetate: acet qr[sxnfa-?s Aoreds-(4 88 s k@G metHR- 19@\I&oxabomnyuphcnyu-z.oxooxazohdm-s.yxmethyu
N[ 5(S) - 3[3fhé 54455tetramc:thyi

di oxaborolyl)p oxooxazol i di n-5-yl met hyI ] acet am de (889
Rcference Example 3 (1.53 g) was prepared from 1-[5(R)-3-(3-fluoro-4-iodophenyl)-2-

oxooxazolidin-5-ylmethyll}-1,2 3-triazole (2.69 g} and bis(pinacolato)diboron (1.86 g} in the same
manner as described for REFERENCE EXAMPLE 1.

MS (EI') m/z: 388 M),

HRMS (ET") for C);H,BFN,O, (M"): caled, 388.1718; found, 388.1752.

REFERENCE EXAMPLE 4
1-[5(R)-3-[4-(4,4,5,5-Tetramethyl-1,3,2-dioxaborolyl)phenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-
triazole.

Reference Example 4 (147 mg) was prepared from 1-[5{R)-3-(4-iodophenyl)-2-oxooxazolidin-3-
ylmethyl]-1,2,3-triazole (200 mg) and bis(pinacclato)diboron (151 mg) in the same manner as
described for REFERENCE EXAMPLE 1.

MS (EI') m/z: 370 (M),
HRMS (EI") for C)sHy:BNO, (MD): caled, 370.1812; found, 370.1814.

REFERENCE EXAMPLE 5

5(R)-5-(t-Butyldimethylsilyloxy)methyl-3-(3-fluoro-4-iodopheny! )oxazolidin-2-one.
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127 HRMS (BC) for Cl SH24BFN2Gs (M ): calcd, 378.1762; found, 378.1779.
REFERENCE EXAMPLE 2

N[5(S)-3-[4-(4,4,5,5-Tetranet hyl -1, 3, 2- di oxaborol yl ) phenyl ] - 2- oxooxazol i di n
-5- ylnmethyl ]acetam de. Reference Exanple 2 (92.5 ng) was prepared from
N-[5(S)-3-(4-iodopheny]) -2-oxooxazol i din-5- ylnethyl]acetamde (108 ng) and
bi s(pi nacol at o) di boron (855 ngy) in the sanme manner as described for
REFERENCE EXAMPLE 1. Ms (EI') mz: 360 (M. HRMS (El) for Cl SH25BN2C6 (M):
cal cd, 360.1857; found, 360 1875. REFERENCE EXAMPLE 3 1-[5

(R -3- [3 Fluoro-4-(4,4,5,5-tetranmet hyl -1, 3, 2- di oxabor ol ylg phenyl ) - 2- oxooxazo
i di n-5-yl met hylioj.solption °'§S‘th)'ﬁé%SP%M‘F@P@F@’FPCSehYB@W“@%aZ@ “5%'0@3(3%5) iHr epar ed
from 1- [ 5(R) - 3-dicRiofdmechzge-(46 inDyhoqaedeY imidaZole (1.33 g) and t-butyldimethylsily] chloride (1.48 g) at 0

(186) i n { haCLuEn s readriinh B8Pyl fud ol Babl s R BREE ikl ) 7

mz: 388 (M). MARREIQUEREY, spigptedsodjumpBragagoncarhonate sofuiprapd baggdried @y arﬁlbcima

388.3752. REF mEiMd‘tPthtHenconcennated in vacuo to give Reference Example 5 (3.66 g).
1-[5(R)-3-[ 4- (z}wé(,%)% Tedrfpethyl -1, 3, 2-di oxaborolyl ) phenyl ] - 2- oxooxazol i din
-5-y]lnmethyl]-1 {rlaz Reference Exanple 4 (147 ng) was prepared

from1-[5(R) - 3}(34\@ﬁéﬁ%&m@}‘hﬁ@@%x@iﬂ@@mﬁﬁgﬂmﬁ%WNI] 1,2,3-triazole
(200 ng) and bi s(pinacol ato)di boron (151 ng) in the sanme manner as

descri bed for REBHERENCEEEXAMEEE 1. M5 (El') mz: 370 (M). HRVS (EI") for
Cl EH23BNAO4 (M cal cd, 370.1812; found, 370.1814. REFERENCE EXAMPLE 5 5
(R -5-(t-Butyl (?vae‘i frPRidima iy wepmsiyl-3-13- Buare-4reh oS Setrererdyh b Ag
) oxazol i di n- 2- Gaboroly!)phenylloxazolidin-2-one.
Reference Example 6 (64.4 mg) was prepared from 5(R)-5-(t-butyldimethylsilyloxy)methyl-3-(3-
fluoro-4-iodophenyl)oxazolidin-2-one (100 mg) and bis(pinacolate)diboron (67.0 mg) in the same
manner as described for Reference Example 1.
MS (CT") m/z: 452 (MH").
HRMS (CI") for Co;H3BFNO;Si (MH"): calcd, 452.2440; found, 452.2394.

REFERENCE EXAMPLE 7

3,5-Difluoro-4-{methoxymethyl)oxynitrobenzene.

To a solution of 2,6-difluoro-4-nitrophenol (35.0 g) in dichloromethane (300 mL) was added
diisopropylethylamine (50.2 mL) and methoxymethyl chloride (17.5 mlL) at 0 °C, the mixture was
stirred at room temperature for 2 hours. The mixture was washed with water, 5% sodium
hydrogencarbonate solution and brine, dried over anhydrous magnesium sulfate, and then
concentrated in vacuo. Flash chromatography (silica, hexane : ethyl acetate = 9:1) of the residue gavc
Reference Example 7(35.2 g).

'H NMR (CDCly) § 3.59 (d, J=1.5 Hz, 3H), 530 (s, 2H), 7.83-7.91 (m, 2H).

REFERENCE EXAMPLE 8

4-Benzyloxycarbonylamino-2,6-difluoro-1-(methoxymethyl)oxybenzene.

A suspension of 3,5-difluoro-4-(methoxymethyl)oxynitrobenzene (35.0 g} and palladium catalyst
(10% on charcoal, 3.00 g} in methanol (250 mL) ) was hydrogenated at 1 atm for 2 hours at room
temperature. After ﬂItraticm of the catalyst, the filtrate was concentrated in vacuo to give 4-amino- -
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128 To a sol ution of

5(R)-3-(3-fluoro-4-iodophenyl)-5-hydroxynet hyl oxazol i di n-2-one (3.00 g) in
di chl oronet hane (30 nL) was added i m dazole (1.33 g) and
t-butyldinmethylsily] chloride (1.48 g) at 0 C, the mxture was stirred at
roomtenperature for 2 hours. The m xture was washed with water, 2N
hydrochl oric acid, saturated sodi um hydrogencarbonate sol ution and bri ne,
dri ed over anhydrous magnesium sulfate, and then concentrated in vacuo to
gi ve Reference Exanple 5 (3.66 g). M5 (El+) mz: 451 (M). HRMS (Er) for

?R)6 H§3 Fl( NQéSi 2,(6mt')uor0q3(|nﬁdaoxﬁ1§ﬂi1yg&zrﬁsnzé;{|1@Uﬂﬁbwa‘g%&d Gllelnext sesRERENGENEXAMPLE 6 5
t - But i et X t 0

5, 5-t et r amet hé}m ipetion. gga Scf’?u(%c(’;e(l %rn%lﬁ%ge Tﬁ'ﬁzﬁ dlﬂiuog?az(gq ha%‘)ﬂmg’-ygﬁgbmﬁé'f B¥once
Exanpl e 6 (64 o@aingg)in M@y@p@mr(@y nfly) 9ias successively added sodium hydrogencarbonate (17.4 g),
f5|( R) - 5- Elt bgt Wﬁ@i (T80 Ay b l)éﬁgﬁ)éM))ﬁﬁ)Hﬁfé 380 £)31 0 °C, and the mixture  was stlmn:{i at r&omb

uor o- 4-i odophe I N; col at 0) di boron
(670 mg) ' CHEL i %%%%B%Pﬁwmi%@ BRI s (Or)
''m z: 452 ( MApelutidRNE ee@a_citdf“oﬁh eByI2B3B8BANOB Siniq dvirhc)s wepabsbkd with Brid4drd ofepund,
452. 2394. REFR MBJ—sElfaze and then concentrated in vacuo. Flash chromatography f(silica hexane
35D|f|uoro4 tho_y t? %506 nltro enzﬁh#] lﬁ“ggaso ution 0
2, 6-di f | uor o- 4%} ?ef?b‘he ° i{‘ﬁ Vs RelgmEHE BB Halfee)(300 nL) was added
di | sopropyl et A &M mé: 2B0M2. mL) and net hoxymet hyl chloride (17.5 m) at 0 C,

the mixture \A@ﬁ{MﬁtrsfoedéﬂgmN@Qmﬁ QEBEBAYES tdufd, 323 03@4r s. The mixture was
washed with water, 5% sodi um hydiogencarbonate sol ution and brine, dried

over anhydrou Eﬂﬁﬁ; gte, and then concentrated in vacuo. Flash
chr omat ogr aphy Eﬂ!‘%}l :zc% exg . ethyl acetate = 9:1) of the residue gave
Ref er ence Exarsgi) 1.6 3nsordd-(mettidx F'%?&%J,%E’ L%&%étﬁylox%z&nﬂx%—l‘%e 3H), 5.30

s, 2H), 7.83
gf- Benlz_DyI oxycar Béﬁéj?té?ﬁf’f{l% %f”aﬁ% P2 WSQ%W&?’WFT@%%@%H%@“Q!N

suspensi on of d8;8rabiydréferen EOAm)resstadded aedibiiph pindypniliithioh énizeme ({88, V-.(gil)ahd
pal | adi um cat 3k %S tand the mixture was stirred at the same temperature for 30 minutes. (R)-Glycidy! butyrate

{20.3 mL) was added to the mixture at -78 °C and the mixture was allowed to stand at room

temperature for 3 hours. After quenching the reaction with the addition of aqueocus ammonium
chloride solution, the mixture was extracted with ethyl acetate. The organic extracts were washed
with brine, dried over anhydrous magnesium sulfate, filtered, and then concentrated in vacuo. Toa
solution of the residue in methanol (300 mL) was added potassium carbonate (20.0 g), the mixture
was stirred at room temperature for 30 minutes, and then concentrated in vacuo. After dilution of the
residue with water, the mixture was extracted with ethyl acetate, The organic extracts were washed
with brine, dried over anhydrous magnesium su]falte, filtered, and then concentrated in vacuo. Flash
chromatography (silica, hexane : ethyl acetate = 1:4) of the residue gave Reference Example 9 (36.1
). |

MS (EI') m/z: 289 (M™).

HRMS (EI") for C;2H;3F2NOs (M"): caled, 289.0762; found, 289.0743.

REFERENCE EXAMPLE 10

N-[5(8)-3-[3,5-Difluoro-4-(methoxymethylJoxyphenyl]-2-oxooxazolidin-5-ylmethyl)acetamide.
To a solution of 5(R)-3-[3,5-difluoro-4-(methoxymethyloxyphenyl]-5-hydroxymethyioxazolidin-2-
one {5.00 g) in dichloromethane (20 mL) were successively added triethylamine (4.82 mL) and
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(10% on charcoal, 3.00 g) in nethanol (250 nit) ) was hydrogenated at | atm
for 2 hours at room tenperature. After filtration of the catalyst, the
filtrate was concentrated in vacuo to give 4-am no- 129

2, 6-di fl uoro-I|-(nethoxynet hyl ) oxybenzene. This was used in the next step

W thout further purification. To a solution of crude

4-am no- 2, 6-di fl uoro-1-(nmet hoxynet hyl ) oxybenzene thus obtained in
tetrahydrofuran (500 nL) was successively added sodi um hydrogencar bonat e
(17.4 g), water (100 nmL) and benzyl chlorofotmate (30.0 g) at 0 C, and the

m xture was Strhert}(aﬁ&ul?énylrc@llaﬂhc (tz@mﬂ alug, &nd AL m&ﬁrﬂrﬂ%&% ‘at ﬂ:"&m@\eﬂp%ﬁre‘ﬁ@%
diluted with saturated sodi umh enc Ealgnat sol ution an Hé’t ‘%\f‘@?d Wi th

et hyl acet at e."¥hée "HrPEaRs ‘Easé’%?l?‘ (‘Evft y§psagpes i sul
anhydr ous nagnbeicomesuied at @cuodmgive ﬁBifﬁ txﬁa@émq-atrm:ommmm)wthdﬁylash

chr omat ogr ap hym&]%héshl@:ﬁ 101;3%@%“2%;:&% ofC 84R4Gs mein thk ngﬁwg&gl Eiintide gave

Ref erence Exanp ) for

C16H13F=NO4 (M“)‘?“E%n m‘ﬁ% %fs?%@ &@urﬁ%ﬁ dl§%°ﬁ§8%°"”REF@REN&E3WNPLE 95
(R -3 -[3,5- D|Iﬁétmcsolfadwl(omm@bexyzlmmy-lm)@m;ﬁpbﬁexngd]aihd Sdiuyrthzdx BredtghigNd-azol |

di n-2-one. To Emex lfé;rha%egﬁo was heated at 60 °C for 8 hours and then conce trated in vacuo, The

4- benzyl oxycar bﬁ{]% g{ uor o- | Eé‘gf rlg enzene ‘=§

in dry tetraHy f’"ﬂ? :ee X0 <Y eosiatsand Farber Kt "uf“? “6f“ﬁ IR T 5‘n"f'sﬂ‘:m | n
hexane (1.6 Mdrisdo@r prihydrexs mmum(@ﬂfmﬂltetddsmdnhm eneentgl is vicpe edivab(Ri-he sane
tenperature f oarz,dagetmmqﬁ €3iflubrR4- (ﬁeﬂseiﬂwhyw;(ﬁs&@t @xaz&]%{a 230n@t—5)43V¥§5T}ﬁsdﬂi@ﬁise§ 0

the m xture. at. was. al

tenperature foP thg “ﬁ’gﬂtf%w“hﬂf’ Efé’?r?‘eﬁﬁ“éﬁﬁﬂ’ioﬁ& f‘ﬁ%m?"é‘aé %&8 ﬁz' ’Teﬂ"a{ ?1& 50&%"{ Ton of
aqueous ammoni @nsthoxymethyDadephentilorizoimdin-2-bre (3vh X andeLindlar cuxdyst 6504 ratladivim on @GERY |

acetate. The Og8a0 foiRXddamlicd WD &gm%ﬁﬁ%oxmém)masnﬁmgdﬁmdt paearforamwsﬂz&ous

magnesi um sul fat e ilter cent sol ution
of the residue |Iﬂ"'sff'%\’f’rf"\ano?g éﬁ@“%ni?‘e&a é{ﬁtf{é] i o? a% ?Tfﬁﬁ’"@%ﬁﬂ’ovﬁ%‘f’ %0.0 g),
the mixture wiebtign ¢fithegepidye lnrtmhM'té’wpre(rlémh}*eana@dedg@thmiamm@O mafp) @nd 4qedig
concentrat ed i dhhpiRiade!@. 1041 efrodhh lebibér@tire Qhd thbRixth@BdsHiteed\wt thésala te@iperatuld Gor 2

mXxture was eXﬁJugck%Q qY}éntcEl %&Dyckct%ﬁg)‘ﬁé aeadmli‘@fs%m%&‘éo m‘ﬁ%g&ré‘%kér%g&?ﬁmhed

with brine, dried over nesi um sul

concentrat ed i He PE&OVS F?%ﬁd with B HRSES T APHESieryasty we dRedpverankydiyt  acet at e
= 1:4) of the memeslnesulfae, dilibied endhorcoiceaniph & Acup3Blash chjnatography (silica, ethyl

acetate) of the residue gave Reference Example 10 (3.45 g).
MS (EI') m/z: 330 (M™).
HRMS (ET") for Ci H,sF2N,05 (M™): caled, 330.1027; found, 330.1001.

REFERENCE EXAMPLE 11

N-[5(S)-3-(3,5-Difluoro-4-hydroxyphenyl)-2-oxooxazolidin-5-ylmethyljacetamide.

To a solution of N-[5(8)-3-[3,5-difluoro-4-(methoxymethyl)oxyphenyl]-2-oxooxazolidin-5-
yimethyllacetamide (200 mg) in methanol {5 mL) was added concentrated hydrochloric acid (0.50
ml), the mixture was stirred at room temperature for 1 day, and then concentrated in vacuo.
Treatment with water of the residue gave Reference Example 11 (144 mg).

MS (EI') m/z: 286 (M.

HRMS (ET") for C):H),F,N,0, (M"): caled, 286.0765; found, 286.0747.
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M5 (E17 miz: 289 (M). HRMS (Er) for C 2H13F2NC6 (M ): cal cd, 289.0762;
found, 289.0743. REFERENCE EXAMPLE 10

N-[5(S)-3-[3,5-Di fluoro-4-(nmet hoxynet hyl ) oxyphenyl ] - 2- oxooxazol i di n-5-yl meth
yl'] acetam de. To a solution of :
5(R)-3-[3, 5-di fl uoro-4-(nmet hoxynet hyl ) oxyphenyl ] - 5- hydr oxynet hyl oxazol i di n- 2
- one (5.00 g) in dichloronethane (20 nL) were successively added
triethylamne (4.82 nL) and 130 net hanesul fonyl chloride (2.53 nL) at 0 C

and the m xtu )%{ﬁﬁ‘ the sane tenperature for I hour. The m xture
.?ﬁ?ﬁﬁﬁkéﬁé 7 . .
was washed w wat er, dried over anhydrous nmagnesiumsul fate, filtered, and

t hen concent r fi[e@).318 ¥BEMGoUQrBhudEmethanesulfonyl)oxyphenyl)-2-ox00xazolidin-5-
5(R)-3-[3,5-difl ‘% Efg- 4-,§,net hoxynet hyl ) oxypﬁenf;f) -5-

met hanesul f on{¥6 g‘ ##HYFfoxazol i di n-2-one. This was used in the next step
wi t hout furt h&o asqhgion bf N B(S)SR(3, STifmormaxtydogypbény D2 twaleox azolidin-5-ylmethylJacetamide
5(R)-3-[3, 5- dtzfiolg?{n%?ﬁdi.(ét?ﬁ Wégﬁfe@ﬂiﬂc%%(}ﬁnw!gi 72 at  °C, the mixtyre was stimed at

met hanesul f onyl oxynmet hyl oxazol i di ge -one us, obt al hed and sodi um azi de
(3.93 @) in NORO IR e ofter ddwionphthe faixtue sdthagten the grixtere pat extiadidur s |
and then co nc e eyl @cktaken Thapmic clinets Weesﬁadpe withi 8% Uiy drotdhRelc ¥did dhd ﬁhydﬁcaoﬁt ate
and washed w Lﬁy&ﬁ@;s%a QmQEIYaEE?FItJQ,eanQE}Qﬁ n?ﬁﬁ%‘tgtf iﬂ%cﬁo.vﬁgsﬁ gggﬁ’ﬂrﬁ%? er

anhydr ous nagneSi um sul f at e, tered, anc en_concentr at I cuo to
give 5(R) - (silica, ethyl acetate : methanol = 19:1) of the residue gave Reference Example 12(3.48 g).

azi donet hyl - SMS:KEB}M:MII&O\_H*Q- 4- (et hoxynet hyl ) oxyphenyl ) oxazol i di n- 2- one
(5.43 g). Thi ﬁmﬂ%%ﬂ‘“’*ﬁ%@%@%kg‘%i@?*ﬂ"é; mﬁé,,ﬁwﬁ@er purification. A

suspensi on of 5(R)-azi dofre | uoro-
(et hoxynr et h&%@%ﬁol i din-2-one (3.53 g) and Lindlar catalyst (5%
pal I adi um on poi soned with [ead, 700 ng) in nmethanol (110

mL hyd . At . Aft
) vas hydr 0GRS ek Alendo MO AoROHESaRls HARTLI SURBLAL UT e AT ter

filtration of ?ﬁe cataf’yt, trate was co trated in vacuo. To a
sol ution of tREPlesidue in tetrahydrofuran (15 nL) was added triethyl am ne
(6.30 nm) ands@)etetoxymathpiyia(diftlerobiznlldxarbljdira2-onecoo0m t enper at ure, and t he

{n'hxt ure }[M_is SEBE %cﬁ\gioﬂgf@ﬁ-@%ﬁﬁe&ﬁ?—&?}d&&x@m@tﬂﬁoﬁ;r:]oligﬂlﬂo%e (F¥sleS i ?uenclhi ?9

e reaction e_a lon o ur ated saodi dr ncar ponat e, sol uti on,
the mixture \,\é%fa}ggioﬁgaglg%’* has! a@ﬁmﬂ@@a‘f‘a@g "#‘5?@‘%‘? g‘%&&f@e@%‘g@tﬂgd ere
dried over andigthylawinolppigiedlIrms.shd the eixhie Wisstied 2t mord tanipentuederdéntr Afied i n
vacuo. Flash ghneiBRdtRARMWbyER dabiGéh of@N?[E'hr_oc}ﬂ&ﬁTaéﬁ,Qﬂe ke REs £@BIEURNLIRYE
Ref erence Exagglta?e. jl'gc érgdnﬂ:Sexggcis w'\é% \-sal-;igc}i wi Eﬁne%%i(t):d Sv'\clib' anhydrous sodium sulfate, filtered,

. and then concentrated in vacuo to give crude 5(R)-acetoxymethyl-3-(3-fluorophenyl)oxazolidin-2-one
(6.33 g).
Step 2.
S(R)-Acetoxymethyl-3-(3-fluoro-4-iodophenyl)oxazolidin-2-one.

To a solution of 5(R)-acetoxymethyl-3-(3-fluorophenyl)oxazolidin-2-one (6.33 g) in acetic acid (40
mL) was added iodine monochloride (1.91 mL), the mixture was stirred at room temperature for 18
hours, and then concentrated in vacuo. The resulting residue ;was dissolved with ethyl acetate, the
mixture was washed with aqueous sodium hydrogencarbonate solution, 20 % sodium sulfite solution
and brine, dried over anhydrous sodium sulfate, filtered, and then concentrated in vacuo to give crude
5(R)-acetoxymethyl-3-(3-fluoro-4-iodophenyl)oxazolidin-2-one (9.48 g).

Step 3. _ _
5(R)-3-(3-Fluero-4-iodophenyl)-5-hydroxymethyloxazolidin-2-one.
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HRVS (Er) for Cl4H, 6F2N20O5(M): cal cd, 330.1027; found, 330.1001. REFERENCE
EXAMPLE 11 N-[5 (S)-3 -(3,5 -Difluoro-4-hydroxyphenyl)-2-oxooxazol i

di n-5-yl net hyl Jacetam de. To a sol ution of
N-[5(S)-3-[3,5-difluoro-4-(nmethoxynet hyl ) oxyphenyl ] - 2- oxooxazol i di n- 5-

yl met hyl ] acetam de (200 ng) in nethanol (5 nL) was added concentrated
hydrochloric acid (0.50 nlL), the mxture was stirred at roomtenperature
for 1 day, and then concentrated in vacuo. Treatnment with water of the

resi due gave Reference Exanple 11 (144 ng). Ms (El') nmlz: 286 (M. HRVS

El f Cl o%Hne o 36 lone in
(RE FE??ENCC)rE EXAZ'TI\;%QJ:RM&% chldk R) G Qﬂn t}%@@ 95&%4T9m%yl)&§§:i%‘h (513} i

f 1 uor onet hane’?ffl;ﬁ“fil#% %i‘:jﬁﬁ@?fé %"asiluﬂﬂ%??étfg‘{?lcﬁ)ﬁ %thc XS WSS ELU M de. To a

sol uti on of temperature for 2.5 hours. After insoluble materials were filtered off, the filtrate was concentrated in

N-[5(S) - 3- (3, e, fThuU%:ﬁéE M%WPQR@%@ ac%faf%xtﬂpﬁ‘xﬁﬁ?é »léa‘;’ 'wgs'hx'?% %kﬂ%bﬁ&%&dﬁ&&t ami de

(270g)|npyr|d|nedé was . ad i1¢c. anh C
the mixture vEREYEpyssediyn syt 2 i la%drfﬁ'é’r“a’fcﬁ?r@tﬁfi&"ai‘? hotrteatng et e regifue ¥ith on of
t he m xt ure wisépnopamdl,ahie reduhing priecipitatee weve sollectddr g cilteton wigivh 5@)-Byi-fhaees-at e. The

organi ¢ extraghGnihe.- mmthyomom.wﬂrmme%&a& S bShcangeh LG, MLk ed over

anhydr ous nmagnesi um’'su tered hen concentrated jn vacuo. Flash

chr omat ogr aphSf*oaier @E%l(s‘hé"f R acgiais) gl the residpg g fistherament ¢f thegrrodupdtolalb&i4 e
gave Ref erenc}e{SEi%)np’kéﬂm 48g). Ms (EI') mlz: 418 (M). HRMS (Er) for

ﬁ’“ﬁ%E?N%"?SW ol 1 oy rlee, s R Frep 0y RAARELE 15
-triazole. E%’%&% t%¥%0@$8%§¥1 é (3-fluorophenyl)oxazol i di n- 2- one.

To a sol uti onStgni4 5(R)-3-(3-fluor ophenyl) 5- hydr oxymnet hyl oxazol i di n- 2- one
(5.28 g) in %® mh&%m.yrﬁm&é& cWRSxa26ldRh- 4] €t hyl amine (3.83 nl),

o O P ot ) LS AEL Rl A58 o 1o
dichloromethane (30 ml.) was added triethylamine (1.24 mL) and methanesulfonyl chloride (551 pL)
at 0 °C, the mixture was stirred at the same temperature for 30 minutes, The mixture was washed
with ice water, dried over anhydrous magnesium sulfate, filtered, and then concentrated in vacuo.
The mixture of the residue and sodium azide (564 mg) in N,N-dimethylformamide (30 mL) was
stirred at 80 °C for 2 hours and concentrated in vacuo. After dilution of the residue with water, the
mixture was extracted with ethyl acetate. The organic extracts were dried over anhydrous magnesium
sulfate, filtered, and then concentrated in vacuo to give 5 (R)~azidomethyl~3'-(3-ﬂuoro-4w
iodophenyl)oxazolidin-2-one (2.18 g).

MS (EI") m/z: 361 (M),

HRMS (ET") for C]DHSFIN402 (M™): calcd, 361.9676; found, 361.9698.

Step 5.

1-[5(R)-3-(3-Fluoro-4-iodopheny!)-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole.

The mixture of 5(R)-azidomethyl-3-(3-fluoro-4-iodophenyl)oxazolidin-2-one (2.18 g) and 2,5-
norbornadiene (6.40 mL) in dioxane (45.6 ml.) was stirred at 80 °C for 2 hours, 110 °C for 4 hours,
and then concentrated in vacuo to give Reference Example 13 (1.70 g).

MS (ET") m/z: 388 (M),

HRMS (ET") for C,,H, FIN,O, (M"): caled, 387.9833; found, 387.9835.

133



L
——————

guenching the reaction by the addition of 1 N hydrochloric acid, the m xture
was extracted with ethyl acetate. The organic extracts were washed with
brine, dried over anhydrous sodium sulfate, filtered, and then concentrated
in vacuo to give crude 5(R)-acetoxynet hyl - 3-(3-fl uorophenyl ) oxazol i di n-2- one
(6.33 g). Step 2. 5 '

(R) - Acet oxynet hyl - 3- (3- f| uor o- 4-i odophenyl ) oxazol i di n-2-one. To a sol ution
of 5(R)-acetoxynet hyl -3-(3-fluorophenyl)oxazolidin-2-one (6.33 g) in acetic

acid (40 nl) %W m)nochl oride (1.91 nlL), the m xture was
stirred at room ureIfor 18 hours, and then concentrated in vacuo.
The resulting g@@@,ﬁgm 3@1 §,§%M@ﬁoﬁ%&lﬁmgtdayl acetate, the mxture was

washed with aqueous rogencar bonate sol ution, 20 % sodiumsulfite
solution and Bff r‘“t'fn’é""3 Pé"d”cdse’r9%h9’8ﬁ&3§°‘§’é@)&nﬁ4é‘tﬂ°ﬂ§t‘ﬂ)'51| |tered, and then
concentrat ed i hydvagtahflxagilidia-2ane!(76.0 g) in the same manner as described for REFERENCE

5(R) - acet oxymeHaM‘,rP 3 $-fluoro-4-iodophenyl)oxazolidin-2-one (9.48 g). Step
3. 5(R-3-(3-Fluor i odo';))henyl ) - 5- hydr oxynet hyl oxazol i di n-2-one. 132 To
a sol ution of MSYEE) msz: 344 L),

5(R) - acet oxymeHRys-(BF Y 13r € b HLN,0; A'): @slep hasiog b () eouag, 843 ofum- 2- one (9.48 g) in

nmet hanol (95 nlL) was added potassium carbonate (6.91 g), and the m xture was
stirred at room—;twmggr 2.5 hours. After insoluble materials were
filtered off, the filtrate was concentrated in vacuo. The residue was

di ﬁsgl ved w E:I h 1@5(hyi|p, f(.qaxaaipaér@],) 2toh&3moxa,gsglm@}]m@§hﬁggom th brine, dried over
anhydr ous sodi su and t ntr ALt er
treating of thgq;we'mc'c xam;ﬂe Isll*fki §m§ o 53 0 d%tnhsg ez§u ftﬁ%%%grmg?zvh ){hgﬁez@‘r d\¥/1\1/ere
col | ected by fRione@Pq @si i tbe @ﬁ"\?@msl(eR)&dssch:dffwlFéﬁFBRENCE LE 13

i odophenyl ) - 5- Wﬁmﬁﬁbhyﬂ@xazol idin-2-one, and the filtrate was

concentrated i %R}(ﬁsc ma SI I et hyI acetate) of the
resi due gave fur for Gﬁ% (f)aﬁcg ?&%‘to 56293 Ms (BEJI mliz: 337
(M. 'HNI\/R(CDCl! 6215‘ J64HZ 1H), 374480 (m 51-1), 7.07 (dd,
J=8.8, 2.4Hz, Y1o. 3, 2 4Hz, ZI.-H), 7.70 (dd, J:8: 83 6. 8Hz,
IH). Step 4. 5 5(15)5-(5515@91%%&91%’1%10%)“&%{3-H-x&é%pl%h%%’z@fﬂa‘?rﬂﬂo%e‘?xaz°| I di n-2-one.

Reference Example 16 (2.66 g) was prepared from 5(R)-3-(4-10dophenyl)-5-

hydroxymethyloxazolidin-2-one (2.00 g) in the same manner as described for REFERENCE

EXAMPLE 5.

MS (EI") m/z: 433 (M.

HRMS (EI") for C;sH,,INO,Si (M"): caled, 433,0570; found, 433.0544.

REFERENCE EXAMPLE 17

cis-N-t-Butoxycarbonylpyrrolidine-3,4-diol.

To a solution of N-t-butoxycarbonyl-3-pyrroline (69.3 g) and NMO (72.2 g) in tetrahydrofuran (340
mlL), t-butanol (210 mL) and water (100 mL) was added OsO4 (2.5% solution in t-butanol, 4.8 mL),
the mixture was heated under reflux for 2.5 hours, and then concentrated in vacuo. Afier dilution of
the residue with brine, the mixture was extracted with ethyl acetate. The organic extracts were
concentrated in vacuo. Flash chromatography (silica, hexane : ethyl acetate = 1:1) of the residue gave
Reference Example 17 (55.0g).

MS (FAB") m/z: 204 (MH").
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To a sol ution of

5(R)-3-(3-fluoro-4-iodophenyl)-5-hydroxynet hyl oxazol i di n-2-one (2.00 g) in
di chl oronet hane (30 nL) was added triethylamne (1.24 n.) and .
met hanesul fonyl chloride (551 L) at 0 C, the mxture was stirred at th
sane tenperature for 30 mnutes. The m xture was washed wth ice water,
dried over anhydrous magnesiumsulfate, filtered, and then concentrated in
vacuo. The m xture of the residue and sodi um azide (964 ng) in

N, N-di met hyl f ormami de (30 nL) was stirred at 80 C for 2 hours and

concentrat ed i]?RM f‘”’? f ' A, eS| hth water, the

m xture was ex rag e ?/\Ilé{ E%ﬁbﬁiﬁ{wgeggﬁgfém{{?ﬁ% f%?'%gﬁﬁ:ﬂg'xtracts were dried
over anhydrous_magnesi um sulfate, filtered, and then concentrated in vacuo
to give 5(R)- a&?‘ﬁ%i%‘t:ﬁ)ﬁlw?@-lﬁl uor o- 4- i odophenyl ) oxazol i di n-2-one (2.18

g). WS (ED) iz 6L (M (VGLLE), Lo GPBFI MR (M callca, 361, 9676

1- [ 5( R) - 3- ( 3- Flawolytidn dfoddhhnmnglcprbgnitpyo obidir e 4-dol (405 -mel) ansitthgityiantine).3miyinazol e
(2 Ige )rrixt gr gdiegﬁoréﬁe%%ﬁa@ggmmsngéegaﬁ&n rcid_oH@e(rj(_@zoélgﬂ)Wg%gmlﬁz%%&eg!ann@aonte
: an - nor bomadi ene (6. in di oxan . s_stirred a
80 C f gr 2 houtrl® teppgatire ‘grlsﬂl"ﬂ’%ﬁréf%r q‘ﬁ%ﬁ““@ﬁ*@?ﬁ”@?ﬁ?ﬁ’é%flcgté‘lné’g%%‘ﬁrv@ﬁ‘&iBlet 0 give

Ref er ence Exanpixtred@s @itutgheggne arljByzeE| The miganic &8 8ty WArd washiidVBth(vEre}, sftapted

C 2H QFI M2 ( Whdhm hG@bgeHoarbdfofe SRAeh anfl 4R Airied Bver SR Rous mbprsiRRsERENHerEAMVPLE
14 5 (R -Azi donethyl -3- (i4" odophen )o>§‘az }(.5 I‘@ n-2-one. Ref rence E>§arrpl e
14 (75.3 q) v\atgerbc[p%%&tf;aée& rf\{a&ﬂt%glrzs c _e(c&c_ if 8’8 tbh h{/n'ga_ 2 solution of the crude cyclic

hydr oxynet hy| osefitold B2ing)-Rcaglve tetrzqdlogde(p nilp, abdtenitslaiembiapmieraten® loses ¢ddald f or

REFERENCE  EXANRBEAund@T) cMoriddHydraldl @0 mB44a oM peiddMS (456 k) {10, @leidiAde2 (M) :
cal cd, 343. 9775Q: 43

1-[5(R) - 3- (4-| o‘HBép?%3‘??3?‘3‘3?‘5‘?%°%“§§%£%F$’F‘§F nﬁ.ﬁgﬁwﬁéﬁ@%@zw hering 37 offer, the
mixture was extracted with hexane. The organic extracts were washed with brine, dried over
anhydrous magnesivm sulfate, filtered, and then concentrated in vacuo. Flash chromatography
(silica, hexane : ethyl acetate = 1:1) of the residue gave Reference Example 18 (438 mg).

MS (FAB") m/z: 266 (MH).
HRMS (FAB™) for CsHiNQeS (MH"): caled, 266.0698; found, 266.0730.

REFERENCE EXAMPLE 19

5-Bromo-2-[(1a,5a,63)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1 .thexan-G—yl]pyridinc.

To a suspension of sodium hydride (60% oil dispersion, 2.24 g) in dimethoxyethane (110 mL) was
added a solution of 5-bromo-2-pyridylacetonitrile (5.0 g) in dimethoxyethane (20 mL) and a solution
of cis-N-t-butoxycarbonylpyrrolidine-3,4-cyclic sulfate (7.41 g) in ciimethoxycthane (20 mL)at 0°C,
the mixture was stirred at room temperature for 3 hours. After dilution of the mixture with brine, the
mixture was extracted with ethyl acetate. The organic extracts were dried over anhydrous magnesium
sulfate, filtered, and then concentrated in vacuo. Flash chromatography (silica, hexane : ethyl acetate
= 4:1) of the residue gave Reference Example 19 (7.50 g).

MS (ET"} m/z: 363 (M").

HRMS (ET") for C;¢H,sBrN,0; (M™): caled, 363.0582; found, 363.0582.
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Ref erence Exanple 15 (62.5 ng) was prepared from

5(R) - azi donet hyl - 3- (4-i odophenyl ) oxazol i din- 2-one (100 ng) in the sane
manner as described for REFERENCE EXAMPLE 13. Ms (El') mlz: 370 (M). HRMS
(El') for C12H'IN4AO2 (M ): calcd, 369.9927; found, 369.9919. REFERENCE
EXAMPLE 16 5 (R)-5-(t-Butyldinmethyl silyloxy)nmethyl-3 -(4-i

odophenyl ) oxazol i di n-2-one. Reference Exanple 16 (2.66 g) was prepared from
5(R) - 3- (4-i odophenyl ) -5- hydroxynet hyl oxazol i di n-2-one (2.00 g) in the sane
manner as descri bed for REFERENCE EXAMPLE 5. M5 (ElI') mlz: 433 (M. HRVS (FEr)
for Cl6H24I NOG@F‘EW?EE&MBEM% 0570; found, 433.0544. REFERENCE EXAMPLE

17 N-t - But | i di di ol T | ut

N-t?lbat oxycalrjblgEHé’?“-’ 2 9¥?5¥}%§b“k%§°g§°@j 'ﬁmgﬂlﬁfﬂbﬁg‘éﬁé?éi}‘g’faﬁ%&@ﬁ ahydr of ur an
(340 nbL), t-Hwbabenkené.210 nL) and water (100 nl) was added Os04 (2.5%
solution in AR e 8o (¥5d me) ol frefk el A0 ARG AR R bt ngf OF 2.5

hours, and then_ concent I nN~vacuo tion resi
brine, the m @PUiENEReoscrparpEaeliginehisry Gk é92me) Ihrs wr GAREES é??f'?bé‘ézt s
wer e concent rfatREFERBNUBENBMPEEAaSh chr omat ography (silica, hexane : ethyl

acetate = 1: l)Ms)g;Ahﬁgn,;gng@H? gave Ref erence Exarrpl e 17 (55.0g9). M5 (FAD)

mh: 204 (IWH ) far % ‘Za cal cd, 204.1236; found,
204. 1240. BN M1 al@u? B Ha faeh QFb%z?ol i di ne-3, 4-cyclic

Sul fate. To a soI ution of ci s- N-t-but oxycar bonyl pyrrolidine-3, 4-diol (406
ng) and tri et IRAFERENGE EXAMPRER1in  di chl oromet hane (10 ni L) was added
thionyl chloride (220 L) at 0 C, the mxture was stirred at the sane

t enper at ur e f orBreme-dichigodshuompydinequenchi ng the reaction by addition of
water (1 L), A $vepensidndi SHbmoedsi@id-Aliydrbxj19%ine(10.0d) WpkosphoryT Bioride (FOMLG was

extracts were h\éﬁm‘? 5150%%} 4%1'?"'?}16 L @Ls%q'urcd into ice, the resulting mixture was adjusted to
pH 10 by addition of potassium carbonate and extracted with dichloromethane. The organic extracts
were dried over anhydrous magnesium sulfate, filtered, and then concentrated in vacuo 1o give
Reference Example 21 (10.9 g).
MS (ET") m/z: 209 (M").
HRMS (EI") for CsH,BrCIFN (M™): caled, 208.9043; found, 208.9064.

REFERENCE EXAMPLE 22

5-Bromo-3-fluoro-2-pyridineacetonitrile.

The mixture of 5-bromo-2-chloro-3-fluorapyridine (760 mg) and potassium fluoride (773 mg) in
dimethyl sulfoxide (14 mL) was heated at 150 °C for 12 hours. T.(.’ the resulting mixture was added a
solution of sodium anion of t-buty] cyanoacetate [prepared from t-butyl cyanoacetate (1.27 g) and
sodium hydride (346 mg} in dimethyl sulfoxide (14 mL)] in dimet}iyl sulfoxide (14 mL), the mixture
was stirfed at room temperature for 2.5 days. After dilution of the mixture with saturated ammonium
chloride solution, the mixture was extracted with ethy! acetate. The organic extracts were washed
with brine, dried over anhydrous magnesium sulfate, filtered, and then concentrated in vacuo. Flash
chromatography (silica, hexane : ethy] acetate = 5:1) of the residue gave crude t-buty! 5-brome-3-
fluoro-2-pyridinecyanoacetate. To a solution of the crude t-butyl 5-bromo-3-fluoro-2-
pyridinecyanoacetate in acetenitrile (5 mL) was added trifluoroacetic acid (5 mL) at 0 °C, the mixture

was stirred at room temperature for 2 hours, and poured into ice water and potassium carbonate, The

136



sodi um hydr ogencar bonate sol ution and brine, dried over anhydrous magnesi um
sulfate, filtered, and then concentrated in vacuo to give crude cyclic
sulfite (482 ng). To a solution of the crude cyclic sulfite (482 ng) in
carbon tetrachloride (6 nL), acetonitrile (6 nL), and water (9 nlL) was added
ruthenium(111) chloride hydrate (6.0 ng) and sodi um peri odate (856 ng) at O
C, the mxture was stirred at the sane tenperature for 2 hours. After
dilution of the m xture with hexane and ether, the mxture was extracted

wi th hexane. The organic extracts were washed with brine, dried over

anhydr ous magmnAsirdWsedtdad eith éthil E&fa&d Theaddghni ch@dmmgﬁeatvﬁadbﬁne dviacdie. Fl ash
chr omat ogr aph e t.h acetate= 1:1 resi due gave

Ref er ence Exaynh?’érg‘%éa %%élgg(;&?{l F%g JPeTsepeencAlg ?K%fl“c) Flgs aI%—m ? for

C9Hj 6NO6S (M{syhca deneesd, cthz’@set%@e l)qf@urmlduezme Refgence EmmmEnEXANPLE 19

5- Brono- 2- [ ( 1MS (BTN m/4: 214 M),

To a’ suspensi BRUSHELAR A ML L S0 BT BFepBrerdh 224 ) in T e

di met hoxyet hane (110 was added a solution of
5- br ono- 2 pyrﬁﬁﬁ%‘&%@@eﬂ(ao g) in dinethoxyethane (20 niL) and a

sol ution N-1 - but pxycar banyl pyrrol i di ne-3,4-cyclic sulfate (7.41 g)
in di met hoxye%lﬁéoﬁ’éo” i mt‘ﬂ%} %?fomg%t the mixture was stirred at room
tenperat ure f 8¢ a Sisproviensof sosfivmelryddidel (176 @in Gibethyh eulfokide GO@mI Wi addedl Meutylt he

m xture was ex}taﬁ@e&ﬁ@hm 7D ﬁtllm ﬂﬁeﬁira% ems SEHE @F&ﬁnén%eﬁﬁmplt&wo%edrl ed
over anhydrous neS| trated i n. vacuo.

en _conce
Fl ash chr onat 8§t apﬁy flésjep}sibéoén O”%th% m'd'é’f ﬁ;dpp ggggt“ﬁ’ft%re WAS SPTEQF TQOFICTPREL
gave Ref er encér Ekeurp bk ppgeq intod@ wijer angBmmptiun ciigride. B@3nigtvie waHRBS (ARt el
CL6H1sBr N302 {d¥late. TBE & hnic30ehcld 98 dridduvaAnhyd03s 1008esium shdRe, BEFERENGEEXAMPLE

20 1-Brono-4-
a, 5a, 6(3) - 3- th%Au% gga(tfld 13 I_V:Ex)r:uo tolgWé cruf}c t-buryéS—‘grgzggZ 2 CTuad[nécyinoOTer‘_latc Toa éusglelnfmréof

f 1 uor obenzenethe R@%ﬂ@%é@&ﬁp@mﬁdev%&ceﬁgp n gicldpramethang E7é L) was added
4- br ono- 2- f | usitopasey 2@ ¢15aHL)taf 0 102 the 2ibdurd s stirdsd@t room temperature for 18 hours, and

Ci s-N-t - but oxyg nl&g@c}’ .iu QX&%&%%WE%I\%@EL ‘%él?s‘ihm@etd%o&%g Ry BhnckBodlie same
manner as descr

solution, the mixture was extracted with ethyl acetate. The organic extracts were dried over

anhydrous magnesium sulfate, filtered, and then concentrated in vacuo, Flash chromatography

(silica, hexane : ethy] acetate = 2:1) of the residue gave Reference Example 23 (3.71 g).

MS (EI') m/z: 197 (M.

HRMS (EI"} for CéH BN, (M"): calcd, 196.9589; found, 196.9572.

REFERENCE EXAMPLE 24

1-[5(R)-3-(3,5-Difluoro-4-iodophenyl)-2-oxooxazolidin-5-ylmethyl]-4-methyl-1,2,3-triazole.

To a solution of 5(R)-aminomethyl-3-(3,5-diflucro-4-iodophenyl)oxazolidin-2-one (100 mg) in
methano] (2 mL) was added diisopropylethylamine (262 ul) and asym-dichloroacetone
tosylhydrazone (108 mg) at 0 °C, the mixture was stirred at room temperature for 20 hours, and
concentrated in vacuo. Flash chromatography (silica, ethyl acetate) of the residue gave Reference
Exampie 24 (110 mg).

MS (EI') m/z: 420 (M).

HRMS (EI for C,;5H, FoIN,O, (M"): calcd, 420.9895; fomd, 420.9904,
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M5 (FAB') nmz: 381 (MV). HRVMB (FAB') for C'H 9BrFN2Q2 (M T ): calcd,
381.0614; found, 381.0622. REFERENCE EXAMPLE 21 5-Bronp-2-chl oro-3
-fluoropyri dine. A suspension of 5-bronp-3-fluoro-2-hydroxypyridine (10.0
g) in phosphoryl chloride (50 niL) was heated at 150 C for 4 hours. The

m xture was poured into ice, the resulting mxture was adjusted to pH 10 by
addi tion of potassium carbonate and extracted wth dichl oronet hane. The
organic extracts were dri ed over anhydrous magnesium sulfate, filtered, and

t hen concentr ive Reference Exanple 21 (10.9 g). M (FEr)
mz: 209 (M)%E?%}'E&zé§ for (%HzBrC] FN(M: cal cd, 208.9043; found,
_%_ES 906:1 A b gf}gawugya,gsgﬁaar ono- 3 -fljuoro 2- gyrl di neacetonitrile.

e mx ureo rono ro pyr i i um
fluoride (773 Prﬁf“?%“%?ﬂeﬂ%ﬁ‘fdf%ﬁ?”l”&x&c?gg i gty fé%é@ ‘?ﬁgg%gé&r}éﬁap i"%t‘fs %‘%r 12
hours. To t he chlesdgl(4.2 mb), thextivmre wadwatedoda relux §oll béur.oTheofixtgm NasitnodiodriCof
t- 3utyl hcxéang%e&ng{egw[tpm%mw&mmh F,]ywé &maafg}mrn%eﬁoéa £54 L rufBhm
sodi um hydri de 0X
sul foxi de (14 ggn?et"rq}g)dﬁ{}f’ggé’%g ng'legtVFtFr aééi%a{h(‘ %%Wﬂétr’%%‘i"ép?%'f‘ efry
days. After dihbus.iAfter dfutitthef thrimiktume evitivethdr, theahiuet ved washadwithuwaterC Tibear gecie

sol ution, the Xk UeR WikRa Gt RAGT &Rld Wel i}mﬁrm hagﬁﬁmmfaﬂmfcm@ ragmkrp extracts
magne5| um sul ter ed

were washed with bri ne,

and t hen concé?ﬁcF’ﬁ'la%Iml"ﬁc‘\?abﬂsg’ ﬁi”égﬂaphzgﬂhﬁ?rif’i?@? efHPﬂ/“EtétFﬂ’d °fﬂ?féf<5 gEave
et hyl acet ateRefe&ndg)Exahplthk(ﬁﬁés) due gave crude t-butyl 5-brono-3-
fluoro-2-pyri dynegymnopseimte. To a solution of the crude t-butyl

i1 nor oacet RS %oggd{?%ﬂﬁ)a iR o PR MR o0 fred at room

tenperature for 2 hours, and poured into ice water and potassi um carbonate.
The 136 mi xt RESERENCREXAMEEEEE with et hyl acetate. The organic extracts were

{hen concent 1 AR UG ED E At AP ORALOGRARRSS IR PTCa.  hexanc. « et myl
acet at e = 4: 1)Refsfentdfixampls REi1 87 mahres Refaead dnwd-tExamphgid@Reefohin@e (YT mg) and cis-
tetrahydrofuran-3,4-cyclic sulfate (183 mg) in the same manner as described for REFERENCE
EXAMPLE 19.
MS (CT") m/z: 265 (MH").
HRMS (CT") for C;H,0BrN,0 (MH"): caled, 264.9976; found, 264.9981.

REFERENCE EXAMPLE 27

6-(5-Bromopyridin-2-yl}-(1a,5a,68)-3-oxabicyclo[3.1.0)hexane-6-carboxamide.

The mixture of 5-brome-2-{(1a,50,6B)-6-cyano-3-oxabicyclo[3.1.0]hiexan-6-y!]pyridine (4.00 g) and
25% sodium hydroxide solution (66 mL) in ethanol (200 mL) was heated under reflux for 6 hours and
concentrated in vacuo. Treatment of the residue with water gave Reference Example 27 (4.20 g).

MS (EI") m/z: 282 (M),

HRMS (EI") for C,,H;;BrN,O, (M'): caled, 282.0004; found, 281.9966.

REFERENCE EXAMPLE 28

5-Bromo-2-[(1a,50,6B)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0}hexan-6-yl Jpyridine.
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M5 (EIl mz: 214 (M). HRMS (Er) for CIH4BrFN2 (M ): cal cd, 213.9542; found,
213.9558. REFERENCE EXAMPLE 23 5-Brono-2-pyrim di neacetonitrile. To a
suspensi on of sodium hydride (3.76 g) in dinethyl sulfoxide (200 nL) was
added t-butyl cyanoacetate (13.9 nL) at 10 C, the m xture was stirred at
roomtenperature for 1 hour. To the m xture was added
5-brono-2-chloropyrimdine (7.00 g), the m xture was stirred at room
tenperature for 2 hours, and poured into ice water and anmmoni um chl ori de.
The m xture was extracted with ethyl acetate. The organic extracts were

dried over anijemixtise sTEASERmopIriaint2hat@q, 56,68t 3e0ablcyc BB . (JhRine-ccanoantdeat.&d i n
vacuo to give g?gnﬁqe%d etr%'&é{tle g%? § ﬂgg%t;m%ﬁ IHL qilrars]%(:%cg NORE 1%51%;[ {1 %};I;%rs

suspensi on of I necyanoacet at e (xgerg g) in
di chl or onet hareenchin the FacHarbyadgitiep of 'éwwdwe@@mévectwsenca@p@te(swsnm9he BIXE @S t he
m xture was stdiliteddthadhyl emte! AR eaisblie fnaterialsSyvdiOfifefed 1Rk flEQANGRARKEREEd i N

vacuo. ATter dihuhlof ol G baoLals vw{e{fbaséﬁgwa adeng 9\'#%%11“&“0 EhGgpbonat e

sol uti on, Was extracte C extracts
were dri ed ovévlfateaﬁﬁwr@d@emﬁ@giﬂw ¥§Pe- aﬁ“’é qutresra@bv (Nghfice, H’éﬁ“" ethy!
concentr at ed |a5btateaseum)ofﬂileaﬁiauc@mmragfaphxwezeﬁz1I0|ggna hexane : ethyl acetate

= 2:1) of the %%gﬁﬁﬁf’e erence Exanple 23 (3.71 g). Ms (El') mz: 197
(M). HRVMS (Er W . calcd, 196.9589; found, 196.9572.
REFERENCE EXANEMS FAED ffré% %mBgN (MH icaled, 33055 % Sqvpdi SPHTY ) - 2- oxooxazol |

di n-5-yl met hyl | - 4rrethy| 3tr|azole To a sol ution of

5(R) - am norret g"g"%’ § 0- 4-i odophenyl ) oxazol i di n- 2 one (100 ng) in
met hanol (2 niL vvas ad I 1 soprop él et hyl am_ne (262

L
asym di chl or odtRPHerd Ulf‘é%ﬁh%]ﬁ‘?“&’il‘ﬁ% °’(yi‘é8yaﬁ©')3‘aé‘tb‘°®°‘@3 ?P @wmﬁwﬂltﬁ% was

stirred at rociubebgpemat ure for 20 hours, and concentrated in vacuo. Flash

‘éﬂéﬁp”f"?%&a?hm%“ﬁm RS DS SR NG i 0 5802

(M): calcd, &%&: g?gutmfyaerhﬁwlpmﬂgg@ﬁ-cychi g:)fate (1.89 g) in thé same manner as descnbe for

Reference Example 19.
MS (FAB") m/z: 399 (MH").
HRMS (FAB") for C;7H,sBrF,N,0, (MH"): caled, 399.0520; found, 399.0522.

REFERENCE EXAMPLE 30
1-Bromo-4-{(1a,5a,603)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-yljbenzene.
Reference Example 30 (809 mg) was prepared from 4-bromophenylacetonitrile (1.00 g) and cis-N-t-
butoxycarbonylpyrrolidine-3,4-cyclic sulfate (1.49 g) in the same manner as described for Reference
Example 19. ' .
MS (FAB") m/z: 363 (MH").

HRMS (FAB™) for C,H,sBrN,O, (MH): caicd, 363.0708; found, 363.0730.

REFERENCE EXAMPLE 31
5-Bromo-2-[{1a,5a,63)-6-cyano-3-thiabicyclo[3.1.0]hexan-6-yl]pyridine.

Reference Example 31 (5.5 mg) was prepared from 5-bromo-2-pyridylacetonitrile (32.3 mg) and cis-
tetrahydrothiophene-3,4-cyclic sulfate (32.9 mg) in the same manner as described for Reference

Example 19.
MS (FAB*) m/z: 281 (MH").
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REFERENCE EXAMPLE 25 cis-Tetrahydrofuran-3,4-cyclic Sulfate. To a
suspensi on of 1,4-anhydroerythritol (5.00 g) in carbon tetrachloride (48 nliL)
was added thionyl chloride (4.2 nlL), the m xture was heated under refl ux
for 1 hour. The m xture was cooled to 0'C, and diluted with acetonitrile
(48 nmL). The m xture was added sodi um periodate (15.4 g), ruthenium
trichloride n-hydrate (49.8 ng), and then water at 0 C, the m xture stirred
at roomtenperature for 3 hours. After dilution of the m xture with ether
the m xture was washed with water. The organic extracts were washed with
wat er, dried ©RMS@AB)d6ralH, MBagSEIHDNaR|2REAYAS; fountt280.07H3. and t hen
concentrated in vacuo. Flash chromatography (silica, hexane : ethyl acetate
= 1:1) of the residue gave Reference Exanple 25 (6.70 g). M5 (Cr) 'nmlz: 167
(MH). HRVS (@F?MWE%XWB§%3{M4}) cal cd, 167.0014; found, 166.9993.
REFERENCE EXAMRnEuaﬁﬁﬁmBmaﬂasZcﬂﬁaaﬁﬁﬁ a 6 (3)-6- cyano 3- oxabi cycl o

L o a0 St s oD O RLBNGES AR P Zﬁ ke85 pygpared from

5- br ono- 2- pyr Pacet oni CIS ) clic

sulfate (183 rritj lororpethine (3ahvarafdsd e g‘g%‘w@l efsselufwﬂébiom%r@ R@@@rm@m Q-E 19.

]lcVB ( (Cj)’ ) 2r6ﬂ42 995&5 a8 ¥C, the ntiRMS waBtijred A the Cantd, t&ﬂeM&Q oM YoursC &'ﬁlﬁd:yuerzﬁﬂg HO76;
oun ridi , -

a, 5a 6 (I ) 3 OXgaéBl REF%D gﬁéf& Qég)h‘ge élz%eé}r% Bd 1tﬁ)gtrgeﬁ¥ taq nn'l %ar?w e(xlp'acts WEre

5- br ono- 2- [ (| avashsd e’(ﬂsbmfﬁ»dfy%*tsr Fhyeeis sede setf%e, fitgdy er;@ahﬁneowr]uwﬁ ingegve (4. 00

g) and 25% smwmrdmdfgmsnﬁah&oémm bd@utef SiGheTsidut BaveR bremst: Ek2Ak 7l()4.9@9. heat ed
under refl ux E&%gﬁv concentrated in vacuo. Treatnent of the
residue with ave erence Exanple 27 (4.20 g). M5 (Er) nmlz: 282 (M.
HRVS (Er) for W@?MR&%M&W&@ 198058 dynd, 134984, 281. 9966. REFERENCE
EXAMPLE 28 5-Brono-2-[ (|

a, 5a, 6[ 3) - 6- t YRLLRENEAER Q) 1A NO- 3- oxabi cycl o[.3. 1. 0] hexan- 6-yl j pyri di ne.
Step 1.
5-Bromo-2-{(1a,5a,6B)-6-carboxyl-3-oxabicyclo[3.1.0}hexan-6-yl]pyridine.
To a solution of 6-(5-bromopyridin-2-y1)-(1a,50,6f3)-3-oxabicyclo[3.1.0Thexane-6-carboxamide (100
mg) in concentrated sulfuric acid (1.0 mL) and water (0.5 mL) was added sodium nitrite (73.1 mg) at
0 °C, the mixture was stirred at room temperature for 30 minutes. After addition of ice water (1.5
mlL), the mixture was stirred at room temperature for 30 minutes. The mixture was adjusted to pH 7
by the addition of potassium carbonate at ¢ °C. The mixture was adjusted to pH 4 by the addition of 5
% hydrochloric acid, the mixture was extracted with chloroform. The organic extracts were dried
over anhydrous magnesium sulfate, filtered, and then concentrated in vacuo to give 5-bromo-2-
[(1a,50,6[3)-6-carboxyl-3-oxabicyclo[3.1 .O]hexaﬁ-é-yljpyridine (87.9 mg}.
MS (EI) m/z: 283 (M).
HRMS (EI') for Cy H;cBrNO; (M"): calcd, 282.9844; found, 282.9874.
Step 2.
5-Bromo-2-[(1a,50,6p)-6-hydroxymethyl-3-oxabicyclof3.1 .O]hcxan-ﬁ-yl]pyridine.
To a solution of 5-bromo-2-[(1a,5a,683)-6-carboxyl-3-oxabicyclo{3.1.0]hexan-6-yl]pyridine (150 mg)
in tetrahydrofuran (5.3 mL) was added a solution of diisobutylalminum hydride in toluene (1.0 M,
1.32 mL) at 0 °C, the mixture was stirred at room temperature for 1 hour, and stirred at 60 °C for 1
hour. After quenching the reaction by addition of saturated ammonium chloride solution, the mixture

was stirred at room tem]ﬁcraturc for 30 minutes. The mixture was extracted with ethyl acetate. The
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138 The m xture of

6- (5-bronmopyridin-2-yl)-(la,5a, 6p)-3-oxabi cycl o] 3. 1. 0] hexane- 6- car boxam de
(2.50 g) and lead tetraacetate (7.83 g) in t-butanol (125 nL) was heated
under reflux for 8 hours. After quenching the reaction by addition of
saturated sodi um hydrogencar bonate solution, the mxture was diluted with
ethyl acetate. After the insoluble materials were filtered off, the filtrate
was extracted wth ethyl acetate. The organic extracts were washed with
brine, dried over anhydrous magnesium sulfate, filtered, and then

concentrat ed | BrgMiCdiRactshletsShieCHVeOHIBYRGE PRV si(rNTifEE, | Hierdd, 2N BncentRidd W

acetate = 7:3)_of the residue V. ef erenc aml 2,10 .. M5 (FAB')
nmz: 355 (MH )Yac\l-ihl\/%ﬂ( ﬁi\‘ﬁ"“?"g?“ Bg’%ﬁ%fﬁi%ﬁf ' acfl_:txﬂ}ﬁ'r_r?':g'?@i%(fgs,’d“f?§g'.géé’5°ﬂ°'2f ound,
355. 0656. REFERENCES)SIadrPLmethgl-3to:@pioxels{ YL-§liiekan-6-yl]pyridine (62.3 mg).

a, 5a, 6p) - 3- t - bisQx Lak:hengl.6- cyano- 3- azabi cycl o 3. 1. 0] hexan- 6-yl ] - 3, 5-

di f1 uor obenzen e 29 ( g pared from

& br omo- 3. 5- di RYSABOHENG TLEar ORI F g 1100 By Sie o

ci s- N-t- but oxycar bonyl pyrrolidine-3,4-cyclic sulfate (1.89 g) in the sane
manner as deschirpgENEXARetier_nce Exanple 19. M5 (FAB') m(z: 399 (MH).
REFERENCE. EXANPEE - e oot ploratfe Sl offean 83 ahiophpd e 599 0522

a, 5a, 6p) - 3- t - bBtioxys Erimpn - (BaeanaFraabiroy tbong-22hiofHeeseatrndrly (10h smrahe.
Ref er ence Exanpik-@unaalof08- 30y c1nas!id @RNAmedn fe e dn-brep BRS0M raaakantd ril e

(1.00 g) and Ciz:%ahhlietzt but oxycar bonyl pyrrolidi ne-3,4-cyclic sulfate (1.49 g)
in the same manher as described for Reference Exanple 19. M5 (FAR ) niz:
363 (MH ). HRVBS(ERABm: 26HME17H20Br N2O2 (MH ) : cal cd, 363.0708; found,

363. 0730. REFERENCEMHESANRLENTS (b Beaap262.9§ 101found, 268.9519.
a, 5a, 6p) - 6-cyan- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di ne. Reference Exanple

31 (5.5 was prepared from 5-brono-2-pyridylacetonitrile (32.3 and
3 5 S M) e R R EXAMLE 55 pyriay ( )

5-Bromo-2-[(1a,5¢,6[)-3-t-butoxycarbonyl-6-(t-butoxycarbonyl )amino-3-azabicyclo(3.1.0}hexan-6-
yllpyridine,

Step L.
5-Bromo-2-[{1ct,50,63)-3-t-butoxycarbonyl-6-carbamoyl-3-azabicyclof3.1.0lhexan-6-yl]pyridine.

A mixture of 5-bromo-2-{(1a,5¢a,6p)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0Thexan-6-
yl}pyridine (4.00 g} and 25% sodium hydroxide solution (70 mL) in ethanol (210 mL) was heated
under reflux for & hours and concentrated in vacuo. Treatment of the residue with ice water gave the
compound.of Step 1 of Reference Example 35 (3.88 g).

MS (FAB") m/z: 382 (MH"). S _

HRMS (FAB®} for C\H,,BrN;0; (MH™): calcd, 382.0766; found, 382.0776.

Step2. -

Reference Example 35 (2.42 g) was prepared from the compound of Step 1 of Reference Example 35
{3.50 g} in the same manner as described for Reference Example 28.

MS (FAB") m/z: 454 (MH™).

HRMS (FAB™)} for Cy0Ha0BrN;04 (MH™): caled, 454.1341; found, 454.1323.

REFERENCE EXAMPLE 36
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t et r ahydr ot hi ophene-3,4-cyclic sulfate (32.9 ng) in the same manner as
described for Reference Exanple 19. M5 (FAB') niz: 281 (MH). 139 HRMS
(FAB') for CLIH1BrN2S (WWH ): calcd, 280.9748; found, 280.9743. REFERENCE
EXAMPLE 32 ci s- Tetrahydr ot hi ophene- 3, 4-cyclic sulfate. To a sol ution of

ci s-tetrahydrot hi ophene-3,4-diol (48.8 ng) and triethylamne (22.6 L) in

di chl oronet hane (2 nL) was added a solution of sulfuryl chloride (48.9 PL)
in dichloromethane (0.4 nl) at -78 C, the m xture was stirred at the sane
tenperature for 1.5 hours. After quenching the reaction by addition of ice,
t he m xt ure waXRp&{irbagiddetiyidilploet)pthylade{al B, Salfy-6aygadiiogatetibBatighenice

washed wi th birﬂﬂgfé‘ﬁﬁ?)‘i’ﬁg‘F‘ﬁﬁ’?ﬁh‘%ﬂ%%%ﬁz‘m‘ji umsulfate, filtered, and then

concentrat ed mat ograph)é ()si |ica, ethyl acetate) of the

resi due gave FRIEFEHERTRIE S 42 8 waypreparsd Fo S(RINEt-putyldimeghyisilylogpmethyh3-3 +RVS

g ?Ifl 7 Sf or 534 H6 Qhozb -4-M,4) 5, 5-eadmethyl- 1,8 2-dQ%4bh2:clyl) phefd | ox 228231058t (5. 0RDRERENGR EXAMPLE
tep 1. £ A nvabs » o ,

5- Brono- 2- [ (| a[,"s‘"af"e?ﬂP )G-C%%nggr%%bic)ﬁ]—o @11('9 h§ [ 06 (]:Fgfdéncfzaﬁ ﬂég(tg%fagj-e Waﬂ%i/?si di ne.

To a SOl ut| on Q?FCTIde for EXAMPLE 1.

6- ( 5- br onopyr i MEFAR'YhE-(1baviEy, 6( 3) - 3- oxabi cycl o[ 3. 1. 0] hexane- 6- car boxani de

(100 ') 10 cQRGER ket BASHLLYELE ot duld R ), DM Ll (0.5 L) vas

added sodiumnitri m xt'ure Wwas stirred at room
tenmperature for 30 mnutes. After addition of ice water (1.5 nL), the
m xture was stREFBRENSE BXooumiisayperature for 30 minutes. The mixture was

adjusted to p 2 By/ot Qf i rd te at. 0 he . Xture
was adj usted 'lt_% é;‘%ﬁ?%péhgtsﬁggﬁ5?{}‘?gn‘”‘o?‘ry@%o%%@i%?'oﬁcb?@%}d?‘c%l?é],g"’? -l;‘él%l 'r?xt ure
was extracted RSB TEoThe or ganic extracts were dried over

anhydr ous magnesa setatsnubifSat)e-(t-bithitieehdsilyingmeMgrs - @ pedas ,e8)sdyhm-vacuo t o

gi ve 5-brono- 2, .. yelo[3.1.0) . ' o

[ (I a, 5a, 6p) - 6-car Box - 3- oxabi cycl o[ 3, 1. 0] hexan- 6-¥Qapyr| dine (87.9 ng). M
(Ef) mz: 283 ?WW@'YIW“'FEFE"F‘BWﬂ‘EEﬂH"B’P 2R (75 )P tegehydrgbragdPmll@ting,
282.9874. added a solution of tetrabutylammonium flueride in tetrahydrofuran (1.0 M, 11.2 mL) at 0 °C, the

mixture was stirred at room temperature for 1 hour. After quenching the reaction by addition of
saturated ammonium chloride sclution, the mixture was extracted with ethyl acetate. The organic
extracts were washed with brine, dried over anhydrous magnesium sulfate, filtered, and then
concentrated in vacuo. Treatment of the residue with ether gave S(R)-3-[4-[2-[(} e, 50,6P)-6-Cyano-3-
oxabicyclo[3.1.0]hexan-6-yl]pyridin-3-y1}-3-fluorophenyl]-5-hydroxymethyloxazolidin-2-one (3.07
g

MS (ET") m/z: 395 (M).

HRMS (EI") for Cy1H,sFN3O, (M'): caled, 395.1281; found, 395.1261.

REFERENCE EXAMPLE 38
5(R)-Azidomethyl-3-[4-[2-[(1a,5a,6B}-6-cyano-3-oxabicycio]3.1.0}hexan-6-yl]pyridin-5-yl}-3-
fluorophenyljoxazolidin-2-one.

Reference Example 38 (1.72 g) was prepared from 5(R)-3-[4-[2-[(1a,5a,68)-6-cyano-3-
oxabicyclo[3.1.0]

hexan-6-yl]pyridin-5-y1]-3-flucrophenyl]-5-hydroxymethyloxazolidin-2-one {1.90 g) in the same
manner as described for Reference Example 13.

MS (FAB®") m/z: 421 (MH").
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Step 2. 5-Bromp-2-[(1

a, 5a, 60) - 6- hydr oxynet hyl - 3- oxabi cycl o 3. 1. 0] hexan-6-yl ] pyridine. To a

sol ution of

5-brono-2-[ (I a, 5a, 6] 3) - 6- car boxyl - 3- oxabi cycl o( 3. 1. 0] hexan-6-yl ] pyri di ne
(150 mg) in tetrahydrofuran (5.3 nL) was added a sol ution of

di i sobutyl al m num hydride in toluene (1.OM 1.32 nL) at 0 C, the mxture
was stirred at roomtenperature for 1 hour, and stirred at 60 C for | hour.
After quenching the reaction by addition of saturated anmoni um chl oride

sol ution, the H¥ME BAB" MRS, BLINOEEH R E1dd02MERIRELA41g3f or 30 ninutes. The
m xture was extracted with ethyl acetate. The 140 organic extracts were

dri ed over anhydrous nmagnesium sulfate, filtered, and then concentrated in
vacuo. Fl ash REFERENCEEXBMPLESOl i ca, hexane: et hyI acetate = 1:3) of the

residue gave %(ii)mﬁmﬁrﬁ’ahwm 2-[(1,50,6B)-6-cyano-3-oxabicyclo{3. 1.0]hexan-6-yl]pyridin-5-y1]-3-
[(Ia, 5a, 6p)- Grﬁ%drox y XI] [(()xaabl (?g/cl%[ 3. ix 01]c cec;gan-] ?x;?) p})’;}rr)sindinney (62.3

ng). M5 (Er) Top NVB™-(Er) for C, jH 2BrN®2 (lvl ): calcd,
269. 0051; fou lﬁtfer@@QEJ@@mB 39 (R RENORarE)RIPE (R)- M@omethyl-3-[4-[2-[(lG,SQ,ﬁﬁ)-ﬁ-cyano-}
4- Br ono- 2- [ (| B 2AeyB1R]3: 1€ &xﬁnamﬁyﬁm@ly%qiu%@aeﬂyxﬁmamzﬁﬁath.]sdthprnbme-

Ref er ence Exa | e 34 {r?#f rom
4- br ono- 2- th| eﬁé%%e’f ﬁ? f%"“(Ci ) and ci s-tetrahydrofuran-3,4-cyclic
sul fate (90.4 M§FARD nas398 & Imanner as described for Reference Exanple 26.

MS (Er") nfz: 126ds (MR foHERYE JED) MiDY: cmos‘d%m@%m(d\/k@s 1s¢al cd,  268. 9510;
found, 268.9519. REFERENCE EXAMPLE 35 5-Brono-2-[(1

a, ba, 6p) 3-t-but oxycarbonyl - 6- (t-but oxycar bonyl ) am no- 3-azabi cycl o[ 3. 1. 0] hex

an-6- yljpyri GHAERESCEFXAMBLE#0onmp- 2-[ (1

a, 5a, 6p) - 3-t- bsekpscﬁmfymwhﬁﬁmﬁm&wls1£rzqz1@t5aca$§-b%§axybarbony1 6-cyano-3-
. 0] hexan- 6- yI]

5- br omo- 2- [(1a ‘cy elﬂ?"?)%@k%‘gr ggﬂﬁﬂugo%hﬂéyrgoxaé”lgina eycl o[ 3 %hexan 6-
yl ] pyridine (& mi%w&w H?ﬁPFFy%IP‘bff@“d R‘s@y(tdww@ﬁm@w ﬂmw)f?ﬂﬁ’yé Ranol

(210 m) was hﬁﬂfo@d under reflux for 8 hours and concentrated in vacuo.
Treatment of t(Qg SrSQt?t}aq}éﬁlyW i ﬁdi&&:&é@ﬁ& y%ﬁ)}/agohtdﬂe.l-one {100 mg) and 5-bromo-2-
[(19,50,68)-3-1-
butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yl)pyridine (80.9 mg) in the same manner as
described for EXAMPLE 1.
MS (FAB™) m/z: 609 (MH").
HRMS (FAB") for C;,H,,FN,058i (MH™): caled, 609.2909; found, 609.2886.

REFERENCE EXAMPLE 41
S(R)-3-[4-[2-[(1a,5c0,6)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-y1]-3-
fluoraphenyl]-5-hydroxymethyloxazolidin-2-one.

Reference Example 41 (3.21 g) was prepared from 5(R)-5-(t-butyldimethylsilyloxy)methyl-3-[4-[2-
[(1o,50,68)
-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-y1pyridin-5-yi]-3-fluorophenyljoxazolidin-
2-one (4.24 g) in the same manner as described for Reference Example 36.

MS (FAB™) m/z: 495 (MH).

HRMS (FAB") for C,¢H;sFN,Os (MH"): caled, 495.2044; found, 495.2048.
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compound of Step | of Reference Exanple 35 (3.88 g). Ms (FAB') mz: 382
(MH) HRVMS (FAB') for CLl6Hri BrN3G3 (M): calcd, 382.0766; found, 382.0776.
Step 2. Reference Exanple 35 (2.42 g) was prepared fromthe conpound of Step
1 of Reference Exanple 35 (3.50 g) in the sanme manner as described for

Ref erence Exanple 28. M5 (FAB') mz: 454 (MH). HRMS (FAB) for CrOH39Br N3O4
(M-"): calcd, 454.1341; found, 454.1323. REFERENCE EXAMPLE 36 141
5(R)-5-(t-Butyldinmethylsilyloxy)nmethyl-3-[4-[2-[(I a, 5a, 6p) - 6- cyano- 3- oxabi cy
cl o[ 3.1.0] hexan-6- yl]pyri din-5 -yl]-3 -fl uorophenyl) oxazolidin-2-one.

Ref er ence EX®RFPEREBCE ESAMPLEX2 was prepared from

5(R)-5-(t-bu . _ Eull

7l Ubr o- - (4. ACSAEERRLLAL RIGIGRY M sbsccdmon bioppe Sapbinldd ) oS
(5.00 Q) and Sglulggoelheayl@}cazohdm- -one.

[ (I a, 5a, 6p) - GefeyeROE3mPIX aD{18P @) ©fsPrebardd B B®I-B-4: [2 1o, S bpne-t-bRo:Farbhhylicr t he
sanme manner as_ _described for EXAMPLE 1. M5 (FAB) mz: 510 (MHO HRMS ( FAB)

for O 7H33FN§8E§ (vH 2 . cal cd, 510.2224; found, 510.2204. REFERENCE
EXAMPLE 37  -3-azabicyclo[3. .O}hexan—G-yl]-3-ﬂuoropheny]}-5 -hydroxymethyloxazolidin-2-onc (2.00 g) in the

5(R) - 3- [ 4- [ 2-shrhd Rarar, 26 Poscrie O REerdnce Eadiply/s| o 3. 1. 0] hexan- 6-yl ] pyri di n-5-yl ]
- 3-fl uorophe h thyI oxazolidin 2-on e. To a solution of
5(R)-5-(t- bu%k‘%@t'ﬁysg? ) net hyl - 3- 2-[ (] a, 5a, 6p) - 6- cyano- 3-
oxabi cycl of 3. (Flff’@x)afﬁf-%ﬁ'"i;ﬂbbéq{m hﬂéﬂdy? 30% foggesh 589Ra#% 1 | oxazol i di n- 2- one
(4.75 g) in tetrahydrofuran (93 nL) was added a sol ution of
tetrabutyl am"@-:rﬁ—ﬂg;(] ggngﬁ, tetrahydrofuran (1.0 M 11.2 nL) at 0-C, the
m xture was stirre roorjﬁh'?ae erature for 1 hour. After quenching the
reacti on by a@iAmiaemegpl-3- §"a&2d§1&t5€tfﬁh?rﬁbﬁ?’ﬁ?ﬁr@ﬂylcﬁrqyer@ SwrhioreR; - Ghesand-xt ur e
was extract edlpjridin-Biipgiluacgientloxazdiiith-Dergani ¢ extracts were washed wth
’ erenc ¢ g 4 ))-azidomethy F3-[4-[2-[(1a,50,6P)-3-t-

brine, dried Qyel, ARR%HE 98 s TRLN G HiPal kbR R)-aLibdhedy B8 14-370 o 50%R)

butoxycarbonyl-

6-cyano-3-azabicyclo[3.1.0Jhexan-6-y1]-3-fluorophenyl]exazolidin-2-one (100 mg) in the same

manner as described for Reference Example 10.

MS (FAB") m/z. 494 (MH").

HRMS (FAB") for C2HFN:O, (MH™): caled, 494,2204; found, 494.2197.

REFERENCE EXAMPLE 44

5-Bromo-2-{4-cyanotetrahydropyran-4-y)pyridine,

A mixture of 5-bromo-2-pyridineacetenitrile (400 mg), triethylbenzylammonium chloride (462 mg),
bis(2-bromoethyl)ether (281 plL), and 50% sodium hydroxide solution (10 mL) was stirred at 70 o}
for 1 hour. After decantation of aqueous layer, the residue was diluted with saturated ammonium
chioride solution and extracted with ethyl acetate. The organic extracts were dried over anhydrous
magnesium sulfate, filtered, and then concentrated in vacuo. Flash chromatography (silica, hexane;
| ethyl acetate = 7:3) of the residue gave 5-bromo-2-{4-cyanotetrahydropyran-4-yl)pyridine (104 mg).
MS (EI") m/z: 266 (M.

HRMS (ET") for C,;H;,BrN,0 (M"): calcd, 266.0055; found, 266.0038.

REFERENCE EXAMPLE 45
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concentrated in vacuo. Treatnment of the residue with ether gave
5(R)-3-[4-[2-[(1 (x, 5a, 6p) - 6-cyano- 3-

oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-y1]-3-fl uorophenyl ] -5- hydr oxynet hyl oxa
zolidin-2-one (3.07 g). M5 (BEr) mz: 395 (M). HRMS (Er) for C21H, 8FN3O4
(M): calcd, 395.1281; found, 395.1261. REFERENCE EXAMPLE 38

5(R) - Azi donmet hyl -3-[4-[2-[(1

a, 5a, 6p) - 6- cyano- 3oxabi cycl o[ 3. 1. 0] hexan-6-yl ) pyridi n-5-yl]-3-

f I uor ophenyl ] oxazol i di n- 2 one. Reference Exanple 38 (1.72 g) was prepared
from5(R)-3-] - - { an xa

hexan- 6-yl ] py§ ]%]%n[[‘gi %J%ugoxﬁcal%oT)]] Ggyaﬁgé(r%a%ﬁr%cﬁ%}f)g‘]e %SP’f]&r n- 2- one
(1.90 g) in tldélusra#vnyl W@xﬁa%*hﬂ@@@ﬁ‘ﬂlbéwn? or Reference Exanple 13. M5

(FAB') m z: A2%fetd\id Brampléd2s m\ﬁg)(vﬁ@\aeﬂarédﬁommfﬂ—m%t&%oph@@h)@d
421.1424; found, 421

(S) - Ani nonet h)}’Vdr?y['“ﬁﬂ’{]ﬂﬁ’faﬁlfemé%?@aﬁlf\‘i“@ %’égi)f %;%&&%?ﬁé—&gp@fgjox?blcycloB 1)
. 0] hexan- 6- y| YpynibeiilpyrBing (1.003) inftha remophraends Pesoad fok Referierve Exampde 31Ref er ence
Exarrple 39 (1.MOrFrak wes sy @peg.ed from

(5)§(§%3I 251:?8?? %i@%ﬂ%’%ﬁ%ﬁgm QT#XI%BT%BOPB%PI%&?@ oxazol i di n- 2- one

(1.60 g) in the same nmanner as described for Reference Exanple 10. M5
(FAB') nlz: 39¥reMNGE EXIRMBLERAB ) for C23H20FNAO3 W: cal cd, 395.1519;

found, 395.15 FDEFzEN : MPLE 4 N
5(R)-5-(t-But éﬁ}?fsﬁégh)} “s"‘f‘i%f"g?@ 1 fl%hhyﬁ@é}??eﬂ'lyioéa_z?lcdin-z-one.
a, 5a, 6[ 3) - 3- t RsfrrersefoxambloAl(1-98 ehyasmesp@ed from 5(R)-3-(3,5-difluorophenyl)-5-

azabi cycl of 3. Ihyg}];m,)ea@nﬁzyﬁd),pyri di n-5-yl]-3-fl uorophenyl)oxazolidi n-2-one.
Ref er ence Exa

5(R) - 5- (t - but ;? ane n(ég?.lé) mn %Lijgf}e majmer Fshde %) ge%q%; ]{egerence Exarﬂple 13.

MS (EI') m/z: 354 (
HRMS (EI*) for C;oHgF,INO, (M™): calcd, 354.9517; found, 354.9522.

REFERENCE EXAMPLE 47
5(R)-Azidomethyl-3-(3,5-difluoro-4-iodophenyl)oxazolidin-2-one.

Reference Example 47 (2.44 g) was prepared from 5(R)-3-(3,5-difluoro-4-iodophenyl}-5-
hydroxymethyl-

oxazolidin-2-one (2.30 g) in the same manner as described for REFERENCE EXAMPLE 13.
MS (FABY) m/z: 381 (MH").

HRMS (FAB™) for C;cHgF2IN,O; (MHB™): caled, 380.9660; found, 380.9685.

REFERENCE EXAMPLE 48
1-[5(R)}-3(3,5-Difluoro-4-iodophenyl}-2-oxooxzzolidin-5-ylmethyl]-1,2,3-triazole.
Reference Example 48 (876 mg) was prepared from 5(R)-azidomethyl-3-(3,5-difluoro-4-
iodophenyl)oxazolidin |

-2-one (875 mg) in the same manner as described for REFERENCE EXAMPLE 13.

MS (EI") m/z: 406 (M").

HRMS (EI') for C;HFoINO, (M"): calcd, 405.9738; found, 405.9750.

REFERENCE EXAMPLE 49
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(4,4,5,5-tetranet hyl -1, 3, 2- di oxabor ol yl ) phenyl ] oxazol i di n-2-one (100 ng) and
5-brono-2- [(1 a,5a,6)-3-t

but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridine (80.9 ng) in

t he sanme manner as described for EXAMPLE 1. M5 (FAB-) nfz: 609 (MB-). HRMS
(FAB') for C32H42FNABSI (MH ): cal cd, 609.2909; found, 609.2886. REFERENCE
EXAMPLE 41

5(R)-3-[4-[2-[(1a, 5a, 6(3)-3-t-Butoxycarbonyl - 6- cyano- 3- azabi cycl o[ 3. 1. QJhexa
n-6-yl]-3- fluorophenyl]-5 -hydroxynethyl oxazolidin-2-one. Reference Exanple
41 (3.21 g) Wasmﬂ:hﬁpﬁ(lﬂdi (Bl’ﬂﬁlﬂﬂo-él-:odolahenyl) 2-oxooxazolidin-5-yImethyl)-1,2,3-triazole and $-

5(R)-5-(t-but | ox

g ) bu'g oxyca)rlzJ B(hml t@( ﬂdﬂy "05}2/%‘{ Opﬁmﬁ)a' g %0?8]’1%& %Hygalyﬁ‘ﬁém

di n-5-y] J- 3- mmmméﬁ@/ “pasemeBiyl-H{3 uom-%m@PbﬁJyMa@ﬁdmﬁ -anp 608 gkendiipee-1as
descri bed for eﬁ@ﬁ)@ﬁﬁﬁbﬁﬁl}ﬁ%}mhﬁm asNﬁte@EﬁBo)ciﬁZShoﬂ%F&é\Mmmﬁ% feA3a,) for

%6E(28R;: Nig? dgw‘t‘%}yl"ﬁ@ a[:gétT —2? ?)((%Ohe resuiuc gave 4 ﬂﬂogré 1 %9(]%?3 -(3- &uoro-ﬁ!%dop en’}l EXAMPLE

a, 5a, 6( 3) - 3- t -ohepxereljdivh iomthy1-6 2Syteirrole 8123 mebing\fefluofodl - [B(RO{3H&:fapro-B-igdophenyl)-2-

? fl ugz%)hgnfllo](@g%%ﬁ Sl e @nqhﬁngogrg@ Egarrp: e642 (1.88 g) was prepared
rom car bonyl : 6-

- 3-azabi cycl o?‘?‘lhim LSZR S\E:v) ]4"§§QPF ?éé ﬁ%/zf) Wﬁ%ﬁg%@t?ﬁ’oxazol i di n-2-

one (2.00 g) NS (ERdmzs®®Mianner as described for Reference Exanple 13. M
(FAB') nlz: S52kM3MHEr) for RNE. INEAYRM)): {0, 408.6142,7160MaQ6 A4 © cal cd, 520. 2109;

found, 520.21
5(S) - Ani nonet %ylluﬁoeFEE?%g{O é’."‘,%-%be)n%%'-z1°3“f5’6?28¥<‘§}'3521'?%ﬂ9'p'—1gia %8S 3. azabi cycl
o[ 3. 1. 0] hexan¥¢s (BfD 3406 dMn- 5- y| | - 3- f | uor ophenyl ] oxazol i di n- 2- one.

HRMS (ET") for CoHoF.IN,O; (M™): caled, 405.9738; found, 405.9753. *

REFERENCE EXAMPLE 50
4-Fluoro-1-[5(R)-3-[3-fluoro-4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolyl)phenyl]-2-oxooxazolidin-5-
ylmethyl}-1,2,3-triazole.

Reference Example 50 (380 mg) was prepared from 4-fluoro-1-[5{R)-3-(3-fluoro-4-iodophenyl)-2-
oxooxazolidin-5-ylmethy!}-1,2,3-triazole (430 mg) in the same manner as described for Reference
Example 1.

MS (FAB") m/z: 407 (MH").

HRMS (FAB") for C,5H,,BF,N,O, (MH"): caled, 407.1702; found, 407.1693.

REFERENCE EXAMPLE 51 .
5-Bromo-2-{(1a,5a,6()-6-carboxyl-3-thiabicyclo[3.1.0]hexan-6-yl]pyridine.

A mixture of 5-bromo-2-[(10,5¢,68)-6-cyano-3-thiabicycio[3.1.0]hexan-6-yl]pyridine (1.77 g) and
concentrated hydrochloric acid (17 mL) was heated at 80 °C for 70 minutes and concentrated in
vacuo. Treatment of the residue with water gave Reference Example 51 (1 &1 g).

MS (FABY) m/z: 299 (MH").

HRMS (FAB™) for C H;cBrNO,S (MH"): calcd, 298.9616; found, 298.9612.

REFERENCE EXAMPLE 52
5-Bromo-2-{(1&,5a,68)-6-t-butoxycarbonylamino-3-thiabicyclo[3.1.0Jhexan-6-yl]pyridine.
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Ref erence Exanple 43 (48.0 ng) was prepared from

5(R)-azidonethyl -3-[4-[2-[(la, 5(1, 6][3)-3-t- butoxycarbonyl

6- cyan- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] - 3-fl uor ophenyl ] oxazol i di n-2-one (100
ng) in the sane manner as described for Reference Exanple 10. M5 (FAB')
mz: 494 (MH). HRVS (FAB) for C26H29FN5O4 (MH ): cal cd, 494.2204: found,
494.2197. REFERENCE EXAMPLE 44

5- Bronp- 2- (4- cyanot et r ahydr opyran-4-yl)pyridine. A m xture of

5- brono- 2- pyri di neacetonitrile (400 nyg), triethyl benzyl anmoni um chl ori de

(462 mg), bigpg s&’s{a&@?%ﬁ”ﬁ%&rﬁ&-ﬂﬁﬁaﬁ@% d-aarboﬁng-tm@a%wmeM%rmme pution

(10 nL) was sti for ecantati on. of “agueous Iayer
the residue Wé&g5 d‘ﬂ?“é&lm\ﬁltgﬁ’a%%ﬁjﬁ’rdéﬁhga’ p&ﬁsﬁ%‘ﬁﬁﬁﬁg ¢ @RP Bl 4 sl -4
extract ed wi t ht b emperewteathemixiireyas siyedisCthestine &opgatwe f@ 76 mirdas. Okhe mixandy dr ous

magnesi um sul fat gachfd J,,Eha;a@ganda&.qe tﬁ@&gm@&ﬁm »@ctreed;incé ev%%gﬁousﬁagéﬂ
chr omat ogr aphy %‘Fo%l ca,’ : acetate = ere ue gave
5- br onmo- 2- ( 4- & ’éﬁ“’r“aﬂ%ﬁﬂbb‘;ﬂ’%"’tﬁd ‘9|"3°ﬁ9rr4‘ Saniign efbezFCSh‘b'f in thypngt ALIPRES - 266
(M). HRVS (Ertirddat 12G1Q Fit 9 Bhd@Cingl Mnpentretad ipdtacu 68290 Ofbrnatb@aphyl (sili24 Gexa@38hyl

REFERENCE EXANELE. 46 )]tﬂ“ﬂwresxdue ave Reference Example 52 (502 mg). .

5(R) - 3-[ 4- [2 3{( &l‘%g é‘ ut oxycar bonyl - 6- cyaﬁo- 3-azabi cycl o[ 3. 1. 0] hexa
n-6-yl]-3, Fi h ‘1*15 hydr oxynet hyl oxazol i di n-2-one. Reference
Exanpl e 45 (10521\@()&\%)3”0@ Sadra,§ (MHT): 5416), 371341 B fdondJB71.040T.0- 4- | odophenyl ) - 5-
hydr oxynet hyl oxazol i di n-2-one (813 ng) and

5-brono-2-[(1 ()= 6: - 3-oxabi cycl o[ 3. 1. 0] | hexan-6-yl ] pyridine (1.00 -
g) in the san&rﬁgﬁﬁﬁ%ggxﬁggﬁfbed for Reference Exanple 31. Ms (FAB*) ni z:
513 (MH ). HRVBréaRpyridybicet@tlel?, FZNAO5 (MH ): cal cd, 513.1950; found,
513.1978. RERERENCE EXANPLE 465(R) 3(35D|fluoro4|

odophenyl ) -5-h dr Vi n-2-one, Reference Exanple 46 (1.91 @)
was prepared f %8??@ EIE%’E J( @r” l“?’] %%el’cgbrﬁ’é‘f‘?? f% - 5-
To a suspension of NaH (66.4 g, 60% oil dispersion} 1n dry DMSO (1.5 L) was added t-butyl
cyanoacetate (243 mlL) at 18-25 °C for 1 hour, the mixture was stirred at room temperature for2
hours. 2,5-Dibromopyridine (150 g) was added to the resulting mixture, the mixture was stirred at
120 °C for 6.5 hours. After cooling, the mixture was poured into saturated ammonium chloride
solution, the resulting precipitates were collected by filtration, washed with water and cooled EtOH to
give t-butyl (5-bromo-2(1H)-pyridinylidene)cyancacetate (166 g).
"H NMR (CDCL,) & 1.53 (s, 9H), 7.20 (dd, J=9.8, 1.8Hz, 1H), 7.53 (dd, }=9.8, 2.4Hz, 1H), 7.64 (dd,
J=6.1, 1.8Hz, 1H), 14.15 {(brs, 1H).
Step 2.
Reference Example 53 -A suspension of the compound Step 1 of Reference Example 53 (120 p) and
KSF clay (80 g) in acetonitrile (800 mL) was heated under reflux for 6 hours.” After insoluble
materials were filtered off, the filtrate was concentrated in vacuo. Flash chromatography (silica,
hexane : ethyl acetate = 4:1) of the residue gave Reference Example 53 (57.2 g).
MS (EI') m/z: 197 (M)).

Antibactenal Activity

The pharmaceutically-acceptable compounds of the present invention are useful anhbactenal

agents having a good spectrum of activity in vitro against standard bacterial strains, which are used m
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hydr oxynmet hyl oxazolidin -2-one (2.00 g) in the sane manner as described for
Ref erence Exanple 13. MS (Et) mz: 354 (M). HRVS (E1) for ClOHBF2I NO3
(M): calcd, 354.9517; found, 354.9522. REFERENCE EXAMPLE 47 5

(R) - Azi donet hyl -3 -(3,5-di fluoro. 4-iodophenyl)oxazolidin-2-one. Reference
Exanpl e 47 (2.44 g) was prepared from5(R)-3-(3,5-difluoro-4-iodophenyl)-5-
hydr oxynmet hyl oxazolidin-2-one (2.30 g) in the same manner as described for
REFERENCE EXAMPLE 13. Ms (FAB') niz: 381 (MHd). HRMS (FAB') for

C1OHI F21NI 02 (IWMH ): cal cd, 380.9660; found, 380.9685. REFERENCE EXAMPLE 48
1- [ 5( R) - 3- ( 3, Sscioet foumtiwitypghivt prtieamid becighiaoNaehha felphatnaseticglyratdpeblf cdmp@u@s t r i a
zol e. Ref er eNgteh, Jneen‘ﬂlgn 4}:&3 §Ctl aghiais vide f 1 streptococci

5(R) -azi donet hyl - 3- (3, 5-di fl uor - |go O%E‘e&%r%gg;zt%?mt?%mfc or?e;wé 875

the same manne’F‘ClEi ng el Epta P’ﬁﬁﬁ‘E’REN iftan} § aurefs M gqigrrigyis, and 6
(M). HRVB ( Erpneframide el BRAMEERpcvin andgaicndy, of 4 05 t@ T8 Simpoadrhy bé 5r@M&lin

REFERENCE EXAl\gbgtalgdgfgteM?“é;n FI uor o- |

-(5(R)-3-(3-fl uoro,ﬁ1 ? henyl ) - 2- oxooxazol i di n-5-ylmethyl ]-1,2,3-triazole
and 5- e fo ]owmg in v1tro results were obtained based on an agar dilution method except for C.

Ff 1 uor o- | - [ 5( R)re@ndndzef Tha @etivitdis pectophesld inizruoxaiokanodohdhiretion MICE! hyI 1-1, 2, 3-
triazole. A m Xture,0f,s and M. catarrhalis were tested on Mueller—Hmton agar, usu;i.an zgoprommatc

5(R donet hyl - 3-( 3~ - 4- -2-
111 ot o - et FERp el TepP B CORTPRF Ghid CHBaddihmar ot REC OO S

hours. Fl ash cihe bweast ogeenpayon@siviichom visibtedhaaiabgroeth lwsd otagetdat e =2: 1) of the

resi due gave 4-fl uagQs tgrcokég@cnérogémf\‘lw%&%d%n&VR] Iﬂﬁ'ﬂ a)gar%upplemented with 5 %
oxooxazol i di n- %r¥l rret 25

triazole ny
5-f1 uoro-1-[5( na eg 'sn{m?og R Hsn?gdla Wﬁwﬁ)m%ulum of 1 x 10 cfu/spot an incubation
oxooxazol i di n- @my'irm kf/35]C ih, a8 p@wotphera el % CO2 &8 24kgpurs. The MIC was defined as the lowest

4- Fluor o- | - [ 5( &hecdrtidn b wiidhQo b REXRINE R dwn asppazol i din-5-yl methyl -1, 2,3

-triazole:
C. pneumoniae was tested using minimum essential medium supplemented with 10 % heat-

inactivated fetal bovine serum, 2 mM L-glutamine, 1 mg/ml cycloheximide and non essential amino
acid. HeLa 229 cells were inoculated with 10° inclusion-forming units of C, preumoniae strain per
mL. Infected cells were incubated with test compounds in complete medium at 35°C in an atmosphere
of 5 % CO, for 72 hours. Cells monclayers were fixed in methanol, stained for chlamydial inclusions
with an fluorescein-conjugated anti-Chlamydia monoclonal antibody, and were observed with
fiuorescence micrpscope. The MIC was defined as the lowest concentration at which no inclusion was

observed.
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Mc (BEr) mz: 406 (M). HRVS (EI) for C12HOF21NAQ2 (M : cal cd, 405.9738;
found, 405.9744. 5-Fluoro-|I -[5

(R) -3-(3-fluoro-4-iodophenyl)-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole:
M5 (E1') mz: 406 (M). HRVS (EI') for CL2HOF21NAQ2 (M ): cal cd, 405.9738;
found, 405.9753. REFERENCE EXAMPLE 50 4-Fluoro-I -[5

(R -3-[3-fluoro-4-(4,4,5,5-tetranet hyl -1, 3, 2-di

oxabor ol yl ) phenyl ] - 2- oxooxazol idin-5- ylnethyl]-1,2,3-tri azole. Reference
Exanpl e 50 (380 rrg) was prepared from

4-fluoro-1-[5(R)- (3f|uoro4|odophenyl) 2-

oxooxazol i di =5=ytrett —~(A 79— n the same nanner as
described for REF&f ence ExarF ' — 407 (MH ). HRMS (FAB-)

for C 8H22BF i R i i d 0 }—407.1693. REFERENCE
EXAMPLE 51 5- %F*é’?fff%“’"[*%l

a, 5a, 6p) - 6- car boxyl - 3-5fi abi cyEéF®[ 3. #250] hé¥an- 62yl ) pyri di ne. A ni xture of

5- br ono- 2-[ ( 1a, 5( x, 6p)®R6- cyan- 3%% hi abi cycl®§[ 3. 1!%0] hexan-6-yl ] pyridine (1.77
g) and concentrated WFdrochl ori® actd (17%nl) was heated at 80 C for 70

m nut es and cOreentspatmedsin  vacuo. Treatnment of the residue with water gave
Ref erence Exanple 51 (581 ). oM (FiB") np#sz: 299 (WH ). HRMS (FAB') for C
H3Br NO2S (MH ): cal cd,rr@08. 9616006 f ousd, 29&. 9612. REFERENCE EXAMPLE 52

5- Br ono- 2- [ ( |S:raﬂ;05ccap)6gene:

p) - 6-t - but oxycar bony| amksmo- 3- t hieabi cysl o] 8esl. 0] hexan-6-yl ] pyridine. 146 To
a suspensi on Biferococeus faecium

5-brono-2-{ (1 a, 5(x, 6( 3)reb- car baxy! - 3wk hi abbcycl @[ 3. 1. 0] hexan-6-yl ] pyri di ne
(760 mg) in LkRLaened0 nml) was added di phenyl phosphoryl azide (0.60 nl)
and triethylam ne (0. 4Gcib): at ;roomd enpesature, the m xture was stirred at
the sanme tenperature for 75 mnutes. The m xture was washed with water and
brine. The organl c extracts were dried over anhydrous magnesi um sulfate,

filtered, and ﬂ nhcentrate in vacuo. A solution of the residue in
oramphenicol resistan
t - but anol (5 _)

metlfielllin resistant

PRQR = penicillin resistant, quinolone resistant
VRQR = vancomycin resistant, quinojone resistant
NT = not tested

The invention described herein is exemplified by the following non-limiting examples. The
compound data is d esignated in accordance to General Guidelines for Manuscript P reparation, J.
Org. Chem. Vol. 66, pg. 194, Issue 1, 2001.
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stirred at 120 C for 9.5 hours and concentrated in vacuo. Flash

chromat ography (silica, hexane: ethyl acetate = 9:1) of the residue gave
Ref erence Exanple 52 (502 ng). Ms (FAB') mz: 371 (MH). HRVS (FAB') for
C15H2Br N2O2S (M -r): cal<d, 371.0429; found, 371.0407. REFERENCE EXAWVPLE
53 5-Brono-2-pyri dyl acetonitrile. Step 1. t-Butyl

(5-Bromp-2( I H)-pyridinylidene)cyanoacetate. To a suspensi on of NaH (66. 4. g,
60% o0i | dispersion) in dry DVMBO (1.5 L) was.added t-butyl cyanoacetate (243
m.) at 18-25 C for 1 hour, the m xture was stirred at roomtenperature for 2
hours. 2,5-Di bronopyridine (150 g) was added to the resulting m xture, the
m xture was stirred at 120 C for 6.5 hours. After cooling, the m xture was
poured into saturated ammoni um chl ori de ol ution, the resulting
precipitates were collected by filtration, washed with water and cool ed Et CH
to give t-butyl (5-bronp-2(1H)-pyridinylidene)cyanoacetate (166 g). 'H NWR
(CDC13) S 1.53 (s, 9H), 7.20 (dd, 1=9.8, 1.8Hz, 1H), 7.53 (dd, J=9.8, 2.4142,
1H), 7.64 (dd, J=6.1, 1.8Hz, 1H), WhatisClabmed IsH). Step 2. Reference
Exanpl e 53 - A suspensi on of the conpound Step | of Reference Exanple 53 (120
g) and KSF cl &y (8@hgpresantipuemsinntrelates t¢ e@opornds wdfotrealedd under reflux for
6 hours. After insoluble materials were filtered off, the filtrate was
concentrated in vacuo. Flash chromatography (silica, hexane : ethyl acetate
= 4:1) of the residue gave Refer@gge Exanple 53 (57.2 g). M5 (El*) mz: 197
(M). Antjbacterial Activity The pharnmaceutical |l y-acceptabl e conpounds of
the present invention areﬁfse'p* anti bacterial agents having a good

f o]

spectrum of activity in vitrdaa@ainst stanﬂ&r bagcterial strains, which are
used to 147 screen for acti vNIf i thoge C bact eria. Notably, the
phar maceuti cal | y-accept abl e crrpounds b ‘ i nvention show

acti vi ty agai nst vanconycin dgm : st rept ococci

(CH2)i—R,

I

its enantiomer, diastereomer, or pharmaceutically acceptable salt, hydrate or prodrug thereof

wherein:
R represents
' 1) ﬁydro gen,

i)  (CHy),NRsRg,

iii)  CR;RsRs, C(R);OR}4, CHNHR 4,

iv)  C(=O)R3, C(=NOH)H, C(=NOR3)H, C(=NORi3)R13, C(=NOH)R 3,
C(=0)N(R13)z, C(ENOH)N(R 13);, NHC(=X)N(R3)2, NRCO:R, (C=NH)Rs,
N(R13)C(=X1)NR13)2, COOR 13, SOzR 14, N(R13)SO2R 14, N(R13)COR4,

v (CralkyCN, CN, CH=C(R);, (CHz) pOH, C(=O)CHR13,
C(=NRi3)R13, NR1gC(=X)Ri3; or

Vi) Cs-10 heterocycle optionally substituted with 1-3 groups of R7, which

may be attached through either a carbon or a heteroatom;

Y.

$-

X represents Ry



including penicillin-resistant S. pneunoniae , nmethicillin-resistant S
aureus, M catarrhalis, and C. pneunoniae. The anti bacterial spectrum and
potency of a particular conmpound nay be determined in a standard test
system The following in vitro results were obtained based on an agar
di-bution nethod except for C. pneunoniae. The activity is presented as the
m ni rum’i nhi bitory concentration (MC). S. .aureus and M catarrhalis were
tested on Mieller-H nton agar, using an approximte inoculumof 1 x 10
cfu/spot an incubation tenperature of 35 C for 24 hours. The MLC was defi ned
as the |lowest concentration at which no visible bacterial growth was
observed. Streptococci and enterococci were tested on Miell er-Hi nton agar
suppl emented with 5 % defibrinated hor 41 bl ood, usi ng an approxi nate
i noculumof 1 x 104 cfu/spot an incubation tenperature of 35" Cin an
at nosphere of 5 % CO2 for 24 hours. The M C was defined as the | owest
concentration at which no visible bacterial growh was observed. C
pneunoni ae V\/asr';?s@@gtslNRn,gog}gt m essential nedi um suppl enented with 10 %
heat- inactivated fetal bovine sefrum 2 nmML-glutamne, | nmg/m :
cycl ohexi m de and non essential amno acid. HeLa 229 cells were inocul ated
with 104 inclusjen-formng units of C. pneunoniae strain per nL. Infected
cell's were incdb&red w/fhDest compounds in conplete mediumat 35C in an
at nosphere. of [2 hours. Cells nonol ayers were fixed in
met hanol , stai he¥or slHanydi al inclysions w.th an fluorescei n-conjugated
anti - Chl amydi a nonocl onal— antSPEGEHts @H@rﬁé‘}e’@aﬂﬂéerved with fluorescence
m croscope. The M C was defined as the | owest concentration at which no
i nclusion was observed. 148 Strains MIC (jig/m) exanple 13 exanple 15
exanpl e 23 Li RgzaepietentSNR{FX@oBe2, ISR 81 B 5. fatyhy o8 -{05,(%- PG hétefiydlyl CR 0. 5
10.516 /MR O0.125 0.25 0,06 1 , Streptococcus pneunoni ae

which may be attached through either a carbon or 2 heteroatom; said ary! and heterocyclyl

optionally substituted with 1-3 groups of R7,

R4, R4a, R4p, 2nd R4 mdependently represent
1) hydrogen,
i1) halogen,
iti)  Cj-¢ alkoxy, or

iv)  Ci.-6 alkyl;

rands indgpendently are 1-3, with the provision that when (R4,)s and (Rq)y or (Rap) and
(Ry4c)s are attached to an Ar or HAr ring the sum of r and s is less than or equal to 4;

R5 and Rg independently represent

1)  hydrogen,

it) C1-6 alkyl optionally substituted with 1-3 groups of halogen, CN, OH,
C1-6 alkoxy, amino, imino, hydroxyamino, alkoxyamino, 01,5 acyloxy, C1-6
alkylsuifenyl, C1-6 alkylsulfinyl, C1.¢ alkylsulfonyl, aminosulfonyl, C1-¢
alkylaminosulfonyl, C}.¢ dialkylaminosulfonyl, 4-morpholinylsutfonyl, phenyl,
pyridine, 5-isoxazolyl, ethylenyloxy, or ethynyl, said phenyl and pyridine optionally
substituted with 1-3 halogen, CN, OH, CF3, C1.6 akyl or C1-6 alkoxy,



11 D553 0.125 0.25 0.06 2 PROR 0.06 0.25 0.06 1 Streptococcus pyogenes
110692 0.06 0.25 0.06 1 Enserucocwfaecium VRQR 0.125 0.5 0.06 2 Mraxella
catarrhalis ATCC25238 1 4 0.5 4 CR = chl oranphenicol resistant MR = '
methicillin resistant PRQR,= penicillin resistant, quinolone resistant VRQR
= vanconycin resistant, quinolone resistant NI = not tested The invention
descri bed heré&in is exenplified by the following non-limting exanples. The
conmpound data is designated in accordance to General Guidelines for

Manuscri pt Preparation, 1. Og. Chem Vol. 66, pg. 19A Issue 1, 2001. 149
150 What is Cained Is: 1. The present invention relates to conpounds of
formula I: ( 4b)s x a or (Rda)s O HIA b orr HAr N4)r (CH)n-3 | its

enantiomer, diastereoner, or pharmaceutildédl |y acceptable salt, hydrate or
prodrug t hereof -

iif)  Cy.-6 acyl optionaily substituted with 1-3 groups of halogen, OH, SH, .
C1-6 alkoxy, naphthalenoxy, phenoxy, amino, C1-¢ acylamino, hydroxylamino,
alkoxylamino, C1.¢ acyloxy, aralkyloxy, phenyl, pyridine, C1-¢ alkylcarbonyl, C1.¢
alkylamino, C1.¢ dialkylamine, Ci.¢ hydroxyacyloxy, C1-g alkylsulfenyl,
phthalimido, maleimido, succinimido, said phenoxy, phenyl and pyridine optionally
substituted with 1-3 groups’of halo, OH, CN, C1.-6 alkoxy, amino, C1.6 acylamino,
CF3 or C1-¢ alkyl, |
iv) C1-6 alkyisulfonyl optionally substituted with 1-3 groﬁps of halogen,
OH, C1-6 alkoxy, amino, hydroxylamino, alkoxylamino, C1-6 acyloxy, or phenyl;
said phenyl optionally substituted with 1-3 groups of halo, OH, C1-6 alkoxy, amino,
C1-6 acylamino, CF3 or C1-6 alkyl,
V) arylsulfonyl optionally substituted with 1-3 of halogen, C1-6 alkoxy,
.OH or C1-6 alkyl; '
vi) . C1-6 alkoxycarbonyl optionally substituted with 1-3 of halogen, (jH,
- C1-6 alkoxy, C1-6 acyloxy, or phenyl, said phenyl optionally substituted with 1-3
groups of halo, OH, C1-6 alkoxy, amino, C1-6 acylamino, CF3 or C1-6 alkyl;
" vii)  aminocarbonyl, Ci-6 alkylaminocarbonyl or C1-6
diéllkylaminocarbonyl, said atkyl groups optionally substituted with 1-3 groups of

halogen, OH, C1-6 alkoxy or phenyl
viii)  five to six membered heterocycles optionally substituted with 1-3

groups of halogen, OH, CN, amino, C1-6 acylamino, C1-6 alkylsulfonylamine, C1-6
alkoxycarbonylamino, C1-6 alkoxy, C1-6 acyloxy or C1-6 a@l, said alkyl optionally
substituted with 1-3 groups of halogen, or C1-6 alkoxy;

ix) Ci6 cycloa‘lkylcarbonyi optionally substituted with 1-3 groups of
halogen, OH, C1-6 alkoxy or CN;



wherein: R represents i) hydrogen, ii) (CH2),NRS5R6, iii) CR7R$R9,

C(R) 20R14, CH2NHR14, iv) C(=O R13, C(=NOH)H, C(=NOR13)H, C(=NOR13)R13,
C(=NOH)Ri 3, C(=O N(R13)z, C(=NOH)N(R13)2, NHC(=X1)N(Ri 3)2, NRCOZR,
(C=NH)R7, N(Ri 3)C(=Xt)N(Ru)2, COORi 3, SO3R14, N(R13)SO2RI 4, N(R13)CORi 4, v)
(Ci _6al kyI)CN CN, CH=C(R)2, (CH2)pOH, C(=O CHR13i ([ NR13)R|’3

NRi oC(=Xi )Ri 3; or vi) C5-10 heterocycle optionally substituted with 1-3
groups of R7 which may be attached through either a carbon or a.

het eroatom X represents RL 151 Y represents NR*, 0 or S(Op; T b oorr r
HAr represents aryl or heteroaryl; R3 represents NR(C=X2)R12, NR*R12, C6-10
aryl, O -(0).C5-10 heteTocyclyl whi ct‘i an be attached through either a
carbon or a heteroatom said aryl and h erocyclyl optionally substituted
with 1-3 groups of R7, R4, Rd4a, Rob, and R4c independently represent i)
hydrogen, ii) halogen, iii) CI-6 alkoxy, or iv) Cl-6 alkyl; r and s

i ndependently are 1-3, with the provision that when (R4,), and (Rdh ur (R4b)

T S 5 282 Ayt s g o, Ot €1l
alkoxy, C1-6 alkyl, CFs, C1-6 alkanoyl, amino or C1-6 acylamino;
xi)  pyrrolylcarbonyl optionally substituted with 1-3 of C1-6 alkyl;
xii)  C1-2 acyloxyacetyl where the acyl is optionally substituted with
amino, C1-6 alkylamino, Cl-é.dialkylamino, 4-morpholino, 4-aminophenyl, 4-
(dialkylamino)phenyl, 4-(glycylamino)phenyl; or

Rs and Rg taken together with any intervening atoms can form 2 3 to 7 membered
heterocyclic ring containing carbon atoms and 1-2 heteroatoms independently chosen from
0, 8, SO, 803, N, or NRg; |

R7 represents ,

i) - hydrogen, halogen, (CH2),Cs.10 heterocyclyl, CN, CO2R, CONR)2,
CHO, (CH2),sNHA¢, C(=NOR), OH, C1-6 alkoxy, C1-6 alkyl, alkenyl, hydroxy Cj-
6 alkyl, (CH);.sNHC(0)C1-6 alkyl, (CH;).sN(C1-¢ alkyl)z, NHCO,R, -OCOC1.¢
atkyl;

ii)  (CHp)mamino, (CHz),C1-6 alkylamino, C1-6 acylamino, C1-6
dialkylamino, hydroxylamino or C1-2 alkoxyamino all of which can be optionaily
substituted on the nitrogen with C1-6 acyl, Ci-¢ alkylsulfonyl or C1.6
alkoxycarbonyl, said acyl and éﬂcylsulfonyl optionally substituted with 1-2 of halogen
or OH;

Rg and Rg independently represent
i) H, CN,
ii)  C1-6 alkyl optionally substituted with 1-3 halogen, CN, OH, C1-6

alkoxy, C1-6 acyloxy, or amino,



i
L) Dy 0L 0Ge R @Gty TOPTT ONal | y substituted with 1-3 groups of

hal oben, CN, OH, Cl1-6 al koxy, am no, imno, hydroxyam no, allcoxyam no,
Cl-6 acyloxy, Cl1-6 alkylsulfenyl, Cl-6 alkylsulfinyl, Cl-6 al kyl sul fonyl,
am nosul fonyl, Cl-6 al-kyl am nosul fonyl, Cl-6 dial kyl am nosul f onyl,

4-nor phol i nyl sul fonyl, phenyl, pyridine, 5-isoxazolyl, ethylenyloxy, or
ethynyl, said phenyl and pyridine optionally substituted with 1-3 hal ogen,
CN, OH, CF3 Cl1-6 alkyl or Cl-6 alkoxy; 152 iii) Cl-6 acyl optionally

substituted with 1-3 groups of halogen, OH SH Cl1-6 al koxy, naphthal enoxy,
phenbxy, am no, Cl-6 acyl am no, hydroxylam no,. al koxyl am no,  Cl-6 acyl oxy,
ar al kyl oxy, phenyl, pyridine, Cl-6 al kylcarbonyl, Cl-6 acyyaam no, Cl-6

di al kyl am no, Cl-6 hydroxyacyl oxy, Cl-6 al kylsulfenyl, phthalimdo,
mal ei m do, succinimdo, said phenoxy,léﬁenyl and pyridine optionally
substituted with 1-3 groups-of halo, OH CN, Cl-6 al koxy, am no, Cl-6
acylamno, CF3 or C1 6 alkyl; iv) Cl-6 al kyl sul fonyl optionally substituted
with 1-3 groups of hal ogen, OH, 'Cl-6 al koxy, am no, hydrbxylam no,

W th 13 oroups ofnal SaeitoRio S ibsin R RubhS Bou R bebRan Bl € o,
G -6 al kyl; akomy;wrsul fonyl optionally substituted with 1-3 of hal ogen, Cl-6

al koxy, OH or Cl 6 al kyI vi) O -6 al koxycarbonyl optionally substituted
with 1-3 of halogen, OH, C -6 al koxy, Cl-6 acyloxy, or phenyl, said phenyl

& eyt Ao E AR eyl SR Qe ol il 7"
obt ondt AR | bRt Ao FRSEOBLE MR Y 9L 0UEY

phenyl viii) five to six nenbered heterocycles optionally substituted with

X} represents O, S or NR13, NCN, NCO,R 6, or NSO,R 14
X2 represents O, S, NH or NSO2R 14;
R} represents hydrogen, Cj.¢ alkyl or CO2R 15;

R12 represents hydrogen, Ci.¢ alkyl, NH2, OR, CHF,, CHCl,;, C(R),Cl, (CH;),SR,
(CH2)wCN, (CH,}»SO:2R, (CH2) nS(O)R, C1.¢ alkylamino, C3.¢ cycloalkyl, Cs-10
heterocyelyl or Ci-¢ dialkylamino, where said alkyl, and cycloalkyl may be substituted with

1-3 groups of halo, CN, OH or C1.¢ alkoxy, said heterocyclyl opt.lonally substituted wath 1-3
groups of Ry;

each R |3 represents independently kydrogen, Ci-¢6 alkyl, Cg-10 aryl, NR5Rg, SRg,
S(O)Rg, S(0)2 Rg, CN, OH, C1.6 alkylS(O)R, Ci.¢6 alkoxycarbenyl, hydroxycarbonyl, -
OCQaryl, Ci.6 acyl, C3-7 membered carbon ring optxonally interrupted with 1-4 |
hetercatoms chosen from O, S, SO, SO2, NH and NRs where said C1.¢ alkyl, aryl or C i- 5
acyl groups may be independently substituted with 0-3 halogens, hydroxy, N(R)3, CO2R,
Cg-10 aryl, C 5.10 heteroaryl, or C1.¢6 alkoxy groups;

-when two R,; groups are attached to the same atom or two adjacent atoms they may

be taken together to form a 3-7 membered carbon ring optionally interrupted with 1-2
heteroatoms chosen from O, §, SO, 02, NH, and NR§;



groups of hal ogen, OH, CN, am no, Cl-6 acylam no, Cl -6 al kyl sul fonyl am no,
Cl-6 al koxycarbonyl am no, O -6 al koxy, Cl-6 acyloxy or Cl-6 al kyl, said

al kyl optionally substituted with 1-3 groups of hal ogen, or Cl-6 al koxy;

i x) C3-6 cycloal kyl carbonyl optionally substituted with 1-3 groups of

hal ogen, OH, Cl1-6 al koxy or CN, 153 x) benzoyl optionally substituted with
1-3 groups of halogen, OH C -6 al koxy, C -6 alkyl, CF3, C-6 al kanoyl,
amno or Cl-6 acylam no; xi) pyrrolylcarbonyl optionally substituted with
1-3 of C1-6 alkyl; xii) C-2 acyloxyacetyl where the acyl is optionally
substituted wth amno, C -6 al kyl am nd55C1-6 di al kyl am no, 4-norpholi no,
4- am nophenyl , 4- (dial kyl am no) phenyl, 4-(glycylam no)phenyl; or R5 and R6
taken together with any intervening atons can forma 3 to 7 nenbered

het erocyclic ring containing carbon atons and 1-2 heteroatons i ndependently
chosen from 0, p$, Y%Qﬂtsgh%l’og%opclwccﬁzm represents, i) hydrogen, _hal ogen,
(CH2) PC5- w het erocyc 'Ry 2, CHO (CHZ) 0_3NHAc, C(=NOR), OH,
C -6 al koxy, Cl-6 al kyl, alkenyl, hydroxy d - 6 al kyI (CHZ)l 3NHC( O) C1- 6
al kyl, (CH2)o- BNQO 6 aI yl) 2, NH kyI CH2)" am no,
(). L b A kyRaﬁ?Hﬁ%se“‘@N@“’aﬁ‘yl%qoo)lb‘h @Hapspzwmlm q{§/ 3By am 1o o

Cl -2 al koxyam. n of V\/m ca e 0 ubs trogen
w i ciso AETESeRhE GuH i AT ARS) SR RRRE L TR R EEARGT E Y 1 G
al kyl sulfo?wu potrenal ly substltut ed with 1-2 of halogen or OH, Rg and RO

I

i ndependently represent i) H CN, ii) C-6 alkyl optionally substituted
with 1-3 hal ogen, CN, OH, Cl-6

R14 represents amino, C1-6 alkyl, C3-6 cycloalkyl, (CH2)pC5-1heterocyclyl, C1-6
haloalkyl, phenyl, said alkyl, cycloalkyl, phenyl, heterocyclyl optionally substituted with 1-3
group of R7, when R7 is an amino or hydroxyl group or a nitrogen that forms part of the

heterocycle, said amino and hydroxy optionally protected with an amino or hydroxy

protecting group;

R15 is C1-¢ alkyl or benzyl said benzyl optionally substituted with 1-3 groups of
halo, OH, C1.g alkoxy, amino, C{-¢ acylamino, or C1.¢ alkyl;

Ri¢ is hydrogen, Cs.10heteroaryl, Cg-10aryl, said heteroaryl and aryl optionally
substituted with 1-3 groups of R7;

p represents 0-2 and

n represents 0-1.



-

——atROXY,CI-0 acyl oxy, or amno, 154 iii) phenyl optionally substituted with
1-3 groups of halogen, OH Cl-6 alkoxy; or R7 and Rg taken together can
forma 3-7 nmenbered carbon ring optionally interrupted with 1-2 heteroatons
chosen fromO0, S, SO SO, NH, and NRg; "XI represents 0, S or NR13, NCN,
NCO2R6, or NSO2R14 X2 represents O, S, NH or NSO2R14; Ri o represents
hydrogen, Cl1:6 al kyl or CO2R15; R12 represents hydrogen, Cl1-6 al kyl, NH2,
OR, CHF2, CHC12, C(R)2Cl, (CH2)"SR, (CH2)"CN, (CH2),S2R (CH2),S(OR, Cl-6
al kyl.am no, C34 cycloal kyl, C5-10 heterocyclyl or Cl -6 dial kyl am no, where
said al kyl, and cycl oal kyl may be substituted with 1-3 groups of halo, CN,
OH or Cl-6 al koxy, said heterocyclyl optionally substituted Wth 1-3 groups
of Ri; each R13 represents independentlpghydrogen, Cl-6 al kyl, C6-10 aryl,
NR5SR6, SRy, S(ORg, S(O2 Rg, CN, OH Ci1-6 alkylS(OR, Ci1-6 al koxycarbonyl,
hydr oxycar bonyl, - 000aryl, Cl-6 acyl, C3_7 nmenbered carbon ring optionally
interrupted with 1-4 heteroatons chosen from0O, S, SO S02, NH and NRg where
said O-6 alkyl, aryl. or -6 acyl groups may be indefpendently substituted
wi th 0- 2-hal ogbhsompgundaepordiggyoxlaippb mhereits AT endHAr ofC 5- 10 beteroaryl, or
Cl-6 al koxy groups; when two R13 groups are am?ﬂshed to the sanme atom or two
adj acent atoms they may be taken tdBgt)per to fn a 3-7 nmenbered carbon
ring optionally interrupted with 1-2 3] chosen fromO0, S, SO 502,
NH, and NRg; 155 R represents hydr @rahkyl; R* represents

hydr ogen, CN, C(=0 R14, (CH2)pCO2C1l al Kyl , 2) pC5_ | Cheterocyclyl, or
Cl 6 alkyl, said al kyl and heterocychty opti oftatTy substituted with 1 to 3
groups of R7; . (Rhc)r (Ra)
independently are phenyl, pyridyl, pyrimidinyl, or piperidinyl, andr+sforand b combined
' <3.
Y.
$-

3 The compound according to claim 2 wherein X is R+

4. The compound according to claim 3 wherein Y is NR* and R, is H, NRsRs,
CN, OH, or CR7R8R9. ‘ '

5. The compound according to claim 4 wherein R; is NR5Rg, or CN.

6. The compound according to claim 5 wherein R3. is C5.10 heteroaryl, gaid

heteroary! optionally substituted with 1-3 groups of Ry



R14 represents am no, Cl-6 al kyl, C3-6 cycloal kyl, (CH2)pC5-1oheterocyclyl,
Cl.-6 hal oal kyl, phenyl, said al kyl, cycloal kyl, phenyl, heterocyclyl
optionally substituted with 1-3 group of R7, when R7 is an am no or

hydroxyl group or a nitrogen that forns part of the heterocycle, said am no
and hydroxy optionally protected with an am no or hydroxy protecting group;
R15 is Cl1-6 al kyl or benzyl said benzyl optionally substituted with 1-3
groups of halo, OH Cl1-6 al koxy, am no, Cl-6 acylam no, or Cl-6 al kyl; R16
i s hydrogen, Cb5-10heteroaryl, C6-10aryl, said heteroaryl and aryl optionally
substituted with 1-3 groups of R7; p reprgsents 0-2 and n represents 0-1.
156 2. The conmpound according to claiml| wherein Ar and HAr of (R4- b-
(RAa)S Ar Ar a or b or HA HAr ~R4c)r (R4)r independently are phenyl,
pyridyl, pyrimdinyl, or piperidinyl, and r + s for a nd b conbined 3. Y

3. The conpound yaccoki l.al my: e] hS R T onpound
according to cIgin13ﬁa%§§gﬁﬁm§aﬁgghégWgﬁéﬁtgoﬁ%gﬁgu%ﬂ%é%?“&%ﬁ?'CH, or
CR7R8R9. 5. The conpound according to claim4 wherein R, is NRSR6, or CN. 6.
The conpound according to claim5 wherein R3. is C5-1p heteroaryl, said

het eroaryl optionally substituted with 1-3 groups of R7 157

Formula IV

wherein Ry, Ry,, are as described and R; and @ independently are 1,2,3-triazole, 1,24~
triazole, 1,2,5-triazole, tetrazole, pyrazole, or imidazole, any of which may contain 1 to 3

substitutents selected from R7.

8. A compound which is:
1-[5(R)-3-[4-[2-[(10,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl]pyridin-5-yl]phenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1a,50,6)-6-cyano-3-azabicyclo[ 3.1.0]hexan-6-yl]pyridin-5-
yl)phenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole hydrochloride,
1-[5(R)-3-[4-[4-[(10,5a,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl]-3-fluorophenyljphenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[4-[(1a,50,6B)-6-cyano-3-azabicyclo[3.1.0}hexan-6-yl]-3-
fluorophenyl]phenyl}-2-oxooxazolidin-S-ylmethyl]-1,2,3-triazole hydrochloride,



7. The conpound according to claim1l of the structural formula IV: Y N R
Rda)s O J/-Nk OR3 Formula IV wherein R4, R4ai are as described and R3
and O independently are 1,2,3-triazole, 1,2,4- triazole, 1,2,5-triazole,
tetrazole, pyrazole, or imdazole, any of which may contain | to 3
substitutents selected fromR7, 8. A conpound which”is:
1:[5(R)-3-[4-[2-[(Ia,5a,é[3)-3-t-butoxycarbony|-6-cyano-3-azabicyclo[3.1.0]h
exan-6- yl]pyridin-5-yl]phenyl]-2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1a, 5a, 6(3) - 6-cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
- yl1phenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole hydrochl oride, :
1-[5(R)-3-[4-[4-[ (Il a, 5a, 6] 3) - 3-t - but oxycar bonyl - 6- cyan- 3- azabi cycl o[ 3. 1. 0] he
Xan- 6 yI]-3-fIuorophenyl]phenyl]-2-oxoq§§zolidin-5-y|nethyl]-1,2“3-triazole,
1-[5(R)-3-[4-[4-[ (I a, 5a, 6] 3) - 6- cyano- 3-'d2abi cycl o[ 3. 1. 0] hexan-6-yl ] - 3-

f 1 uor ophenyl ] phenyl ] - 2- oxooxazol i di n-5-yl nethyl]-1,2,3-triazol e
hydr ochl ori de, 158 _ 4
1-[5(R)-3-[4-[4-[(la, 5a, 6(3)-3-t-butoxycarbonyl - 6-cyano-3-azabicyclo[3.1.Jh

exan- 6 1-[5(R)-3-[4-{4-[(1a,50,68)-3-t:butoxycarbonyi-6- -3-azabicyclo{3.1, -6-
VI To 311 uor ophora o b LhmatSP) 3 tibuoxycarbonyl-¢-cyano-J-azgbicyclol3 L. glhgxap-6-. o
| e, yl]-3-fluorophenyl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,

oy 1 a- 11 o IBhen Rl 3BoR Buvrar Faaayieide Byt ek S50 3 dubrdpbenyll 7
hydr ochlyof - idin-5- - -tri i

1 15(R) > gmt‘%f%‘?nﬁ'plza,°§3?’éafz§§@§'-st Yetoyl-1 2} mazole hydrochloride, o hi cycl o[ 3. 1. O h
exan- 6- 1-[5(R)-3-[4-[2-[(1a,50,6)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo{ 3.1.0Jhexan-6-

Y pyri oh Rl d i o RIS P oxdorao A2 e /h S od - 1 2 3-triazole,
1-[5(R)-3-[4-[2-[(10,50,6B)-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl }pyridin-5-yl}-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole hydrochloride,
_ N-{5(8)-3-[4-[4-[(1a,50,6(3)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-
| yl]-3-fluorophenyl}phenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,
N-{5(8)-3-[4-[4-[(10,52,6B)-6-cyano-3-azabicyclo[3.1.0}hexan-6-yl]-3-
ﬂuorophenyl]phenyl]-2-oxooxazolidin-5 -ylmethyl]acetamide hydrochloride,
N-{5(S)-3-[4-[2-[(1a,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yllpyridin-5-yl]phenyl]-2-oxooxazolidin-5-ylmethyllacetamide, ' '
N-[5(S)-3-[4-[2-[(1¢,50,6B)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-
yl]lphenyl]-2-oxooxazolidin-5-yimethyllacetamide hydrochloride,
N-[5(5)-3-[4-{4-{(1a,50,6f)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0]hexan-6-
yli]-3-fluorophenyl]-3-fluorophenyl]-2-oxcoxazolidin-5-ylmethyl)acetamide,
N-[5(S)-3 -[4-[2-[(1a,5a,6B)—G-‘cygno-3-azabicyclo[3 .1.0}hexan-6-y1}-3-fluorophenyl}-
3-fluorophenyi}-2-oxooxazolidin-5-ylmethyl]Jacetamide hydrochloride,
N-[5(8)-3-[4-[4-[(10,5¢,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0Jhexan-6-
yl]pyridin-5-y1}-3-fluorophenyl]-2-oxcoxazolidin-5-ylmethyljacetamide, '
N-[5(8)-3-[4-[2-[(10,50,,68)-6-cyano-3-azabicyclof3.1.0]hexan-6-yl]pyridin-5-yl}-3-
. fluorophenyl}-2-oxooxazolidin-5-ylmethylJacetamide hydrochloride, '
N-[5(S)-3-[4-[2-[(1a,50,68)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-
yl]pyridin-5 -yl]-3-ﬂuorophenyl]-2-oxooxazolidin-5-ylmethyl]acetaxiﬁde,
N-[5(S)-3-[4-[2-[(1&,50,6p)-6-amino-3-oxabicyclo[3.1.0}hexan-6-yllpyridin-5-y1]-3-
fluorophenyl}-2-oxooxazolidin-5-yimethyljacetamide,



1-[5(R)-3-[4-[2-[ (Il a, 5a, 6(i)-6-cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
-yl ]-3 fluorophenyl]-2-oxooxazohdi n-5-yhnethyl]-1,2,3-triazole
hydr ochl ori de,
N[5(S)-3-[4-[4-[(la,ba,6(3)-3-t- but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] h
exan- 6- yl]-3-fluorophenyl'] phenyl)-2-oxooxazolidi n-5-yl net hyl ] acet am de,
N-[5(S)-3-[4-[4-[(Ia,5a,6[i)-6-cyano-3-azabicyclo[3.1.0]hexan-6-y|]-3-
fl uorophenyl ] phenyl ] - 2- oxooxazol i di n- 5- yhnet hyl ] acet am de hydrochl ori de,
N[5(S)-3-[4-[2-[ (Il a,’5a, 6(3)-3-t-but oxycarbonyl - 6-cyano- 3-azabi cyclo[3.1.0]h
exan-6 yl |l pyridin-5-yl]phenyl]-2-oxooxazol i di n-5-yl net hyl)acet am de,

2

[
N-[5(S)-3-[4-[2-[(1la, 5a, 6(3)-6-cyano-3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
- yl]phenyl]-2-oxooxazol i di n-5-yhnet hyl 1¥#tet ani de hydrochl ori de,
N-[5(S)-3-[4-[4-[(la,5a, 6[3)-3-t-butoxycarbonyl - 6-cyano- 3-azabi cycl o[ 3. 1.0] h

-exan- 6- '

yl ]-3-fluorophenyl]-3-fl uorophenyl]-2-oxooxazolidin-5-yl nethyl]acetam de,

gjh[eﬁ)(llsi g 1[I4u£)r o&% Jé{pg 1%; J%%Pgﬁﬁﬁ?@%ﬁ%%%%’%’é%ﬁf"?@%ﬁ@lg&?@‘;! ggro

N-[ 5(S) - $Hpridid-5-§1]-3-fluorophenyl 2-oxooxazohdm-5-yhncthy1£ 1,2,3-triazole,

a, 5a, 6(3) - 3-t-but oxycarbonyl - 6- cyano- 3- azabi cycl of ]hexan 6-

yl ] pyri dl n 5 91[]5(13?) {trd2-discieybh)-Gaminsok-axshicyiile(35L. QM&M’rY]lh?O’ﬂﬁm%%] 3-
N-[5(S | 0[3.1.0]h 6-yl di n-5
yl[] ( ) uor %‘éh&?%xgg%%g@ W@#ﬁy@ %ﬁ%ﬁ%’ ﬁ gE:et ani ? dgxﬁgdrogh} g)rllr:jel "

A 5a, 6( (5,5, b cky an b S gyano oxatieelof | -exanse-sllovridin5-y1)-3-

Ki ][ g)(/ i SHT?PWH}’JB2W9@F@pﬁ@lﬁyﬁ-yhmmmd¢,d| n- 5-yi math hyl ] acet ?]m de, I

exa i.di n-

yl1-3 fluorop iS{}f.)] gzx @%ggbﬁcﬁ] ‘%’% %)S?a%atbﬁ%&fq‘i i%jt(épﬁ%%‘é,' Bg@"‘f\{ &5 w]

1-(5 ﬁu ré -2 Iidin-5-ylmethy!

a, (5a,( 6% ; ph%g/{llox-ggg?%agﬁ; am )r:o z )gi;lflzt’:g;cﬁzgle ] hexan- 6

{I ][E{ru d| n- 5 &)Ir[]Sf%l [#464-0 eyt B)-0t-butasyess qymne iilrprr&@%;%lqﬁg tﬂlhisxmﬁegzolg
- exan- ridin-5-

yl]-3- )ﬁ{#ﬁﬁ%ﬁsr&?@ gﬁg)?g%xfgz%m&g&n gﬂéﬁ@)@ljﬁﬂt@-ﬁéﬁ 2,3-triazol ey >

:\Fgﬁl S) - 3- [4 NAS[$)3-§4-E2{@ (39,68 ramino-ox atiéyoja(Bal] Glhexan-6-y1]pyridin-5-

ex ay Xyl]] ?Zyoxooxazoﬁuﬁn ]S-y?[methyl] acetarnide,
1-[5(R)-3-[4-[2-{(10,50,6B)-6-t-butoxycarbonylamino-3-oxabicyclof3.1.0]hexan-6-
yllpyridin-5-yl]phenyl}-2-oxocoxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[5(R)-3-{4-[2-[(1a,50,6B)-6-amino-3-oxabicyclo[3. 1.0]hexan-6-yl]pyridin-5-
yllphenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole, |
N-[5(8)-3-{4-{4-[(10,50,6B)-6-cyano-3-oxabicyclo[3.1.0}hexan-6-yl]pyridin-5-
yl)phenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,
1-[5(R)-3-[4-[2-[(1a,5a,6B)-6—cYan6-3-oxabicyclo[B.1 .0Jhexan-6-yl]pyridin-5-
ylJphenyl]-2-oxooxazolidin-5-ytmethyl}-1,2,3-triazole,
. 1-[5(R)-3-[4-[4-[(1a,50,68B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclof3.1.0]hexan-6-
y1j-3,5-difluoropheny!]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[4-[(10,50,6P)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]-3,5-
difluorophenyl]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
N-[5(8)-3-[4-[4-[(1a,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl]pyridin-S-'yl]-B,5-diﬂuorophenyl]-2-0xooxazolidin—S-yhnethyl]acetamide, '
- N-[5(S)-3-[4-[4-[(10,50,6f)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl|pyridin-5-yl]-
3,5-difluorophenyl])-2-oxooxazolidin-J -ylrnethyi]aoctamide hydrochloride,



fl uor ophenyl ] - 2- oxooxazol i di n-5-yl nethyl] acetamde, 1 -[5 (R)-3-[4-[2-[ (]I

a, 5a, 6(3) - 6-cyano- 3-oxabi cycl o [ 3. 1. 0] hexan-6-yl ] pyridin-5-yl)-3-

fl uorophenyl) - 2-oxooxazgli di n-5-ylmethyl]-1, 2, 3-triazol e,

N—[5(S) 3-[4- [2 [(la,b5a,6)-6-t- butoxycarbonylan1no 3-oxabi cycl o[ 3, 1. O]hexan-
yI]pyr|d|n -yl ] phenyl ] - 2- oxooxazol i di n- 5- ylnethyl]acetan1de
N-[5(S)-3-[4-[2-[ (] a, 5a, 6(3)-6-amn no-3-oxabi cycl o(3.1.0] hexan-6-yl]pyridin-5

- yl]phenyl]-2-oxooxazol i din-5-yl methyl] acetan de,

1-[5(R) - 3-[ 4- [2 [ (I a, 5a, 6(3)-6-t-butoxycarbonyl arni no- 3- oxabi cycl o[ 3. 1. O)hex

an-6- yl)pyridin-5-yl]phenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole, |

-[5 (R)-3-[4-[2-[(1 o

5a,6(3)-6-an1no-3-oxab|cyclo[3.1.0]he}§%-6-yl]pyr|d|n-5

phenyl ) - 2- oxooxazol i di n-5-yl nmethyl )-1,2,3-triazole, N

(S)-3-(4-(4-[(1a, 5a, 6(3)-6-cyano- 3- oxablcyclo[3 1. O)hexan 6-yl ] pyridin-5-

phenyl ] - 2- oxooxazol i di n-5-yl net hyl ] acet am de,

-[5(R) - 3- [4 IN2FS(6)-3-[BAq(B), s&éﬁym&mmbﬁw&-@y&&s%ﬂ%ﬁlo[@ /Oheidr-gL r i -

yl]lp heﬂ ; 2- oxooxazql i di n-5-yhnet hyl] - 3 -triazole,

5(R) - $Ui% l[(.(rpphcnyl] -3- ﬂuorophenyi]-2-oxooxazohdm—S-ylmethyI]aceta:mde
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or ophenyl | uor op 2- oxooxazol i din -1, 2, 3-triazol e,
S) -3-[ 4- $)-3: [5;[46( £)-3 t—butoxycarbonyl—ﬁ-cyano 3-azab1cyclo[3 1.0Thexan-6-

'<
(
3(?; td’ﬁ?ﬁ@ﬁéﬁ?ggﬁg%ﬂ'?@ﬁg?%ﬁ%%%“ﬁd?x%f%%gi’g% gqelﬁ S yI met hyl ] acet am de,
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g.l—‘

- 3-[ 4- NAS(S)- &[Mﬂttllals&eﬂ)y@wﬂ@dvx@wé[g[ﬁo eﬁnh@&ﬂﬁhﬁtﬂ]-]&-pyrl din-5

5-difl uo&bf enyl ] - -oxooxazoll I n-5- yhnet hyl'] acetam'd
c hi {qrgphenydl2-oxopxago «B;L%y{nmt{x Jqcetemide,
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N[ 5()5]-33115040][)%1151[]1-33,5mﬂﬁﬂbpﬁeﬂ?ﬂamﬁx&maMﬁwymﬁ&hﬂl]&bhﬂﬁa@ 6-yl]-3,5-
di f 1 uorophenyl ]- 3-fl uorophen - oxooxazol i di n-5-y t hyl ] acet am de
hydr ochl or i deN-15(8)-3- 4—[4-?(1& o %B) 6-cyano-3-azabicyclo[3.1. 0]hexan—6-y1] 3-fluorophenyl]-
3,5-difluorophenyl]-2-oxooxazolidin-5 -y)methyl]acetanude,
1-{5(R)-3-[4-[4-{(1a,50,6P)- 3-t-butoxycarbonyl -6-cyano-3-azabicyclo[3.1. 0]hexan-6-
yi]-3-fluorophenyl]-3,5- dlﬂuorophenyl]-2-oxooxazohdm-5-y1methyl] 1,2,3-triazole,
1-[5(R)-3-[4-{4-[(10,5 u,6B)-6-§yano-3-azabicyclo[B .1.0}hexan-6-yl}-3-fluorophenyl]-
3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole hydrochloride,
L-[5(R)-3-[{4-[4-[(L0,5a,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0}hexan-6-
yl]pyridin-5-yl1]-3 ,5-diﬂuorophenyl]-2-0xooxazolidin—5-ylmeﬂnyl]:I ,2,3-triazole,
1-[5(R)-3-[4-[4-[(1a,50,6B)-6-cyano-3-azabicyclo[3.1.0]bexan-6-yl]pyridin-5-y1}-3,5-
difluorophenyl}-2-oxooxazolidin-5-ylmethylj-1,2,3-triazole
1-[3(R)-3-[4-[4-[(1a,50,6()-3 -t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1 .OJhexan-6-
yl}pheny!1]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-[5(R)-3-[4-[4-[(10,5a,6B)-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yljphenyl]-3-
* fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(10,50,6B)-6-t-butoxycarbonylamino-3-oxabicyclo[3. 1.0]hexan-6-
yl]pyndm—S y1]-3,5-diflucrophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1a,50 6B) 6-amino-3-oxabicyclo[3.1.0}hexan-6-yi]pyridin-5-yl]-
3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
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N-[5(S)-3-[4-[4-[(1a, 5a, 6p) - 3-t - but oxycar bonyl - 5- cyano- 3- azabi cycl o[ 3. 1. 0] he
xan- 6- yl]phenyl)-3-fluorophenyl]-2-oxooxazolidi n-5-yl net hyl )acet am de,
N[5(S)-3-[4-[4-[ (] a, 5a, 6p) - 6-cyano- 3-azabi cycl o 3. 1. 0] hexan- 6-yi ] phenyl ] -3
f1 uor ophenyl ] -2-oxooxazol i di n-5-yl met hyl ] acet anri de,

N[5(S)-3-[4-[4-[(]a, 5a, 6p) 3-t-but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] he
xan- 6-

yl]-3-fl uorophenyl]-3,5-difl uorophenyl]-2-oxooxazol i di n-5-yl met hyl ] acet am de
, N-[5(S)-3-[4-[4-[(]

a, 5a, 6p) =6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] -3-fl uorophenyl ] -

3, 5-di fl uor ophenyl ] - 2- oxooxazol i di n-5-yl nmet hyl ] acet am de,
1-[5(R)-3-[4-[4-[(1a, 5a, 6p) - 3-t - but oxycHrlbonyl - 6- cyan- 3- azabi cycl o[ 3. 1. 0] hex
an-6

yl]-3-fluorophenyl}-3, 5- d|fluorophenyl] 2- oxooxazol i di n-5-yl nethyl]-1, 2, 3 tr
I azol e,
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yl 1 pyri di n- 5- y¥]3(8)-S-[4r R+l graminp- Mﬁ@b@éﬂi@ i3l ﬁllsxym-ﬁal]nyh}inﬁﬁad}t ri az
ole |- §3 Aindid e éﬁgbﬁojx%m?&oﬂ@n & A FeAsARL, oo o[ 3 1. O hexan
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a, 5a, 6p) 3:8- M@y&PBwypxmb%y@%bﬂhcem@ 3. 1. 0] hexan- 6-

vyl
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ﬁ S(R)-3-[4- E\Jz[_S[(g)l g[? ?2 ?Pla,Sa éﬂ)béj ;[:)9a)1§1)o/ %?trh?a%né/yc?o% Iln(())]hgxa%)fg?rll]g%é&[-g-yl] 30-] hexa
y: pyr '1 dfriare ?Méﬂﬂﬁzix%{%ﬁﬂxﬁm?ﬁ%tﬂﬁ}%c&éﬁ?d%aZ0' i din-5-ylmethyl]-1,2,3-triaz
O -

a, 6p) 6 arrNﬂkﬁ(S) g»i €10l 30, G8)46-Qlahe-Bathiabigpiclqly i Qfhexa-&-y]lpyridin-5-yi]-3-

[ fI {gBF i—%-ogc@é&@ﬂﬁn%‘ i{&erﬁiy% éta”x?ﬁ&é’é-)oxxjdcz 3-triazole, 161
b t B(Sem i xanbe STl
i e B g e,

t-
rS fhqrap 5213'!](2 8"‘5‘&“69‘} 18-33, puliexide.q hexan- 6-yl ) pyri di n- 5-
1-[5(R)-3-[4-[2-{(1a,50,6P)-6-cyano-3-thiabicyclo[3.1.0]hexan-6-yl]pyridin-S5-y1]-3-

fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole, . :
1-[5(R)-3-{4-[2-[(10,50,6P)-6-cyano-3-thiabicyclo[3.1.0]hexan-6-yljpyridin-5-y1}-3-

fluorophenyl]-2-oxooxazolidin-S-ylmethylj-1,2,3-triazole S-oxide,
1-[5(R)-3-[4-[2-[(1a,5a,6P)-6-cyano-3-thiabicyclo[3.1.0thexan-6-yl]pyridin-5-y1]-3-

flucrophenyl]}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole S,S-dioxide,
4-[5(R)-3-{4-(2-[(1 a,5a,6ﬂ)-3-i—butoxycarbonyl-6-cyano-3-azabicyclo[3. 1.0}hexan-6-

yl]pyridin-5-yl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]- 1,2 4-triazole,
4-[5(R)-3-[4-[2-[(10,50,6P)-6-cyano-3-azabicyclo[3.1.0}hexan-6-yl]pyridin-5-y1]-3-

ﬂuorophenyl]-2-oxooxazolidin-5-ylméthyl]-1,2,4-triazole,
S(R)-3-[4-[2-{(10,56,6B)-3-t-butoxycarbonyl-6-cyano-3-azabieyclo[3.1.Olhexan-6-

yllpyridin-5-y1]-3-fluorophenyl}-5-[ (iscxazol-3-ylJoxy]methyloxazolidin-2-one,
5(R}-3-[4-[2-[(1a,50,6B)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1}-3-

fluorophenyl]-5-[(isoxazol-3-yljoxy]methyloxazolidin-2-one,
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3, 5-difluorophenyl]-2-oxooxazolidin-5-yhnethyl]acetam de,
N-[5(S)-3-[4-[2-[(1a, 5a, 60) - 6- cyano- 3- oxabi cycl o[ 3. 1. 0] hexan- 6-yl j pyri di n- 5-
yl']- 3, 5-difluorophenylj-2-oxooxazolidin-5-yl met hyl ] acet am de,
1-[5(R)-3-(4-[2-[(1lu, 5a, 6(8) - 6-cyano--3- oxabi cycl o[ 3. 1. 0) hexan- 6-yl ] pyri di n-5
-yl'] 3,5-difluorophenyl]-2-oxooxazol i di n-5-yl net hyl ] - 1 2,3-triazol e,
N-[5(S)-3+[4-[2-[ (Il a, ba, 6(3)-6-cyano-3-thiabicycl o] 3. 1. q hexan- 6-yl ] pyri di n-
5-yl]-3- fluorophenyl]-2-oxooxazolidin-5-ylnethyl]acetam de, N[5
(S)-3-[4[2-[(1 a, 5a,6 J3)-6-cyano-3-t hiabicycl o[ 3.

| . § hexan-6-yl ] pyridin-5-yl]-3-

f 1 uorophenyl | - 2- oxooxazol i di n- 5-yl net hylacet am de S-oxi de,
N[5(S)-3-[4-[2-[(1n, 5a, 60) - 6-cyano-3-t hi abi cycl o[ 3. 1. 0] hexan- 6-yl 3pyridin-5
-yl}-3 fluorophenyl]-2-oxooxazolidin-5-ylnethyl]acetaniide S, S dioxide,
1-[5(R)-3-[4-[2-[ (] a, 5a, 6] 3) - 6- cyano- 3-t hi abi cycl o[ 3. 1. O hexan-6-yl ] pyridi n-
5-ylj-3- fluorg hen lL]'f?} 2-oxooxazol idin-5-ylnmethylj-1,2,3-triazol e,

1-[5(R) - 3- [ 4- d(b1.89.68)- é?@n@xxcarh@@dfécmmamh@qmb[ad Whepahgtr i di n-
5-yl]-3- rlazoIeSOX|de

1- )[/5]( R) - §ﬁ% ﬁ‘?‘?‘gpﬁ’pﬁjg“g’é’?’ﬁgﬁéﬁﬁf@b tof(ﬁ%’[aégewi"&' 150 exan- 6-yl ] pyridin-
5-yl]-3 g;])}@ﬁﬁbﬂfbﬂwmxa%oﬁm@c@;’é)l i di n-5-yl net hyl ] - 2 3 tr| azol e
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4-[5(R) - 3 [4 PER)-B+[4;(8 (b1, 33, 68-6-chanoei-peabitysinlB 1 Jbyxancs-31pyrdineyel} G- 3. 1. 0) h
exan- 6-

yl ] pyri dPHQ@PyFTY%Sf%gf‘gﬁﬁ%ﬁfﬂnW&WS%X?W@?W’@ Mbret hyl j-1,2,4-tri azol e,
4-15(R)-3-[4- ] &2 )8 i di n-5-
ylj[ - g ) fl _uE)r o[sﬁij Ql[gi[if[g%g?&g}z)g??m% ayhneﬁ‘g/{lbﬁ[@h%x%?%ﬂg ?‘ j M}VJ

5(R) - 3- [ flupephemyd ]/55[(16@83)@33Wl)bﬁvaﬁ}h}domnlldm&-oyano 3- azabi cycl o[ 3. 1. 0] hexa
n- 6

yl ] py r| di n- 5- yﬁ‘) §. @’rﬁ;‘b%"ﬁ‘ﬁeﬁ‘y’ﬁ‘y ‘%Nr{‘?"é‘s&"éz’oV‘)WP?&?WhétWPJ&%&%%F@ fiz 2- on
e,

c cyano-3-oxabicyclo[3.1.0]bexan-6-yl}pyridin- 5-ylﬂ-3 ﬂuorophenyl]oxazohdm-z—one
3 11 uor ophen§iRs BUEFAGEARDS éya%%?g'»c ISERT L A VAL
a, 54, 00) SPPBENL I Grepal ylami oot yosesa K 290y e o
yl T pyridin- 5-Nll]5(3)-.34[Mﬁfi@wffwﬁﬂ}-fﬁeid’ﬂo(l-emwafmhﬂmwﬂpmﬂﬁbﬂfﬂr—
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]propionamide,
"N-[5(8)-3-[4-[2-{(1¢,5¢,6pB)-6-cyano-3-oxabicyclo[3.1 .OJhexan-6-yljpyridin-5-yl}-3-
fluorophenyl}-2-oxosxazolidin-5-ylmethyl]difluoroacetamide,
N-[5(S)-3-[4-[2-[(10,50,6B)-6-cyano-3-oxabicyclo[3.1.0]hexan-6-yl])pyridin-5-yl]:3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyijcyclopropanecarboxamide,
’ N-[5(8)-3-[4-[2-[(1a,5a,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclof3.1.0]hexan-6-
yl]pyridin-5-yi]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]propionamide, '
N-[5(8)-3-[4-[2-[(1a,50,68)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl)-3-
fluorophenyl}-2-oxooxazolidin-5-ylmethyl]propionamide,
N—[S(S)-3-[4—[2~[(1q,Sa,6B)—3-t-butoxycarbonyl—6-cyano-3-azabicyclo[B.l.O]hexan-G-
yllpyridin-5-yl}-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]cyclopropanecarboxamide,
' N-[5(S)-3-{4-[2-[(1 a,Sa,ﬁB)—ﬁ-cyano-B-gngicyclo[ﬁi. 1.0}hexan-6-yl}pyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]cyclopropanecarboxamide,
N-[5(8)-3-[4-[2-[(12,5¢,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6- |
ylpyridin-5-y1]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl}difluoroacetamide,



yl ) Jam nonet hyl oxazol i di n- 2- one,

5(R)-3-[4-[2-[ (] a, 5a, 6p) - 6- cyano- 3-azabi cycl o 3. 1. 0] hexan-6-yl ] pyri di n-5-yl)
-3- fluoropheny.l)-5-[N-(isoxazol-3-yl)] am nonet hylLoxazol i di n-2-one,

S(R-3-[4-[2-[(1a, 5a, 6[N )~ 6- cyano- 3- oxabi cycl o] 3. 1. O] hexan- 6-yl ) pyri di n-5-yl
]-3 fluoroplrenyl]-5-[(isoxazol-3-yl)oxy] net hyl oxazol i di n- 2- one,

5(R)-5-[ N-(t-butoxycarbonyl)-N(isoxazol-3-yl)]am nonethyl-3-[4-[2-[(]I

a, 5a,6[ 3)-6-
cyano-3-oxabicyclo[3.1.0]hexan-6-y|]pyridin-5-y|]-3-f|uorophenyl]oxazolidin-
2-one, 5(R)-3-[4-[2-[(1

a, 5a, 6[i)-6-cyano- 3- oxabi cycl o[ 3. 1. 0) hégan- 6-yl ] pyri di n-5-yl ] - 3-

fl uorophenyl]-5-[ N (i soxazol -3-yl)]am nonet hyl oxazol i di n- 2- one,

N—[5(S) 3-[4-[2-[ (Il a, 5a, 6] 3) - 6- cyano- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
] -3 fluorophenyl]-2-oxooxazolidin-5- ylnethyl]proplonanlde
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‘6- cyano- 3- oxabi cycl o 0]'hexan-6-yl | pyridi n-5-yl]-3-
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N-[5(S) S’anthyl[]ﬂla%,@ﬂei,aad?ﬁ( 3) - 6- cyano- 3- azabl cycl o[ 3.1.0] hexan-6-yl]pyridin-5

YHL3 1 uor qefieRy bliaZn QYRRXRRR) b H kRl YR b SRR S A e

(S) - 3- [ dzdbieyfefd a, 5a, 6(p) - 3-t - but oxycar bonyI 6- cyano- 3-azabi cycl o[ 3. 1. 0] hexan

- 6-

yl 1 pyri di n- 5{31i0bexandoypridiptisvik3 dkwmphesyd-exoxprdlidingt ylaethylbt daket ani d
, 163

IEI-[S(S)?—?ZFL?[Z [(Ia 5a, 60) - 6- cyano- 3-azabi cycl o[ 3. 1. O hexan- 6-yl ] pyri di n-5-
yl1-3 f1uor opHs@®)- ?-[HMOMSRGB}@BYHE IriPagpthitlydlinsiidf2-yDethytied-ani de,

azabicyclo[3.1.0]Thexan-6-yllpyridin-5-yl}-3-fluorophenylj-2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole,
1-{5(R)-3-[4-[2-[(1&,50,6B)-3-(2-amincethyl)-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl]pyridin-5-yl}-3-fluorophenyl]-2-oxooxazolidin-5-yimethyl)-1,2,3-triazole,
1-[S(R)-3-[4-[2-[(1a,50,6B)-6-cyano-3-[2-(1,2,4-triazol-4-yl)ethyl]-3-
azabicyclo[3.1.0] ‘

"7l 7L
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<

hexan-6-yli]pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,

1-[5(R)-3-[4-[2-[(1a,50,6B)-3-bromoacetyl-6-cyano-3-azabicyclo[3.1.0}hexan-6-
yljpyridin-5-yl1}-3-fluorophenyl]-2-oxcoxazolidin-5-ylmethyl}-1,2,3-triazole,

1 -[5('R)-3-[4-[2-[(1 o,5a,6B)-6-cyano-3-(moerpholin-4-yl)acetyl-3-
azabicyclo[3.1.0]Jhexan-6-yl}pyndin-5-yi}- 3-ﬂuorophenyl] 2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole,



1-[5(R)-3-[4-[2-[ (1 a, 5a, 60) - 6-cyan- 3-net hyl - 3-azabi cycl o[ 3. 1. 0] hexan- 6-

ylj pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[2-[I a, 5a, 60) - 3, 6-di cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl jpyridin
-5-yl J- 3-fluorophenylj-2--o0xooxazolidin-5-ylnmethylj-1,2,3-triazol e,

1- [5(R) 3-[4-[2- [(la 5a, 6[1i) - 3- [(I-t butoxycarbonylan1nocyclopropan 1-yl)car
bonyl ]

6- cyano- 3- azablcyclo[S 1. 0] hexan- 6- yI]pyrldln 5-yl]-3-fl uorophenyl]-2-oxooxa
zolidin-5- ylnethylj-1,2,3-triazole, 1-[5(R)-3-[4-r2-[ (I
a,5a,6p)-3-[(1-aninocyclopropan-l-yI)carbonyIj-6-cyano-3- azabicycl o

[ 3. 1. 0] hexan-6-y

| ] pyridin-5-yl)-3-fluorqghenyl]-2-oxooxazolidin-5-yl nethyl]-
1,2,3- triazole, 1-[5(R)-3-[4-[2-[(1 a,5 ,

a, 6p) - 6-cyano- 3-[ 2-(phthal i m d-2-yl) et hyl]- 3-

azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl]-3-fl uorophenyl]-2-oxooxazo
Iidin-5-y|rret

1-[5(R) - 3-[ 4- [yf%(ﬁl-;""éé@éﬁﬁ fi‘g‘iz‘gﬁiﬁrﬁ%%?ﬁ%cymm@%@lﬁabi cycl o[ 3. 1. G hexa
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y1j pyri df ooy g e ey P s S R SPR e & saaRyein-1-vamatiyllr o1 e
1- (5(R) - 3,2:,31—trﬁ&o|1¢,1a 5a, 60) - 6- cyano- 3- [2-(1, 2, 4- trlazol 4 yI)ethyI] 3-
azabi cycl o[ 3. 1

hexan- 6- yl j pyrlrnzfi(?})'é (3-8l a.pw6Bhpreyana-3-( b3dlibliasmmonswm2sdy Bret hyl j - 1, 2, 3-t

I
I' [5(R - FAopllp  OhexensGolipyridin S-yll:3- Aporaphenyll-2-oxgoxazolidin-Spimetiglin e an. 6
2y
I ] pyri d} n- BSUI{ZEEIGB fluaor oghenylﬁbl 2- oxooxazol i di n-5- I met hyl 3-triazol e,

-[5 (R) - 3- (A=[PER)}-B14 251 0630.68)- 3K #P-bt-p Wﬁﬁﬁom lryiartét)gllca@oazﬁiﬁ-cym 0

o S S s

a, 5a, 6( Byhlﬁsth};lb-rld?;,&t(nszodq,anopyr idin-2-y
eyl 1, SEtEFIRpAl RS i I«z”sfI'ay‘%?oﬁ%"ﬁ‘-%%c?a:bonyxf’?xaz°' din-S-
azabicyclo(3.1.0]
hexan-6-yl]pyridin-5-yi]-3- ﬂuorophenyl]-Z-oxooxazohdm -5-ylmethyl]-1,2, 3-tnazole
1-{5(R)-3-[4-[2-[(12,50,6B)-3-[((2S,4R)-1-t-butoxycabonyl-4-hydroxypyrrolidin-2-
yDcarbonyl]-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl}-3-fluorophenyl]-2-
oxooxazelidin-5-ylmethyl]-1,2,3-triazole, 1-[S(R)-3-[4-[2=[(1 a,Sa,6|3)-6-cyano—3-'[((28,4R)—4-
hydroxypyrrolidin-2-yl)carbonyl]-3-azabicyclo[3.1.0Thexan-6-yi]pyridin-5 —y.l]-3-
ﬂuorophenyl]-2—oxooxazolidin-5-ﬂmcthyl]-1,2,3-triazole,
1-[5(R)-3-[4-[2-{(1a,5a,6B)-3-[((2S,45)-1-t-butoxycabonyl-4-fluoropyrrolidin-2-
yDcarbonyl]-6-cyano-3-azabicyclo[3.1.0}hexan-6-yl]pyridin-5-yl}-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethyl}-1,2,3-trnazole, _
1-[5(R)-3-[4-{2-{(10,50,6B)-6-cyano-3-[((2S,45)-4-fluoropyrrolidin-2-yl)carbonyl}-3-
azabicyclo
[3.1.0)hexan-6-yl]pyridin-5- yl] ~3- ﬂuorophenyl]~2-oxooxazolxdm— -ylmethyl]}-1 2 3-
Inazob,
1-[5(R)-3-[4-[4-[(10,50,6p)-3-t-butoxycarbonyl-6-(t-butoxycarbonylyamino-3-
azabicyclo '
[3.1.0)hexan-6-yl]pyridin-5-yl]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-

triazole,



1-[5(R)-3-[4-[2-[(1a, 5a, 60) - 6- cyano- 3- (1, 3-di hydr oxypr opan-2-yl) - 3-

azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-3-fl uorophenyl]-2-oxooxazol i di n-5-
yhnethyl)- 1,2,3-triazole, 1-[5(R)-3-[4-[2-[(] a,5
a,6[3)-3-[((2S)-1-t-butoxyecabonyl pyn olidin-2-yl)carbonyl) - 6-

cyamo- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl]-3-fl uorophenyl]-2-oxooxazo
lidin-5- ylmethyl]-1,2,3-triazole,

1-[5(R)-3-[4-[2-[(1a, 5a, 6[ 3)-6-cyano-3-[ ((2S)-pyrrolidin-2-yl)carbonyl)-3-
azabi cycl o[ 3. 1..0] hexan-6-yl Jpyri di n-5-yl]-3-fl uorophenyl]-2-oxooxazo
lidin-5-ylmethyl]-1,2,3-triazole, 1-[5(R)-3-[4-[2-[(la, 5a;

6D)-3-[((2S, 4R) - 1-t - but oxycabonyl - 4- hydrgxypyrrol i di n-2- '

yl ) carbonyl ] - 6- cyan- 3-azabi cycl o[ 3. 1. 0] heXan- 6-yl ] pyri di n-5-yl]-3-fl uorophen
yl]-2- oxooxazolidin-5-ylniethyl}-1,2,3-triazole, I-[5(R-3-[4-[2[(1

a, 5a, 6(3)-6-cyano-3-[((2S, 4R) - 4- -
hydr oxypyrrol i di n-2-yl)carbonyl]-3-azabicycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]
-1 Si 512 IR;JO 5 0 pze ng-l[ﬁa?—bib@&-,ﬁﬁulﬁmﬁﬂj-ﬂéammbél-mbicy&lom J:(M)héxaob-§1]pyridin-5-yi}-3-
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' E(.?(’ 6] :P lpridix ﬁﬁ@1}53“1!101‘6??11@3)&]%6imh£umiﬂ~9-lyhd' e ﬂlyﬂ'-y,mﬁﬁ-fabgrb}” ]-3-
azab|cyc 0

[ 3. 1. 0) hexan- 6L-{AFIyHA @0y 21683-raviane- drvdrauype sty bt venbizpelp[A. h-0Bhexamst hy ) -
2 oo 3y SRufs 1L Rbrobefuhk olchrasolidinSymeuyli- L 2 3umagole .
[ 3. 1. 0] hexan- @B[5{y3 {42 a)8u]6f3-3F+-brasnpbbonyl-6-<yanesxaabicydiof3. 2O exah sl ) -
T [5(R - SpABE PR3 diommhensl 2 piegsaolidinn 2o byE-@ o fisblosnoxslonppmebd n- 5
;j?llh]y;j?o](c:lﬁﬁoggg?&g’/l ] - 2- oxooxazol i din-5-ylnethyl]-1,2,3-triazol e
N-{5(5)-3-[4-[2-[(1a,5a,68)-6-cyano-3-azabicyclo[3. 1.0]hexan-6-yl]pyridin-5-yl]-3-
ﬂuorophenyl]-2-oxooxazolidin,S-ylmeﬂlyl]-(Z,Z-dichlorocyclopropane)- I -carboxamide, ‘
N-[5(8)-3-[4-[2-[(10,50,68)-6-cyano-3-azabicyclo[3. 1.0]hexan-6-yl]pyridin-5-yl]-3-
ﬂuorophenyl];z-oxooxazolidin-s -ylmethyl]-(2,2-dichlorocyclopropane)-1-carboxamide,
N-{5(8)-3-[4-[2-[(1a,50,68)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-
yllpyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-(2,2-difluorocyclopropane)-1-
carboxamide, |
N- [5(Sj—3 -[4-[2-[(10,5a,6B)-6-cyano-3-azabicyclo[3.1.0}hexan-6-yllpyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-ylméthyl]+(2,2-diflnorocyclopropane)-1-carboxamide,
N-[5(8)-3-[4-[2-[(1o,50,68)-6-cyano-3-azabicyclo{3.1.OJhexan-6-yl}pyridin-5-yl]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyi]-(2,2-difluorocyclopropane)- 1 -carboxamide,
O-methyl-N-[5(8)-3-[4-[2-[(1a,50,6])-3-t-butoxycarbonyl-6-cyano-3-
azabicyclo[3.1.0]
hexan-6-yl}- pyridin-5-yi}-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]carbamate,
O-methyl-N-[5(S)-3-[4-[2-[(1@,5a,6P)-6-cyano-3-azabicyclo[ 3.1.0Fhexan-6-
yllpyridin-5-y1}-3- fluorophenyl]-2-oxooxazolidin-5-yimethyl]carbamate,
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n-6- O—methPrl-N-[S(S)—3—[4-E2-[(1a,Sa,6ﬁ)-3-t-butoxycarbon 1-6-cyano-3- .

yl ] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole,

5(R) - 3-[ 4- [azft(lqyclo[&l.O]

,5a, 6p)-3-t-b carh < Gy AN Q- 3- ] | i din-5
BTTL o e di 1 ol ek AT PR ko BT L e R SR Y Py O
' t hy Itioecaridmatié,n- 2- ,
gTR)n?g?[ 4¥[ 2-?3(1 n|,|5 nF )?(Egc é agag' C C{'ﬁ%%ﬁ%?@g%ﬁh%x n-&-yl }pyridin-5-yl]
-3,5- difluorop éﬁ‘;‘?&')"-’%—“[[s )(%nggﬁa Ht-2%¢ é/)’%l')’ el UhExRore-2- one,
]1;1 [ei((al E) . 3- [yfiplRdib 5L @13 (RsobipheRyI Y 3RB0:dzé lidHh-3Lylihedh Pl thisciibhmareaZz abi cycl o[ 3. 1. 0
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170 prodrug thereof.

9. A compound according to claim 8, which is
1-[5(R)-3-[4-[4-[(1, 50,6 B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-y1]-3-
fluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1a,50,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl}pyridin-5-yl]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
N-[5(S)-3-[4-[4-[(1a,5¢,6B)-6-Cyano-3-azabicyclo[3.1.0Jhexan-6-yl]-3-
fluorophenyljphenyl]-2-oxooxazolidin-5-ylmethyi]acetamide,
N-[5(8)-3-[4-[2-[(1a,50,6p)-6-Cyano-3-azabicyclo[3.1.0]Thexan-6-yl]pyridin-5-
yl]phenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,
N-[5(S)-3-[4-[2-[(1a,5a,6(B)-6-Cyano-3-azabicyclo[3.1.0jhexan-6-yl]-3-
fluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,
N-[5(S)-3-[4-[2-[(10,5a,6P)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-3-

fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,
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il Sl E =BT O 3) - o- L - DUt oxycar bonyl - 6- cyano- 3-azabi cycl o[ 3.1.0] h
exan- 6

yl ] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-yl methyl]thi oacet am de,
N-[5(S)-3-[4-[2-[(1a, 5a, 60) - 6- cyano- 3-azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5-
yl ]-3- fluorophenyl]-2-oxooxazolidin-5-yl nmet hyl]thi oacetam de,
N-[5(S)-3-[4-[2-[(1a, 5a, 60) - 3-t - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] he
xan-6- yl]pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-yl met hyl ]

I sot hi ocyanate, O-nmethyl-N-[5 (S)-3-[4-[2-[ (! -

a, 5a, 6p) - 3-t - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3.1.0] hexan-6-yl]-
pyridin-5-yl]-3-fluorophenyl]-2- oxooxazole|n 5-ylmethyl] thiocarbamate,

O nmethyl -N-[5(S)-3-[4-[2-[(1a, 5a, 6p) - 6- cyano- 3-azabi cycl o[ 3. 1. 0] hexan- 6- .

yl ] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidi n-5- ylnethyl]thlocarbanate

or their enantioner, diastereoner, or pharmaceutically acceptable salt,
hydrate or prodrug thereof 9. A conpound according to claim8, which is

1-[5(R) - 3-[ 4- [41-{[ﬁ® 35514-{52}1(46 SWMQHMQMQthﬁl&[SH 0]heras6-yBlpytiliin3s-yl])-3-
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yl-3 1l uor orop erlyl]z?a ?f(%(r)(;( él%lfl 9;-oxooxazoh h - ]ﬂ?ctﬁyﬁnge?a%ud% 1
N-[5(S)-3-[4-[4-[(10,50,6B)-6-Cyano-3-azabicyclo[3.1.0Thexan-6-yl]phenyl]-3-
fluorophenyl]-2-o0xooxazolidin-5-ylmethyl]acetamide,
1-[5(R)-3-[4-[4-[(1a,50,6()-6-Cyano-3-azabicyclo{3.1. 0]hexan—6-y1]phenyl]-3-
fluorophenyl] -2—oxooxazohdm-5-ylmcthyl]~ 1,2,3-triazole,
4-[5(R)-3-[4-[2-[(10,50,6()-6-Cyano-3-azabicyclo[3. 1.0]hexan-6-ylJpyridin-5-y1}-3-
fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,4-triazole, ‘
5(R)~3-[4-[2-[(1a,50,6B)-6-Cyano-3-azabicyclo{ 3.1.0Jhexan-6-yl]pyridin-5-yi]-3-
ﬂuorophenyl]—S-[(isoxazol-3-yl)dxy]memyloxazolidin-z-oné,
5(R)-3-[4-[2-[(16,50,68)-6-Cyano-3-azabicyclo[3.1 -0Jhexan-6-yl}pyridin-5-yl}-3-
fluorophenyl]-5-[N-(isoxazol-3-yl)Jaminomethyloxazolidin-2-one,
N-[5(8)-3-[4-[2-[(1a,50,6B)-6-Cyano-3-azabicyclo[3.1.0Jhexan-6-yl]pyridin-5-yl}-3-
fluorophenyl}-2-o0xooxazolidin-5-ylmethyl]cyclopropanecarboxamide,
N—{S(S)-3¢[4-[2-[(1 a,5a,6B)-6-Cyano-3-azabicyclo{3.1.0]hexan-6-yljpyridin-5-y1}-3-
fluorophenyl}-2-oxooxazolidin-5-ylmethyl]difluoroacetamide,
1-[5(R)-3-[4-[2-[(10,5¢,6B)-3-[(1-Aminocyclopropan- 1-yl)carbonyl]-6-cydno-3-
azabicyclo[3.1. 0]hexan—6—yl]pyndm 5-yl]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole,

or their enantiomer, diastereomer, or pharmaceutically acceptable salt, hydrate or

prodrug thereof,
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fluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide hydrochloride, or
N-[5(8)-3-[4-[2-[(1¢,50,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl|pyridin-5-yl]-3-

fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide hydrochloride.

11. A pharmaceutical composition comprised of a compound in accordance with
claim 1 in combination with a pharmaceutically acceptable carrier, said composition
optionally in combination with a vitamin selected from the group consisting vitamin B2,

vitamin B6, vitamin B12 and folic acid.

12.  Use of a compound of claim 1 and optionally one or more of a vitamin
selected from the group consisting of vitamin B2, vitamin B6, vitamin B12 and folic acid for
the preparation of a medicament for the treatment of a bacterial infection or an oxazolidinon-

associated side effect.
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10. The conmpound according to claim9, which is:

1-[5(R)-3-[4-[4-[ (| a, 5a, 60) - 6- Cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl]-3

fl uorophenyl]-3-fl uorophenyl ]-2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole
hydr ochl ori de,

1-[5(R)-3-[4-[2-[ (I a, 5a, 60) - 6- Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-
yl ]1-3- fluorophenyl]-2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole
hydr ochl ori de,

N-[5(S)-3-[4-[4-[ (I a, 5a, 60) - 6- Cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] - 3-

fl uorophenyl | phenyl ] - 2- oxooxazol i di n- 5- yisnet hyl | acet am de hydrochl ori de,
N-[5(S)-3-[4-[2-[(1a, 5a, 6] 3) - 6- Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
yl ] phenyl ] - 2- oxooxazol i di n-5-yl met hyl ] acet am de hydrochl ori de,
N[5(S)-3-[4-[2-[(Ia, 5a, 6(3)-6-Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] - 3-

{1 wor opneny! 113 1 4RL GRNRINE ko 21t OB RN Ko ITRAG' TS eftect s

N-[ 5(S) - 3ofrdodytid edémiag sidedbtabtiCdadin3 pardgdtat Ysehdhy ntudpitay asptit- Médrﬂﬁé_thgdi n-5
-yl']-3- fluorophenyl]-2-oxooxazolidin-5-yl|l methyl]acetam de hydrochl ori de.

11. A phafiggeuthrerabocyinppiai cheilpsisospborsisis dermatitismbypericeereraiineo paRIMEe O t h
claim1l i kflednel, W th @ pharmaceutical |y acceptable carrier, said
conpositf@ﬁﬁgggélongﬁﬂy in conbination with a vitam n selected fromthe
group consisting vitamn B2, vitamn B6, vitamn B 12 and folic acid. 12.
Use of a conpound of claiml1 and optionally one or nore of a vitamn

sel ected fromthe group consisting of vitamn B2, vitamn B6, vitamn B 12
and folic acid for the preparation of a nedicanent for the treatnent of a
bacterial infection or an oxazolidinon- associated side effect. 173 13. Use
according to claim 12, wherein the oxazolidinone associated side effect is
nor nocycti c anem a, sideroblastic anem a, peripheral sensory neuropathy,
optic neuropathy, seizures, thronbocytopenia, cheilosis, seborrheic
dermatitis, hypo-regenerative anem a, or megal oblastic anem a.




