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ANTI BI OTI CS AND DERI VATI VES THERECF Cross Reference to Rel ated Applications
This application clains the benefit of U S. Provisional Application No.

60/ 483, 904, Wid 1085/0@s398/ 2, 2003, entitled CYCLOPROPYL GROUP SUBSTI TUTED
OXAZOLI DI NONE ANTI BI OTI CS  AND DERI VATI VES THERECF, angl9Jupe JHgw 1 Si onal
Application 60/546,984, filed February 24, 2004, entitled CYCLOPROPYL GROUP
SUBSTI TUTED OXAZQOLI DI NONE ANTI BI OTI CS AND DERI VATI VES THEREOF, which are
hereby incorporated herein by reference it their entirety. Background of
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Back%round of the Invention

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 Riedl 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:




0 (R4c)r 4)r (CH2)n--R3 | WD 20051005398 19 June 2006 its cnanti omer,
di astereoner, or pharmaceutically acceptable salt, hydrate or prodrug’
t hereof wherein: R represents i) hydrogen, ii) (CH2),NR5R6, iii) CR7R8R9,
C(R) 20R1,, ov2bddRI0d5398Vv) C(=0O) R13, C(=NOH)H, C(=NOR)3)H, C(=NOR13)R13,

C(=NOH) R13, C(=0) N(R13)2, C(=NOH) N(R)3)2, NHC(=X1) N('*l@.funé@%l'?,
(C=NH) R7, N(RL3) C(=Xi ) N(RL3)2, COORJ3, SO02R14, N(RL3)S02RL4. N R13) CORLA4.

v) (Claal kyiks)edhtiofl, diaktefeombr or fhatiRatedtichlly deteptabfedRt hydfateNp IBereof wherein:
NRLoC(=X1) R13; or vi) C5-10 heterocycle opti onaIIy Substituted with 1-3

groups of R7, which may be attached through either a carbon or a
heteroatomR?(repxemnessents R1" ' or a C5-10 heteroaryl represented by '~, ~
whi ch repreﬁent S tionally substituted aromati c heterocyclic group

cont ai ni ng ) %F’ggen atons and at | east one double bond, and which is
connect ed tifyr ouglihy) Pd3Beon any nitrogen said heteroaryl optionally

substltuted vmt 3.substit s selected fromR7 Y represents NR*, O,
CN, or S(O)‘ﬂ I’%I#Eésﬁht(g%z 4’ ‘L’i%ﬂ'ﬁleroaryl, het er ocycl e, heterocyclyl or

heterocyclig) R CEEPRSSCENOHMACCHOR,JH, C=NORG)RKIENOH)R,,, C=ONRu):,
C(=NOH)N{R,3)2, NHC(=X,)N(Ry3);, NRCO;R, (C=NH)R7, N(R13)C(=X,)N(Ry3);, COOR;;,
SO:R 14, N(R3)802R 14, N(R;3)COR,,
v) (CralkyDCN, CN, CH=C(R);, (CH,) ;,OH, C(=0)CHR;3, C(=NR3)R13, NR3oC(=X)Ry3; or

vi) C5.1¢ heterocycle optionally substituted with 1-3 groups of R7, which may be attached through

either a carbon or a heteroatom;

Y.

X represents Ry E- " or & C5.10 heteroaryl represented by @ which represents an

optionally substituted aromatic heterocyclic group containing 110 4 nitrogen atomns 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;

. Ar
- or
HAr

R, represents hydrogen or Cj_¢ alkyl;

represents aryl or heteroaryl, heterocycle, heterocyclyl or heterocyclic;



WO 2005/ 005398 19 June 2006 R3 represent NR(C=X2)R12, NR*R12, C6-10 aryl, or
-(O0C5. 1" p heterocyclyl which may be attached through either a carbon or a
‘heteroatom said aryl and heterocyclyl optionally substituted wth 1-3
groups of R¥o Jofhszdgda, Rob, and Roc independently represent i) hydrogen,
i) halogen, iii) O-6 alkoxy, or iv) Cl.6 alkyl; r Endufie2088pendent!y
are 1-3, with the provision that when (R) and (R4)r or (R4b) and (R4,),

I R s S A RSt M

optional yar@mmtthbﬁg)ﬁ%mtcbrbanaragtsm&n@fsmb g het yclg'bpn@mﬂ saﬂs{meea,
amno, im nS}Ej Eydroxx al koxyam no, acyl oxy, al kyl sul fenyl ,
-’6 aI

Cl-6 al ky‘f’1 kyl sul fonyl, am nosul fonyl, Cl-6
‘al kyl am nosul fonyl Cl-6 dialkylam nosul fonyl, 4-nor phol i nyl sul fonyl ,

phenyl , 5-1i az nyl oxy, or ethynyl, said phenyl and
pyr| di ne o%? %ﬁ%@a%%tlﬁﬁgnganﬂ\ﬁqﬁ&fﬁ3 hal ogen, CN, OH CF3, Cl-6 al kyl

or Cl1.6 allbﬁoxy hydrdgen,C1. 6 acyl optionally substituted with 1-3 groups of
hal ogen, SH_.Cl-6 al koxy, naphthal enoxy, phenoxy, am no, O -6

acyl ani no, 11)hydr “Bmi no, al koxylamino, -6 acyloxy, aralkyloxy, phenyl,
pyri di ne, iGl-6 Gt-lsyall@a}’,lgonyl , Cl-6 alkylamno, CI-6 dialkylamno, Cl -6
hydr oxyacyy,pxy, gﬁ P@, .al kyl sul fenyl, phthalimdo, maleimdo, succinimdo,
sai d phenoxéj) pﬁ and pyri di ne optlonally substituted with 1-3 groups of

r and s independently are 1-3, with the provision that when (Ry,)s and (Ra); or (Rap) 2nd (Ry)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, :

if) C1-6 alky) optionally substituted with 1-3 groups of halogen, CN, OH, Cj.¢ alkoxy,
amino, imino, hydroxyamino, alkoxyamino, C1.g acyloxy, C1.6 alkylsuifenyl, Ci.¢
alkylsulfinyl, C1.g alkylsulfonyl, aminosulfonyl, C1.¢ alkylaminosulfonyl, C1.g
dialkylaminosulfonyl, 4-morpholinyisulfonyl, phenyl, pyridine, 5-isoxazolyl,

- ethylenyloxy, or ethynyl, said phenyl and pyridine optionally substituted with 1-3 halogen,
CN, OH, CF3, C1.6 alky! or C1.¢ alkoxy;

1if) C1.6 acy! optionally substituted with 1-3 groups of halogen, OH, 8H, C1_¢ alkoxy,
naphthalenoxy, phenoxy, amino, C}-g acylamino, hydroxylamino, alkoxylamino, C1.¢
acyloxy, aralkyloxy, phenyl, pyridine, C1-¢ alkylcarbonyl, Ci ¢ alkylamino, C1.¢
dialkylamino, C}.g hydroxyacyloxy, C).6 alkylsulfenyl, phthalimido, maleimido,
succinimido, said phenoxy, pheny! and pyridine optionally substituted with 1-3 groups of
halo, OH, CN, C1.¢ alkoxy, amino, C].¢ acylamino, CF3 or C1.¢g alkyl;

iv) C1-6 alkylsulfony! optionally substituted with 1-3 groups of halogen, OH, C1-6 alkoxy,
amino, hydroxylamino, alkoxylamino, Ci-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;



halo, OH, CN, C -6 al koxy, amno, Cl-6 acylamno, CF3 or Cl-6 al kyl; iv)
Cl-6 al kyl sul fonyl optionally substituted with 1-3 groups of hal ogen, OH,

Cl -6 al koxy, am no, hydroxylam no, al koxylam no, O -6 acyl oxy, or phenyl;
sai d phenyl OE)t ionally substituted with 1-3 groups of halo, OR Cl -6

al koxy, am'WO20%&00¥% eyl anino, CF3 or A - 6 alkyl; v) arylsul fonyl
optionally substituted with 1-3 of hal ogen, C -6 al koxh9 Jone@006 -6 al kyl ; 3
WO 2005/ 005398 19 June 2006 vi) Cl-6 al koxycarbonyl optionally substituted

with 1-3 of vijal 0§es, alkdRycatBonl aptiseatly sustitufed vagyl- Defhaldpen, W B1L6 alkaxydC pheny|

optionally substityuted with.1-3 groups. of hal o .,C1-6 al kqxy, N0,
Cl- 6 acyl ani no, &¥: Xé"r"r\gf?’@’l’zif”%ﬁg?“yy&?’}o“gm%&V%W ?‘3 Efeugs of hato, ot 18
al kyl am nocar bonylkooy, afihe 8- 16 atRathiaai (FacaChanylkyl; sai d al kyl  groups
optionally substitute |

- . f .h ’ . Cl-6 alk henyl
viii) five VB si ZOSHE ?\ﬁméfj&ﬂéﬁ%ﬂ%&g&éé"%%t"? gg%le"lr‘@ky?ﬁb‘é’?‘iaf‘tﬁlgdsa\?f PR s
gcg:rl ogpsI Ef hal ogegmrmptiﬁmllézlmbsnmtﬁdﬁﬂriﬂﬂ-ag?oh%rﬁfrhdpgtﬁl, OFf, @Mﬁ)agsl&mjlf bqurhyxhganj go,
-6 al koxycarbo m._no - al koxy. Cl - cy .Qr -6_a s
i kol “opt 1 ok 1y e Bepr e e A5 ot B L e ol
ih xl) C3-6 (a}écl cé:iu KWW, erainb drly6 aq&dﬂnméhl-@/alhglhrltﬁohjl?mmd, Cl\}\i-ﬁ hlkﬁx)&:ngmmlqm'n@f:l—ﬁ 3
al ogen, , - r ; nzo i O . i -
gr ougs of hal oge%l,k m@?@%ﬁc @c”é’icgo%% a%%i g a"TnE"@ Bp “°“@%%‘%8%g§‘é’f'§§%§g‘f“% gﬁ no

or G -6 acyl am nbalogen)oryic gkeglycar bonyl optional |y substituted with 1-3 of

w th antno. 2 - 6 Sr T AANART b on IR SOhAR GRS kARl HARR BiEORS! T T U ed
4- anmi nophenyl , 42kepyarigi:ani no) phenyl , 4-
X) benzoyl optionally substituted with 1-3 groups of halogen, OH, C1-6 alkoxy, C1-6 alkyl,
CF;, C1-6 alkanoyl, amino or C1-6 acylamino;
xi)  pyrmolylcarbony! optionally substituted with 1-3 of C1-6 alkyl,
xify  C1-2 acyloxyacetyl where the acyl is optionally substituted with amino, C1-6 alkylamino,
Ci6 dialkylamino, 4-morpholino, 4-aminophenyl, 4-(dialkylamino)phenyl, 4-
(glyeylamino)phenyl; or
R35 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.;o heterocyclyl, CN, CO2R, CON(R)2, CHO, (CH2)o;NHAc,
C(=NOR), OH, C1-6 alkoxy, C1-6 alkyl, alkeny}, hydroxy C1-g alkyl, (CH),.sNHC(0)C1-¢
alkyl, (CH,),.sN(C1.¢ alkyl),, NHCO,R, -OCOC ¢ alkyl;

1) (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 Cj.g alkoxycarbonyl, said acyl and alkylsulfonyl optionally

substituted with 1-2 of halogen or OH;

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

amino,



(gl ycyl am no) phenyl; or R5 and R6 taken together with any intervening atons
can forma 3 to 7 nenbered heterocyclic ring containing carbon atons and
1-2 heteroatons independently chosen fromO0, S, SO S, N, or NRe; R7

represent we 2b0sehoegn, hal ogen, (CH2)pCs. 1la heterocy , CO2R, CON(R) 2,
CHO, (CH2)43NHAc, C(=NOR), OR, Cl-6 al koxy, Cl-6 al kl;gJuneIZGﬂﬁl hydr oxy
Cl-6 alkyl, (CH2)1.3NHC(O C -6 alkyl, (CH2)o-3N(O-6 alkyl)?2, NHCOZR,

-0COCl -6 al kyl; ii1) (CH2)oam no, (CH2)O0Cl-6 al kylam no, Cl=6 acyl am no, Cl-6
di al kyl am no, hydroxylamno or Cl-2 al koxyanmi no all of which can be

opti onal | y;$ ubsiyeh yyb@ichnatly h@m&w@ HAFEN Hhuph ofHla1fen ASHY |G Elati@xlokyl sul fonyl
or Cl1-6 al koxycarbonyl, said acyl and al kyl sulfonyl optionally substituted

with 1-2 of halogen or OH, Rg and RO independently represent i) H CN, ii)
© Cl- 6 al kylRpgpidiRynsiteh yogsthbsdan farinea3-Mriembdre cdivdragroptiéid)ly Giermpltedvital1oX Yy,

Cl -6 acyl ax r m_n 005/ 39 9 June 2006 iii) phenyl

optional | &%ﬂ%g%r?stcﬁ?sgﬁgwr@f\é%é’ 8‘3%8‘8@ a%‘?gNég’l ogen, OH, Cl.6 al koxy; or R7

" and Rg taken together can forma 3-7 merrbered carbon ring optionally

I nterrupt osen mO S, SO S02, NH, and NRg; X1
represent ggbrep%?m%(ﬁllﬁgloé%ﬁé%@&ﬁ@ﬁél °’° X2 represents 0, S, NH or
NSC2R14; R10 represents hydrogen, Cl_ 6 aI kyI or CD2R15 R12 represents

hydr ogen, ﬂrc@re@én@@ 3, NHZr N, REEIF2. CHCI 2, C(R)2C1, (CH2) SR, (CH2)OCN,

R1¢ represents hydrogen, Ci.¢ alkyl or CO2R5;

R17 represents hydrogen, Cy-¢ alkyl, NH2, OR, CHF,, CHC]l,, C(R);Cl, (CH,) ,SR, (CH;),CN,
{CH,) .SO;R, {CH.) .S(O)R, C1.¢ alkylamino, C3.g cycloalkyl, C5.10 heterocyclyl or Ci.¢

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

Each R 3 represents independently hydrogen, C1.g alkyl, Cg-10 aryl, NR5Rg, SRg, S(O)Rg, S(O)2
Rg, CN, OH, Cj.¢ alkylS(O)R, Cj.¢ alkoxycarbonyl, hydroxycarbonyl, -OCQaryl, C1-¢ acyl, C3-7
membered carbon ring optionally interrupted with 1-4 heteroatoms chosen from O, §, SO, SO7, NH
and NRg where said C1_g alkyl, aryl or Cj.¢ acyl groups may be independently substituted with 0-3
halogens, hydroxy, N(R)2, CO2R, Cg-10 aryl, C 510 heteroaryl, or C1.¢ 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 optlonally mntermupted w:th 1-2 heteroatoms chosen from O, S,
SO, SO2, NH, and NRg: -

R represents hydrogen or C1.¢ alkyl;

R* represents hydrogen, CN, C(=0)R14, (CH2)pCO2C1-6 alkyl, (CH2)pC5-1gheterocyclyl, or C1.6
alkyl, said alkyl and heterocyclyl optionally substituted with 1 to 3 groups of R7;

R4 represents amino, C -6 alkyl, C3.6 cycloalkyl, (CH2)pC5.-1gheterocyclyl, C1.¢ haloalkyl,
phenyl, said alkyl, cycloalkyl, phenyl, heterocycly! optionally substituted with 1-3 group of R7, when

L



(CH ) 0SO02R, (CH2) S(OR, C1_6 alkylamno, C3_6 cycloal kyl, C5-10 , .

het erocyclyl or Cl -6 dialkylamno, where said al kyl, and cycl oal kyl nay be
substituted with 1-3 groups of halo, CN, OH or Cl.6 al koxy, said

het er ocycl MO §6/0e88 | y substituted with 1-3 groups of R7; Each R13
represents independently hydrogen, O -6 alkyl, ©6-1012rJune 2866 SR,
S(ORg, S(O2 Rg, CN, OH Cl1.6 alkyl S(OR, Cl-6 al koxycarbonyl,

hydr oxycar bonyl, -OCGaryl, Cl-6 acyl, C3_7 nenbered carbon ring optionally
interrupted with 1-4 heterqatons chosen frgmO0, S, SO S02, NH _and ngg
wher e sai dRT¥H.28 2Eymaqr hydroyy! grup €12 piragap)thay fosms saraf the etraeis s erritbarping an

SUbSt 1 Ut o b ooy BRIRRENTH Y 1 MR o8 10 aryl | C s 10

het er oaryl ,” or oxy groups; Wen t are attached to the
sanme atom or two adjacent atons they may be taken together to forma 3-7

0SS0 Rt e Pyl ogen a1 G B ol ey e rem
repr esent s? W’rﬂa‘@h’,&d’\l?cy —’EBRYLQ%C‘M) pCC!XCLg al kyl, a
(CH2) pC5- 10het erocyclyl, or d _6 alkyl, said al kyl and heterocyclyl

ti |1 bst it ut ith 1 to.3 f RY; 4 t i 6
iyl ca BIEy avaRtey 5 b EC PR b POL RO F 257 AR BARyP gy o
sai d al kyl groopsdf®g| kyl , phenyl, heterocyclyl optionally substituted with 1-3
group of R7, when 5 WO 2005/005398 19 June 2006 R7 is an am no or hydroxyl
group or a nitrogen that forns part of the heterocycle, said am no and
hydr oxy opp rspfatdty0-paad ected with an ami no or hydroxy protecting group; R15
is Cl-6 al kyl orbenzyl said benzyl optionally substituted with 1-3 groups of
hal o, OH, Cl-6 . al kox m no 6 acylamno, or Cl_6 alkyl; R16 is
hydr ogen, @Sr}ilgjinaep&pgﬁqcyﬁyregegqg@rw, said heteroaryi and aryl optionally
substituted with 1- 3An9[519ru s;?ecp (];f thRe7iiwention is concerned with the use of the novel antibiotic

compositions in the treatment of bacterial infections.

Detailed Description of the Invention

The invention is 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 chira] planes, and occur as racemates, racemic mixtures, and as individual diastercomers, 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, Rs, Rg etc.) occurs more than on‘ce, its definition on each
occurrence is independent at every other occurrence. Also combinations of substituents/or vaniables
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 atoms unless otherwise defined. 1t may be straight or branched. Preferred alkyl groups
include lower alkyls which have from 1 to 6 carbon atoms such as methy), ethyl, propyl, isopropyl,
butyl and t-butyl. When substituted, alky] 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



p represents 0-2 and m n and q independently 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 | nveN® aW57p5398 nvention is described herein in detail using the terns
defined bel ow unl ess otherw se specified. The conpound9 hind 280" esent

I nvention may have asymetric centers, chiral axes and chiral planes, and
occur as racemates, racem c mxtures, and as individual diastereoners, with
all possible isonmers, including op tical i sonmers, being included in t he
present i ngwHp isgaid tp BesutEtiytedori] a“%(hETOEP: thyip isvysecointesthengsaidn anth Sbregched alky!
Car bon Co W}ds (John Wley and Sons, New York 1994, in particul ar pages
1119-1190). en any variable (e.g. aryl, heterocycle, R5, R6 etc.) occurs
more than Gmd@qlkyiltis adsgieiind of elylosontzardty oo i reh earbsn izfidep entien taltamategerry
ot her occurren u t.s/.or rjabl es

per m ssi bl & 0h ")lzg d?”bz %’8%%?%agl%§ﬁs 0r"?—*-f’s Bf{"}*’( %Ionq%m én iégrr?ogﬁ‘l’fdwm%rg ﬁfsgli'm
"al kyl " r ePeferet Oc}alommb\gadupmtaraIckﬁomo;(yhycircmbatyhoq)clcqiemylveﬂﬁ rcg\ﬁd)}teaj/l. When
containing _froml carb unl.ess ot herw se defi Lt be
strai ght of'bSVHKe: rfé’ﬁk’%‘%’le&r %‘f’pls }Fﬁ%&“ﬁ‘?egﬁﬁﬁ’ YR W?I %ﬁ“‘l‘%‘\ﬁeﬁ’h@ ?Z?P%ﬁr\ﬁ%?ﬁm
have from By the défiigrdsmi@t.ons such as net hyI et hyl, propyl, isopropyl,

butyl and t-butyl._ Wen substitut al k r.ou e substituted with up
to 3 substl"‘é}ﬁ@?}%{ gfeBul9s? g“é“@l‘éei‘técg%f’?‘o gllli’g‘g 55%*”3% @r%ﬁjg 9t FHRY, 2P any
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group is sajd to be substituted with an alkyl rourE) this is used
i nt er Changghﬁfey’qwﬁlﬂ(ﬂ"y‘ g chtﬁéhos&gm}qps OB%&ﬁﬁlgﬂ ed length 1 either a straight or branched

configuration and if two or more carbon atoms in length, they may include a double or a triple bond.
Exemplary of such alkoxy groups are methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy,

tertiary butoxy, pentoxy, isopentoxy, hexoxy, isohexoxy allyloxy, propargyloxy, and the like.

. AT
or
HAr
refers to aryl or heteroaryl, heterocycle, Het, heterocyclyl or heterocyclic as

described immediately below.

Aryl refers to any stable monocyclic 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, fluorenonyi, phenanthryl,
anthryl, acenaphthyl, and the Iike 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 mn which any of the above-defined heterocyclic rings is fused to a benzene ring.
The heterocyclic Ting may be attached at any heteroatom or carbon atom, which results in the creation

of a stable structure. The term heterocycle or heterocyclic includes heteroaryl moieties.



Cycloal kyl is a species of alkyl containing from3 to 15 carbon atons, .

w t hout alternati ng or resonating double bonds between carbon atons. It nmay
contain froml to rings which are fused. Preferred cycloal kyl groups are
cycl opr opy ™ 08@?60855‘3’5yl cycl opentyl and cycl ohexyl . Wien substituted,

cycl oal kyl groups may be substituted with up to 3 subd® Jure:2006hi ch are
defined herein by the definition of alkyl. Al kanoyi refers to a group
derived froman aliphatic carboxylic acid of 2 to 4 carbon atons. Exanples
are acetyl yy IRy, « » e E Swell0as
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doubl
CEoxy, pr SUBER SuBEPS o SRS ST OB P W R S
I sopent oXY iirdteX OBY thel FOURNARXY %ﬂeﬁhﬂﬁg plesreﬂﬁ,ngﬂ W:peﬁ%# he.okbdfRridigt es.s

to aryl or heteroaryl, heteraocycle, het erocycl y eterocycllc as
descri bed PrAYEPIAfIEYly BereArerintly | azeBin¥y s Pyeeldny 4oingpienyio rdEipéing, opyrazolyl,
bicyclic ¢ d h

ing is ar Bagnamiindolh 1@%a§°dfé‘kpé‘?‘y%’e‘m§l i s R

t et r ahydr omapndnyl, pyncr}@(mmyonaﬁomiamtem}ildmybnwezwl 1so>etmladmsdl,n!ynbmh@1em allnewwl
-fluorenon a ac; 1S d
henol ae le’%l?]zoﬁ’anlﬁ‘)E,erlltsQﬂx){%o’]ylr gCEﬁrnJrcNAmyl SOARRL YL BN GulddofifiyS URSLIbHLS
Preferred bmsmiﬁamlyedthadgahgyh hmzqmgarwh ebﬂ}llzothlnzblyia;bhntwyﬁzolyTh éuryle rgrahydrofuryl,
het er ocycl % y h Y, S _US

except Wher? ér dra g%ﬁg/} l}norpwg% mlg%ra?o@?ﬁ%ﬁyl %189({]%1 %‘rgﬂfo?q i L dr?y] f’?hcnyl ﬁ%g&ﬁaexﬁ)‘l
or stable &xamcmpholmyierrbéfomde bi thyeaiorpholiét esutfones| mphthmg:dwist edrhychmynnnmwl,of
whi ch may nsat ted cag.bo.

and from olrafg’y r%‘ﬁ ??tl moﬂn 6}’el egl Jc}gtftrr%z%%?he %ﬁ%dzépm%zgﬁysi éﬁ’@dnms

and S, and dﬂmﬂtemezasiyl; hednhydrn@gemhxa;mtnﬁul fdxhydnmx&malat oh@zmhyazmjpltl ohalzd;tymdqé,
oxi di zed, and th i en he roa Lek i zed

whi ch- case Syl bR L Haa i Rttt ARt E ot
bi cyclic gbeupdibxvlylfand bxadiagolgf Addmoaﬂamnﬂsfdf meudrohgruﬂre)dyasdratcﬂb}lfngmlasa bused
to a benzene 5| ng.

by
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c d

wherein Ry g and R} 7 are independently selected from hydrogen, halogen, C1.¢ alkyl, C2-4 alkanoyl,
C1-6 alkoxy; and R g represents hydrogen, Cy.¢ alkyl, C2.4 alkanoyl, C1.6 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 cyclohexeny!.



The heterocyclic 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 heteroaryl noieties. 7 WO 2005/ 005398 19 June 2006
"Het erocycl e” or "heterocyclyl” therefore includes the above nentioned

het er oar yl o am=sweiivs as di hydro and tetrahydro anal o hergﬁb. The
het erocycl e, heteroaryl, Het or heterocyclic may be une 2008 with 1-3
groups of R7. Exanples of such heterocyclic el enents include, but are not
limted to the follow ng: piperidinyl, piperazinyl, 2-oxopiperazinyl,

2- oxopi peridinyl, 2- oxopyrrolodinyl, 2-oxoazepinyl, azepinyl, pyrrolyl,
4- pijper: QOnlyl . p.y(rj r orrrdideﬁysl "l,qummﬁa;glnlyogcn" aﬁ&/r;@zm:vd- eHatpet re_f%r_ﬁfb ti.&z&lleyat, _,pos:it(ijve]y I
i m dazolin i,m dazol i di ri . pyrazinyl, ri inyl., ..pyrim.donyl,
pyri dnonyl ‘?i’atﬁ‘/‘?i“&%?ff:’h’g‘}?‘?s @’é’é&%%’f neegeg byt co '?Rﬁ;’,‘mf’%%‘?s?% B 8 8ol nyl
mor phol i nypgsitivelyaharigyd nitrogeh iraz etraadkytayimoniis fiolyg 2600 b ibtranrstyiaserhorihiry | |

I sot hi azolj di nyl.. indolyl I_nol.i.n I.soqui nol i nyl benzi m dazol yl

t hi adi az oy#’e,qﬂﬁ %%%QF-Q-nE/(’r’?e‘%e'R%‘%’ lluaigﬁ}‘f ?’gﬁ%eﬁi 3’;}3%81‘%"?‘0’%#/%1 ?ﬁysmll&é‘cm PH,

t et r ahydr odndrtig like. tGativhydnmpiusangdmpasshioaiphenyar geid mitchgao pytdinlhpgroups, as well
triazolyl, tetr | vl .2k hiazinyl ' .benzot hi enyl, thianorpholinyl
sul f oxi de, astt}ei’%‘éﬁoﬁg’ﬁ “5|"fh§1°ryh|a?§ﬂd{°“¥%aﬁ%°far"h@’éﬁ‘%ﬁ?di nyl , di hydropyri nidi nyl |

di hydropyrrol yl, dihydroquinolinyl, dihydrotetrazolyl, dihydrotriazolyl,

di hydrot hi enyl, di hyte eoxgetsreaom dndaps Lo Ben Nosdikctedloe ay Indegtnfignd bostsur any| |
benzot hi azol yl , benzot hi enyl, benzoi m dazolyl, benzopyranyl,

benzot hi of uranyl, Ca@@dﬁﬁﬂyﬂrodﬁg"r@ﬁﬁﬁy LompouRRALHi W re dx@ﬁ'ﬂ?e@@r)f&@atmc}{,l following
benzodi oxo!@/nlayand, oxadi azol yl . ‘Additi onal exanples of héeteroaryls are

i |1 ust r at eRfMHYISTHOMINGEDSYPIIQN, Tedeaseifigdye TRIES VIRIGNREREic process. Txemplary
prodrugs include acyl amides of the amino compounds of this inventon such as amides of
alkanoic(Cj.g)acids, amides of aryl acids (e.g., benzoic acid) and alkane(C1_g)dioic acids.

Halogen and “halo™ refer to bromine, chlorine, fluorine and iodine.

When a group 1s termed “substituted”, unless otherwise indicated, this means that the

group contains from 1 to 3 subsntuents thereon.

When a functional group is 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 taking into
account the level of skill in the art, and with reference to standard textbooks, such as Greene, T. W. et
al. Protective Groups in Organic 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, 2,2,2-trichloroethy]oxycarbonyl, allyloxycarbonyl and the
like. Examples of suitable carboxyl protecting groups are benzhydryl, o-nitrobenzyl, p-nitrobenzyl,
2-naphthylmethyl, allyl, 2-chloroallyl, benzyl, 2,22-trichloroethyl, trimethylsilyl, t-
butyldimethylsilyl, t-butldiphenylsilyl, 2-(trimethylsilyl)ethy], 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 phénnaceuticallhy acceptable salt and ester forms for the treatment of bacterial infections in



Il N Nr,--RR7 ~4 N-C RRs 1-116 18 Rte R17 a b C Res ' d Rls wherein
R16 and R17 are independently sel ected from hydrogen, hal ogen, Cl-6 al kyl ,
C24 al kanoyl, Cl-6 al koxy; and Ri g represents hydrogen, Cl-6 alkyl, C2.4

al kanoyl , WO B0aPREX/car bony) and carbanoyl. The term "al kenﬁ refers to a
hydr ocar bon radi cal straight, branched or cyclic contl$ 20P6m 2 to 10
carbon atons and at | east one carbon to carbon double bond. Preferred

al kenyl groups include ethenyl, propenyl, butenyl and cycl ohexenyl. WO
2005/ 00539&113:&1 dudhpumfOabittie Thé tm'n"'ﬂlw&hﬁfeﬁl&fayy Bickptaigle RSter Balt Or{iySiate"\refers to

charge" ref I s t ettr a\éa#]ﬁxé‘ t\e,\;ﬁ 5| tsl cgawg (g nitro en ato W(I a‘lvglﬂg%

as needed 5 ¢ Eu TP | P 197 t a‘%‘i”}p s Frenpesedt gpventogavh ¢
apparent to the pharmaceutical chemist. i.e., those which are substantially non-toxic and which may
favorably affect the pharmacokinetic properties of said compounds, such as palatability, absorption,
distribution, metabolism and excretion. Other factors, more practical in nature, which are also
important in the selection, are cost of the raw materials, ease of crystallization, yield, stability,
solubility, hygroscopicity and flowability of the resulting bulk drug. Conveniently, pharmaceutical
compositions may be prepared from the active ingredients in combination with pharmaceutically
acceptable carriers. Thus, the present invention is also concerned with pharmaceutical compositions
and methods of treating bacterial infections utilizing as an active ingredient the novel cyclopropyl
containing oxazolidinone compounds.
The pharmaceutically acceptable salts referred to above also include acid addition salts. Thus, when
the Formula I compounds are basic, salts may be prepared from pharmaceutically acceptable non-
toxic acids, including inorganic or organic acids. Included among such acid salts are the following:
acetate, adipate, alginate, aspartate, benzoate, benzenesulfonate, bisulfate, butyrate, cirate,
camphorate, camphorsulfonate, cyclopentanepropionate, digluconate, dodecylsulfate, ethanesulfonate,
fumarate, glucoheptanoate, glycerophosphate, hemisulfate, heptanoate, hexanoate, hydrochlonde,
hydrobromide, hydroiodide,.2—hydroxyethanesulfonate, isethionic, lactate, maleate, mandelic, malic,
maleic, methanesulfonate, mucic, 2-naphthalenesuifonate, ‘ nicotinate, nitric oxalate, pamoate,
pectinate, persulfate, 3-phenylpropionate, picrate, pivalate, propionate, phosphate, pantothenic,
pamoic, sulfate, succinate, tarirate, thiocyanate, tosylate and undecanoate.
When the compound of the present invention s acidic, suitable “pharmaceutically acceptable salts”
refers to salts prepared from pharmaceutically acceptable non-toxic bases including inorganic bases
and organic bases, Salts derived from inoi'ganic bases includé aluminum, ammonium, calcium,
copper,.fermic, ferrous, lithium, magnesium, manganic salts, manganous, potassium, sodium zinc and
the like. Particularly preferred are the ammonium, calcium, magnesium, potassium and sodium salts.
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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positively charged nitrogen in a tetraal kyl at nnoni um group (e. g.
tetranet hyl ammoni unm), heteroarylium (e.g., Nnethyl-pyridiniunm, basic
nitrogens which are protonated at physiological pH and the like. Cationic
groups thus enconpass positively charged nitrogen-containing groups, as well
as basi c niyHogemaswli ch are protonated at physiologic pH The term
"heteroatont neans 0, S or N, selected on an independ June2006The term
"prodrug” refers to conmpounds which are drug precursors which, follow ng
adm ni stration and absorption, release the drug in vivo via sone netabolic
process e f
Phi s mvent uoah Bl 4 Brop P 5 b TS AOSNATL AR HASE
(e.g., benpolyemaeid}ingnooaineaperfi@s) the&)rdnmc,cmﬁwtimmd—lahmgémammd thpa)byiﬁmmef er
to brom ne, ch{orlne d@lxgrlne and i odine. Wen a group is terned
"subst i t ut SPPCIGRMELE BEHEFwi se i ndi cated, this nmeans that the group
cont ai ns 1(‘1 rlomphaxﬁl@cean&upst:debwe-tsert hxersem:rns Mmmaﬁmyeﬁ%mab Ohediginal Shetrgdt Med
"protecte ans. that The grqQup.is.in or rec .
‘undesi r ed §F‘éié”4‘t§&é 955 MEuChATE h@’?)g%fgé’g‘f‘%"hﬁ‘?]%g‘“‘g&f’{“gﬁ? ta%c Plﬁ‘@{egels‘ﬁﬁps
for the conpauyfsyRimiingeRkAEQM, gHmaaa] ifdknyW shb nieﬁmkﬁﬁ@gﬁlaae@mwsom t he

present application taking into account the |evel of Skl|| in the art, and
with refer @1elébllfcs's‘gltsawdaaqlaglfaélxthwak@bksﬁ@ Py $e epiialsdor oral aginsfratiepy due to good
Protective ;GRS thiduf BRMNkGnael bk ke sinVohRYsa, NEMaNQS 16 dalBOhlid dEXANPEAS arfdf
suitabl e protecting_ groups_are contalned throughout t he specification.
Exanpl es ofotsufactaps @"Wﬂ?b@f)}’l’c’]ﬁ’r‘ﬂﬂ eEiFF HSIugs empeundsg groups are:

trimethyl sidpydmbokifnheat ByhiiihdehtiorPis rébibddOPRAZY! iRXperdeR®Mpresent H, NRsR¢, CN, OH,

p- ni t robenzyl oxycar bonyt, t-butyl di phenylsilyl, t-butyldinethylsilyl,
benryloxycarﬁﬁugngthUthomymhkbmﬁyi&waﬁﬁdmyhnlchloroethyloxycarbonyl,

al I yl oxycarbonyl and the 1ike. Exanples of suitable carboxyl protecting
groups are benzhydryl, o-nitrobenzyl, p-nitrobe 2-flap hylnethyl
allyl, 2-chloroallyl, benzyl, 2,2,2-trichloroetRy|> i etayl il yl,
butyldlneth il .- byt | .dj ST byl Ll me and hy| I
p- nethoxybéﬁﬁarr¥%E%%%%§f#qhgﬁﬁg%h§§§ﬁkgﬁ§??ﬁﬁépyridyInethy , %dgh &ﬁﬁﬁﬁy
the |ike. phenyl; pyridyl, pyrimidinyl, or piperidinyl and all other variables are as described herein. -

Another embodiment of this invention is realized when R} is CN and all other vanables 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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The cycl opropyl containing oxazolidi none conpounds of the present invention
are useful per se and in their pharmaceutically acceptable salt and ester
forns for the treatnment of bacterial infections in 9 WO 2005/005398 19 June
2006 ani maWQpW3460398%h subj ects. The term "pharmaceutically acceptabl e ester,
salt or hydrate," refers to those salts, esters and A9dlned086rns of the
conpounds of the present invention which would be apparent to the
pharmaceutical chemst. i.e., those which are substantially non-toxic and
whi ch may favorably affect the pharnmacokinetic properties of said
conpounds, such as palatability, absorption, distribution, metaboli d
excr et i on. Afatiee embaditnem of thivineerpioadd realfzkd whemnXtisi £g.) ( Waletaryd Fepreatsal by
inportant in the selection, are cost of the raw materials, ease of .
crystal | i zdFbFeprepends an ogtionlly jsplptituted Arermatici heferoqyghy sxoup sPRipinipgalie 4 nitrogen

f1 owabi i tyoRf st 183 Urke diibiR Wolhd, HirdOwhifP Y EgHneAtd YrroRRSd BBELYL iafifhitrogen.
conpositions nmay be.prepared fromthe active 1 ngredients In conblnatloﬁ W th
phar maceut Exzaiplayy graupseqpt 4813erieznle; il @rdstriazbiau 4,2, 5+ iezqle. detmmle,i mytegolei and imnilazdis o

concerned yi.tpBRARIDEAIL G 3 GATRAGRAE LON% AL hods of 1 eating

bacteri al rons utiTizing as an active 1 ngredi ent the novel cycl opropyl
cont ai ni ng oxazol i di none conpounds. The pharmaceutially acceptable salts
referred to above also include acid addition salts. Thus, when the Formula
| conpounds are basic, salts may be prepared from maceutical ly

acceptabl e non- toxic acids, including inorganic or gganic acids. Included

anong suchafshd emBbdisediof tifavérdbh Rkdlged wRGEt a8 adi*paddeall dthg ivikdbRs are as
aspartate, benzoate, benzenesul fonate, bisulfate, butyrate, citrate,

canphor at edeseHEp REFEGuI 4 S¥Patraboduyeat shiBHUARRPLISiT6HZEL Vhen §1iti B Ane Ri is CN or
dodecyl sul fgt. e, et hanesul fonate, fumarate, gl ucoheptanoate,

gl ycer ophosphat e, hemi sul fate, heptanoate, hexanoate, hydrochl ori de,

hydr obr oni fecthesyembefiggnial ths pyewrer e rebizdswheroRatie Cs- Kehdierewnl said deteasagy]
mal eate, mandel jc,, malic,. | ei c, t f.on , Ci.Cor: .

2- napht hal @’r’i‘@gﬂ‘yfslﬂl?fﬁf“&d ‘thc]g?ﬁ?é{i’se",fﬁﬁiap ?Fﬁg&géra‘{%g?\g% aﬁg}r%odg T ,bed }f)eé%?'i nat e,
per sul L at eAncthd? habydipiefPoOhat Byvenbtibe ifeglizepivhah A Lis PCINLHIREICryINBRERMBE &y
pant ot heni c

@ 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.
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,

Snll another embodiment of this invention is realized when R5 and Rg independently are:

1) H,

i1) C1-6 alky! optionally substituted with 1-3 groups of halogen, CN, OH, C1.¢ alkoxy, amino,
hydroxyamino, alkoxyamino, Cj-g acyloxy, Cj.¢ alkylsulfenyl, C1.g alkylsulfinyl, C1.6
alkylsulfonyl, aminosulfonyl, Cj.¢ alkyleminosulfonyl, Cj.¢ dialkylaminosulfonyl, 4-
morpholinylsulfonyl, phenyl, pyridine, 5-isoxazolyl, ethyenyloxy, or ethynyl, said phenyl and
pyridine optionally substituted with 1-3 halogen, CN, OH, CF3, C1-¢ alky! or C1.4 alkoxy;

11) C1-6 acyl optionally substituted with 1-3 groups of halogen, OH, SH, Cj.¢ alkoxy,
naphthalenoxy, phenoxy, amino, C).g acylamino, hydroxylamino, alkoxylamino, C1.¢
acyloxy, phenyl, pynidine, C_¢ alkylcarbonyl, Cj.g alkylamino, C}.¢ dialkylamino, Ci-¢
hydroxyacyloxy, C].-¢ alkylsulfenyl, phthalimido, maleimido, succinimido, said phenoxy,
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pamoi c, sulfate, succinate, tartrate, thiocyanate, tosylate and undecanoate.

V\hen the compound of the present invention is acidic, suitable
"pharnmaceutical ly acceptable salts" refers to salts prepared from

phar maceut i waldys/@S5RPt abl e non-toxi c bases including inorgani c bases and

organi ¢ bases. Salts derived frominorganic bases incllfidune2006um

ammoni um cal cium copper, ferric, ferrous, lithium nmagnesium nanganic

salts, manganous, potassium sodium zinc and the like. Particularl y

preferred are the amoni um cal cium magnesi um potassium and sodi um sal ts.

Sal ts derived frpaem&a&mwbb%hmwsuagﬁ@@d 2l ©-31 AUHY BMalo, DM CINOXh & MARES

i nclude salts of pri mad%q’C @ggry ang teritary am nes, substituted am nes

i ncl udi ng nat ur &3P 53 LAY RN T4k ¥a%i nes, cyclic anmines and basic

i on exchangg) regjens, 15;;4&)93@%1195&9,@3'% 1 ?E&%thl%éénebﬁecl %Qﬁéowe‘al N1
di benzyl et hyl enedi a direth di ‘et hyl am noet h

2- di met hyl ani no&ifia 615 alkaé@%a’ﬁb‘ﬂ%{ﬂ*i ﬂ’e6 a@ﬂ‘?ﬁ?%ﬁ‘&ﬁ“é’ﬁheﬁéﬁmﬂeé?ﬂw? AEETR8I i ne,

N- et hyl pi perl d| NMereig! UCcam ne, gl ucosam ne, 10 WO 2005/ 005398 19 June 2006

hi Sl ne, SN E B8 imb A APERAINATINIE el ey XTRLRALAL DGATLNGerTarAALknC.
pi per azi ne, p| per , polyarnine resins, procaine, purities, theobrom ne,
triethyl amaaée;scmbadrietekryl am ne tripropylamne, tronet ham ne and the |iKke.
The pharnmacgut jcal | cept et e ch asg, v be.readi |y apparent
to a nedi cﬁﬁgr kmﬁd e%b? me’ﬁﬁg{g’sﬁ%l ude %e(%ée 3‘%”“-‘%}%’5 al 78 ma‘ gﬁjunder

physi ol ogi cal condltlons chvas "biolabile esters" plva]oyloxynethyl,
acet oxynmet hyl, phthali dyI i Nd nyJNand met hoxynethyl, and others. Biolabile
esters are bi ol ogically hydro |25b|61 and may¢Rejsui tabl e for oral

adm ni stration, due to good abs t h e stomach or intenstinal
mucosa, resistance to gastric aci d other factors. Exanples
of biolabile esters include conpounds. An e odlgkpt of this invention is
reali zed when Rl independently represent , @\, OH, or CR7R8R9 and

all other variables are as described Q%/ﬁl n. \_LR
a,

m

wherein Ry, Ry, and R, are as described herein and @ 1s 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. '

A subembodiment of this invention is realized when R3 1s a C5.1( heteroaryl represented by @

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 invention is realized when the structural formula is IV:
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Anot her enbodi ment of this invention is realized when independently are
phenyl , pyridyl, pyrimidinyl, or piperidinyl and all other variables are as
descri bed Qﬁrein.lAnother enbodi nent of this invention is realized when R
is CN and P PO%S0RES vari abl es are as described herein. An enbodi nent of
this invention is realized when Yis NR and all ot & June2806es are as
described herein. 11 WO 2005/005398 19 June 2006 Anot her enbodi nent of this
invention is realized when X is C5_10 heteroaryl represented by which
represents an optionally sulstituted aromatic heterocyclic group containing
Ito 4 nitrogen atons and @ east one doubl e bond, and which is connected
t hrough a bond on any nitrgen. Exenplary groups are 1,2,3-triazole,
1,2,4-triazole, 1,2,5-triafﬂ’é, etrazol e, pyrazole, and im dazole, any of
which may contain | to 3pSubSti ents selected from R7. Anot her enbodi nent
of this invention is realized X is R {Rsand all other variables are as
descri bed herein. A sub-enbodivwe Qf thig'invegytion is realized when Y is
NR* and R, is CN or NH,. Another e : ifgnt ofythis invention is realized
when R3 is C5-10 heteroaryl, said hetég a%t'onally substituted with
1-3 groups of R7 and all other variaﬁy/ scri bed herein. Another
embodi ment of this invention is reakRzpd when is a C5-10 heteroaryl
represented by which represents an optionally substd ed aromatic

het erocyclic group containing Ito 4 nitrogen atons and "at | east one doubl e
bond, and which is connected throughFemsidy on any nitrogen. Exenplary
groups are 1,2,3-triazole, 1,2,4-triazole, 1,2,5-triazole, tetrazole,

pyrazol e, and _im dazole, _any of which may contain | to 3 substitutents
sel ect edw*‘?rslﬁ]RP%? Ry, R4, Y and R; ar€ as descnbed herein” A subembodiment of this invention is realized

when R3 is a C5.10 heteroaryl represented by 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.

Preferred compounds of this invention are:

1-[5(R)-3-[4-[2-[(1 0,5 ¢x,6f)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0Jhexan-6-yl}pyridin-5-
yl]phenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1 a,5a,6f3)-6-cyano-3-azabicyc]o[B .1.0]hexan-6-yijpyridin-5-yl]phenyl}-2-
oxooxazolidin-5-ylmethyl}-1,2,3-triazole hydrochlonde,
1-{5(R)-3-[4-[4-[(1a,5a,6[3)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0)hexan-6-yl]-3-
fluorophenyl]phenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-mazole,
1-[5¢R)-3-[4-[4-{(] a,5a,6[3)-6-cyano-3—azabicyc16[3. 1 .O]hexan-6-yi]~3-ﬂuorophenyl]phcny]]-2~
oxooxazolidin-5-yimethyl]-1,2,3-triazole hydrochloride,
1-[5(R)-3-[4-{4-[(10,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-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[3.1.0Jhexan-6-y1]-3-flucrophenyl]-3-
fluorophenyl}-2-oxooxazolidin-S-ylmethyl}-1,2,3-triazole hydrochloride,
1-[5(R)-3-[4-[2-[(1a,50,6P3)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl|pyridin-5-
yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1a,50,60)-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yl}pyridin-5-y}}-3-fluorophenyl}-2-
'1J-1,2,3-triazole hydrochloride, '
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Still another enbodinment of this invention is realized when R5 and R6

i ndependently are: i) H, ii) C1 6 alkyl optionally substituted with 1-3
groups of halogen, CN, OH Cl1 _6 al koxy, am no, hydroxyam no, al koxyam no,
Cl _6 acyl oxyo 2@k/0@3m8kyl sul fenyl, C1_6 alkylsulfinyl, d-6 alkylsulfonyl,
am nosul fonyl, C1_6 al kyl aminosul fonyl, O -6 dialkyl adkhdune 2009 , 4-

nor phol i nyl sul fonyl, phenyl, pyridine, 5-isoxazolyl, ethyenyloxy, or

et hynyl, said phenyl and pyridine optionally substituted with 1-3 hal ogen,

CN, OH, CF3, C1-6 alkyl or C1_6 alkoxy; iii) C1_6 acyl optionally
substi t ut eQ‘J_-D.F!(S)f?:~[k=[3-[9h93b9@[3_)@f-t-ﬂlﬁdx9&%bnrlqik:yaﬁbls-a@bi@cﬁl[jﬁ95}¥1f:xanfl?33ﬂ]'13ha' enoxy,
ani no 0, .al koxylam no, Cl -6 acyl oxy,

phenoxy, am no, Cl a ] , hydroxylamn
phenyl , py "mO%PY‘@q’E%ﬁﬁ#m?f&a?%@ 1 YIMENYBacERMISE ani no, -6 di al kyl ami no,

C -6 hydr oxpseg)na- @y, (161566 kashndid-babichclo[d Ntd)adxbirs 94, 3 - Mdr§hehdPhenyl)-2-

succi ni m do, sai?l hseﬂox%f_'p 12 VO %{)RSlQOS 98 19 June 2006 phenyl and

pyri di ne oﬁf‘?%ﬁ%’l'fig'é petyPareRads ymi-%“%roups of halo, OH, CN, d-6

al koxy,  am-§5¢8)-3GkL-[8-[cieys cas )riet-bufdx3capson(d-6-6yaabRyalzabiok o[ 3 ) O e a@yyi jpopdincnal | y
substituted,wt -3 aroups of . hal agen, .OH, C -6 al koxy, Cl-6 al kyl, CF3,
Cl-6 al kandyP ,eng‘hiﬁéo%raz@?%gglﬁﬂ%gﬁgcﬁghg% all other variables are as

descri bed MNE{i3r[4-[¥4( osivotdrcyendddiabieptlo[dfl .Ofinxan-byiipyrtdire f-yilghengiili zed when

Xl represenft 0382.@@%{53'%‘#”6%!]5‘%.‘?‘%@‘55*?’9‘1"%0%6 as described herein. A

preferred e ntiton I's fealized when the structural
fornul a i s N-IS(S)-3-14t[4lhles 61, 6B)R 1. bumxycarbamyll- Rayaap4-agabicyeloty: | lbexanerd]-ir and ~~

is 1,2, 3t rdu@x%ﬂklle?yl}%ffg.\opﬁpﬁxéﬂyﬂz}.qbﬁpxa]zo@diéﬁg’irﬁétﬁﬁ?k&amiﬁ@,t razol e, pyrazole, or
Rl R AR OR R T N R
0, Y exan-o-y pheny
fluorophenyl]-2-oxooxazolidin-5-ylmethyl}acetamide hydrochloride,
N-[5(8)-3-[4-[4-[{1cx,5c,6[3)-3-t-butoxycarbonyl-6-cyano-3-azabicyclof3.1.0]hexan-6-yl]pyridin-5-
y1)-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyljacetamide,
N-[5(S)-3-[4-[2-[(1t,5c,603)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl)pyridin-5-y]]-3-fluorophenyl]-2-
oxooxazolidin-5-yImethyl]acetamide hydrochloride,
N-[5(8)-3-[4-[2-[(1a,5¢,68)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0Jhexan-6-ylpyridin-5-y1)-
3-fluorophenyl}-2-oxooxazolidin-5-ylmethyljacetamide,
N-{5(8)-3-[4-[2-[(1t,5,6[3)-6-amino-3-oxabicyclo[3.]1.0Thexan-6-yl]pyridin-5-yl}-3-fluorophenyl}-
2-oxooxazolidin-5-ylmethyljacetamide,
1-[5(R)-3-[4-[2-[(1c,50,6(3)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0)hexan-6-yllpyridin-5-y1}-
3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-{5(R)-3-[4-[2-[(1&,50,6(3)-6-amino-3-oxabicyclo[3.1.0]hexan-6-yllpyridin-5-yl]-3-fluorophenyl}-2-
oxooxazolidin-S-ylmethyl}-1,2,3-triazole, h
N-[5(8)-3-[4-[4-[(1,5 a,6B)—6-cyano-3-oxabicyclo[3. 1.0Jhexan-6-yl]pyridin-5-yl)-3-fluorophenyl}-2-
oxooxazolidin-5-ylmethyl]acetamide,
1-[5(R)-3-[4-[2-[(1a,50,6B)-6-cyano-3-oxabicyclo[3.1.0Thexan-6-yl pyridin-5-yl]-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
N-[5(8)-3-[4-(2-[(1ct,50,6B)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-
yllphenyl}-2-ox00xazolidin-5-ylmethyl]acetamide, ‘
N-[5(S)-3-{4-[2-[(10,50,63)-6-amnino-3-oxabicyclo[3.1.0]hexan-6-yllpyridin-5-yljphenyl]-2-

oxooxazolidin-5-ylmethyl]acetamide,
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R7. A subenbodi nent of this invention is realized when R3 is a C5-10,

het eroaryl represented by which represents an optionally substituted
aromatic heterocyclic group containing I to 4 nitrogen atons and at | east
one doubl e WOAWS4FS whi ch is connected through a bond on any nitrogen.
Anot her preferred enbodi ment of this invention is reall%3unei2806t he
structural formula is I'V: 13 WO 2005/ 005398 19 June 2006 Formula N wherein
R, R, Ra,Y and R3 are as described herein. A subenbodiment of this
invention is realized when R3 is a C5-10 heteroaryl represented by',-./

whi ch r epr d4&@)$S-[ah2-tipeiSorb8)-Hy-butekyratbonylartino-draxabiyao[ hé Odheamy &l ifryrigmeisp
cont ai ni ngtyﬁPﬁeg ]ﬁzr&% qlramast ﬁﬁth@rﬂdl f‘i-tr £@st one doubl e bond, and which is

connect ed % Prief erred conpounds of this
i nventi on dr[&R)- 3 [4-[2 [(la Su 6[3) 6 ammo 3-oxa myclo [3.1.0Jhexan-6-yllpyridin-5-yi]phenyl]-2-

| -[5(R) - 3- ; oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] h
exc[an(G)yI LD)A{OJXEZOE%% }ﬁﬁ]ﬂﬁ%@ %&fpcgiooiazol | d|>/n 5- yl>/meth 1-1, 2, g trl[azol e],

1 [5(R)-3- [Fﬁ[SK& (@44 lséasﬁ@%)ﬁ-caa!w%m%ﬁb@yézaﬂr%@qa@p@l]pyn n 5-y1]phenyl]2

. 0] hexan- @xb’clxlaih&’:ﬂindj' rlm@fhyl Jc%ﬁf&é' ]-2-
oxooxazolldln 3-trjazol e hydrochl ori

I-[5(R)-3- [IASI{RAJEWH&I éaéﬁ) 633'%11%%?’83259&%? S ihexgn- éyﬁﬂmdm &yBpheaytfo[ 3. 1 0) h

exan- 6- yl ) vfooxazolidin- 5-ylmethy]] 1,2,3-triazole,

RS Y S e T SRt SR bR fometntuor o

phenyl ] pheny 3-widzolgxooxazol i di n-5-yl nethyl]-1, 2, 3-tri azol e hydrochl ori de,

1-[5(R) - 3: [éﬁl[géé-—?a[-[g,%%lguéro—%)[Z%l-mc%u tra%olabr-)t/]ls)py%dm 5-§1¥pe}llenyl]’3§-%)ztgo?¢iazc iggn%[-s' |0l he

xan- 6-yl ]
uor ophenyl Jyirdethiyi}n2 dpie@nly) | - 2- oxooxazol i di n-5-yl methyl]-1, 2, 3-triazol e,
| - [ 5(R) - 3- 145{R4-3} {6l [a{(Ra,56(6B)-3 D-barcanartdn g Zadyatdy B8lagdbdytlol. NEKean 6-W]-3,5-3- f | uor o

phenyl] - 3- difluorophenyl]-3-fluorophenyl]}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[4-[(1a,50,603)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl}-3,5-difluorophenyl]-3-
ﬂuorophenyl]-Z -oxooxazolidin-5-ylmethyl]-1,2,3-triazole, ‘
N-[5(S)-3-[4-[4-[(1a,50,6])-3 -t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-
vi}-3,5-difluorophenyl]-2-oxooxazohdin-5-ylmethyljacetamide,
N-[5(8)-3-[4-[4-[(1a,50,6B)-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yl Jpyridin-5-y1]-3,5-
diftuorophenyl]-2-oxooxazolidin-5~yimethyl]acetamide hydrochloride,
N-[5(8)-3-[4-[4-[(1a,5¢,63)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-y1]-3,5-
difluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-yImethyl]acetamide,
N-{5(8)-3-{4-[4-[(1a,50,6P)-6-cyane-3-azabicyclo[3.1.0]hexan-6-y1}-3,5-difluorophenyl]-3-
fluorophenyl}-2-oxooxazolidin-5-ylmethyl]acetamide hydrochloride,
N-[5(8)-3-[4-[4-[(1a,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0Jhexan-6-y]]phenyl]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,
N-[5(S)-3-[4-[4-[(1a,50,6(3)-6-cyano-3-azabicyclo[3.1.0]hexan-6-ylJphenyl}-3-fluorophenyl)-2-
oxooxazohdin-3-yimethyl]acetamide,
N-[5(8)-3-[4-[4-[(1a,50,6)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0)hexan-6-yl]-3-
fluorophenyl]-3,5-difluorophenyl}-2-oxooxazolidin-5-yimethyljacetamide,
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fl uorophenyl ] -2-oxooxazolidin-5-ylmethyl]-1,2,3-triazol e hydrochl ori de,
1-[5(R)-3-[4-[2-[ (! a, 5a, 6(3) -3-t-butoxycarbonyl - 6-cyano- 3-azabi cyclo[3.1.0] h
exan- 6-yl ] pyri di n-5-

yl ]-3-fluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazo]e,

| -[ 5(R) - 3- MO[220500$343$ 5a, 6(|) 6- cyano- 3- azabi cycl 0[3 1. exa - yI]pyri din-5

-ylj-3-fluorophenyl]-2 yl]-1,2,3-triazol e hydrochl ori 6005/ 005398
19 June 2006
N-[5(S)-3- [4 [4-](]a, 5a, 6p)-3-t- butoxycarbonyl 6- cyano- 3 azabicyclo[3.1.0]he

N5(S - 5 A9 TN PC RS e Sas e BB R S5 s 51 or o

phenyl ] phe&whl}aroahenpb}amxamholdnms 5}n}elt}1}ﬂh¢t§an]1@&;et am de hydr ochI ori de
N-[5(S)-3- S SI &b i’f’ - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. | QJhex
an-6-yl | by il 35( (ﬁaﬁa S PUgRYER oA %WP%@H@I’]%’E%P@WB&

N-[5(S)- hGorBﬁheth@5%1@%h&)ﬂyﬁ&o%xﬁ€ﬁ@h@%aﬁﬁ] £28lhexpn- 6-y1l pyridin-5-y

| | pheny]]-2- oxooxazol i di n-5-yimet hyl | acet arii de hydrochl ori de,

N[ 5(S) - 3- [45RI-3HE-14-K( 842 Bp)- 6-Symtitﬁzebay)@w[bbﬁj}kx@*ﬁeyhﬂ@umh@bﬂéyﬁeI o[3.1.0]h
exan-6-yl ] 4 o

fl uor opheny uo@p?ﬁnﬁ] ? R oxaqu]d]rés lxnz)e(t)hif ZIO‘H’ Jam]gh?ﬂmc ; nff’] acet am de,

N-[5(S) - 3- (4523 (14[@:[(5&,,5amﬁ}&-bmama&om&myaml -04aBic¥cl 6B N éfieenars6-y1 | pyridtid-§-uor op
henyl ] - 3- f 0 n oxooxa lidin acet am de hydrochl ori de,
N-[5(S)-3-}% M‘?’ﬁt‘ ‘ﬁﬁé\“ﬁ% Xoprzoh 't”' ‘X) B%d;}% %’\{"&‘{;ﬁn 3- azabi cycl of 3. 1. 0] hex
an-6-yl] pyni[%am3§4-[¥ (|laSafﬁb}lefc%ti@r-ﬁéhﬂmﬁid?%@0}1—@2@16 Wigyribmys-yes By | ] acet am de,

N-[5(S)-3 I a, 5a, 6p) - 6- cganoSazablcycIo[S10]hexan6y|]pyr|d|n 5-
yl-3-fl uofi@ﬁ'ﬁ@ﬁ n}’”@"’"@&’@é‘%é’i’b tmethyb)- 3. 3n58439% | acet ani de hydr ochl ori de

I

V- (509)-3- R 4sdalbl 1 B3u8B)2 SoboRbBOHIBLRGMA BL GG MG By 8] hexa
fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-[5(R)-3-[4-[4-[(1a,50,6(3)-6-cyano-3-azabicyclo[3.1.0Thexan-6-ylphenyl}-3-fluocrophenyl)-2-
oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-{5(R)-3-{4-[2-[(1a,5,63)-6-1-butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-
3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,

1-[5(R)-3-[4-[2-[(1 &, 50,6 3)-6-amino-3-0xabicyclo[3.1.0 hexan-6-yl]pyridin-5-y11-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
N-[5(8)-3-[4-[2-[(10,50,68)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.01hexan-6-ylJpyridin-5-yl)-
3,5-diflucrophenyl}-2-oxooxazolidin-5-ylmethyl]acetamide, '
N-[5(8)-3-[4-[2-{(1a,50,63)-6-amino-3-oxabicyclo][3.1.0]hexan-6-yl|pyridin-5-y1]-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyljacetamide,
N-[5(8)-3-[4-[2-[(1a,50,6[)-6-cyano-3-oxabicyclo[3.1.0Jhexan-6-yli]pyridin-5-yl)-3,5-
difluorophenyi}-2-oxooxazolidin-5-ylmethyljacetamide,
1-[5(R)-3-{4-[2-[(1a,5¢,68)-6-cyano-3-oxabicyclo[3.1 .O]hexanm6-y]]pyridin-5 -y13-3,5-
difluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
N-[5(8)-3-[4-[2-[(1a,5¢.,6(3)-6-cyano-3-thiabicyclo[3.1.0Thexan-6-yl pyridin-5-yi1-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethyl]acetamide,
N-[5(8)-3-[4-[2-[(1a,50,683)-6-cyano-3-thiabicyclo[3.1.0Thexan-6-yl }pyridin-S-yl]-3-fluorophenyl}-2-

oxooxazolidin-5-ylmethyl]acetamide S-oxide,
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uor ophenyl ]-2-oxooxazolidin-5-yl methyl ]acetam de,
[4-[2-[ (] (X, 5a, 6] 3)-6-am no- 3-oxabi cycl o[ 3. 1. A hexan- 6- yI ] pyr| di n-
| uoro hen{ggl 2- oxooxazol i di n-5-yl net hyl ] acet am de,

- 3-

-f

3- [MOPRSOPPA 5( x, 6p) - 6- t - but oxycar bonyl ani no- 3- oxabi cyci o 3. 1. 0] hexa
yridin-5-yl)- 19 June 2006
P
3-

henyl ] - 2- oxooxazol i di n-5-yl nethyl ]-1, 2, 3-triazol e,
[4-]2- [(ta 5a, 6p) - 6- am no- 3- oxablcyclo[S 1. 0] hexan- 6- yIprrldln 5-

§°I\"BI53“I A e b R e D b 3R S qrophenl: o
| uooeEheniiiih-2yimethpldacazmide b, S1di6xige, et hyI ] acet am ﬂe 6. I
| uoaﬁa@iaﬁfﬁﬁa&m—ﬁ% R Rl BT ss BLeR 20t Bensl 2

- 3- béodxazoli ﬁin&s-ﬁﬁqcﬁaP A& 3-mpi@xycar bonyl ani no- 3- oxabi cycl o[ 3. 1. 0] hexan
yridi n-.5- 2-oxooxazol i di n- gl nmet hyl ] acet am de,

S) - 3- [145@23f[61[2ﬁ15éa Y-6GyanerhibiabicssielBi lclbsxan é-yllpy@héwéﬂrﬁ Bugrpgheyyi-2-
Z%B%pggwgoham ﬁ%&@\?ﬁ?ﬁ%ﬁ&@zcﬁe S"o&"éf: hyl | acet am de, 15 WD 2005/ 005398 19
e

-[ 5(R) - 3- [145(R3-3FEH{2[Ba, 5&(6)3)-6-ctyariotﬂt ﬁmﬁma&ﬂ@[@ Nyl 1beran6-yBlpgnditis oyiel-OpBopheflhex an
6- vl ridin-5 n I|d| 5-ylnethyl]-1,2,3-triazol e,
- %(]R;)yB fﬁoc[xizo[l%éﬁnéqggeéﬁﬁ éf aﬁG- - cIPCycIyo[B 1y0} hexan-6-yl ] pyri di n- 5-

di
J
I
1-|

yl ] phenyl ] 142(5(R9>sqa>{a;(obqsdwmj5ﬂbhmdawohymf@aso Brazed Qe R|3. N h&{am6=3jphrddih 4= [ (|
a, 5(x, 6p) - oxablcyclo 3. | ] pyridin-5- yI]phenyII-2--
oxo B

1-1

yl'l

p
0
I

é 0] hex?n- 6-%{
oxazol i d v -]))g.ﬂgé%zg iga-ylmethyl}-1,2,4-friazole,

;5)% S)n 3-l4 ;Is@%aL[@l{ﬁu[éagsﬁEbb) B-cG%RMa23bi0YcRdT B & YoheRbrRs 11103t 801 Bt ok dpuEd .21~ 5-

X

I
oxooxazolldm-S-ylmethyI] -1,2,4-tnazole,

5(R)-3-[4-[2-[(1a,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-ylJpyridin-5-y11-3-
fluorophenyl]-5-[(isoxazol-3-yl)oxy]methyloxazolidin-2-one,
5(R)-3-[4-[2-[(1e,5¢,6P)-6-cyano-3-azabicyclo[3.1.0)hexan-6-yl}pyridin-5-yI}-3-fluorophenyl]-5-
[(isoxazol-3-yl)oxy]methyloxazolidin-2-one,
5(R)-3-{4-[2-[(1a,5a,63)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0jhexan-6-yllpyridin-5-yi]-3-
fluorophenyl]-5-fN-(t-butoxycarbenyl)-N-(isoxazol-3-yl}Jaminomethyloxazolidin-2-one,
5(R)-3-{4-[2-[(1e,50,6(3)-6-cyano-3-azabicyclof3.1.0]Jhexan-6-yl]pyridin-5-y1]-3-fluorophenyl]-5-[N-
(isoxazol-3-yl)Jaminomethyloxazolidin-2-one,

5(R)-3-[4-[2-[(1a,50,,6B)-6-cyano-3-oxabicyclo[ 3. 1.0Thexan-6-yl]pyridin-5-yl}-3-flucrophenyl]-5-
[(isoxazol-3-yl)oxylmethyloxazolidin-2-one,
S5(R)-5-[N-(t-butoxycarbonyl)-N-(isoxazol-3-yl)Jaminomethyl-3-[4-[2-[ (1 o, 50,6 3)-6-cyano-3-
oxabicyclo[3.1.0]hexan-6-yl}pyridin-5-yi]-3-fluorophenyljoxazolidin-2-one,

- 5(R)-3-{4-[2-[(1,5¢1,63)-6-cyano-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3-fluorophenyl}-5-
[N-(1soxazol-3-yl)]aminomethyloxazolidin-2-one,
N-[5(8)-3-[4-[2-[(10,50,6P)-6-cyano-3-oxabicyclo[3.1.0Thexan-6-yllpyridin-5-yi]-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethyl]propionamide,
N-{5(8)-3-[4-{2-[(1c,50,,63)-6-cyano-3-oxabicyclo[3.1.0]hexan-6-yl}pyridin-5-y1]-3-fluorophenyl}-2-

oxooxazolidin-5-ylmethyl}difluoroacetarmde,
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oxooxazol idin-5-ylnethyl]-1,2,3-triazole, 1-[5(R)-3-[3-Fluoro-4-[2-(I
-methyltetrazol -S-yl)pyridin-5 -yl ] phenyl]-2-oxooxazolidin-5-yl methyl] -
l,2,3-triazol e,

1- [5(R) 3- [ ¥ 020080589 0- 4- [ 2- (1- et hyl hetrazo] - 5-yl ) pyridi n-5-yl ] phenyl)-2-0
xooxazolidin-5- ylnmethyl]- | ,2,3-tri azol e, 19 June 2006

1-[ S( R -3-[4-[4-[(Ia, 5a, 6p) - 3-t- but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] he
xan-6-yl]-3, 5- d| fl uorophenyl]-3 -fluorophenyl]-2-oxooxazol

di | h - , ) e
e B Y S RE S i 5o SO % Smeryonshiovstol L Bberes-ry iy mdnn i Proromhensli? |

or ophenyl | oﬁooxfawfarnosl Ry e enRabltide 5- vyl methyl ] -1, 2, 3-tri azol e,
N-[5(S)-3-[4-]4-[(1a, 5a, 6p)-3-t-butoxycar bonyl - 6- cyano- 3- azabi cyclo[3.1. he

xan- 6-yl ] pyt-{xd$)rs- Bir[2y{l(]c» 31,6/B-3-dhuiexyear bty frgl dnoB-areycinf 1 DitexenS-yllnyedingt |
acet am de,

N-[5(S)-3- [y}ﬂ"[ﬂ”c[r?pf'gngygp ox O(}:If}lgn gjethifg%rl réﬁngfes 1. 0] hexan-6-y]] pyri di n- 5-
yl]-3,5- diN- [a@@)m[m[eqyid 50 6EEOAE-Blatabidyc1oF3yl 0TRéAY 6 valp el dins dg)- Pchrashbhyk1-de,
N-[5(S)-3-[4- %( (x, ba, 6% - 3-t - byt oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3.1.0] h
exan- 6-yl ] 030 azolt m 5 -ylmethyllpropionamide,

di f | uoroph i
N-[5(9) - 3- ?2“’1‘*’?‘{ R R R e G e i e LSBT
or ophenyl ] Y& ﬂu@m}@pﬁbﬁw*}oxzzcvcbué@osxﬁmthwﬂctmloamyamrhgwa]nabet am de

hydr ochl ori £ N L .
N [5(S)- 3 P AR Sty 3 pzabiovelof3 oy g 3;&‘%&‘ P2 H BuerprE R 201
exan- 6- yl | phxemakdlidsr5 Mmaﬂwda]p&némp]d)p]an@aubnméezol idin-5 -yl methyl ] acet am de,

EE A OIS A ST E R LR

N-[5(S) ”3 [y#=1- ﬂuc[réﬁlﬁn)‘a?e.?@nbox%zdlrdmﬂﬂwﬁ@nmﬂwbac&a&y@no 3-azabicycl o[ 3.1.0] he"
xan- 6-y

f1 uor o,ohem}wI PB4 [ or b fResere-2-2gbiaabol f1hsan-E-ipwidiny yalat Braimhgerl-26
WO 2005/ 0053898 azolidin-5- ylmethylldifluoroacetamide,

1-[5(R)-3-[4-[2-[( L &,50,6B)-6-cyano-3-methyl-3-azabicyclo[3.1.0)hexan-6-yl}pyridin-5-yi}-3-
ﬂuorOphenyl]-Z-oxooxazolidin-5-y]mcthyl]-1 ,2,3-triazole,
1-[5(R)-3-[4-[2-[(1a,5¢,6(3)-3,6-dicyano-3-azabicyclo[3.1.0}hexan-6-yllpyridin-5-yl}-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[5(R)-3-[4-{2-[(1a,50,6()-3-{(1-t-butoxycarbonylaminocyclopropan-1-yl)carbonyl]-6-cyano-2-
azabicyclo{3.1.0)hexan-6-yl]pyridin-5-yl]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl)-1,2,3-
triazole,

1-[5(R)-3-[4-[2-[(1,501,68)-3-[(1-aminocyclopropan- 1 -yl)carbonyl]-6-cyano-3-azabicyclo
[3.1.0Jhexan-6-yl]pyndin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-{5(R)-3-[4-[2-[(1a,5,6B8)-6-cyano-3-{2-(phthalimid-2-yl)ethyl]-3-azabicyclo[3.1.0}hexan-6-
yllpyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-yimethyl}-1,2,3-triazole,

1-[5(R)-3-[4-[2-[(1 a,Sa,éB)—3—(2-aminocthy1)-6-cyano—3 -azabicyclof3.1.0Thexan-6-ylipyridin-5-yi}-
3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-[5(R)-3-[4-[2-][(1a,5a,683)-6-cyano-3-{2-(1,2,4-triazol-4-y1)ethyl]-3-azabicyclo[3.1.0]
hexan-6-yljpyridin-5-yi]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]- 1,2,3-triazole,
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19 June 2006 _
N-[5(S)-3-[4-[4-[ (I (x,5a, 6(3)-6-cyano-3-azabi cycl o[ 3. 1. 0] hexan-6-yl J-3-fl uor
ophenyl ]-3,5- difluorophenyl]-2-oxooxazolidin-5-yl nmethyl]acetanm de,
1-[5(R) - 3- [‘MO[Z«QO"[/‘{OF‘”é 5 a, 6p) - 3-t - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. |

. OJhexan- 6-yl | - 3- 19 June 2006
quorophenyI] 3, 5- dlfluoropheny]] 2- oxooxazolidin-5-ylnethyl]- 1,2,3
-triazol e,

onenyl -3, S L TR R P S RS SR A o RSB ol Sy " ©
hydr ochl or i ftlesrophenyt]-2- oxooxazohdm-s-ylmethyl] 1,2,3-triazole,

?{eg(g(nlz% 3| ][494(33 iéf (?0?52%8 -cyano tox &?J.A?.?,B%’Cle{-y -BCa¥ 1cyc]o[3a128]glexca Cl o[3.1.0]

11-3,5-dif bdxd ¥l triazol e,
Y-%S(R) 3'[%ﬁfﬁgﬂhﬁﬂyBkaRQMQ9%4§Qéﬁbhgmg;% ?%M?]oﬂ%gf%ggﬁex;nZG yl]fyr|d|n-

&éﬁ X, ba, 6
5-yl]-3,5 (R) é%é%?qxpﬁ)zﬁ w@e@ﬁéiﬁrqnemxdw }}étmbw]cyc o[ 2.1 @lhex¥anzydiryridin

1- SR - 3[448 BBl SYHRAEPRYfsfpgno- 3-azabi oyl of 31. 0] he

f I uor ophenyl [S(R}B}X@tﬁeﬁzmbu,dﬁhé-Syayb A€t Bydilydrbx 2pr8panrd-gly-0laggbicyclo[3.1.0]hexan-6-

"1 or opheny 1 am oy badRe R R B BRSy S g o P Y1 Pnen S

_16[ 5|( i?) 3- 514{5[(23- {4-2-F 8o, SR IPB3-1 (A3 Dby RRAYIABGHY] BFfolidin 3= X abbeyes-efado-B. 0] hexan
-6-yl ] pyridin-5-

3,5-difl uor@awewicﬂ? 1 PIhsxasnsciRridirhylh3 sfluprophspy|-21oxpoxazpliding gimaethyl}-1,2,3-
1-[5(R) - 3- [ atole,[ (I @, 5(X, 60) - 6- am no- 3- oxablcyclo[3 ]. 0] hexan-6-yl ] pyridin-5
-yl]-3,5- dlfluorqghenéég 2- oxooxazol i di n-5- 1-1,2,3-triazol e,

|
1508 5 Dl s o b E s s 6e e e B AP O A abodl SR B oy

- 0Jhexan- Ggeyhnl YA p$HidRs-5- lfjlﬂ-ﬂu&@;ﬁerﬁh]f-i-oxooxazohdm-S-ylmethyl] 1,2,3-triazole,
uorophenyl)-2 ox00xazo] i |n- -é]neth Jacet am de

N— [ 5(S) - 3- [ Wi(B+-p{4-B- Ehﬂ 6@,)5%3 (ASHd) 3 @@%V@}D@PWS‘W@O@W&M@-)g}]C]ir}byrmll:lﬁ n-5-

yl]-3,5- di 16 ¢
N L5 o [ 2ot Al AR AR AR s B PE R AR s ety
yl]-3,5- di fEL‘:\emizphelHBﬁKl})—QHdﬁdﬁﬁ@dﬁ)dkmaﬁ-y[(mm%mmymﬂm -2-yl)carbonyl}-
3-azabijcyclo[3.1.0lThexan-6-yl]pyridin-5-yi]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-

triazole,
1-[5(R)-3-f4-[2-[(1a,50,6(3)-3-[((28,45)-1-t-butoxycabonyl-4-fluoropyrrolidin-2-yl)carbonyl]-6-
cyano-3-azabicyclo[3.1.0]hexan-6-yi]pyridin-5-y1]-3-fluorophenyl}-2-0xooxazolidin-5-ylmethyl]-
1,2,3-triazole,
1-{5(R)-3-[4-[2-[(1a,50,6[)-6-cyano-3-[((2S,4S)-4-fluoropyrrolidin-2-yl)carbonyl]-3-azabicyclo
[3.1.0]hexan-6-yl]pyridin-5-yl]}-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[4-[(1a,5¢,6f3)-3-t-butoxycarbonyi-6-(t-butoxycarbonyl )amino-3-azabicyclo
[3.1.0Jhexan-6-yl}pyridin-S-yi]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyi]-1,2,3-triazole,
1-[5(R)-3-[4-[4-[(1a,5¢,6(3)-6-amino-3-azabicyclo[3.]1.0]hexan-6-yl}pyridin-5-y1]-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethyll-1,2,3-triazole dihydrochloride,
1-[5(R)-3-[4-[2-[(10,50,6)-3-acetoxyacetyl-6-cyano-3-azabicycio[3.1.0Jhexan-6-yl Jpyridin-5-yI]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole, :
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I-[5(R)-3-[4-[2-[ (I (X, 5a, 60) - 6- cyano- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
-yl ]-3,5- difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
N[5(S)-3-[4-[2-[ (I a, 5a, 6p) - 6-cyano- 3-thi abi cycl o 3. 1. O]hexan 6-yl] pyridin-5
-yl ]-3-fl uonaphesyisses2- oxooxazolidin-5 -yl nethyl]acetan de,
N-[5(S)-3-[4-[2-[(]a, 5a, 60) - 6- cyano- 3-t hi abi cycl o[ 3. 1. OPhElmeI]pyrldln 5
-yl ]-3-fluorophenyl)-2- oxooxazolidin-5-yl net hyl]acetam de S-oxide, 17 WD
2005/ 005398 19 June 2006 N-[5(S)-3-[4-[2-[(1

a5a6()6can03t | of 3. _ L
. O hexan- 6L-{Ep34- Erhﬁlcssw% -G3eyaperd hypiasyRpetyl-pazabicyclo[3.1.0Thexan-6-yllpyndin-5-yl}-3-

oxooxazoll | I-[5(R)-3-[4-[2-[(!
a, 5a, 6J3) gﬂdgr%%%@-ﬁy%%gﬁ%ﬁ?)gﬁe 1 %gggaéh%%yl ] pyridin-5-yl]-3-fluoropheny

1]-2- ox oox}diiﬁiIS) &[Msﬁw ﬁre,léﬂ)fli }~bmpwcabomyl-émh® -3- ﬁzab{cﬁc(lcf{)? -131]}|§e4ar[ Q-&’UﬁblfﬁinSS-

()2( 65))?2)0)? azﬁjJl ?%lu%mtgﬂw ’]%L‘ﬁ]df’ %H’]‘?&Q@o@éy@h@i@%@ OPTOPa b dmbtaigophenyl]

1- [ 5(R) - 3- [M{§®)- B([:Hao. ﬁaa 6&3[8} S-cLaya3QzdbidRiophi. omsﬂae{s?vﬂ]pyﬂahh@(ﬁps@myﬂomwl] g n-
5-yl]-3-fluorophenyl ; - oxooxazolidin-5-ylnethyl]-1,2,3-triazole
S, S- di oxi deoxooxazoh n-3-ylmethyl]-(2,2-dichlorocycloprapane)- 1 - carboxam:de

‘elx gﬁ( g) yﬁj l[olsﬁ(%) E-({:i - R(& 58BB)-Be Bl LI GRIP Y hetin GV AR din BLARS- ¥ Glofleyi]-2.0] h

j-3-fluor omr@nwzphdza éwbmtb)ébﬂb?d@!ﬂm@‘oy)lciﬁ@tmnq)-—lica@ozﬂamldq, azol e,

4-[5(R) - 3- i pyridin-5
L5t uot SERhgT 2 B 8B St SRR S RE B ation (T RER e bR £ 1
(R-3-[4-[8F 5ﬂheroﬁl(enyl@-p)oxae:tazdﬂuiﬁro&—ybm}bﬂjdyﬂ cﬁﬂlmy@:gde&ﬂmblcgtbén[rﬁiel 0] hexa

6-yl ] pyri
| uor ophen ][9<§§-E%f5-£%§5% o EBY G YRRV TR RRF1o6k L OI6P1eR SR By, 5-y1)-3-fluorophenyl]-2-
(R)-3-[4- [&mbidzahdi( 3y} QYR fudo Az RPlopyte)-Pleabdxlide x an- 6- yl ] pyridin-5-yl

3-fl uorophen(% g { (i.sgxazol -3 -yl )oxﬂ met hyl oxa_zal % g

L R8s YPE 0 o3 adticye ol | oy PosBa i} s Dbz,

oxooxazolidin-5-ylmethyl]-(2,2-difluorocyclopropane)-1-carboxamide,
O-methyl-N-[5(8)-3-{4-[2-[(1a,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]
hexan-6-yl}- pyridin-5-y1]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]carbamate,

O-methyl-N-[5(8)-3-[4-[2-[(1a,50,63)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yllpyridin-5-y1}-3-

5
n-
f
5
]-

fluorophenyl]-2-oxooxazolidin-5-ylmethyl]carbamate,
1-[5(R)-3-[4-[2-[(1a,50,6)-3,6-dicyano-3-azabicyclo[3.1.0}hexan-6-y]]pyridin-5-yl]-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1a,50,68)-6-cyano-3-methyl-3-azabicyclo[3.1.0}hexan-6-yl]pyridin-5-yi]-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-[5(R)-3-[3-flucro-4-[2-{(1a,50,6B)-6-hydroxymethyl-3-oxabicyclo[3.1.0}hexan-6-yl|pyridin-5-
yl]phenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,

1-[S(R)-3-[4-[2-{(1 ¢, 5a,68)-6-cyano-3-oxabicyclo[3.1.0}hexan-6-yllpyridin-5-y11-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethyl]-4-fluoro-1,2,3-triazole,
1-{5(R}-3-[4-[4-[(1a,50,6f)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0]hexan-6-yllpyridin-5-
yi]-3-fluorophenyl]-2-oxooxazolidin-5-yimethyl]-4-fluoro-1,2,3-triazole,
1-[S(R)-3-[4-[4-[(1c,5¢,603)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yljpyridin-5-yl}-3-fluorophenyl]}-2-

oxooxazohidin-5-ylmethylj-4-fluoro-1,2,3-triazole,
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5(R)-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]-5 -[N(t-butoxycarbonyl)-N /(i s xazol 3
-yl )] a m nonet hyl oxazol i di n- 2- one,

5(R-3-[4 [2 a 5a 6p) - 6- cyano- 3- azabi cycl o 3. 1. 0j hexan- 6- yIprrldln 5-vyi]
-3-f uoroph\éﬁ{ﬂﬁ}f Sﬁ— (i soxazol -3-yl)] am nonethyl oxazolidin-2 -one,
5(R)-3-[4-[2-[(1a, 5(x 6p) - 6- cyano- 3- oxabi cycl o[ 3. 1. 0] hé?aﬁl@%‘}ﬁ)yri di n-5-yl
] - 3-fluorophenyl]-5- [(isoxazol-3-yl)oxy] nethyl oxazolidin-2-one, 5

(R -5-[N-(t-butoxycarbonyl)-N(isoxazol-3-yl)]am nonethyl-3-[4-[2-[(]I

, 58, 6p) - 6-4C -[a- a -t- T -C -3-aza Xan-6- -
cabi oybl ol 2 B o B e T P SR s R e P S S,
5(R) - 3- [ 4- [yB-I-(lhapanyB]od- e@oaa}eah(bng-ximathyk})sd]uo{oal iB@r]xdrzebcan 6-yl ] pyridin-5-yl]
-3-fluoro e ol - a o).

N- [ 5( g) 3p[ 3{‘42‘]%@r[3[@&(58p6%)’('§‘2 é%"n% é%@@?r@wf B*];rr‘?&zéﬁh%:@l"f%\;?ﬂyﬂr%- 5-
yl]-3-fl uoroQB&awid]mQ 1nfefh99->§am@,kd d23=thasleret hyl | propl onam de,

N-[5(S)-3-[4- h’dn& 6- cyano- 3- oxabi cycl o[ 3. 1. 0] hexan- yI]pyr| di n- 5-
yl]-3-fl uorl 4 [2150aéﬁ&&%ﬁiﬁﬁbaiorsr@rwﬂwﬁwp rma@r@rlrﬁas‘cye@caw@éww g WO
2005/ 00539 . u n a .

N-[5(S) - 3- ﬁij‘%ﬁ”l%% ?@gﬁgm s-yl]- ?: ﬂaﬁ%)p}?l,c &éqb?}\gg}c fOI dén yng:ﬁ%}gr ri- - y?zrp’yr din-5-y
11 - 3-f1 uor dpla&hia- ﬂ4-[2—[(1u)6acﬁ>ﬂatﬁ@t{arm-3w(;ﬁpeydznet hlydc]:wy&-lambrcgq:iaﬁelc@jhdmmawi]d:e’idm
N-[5() - 3- % ¥1§-§-ﬂ£‘x&§8ﬂ §ﬁ(2-o%oxazothd%g§-of§l¥e&a ]q(,)fiy lrlazol(é%%%)ro&lgnzda bi cyclof 3.1.0)h

exan- 6-yl ]

yl']-3-fl uor10{gtmrwﬂ4}[2zelammgambm NofabityEB[3 NV hexb0piyOtReHheed-yi}-3-fluorophenyl]-
N[5(S)-3-[4-[2-]( b 6- cyano- 3- azabi cyclo[3 1. 0] hexan-6-yl ] pyridin-5
-yl ]-3-fl u@r@‘ﬁﬁ&‘f@l"]’“ é‘y]“&k]ﬁ X]a%?ﬂmﬁf)ﬁ 5-yl net hyl ] pr opi onani de,

N 150S) -3 (A 128050 et By A0k o P RBR S AP b9 Forlerdl) he
yl]-3-fl uorsoqdhéﬂyprpp@nﬂké@xmmhdmﬁ glmethyBt }}/3-Jriegelk.opr opanecar boxani de,

1-[5(R)-3-[4-[2-[(1,5a,6B)-6-cyano-3-(pyrrolidin-1-yl)acetyl-3-azabicyclo[3. 1.0 hexan-6-
yl]pyridin-5-yl1}-3-fluorophenyl]-2-oxooxazohdin-5-ylmethyl]-1,2,3-triazole,
1-{5(R)-3-[4-[2-[(1c,50,6[3)-6-cyano-3-(4-dimethylaminopiperidin-1-yl)acetyl-3-azabicyclo
{3.1.0]hexan-6-yllpyridin-5-yl])-3-fluorophenyl]-2-oxocoxazolidin-5-yImethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[2-{(1&,5c,6B)-3-[{(2S)-1-t-butoxycabonylpyrrolidin-2-yl)carbonyl]-6-cyano-3-
azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-
triazole,

1-{5(R}-3-[4-[2-[(1,50,68)-6-cyano-3 -[((ZS)-pyrrolidin-Z-y])carbony]]-3-a.zabicyclo[3 1.0}
hexan-6-yl]pyridin-5-y1]-3,5-diflucrophenyl)-2-oxooxazolidin-5 ;ylmethyl]- 1,2,3-triazole,
1-[5(R)-3-{4-[2-[(1a,5a,6(3)-6-cyano-3—[((28,4R)-4-hydro_xypyrrolidin-z-y})carbonyl]-B-
azabicyclo[3.1.0Jhexan-6-yl]pyridin-5-yl]-3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-
triazole hydrochloride,

1-[5(R)-3-[4-[2-{(12,50,,63)-3-[((2S,4R)-1 -t-butoxycabonyl-4-hydroxypyrrolidin-2-yl)carbonyl]-6-
cyano-3-azabicyclo[3.1.0]Jhexan-6-yl]pyridin-5-yl]-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole,
1-[5(R)-3-[4-[2-[(12,5a,6B)-3-{((285,4S5)-1-t-butoxycabonyl-4-fluoropyrrolidin-2-yl)carbonyl]-6-
cyano-3-azabicycio[3.1.0]hexan-6-yl}pyridin-5-yi]-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole,
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N-[5(S)-3-[4-[2-[ (I (x, 5a, 63)-6-cyano- 3-azabi cycl o[ 3.1.0] hexan-6-yl]pyridin-5
-yl ]-3-fluorophenyl]-2- oxooxazolidin-5-yl nmet hyl]cycl opr opanecar boxam de,
N-[5(S)-3-[4-[2-[(1a, 5a, 6p) - 3-t - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] he
xan-6-yl ] pyridin-5- yi]-3-fl uorophenyl
] - 2- oxooxazwlQ wWeHed388 et hyl ] di f| uor oacet am de,
N-[5(S)-3-[4-[2-[ (I a, 5a, 6p) - 6- cyano- 3-azabi cycl o[ 3. 1. O}%J?&ﬁ-“’&% ] pyridi n-5-
yl]-3-fl uorophenyl]-2- oxooxazolidin-5-yl nethyl]difluoroacetam de,
1-[5(R)-3-[4-[2-[(1 o
a, 5a, 63) - 6-cyano th abi c 0) hexan- Lpyridin-5-yl]-3-
f1 uor ophenyl i/ B)- %)i‘b 5%‘?‘? %?)ng Sah¢- ?‘(rih‘é/%)“‘l fléprepyprpli ‘?iﬁétyé)carbf’“yn 3-
1 [5(R)-3- [a‘}.alﬁlgycﬂcf[j-l @}h@?@n@%l}%nﬁmcb )Q}@S'Qlfﬁmﬁ?pﬁ@ﬁyﬂyzcl)%@azohdm 5-ylmethyl]-1,2,3-

. 0] hexan-6-yl | pyridin-5-yl
fI uor ophenyiBpzde oxooxazol i di n-5-yl methyl -1, 2, 3-tri azol e,
(])'n£1|5]( R)6 gy[ﬂ{)ﬁ(gfi J @ [?ﬁi 99%6)35 Lﬂulox%zca%ﬁn?%%?r@orp 81”% c@gnoﬁqcéﬁﬁéxg %W&‘ﬁd'#'y)]car b
azabi cycl o(BfltorOpteex alreseoxkiopdmi dylmetydi 2:Bwktalqr ophenyl ] - 2- oxooxazol i di n- 5-

i novyl o ORI SRS r PR 2 dpip T Aliapd g har il s nuorophenyi

[3.1.0] hexaﬁmﬁxayblldwsiydﬁdahﬁ} yb BB3azbleuorophenyl ] - 2- oxooxazol i di n-5-yl net hyl | -
1,2,3-triazole

[5(R) - 3- [ LIBY3}-4-B; 6l Bp§Des-thuprgeasbqylaming Hvabiay eloB. \lhaemiy) pgidinrapiley c|

[3.1.0) hexﬁnucﬁophenyq -2-ox00xazolidin-5-ylmethy!]-1,2,3-triazole S-oxid .
| j pyridin-5-yl]-3-F1 uor ophenyl | -2- oxooxazol i di n- 5- yInethyl]-1,2,3-tr|azole,
[ 5(R) - 3- [ BES(R)-}-(4-[2-[(1a,50,6B)-6-amino-3-thiabicyclof3.1.0]hexan-6-yl)pyridin-5-y1]-3-fluorophenyl}-2-

, 5a, 61) - 3- decycl o[ 3. 1. Q hexan-6-yl ] pyridin-5-yi
j- 3-fl uoroép eﬂ%}]{&gg QXOO&P?@@%QE?Z&F”E,[ hyl]-1,2,3-triazol e,
1- 15( R) - 3- [AEJR)}-J-{4L[2-{(1,5¢,603)- 6-t-butoxycarbony1ammo 3-thiabicyclo[3.1.0]hexan-6-yl]pyridin-5-yi]-
a, ba, 6p) - 6- tr ) za |cycl o[ 3.1.0]
nexan- 6.y 15y EPGERE s Pl e S Rt S R Ly et iyt 1- 1, 2, 3-
riazole, 19-[AR QQﬁQ’ZQ@@%6@%—%?16—323%@@10[3 1.0]hexan-6-yl}pyridin- 5-y11 3-flucrophenyl}-2-
1-[5(R) - 3-[ 4- % a5 5a, 6 1%]) % br onp %ceé - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-
6-yl ] pyri difko *%}P]] -yimethyl}-1,2,3-triazole ibxide,
1-[5(R)-3-[4-[2-[(1a,50:,683)-6-t-butoxycarbonylamino-3-thiabicyclo[3.1.0]hexan-6-yl pyridin-5-yI]-
3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,

1-[5(R)-3-[4-[2-[(1ct,50,6)-6-amino-3-thiabicyclo[3.1.0)hexan-6-yl]pyridin-5-y1]-3,5-

1-
0
y
1-
a

difluorophenyl}-2-oxooxazolidin-5-yImethyl]-1,2 3-triazole,
1-[5(R)-3-[4-[2-[(1a,50,6B)-6-t-butoxycarbonylamino-3-thiabicyclo[3.1.0]Thexan-6-yi]pyridin-5-yl]-
3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole S-oxide,
1-[5(R)-3-{4-[2-[(1¢t,501,6B)-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,
1-[5(R)-3-{4-[2-[(1&,5a,68)-6-t-butoxycarbonylamino-3-thiabicyclof3.1.0]hexan-6-yl]pyridin-5-y13-
7 3,5-difluorophenyi)-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole S,S-dioxide,
1-[5(R)-3-[4-[2-[(1a,50,6)-6-amino-3-thiabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole S,S-dioxide,
5(R)-3-[4-[2-[(1a,50,6[3)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0}hexan-6-yljpyndin-5-yl]-
3,5-difluorophenyl]-5-[(1soxazol-3-yl)oxylmethyloxazolidin-2-one,
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fl uor ophenyl ] - 2- oxooxazol i di n-5-yl met hyl ] -1, 23-tri azol e, o

] [5(R)-3-[4-[2-[(1a, 5a, 60) - 6-cyano- 3- (nor phol i n-4-yl ) acetyl - 3-azabi cycl o[ 3.
. 0J hexanH@

yI ] pyri di %z‘g}’r’]""?ﬁ uor ophenyl ] - 2- oxooxazol i di n-5-yl nethyl]-1,2,3

-triazol e, 19 June 2006

1-[5(R)-3-[4-[2-[(1a, 5a, 6(3)-6-cyano- 3- (5-cyanopyri di n-2-yl)-3-azabi cycl o[ 3.

| . Qhexan- 6-yl ] pyridin-

y1] - 3- felpho1. € - & QX \

_[5(R) - efw?g Pg?ﬁpﬁé%%?é[gmgggﬂgﬁg%é : dlg&épxihallp%’ﬁ":?'ﬁr 39 am§i’|°’)e“’- Y abi cyc

o[ 3. 1. 0]SHéxexazod-3-y}loxpiymnethotioma@ligin-2-one,

-3-f

5-

I

| of 3.

iJ [ -5 | uoréotFQﬁr}*zé[[f i(la)g%l?gﬁ %9‘—'|yiaf% :P(45 mgtl'l)ﬁ%xpel)éz:L 1—y1gacetyl E[-aza%myc?d[?x 1.0)
a,

5a, 6(3)};3)3&11{6(3(1%)1&13: st-ylpmmpmaﬂmylomywa@dudm flynathyl CRR Baigtble; 6- cyano- 3-
azabi cycl Hf -yl ] in-5-yl]-3-fluorophenyl) - 2- oxooxazol i di n-5-
yl met hyl ]k gPQ 3§4 [g-r[f l @X 6rcy€r§(-3R5hJa§1cP/qlo%32L({]quan—é’ -yllpyridin-5-yl]phenyi]-2-

a, 5a, 6(3) ) di n- 2-y]) carbonyl ] - 3- azabi cycl o[ 3. 1. 0]
hexan- 6- fﬁ%&?@gﬁnﬁgm h%f? - P%Ig%r%g%henyl ] - 2- oxooxazol i di n-5-yl nmethyl ]-1, 2, 3-t

ri azol e, 1-{BEIB¢ FR)[;Z Bl fpsbal, 686 (cyam- HlnabBySP B3-Jh¢xas564Rpytidin-5-yl]phenyl]-2-
-t-but oxycaho ond n-S[ %{héﬁ%pygg %oleF%xzdeyl ) car bonyl ] - 6-

cyano- 3- aza i CyC hexan- ]pyr di n-5-yl]-3-fluorophenyl]-2-oxooxazo
l'i di n-5- yL[am)ny[M][e [ o5 0363 Bt - Bthldblcyc]o[3 1.0Jhexan-6- yl]pyndm 5-yl)phenyl}-2-

-[5(R) - 30%4%%%%&%X 5§nyﬁ[ 323-maz(¥16 Q%f )&é(ZS 4R) - 4- hydr oxypyrrolidin-2-yl)ca

rbonyl]
. 0 hexan- cmlsl[m{nl dial® 'n%[@ﬂ(ﬂcggnof-j -HbRRASNY d1hadaf¥0Mpesd@hisdinm &- yl met hyl ] -1, 2

3 t I-[5

a, 5ar I6[ g)zd(}) %[O(Pt‘?’SI}Z?S‘)X°I"3cZ°’Ef£I¥'8)&’ %hy?ﬁzmﬁzﬂforopyrrol i di n-2-yl)carbonylj - 6-
| 2-

oY A 3, AR Ui MRS b RYEL T feib ey Tt gRpeay] ] - 2- oxooxazo

6(3) - 6- c;daﬂmr@ha{y(](zzo@omphmnﬁ+ylmmh>d]oy2 Pdazoledi-pride,y 1) car bonyl ) - 3

- azabi cycll

(3. 1. 0] e aRIS WS sy Siabisy g SlbrrnSIpyasinSallds 5 1 et hyl | -

1, 2, 3-t r iddfhokaphenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole S S- d!OMdC

-1 5( R - %0[%&)[3 NEL [&l[aaSS%. 6%() %)cyano 3. BLSt 9)(%?0?{54?1‘%2 n- -yl) (Staza l'llct;y%i(o)(fﬁafonyl ) am no-3-

zabi cycl

a
[1321301 hesssedn=-Gy 1 pytipineS-di-B-faoyblienl-Llonosaphimin yindedgrpnx aaedzod] n- 5-yl met hy]] -
tri

1-[5(R) - éa[f &516321@[[%]{%}055& PR AN gebievsiobh? A epar By 2t oRYsE Y2823 | pyri di n-5

- yij - 3- T LughQpbenydihexdn-6-yllpyridin-5-yl}-3-Nluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-
triazole,
1-{5(R)-3-{4-[2-[(1at,50,63)-6-cyano-3-(pyTidin-2-yl)-3-azabicyclof3.1.0Thexan-6-ylJpyridin-5-yi]-3-
fluorophenyl}-2-oxooxazolidin-5-ylmethyll-1,2,3-triazole,
5(R)-3-[4-[2-[(1a,50,6P)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl]pyndin-5-yl]-
3,5-diflucrophenyl}-5-{N-(t-butoxycarbonyl)-N-(isoxazol-3-yI)]aminomethyloxazolidin-2-one,
5(R)-3-[4-[2-[(1a,5a,6B)-6-cyano-3-azabicyclo[3.1.0}hexan-6-yl]pyridin-5-y1}-3,5-difluorophenyl}-
5-[N-(isoxazol-3-yl)]laminomethyloxazolidin-2-one,
1-[5(R)-3-[4-[2-[(1a,5a,68)-6-cyano-3~(thiatriazol-2-yl)-3-azabicyclo[3.1.0]hexan-6-yl}pyridin-5-
yl1]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,

24



oxooxazol idin-5-y]nethylj-1,2,3-triazo] e dihydrochloride,
1-[5(R)-3-[4-[2-[(1 a,5

a, 6(3)-3-acet oxyacet y] - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5-y)]-3
- fl uor opheMOROBO§5E®xazol i di n-5-ylmethyl]-1,2,3-triazole, 20 WO

2005/ 005398 19 June 2006 19 June 2006
1-[5(R)-3-[4-[2-[ (1a, 5a, 60) - 6- cyano- 3- hydr oxyacet yl - 3-azabi cycl o[ 3. 1. 0] hexan
-6-yl]pyridin-5-y1}-3-

fl uorophenyl 1:2x oki dins 5: vl e | 1-1.2. 3-trjiazol.e, =

N[ 5( sl)o _3- f/lﬂjﬁ(é)-'?‘?‘f)‘@@‘;‘f’%‘(’g??ﬁ?@l‘ﬂ’tﬁ%’%‘}?&'rﬁﬁ’ o -'%Z-ah%‘ﬁ%ﬁé9&‘?&%'%’9‘&?%‘?5‘?%. 0) h

exan- 6- yl ] pyJ-3-@lusrophenyl)-2-oxooxazolidin-5-yhmethyljthioacetamide, _

Y e boxan ST R SO ERF R bRty B Y b o Sy Y GRpRRfs) !

N- I[ ;3( g) ]; |3 [cﬂmbﬁaz{ﬂ(d}nasgﬁmeﬁiﬁﬁﬁhi&csﬁﬁm; 3-azabicycl o[ 3. 1. 0] hexan-6-y1] pyridin-5

- - 3-fl uorophen - 2-

oioox azol i dﬂﬁip(S)-%)fﬁL}K%]5a,éQ}-3zi~b¢femcvb%9~é+cgmoo}ombz)rycio[édroﬂiuxm%-dlépmdin_-&_

N S i Fabblino Qb SHRNGEuR ARk GED. 1 OF hexan-6-yITpyri din-5

oxE)oz(a)zoI i E:ti)myeﬁ-rnyr(ﬁ(S)wﬂd-[z-Z(jla;SdLGﬁBJBamomyﬁdaﬂmhﬁp&'icf}e);o-l-aﬁzebﬁdyensﬁm.@je,

N[5(S)-3-[4-[2-[(1 a,5a, 6(i):3 . :

LUt by e B AP op iR et BipF bR

yl:!ar gg;;ﬁfé‘gmﬁwﬂ” Br20RXEZ R & B -6vt yiRb YA abicde1df Hi .bj%?ﬁ@@%@]p%&iﬁpﬁyﬁ) -

N- I[ )5( g) f |3 [%hp?pb?zw)};&p@p@)az@hdiyeﬁmkﬁ{l@dhlﬁiocgrbm{a@, 1. 0] hexan-6-yl ] pyridin-5

- -3-fluorgphenyl]-2- .. .

oioox azol i a‘?rﬁ’?%'-???‘ﬂ% 50 (st OBt PRI PR S o B S FRR s3I PB IS L Aog s thereof.

N-[5(S)-3-[4-[2-[(1 a, 5a, 6(3)-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, 2-di fl uorocyc) opropane) - 1- car boxam de,

O nethyl -N-[5(S)-3-(4-(2-[ (I

a, ba, 6%/3) - 3[ t ( b?.lt ox3(/ca$ boEn(/I - 6-cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yi] -

pyri di n-5-ylj-3-fluorophenyl]-2-oxooxazol i di n-5-yl nmet hyl ] car banat e,

Omethyl -N-[5(S)-3-[4-(2-((i (x,5a, 6(3)-6-cyano-3-azabicycl o[ 3.

| . 0Jhexan- 6-yl ridin-5-yl]-3-

fl uor o)p;henyl %’ ]Zngloolxazol |yd} n-5-yl net hyl ] car banat e,

é_— [ 5(5R) I 3- %4-5[ 2-[(1la, 5(x, 6(i)-3, 6-di cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri
in-5-ylj-3,5-
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| or ophenyl ] - 2- oxooxazol i di n-5-yl nmethyl ]-1, 2, 3-tri azol e,

R -3-[4-[2-[(1a, 5a, 6[ i) - 6-cyano- 3- net hyl - 3-azabi cycl of 3. 1. O]hexan 6-yl]
in-5-yl)-3, 5-

o]

f
[
yr n-

i f rophéﬁ@ﬁ?mﬂmﬁﬁﬁoxazol|d|n 5-ylnethyl]-1,2,3-triazol e,
[5(R)-3-[3-fluoro-4-[2-[ (I (x, 5a, 63) - 6- hydr oxynet hy! - k9 Juaei 2806 o[ 3. 1. 0) hex
yl-] pyridi n-5- yl]phenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole,

R) -

3-f
z

u
(
di
u
(

n-

(

[4-]2-[(1la, 5a, 6(3)-6-cyano- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
o QRBIE Bt dctsZor XN AR Ao a1 iR lof Ihc %retsénll' HvExitibn ancludle mammals,

= ' _primates, man, and other a ma]s In vitro antibacterial activi rcdlctlv:%of in vivo actini Lla'[uéhef 0]

di
1-
p
d
1- 3-
a p
1- 3-
- I
ol e
E] % §I [tﬂe I:LI%tIoglI'x 554ré(ad§r(1 tcx%a Io pﬂ%ﬂﬂﬁﬁfe @X}Ixth 5 @;I?%Te a&gﬁﬁ
flu
(R - |3
2
) - 3
I
u

y
t

|
5
[

|

5
6-
5
]-

I a
5
a

3-fl I

5(R)-3-[ QI‘QQI‘I <1 SRAOAE el e PapipIonY bl eI IRGPRE ucrlabbd D6 Bepive

] - 3- f | ucapephEViRE A -a2d erosomore? mifdctions- 5- ylnethyl] 4-fluoro-1, 2, 3- triazole

M ?20

[5(R) -

T(an- 6]: Iy ] pgomrﬁdum Swith a phannaceut:i:alléa acceptab]le camﬁr Examples of such carriers are set forthl below.
- 3- or en 2- oxpooxazol i di n-5 met ro-1,2,.3-triazol e,.

Y iR L ST o 3 B 45 P1van Aooaet oh B RURE B, 1 TP HERAHES of 1M SgRersiom. 5

-yl ]-3-fl uorey we]adﬁmnwamsazﬂhbgldﬂnﬁansl ﬂSB&IMIphnépifI lind@re € inklude:3tdplchlRy, @8y

L-[5(R)-3- [4 reIngga?ly ymjec ion (m lIwet:noI:IéI; 8rxmgt?r£§sgu ar]%I perazin-l-yl)acetyl-6-cya

[
|
'
[
X
]-
[
|

e
1
y
1 005/ 0053983

1-
h
y
I
1 L PP A el s oy in pprotsenisa corposiat by B Oty 1
e

no- 3- azam

] . O hexan- GCMIlﬁdQM%hﬁfdhéedlIo]a Sprefered oReBY idliveryOmep»a aaipk@l in niy 46RO Yorh-id, 2

, 3-t |
1 [5I I?? Zg [ewr{uéeS{ T dn saulgifess - eoniipsivo - The priseieblsi spmpogitignsc By |2k aelpforpy 2] 3

. 0) hexan- QzpehdiBys!, sdhidns, or emulsions in oily or aqueous vehmles and may comam vanous formulating
5 yI] 3-f 1 uor ophenyl | - 2- oxooxazol i di n-=5-y 5 -triaz

di hydr ochl R&eHE, Altgmfg‘(eh) I}g_at:mue[lggrfzfélpnt may be m pow er (lyophlhzcd or non lyophxhzed) form
(x, 6[3) -fr Féé@l%gm%oﬂ”é@tiﬂé e Io?[ié’iwlamlh'?ﬁ( @.ﬂfaﬁ]’eWc%:I:lIa' QPR eNs Y Whared- i 1HREQPIQen

sI? 2 oxooxazol i di n-5-yl ne 3-triazol e,
1-[5(R) - 3- [WSI[I('TISa‘IGeGaE‘FB)S fﬂJl@}’i}IaIrF@mBﬂ{Cﬂ Qb esterilfi yatpr, wlwa@émthesnam%mdy[ 3
- 1. G hexan- &g yhdapM o1 dbintramuscular injections. Also, various buffering agents, preservatives and the like

can be included.
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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5-yi)-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,

1-[5(R) -3-[4-[2-[ (Il a, 5a, 613) - 6-cyano- 3- (pyrrolidin- I-yl)acetyl 3-azabi cycl of
3. 1. g hexan- 6-

yl ] pyri di n- 3¥§RG05®03398i0r ophenyl ] - 2- oxooxazol i di n-5-yl et hyl ]-1, 2, 3-tri azol e,
1-[5 (R -3-[4-[2-[ (I 19Jhne2006

a, 5a, 6(3)-6- cyano- 3-(4-di met hyl am nopi peridi n-1-yl)acetyl - 3-azabi cycl o

[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylnethyl]-
I ,2,3-triazo

2. 5a. o1 3) - SECEE THOREE OB EBORY My e icn . B SERRA P e grhsther
azabi cycl ofiiguib. 6] sk aompriselfqy abait 10- 05°/oydo)as31;ﬁfﬁlabbmt(ﬂ99@hﬁﬂhy|c}cic23f@yd)®otx&2mhg di
n- 5-

| et hyl -t
) 60 5) | b hiEoE oS R e Ribabs Prefeuad SRS Peing Fam AP 0 ternt fp
hgx?n 6- y: |aByiti s o 2b)it) 99395 of bhdier mﬂeaybﬂherzar@mmwgwhl &4l fRoge- JsciBEd Ykrkm], 2
razol e,

a, 5a, 6[ 3) - ear%fgfa%?@"{a(oe%‘)zfﬁy ﬁoqﬁ%éo@@gﬂwﬁ%mm Wiibseperpbwneapisin frgm ghout 125 mg

azabi cycl o[i3 z80195 b?@rﬂhe@ywofnwﬁIc@h@m&gmzo%démw cfowemfa@fagmskdm%emampkﬂ di
n-5-ylnmethyl)-1,2 triazo ydrochlori de, | 1( 4
a, 5(x, 6[ 3) _gnfr@( 25 predyrable to employ dosage amounts in the range of from about 250 rng to 1000 mg and

-t-but OXYC%FH?Wﬁouﬂdex%f @WWrSré)J)f Ak Brer ﬂt%fbﬁ&b@gﬁﬁgg«sa ﬁerem referably ﬁ'om about 250
cyano- 3- azabi cycl o[ 3 hexan-6-yl ] pyridin-5-yl]-3 Fuoro enyl | - 2- oxoo

xazol i di n- 308 tniopy 1900 n]g zhugaa[qn;eaaj Gidemisprapey, F{)e_tgnt[dgs{gg v[n(l Iypxcally mc]udc the pure
a, 5a, 6[ 3) - %o%é‘«%%nf}%)enﬂ: \Latg%)%&? ﬂlbﬂxnt}{é To4‘mfclfl'.5c¥0%)é Sﬂo@ldlﬂdﬂn{lngedyd‘.n) %11139 NYidg 6-

cyano- 3-azabi cycl o[ 3 0] hexan-6-yl ] pyridin-5-y | 'uor ophenyl |- 2- oxoo0
xazol i di n- szaybde]mnwnzlrgimdnszwe 22 WO 20051005398 19 June 2006 1-]

§§/|R% i g_ [ 4- [ﬁic[uwe(:ﬁ(an%%sc%)ga Ee@en(f Xl@@ﬂc%ﬂés(a(lgéaéh%f néatfnglé%léagﬂ’l ’fn%c'tlgﬁ iy a%nzbﬁkr)iaﬁﬂ‘r bo
azabi cycl o[m@ed opuebXeeat@Eny Ldmpyisingi adnBnisteringdtossadi Memwelofhh etpjhid composiosm ot di
n-5-yl met h%lm]ohx:l‘t’e%feéfvctl&tr@a% Qzlifi'nfection.
Oxazolidinones have been known at times to cause side effects such as sideroblastic anemia,
peripheral sensory neuropathy, optic neuropathy, seizures, thrombocytopenia, cheilosis, seborrheic
dermatitis, hypo-regenerative 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 oxazolidinones
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 1o 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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-[5(R) -3-[4-[2-[ (!

a, 63) - 6- t - but oxycar bonyl ani no- 3-t hi abi cycl o[ 3. 1. Qlhexan- 6-yl ] pyri di n-5-yl
3-fluoro oxooxazol idin-5-ylmethyl]-1,2,3-triazol e,

5(R) - 3- [W%‘y"r%’?%*’

a, 60) - 6- am no- 3-t hi abi cycl o(3. 1. O] hexan- 6-yl ] pyri di A95June 2006
-fluoropheny]]-2- oxooxazol idin-5-ylmethyl]-1,2,3-triazole,
-[5(R)-3-[4-[2-[()

a, 6( 3) - BrdmyBbOpeKEALRABNS, AHINQbS el aahgml eﬁ%dﬁmﬁ}m%zgash @ffé@tﬂf@&iﬁxbghnoﬁ y

| uor ophenyl] - 2- oxooxazol i di n-5-yl methyl J-1, 2, 3" triazole S-oxid
3 Y@DPQBP(Q%PaS@fﬁ[Wd@féﬂ#no 3-thi abl cycl 0[3 1. 0] hexan- 6-yl ] pyr| di n-

f@f ﬁg&_ﬁfa%ldea%f BXANAGH Fehdd B Y MBRLNYE kedring b dréVeRERY GaziditoHE:
Sssocidvedt hypy-oageisoativk amnﬁerlﬁegahbhbticwcﬂnta[@ ddnhikesiagantef e fysanmiodnmess- y

, )
- 3-fluo e 0Xx0 zol yl]-1,2,3-triazole S, S-dioxide,

[ 5( 3- r%%[’iﬁﬁ%d%%hc %?”é"’"‘e% Q' b‘ﬁe fgl cycl of 3 1. 0] hexan- 6-yl ] pyri di n-
-yl J f | suiii aqpktenydpget 2f thixxnoesasn Ireldesrtea -ryd iRt df\ttedudy &, PedentigZink@rial infection
S-di

Ba, 62“3? 7836a%mi%iﬁﬁ%é%&{f%é):g]vs«;[a%{ﬁ]ﬁﬂtoqu_cpﬂlpgﬁd é))g éqrgr.lgl and an effective amount of one or

] hexan- Sl df e grolipisefeciet ]fronBth5-g€Hup consisting of vitamin B2, vitamin B6, vitaimin B12 and

0

uor ophen 2- oxooxazol i di I methyl]-1,2,3-triazol e,

[ (R) 3- H?Lf“?d["(alpé“g{‘%”?ff q‘e%”gtm no- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin
| ] - 3, 5Thépréferiar mahaie pt idnam@emmaml: kMinitd 20ibaeidhy idctulie draBaridipeAedal,@.g.,

( 5 ;n316v 3”%’%‘3’{’ }(%Ibgfﬁg axgﬂai]rg 1% ectgmtforxt?rﬁa(t)e ysg ?hratt)g@{llt g@ageoco%lptngésag) tlhg ]g:clu(t)ll:a:?ly

! uOémh&rwﬂohm?ofequmoh@bﬁnﬁo%bm@gdbmdnple therdof. I 1 azol e S-oxi de,
3- 4[2[(Ia )-6-am thlablcﬁ%‘tﬁlohexan6yl]pr|d|n-

, 5-Féfi aﬁvkﬁo?%h%ﬁf} mglkz o hePKESEH BFIaBnA g 10, 2pout [0pQ mig perperson

f
) -
3
€, ofthec clo opyl containin oxazohdmone antibacterial compound and about 250 mg, to about 1000

R -3-[4-] Fx 5a, 6[3)-6-t- butoxycarbontyl am no- 3-thiabicyclo[3.1.Q he
y
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4-12-[(la, 5a, 63) - 3-t - but oxycar bonyl - 6- cyano- 3-azabi cycl o[ 3. 1. 0] hexan

he
di
(
]-
|
(
6-
di f
(
u
| ri efigansnsg Tlose of about 500 mg each of the cyclopropy! containing oxazohdmone and the other

(0]
3-
Ip

m’\_"

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. T he following examples
further illustrate details for the preparation of compounds of the present invention. Those skilled ip

the art will readily understand that known variations of the conditions and processes-of the following
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3, 5-di fl uorophenyl ]-5-[ (i soxazol - 3-yl ) oxy] net hyl oxazol i di n- 2- one, 23 WO
2005/ 005398 19 June 2006

5(R)-3-[4-]j 2-[(1a, 5a, 6] 3) - 6-cyan- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]
-3, 5-di fl uwoptsgsdps 5-[ (i soxazol - 3- yI ) oxy] net hyl oxazol i di n-2- one,
|-[5(R)-3-(4-[2-[ (] a, 5a, 6(3) - 6- cyano- 3- (4- nethylplperdﬁJ@ﬁegﬂﬂécetyl 3-azab
i cycl o[ 3.1.0)

hexan- 6-yl ) pyridi n-5-yl]-3-fl uorophenyl)-2-oxooxazolidin-5-ylmethyl]-1, 2, 3-t
riazol . . .

1- [ 5( R) 3-PEPFYIVE (ProSeouss §7)Pegused AR oPTSRAhithhicRYRIBES o . 1BY HESSEH- BYSHiPhy Al di n
- 5- yI ] phenginperdnure@ xRax azpdes deliubultIBiHd e rbicd, 3-t ri azol e,
1-[5(R)-3-[4-[2-[(l a, 5(x, 6(3)-6-cya o-3-t i abi cycl o[ 3. 1. 0) hexan-6-yl ] pyridin
-5-yl ] phenyl)-2- oxooxazol idi n-5- -1,2,3-triazol e S oxide,

1-[5(R) -3-[ 4- [2 B(Ia,S(x,G[S)-6-cyano;3 thlablcyclo[3 1. O]hexan 6-yl]pyridin
-5-yl ] phenyl ) Z242/oxooxazol i di n-5-yl ey y)IS] -1,2,3-triazole S,'S {Bi-8xi de, 1-[5

a, 5(X, 6[ 3) /Bg.qyano- 3-t hisapitcycl o[ 3.
di fl uorop eq¥f{ f i
[NHa, 5a, 6 3) - 6cy03m\32§§yc|o[310)h 6=y ) Byri di n-

1-[5(R)-3-M-][ 2

5-yl)-3, 5- uorophenyl] - oxooxaz®l i di n= | methyl )-1,2 riaz

S- oxi de, (Ry (Ry), (Rq),

1-[5(R) - 3-[ 4- [2 [(Ia, 5a, 6(3) 6- cyano- 3-t hi afPcycl of 3. 1. 0] hexan- 6- yl Fpyri di n-
5-yl)-3,5- difluoropheny)]-2-oxooxazo)idin-5-ylnmethyl]-1,2,3-triazole
S, S-di oxi de, fﬁeps
1-[5(R)-3-[4-[2-[(1a, 5a, 6(3)-6-cyano- 3- (1, 3-di acet oxypr opan-2-yl ) - 3-azabi cyc
| of

hex 3%— I

ePapps\y! )itar bon
HAr b

Ptgé%ophenyl] 2- 0XQQX4a ON (n 5-
(R4)r R (R4)r

5

o[ 3.1.0]
exan-6-yl ] pyridin-5-yl]-3-fluor phenyl]-("lBEFxooxazoIidin-?-ylmetlgR
,2,3-triazol e, Q

| -[5(R)-3-[4-[2-[ (] a, 5a, 6[3) - 3° &I@,%)R,b,zabﬁ\cyclo[Z 2.1)

yl - 6- cyano- 3- HAr b R
azabi cycl o[ 3. 1. 0] hexan-6-yl ) pyri di n- 5-
ylmethyl)-1,2,3- triazole,

3 R3
(Rab)s
HAr a Br

(Rav)s (Rack

- (Rag)s

X Ar or
HAr a Aror j)]\
(Rac)y \—S
R

( 4)r R3

The compounds of the present invention can be prepared according to Scheme I, 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
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1-[5(R-3-[4-[2-[(!a, 5a, 6)-6-cyano-3-(pyridin-2-yl)-3-azabicycl o[ 3. 1. 0) hexan
-6-yl]pyridin-5-yl]-3-

fl uorophenyl ) - 2- oxooxazol i din-5-ylmethyl]-1, 2, 3-triazol e,
5(R) - 3- [ 4- WV B{%°40848 6( 3) - 3-t - but oxycar bonyl - 6- cyano- 3- azabi cycl o( 3. 1. 0] hexa
n-6-yl]pyridin-5-yl]- 19 June 2006

3, 5-di fl uorophenyl)-5-[ N-(t-butoxycarbonyl)-N(isoxazol -3-y])]am nonet hyl oxa
zol i di n- 2- one,

5(R) - 3- 14- tLa?t \[s( cons‘?frbg gs tﬁECX%npon a?o]lﬁ%nl&o[exa e[(g)]h{}]xrt eT mgf&’a&J %gtézs for %eyl]

-3, 5-di fl uoropheén (|soxazo mho oxaz

| -[5(R) - 3- ;(répafaﬁofn (o}‘ ¢mn;5mndi;[ &) thé peyan vantich HTledse siaRa) mahy bt w3H acadidy m)drﬁsm&l& 1.
0] hexan- 6 | ]

VT30 aoles SRR PiRs0ms f G Confiens and PYErsssRfite fplonine preparzifedrocssiuian be

2005/ 005398¢d % prepire 2808ompounds of the present invention. All temperatures are in degrees Ce]sms
N-[5(S) - 3- [4 [2-[(la, 5a, 6(i)-3-t-butoxycarbonyl - 6-cyano-3-azabi cyclo[3.1.0]h

exan- 6- y| ]'BY&sH eﬁ"ﬁ'“’?e“ﬂﬂ]j 3-f 1 uor ophenyl ] - 2- oxooxazol i di n-5

-yl met hyl ] t hi oaget@im 1dGronbhit S({rsﬁété'birﬂmﬁt?\: Lﬁf]nes ar converted to thc corre?pondmg 5-
(x, 5a, 6(3)-6-cyano- 3-azabi cycl o] 3. 1. 0] hexan-6 K]lﬁ | uoropheny
€8

| ]-2- oxoowdrayededidmopeshytrhginqds megé@@mmthm cp n the zlmn-Tyﬁl%:/al conditions include
N-[5(9) - 3- chrahgn bt h@ aind b aSpdn LRI GRT BRBYAe & SR8 We3e AeBnEXE cBbamabe 01

5?? r]36f ?/u]ow Phis Ingq_n]d_ezmmmwb}a|swhble5trymgrw¢n§qc)l inwtyth lithewra dishiom t-butoxide or the
0[ ge} hyl - We%@t%@reﬁ}mﬁgzmﬁéd Guendhel (A e TeqRhOYNERNIBAMAL: & ¥R BafreAA AR T Y ©!
pyri di n 5-gsiet.- Bpén (rawrioph emly Iphr Zeabsro oivea hpdroxgimmetindgardidinghd tihicbteaebaltaws] be

O net hyl : .

(x, 6[ 3) - 6'\%50%12): %aclznggk%]e% fn]tfxg l?ﬂ'(jif F‘n )€ Tequi uisjte af)jlellgtif)lpirrcxlalynb_ef)c_agﬂy]zgd at the discretion of
3-f1 uor ophhny*qenﬁmmbzxanmhbml|0|ﬁslﬁsaylermgah3cl dr tikorgaydyr beaesedng, that dikewise r number of
enanti OMET i L&LI? &Iygagg%ﬁ QH&%} Bg %Eﬁl%r hgal | AR tsf’%:gll.eM%%logér ip %gﬁlétago 9L

prodrug t here Juné
noted that if step 1 is performed using an R-glyc'.dyl ester then the resulting 5-hydroxymethyl

oxazolidinone will the S-configuration while performance of step 1 with an S-glycidyl ester will
result in a S5-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
hzlogen 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 to 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 a ppropriate P d(IT) c atalyst such as [ bis-
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Suitabl e subjects for the adm nistration of the fornulation of the present

i nvention include mammal s, prinmates, man, and other animals. In vitro
antibacterial activity is predictive of in vivo activity when the

conposi t i ongoanes/edsgni stered to a mammal infected with a susce tible
bacterial organism Using standard susceptibility t estl® Jume2086posi ti ons of
the invention are determned to be active against MRSA and enterococcal
infections. The conpounds of the invention are formul ated in pharmaceuti cal
conp05|t|ons by conbi ni ng conpounds. wi.th a pharmaceutically acceptable
carrier. ﬁ‘ﬁ’bqﬂwhwh@alfﬁ“&%ﬂeﬂ palldivgylh d’§E‘P“%F’FWY‘BE? glprdeTREpieh ApBEHbs

be enpl oyed jdnidxpnder or crystalline form in liquid solution, or in
suspension. They may be adm nistered by a variety of neans; t hose of
principal inter e%lwi Aescrbrs ther eouplingl af yhe BAHPY SR )tmednnoacrs it zsuitgdl JAr(ar AR on
Ot avenOUshtoffs bObIARISE ALY hcastRTPON ELRSmLOk, LORGEH] O B LLELLE
route of delivery, may be In unit dosage Tes ,

mul ti dose covgimgndy sthlsTrséﬂicdu mctﬂablaet oa)nqm@rzcﬂ ohys arepelledikon $Q)clsp6k:ws nslclasas
suspensi on il aqueo hi cl es

cont ai n varﬁ?rg%’g t?éheﬁﬂﬁh?s Ins%a&“r#n@) grpr%l ‘ef“\:/ee’f0 2% ]ﬁa%] “adtt \/S‘é‘%l fater, eqlér% }
may be in poemdene (d yoplkiel aomdurmls 1cn'0he bry:sqnhlﬂvexzte:d) Suhsanjuenft mhemeai@msﬂfc»rnm:onsn
at the tlne f dellv ch.as st

i ectabl o wlimBEe I Fisk Rttt HaPe it bt it reaii p e B gl
wat er, sal idegribed anddelreatet 8y X & dbbecilficqishd, e.g., peanut oil for

the i ke R hEP Gt Bitet ot eomiion it G LM IRe P farat n o 7

carriers such as hydrophobic or hydrophilic bases to form ointments,
creans, | ot #2 aqueous, ol eagi nous or alcoholic liquids to form paints
or in dry | uen to formpowders. Oral conpositions nay take such forns
as tablets,~caPsyl@s, oral suspensions and oral solutions. The oral
conpositio may uti | | ze carriers such as conventional fornulating agents,
and may incl ud ust ai ned rel ease properties as well as rapid delivery
forms. The dgﬁ e tﬁ be adm ni stered depends to a | arge extent upon. the

SI f

condition an t he subj ect
§e

(LA
Ay
L&'\]"N'}l\l

\=/
1-[5(R)-3-[4-[4-[(1a,5a,6[3)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-y1]-3-
fluorophenyl]phenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole.

The mixture of 1-[5(R)-3-[4-(4,4,5,5-tetramethyl-1,3,2-dioxaboroly))phenyl}-2-oxooxazolidin-5-
yimethyl}-1,2,3-triazole (20.0 mg), 1-bromo-4-[{1a,5a,63)-3-t-butoxycarbonyl-6-cyano-3-
azabicyclo[3.1.0Jhexan-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 ethy! acetate and washed with saturated sodium
hydrogencarbonate solution. The organic extracts were washed with brine, dried over anhydrous
magnesium sulfate, and then concentrated in vacuo. 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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being treated, the route and frequency of adm nistration, the sensitivity of
t he pathogen to the particular conpound sel ected, the virul ence of the
i nfection ag&)? hg factors. Such matters, however, are left to the routine
di scretion %’%ﬁ |C|an according to principles of treatnent well known
in the anti'Battetial” arts. Another factor influencing 19fyne2086 dosage
regimen, apart fromthe nature of the infection and peculiar identity of
the individual being treated, is the nolecular weight of the conpound. 26
WO 2005/ 005398 19 June 2006 The novel antibiotic conpositions of this
i nventi on FBMXEAB faeCiHel N 8vH ntalcdd b452pé 3; fakrat, her.234lli quid or sol i d,
conprise fromabout 0.01%to as high as about 99% of the cycl opropyl
containing Xgﬁﬁ%_:%dlnone conmpounds di scussed herein, the preferred range
bei ng from about 60% and from about 1%to about 99.99% of one or more of
ot her antlblotﬂﬁﬁ such as those discussed herein, preferably from about 40%
to about 90%NTthe conposition will generally contain fromabout 125 ng to
about 3.0 8 ',e cycl opropyl containing oxazolidi none conpounds di scussed
herein; ho , 1n general, it is preferable to enpl oy dosage anounts in
t he range @fc A~gbout 250 ng to 1000 ng and from about 200ng to about 5 g
of the other an otics discussed herein; preferably fromabout 250 ng to
about 1000 ngF~l eralpadm ni stration, the unit dosage will typically
i nclude the pure conpound yggsterlle water solution or in the formof a
sol ubl e powder intended f | uti on, which can be adjusted to neutral pH
and isotonic. The inventio escfibed herein also includes a nmethod of
treating a bacteria) infecti 8 mammal in need of such treatnent
conprising admnistering to saldgﬁhnnal t he cl ai ned conp05|t|on in an
anmount effectlvg[to treat i nfectjon, Oxazolidingones have heen known at
i

times to chi¥B)- ﬁé“-&é%%é‘&@ %GW%H%?*B\@P%F Aeren-Codiiiioronbeny Jphray dr-
sensory negfdpabidin-50MhitBylPeR3apAbltHydsRhbtE€S, thronbocyt openi a, cheil osis,

seborrhei CTo a solution of 1-[5(R)-3-[4-{4-[(1a,50,6P)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-
6-y1}-3-fluorophenyijphenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (316 mg) in

dichloromethane-methanol (10:1) solution (2.5 mlL) 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 Cy,HFNO, (MH™): ealed, 445.1788; found, 445.1765.

EXAMPLE 3
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dermatitis, hypo-regenerative anem a, negal obl astic anem a or nornocytic
anem a. The conpounds of the invention nay be conbined with an effective
anount of one or nore vitamns to prevent or reduce the occurrence of
oxazol i di nowe mssos®t ed side effects in patients. The vitam ns that can be
conbined are vitamin B2, vitanmin B6, vitainmn B12 and 181June20® The
vitam ns may be adm nistered with the oxazolidi nones as separate
conpositions or the vitam ns and oxazolidimones nay be present in the sane
conposition. Thus another aspect of this invention is a nethod of treating

or prevent i1qgme)rs-pxmﬁhi,s@i,amna_:m&@@m@?ﬁ@lcﬂnag-&ﬁﬁi@ﬁo[b.y.omﬁa}ntls'-ﬂg;%hﬂg- an
of a and a

effective amount of the qgxazoljdingne structural Tornul n

ef fective éfﬁglﬂﬁ‘i‘ﬁ’”@f‘”‘BP?@z?ohd‘ i ‘P’k"%“fy?]\?]i’%’%\‘r‘i‘i’%‘ﬂB-Z, vitamin B6, vitainmn B12 and
f o: i ¢ aci d Tife @mppaid ?@2.3 i) RS repded Rt 1—[3“(R§-Gr[hl(l4%ﬂ,|5§5t_@l%ﬁet}%ﬂ—l:GIILS_ i nvgnt ion
relates to a _nethod .o eating,qr pr.ev i oxazol i di ngne- _assocj at e

nor mocyct i SOXAREY é’qwnﬂféé?b‘??étf‘%]lg@éﬂg%lﬁlfe\?‘%'ég%é'ﬁ’éf ?/(2193“5 rﬁ“ﬂis'gfoé‘?‘?'%g an

ef fective [@orfunB)aft-buidxprarton2s-tyana 3 padbieicf3 Nojpead-hpyeohe (1Y9tmgnothber
aspect of this invention.,rela %E{[ﬁ met hod of treating or preventing
oxazol i di néHE: TAEE0E dacfc 8‘“‘?"550 aﬁ‘c anem a, peripheral sensory

neur opat hy MOEAR) meuf28adHy., sei zures, 27 WD 2005/ 005398 19 June 2006
thronbocyt QRgH! ”%lju | l-0%i a@gﬁ_:{ge rdei td, bl y adm ni stering an
effective am)u%?Fo %Jict%?ﬁ‘?qﬁoB '%R%’as??é%?gl%r}ﬂﬁ’ege%‘zﬁﬁgr eof . Still another
aspect of this invention relates to a nethod of treating or preventing
oxazol i di né@AMEBEEéCci at ed hypo-regenerative anem a, negal obl astic anem a by
adm ni stering jgan effective anount of vitamn B 12 and folic acid to a

patient in neagd thereof. Still another aspect of this invention relates to a
met hod of tr&atpng or preventing bacteria] infection by admnistering an
ef fective aftognt*ief a conpound of fornmula | and an effective anpbunt of one
Or ‘l, N .
SN
0

Ay

%N&JN
1-[5(R)-3-{4-[2-[(1a,5a,68)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-ylpyridin-5-yllphenyl]-2-
oxooxazolidin-5-ylmethyl}-1,2,3-triazole.
To a solution of 1-[5(R)-3-[4-[2-[(1a,5¢,6(B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-
6-yl]pyridin-5-yi]phenyl]-2-oxooxazolidin-5-yImethyl]-1,2,3-triazole (209 mg) in dichloromethane-
methanol {10:1) solution (1.7 mL) was added a solution of hydrogen chloride in dioxane (4M, 1.7
mlL), 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-methano! (10:1) solution. The organic extracts were dried over anhydrous

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

methano! = 10:1) of the residue gave title compound 5 (134 mg).
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nore of the group selected fromthe group consisting of vitamn.B2, vitamn
B6, vitaimn B12 and folic acid to a patient in need thereof. The preferred
nmet hods of ini stration of the clainmed conpositions include oral and
parenteral,"’agr%'[ﬂ“f()%‘”:’rgg infusion, i.v. bolus and i.m injection formnulated
so that a ufiif dosage conprises a therapeutically effb2June 26unt of each
active conmponent or sonme submultiple 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 opr opykxaamsiad 1l ng oxazol i di none anti bacterial conpound and about 250
ng, to about 1000 ng per person of the other antibiotic(s) given one to
four tinmes dai @CWS preferred. Mre specifically, for mld infections a
dose of abou O ng two or three tinmes daily of the cycl opropyl containing
oxazol i di ngy Nt bacterial conpound and about 250 ng two or three tines
daily of the he antibiotic is recommended. For noderate infections

agai nst hi gig ptible gram positive organisnms a dose of about 500 ny
each of the cycligp .._cont ai ni ng oxazol i di none and the other antibiotics,
three or four ti ‘ |sOreconnended For severe, life-threatening

i nfecti ons agai nst at the upper limts of sensitivity to the

antibiotic, a dose of abouﬁtﬁi: 2000 ng each of the cycl opropyl-containing

oxazol i di none conmpound and e other antibiotics, three to four tinmes daily
may be recommended. For chil Q, ~4& dose of about 5-25 ng/kg of body wei ght
given 2, 3, or 4 tines per day i referred; a dose of 10 ng/kg is

b par ed’ aba T 1 07 ¢e BT SR Bt SaeBr RGBT bt B SeheRL R dener a
exanpl es, useongeodifiproaymethyd-1ded-tenicdd Bydreahibridee further exenplified by the

fot ! owi g $85Shldy P1ASR) S5 ThGo OmONNa LLUBLEALSS (e FaRLES, or e

not, howeveér, s consi der ed
as the i nveﬂpheoyi] 2 pheoxpasllidond-Hpedw Bl eaiazdla (28R arg) i dickleromedantemethansl €1811) t he

preparati OQolgtflon39 FRAYRAS a&gedta@@uﬁ%nqg?l%ro%c%\é%hhpﬂ did3RS@NEKES | BfatioRc, thbie art

wi Il readily understand that known variations of the condi'tions and
processes FRXS v 6?’]‘"’6%’356 ipypcuo. Treatment of the residue with ethanol gave title compound 3
(292 mg). :

MS (EI') m/z: 428 (M") (as free base).
HRMS (ET") for C53H2,N-O, (M™): caled, 428.1835; found, 428.1848.

EXAMPLE 6

XO \N((J

A
“&N.Nm
\=

1-[5(R)-3-[4-{4-[(1a,50,6(3)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]Jhexan-6-y1}-3-
fluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole.
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WO 2005/ 005398 19 June 2006 preparative procedures can be used to prepare

t he conpounds of the present invention. All tenperatures are in degrees
Cel sius unl ess otherwi se noted. Schene | (54a)s (R4a)s (R4)r NH2 step 1
(R4)r HOI step 3 (R4c)r R3 The conpounds of the present invention can be
prepared acdVParngoi3es Scheme |, using appropriate materials, and are
further exenpl-ified by the following specific exanpl es. 19 ene 2086ounds
illustrated in the exanples are not, however, to be construed as formng the
only genus 29 WD 2005/005398 19 June 2006 that is considered as the
invention. The follow ng exanples further illustrate details for the

pr epar at i orTteftitle corprund § wa pleparedofr@s ehi(R)-A:\ 2dlubomM-(4fhH Seetakkthlled3.2n the art

brocesees. dfoRRESH BRI 2iA8la AN bSO Rlok B0 SRR AP IEE o
t he conpounds:,bx.68)3et-pregearbonyhé-eyrnp-drazabidiclol b santf-8$- 3 dluerobenzehed t be mg)
Cel sius  un| 833,81 REAW $€1RMES for EXAMPLE 1.

MS (FAB™) m/z; 563 (MH™).

HRMS (FAB™) for CyoHoF,NgO, (MH™): caled, 563.2218; found, 563.2222.

EXAMPLE 7

H HCI
N

‘s,

NC

0O

F N J(O
L'(‘N'N*N
B

1-{5(R)-3-{4-[4-[(10,50,6(3)-6-Cyano-3-azabicyclof3.1.0Thexan-6-y1}-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,5a,603)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclof3.}.0]hexan-6-yl]-3-fluorophenyl]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl}-
1,2,3-triazole (273 mg) in the same manner as described for EXAMPLE 2.

MS (EI") m/z: 462 (M") (as free base).
HRMS (EIM) for CyHy0F:NgO, (M™): caled, 462.1616; found, 462.1631.
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In step 1 aromatic or heteroaromatic am nes are converted to the
correspondi ng 5- hydroxyoxazolidi nones by nethods well known to t hose
skilled in the art. Typical conditions include acylation of the amine with
a benzyl oxy\i"é’rzﬂgﬂ%“%hl oride to afford the correspondi ng carbamate which is
t hen deprot'onated with a suitable strong base such n-bd®yJumé 2006m |ithium

t-butoxide or the Ilike and the resulting anion quenched with the requisite
gl ycidyl butyrate or other suitable glycidyl ester. Upon workup and
purificati g dr oxynet hyl oxazol i dinone is obtained. It will be

recogni zed to oné skilled in the art that the requisite acylation nmay be
catal yzed
or gani ¢ or A"hor
agents can be

i scretion of the experinenter by a nunber of suitable
ani ¢ bases and that |ikew se a nunber of suitable acylating
saged for the performance of step 1. Mreover it should

al so be not at if step 1 is performed using an R-glycidyl ester then
the resultin ydroxynmet hyl oxazolidinone will the S-configuration while
performance qjc*step {ywth an S-glycidyl ester will result in a

5- hydr oxymet hyl oxazd] i di none with the R-configuration. In step 2 the
aromatic ring i s haroge #d ugi ng a suitable el ectrophilic hal ogenating
agent undaer appropri al gondf{ti ons. An exanple of such a hal ogenati ong

agent is iodine monochl orfdeN"b one skilled in the art will be quick to
recogni ze that other hal ogené&i.c.g ents could be used. One will recognize
that if the desired halogen is OGN de, then an iodinating agent will be:

used but if anot her haI ogen i s desided, then an appropriate haI ogenati ng
agent will nee These are well known to those o

ordinary s Ikﬂﬂ@‘r"ﬂ“l[%gl%sﬁ 6%)5{5 dPutpxycaERopy ey 2perd-2zausyelobht- pl’iﬁ?‘aﬁfﬁ X*Wé’“‘l’\‘?ér oxyl
group to g bﬁﬁR&o’fﬁﬁb&iyl]tmmhxﬁ%djﬁsgﬂﬁaﬁﬁ]lﬁ3_t§1£h©le8peg' fication. _llt will be
recogni ze e e edur es : re S W va
dependi ng ‘1EF °B’P8‘81>%saaehéﬁ§?ﬁ3 &af prﬁﬁ"t"ffirig :1 %(ﬁ‘g'ﬁﬁé%ﬂ’[ﬁ’éﬁ &g‘ﬁg%‘?e%ﬁﬁl}’ﬂéhg’g‘nd
r ﬁpr esent ?Hioxﬂaordlylﬁxh&f)@]FMdoﬂmhﬁhé )dlxﬁaﬁylgh-bed rtrildddle (20,0 nh%) whd Mrcﬁmz those in
t he speci X Step 4 S est rsion.o

hal oggn to aagul%gg%f?’%mﬁ&%%g?yel%gcryg lcy %@3“@?’5 i ]gyré Igeu ? n@mtﬁe
precur sor ﬁmemmewbssqhmrww to AR or- HAr a. These conditions are

wel | k”O"Vﬁfl @A SRl n the art and include treatnment of the starting

halide wt b| s i hacol at o di boron
S (FAB™) for C3sH;0FN7O, (MH™): caled, 546.2265; found, 546.2247.

EXAMPLE 9

HHCY
N

HIlQﬂﬂH
NCT /N |
W
L
F N o
‘\(_N-Nw
\==/
1-{5(R)-3-[4-[2-[() 0,50,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3-flucrophenyl])-2-
oxooxazolidin-5-ylmethyl]-1,2,3-triazole Hydrochloride.
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or anot her suitable boron precursor i n the presence of a n appropriate P
d(11) catalyst such as [ bis 30 WD 2005/ 005398 19 June 2006

(di phenyl phosphi no) ferrocene] palladium 11 dichl oride nethyl ene chloride
complex or the like and a suitable base. Step 5 describes the coupling of

t he HAr (or WRPH3O8M8Snent with a suitable HAr(or AR)a_ conpo 8nt as detail ed
in the specificaticon . This transformation, conmonly rlg'g‘l'ngég P8 a suzuki
coupling by this skilled in the art is catalyzed by a palladium (0) species
such as tetrakis(triphenyl phosphine)palladium (0) in the presence ao a

sui tabl e base such as alkali netal carbonate to give the conpounds iof the
present i nTeatilormmpSulss®@i®me) ehsamemedd ftormalR B R)-3rbd-[ B 5¢,5¢,68)- 3-t-lonowmarbanyt-hos e

skilled ingt ' r i - f r oad
gonus - des ST EE-brshEART HHRE& iRl ERTY Arc Bl 8RR B R D2
further ded@ri-iezbl¢ ($0¢mahadhd wmewanker ehdesiridletl SwiBXAMBRE R mi ti ng exanpl es.
1-[5(R) - 3- %Wj}&&@w@p) (ag}frgéﬁg@)pxycar bonyl - 6- cyano- 3-azabi cycl o[ 3.1.0] h
.exan- 6-yl ] - 3- N .

f | uor ophenVARMHEMNB) fop CoXlobRNa2AMHH 1 s2lsd, ¢herbtHlyfopnd, 4263733 i azol e.  The

m xt ure of ‘

1- [ 5(R) - 3- [e4-abdprds  S-tetranet hyl -1, 3, 2- di oxabor ol y] ) phenyl ] - 2- oxooxazol i di n
-5- ylmethyl]-1,2,3-triazole (20.0 ng),

| - br onmo- 4- [ e ' 6p) - 3-t - but oxycar bonyl - 6- cyano- 3-

azabi cycl o[-341. O} hexan- 6-yl ] -3-fl uorobenzene (19.7 ng) and

tetrakis(triph phosphi ne) pal l adium (0) (6.2 ng) in dioxane (0.5 nL) and
2M sodi um cani gqsolution (135 p.L) was heated at 80 C for 4 hours. The
mxture was dilued with ethyl acetate and washed with saturated sodi um
hydr ogencar bo¥@t e“@g6It i on. The organic extracts were washed with brine,
dried over anhydr ol pgnesi um sul fate, and then concentrated in vacuo.
Preparative thinflayer rrat raphy (silica, ethyl acetate: acetone =
9:1) of the residue gave i IN %orrpound 1(19.4 mg) Ms (FAB') rn/z:. 545

(MJ).
.

N-[5(S)-3-[4-[4-[(1¢,5a,6])-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl1}-3-
flucrophenyllphenyl]-2-oxooxazolidin-5-ylmethyl]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-ylmethyljacetamide (18.9 mg) and' 1-bromo-4-{(10,50,613)-

3-t-butoxycarbonyl-6-cyano-3-azabicyclof3.1.0)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 C,sH3,FN,Os (MH™): caled, 535.2357; found, 535.2375.
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31 WO 2005/ 005398 19 June 2006 HRMS (FAB') for C, 9H30FN604 (ME'): cal cd,
545.2313; found, 545.2341. 1., nHO N-KONNN ~ '
1-[5(R)-3-[4-[4-[ (Il a, 5a, 63) - 6- Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl | -3-fl uorop
henyl | phenWQ 2095/0¢%%oxazol i di n-5-yl methyl | -1, 2, 3-tri azol e Hydrochloride., To
a sol ution of 19 June 2006
1-[5(R)-3-[4-[4-[(la, 5a, 6(3) -3-t-but oxycar bonyl - 6- cyano- 3-azabi cycl o[ 3.1.0] h
exan-
6-y|]-3-f|g%%RB€§Q¥I)phenyl)-2-oxooxazo|idin-5-y|nethyll-1,2,3-triazole (316
ng) in di 0 t hane- net hanol (10:1) solution (2.5 nL) was added a

sol ution of h¥ddgen chloride in dioxane (4M 2.5 nL) was stirred at room

t enperature 3.5 hours, then concentrated in vacuo. Treatnent with

et hanol of the resi due gave title conpound 2 (236 ng). M5 (FAB) niz: 445

(MH) (as Hp 'Hﬁse). HR-4S (FAB') for C24H22FN6Q2 (MWMH ): cal cd, 445.1788;
found, 445 ﬁ; o WO 2005! 005398 19 June 2006
]-[5(R)-3-P -[2 a, 5a, 6(3) - 3-t - But oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0Jh

exan-6-yl ] pyrgdi hengl ) - 2- oxooxazol i di n-5-yl methyl]-1,2,3-triazol e.

Titl e conpound 3 (22. ) S prepared from

1-[5(R) - 3-[ 4- (4, 4, 5, 5-¥et Mg hyl - 1, 3, 2-

di oxabor ol yl ) phenyl | - 2- oxo zolidin-5-ylnethyll-1,2,3-triazole (20.0 n)
and 5-brono- 2-

N-[5(S)-3-[4-[4-[(1&,50,6()-6-Cyano-3-azabicyclo[3.1 .0]hexan—6-y]]—3-ﬂuorophenyl]phcnyl]—IZ-
oxooxazolidin-5-ylmethyl]acetamide Hydrochloride.

The title compound 11 (281 mg) was prepared from N-[5(8)-3-[4-[4-[(1a,50,6P)-3-t-butoxycarbonyl-
6-cyano-3-azabicyclo[3.1.0Jhexan-6-yl]-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 C3 H,.FNLO; (MH™): caled, 435.1832; found, 435.1821.

EXAMPLE 12
N

Hi |9ﬂ H
N
l

NC” "¢z

.
0

n Ry
<,
O)‘Me

N-[5(8)-3-[4-[2-[(1a,50,63)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-ylJpyridin-5-
yljphenyl]-2-oxooxazolidin-5-ylmethyl}acetamide. ‘
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[ (Ia, 5(x, 6(3)-3-t-butoxycarbonyl - 6-cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ) pyrid
ine (19.7 ng) in the sanme manner as described for EXAMPLE 1. M5 (FAB') m z
528 (MH). HRMS (FAB+) for C2 H3ON/TO4 (M-'): calcd, 528.2359; found,

528. 2352. GwoNodEhossos Al S

1-[5(R) - 3-[4-[ 2-[ (1a, 5a, 6[ 3) - 6- Cyano- 3- azabi cycl o[ 3. 1.1} HuneR086y| | pyri di n- 5
-yl ] phenyl ] -2- oxooxazolidin-5-ylnethyl]-1,2,3-triazole. To a sol ution of
1-[5(R)-3-[4-[2-[(Ia,5a,6[3)-3-t-butoxycarbony|-6-cyano-3-azabicyclo[3.1.0]h
exan- 6-yl]pyridin-5-yl]phenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole
(209 o) i mpdigblanRuRs hene:s n@maax@barédlﬁcr&)q [sgdylat[hqu(s%-%n%émmsa Added a

sol ution of hydrog}en chl oride 1n di oxane S m Xt ur e was

stirred at SiopaPATelEdRlsP-dnosogxazoliging -Gyl lacetmired dhe sigh prgt ThromA- 20468 t er
di lution of Jphgnxk&sddd 1es hb-3ckz88RIoPTES RARE6 8t (0 0md)in BRlshthd Bfhnet i€

m xture wastrradgslto ) w%la ne by t)ﬁe add]l tio fW#p?ﬁE] (SOdI u%%l?\ydrsom "

sol ution. ?ﬁ@”P%%%H? ture was extracted with dichl or onet hane- nethano
(10: 1) sol s m*}l’he STYMH'G. extracts were dried over anhydrous magnesium

sul f at e, d,.i El ash chromat ography (silica,

di chl or ommgﬁkﬁ@?‘ﬁ%ﬁ&?ﬁ@@ ‘iﬁ‘fclé ézf‘@as'i%ﬁg’ Sdgéé“gi tl e compound 5 (134
. 33 WD 2005/ 005398 19 June 2006

1-[5(R) - 3- ﬂ-:é(ﬁ[MP][.E k®, 5a, 6( 3) - 6- Cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri din-5

-yl

yl ] phenyl ] - HHéooxazol idin-5-ylnmethyl]- | ,2,3-triazole Hydrochloride.
~,, N
NCY = l
N
0

-
-,
' )—Me
o)
N-[5(8)-3-[4-{2-[(1o¢,50,6P3)-6-Cyano-3-azabicyclo[3.1.0Thexan-6-yljpyridin-5-yl]phenyl}-2-
oxooxazolidin-5-ylmethylJacetamide Hydrochloride.
The title compound 13 (254 mg) was prepared from N-[5(S)-3-[4-[2-[(1a,50,68)-3-t-butoxycarbonyl-
6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yllphenyl]-2-oxooxazolidin-5-ylmethyl]acetamide
{366 mg) in the same manner as described for EXAMPLE 2.

MS (FAB™) m/z: 418 (MH") (as free base). . |
HRMS (FAB+) for C23H24N503 (MH+) calcd, 41 81879, found, 418.1885.
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To a sol ution of

1-[5(R)-3-[4-[2-[ (| a, 5a, 6] 3) - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5
- yl]phenyl]-2-oxooxazolidin-5-ylmethylj-1,2,3-tri a‘zol e (287 ng) in

_dj chl or oret hane- net hanol” (10: 1) solution (2.5 nL) dde? qutlon of
hydr ogen chl oride in dioxane (4M 168 L) at 0 C, the Q

concentrated in vacuo. Treatnent of the residue wth ethanol gave title.
conpound 5 (292 ng). MS (Er) ?n/z: 428 (M) (as free base). HRVS (Er) for
C23H22N702 (M) : cal cd, 428.1835; found, 428.1848. EXAMPLE 6 0 NA

1-[5(R) - 3- [4 [4 [(la, 5a,6[3)-3-1- Butqmycarbonyl 6--cyano- 3-azabi cyclo[3.1.0]h
exan-6-yl ] - .
quorophenyI] 3-fl uorophenyl]-2- oxooxazolldln 5-ylmethyl]-1,2,3-triazole. 34

WO 2005%%%$§ﬁh June 2006 The title conmpound 6 was prepared from

1-[5(R oro-4-(4,4,5,5-tetranmethyl -1, 3, 2-
di oxabor 39anyl] 2- oxooxazolldln 5- ylnethyl] 1,2, 3- trlazole (20 0 ny)
and 1- br:

[(la, 5a,6J3 t - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yi]-3-flu
orobenzengm 6, mg) in the same manner as described for EXAMPLE 1. MS '
(FAB') nl z: WH ). HRMS (FAB-) for C29H29F2N6O4(MWH ): cal cd, 563.2218;

found, 56N
3- azablcyclo 2 | ]-3-fl uorophenyl]-3- :
fl uor ophenyl J- 2- ox01 .ltﬁin 5-ylmethyl)-1,2,3-triazo)e Fwdrochlorlde
Title conpound 7 (2 S prepared from

1-[5(R)-3-[4-[4-[(1a, 5(x 6( - 3-t - but oxycar bonyl -

1 [5(R) 3-14-[4-[(1(x, 5a, 6(3)-6-Cyano

N-{5(5)-3-{4-[4-[(10,50,6P}-3-+-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]-3-
fluorophenyl]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethylJacetamide.

The title compound 14 (24.9 mg) was prepared from N-[5(S)-3-[3-flucro4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)phenyl]-2-oxooxazolidin-5-yimethyl]acetamide (20.0 mg) and 1-bromo-4-[(1ct,5a,6P)-
3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yl]-3-fluorobenzene (20.2 mg) in the same ‘
manner as described for EXAMPLE 1.

MS (FAB") m/z; 553 (MH").

HRMS (FAB*) for CyH,, F,N,0; (MH"): caled, 553.2263; found, 553.2250.

EXAMPLE 15

H HCI
N

%77

o
~iN!“l

| o)_Me

N-[5(8)-3-[4-[4-[{10,50,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl}-3-fluorophenyl}-3-
fluorophenyl}-2-oxooxazolidin-5-yimethyl]acetamide Hydrochloride.



cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-y1] - 3-fl uorophenyl ]-3-fl uorophenyl ] - 2- oxoox
azolidin-5-ylnmethyl 3- 1,2,3-triazole (273 ng) in the sane nmanner as

descri bed for EXAMPLE 2. M5 (El) mz: 462 (M) (as-free base). HRVMS (Er) for
C24H20F2N6Q2 (M ): cal cd; 462.1616; found, 462.1631. %P WO 38881005398 19
June 2006 0 NAO N, N \--j 19 June
1-[5(R)-3-[4-[2-[(1a, 54, 6[3) 3-t- Butoxycarbonyl 6- cyano- 3-azabi cycl o[ 3.1.0] h
exan-6-yl ] pyridin-5-
yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylnethyl]-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-tetranddhyl -1, 3, 2-

di oxabor ol yl ) phenyl ]'- 2- oxooxazol i di n- 5- ylmethyl]-1,2, 3- triazo]e (20 0 ny)
and 5-brono- 2-

e ?ﬁaﬁ%ﬂé ool SUSTHIN b SRR SN LI B LY
546 (MH §- yw%méo[)? lwﬁwxm&@ﬂweqm ﬂuorqpamydj]-z-@wexaquw -5-f ound

546. 224 Tylmeth lacetamlde (367 mg)

1-[5(R) -.3- Q-3-azabi cycl o[ 3. 1. O] hexan- 6-yl [ pyri din-5
yl]-3- PPH%W ﬁg%§Pﬁ” escy] =5-yl methyl]-1,2,3-triazol e

HydrocthS(El@*)ﬁ:& VB(MBU)S(,&DE&M) 19 June 2006 The title conpound 9 (278 nmg)
wels. pr enakRd (FABYokcLALEING; Mir' Zaikd kb 538,863 433 47 bt oxycar bony -

EXAMPLE 16
>r g

{
gol
NC N |

II ,- -
Ry
b

NH

)-Me
N-[S (S)-3-{4-[2-{(1a,50,6B)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[ 3. 1.0]hexan-6-yl Jpyridin-S-
yi]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]acetamide.
The title compound 16 (354 mg) was prepared from N-[5(8)-3-[3-fluoro-4-(4,4,5,5-tetramethyl-1,3,2-

- dioxaborolyl)phenyl]-2-oxooxazolidin-5-ylmethylJacetamide (350 mg) and 5-bromo-2-f(1e,5a,60)-3-

t-butoxycarbonyl-6-cyano-3-azabicyclo3.1.0Jhexan-6-yl]pyridine (337 mg) in the same manner as
described for EXAMPLE 1.

MS (FAB") m/z: 536 (MH").
HRMS (FAB") for CyHy FN;O5 (MH"): caled, 536.2309; found, 536.2296.



6- cyan- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl]-3-fl uorophenyl]-2-oxooxaz
olidin-5-ylnmethyl)- 1,2, 3-triazole (500 ng) in the same manner as descri bed
for EXAMPLE 2. M5 (FAB') in/z: 446 (MHd) (as free base). HRVG (FAB') for
C23H21FN7Q2( MH ) : cal cd, 446.1741; found, 446.1733. EXAMPLE 10 tO>r 0 NH
}j--Me N-[5(S)-3-[4-[4-[(1 19 June 2006

a, 5a, 6[ 3) - 3-t - But oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] - 3-

fl uorophenyl ] phenyl ] -2-oxoox azolidin-5 -ylnethyl] ac etam de. The title
conmpound 10 %@Egg) was prepared from

N-[5(S) - 3- [ A (AAES 5 t et ramet hyl - 1, 3, 2-

di oxabor ol yl ) phigi§il ] - 2- oxooxazol i di n-5-yl net hyl ] acet anmi de (18.9 ng) and

1- br ono- 4-[ (1 (M. 5a, 6] 3) -

3-t-but oxycar hony!l - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ]-3-fl uor obenzene
(20.0 ng) i A"'tGE $hre “nmanner as described for EXAMPLE 1. MS (FAB) nfz: 535
(MH). HRMVB B)Yer C29H32FN405 (MHO): cal cd, 535.2357; found, 535.2375.

N-[5(S)-3-[4-[4-[T¥a, 54, 9] 3) -§- Cyano- 3- azabi cycl o[ 3. 1. 0) hexan-6-yl )-3-fluoro
1] ig{ 5-yl net hyl ] acet am de Hydrochl ori de.
N

n_
\{
NH

N-[5(8)-3-{4-{2-[(1 o, 50,6B)-6-Cyanc-3-azabicyclo{3.1.0Jhexan-6-yl Jpyridin-5-yi]-3-fluorophenyl}-
2-oxooxazolidin-5-ylmethyllacetamide Hydrochloride.

The title compound 17 (259 mg) was prepared from N-[5(S)-3-[4-[2-[(1a,5a,6p)-3-t-butoxycarbony]-
6-cyano-3-azabicyclo[3.1.0}hexan-6-yljpyridin-5-yllphenyl]}-2-oxooxazolidin-5-ylmethylJacetamide
(400 mg) in the same manner as described for EXAMPLE 2. ‘

MS (FAB") m/z: 436 (MH") (as free base).

HRMS (FAB™) for C;3H.:FN;O; (MH™): caled, 436.1785; found, 436.1776.

EXAMPLE 18

_>_0H :l )
rP A

l\{
NHAC

N-[5(8)-3-[4-[2-{(1 o,501,683)-6-1-Butoxycarbonylamino-3-oxabicyclof3.1.0Jhexan-6-ylpyridin-5-y1}-
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)phenyl}-2-oxooxazolidin-5-ylmethyl}acetamide (67.2 mg) and 5-bromo-2-
[(1a,50,6[B)-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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The title conmpound 11 (281 ng) was prepared from
N-[5(S)-3-[4-[4-[(1a, 5a, 6(3)-3-t-butoxycarbonyl -

6- cyano- 3- azabicyclo[3.1 0) hexan- 6-yl ) - 3-f1 uor ophenyl ] phenyl ] - 2- oxooxazol i di
n-5- vyl net ]acetam de (360 nmg) in the same nmanner as described for EXAMPLE
2. M5 (FAB'%WQS/%@%%# (MH;) (as free base). HRVS (FAB )9j %6H24FN4CB
(MH): calcd, 435.1832; found, 435.1821. NH ~-M 1
N—[5(S)-3-[4-[2-[(1a,5a,6(3)-3-t-ButoxycarbonyI-6-cyano-3-azab|cyclo[3.1.0]h
exan-6-yl ) pyridin-5- yl]phenyl]-2-oxoox azol idin-5 -yl nethyl)acetam de. 38
WO 2005/ 005398 19 June 2006 The title conmpound 12 (20.3 ng) was prepared
from N-[ 58S {BAR Am(z4 520 Bt et r anet hyl - 1, 3, 2-

di oxabor ol z i e (20.0 ng) and
di-oxabor 2%@«9?@@4&% I GRBZQk Y Area; $4h T8E A ¥ AL 3T 4!

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 safeX4Ahel®as described for EXAMPLE 1. M5 (FAB') miz: 518 (MH).
HRMVS ( FAB-) fFr C28H33N505 (MH ): cal ed, 518.2403; found, 518.2412. NH k-Me

O N[5(9)-3 12-[(1
cc, 5a, 6p) - fr.Qatngr 3- azabi cycl o[ 3. 1. 0Jhexan- 6- yI]pyr|d|n 5-yl ] phenyl ] - 2-
oxooxazolldln met hyl ] acet am de Hydrochloride. The title conpound 13 (254
ng) was pr@ﬁhrdw f!onlN—[S(S) 3-[4-[2-[(l a, 5a, 6p)-3-t- butoxycarbonyl
6- cyano- 3- azabi Q 0] hexan- 6-yl ] pyri di n-5-yl ] phenyl ] - 2- oxooxazol i di n-5
-yl met hyl ] acet am de O

N

N-[5(8)-3-[4-{2-[(1,5¢,6B)-6-Amino-3-oxabicyclof3.1.0]hexan-6-ylJpyridin-5-y1}-3-fluorophenyl]-
2-oxooxazolidin-5-ylmethyllacetamide.

To a solution of N-[5(S)-3-[4-[2-[(1a,5¢,6B)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0thexan-6-
ylipyridin-5-y1}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethylJacetamide (52.0 mg) in
dichloromethane (1 mL) was added mifluoroacetic acid (0.5 mL) at ¢ °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 (5:1) solution. The
organic extracts were dned over anhydrous magnesium 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 (ET") m/z: 426 (M.

HRMS (ET') for Co;Hy3FN,O, (M) caled, 426.1703; found, 426.1741.

43



ST S

(366 ng) in the sane manner as described for EXAMPLE 2. M5 (FAB') nmlz: 418
(MH) (as free base). HRVS (FAB') for C23H24N503 (MH ): calcd, 418.1879;
found, 418.1885. 39 19 June 2006 40 NH ,j-Me N-[5(S)-3-[4-[4- [(1

a, 5a, 6p) - 3- VOB YWH3%: bony! - 6cyano- 3- azabi cycl o[ 3. | . 0] hexan- 6-yl ] - 3-

f | uor ophenyl ] - 3-f 1 uor ophenyl ] - 2- oxooxazol i di n- 5-yl met Funeﬂﬂﬂﬁé

title conpound 14 (24.9 ny) was prepared from
N-[5(S)-3-[3-fluoro-4-(4,4,5,5-tetranmethyl -1, 3, 2-

di oxabor olps AMIPER b] 2. oxooxazoi di n-5-yhnet hyl ] acet am de (20.0 ng) and

1- brono-4-[(1a, 5a
3-t-but oxycar bonyl
.2 nmg) in the sa
(ME'). HRVE (FRpBYY
N-[5 (S)-3-[4- M-
a, 5a, 6p) - 6: 0-3- aAabl'ycIo[3 1. 0] hexan-6-yl 1- 3-f | uor ophenyl ] - 3-

f I uor opheny)] - 2o0xooxa -yl et hyl ] acet ami de Hydrochl oride. 19 June
2006 41 The title conpound 29¢ mg) was prepared from
N-[5(S)-3-[4-[4-[ (] a, 5a, B[ 3)<3-N-"b oxycarbonyl-

< cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-y1] - 3-f | uorobenzene( 20
nner as described for EXAMPLE 1. M5 (FAB') mlz: 553
'W*C29H31F2N4C5 (MH): caled, 553.2263; found, 553.2250.

6- cyan- 3-azabi cycl o[ 3. 1. 0) hexan-%6=yI ] - 3-f | uor ophenyl ] - 3-f | uor ophenyl ] - 2- oxoo
xazol i di n- 5- ylnethyl]acetanlde (37 Nin the same nmanner as described for
EXAMPLE 2. MS (FAB') mz: 453 (MN s-ffree base).

1-[5(R)-3-{4-{2-[(1e,50,63)-6-t-Butoxycarbonylamino-3-oxabicyclo[3.1.0)hexan-6-yi]pyridin-5-yl]-
3-fluorophenyl]-2-oxooxazolidin-5-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-
dioxaborolyl)phenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole (65.6 mg) and 5-bromo-2-
[(1&,50,6f3)-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™) for C;7H3FN¢O;s (MH+): caled, 537.2262; found, 537.2276.

EXAMPLE 21
0

Hiis it
., N
|

H2N Yt
™
A
N
’ :‘N
N
=/

1-[5(R)-3-[4-[2-[(1ot,50,6B)-6- Amino-3-oxabicyclo[3.1.0Jhexan-6-yl}pyridin-5-y1]-3-flucrophenyl]-
2-oxooxazohdin-5-ylmethyl]-1,2, 3-triazole.

The title compound 21 (238 mg) was prepared from 1-[5(R)-3-[4-{2-[(1a,50.,6B)-6-1-
butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-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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HRVS (FAB) for C24H23F2NAO3 (IVH ): cal cd, 453.1738; found, 453.1747. | NH
~--Me O :
N[5(S)-3-[4-[2-((Ict,5a, 6(3)-3-t-Butoxycarbonyl -6-cyan-3-azabicyclo[3.1.0]h
exan-6-yl.] pyridin-5- yl]-3-fluorophenyl]-2- oxooxazoli’gi 022 2006 o

'yl methyl ]acetam de. The title conpound 16 (354 ny) g“B?ébared from
N-[5(S)-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 nmet hyl ] acet ani de (350 ng) and

5- brono-2-[ (Il cc, 5a, 6(i)-3.

t - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-y1] pyridine (337 ng) in
the sane manner as described for EXAMPLE 1. M5 (FAR ) miz: 536 (ME''). HRMS
(FAB') for CuH31FN5C6 (NH ): cal cd, 5362309; found, 536.2296. 19 June 2006
NH i-Me O

N-[5(9) -grivé %ﬁg , ' 1-0[+3¢ | . 0] hexan-6-yl ] pyridin-5
-yl]-3-fluor %ﬁ%ﬁg%%‘ﬁa?g%g)@b I ?ﬁ%%ﬁif‘?&n@ﬁ@gggt am de Hydrochl ori de. _
The titl 0 und 17 (259 ng) was prepared from

N[ 5(S) -BYXMEBZE (14 5a, 6[i)-3-t - but oxycar bony1-

6- cyano- 3- ggabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl ] phenyl ) - 2- oxooxazol i di n-5
-yl et hyl ){acgt am de” (400 ng) in the sane manner as descri bed for EXAMPLE 2.
M5 (FAB)H“Nf#%H 436 (MH) (as free base). HRVB (FAB-) for C23HZOFN503 (IVH ):
cal cd, 43 ~ found, 436.1776. EXAMPLE 18

)—Me

N-[5(S)-3-[4-[2-[(1,50,6B)-6-Cyano-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3-fluoropheny!]-
2-oxooxazolidin-5-ylmethylJacetamide. ‘
The title compound 22 (302 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 (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 (EI') m/z: 436 (M").

- HRMS (BI") for C,;HHFN4O._(M'): calcd, 436.1547; found, 436.1516.

EXAMPLE 23
O

th.-ulH
NC 'l” N |

s
. O
BOW
N,
l\(_N‘ =N

o

™

1-[5(R)-3-[4-[2-[(1&,50.,68)-6-Cyano-3-oxabicyclo[3.1.0]hexan-6-yllpyridin-5-yi]-3-fluorophenyl]-2-
oxooxazolidin-5-yimethyl}-1,2,3-triazole.



NHAC

N-[5(S)-3-[4- [2 [(1a 5a, 6( 3) - 6-t - But oxycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexa
n-6-yl]pyridin- y - 3-fluorophenyl]-2-oxooxazol i di n-5-yl rret hyl ] acet am de.
The title CMGQPH(QO“J?%S(GZ 7 ng) was prepared from
N-[5(S)-3-[3-fluoro-4-(4,4,5,5-tetramethyl - 19 June 2006

I, 3, 2-di oxabor ol yl ) phenyl ) - 2- oxooxazol i di n-5-yl net hyl ] acet am de (67.2 ng)
and 5- br onp- 2-

[ (I a, 5a, 60)-6-1t-butoxycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di ne

(63.1 ) rntrmecomamd Zaarieng) aes gepwed Hon 11(5R)BANRIOR-4-(4, ﬁzsmazr@w 005398

ggl g y ne5ggglgaé%%r(ﬁﬁ@ﬁergl]rﬂ-gmo%&l41Wy)metf_ﬂ%2 @Eﬁ@oﬁe (? m%za[nhl% %g&‘ﬂé) ?( 21/H5)

a, 6p) - 6- Anl(ha53.58k&rBYang Bt eyl halhsrangs- yﬁﬂqw}ﬂc& - rgg)yrp ]hcaamq rawswenw ]-

2- oxooxazohésg,l]&ﬁ%r}gmﬁyt) acetam de, To a solution
of NN[5(S) - 3- F: !%ﬂ‘[‘?'(l S5(X, 6p) 6-t - but oxycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] he
nre

xan-6- yl] ﬂéHf)I uor ophenyl ) - 2- oxooxazol i di n-5-yl met hyl ) acet anm de

(52 0 ny) HRMS’(I—QWPIB@@%HQ@Q@S HM: palvR 34 AR Ofolihd, khpipsggacetic acid (0.5 nl)
0 C the mxture was stirre roomtenperature for 2 hours. After

quenchl ng the reaction by additi on of saturated sodi um hydrogencarbonate
sol ution, ER re was extracted with chl orof orm nethanol (9:1) solution.
The organic extracps were dried over anhydrous magnesi um sul fate, and then
concentrated in vacug. Flash chromatography (NH silica, dich)oronethane :
nmet hanol = 20: BHO h*el resi due gave title conmpound 19 (36.7 ng).

s
val .

NJ{

LC
NHAc

N-[5(8)-3-[4-[2-[(10,5a,6)-6-t-Butoxycarbonylamino-3-oxabicyclof3.1 O]hexan-6~y1]pyndzn—5-
yl]phenyl)-2-oxooxazolidin-5-ylmethyljacetamide.

The title compound 24 (387 mg) was prepared from N-[5(8)-3-[4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)phenyl}-2-oxooxazolidin-5-ylmethyl]acetamide (406 mg) and 5-bromo-2-[(1a,5a,6[3)-
6-t-butoxycarbonylamino-3-oxabicyclo{3.1.0]hexan-6-yllpyridine (400 mg) in the same manner as
descnbed for EXAMPLE 1.

MS (FABR") m/z: 509 (MH"). _

HRMS (FAB") for C;;H33N4Qg (MH™): caicd, 509.2400; found, 509.2384.
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M5 (El) miz: 426 (M). HRMS (ET') for C221423FN4A04 (M): calcd, 426.1703;
found, 426.1741. 43 WD 2005/ 005398 EXAMPLE 20 O 19 June 2006
1-[5(R)-3-[4-[2-[(1(x, 5a, 6(3)-6-t-Butoxycarbonyl am no- 3- oxabi cycl o[ 3. 1. 0) hex
an- 6-yl ] pyr Vg9 A050053p8

3-fl uor ophenyl ] - 2- oxooxazol i di n-5-yl methyl ]-1,2, 3-tri abilune 2006 tit| e
conpound 20 (71.1 ng) was prepared from
1-[5(R)-3-[3-fluoro-4-(4,4,5,5-tetranet hyl -1, 3, 2-

di oxabor ol I} - 2- oxooxazol idin-5-ylnmethyl]-1,2,3-triazole (65.6 ng)
and 5-br OW#WEEZL

[(la, 5a,6[3)-

- but oxycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di ne
(60.0 nmg) in {he/same manner as described for EXAMPLE 1. M5 (FAB') nfz: 537
(MH ). HRVEH! ”YLfor C2, H30FN6O5 (MH ): cal cd, 537.2262; found, 537.2276.

IN-N M. "1 0
1-[5(R) - 3- ['i-rTz-

(14} 5a, 60) - 6- Ari no- 3- oxabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n- 5-
yl]-3-fl uoropheny oxagplidin-5-ylmethyl]-1,2, 3-triazole. The title
conpound 21 (238 np) repgred from1l-[5(R)-3-[4-[2-[(lI(x,5a,6[i)-6-t-
but oxycar bonyl am no- 3- o¥abre o[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3-fl uorophen
yl ]-2-oxooxazol i di n- 5-ylne ]-1,2,3-triazole (433 ng) in the sane nmanner
as described for EXAMPLE 18. &EAB*).nfz: 437 (MN . 44 19 June 2006

O}‘Me

N-[5(5)-3-[4-[2-[(10,50.,68)-6-Amino-3-oxabicyclo[3.1.0Thexan-6-ylJpyridin-5-yljphenyl}-2-
oxooxazolidin-5-ylmethylJacetamide.

The title compound 25 (262 mg) was prepared from N-[5(8)-3-[4-[2-[(1o,50,63)-6--
butoxycarbonylamino-3-oxabicyclo[3.1.0Thexan-6-yl]pyridin-3-yl]phenyl]-2-oxooxazolidin-5-
yimethyl]acetamide (380 mg) in the same manner as described for EXAMPLE 18.

MS (FAB™) m/z: 409 (MH").

HRMS (FAB™) for Cy;HqsN,O, (MH™): caled, 409.1876; found, 409.1838.

EXAMPLE 26
O

19”]—{
Y
7" :

1-[5(R)-3-[4-[2-[(1,5¢,683)-6-t-Butoxycarbonylamine-3-oxabicyclof3.1 .0]hexan—6-y1]p:;/ridin-5-
yilphenyll-2-oxooxazolidin-5-ylmethyl]-1,2,3-mazole.

The title compound 26 (313 mg) was prepared from 1-[5(R)-3-[4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolylphenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-tniazole (418 mg) and 5-bromo-2-
{(1a,5¢,68)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-yljpyridine (400 mg) in the same
manner as described for EXAMPLE 1,
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45 HRVB (FAB') for C22H22FN503 (M—lO cal cd, 437.1737; found, 437.1755. :nH
N-[5(S)-3-[4-(2-((1

a, 5a, 6p) - 6- Cyano- 3- oxabi cycl o(3. 1. 0] hexan- 6-yl ] pyri-din-5-yl]-3-fl uorophenyl ]
- 2-oxooxazol i di n-5-yl met hyl ] acet ami de. The title corTgtlind e%ﬁ)(‘bsoz ng) was

© prepared fromN-(5(S)-3-[3-fluomi-(4,4,5,5-tetranet hy - . '

di oxabor ol yl ) phenyl ] - 2- oxooxazol i di n-5-yl met hyl ] acet ani de (378 ng) and 5
brono-2-[ (I a, 5a, 6p) - 6- cyano- 3- oxabi cycl o( 3. 1. 0] hexan-6-yl-] pyri di ne (337 ny)
in the same manner as described for EXAMPLE 1. M5 (El) mz: 436 (M). HRM5
(Et) for C23H21FN4O4 (M'): cal cd, 436.4$47; found, 436.1516. EXAMPLE 23 0
NAO LiNN 1-[5(R)-3-14-[12-[(1

a, 5a, 60) - 6- QIano 3 oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]- 3- fI uor ophenyl ] .
- 2- oxooxazoli | met hyt)-1,2,3-triazole. WO 20051005398 19 June 2006
The tit| MEEND é g 3 ng) was prepared from

1-[5(R) - $miMB for G UMNH, MAYL & ] 8
di oxabor ol yl )Eﬂm r-zé 3(ﬁ)mxsoéxazol i Idc?’%n%ﬁ;lxnfg&lﬁisll% % ?2 3-triazole (388 ng) and

5 br ono- %Ma 6( 3) - 6- cyano- 3- oxabi cycl o[ 3. 1. 0] hexan 6-y]] pyridine (265
int nner as described for EXAMPLE 1. M5 (FAB) mlz: 447 (MHt).

HRI\/B (FAB' ®or C=3H20FN6CG3 (MH ): cal cd, 447.1581; found, 447.1589. .
'c,’ N

HpN ”
[

N
%N':N
1-{5(R)-3-[4-[2-[(1 &,5c,68)-6-Amino-3-oxabicyclof3.1.0]hexan-6-yl Jpyridin-5-y! Jphenyl}-2-
oxooxazolidin-5-ylmethyl]-1,2,3-triazole.
The title compound 27 (210 mg) was prepared from 1-{5(R)-3-[4-[2-[(1a,50,68)-6-t-
butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-yliphenyl]-2-oxooxazolidin-5-
ylmethyl]-1,2,3-triazole (310 mg) in the same manner as described for EXAMPLE 18.
MS (FAB") m/z: 419 (MH).
HRMS (FAB") for C;3H,3NgO; (MH"): caled, 419.1832; found, 419.1835.

EXAMPLE 28
0
HIIQ«IIH
NC” '
‘ =
N
L&NH

g
N-{5(S)-3-[4-2-[(1a,50,60)-6-Cyano-3-oxabicyclof3.1. O]hexan-G-yl]pyndm-S-yl]phenyl]-Z—
oxooxazolidin-5 -ylmethyl]acctannde



NHAC

N-[5(S)-3-[4-[2-[ (I a, 5a, 60) - 6-t - But oxycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexan
-6-yl]pyridin-5- yl]phenyl]-2-oxooxazolidin-5-ylnmethyl]acetam de. The title
conpound 24WBYPSHKEP98Nvas prepared from

N-[5(S)-3-[4-(4,4,5 5-tetranethyl -1, 3, 2- 19 June 2006

di oxabor ol yl ) phenyl ] - 2- oxooxazol i di n-5-yl net hyl ] acet am de (406 ng) and
5-brono-2-[ (| a, 5(x, 60) -

6-t - but oxycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexan-6-y] ] pyridine (400 ng) in

t he sane nHmrtale campowté 28 (3 Isenk) mas plepahPien N-[SKB-I RPARY, SiherarbdByl {INM:2-) . HRVS
(FAB'") for,. - & N
g oS RN, G bon il B RO RG5O 25821001 60

N-[ 5(S) - 3- §-dyano-3fqxakicBin[ 5] SJhewaniniiyriging kb ime) ¢4 BF Sanle Brnencade®iydd|fpyri di n- 5
-yl ] phenyl 3x2xip9% 00xazoli di n-5 -ylnethyl ] acetanide. The title conpound
25 (262 nmg) was prepared fromN[5(S)-3-[4-[2-[(la, 5(x, 6[3)-6-t-

but oxycar bdyFak)mez31924Bi)cycl of 3. 1. 0] hexan- 6-yl ] pyri di n-5-yl ] phenyl ) - 2- oxo
oxazol i di ngRmMsyERABE D tgﬁgm@}(ﬂm*g%&%,rﬁgb.m@- {igg sa0® Nner as descri bed
for EXAMPLE 18." M5 (FAB*) “in/z: 409 (MH). HRWVS (FAB-) for C22H 5N404 (MVH):
cal cd, 409E)1(§K/£6Pi5f2%und, 409. 1838. EXAMPLE 26 OO0 NAO | NN

o

Hi lvn}-{
N

NC” ez

l

S
A
"LC
N.
1-[5(R)-3-[4-2-[(1a,5 a,GB)-G-Cyano-B-oxabicyclo[3 .1.0}hexan-6-yllpyridin-5-yl]phenyl]-2-
oxooxazolidin-5-ylmethyl]j-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)phenyl]l-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole (419 mg) and 5-bromo-2-
[(1a,50,6()-6-cyano-3-oxabicyclof3.1.0Thexan-6-yl]pyridine (300 mg) in the same manner as
described for EXAMPLE 1.
MS (FAB") m/z: 429 (MH").
HRMS (FAB") for C,3H,;NgO; (MH): caled, 429.1675; found, 429.1677.

EXAMPLE 30
N-N
N
'N /N
Mel = |
A
F NN
N'.
N\;jN

19



N L
1-[5(R)-3-[4-[2-[ (| a, 5a, 63) - 6-t - But oxycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexan
-6-yl ] pyridin-5- 3/_I_ henyl ] - 2- oxooxazol idin-5-ylmethyl)-1,2,3-triazo)e. The
title conpSUMPII¥HEI3 ny) was prepared from

1-[5(R)-3-[4- (4, 4,5, 5-tetramet hyl -1, 3, 2- 19 June 2006

di oxabor ol yl ) phenyl ] - 2- oxooxazol i di n-5-yl nethyl]-1,2,3-triazole (418 ng) and
5- br ono- 2-

[(la,5a, 60)-6-t-butoxycarbonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di ne
(400 ng) iln5{He-Bdrteorowed A bmety!teireedrS-Piraridors-HiARBI E2-0xcod FzokdinFrrime g6 48
M5 (FAB') 1H Z4i22d9 (NWV). HRMS (FAB) for C27H3N6C6 (MH ): cal cd, 519. 2356;
found, 519.2382. 1-] 5&33]-3-[4- [2-[(] a,5a, 6p) - 6- Ari no-3

- oxabi cyclBesie comauak ah(80 §ie) pesArenarrdstop) ]-%Bh%[f]-ﬂgoro#(tm,s,5-tctrarncthyl-1,3,2-
0x00xaz0l i abGol)RhNYbloxdoxdzobail Bare By 13 Hiabbie wifls Bbmo21Q. Mg) was
prepared from 1-%%‘@%) ﬂ% [4-[2-] (Pa, ga, g]a)]:h-é-’t - (?’9%9 2

but oxycar FBAERIZRL: JDBTHedI B30 he GmpRamenasydesped BF FRXAMALEhenyl ) - 2- oxo
oxazol i di nSFABMmelyId MH3E, 3-triazole (310 ng) in the same nanner as

descri bed for E 1 ( FA i;..41 vVH.), _H (FAB') for
022H23NG@W%:T@&&&&QB@?%%%%&ZZM&;(1‘%@;@’. 4281885 (5)-3-[4-[2-[(1

a, 5 (x, 6p)-6-Cyano- 3-oxabi cycl o 3. 1. 0] hexan- 6-yl ] pyri di n-5-yt] phenyl ] - 2-
oxooxazol igavBrghimet hyl ] acet am de. WD 2005/ 005398 19 June 2006 The title
conpound 28 (318 ng) was prepared from

1-[5(R)-3-[3,5-Difluoro-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-yl)pyridine (312 mg), bis(pinacolato)diboron (363
mg), potassium 2-ethylhexanoate (355 mg) and {1,1°-bis(diphenylphosphino)}ferrocene]palladium(II)
dichloride-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-(trifluoromethanesulfonylJoxyphenyl]-2-oxooxazolidin-5-ylmethyl)-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 C,oH,F;NeQO, (MH™): calcd, 440.1395; found, 440.1395.



di oxabor ol yi ) phenyi j - 2- oxooxazol i di n-5-yl net hyl ] acet am de (360 ng) and
5-brono-2-[ (l a, 5a, 6(3)- 6-cyano- 3-oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di ne (265
ng) in the sane manner as described for EXAMPLE 1. M5 (F AB') nmz: 419

(MH ). HRVByOPABSNHosBsr C23H23N404(MH ): cal ed, 419.1719; found, 419.1712. O
1-[5(R) -3-[4-[2-1(1 19 June 2006

a, 5a, 6(3) - 6- Cyano- 3- oxabi cycl o[ 3. 1. J hexan-6-yl ] pyri di n-5-y1] phenyl ] - 2-
oxooxazol idin-5-ylmethyl]-1,2,3-triazole."The title conpound 29 (344 ng) was
prepared fromI-[5(R)-3-[4-(4,4,5,5-tetranethyl -1, 3, 2-

di oxabor ol yl ) phenyl ] - 2- oxooxazol i di n-EXoMB#g2]-1, 2, 3-tri azole (419 ng) and
5-brono-2- [(I|a, 5a, 6p) - 6-cyano- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl j pyri di ne (300
ng) in the ner as described for EXAMPLE 1. M5 (FAB) niz: 429 (MH).
HRVB ( FAB' ) f or 31-121 N603 (MH ): cal cd, 429.1675; found, 429.1677.
EXAMPLE 30 N—!Q' -AV N Me 0O NAO NN N

His: -l F

NG, O

0
i “LJ({

N ~

1-[5(R)-3-[4-[4-{(1 &,501,6)-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-[S(R)-3-[3-fluoro-4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)-
phenyl}-2-ox0oxazolidin-5-ylmethyl]-1,2,3-trazole (260 mg) and 1-bromo-4-{(1¢,50,68)-3-
t-butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0]hexan-6-y1]-3,5-diflucrobenzene (267 mg) in the same
manner as described for EXAMPLE 1.

MS (FAB") m/z: 581 (MH").
HRMS (FAB™) for CssH,FsNgO, (MH): caled, 581.2124; found, 581.2149.

EXAMPLE 33
H HCI
N

H' |9‘"|H F

NC ""/
D OW;
F N/[(

|{

N.
1-[5(R)-3-[4-[4-[(1e,5a,683)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]-3,5-difluorophenyl}-3-
fluorophenyl]-2-oxooxazolidin-S-ylmethyl]-1,2,3-triazole Hydrochloride.



49 WD 2005/ 005398 19 June 2006 1-[5(R)-3- [3 F]

uoro-4-[2-(l-methyltetrazol -5-yl)pyridin-5-yl]phenyl]-2-oxooxazolidin-5-ylnme
thyl]- 1,2,3-triazole. “The title conpound 30 (480 ng) was prepared from
1-[5(R) - 3 [3 fluoro-4-(4,4,5,5-tetramethyl -1, 3, 2-

‘-dloxaborolyl)phenyl] 2- oxooxazolldln 5- ylnethyl] 1, Zlgqy4%339% (500 ngy) and
5- br ono- 2- (1- met hyl tetrazol -5-yl ) pyridi ne (309 ng) in the sanme manner as
descr.j bed for EXAMPLE 1. M5 (FAB') ?n/z: 422 (MH). HRVMS (FAB') for
C19HNFN9O2 (MH ): cal cd, 422.1489; found, 422.1508.
-[5(R)-3-[3,5-Difluoro-4-[2-(I-nethyl etrazol - 5- yl) pyridin-5- yI]phenyI] 2-0
xooxazolidin-5- ylmethyl]-1,2,3-triazol’e. The m xture of

5- bronp- 2- (1-met hyl tetrazol -5-yl ) pyridine (312 ng), bis(pinacol ato)di boron -

(363 ng t assi - et Ihexan

203 - by LSRRI G5 e Sy hEBER R A e Rt 151683t butoxycarbonyl-

di chl ori ganéldchl or omet hane adduct (53.1 nm) in di oxane (13 m-) was stirred

at 80 C fo cen d in To a tlon f the

resul ti ntf® ’%@%ﬂgﬁﬁxﬂléﬂﬂ%gﬁa lﬁ’ﬁ')ytl sue H%"[ ScaBord Yhmthyl?‘

(R) 3- ( 31,33 dtidzble {3 60-1dg) (i the §ahﬂﬁramishianﬁsddlf&cm§m\)mm/mhenyl ) - 2- oxooxazol i di n-5
yl net hy. t , tetrakis(triphenyl phosphi ne)pall adi um

(0) (13§M§6%A§n5m%ﬂ%i@%ﬁh§¥car ate solution (2.9 nL), the m xture was

stirred HRNEHECBh@meJhdUﬂSE@HﬁaswatﬁﬁbhwﬂdymdpwylqwriS|I|ca et hyl

acetate) of the m xture gave title compound 31 (246 ng). M5 (FAB') niz: 440

(MN. HRVB (FAB') for C, 9HI6F2NOC2 (NM): cal cd, 440.1395; found, 440.1395.
50 WO 208MAMBEBE4 19 June 2006 .

>r0\f0

Hll%;?--uH i
NC” Nl F

2
= 0
S
' Lﬂ(—NH
o}—Me

N-[5(8)-3-{4-[2-{(1c,50,6B)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1 .OJhexan-6-yl]pyridin-5-
y1}-3,5difluorophenyl]}-2-oxooxazolidin-5-ylmethyl]acetamide.

Title Compound 34 (15.5 mg) was prepared from N-[5(S)-3-[3, S-dlﬂuoro-A-(mﬂuoromethanc-
sulfonyl)oxyphenyl}-

2-oxooxazolidin-S-ylmethyljacetamide (19.6 mg) and 5-bromo-2-{(1a,50,68)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo[3.1.0Jhexan-6-yllpyridine (20.0 mg) in the same manner as described for
EXAMPLE 31. )

MS (FAB™) m/z: 554 (ME").

HRMS (FAB") for CysH3FaNsOs (MH"): caled, 554.2215; found, 554.2201.

EXAMPLE 35



EXAMPLE 32 N \ - -]

1-[5(R)-3-[4-[4-[ (| a, 5a, 6(3)-3-t-But oxycar bonyl - 6- cyano- 3-azabi cycl o[ 3. 1.0] h
exan-6-yl]-3, 5-

di f 1 uor ophenyl ] - 3-f | uor ophenyl ] - 2- oxooxazol i di n-5-yl met hyl ] -1, 2, 3-tri azol e.

Ti-tl e conpound 32 (362 ng) was prepared from 006
" I-[5(R)-3-[3-fluoro-4-(4,4,5,5-tetranethy)-1, 3, 2- dlgfggoro yp

phenyl ) - 2- oxooxazol i di n- 5- ylnethyl] 1,2,3-triazole (260 ng) and
1-brono-4-[(la,5a,6[i)-3=

t- butoxycarbonyl 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl J- 3, 5-di f | uor obenzene
(267 ng) in the sane . manner as described for EXAMPLE 1. M5 (FAB' ) ni-z: 581
(MH). HRVS (FAB') for C,9HIBF3N6O4 (NPt ): cal cd, 581.2124; found, 581.2149.
O NAONIN=N D 1-[5(R-3-[4-[4-[(1a, 5(x, 6(3)-6-Cyano-.3 '
azabi cycl o[ 3. 1. 0] hexan-6-yl ] -3, 5-di fl uor ophenyl | - 3- :

f 1 uor ophenyHHG - oxooxazol i di n-5-yl methyl ]-1, 2, 3-triazol e Hydrochl oride. ffO

NAON 19 June 2006
HIt el '
NG N 1F
W ’E
)'—Me

N-[5(8)-3-[4-[2- [(lu Sa,6p)- 6«Cyano-3 -azabicyclo[3.1 O]hexan-ﬁ-yl]pyndm-S—yl]-S 5-
d1ﬂuorophenyl]-2-oxooxazohdm S-ylmethyl]acetamide Hydrochloride.
Title Compound 35 (185.mg) was prepared from N-[5(8)-3-[4-[2-[(1a,5a,6B)-3-t-butoxycarbony!-6-
cyano-3-azabicyclo[3.1.0Thexan-6-yl]pyridin-5-y1]-3,5-difluorophenyl}-2-oxooxazolidin-5-
yhuethylJacetamide (235 mg) in the same manner as described for EXAMPLE 2.

MS (FAB') m/z: 454 (MH") (as free base).
HRMS (FAB") for CyyHyFsNsO; (MH): caled, 454.1691,; 454.1651.

EXAMPLE 36
XO?O
N
H"vlm F
NC” ", O
F 0

N-{5(S)-3{4-[4-[(1 &.,50.,6B)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0Thexan-6-y1}-3,5-
difluorophenyl]-3 -ﬂuorophenyl]-2-oxdoxazolidin-S-ylmethyl]acetamidq.

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



52 Title Conmpound 33. (281 ng) was prepared from
1-[5(R)-3-[4-[4-[ (| a, 5a, 6(3)-3-t-but oxycarbonyl -6- cyano-3

azabi cycl o 3.1.Q}h§xan-6-yl]-3,5-difluorophenyl]-S-fIuorophenyl]-2-oxooxazo|
i di n-5-yl mYAyIPL0p9% 3 trjazole (360 ng) in the sane ner descri bed
for EXAVMPLE 2. MS (FAB*) nfz: 481 (MI1') (as free baség?f @&AB4) f or
C24H20F3N6Q2 (M 17: cal cd, 481.1600; found, 481.1598. EXAMPLE 34 NH /j-M
N[5(S)-3-(4-[2-[(1a, 5a, 6(i)-3-t-Butoxycarbonyl -6-cyano-3-azabicycto[3.1.0]h
exan-6-yl ] pyridin-5-

yl ] -3, 5- di 2-bxmxophényjimgthpiasctmice (308 me) Brd hibetnny4-] (4 o Soehfi)-da-butoXydattnyl-6-

Conpound 3% \(“21;5 5 ng) was prepared from
N-[5(S)- 3-f§, -di fluoro-4-(trifluoromethane- sulfonyl)oxyphenyl .
2- ox0oxaz ob-rzhbieydely |1 Hahenyr-p-al & Sadrilderolfeng:ng (hig)mginul the same manner as described for

5- br ono- 2- {EWL?@ 6(3) - 3-t - but oxycar bonyl - 6-
cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridine (20.0 ng) in the sane nmanner as

descri bed MSH{FABRaWPIZ! §MH' VS TAB' miz: 554 (M-11. HRMB (FAB') for

C2sH30F2N5 A RT real ; MPLE 35 19 June
5006 53 NH@_‘_SwAB ) 16 S, F K69, RAED calc@UP 21684038 01 21 A

N-[5(S) - 3- g4abhdie(da, 5(x, 6p) - 6- Cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
-yl]-3,5- H HC
N

Hivr iH F

NC "“’l,
F

NH

O)"—Me
N-[5(8)-3-[4-[4-[(1c,5¢,,6B)-6-Cyano-3-azabicyclof3.1.0]hexan-6-y1]-3,5-difluorophenyl]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyijacetamide Hydrochloride.
Title Compound 37 (251 mg) was prepared from N-[5(S)-3-[4-[4-[(1a,50,6[B)-3-t-butoxycarbonyl-6-
cyano-3-
azabicyelo-[3.1.0Jhexan-6-y1]-3,5-difluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-
yimethyl}acetamide (347 mg) in the same manner as described for EXAMPLE 2.
MS (EI') m/z: 470 (M") (as free base). ‘
HRMS (EI"™) for C;.H; F3NLO; (M™): caled, 470.1566; found, 470.1551.

EXAMPLE 38



di f | uor ophenyl j - 2- oxooxazol i di n-5-yl net hyl ] acet am de Hydrochloride. Title
Compound 35 (185. ng) was prepared from
N-[5(S)-3-[4-[2-[(lcc, 5a, 6p) - 3-t - but oxycar bonyl - 6-

cyano-3-azabL8 ﬁ%ﬁ%S.1.0]hexan-6-y|]pyridin-5-y|]-3,5-dif|uorophenyl)-z-oxoo
xazol idin-3Y § ﬁ??]acetanide (235 ng) in the sanme ridnJwne 280descri bed
for EXAMPLE 2. M5 (FAB) mz: 454 (MN (as free base). HRVS (FAB*) for
C23H22F2N5C3 (MW : cal cd, 454.1691,; 454.1651. NC N-[5(S)-3-[4-[4-[(1

a, 5(x, 6p) - 3-t - But oxycar bonyl - 6- cyan- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] - 3, 5-

di f I uor opheqyl Jo. 3-8l uor ophenyl ] - 2- oxooxazol i di n-5-yl net hyl jacetam de. Title
Conpound 365é§5§ ) was prepared from
N-[5(S)-3-[4-'(4,M.5,5-tetranet hyl -1, 3, 2- di oxaborol yl)-3-fluorophenyl] WO
2005/ 005398 19 Yunk 2006 2-oxooxazolidi n-5-yl methyl]acetam de (300 ng) and
1- brono-4-[ (| B!'5¢X"®] 3) - 3-t - but oxycar bonyl - 6- cyano 3-azabi cycl o[ 3.

1. 0] hexan-6-y o-dlfl uorobenzene (317 ng) in the sanme manner as descri bed
for EXAWPLE 1.” MS(FAR ) mz: 571 (vMH). HRMS (FAB') for C29H30F3N405
(MH): calcd, 571. 2%8Afound, 571.2159. EXAMPLE 37 HHCI NH /--Me O
N-[5(S)-3-[4-[4-[(1(x, 5a, - 6- Eyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl]-3,5-dif
| uor ophenyl ] - 3- F '

N-[5(8)-3-[4-[4-[(1a,5c,6[3)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclof3.1.0Jhexan-6-yljphenyl]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyljacetaimde.

Title Compound 38 (274 mg) was prepared fromN-[5(8)-3-[4-(4,4,5,5-tetramethy!-1,3,2-
dioxaborolyl)-3-fluorophenyl]

-2-oxooxazolidin-5-ylmethyljacetamide (300 mg) and 1-bromo-4-[(1a,5a,63)-3-t-butoxycarbonyl-6-
cyano-

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

HRMS (FAB") for CysH3,FN,Os (MH"): calcd, 535.2357; found, 535.2325.

EXAMPLE 39
H HCI
N
H‘lvllH
NC i-"'fz
'Y 9
1
e A A

N-{5(S)-3-[4-[4-[(1,5a,63)-6-Cyano-3-azabicyclo[3.1.0Jhexan-6-yl}phenyl]-3-fluorophenyl]-2-
oxooxazohdin-5-ylmethyl]acetamide Hydrochloride.

n
th



fl uorophenyl ] - 2- oxooxazol i di n-5-yl met hyl ] acet am de Hydr ochl ori de Ti tle
Compound 37 (251 ng) was prepared from T
N-[5(S)-3-[4-[4-[(ta, 5a, 6(3)-3-t-butoxycarbonyl -6- cyano-3

azabi cycl o+, 8-4aMokegan- 6-yl ] - 3, 5-di fl uorophenyl ] - 3-f | uor ophenyl | - 2- oxooxazo
lidin-5- ylmethyl]acetanide (347 ng) in the same manned9akimke3006 bed for
EXAMPLE 2. M5 (Er) mz: 470 (M (as free base). HRMS (El) for C24H21F3N403
(M): cal cd 470 1566; found, 470.1551. EXAMPLE 38 54 WD 2005/ 005398 19 June
2006 NH -

exan 6. yf’, %ﬁ%ﬁgﬂvét@%’:‘lﬁ%@(ﬂa@ e B B D O it

ac etam oam- Title Corrpound 38 (274 rrg) was prepared

from\-[ 5( 2% 0 -3 .:fluoro nyl
] -2-0x0 O§az OH[‘:&CI(&}? EI’ADQ?S Xan h? ]f%ggl Ig)ﬂu rd ﬁ%g -2 n%)SOQ Jm 52 Il%etﬁyl]acetam:de H}Q
1- br ono- 4-hif)lin tHe(sumé (rB)ned ag delsmboafmmyu B- cyano
3-azabi cy l e (288 ng) in the same nanner as
descri bed%gkﬁﬁ,&gﬂ-jgg&?@mm @ z 535 (MH"). HRMS (FAB') for
C29H32 FN4 OBRMSHF B )dat 613&@3@3@35 : cfleslyAE, 18335021812535 18] FN
EXAMPLE 40
N
H lvﬂlH
NC ‘."'/, F
oW,
NH
}—Me
Q
N-[5(8)-3-[4-[4-[(1a,50,68)-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(8)-3-[3,5-difluoro<4-
{trifluoromethanesulfonyl)oxyphenyl]-
2-oxooxazolidin-5-ylmethyl}acetamide (641 mg) and 1-bromo-4-[(1c,5¢,6B)-3-t-butoxycarbonyl-6-
cyano-
3.azabicyclo[3.1.0)hexan-6-yl]-3-fluorobenzene (700 mg) in the same manner as described for
EXAMPLE 31.

MS (FAB") m/z: 571 (MH").
HRMS (FAB") for CaoH3oF3N,Os (MH™): caled, 571.2168; found, 571.2134.

EXAMPLE 41



O ~NH Q0 -Me
N-[5(S)-3-[4a[4-[(|a,5a,6f3)-6-Cyano-3-azabicycl0[3.1.0]hexan-6-y|]pheny|]-3
-fl uorophenyl j - 2- oxooxazol i di n-5-yl net hyl ] acet am de Hydrochl ori de. 55 WO
20051005398‘;? J4inNBs%Q06 Title Conmpound 39 (212 ng) was prepared from
N-[5(S)-3-[ 4- j‘#(la a, 6p) - 3-t - but oxycar bonyl - 6- cyand9 June 2006

3-azabi cycl o[ 3. 1. 0) hexan- 6-yl ) phenyl ] - 3-f | uor ophenyl | - 2- oxooxazol i di n-5-yl me
thyljacetam de (274 ngy) in the sane manner as described for EXAMPLE 2. M5
(FAB4) mlz: 435 (MH) (as free base). HRVMS (FAB') for C24H24FNAC3 (IVH ):

cal cd, 435. 183K HEiound, 435.1818. NH ~-Me O

N-[5(S)-3-[4- (Ia,5a,6p)-3-t-ButoxycarbonyI-6-cyano-3-azabicyc]o[3.3.0]he
xan- 6-yl) - 3-

f 1 uor ophenyHf* 5*ﬂ|fluorophenyl] 2- oxooxazol i di n-5-yl net hyl ] acet am de.

Titl e Conpo 40 7 was prepared fromN-[5(S)-3-[3,5-difluoro-4-

't

(trifluoronethaned
(641 ng) and 1- hr.ex
3-azabicycl o[ 3. "1. O]hex
as described for AP

oxyphenyl] 2- oxooxazol i di n-5- ylnethyl]acetanlde
5a 6p) 3-t-but oxycarbonyl - 6- cyano
)f -fl uorobenzene (700 ng) in the same manner

N-[5(8)-3-[4-[4-[{1c,50,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-y1}-3-fluorophenyl]-3,5-
difluorophenyl}-2-oxooxazolidin-5-ylmethyllacetamide Hydrochloride.

Title Compound 41 (340 mg) was prepared from N-[5(8)-3-[4-[4-[(1a,5a,6b)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo[3.1.0Thexan-6-y1}-3-fluorophenyl]-3,5-difluorophenyl]-2 -oxooxazolidin-5-
ylmethyllacetamide (420 mg) in the same manner as described for EXAMPLE 2.

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

HRMS (FAB™) for Co,Hp,F;N,O; (MH): calcd, 471.1644; found, 471.1611,

EXAMPLE 42

XO YO

1-[5(R)-3-[4-[4-[(1c,50.,6B)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yl}-3-
fluorophenyl}-3,5-diflucrophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole.

Title Compound 42 (273 mg) was prepared from 1-[5(R)-3-[3,5-difluoro-4-
(trifluoromethanesulfonyloxyphenyl]



M5 (FAB*) mfz: 571 (MW. HRMS (FAB') for C'H30F3NAOC5 (MAJ: cal cd, 571.2168;

found, 571.2134. EXAVMPLE 41 56 WD 2005/005398 19 June 2006 NH /f Me O

N—[5(S) 3-[4-[4-[(!a, 5a, 6J3) - 6- Cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] - 3- quoro

phenyl ] -3, 5- d|fluoro henyl ] - 2- oxooxazol i di n-5-yl met hyl ] acet am de

Hydr ochl or | 80 26p50p3 gbnpound 41 (340 ny) was prepared g pm - 5006

N-[5(S)-3-[4-[4-[ (Il a, 5a, 6b)-3-t-but oxycarbonyl - 6- une

cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] - 3-fl uorophenyl ] -3, 5-di fl uorophenyl]-2-o0

xooxazol i din-5- ylmethyl]acetam de (420 ng) in the same manner as descri bed

for EXAMPLE 2. M5 (FAB') m(z: 471 (MN (as free base). HRVS (FAB') for

Cz 4H22 F3NA403-ok dpiayalidined-planeth 4l 215 dipzolf (hghang) 47411 -b@irp-4-[Dl S0, 6(3)-3-1-

1- [5( R) - ]3 [b%tc[xg,ca[rgdn?l,_éa 60) - 3-t - But oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0) he

xan- 6-

fl uor ophenyi})ﬂms3 -Bzafiicyqleldr] Siteasny -1 3- sosebraeent (680 ﬁlg%%ﬁhﬁqunimzd@ﬂrﬂ?qda&rol e
Title Compoupdr42 (273 ng) was prepared from 1-[5(R)-3-[3, 5-di fluoro-4-

'tl’l f1 uor omet hanesul .fon oxyphenyl) 57 WO 2005/ 005398
( MS (FAB” ) miz: 581 HVH)-T’). yp yh

HRMS (FAB™) for C3gHp,FaNgO4 (MH™): caled, 581.2124; found, 581.2141.

EXAMPLE 43
H HCI
N

H 19-IIH
NC -""//
F

1-[5(R)-3-[4-[4-[(1o,501,603)-6-Cyano-3-azabicyclo[3.1.0Thexan-6-yl]}-3-fluorophenyl]-3,5-
diflucrophenyl}-2-oxooxazohdin-5-ylmethyl}-1,2,3-triazole Hydrochloride.

Title Compound 43 1-{5(R)-3-[4-[4-[(1a,5a,6B)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yi]-3-
fluorophenyl!}-3,5-

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

MS (FAB™) m/z: 481 (MH") (as free base).

HRMS (FAB") for C;.HFsNsO, (MH"): calcd, 481.1600; found, 481.1624.

EXAMPLE 44

th
(=]



19 June 2006 -2-0xooxazo|idin-5-y|nethyl]-1,2,3-triazole (561 ny) and
1-brono-4-[ (Il a, 5a, 6(3)-3-t- butoxycarbonyl -

cyano- 3- azabi cycl o[ 3. 1. Q] hexan-6-yl | - 3- quorobenzene (600 ng) in the sane
manner as described for EXAMPLE 31. M5 (FAB') mz: 581 5 HRVS ( FAB')
far C 9H,sF3Nb04 (M4 ): cal cd, 581.2124; found, 581’ A9siune2f0

| -[5(R)-3-[4-(4-[(1a, 5a, 6(3) - 6- Cyano- 3- azablcyclo[3 1. 0] hexan- 6- yI) 3-fluoro
phenyl ] -3, 5- difluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole
Hydrochl ori'de. Title Conpound 43
1-[5(R)-3-[4-[4-[(la, 5(x, 6(3)-6-cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] - 3-

fl uorophenyl]-3,5 difluorophenyl]-2-oxgpxazolidin-5-ylnethyl]-1,2,3-triazole
hydrochl oride (223 ng) was prepared from (270 ng) in the same manner as
descri bed for EXANPLE 2. M5 (FAB') mz: 481 (MB') (as free base). HRVS
(FAB-) f @0F3N602 (MH ): cal cd, 481.1600; found, 481.1624. EXAMPLE 44
58 - 1935( 06 59 NN,N N

1-[5(R) -3-["4-JN-[ (I a, 5(x, 6(3) -3-t-But oxycar bonyl-6-cyan- 3- azablcyclo[S 1.0]h
exan- 6- yI]RY‘ & 5-
w1
NC "I; /N F
<)

N\
l\tN' <N

g

1-[5®R)-3-[4-{2-[( 1u.,5a,6B)-3-t-Butoxycarbonyl—6-cyano-3-azabicycio[3 .1.0}hexan-6-yl}pyridin-5-
y1]-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-difluoro4-
(trifluoromethanesulfonyl)oxyphenyl)-

2-oxooxazolidin-S-ylmethyl}-1,2,3-triazole (19.6 mg) and 5-bromo-2-[(1a,5a,68)-3-t-
butoxycarbonyl-6- .
cyano-3-azabicyclo[3.1.0Jhexan-6-yllpyridine (20.0 mg) in the same manner as described for
EXAMPLE 31.

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

HRMS (FAB") for CysHzsF2N-0, (MH"): calcd, 564.2171; found, 564.2147.

EXAMPLE 45
H HCl
N
Hi ly-ul}-i.
NC” ",

"I’

£
R

-
e

1-[5(R)-3-[4-[2-](10,50,6P)-6-Cyano-3-azabicyclo[3.1.0fhexan-6-yl]pyridin-5-yl]-3,5-
difluorophenyl]-2-oxocoxazolidin-5-ylmethyl]-1,2,3-triazole Hydrochloride.



yl']-3,5-difluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-hiazole. Title
Conmpound 44 (14.5 ng) was prepared from1l-[5(R)-3-[3,5-difl uoro-4-- ,
(irifluoronmethanesul fonyl)oxyphenyl ]

2- oxooxazol %\fﬂﬂ) %@g? thyl]-1,2,3-triazole (19.6 ng) and

5-brono-2-[(1a, g‘a 6(1)-3-t- butoxycarbonyl -6 19 June 2006

cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridine (20.0 ng) in the sane nanner as
described for EXAMPLE 31. M5 (FAB') mz: -564 (M). HRVS (FAB') for
C2sH2sF2N, 04 (bf): cal cd, 564.2171; found, 564.2147. -61H

1-[5(R) -3-[4-]2-1(1 a,

3) - 6- q/ano-Téiléé%‘JBé"é%}@l“g?%g PPREVEREE §97 FIHREP 4 53-{f14-526t:3-t-butoxycarbonyl-6-

di f | uonphenybio-Rankiopdef2 dlllxan-6-yiipyrelih§-y -3 b-&flBertpheazip @xbbyd o Hylimd gy WO
2005/ 00539 June 06.Title Co 45 { 2 repared from
ISR -3 CATHOr Fezraf) by Sy RaU s 1o ERAMLE 2

cyano- 3- az B (§AB o iz 260[MIE R das-f8ePidepyri di n-5-yl ) -3, 5-di f| uor ophenyl ) - 2- oxo0

xazol i di n- 4 = Lk ) .' manner as

descri bed %WE?&%BEOTZ@%@?&I&WE%%%%P%h’ §°G?%gg?'?ggbase) . FI RVB
(FAB-) for C23H20F2N, 02 (MAN: cal cd, 464.1647; found, 464.1648. N \_ j
1-[5(R) - 3- [y kel £l48. 5@, 6] 3) - 3-t - But oxycar bonyl - 6- cyano- 3-azabi cycl o[ 3. 1. 0] h
A ]1-@- fluorophenyl]-2-oxooxazol idin-5-ylnethyl ]-1,2,3 -tri
azol e. Title \ﬁound 46 (305 ny) was prepared from

1-[5(R) - 3-[ 3- N{o-4-(4,4,5,5-tetranmethyl -1, 3, 2- di oxaboro |yl)phenyl ]

NC "'.“,', C
O
F NN
~
\==/

1-[5(R)-3-[4-[4-[(1 &, 501,6(3)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3. 1.0Jhexan-6-yl]phenyl]-3-
fluorophenyl}-2-oxooxazolidin-5-yhmethyl}-1,2,3-tnazole.
Title Compound 46 (305 mg) was prepared from 1-[5(R)-3-[3-fluoro-4-(4,4,5,5-tetramethyl-1,3,2-

dioxaborolyhphenyl]-
2-oxooxazolidin-5-ylmethyll-1,2,3-triazole (300 mg) and 1-bromo-4-[(1a,5¢,6f3)-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"). ' '
HRMS (FAB") for CagH30FN:O, (MH™): caled, 545.2313; found, 545.2318,

EXAMPLE 47

60



2- oxooxazolidin-5-ylnmethyl]-1,2,3-triazole (300 ng) and

| -bronmo-4-[(la,5(x,6(3)-3-t- butoxycarbonyl -6-cyano

3-azabicyc) o[ 3. 1. 0]'hexan-6-yl ] benzene (281 ng) in the sane manner as

descri bed for EXAMPLE 1. MS (FAB*) mz: 545 (M-1"). HRMS (FAB+) for
C29H30FN604 (W 2dos)opsegl cd, 545.2313; found, 545.2318. EXAMPLE 47 60 WD
2005/005398 0 ~f N "~ O 19 June 2006 19 June 2006

1-[5(R) -3-[4-[4-[(1a, 5a, 6] 3) - 6- Cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] phenyl ] -3
-fl uorophenyfl - 2- oxooxazolidin-5-ylnethyl]-1,2,3-triazole Hydrochl ori de.
Titl e Conpound 47 (265 ng) was prepared from1l-[5(R)-3-[4-[4-[(1

a, 5a, 6[ 3) - 3-t - piHG&kycar bonyl - 6- cyano-3 ,

azabi cycl of 3. hexan- 6-yl ] phenyl ] - 3-fl uorophenyl ] - 2- oxooxazol i di n-5-yl net h
yl]-1,2,3-triazolfe (305 ng) in the same manner as descri bed for EXAVPLE 2.
MS (FAB') mZ'\#B"(MV) (as free base). HRVB (FAB') for C24H22FN602 (MW :

cal ed, 445. 148€; I, 445.1826. EXAMPLE 48 0 O N- N

O

’ff{

N,

il
1-[5(R)-3-[4-[4-[(1t,50:,6[3)-6-Cyano-3-azabicyclo{3.1.0]hexan-6-yllphenyl]-3-fluorophenyl]-2-
oxooxazohdin-S-ylmethyl]-1,2,3-triazole Hydrochloride,

Title Compoungd 47 (265 mg) was prepared from 1-[5(R)-3-[4-[4-[(1a,50,,6[3)-3-t-butoxycarbonyi-6-

cyano-3-

azabicyclof3.1.0]hexan-6-yl]phenyl}-3-flucrophenyl}-2-oxooxazohidin-5-ylmethyl}-1,2,3-mazole
(305 mg) in the same manner as described for EXAMPLE 2.

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

HRMS (FAB"} for C,,H,FNOy(MHE™): caled, 445,1788; found, 445.1826.

EXAMPLE 48

<

,N:N
=t
1-[5¢R)-3-[4-[2-[(1ct,50,6[3)-6-t-Butoxycarbonylarnino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl}-
3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole.

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

2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole (750 mg) and 5-bromo-2-[(1a,5a,6(3)-6-t-

hutoxvearbonvliamino

61



N ~ 1 [5 (R-3-[4-[2-((1 a,5 a,6[i}

[ 3. |.0] hexan-6-yl]pyridin-5-yl 3, 5-di

quorophenyI] 2- oxooxazolidin-5-ylnethyl]-1,2,3-triazole. Title Cowpound 48
(482 my) wasyophepaesd from 1-[5(R)-3-[3, 5-di fl uoro-4-

(trifiuoromethanesul fonyl)oxyphenyl] - 19 June 2006

2- oxooxazol i di n-5-yl nethy]]-1,2,3-triazole (750 ng) and

5-brono-2-[ (I a, 5a, 6[3) 6-t- hut oxvcarbonv)anm no 61 WO 2005/ 005398 19 June
2006 - 3-oxabicyclo[3.].0] hexan-6-yl]pyridine (684 ng) in the same nmanner as

dé?ﬁéb?%ﬂag%%% 5 i B oA i PR el
L;[ggR%ig)p [E&é(fﬁ Q%pr cl o[ 3. 1.0]hexan-6-y|]pyridin 5-yl]-3, 5-

6-t - But oxycar bony) am no- 3- ox ab| cyclo

6
]-

d|fluoropheny oxooxazo d|n 5-ylnethyl]-1,2,3-triazole. To a solution
of (FAB) for C;sHpF2NgOs (MH"): caled, 555. 2167 found, 555.2159,

1-[5(R)-3 [4 [2-](la, 5a, 6] 3)-6-t-butoxycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexa
n-6- yl]pyridine

-5-yl ] -3, GEXMMRId Bphenyl | - 2- oxooxazol i di n-5-yl nethyl]-1,2,3-triazol e (465
nmg) in dichlag thane was added trifluoroacetic acid (4 nL) at room
tenperatureH“' i i

HzN s "

1-[5(R)-3-[4-[2-{(1a,5a,6(B)-6-Amino-3-oxabicyclo[3.1.0Thexan-6-yl ]pyridin-5-y1]-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole.

To a solution of 1-[5(R)-3-[4-[2-[(1a,5¢,6(3)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-
yllpyridine _

-5-y1]-3,5-difluorophenyl}-2-oxooxazolidin-S-ylmethyl]-1,2,3-triazole (465 mg) in dichloromethane
was added trifluoroacetic acid (4 mL) at room temperature, the mixture was stirred at the sarme
temperature for 1 hour and concentrated in vacuo. After addition of aqueous sodium
hydrogencarbonate solution, the mixture was extracted with dichloromethane-methanol (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-[(10,50,6P)-6-amino-3-0xabicyclof3.1.0]Thexan-6-yl]pyridin-5-yi}-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (299 mg).

MS (FAB") m/z: 455 (MH").

HRMS (FAB") for CoH,,F;N6Os (MH™): calcd, 455.1643; found, 455.1649.

EXAMPLE 50
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tenperature for 1 hour and concentrated in vacuo. After addition of aqueous
sodi um hydrogencarbonate solution, the m xture was extracted with

di chl or onet hane- net hanol (10:1). The organic extracts were dried over
anhydr ous 'Wg%&sj/db%ﬁ“'fate’ filtered, and then concentrated in vacuo.

Fl ash chromat'agraphy (NH silica, chloroform nethanol 1 Sun¢ 2006t he resi due
gave | -[5(R)-3-

[4-]2-[(1(x, 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- oxooxazol i di n-5-ylnethyl]-1,2,3-triazole (299 ng). M
(FAB) mz: 455 (WH p, HRMS (FAB) for C22H21F2N603 (MN: cal cd, 455.1643;
found, 455.1649. LE 50 62 WD 2005/005398 19 June 2006 NH i-Me O
N-[5(S)-3-[4-[ 2- f(k7A"%a, 6p) - 6-t - But oxycar bonyl am no- 3- oxabi cycl of 3.

| . 0] hexan- 6-yl rjott )21 _
3,5-difluoro hg) yl] - 2t ox¢goxazgol i di n-5-yl met hyl Jacetam de. Title Conmpound 50
(269 ng) was/ prepared (S)a3-[3,5-difluoro-4-

(trifluoromethanesul fonyl) enyf] -2 oxooxazolidin-5-yl met hyl Jacet am de
(500 ng) and 5-brono-2-[ (H{XBa6 06-t- but oxycar bonyl am no- 3

oxabi cycl o[ 3.1. 0] hexan-6-yl)pyridipe (467 ng) in the same manner as

descri bed for EXAMPLE 31. M5 (Fg\B{LMZ: 545 (WMH). HRMS (FAB' ) for
C27H31F2N406 (MH ): cal cd, 545.2212; Wdund, 545.2224. '-NH

)—Me
' O
N-[5(8)-3-[4-[2-{(10,5c,6B)-6-t-Butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl}-
3 ,5-diﬂuorophcny]]-2-oxooxazc;lidin-5 -yhmethyljacetamide.
Title Compound 50 (269 mg) was prepared from N-[S(S)-3-[3,5—dliﬂuoro-4-
(trifluoromethanesuifonyl)oxyphenyl]-2-

oxooxazolidin-5-ylmethyl]acetamide (500 mg) and 5-bromo-2-{(1a,5¢,68)-6-t-
butoxycarbonylamino-3-

oxabicyclo[3.1.0Jhexan-6-yljpyridine (467 mg) in the same manner as described for EXAMPLE 31.
MS (FAB®) m/z: 545 (MH™).

HRMS (FAB") for C;;H3,FaN,Og (MH"): calcd, 545.2212; found, 545.2224.

EXAMPLE 51
o)

HlIQHIIH
N

HoNY ez | F
=

ho=

e

N-[5(8)-3-[4-[2-[(1 a,50,6[3)-6-Amino-3-oxabicyclof3.1.0]hexan-6-yl}pyndin-5-yl]-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyljacetamide.
Title Compound 51 (278 mg) was prepared from N-[5(8)-3-[4-[2-[(1a,5¢,63)-6-1-

butoxycarbonylamino-3-oxabicyclo-
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,b-Me N-[5(S)-3-[4-[2-[(1

a, 5a, 6p) - 6- Am no- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3, 5-

di f1 uorophenyl) - 2- oxooxazol i di n-5-yl net hyl Jacetam de. Title Conpound 51
(278 ng) was prepared fromN[5(S)-3-[4-[2-[ (] a, 5a, 6p)-6-1-

but oxycar beyloasmoasws3- oxabi cyc) o 63 WD 2005/ 005398 19 June 2006

[ 3.1.0] hexan- 6-yl ] pyridin-5-y]]-3,5-difluorophenyl]-21%luoe2006 di n- 5-yl net h
yl ]acetam de(442 ng) in the same nmanner as described for EXAMPLE 49. M5
(FAB') mz: 445 (MH ). HRVS (FAB-) for C22H33F2N4O4 (MH ): cal cd, 445.1687;
found, 445.1699. NH f-Me O

N- [ 5( S) 313. 4og&xa[n(d ?lp]é&lﬁmﬁi[ﬁ }-38: cﬁwdwph% J@fiﬁmd&xﬂoﬂhﬁ sly:mem;m@faﬁuae*hfz%&gg)di n-

5-yl]-3,5- difluoro -2-0xooxazol i acet am de

Corrpound Wt}stweW@eﬁﬂéﬁbﬂoé’éWHﬁ\ﬁ 5(3) 3-[3, 5-di fl uoro-4-

(trifluor mgﬁmge;‘nw ﬁgr‘()oiﬁ*(j)xyphenyl ] -2 oxooxazolidin-5-yl nmet hyl] acetam de
(600 ng) and 5-brono-2- (#g'f h& 6- cyano- 3- oxabi Ci@er[s 1.0]

hexan- 6- yIW?K%éf 51 Qs MHRE cdledh B4 708 AfPunds 445698 bed for EXAMPLE 31.
MS (FAB') mz: 455 (MH). HRVB (FAB') for C23H21F2N, 04 (MH): cal cd,

455. 1531; g)gmgLE?ES 1505. EXAMPLE 53

o

Hi- i
‘., N

NCY = ' F
o
e
L
O)'—Me

N-[5(8)-3-[4-[2-[(1a,5¢,6)-6-Cyano-3-oxabicyclo]3.1.0Jhexan-6-yljpyridin-5-y1]-3,5-
difluorophenyl]-2-oxooxazolidin-5-ylmethyl)acetamide.

Title Compound 52 (349 mg) was prepared from N-{5(8)-3-[3,5-difluoro-4-
(trifluoromethanesuifonyl)oxyphenyl]}-2-

.

oxooxazolidin-S-ylmethylJacetamide (600 mg) and 5-bromo-2-{(1a,5a,68)-6-cyano-3-
oxabicyclo[3.1.0]-

hexan-6-yl}pyridine (419 mg) in the same manner as described for EX.AMPLE 31

MS (FAB") m/z: 455 (MH").

HRMS (FAB™) for Co3H,, FoaNLO, (MH'): calcd, 455.1531; found, 455.1505.

EXAMPLE 53
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1-[5(R)-3-[4-[2-[(1a, 5a, 6(3) - 6- Cyano- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5
-yl]1-3,5- difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole. Title
Compound 53 é319 was prepared from1-[5(R)-3-[3,5-difluoro-4 (tri

f1 uor onet hah<iiYy ) oxyphenyl ] - 2 oxooxazol i di n- 5- y| 18tJyné 2008, 3-tri azol e
(612 ng) and 5-brono-2-[(1la, 5a, 6(3)-6-cyano-3- oxabicycl o[ 3. 1. 0]

hexan- 6-yl ] pyridine (419 ng) in the same manner as described for EXAVPLE 31.
M5 (FAB') nmlz: 465 (M#4). HRMS (FAB") for C23H39F2N603 (M ): cal cd,

465. 1487; foumgl, 465.1460. ONH i-Me O N[5 (S)-3-[4-[2-[(1

a, 5a, 6(3) - 6- €yanmo- 3-t hi abi cycl o 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3-fluoropheny
|1- 2-oxo0 G n-5-yl net hyl )acetam de. Title Conmpound 54 (1.32 g) was
prepared frompN-(R(S)-3-[4-(4,4,5,5tetranmethyl -1, 3, 2-

di oxabor ol W3- 3471 U

and 5-brono-2 19J 2Q06 0 NA N N

1-[5(R)-3-[4-[2-[(Y o, 5,6B)-6-Cyano-3-oxabicyclof3.1.0]hexan-6-yl jpyridin-5-y1]-3,5-
difluorophenyl}-2-oxooxazolidin-5-yhmethyl}-1,2,3-triazole.

Title Compound 53 (319 mg) was prepared from 1-[5(R)-3-[3,5-difluoro-4-
(triflucromethanesulfonyl)oxyphenyl]-2-

oxooxazolidin-5-ylmethyl]-1,2,3-triazole (612 mg) and 5-bromo-2-[(1a,5¢,6p3)-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: 465 (MB™).

HRMS (FAB™) for Cy3H,oF.N:O; (MH™): calcd, 465.1487; found, 465.1460.

EXAMPLE 54
S

H“v"H
N

NCY iz l
S
3
F !\\I\<i

NH

J—Me

O
N-[5(S)-3-[4-[2-[(1a,51,6[3)-6-Cyano-3-thiabicyclof3.1.0]hexan-6-yljpyridin-5-y1]-3-fluorophenyl]-
2-oxooxazolidin-5-ylmethyilacetamide.

Title Compound 54 {1.32 g) was prepared from N-[5(8)-3-[4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]acetamide (1.51 g} and 5-bromo-2-



65 WD 2005/ 005398 19 June 2006

[(la, 5a, 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') in/z: 453 (MH). HRMS
(FAB") for G3lifdihysBS (MH ): calcd, 453.1397; found, 453.1402. NH b-Me O
N-[5(S)-3-[4-] 2- T/( 1a, 5a, 6(3) - 6- Cyano- 3-t hi abi cycl o[ 3. 1.18 Jaie2006y 1] pyri di n-
5-y]]-3-fluorophenyl]- 2-oxooxazolidin-5-ylnethyl]acetamde S-Oxide. Title
Conmpound 55 (233 ng) was prepared from

N-[5(S)-3-[4-[2-[(]a, 5a, 6[i)-6-cyano- 3-

t hi abi cycl exan [ fluor eny] oxooxazol i di n-5
o1 et byt ] 6B BB TS et MR T e G B E kL
58. M5 ( FARieperittdfor BRAMAUE 1. HRVS (FAB' ) for G3H22FNAO4S (MH ): cal ed,

469. 1346; fragraplmﬁgl%_ 3:;‘35(?\4H"§XANPLE 56 66 WD 2005/005398 19 June 2006 NH

b- Me - ‘

N-[5(S)- 3- [HRMB{]MH*a,f&a:zﬂ-[za-)N46>3£€®&&_ﬂfc):fcalcﬂ,msabB%&dﬁdmﬁ&tsx.l@phexan- 6-yl ] pyridin-
5-yl]-3-fluorophenyl]- 2-oxooxazolidin-5-yl nethyl]acetam de S, S-Di oxide.

EXAMPLE 55
0]
T
'S
Hie -iiH
NC” 1z

O

F N J(O
L(*NH
J—Me
0
N-[5(S)-3-[4-[2-[(1a,50,6[3)-6-Cyano-3-thiabicyclo{3.1.0]hexan-6-yljpyridin-5-yl}-3-fluorophenyl}-
2-oxo0xazolidin-5-ylmethyl]acetamide S-Oxide.
Title Compound 55 (233 mg) was prepared from N-[5(S)-3-[4-[2-[(1a,5¢,6P3)-6-cyano-3-
thiabicyclof[3.1.0Thexan-6-yl]pyridin-5-y1]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide
(294 mg) in the same manner as described for EXAMPLE 58.

MS (FAB™) m/z: 469 (MH").
HRMS (FAB") for C3;H,FNL0,S (MH): caled, 469.1346; found, 469.1359.

EXAMPLE 56
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Titl e Conpound 56 (292 ng) was prepared from

N-[5(S)-3-[4-[2-[ (I a, 5a, 6] 3) - 6- cyano- 3-

t hi abi cycl o[ 3. 1. 0] hexan- 6-yt] pyri di n-5-yl]-3-fl uorophenyl ] - 2- oxooxazol i di n-5
-yl nmethyl ] a (5%¥§ﬂ&5 é317 ng) in the sane manner as described for EXAMPLE
59. MB (FABS‘? 78 HRVB (FAB') for C23H22FNACERIGMEI2006¢cal cd,

485. 1295; found, 485. 1282 O\---i V |

1-[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]-3-fluorophenyl]- 2-oxooxazol idin-5-ylnmethyl]-1,2,3-triazole. Title
Conpoun

und 57 ($46 ny) was prepared froml-[5(R)-3-[3- quoro 4- (4,
4,5,5-tetranmetsyl -1, 3, 2-

di oxabor ol yl ){ph nyI] 2- oxooxazol idin-5-ylnmethyl)-1,2,3-triazole (582 ng) and
5- brono- 2- Hi'kay D8, 6( 3) - 6- cyano- 3-t hi abi cycl o-[ 3. 1. 0] hexan-6-yl) pyri di ne
(422 nmg) in E he manner as described for EXAMPLE 1. 67 WD 2005/ 005398
19 June 200BCF| {(FAB-) for C23H20FN602S (MB'): cal ed, 463.1352; found,
463. 1355. EXAMPLEXSH NH ANN. N ~

1-[5(R)-3-[4-[2-[ (Il a, " i )-®- Cyano- 3-t hi abi cycl o(3.1.0] hexan-6-yl ] pyridin-
5-yl]-3-fl uorophenyl

N-[5(8)-3-[4-[2-[(1a,5a,6P)-6-Cyano-3-thiabicyclo]3.1.0]hexan-6-yljpyridin-5-y1]-3-fluorophenyl]-
2-gxooxazolidin-5-ylmethyl]acetamide S,S-Dioxide.

Title Compound 56 (292 mg) was prepared from N-[5(S)-3-[4-[2-[(1a,5a,68)-6-cyano-3-
thiabicyclo[3.1.0]hexan-6-yi]pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide
(317 mg) in the same manner as described for EXAMPLE 59.

MS (FAB™) m/z: 485 (MH").

HRMS (FAB™) for Co3H,,FNOsS (MH™): calcd, 485.1295; found, 485.1282.

EXAMPLE 57
S

Hieo— i
R N

NC™ =

>

A
F N%O
I-[5(R)-3-[4-[2-[(1c,5¢,63)-6-Cyano- 3-th1ablcyclo[3 1.0]hexan- 6-y]]pyr;dm 5-y1}-3-fluorophenyl}-
2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole.
Title Compound 57 (546 mg) was prepared from 1-[5(R)-3-[3-fluoro-4-{4,4,5,5-tetramethy}-1,3,2-
dioxaborolylyphenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (582 mg) and 5-bromo-2-
[(1a,5¢,6B)-6-cyano-3-thiabicyclo-{3.1.0]hexan-6-yl]pyridine (422 mg) in the same manner as

described for EXAMPLE 1.
H".
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2- oxooxazolidin-5-ylnmethyl]-1,2,3-triazole S-Oxide. To a solution of
1-[5(R)-3-[4-[2-[ (I a, 5a, 6(3)-6-cyano- 3-thi abi cycl o[ 3. 1. J hexan- 6-yl:] pyri-di n-
5-yl]-3- fluorophenyl]-2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole (118 ng)
i n di chl or orwohamesossishanol (5:1, 8 nL) was added a sol ution of
m chl or oper oxybenzoic acid (74.5 ng) in dichloronethanet9 Jghéa2p9e (5: 1, 1
m) at -19 C, the mxture was stirred at O C for 70 m nutes. Flash
chromat ography (NH silica, dichloronethane: tetrahydrofuran = 7:3) of the
m xture gave 1-[5(R)-3-[4-[2-[ (I a, Sa, 65S) -
6- Cyano- 3-t 4 , P I
-3-fl uoroph%?] ﬁ%ﬁgg%o%fgiz%ﬁ] i n- g%léﬁ%d il }@5 5&1&5 Jrﬁi3a]2%"(’) e S-oxide (11)

. M5 (FAB') mz: 479 (MHd). HRMVS (FAB') for C23H20FN6S (MH ): cal cd,
479.1302; foundpr ¢4R. 1306. 68 WO 2005/ 005398 19 June 2006
1-[5(R-3-[4-[g8-[ (I a, 5a, 60) - 6- Cyano-3-thi abicycl o] 3. 1. 0] hexan-6-yl ] pyridin-5
-ylj-3-fluoropthenyl]- 2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole
S, S-Di oxi de. AoNa sol ution of
1-[5(R) - 3- [4n L2404l (X, 5a, 6(3) - 6-cyano-3-thiabicycl o[ 3.1.0] hexan-6-yl]pyridin
-5-yl]-3- fludyophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (254 np)
i n di chl or o8 h&fe-yet hanol  (5:1, 14 nL) was added a soI ution of
m chl or oper oxybelzo acid (438 ng) in dichloronethane- nethanol (5:1, 2.0
m) at 0 C, the m'xtu irred at roomtenperature for 1.25 hours.
After addition of e oxybenzoic acid (146 ng) in
di chl or onet hane- net hanol :1,00.7 nL) to the mxture, the m xture was
stirred at roomtenperature r 2Nhours Fl ash chromat ography (NH silica,
di chl or onet hane: t et r ahydr of ur d-n¢ 2V 1) of the m xture gave
1-[5(R)-3-j4-[2-[ (I a, 5a, 6p) - 6-Cy

tc: ﬁglt ﬁgﬂ 01%(%&1%) A} [‘rix{gl'& ﬁxéé@l@é%ng'sﬁgéb égcllo[g}'lfo }'ré%rP@?%{d% %ﬂ& 49%&?& Ln-5

2-oxooxazohdm S-ylmethyl] 1,2,3-mmazole S-Oxide
To a solution of 1-[5(R)-3-[4-[2-[(1a,50,6B)-6-cyano-3-thiabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-3-

fluorophenyl]-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-[(}a,50,60)-
6-cyano-3-thiabicyclof{3.1.0Thexan-6-yl]-pyridin-5-yl]
-3-fluorophenyl}j-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole S-oxide (111 mg).

MS (FAB") m/z: 479 (MH™).

HRMS (FAB") for C;3HaoFN¢O,S (MH): caled, 479.1302; found, 479.1306.

EXAMPLE 59
0. .0
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HRVS (FAB' ) for C23H20FN604S (MH ): cal cd, 495.1251; found, 495.1256.
4-[5(R)-3-[4-[2-[(.1

a, ba, 6(3) - 3-t - But oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. I . 0j hexan-6-yl ] pyridin-5
- yl]-3 -fl 2- oxooxazolidin-5-ylmethyl]-1,2,4-triazole. Title
Conpound GOW(ES%%/%?%’?A was prepared from 19 June 2006

5(S)-am nonethyl -3-[4-[2-[(]la,5a,6(3)-3-1-

but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl)-3-fl uorop
henyl Joxazol idin-2- one (700 ng) in the sane manner as described for EXAMPLE
83. Rf value (TLC): 0.26 (dichloronethane: nethanol = 10:1). EXAMPLE 61 69 WO
200510053981- R@R}M@[@ﬁ@ma 68)-6-Cyano-3-thiabicyclo[3.1. O]hexan-6-yl]pyndm 5-yl}-3-fluorophenyl}-

4-[5(R) - 3- [ﬁc&&xLz(o%am%aylﬁ;E%}nﬁ 2@’%9&35%@9&&6’“ o[ 3. 1. 0] hexan- 6 yl]pyrl din-5

-yl)-3-fluorophenyl]-2-" 0x00 xazol i di n-5- L124tr|a
Hydr ochl or i B2 sofpttone! &dsBorndrid- (5 1(1¢.3%.68)- ﬁgya%@st peepaeldd Hhesan- - yllpyridin-5-yl]-3-

4-[5(R) - 3- [ﬁu&@ph%ﬂl%Z-éﬁoo@Q)ohamIS'ﬁh‘l‘é@%ﬁﬂqqrﬁt@lﬁwle 54 mg m dichi oromethane-methanol
cyano- 3- azahi cycl

dg] exan- 6 ¥ uor oph eny - 2- 0Xxooxazo
i di n-5-yl netlyf - ma R Y (fb‘g’%"ﬁ?g‘)"y?f‘r?z?‘ﬁéméé‘ﬁé D HhEFNIFemEIaEer i bed
for EXAMPL EmahaxMB(S( FAB mLyd:t b °CARSmMrt Wa( @isred ﬁtaﬁorbaesrq;)eranlrmﬁ 10FABIR. ARér

C23H23FN702 (IVH ) d, 446.1741; d, .446..1756
SCr ot L aation 4T %‘%%ff@)ﬂwenﬁff B0 L3P B S B AOBOTG D B7 1L DPRexa

n- 6-yl ] pyr i gixfurg-tyd thixture was stirred at room temperature for 2 hours. Flash chromatography (NH silica,

?éo];r:jggagpggg {lg%{o%fc{r}%i & \%grgl'%yplgo_eﬁgrg%{ |=e=2%0¢ %ﬂ(’) tﬁ? tLllrg)éaal'vzeoll fﬁai)rh-%-ﬁ[‘[ﬁa Sa bé) & cyano-3-
N-[ 5(S) - 3- [ dnapRyql613d Gk pr6py1 1Byridith brytdyldeor drbempll}- Boxooxazolidin-5-ylmethyl}-1,2,3-
cyano- 3- aza@hﬂg%g[cﬁoﬂde%@%gp 6-yl ] pyridin-5-yl]-3-fluorophenyl]-5-hydroxym
et hyl oxazol |

MS (FAB*) m/z: 495 (MH").

HRMS (FAB") for CpsHyoFN¢O,S (MH"): caled, 495.1251; found, 495.1256.

EXAMPLE 60
N

Hu- i

A
F N o
‘\LN"*N
=N

4-[5(R)-3-[4-[2-[(1a,50,6f3)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-yljpyridin-5-
yi]-3-fluorophenyl]-2-oxooxazolidin-3-ylmethyll-1,2,4-triazole.
Title Compound 60 (64.0 mg) was prepared from 5(S)-aminomethyl-3-[4-[2-{(1a,50,6[3)-3-t-
butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0lhexan-6-yl]pyridin-5-yij-3-fluorophenyljoxazolidin-2-

one (700 mg) in the same manner as described for EXAMPLE 83.
Rf value (TLC): 0.26 (dichloromethane:methanol= 10:1).

EXAMPLE 61

69



one (50.0 ng) in the sane manner as described for EXAMPLE 66. M5 (FAB') m z:
562 (MH). HRVMS (FAB') for C24H29FN5O6 (MN: cal cd, 562.2102; found,
562.2074. 70 WD 2005/ 005398 19 June 2006 O S
5(R)-3-[4-[2-[(1a, 5a, 6(3) - 6-Cyano- 3-azabi cycl o[ 3. 1. 0Jhexan-6-yl ] pyri di n-5-yl
]-3-fluorogy og [ (1 soxazol - 3-yl ) oxy] net hyl oxazol i dj n- 2- gne

Hydr ochl orp‘;tg%’kl'%ogsl%és Conpound 63 (303 ng) was prepar ecH‘JWaooﬁ
5(R)-3-[4-[2-[ (] a, 5a, 6(3)-3-t-butoxycar bonyl - 6-

cyano- 3- Azabi cycl o-[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-3-fluorophenyl]-5-[(isoxa
zol - 3- yl)oxy] net hyl oxazol i di n-2-one (400 ng) in the same manner as

descri bed for HX®IMPLE 2. M5 (FAB') in!:: 462 (MH) (as free base). HRMS

(FAB-) for , FNsO4 (WMH ): calcd, 462.1578; found, 462.1534. O
SER)[?-[4;B%“ "@f5a,60)-3-t-ButoxycarbonyI-6-cyano-3-azabicyc|o(3.I.O]hexan
-o-ylpyrrainys-vyi| - .

3-fl uoroph PfaN (t-butoxycarbonyl)-N(isoxazol -3-yl)Jam nonet hyl oxazol

di n-2-one. 71 M|Q 2p05/ 005398 19 June 2006 Title Conmpound 64 (58.2 ng) was
prepared frornN NI 4- [ [ (] a, 5a, 6a) - 3-t - but oxycar bonyl - 6-
cyano-3-azabicyc|o-£ ( hgg?n-G-yl]pyridin-5-y|]-3-f|uorophenyl]-5-hydroxy
nmet hyl oxazol i di n-2-Foné& (50. in the sanme manner as described for
EXAMPLE 67. M5 (FAB') nl z: (MH). HRVS (FAB-) for C34H38FN6O7 (MH):
cal cd, 661.2786; found, 661. GQKQF
\=N
4-{5(R)-3-[4-[2-[(1x,5¢1,6()-6-Cyano-3-azabicyclo[3.1.0]hexan-6-ylpyridin-5-y1]-3-fluorophenyl]-2-
oxooxazohdin-5-yimethyl]-1,2 4-triazole Hydrochloride.
Title Compound 61 (37.9 mg) was prepared from 4-[5(R)-3-{4-[2-[(12,5a,6b)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl}-3-fluorophenyl}-2-ox coxazolidin-5-ylmethyl}-
1,2,4-mnazole (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;0, (MH"): calcd, 446.1741; found, 446.1756.

EXAMPLE 62
N

i -l
N
I

NC”
S

0O
A o
< N J

@)

5(R)-3-[4-[2-[(1t,501,6(3)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0)hexan-6-yl)pyndin-5-yl}-
3-fluorophenyl]-5-[(isoxazol-3-yl)oxyJmethyloxazolidin-2-one.
Title Compound 62 (53.8 mg) was prepared from N-[5(8)-3-[4-[2-[(1a,5¢.,6P)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y!]-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 CogHysFN;04 (MH™): caled, 562.2102; found, 562.2074.
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NH 5(R)-3-[4-[2-[(1
a, 5a, 6(3) -6- Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3-fl uorophenyl
]-5 [ N- (i soxazol - 3-yl )] am nonet hyl oxazol i di n-2-one Hydrochloride. Title

npound 6 gnas prepared from
5(R) 3-[ 4- ?y%%%gjag%x 6(3) - 3-t - but oxycar bonyl - 6- 19 June 2006

cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-y1] - 3-fl uorophenyl]-5-[N-(t-bu
t oxycar bonyl )-N- (i soxazol -3-yl)]am nonet hyl oxazol i di n-2-one (600 ng) in the
sanme manner as described for EXAMPLE 2. M5 (FAB') nfz: 461 (MH) (as free
base). HRVS (FAB-) for C24H22FN603 (MH ): calcd, 461.1737; found, 461.1712.
72 WD 200i /005398 19 June 2006 5(R)-3-[4-[2-[(1

a, 5a, 6( 3) - GEX¥WPDEZ30xabi cycl o] 3. 1. 0] hexan-6-yl ] pyri di n-5-y1] - 3-fl uorophenyl
]-5- [(isox azeHGI3 -y i)oxy]me thylo xazol i di n-2-one. To a suspension of
N-[5(S)-3-[4- B[ (1a, 5a, 6(3) - 6-cyano- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl | -
pyridin-5-yl % 3-/f | uorophenyl j - 5- hydr oxynet hyl oxazol i di n- 2-one (200 ng),

3- hydroxylsﬁ&' "8 (55.9 ng) and triphenyl phosphine (199 ng) in

t et rahydr of yrem(5'\ql) was added diisopropyl azodicarboxylate (133 ng), the
m xture was stlr edljat room tenperature for 1 hour, and concentrated in
vacuo. After treataent thegresidue with ethyl acetate and ether, the
resul ting residue was soI ed |n chl oroform insoluble materials were

filtered off, and ffltr.teNWa ntrated in vacuo to give
5(R-3-[4-[2-[(l a,5 a, 6(3) no 3-oxabi cycl o[ 3. 1. 0] hexan-6-yl ] -
pyridin-5-y1]-3-fl uorophenyl ] |soxazol 3-yl ) oxy] net hyl oxazol i di n- 2- one
(205 mg). M5 (FAB') rnlz: 463 . HRMS (FAB') for C24H2FNAGG (MH ) :

cal cd, 463.3%B18:[4-{blitd5a 46)364_?48@ 3- Mabxcycln[?: 1.0]Jhexan-6-yijpyndin-5-yl]}-3- ﬂuorophcnyl} 5.
[(3soxazol-3-yl)oxylmethyloxazolidin-2-one Hydrochloride.
Title Compound 63 (303 mg) was prepared from 5(R)-3-[4-[2-{(1a,5a,6B)-3-t-butoxycarbonyl-6-
* cyano-3-Azabicyclo-[3.1.0}hexan-6-yl]pyridin-5-y1}-3-fluorophenyl]-5-{(isoxazol-3-
yl)oxy]methyloxazolidin-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;uH,, FNsO, (MH"): caled, 462.1578; found, 462.1534.

EXAMPLE 64

NCY ez |
xn
A
F N 0 g;i?
N

5(R)-3-{4-[2-[(1c,5a,6B)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0]hexan-6-ylJpyridin-5-yI}-
3-fluorophenyl]-5-[N-(t-butoxycarbonyl}-N-(1soxazol-3-yl)Jaminomethyloxazolidin-2-one.

71



0 5(R) -5-[ N-(t-Butoxycarbonyl)-N(isoxazo)-3-yl))am nonet hyl - 3- [4 [2 ((1

a, 5a, 6[ 3) - 6- cyano- 3-

oxabi cycl o[ 3. 1. § hexan-6-yl ] pyri di n-5-yl J-3-fl uorophenyl ] oxazol i di n- 2 one.

To a suspensicmoosihal 5(S) - 3-[4-[ 2- [ (i | o

a, 5a, 6(3)-6-cyan- 3-oxabi cycl o[ 3. 1. A hexan-6-yi ] -pyri di 195Fune 2006

yl ]-3-fl uorophenyl]-5-hydroxynet hyl oxazol i di n-2-one (300 ng), 3-N-(t-

but oxycar bonyl ) am noi soxazol e (168 ng), and tetranethyl azodi carboxam de (196
ng) in toluene (7.5 nil..) was added tributyl phosphine (230 ng), and the

m xture wa o ed h I

T XL S 80 Uy Bl oS R ATRLBRRR S k.
but oxycar baysro)3-ddalficysnddzicd h%y—b)ﬂ]amdmﬁaﬁ]k&ﬂu@eqmm[mé{h&droxymethyloxazohdm-z-
a, 5a, 6(3

nxahi C\(/C% o?"g @go’ﬂé ¢ lheéamc Tamﬁ %fldﬁscgbeqﬁo Wuor ophenyl j oxazol i di n- 2- one
(392 ng). MSMDGEI@OEM) 19 June 2006 M5 (FAB') mlz: 562 (MH). HRVS

SR 3. 4 [P TAes ) e N O B e o B R 631y i 51

]-3-fluorophenyl]-5- [N (isoxazol-3-yl)]am nonet hyl oxazolidin-2-one. To a
sol ution ofgxAMPLE 65

5( R) 5-[ N-(t-bypexycarbonyl)-N-(isoxazol -3-yl)]am nonet hyl -3-[4-[2-[(1a, 5a, 6
[3

6- cyan- 3- oxaldi cycl o[ 3. 1. 0] hexan- 6-y1] pyri di n-5-yl ] -3-fl uorophenyl ] oxazolidin
-2-one (3791 “ih  di chl oronet hane (4.0 nlL) was added trifluoroacetic acid
(2.0 nL) at o ARe mxture was stirred at roomtenperature for 2 hours
and then conentffatfpd in vacuo. After dilution of the residue with et hyl
acetate, the m xt : washed wi th 5% pot assi um carbonate solution, dried
over anhydrous magneg sulgt ate, and then concentrated in vacuo to give

5(R)-3-[4-[2-[(1 a, B4, 6F3)N6- .@ -
oxabi cycl o[ 3. 1. 0] hexan- 6-yILLg<‘ MS yl']-3-fluorophenyl]-5-[N-(isoxazol -3-
NH
5(R)-3-[4-[2-[(1o,5¢1,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl}-3-fluorophenyl]-5-
[N-(isoxazol-3-yl)Jamnomethyloxazolidin-2-one Hydrochloride.
Title Compound 65 (280 mg) was prepared from 5(R)-3-[4-[2-[(1a,5c,6B)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo[3.1.0Jhexan-6-yilpyridin-5-y1]-3-fluorophenyl]-5-[N-(t-butoxycarbonyl)-N-

(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,FN¢O; (MH™): caled, 461.1737; found, 461.1712.

EXAMPLE 66
0)
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| )] am nomet hyl oxazol i di n-2-one (189 ng). M5 (FAB') in/z: 462 (MH). HRMVS

FAB' ) for C24H21FN504 (MH7: cal cd, 462.1578; found, 462.1602. EXAMPLE 69 74
005/ 005398 0 19 June 2006

I[ (

S)-3-[4-[2-[(la,b5a, 6[1)-6-Cyano-3-oxabicycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
3-f | uor apimesuglobszog- oxooxazol i di n-5-yl nmet hyl ] propi onam de. The title

Corrpound 69 (213 ng) was prepared from 19 June 2006

5(S)-am nonet hyl -3-[4-[2-[(ta, 5a, 6(3)-6-cyano

- 3-oxabi cycl o[ 3. 1. o] hexan-6-yl ] pyri di n-5-yl ]-3-fl uorophenyl ] oxazol i di n-2-one

(200 ng) in the sane nmanner as described for EXAMPLE 70. M5 (FAB') niz: 451

(NI\H/E )O FHRNB {RF%\% [ch lac?aé%_ﬂ% (fél;}mo xablgyc!oﬁi 1 8gexaﬁ-561 yl]’l'pzns-ngm 5-)(/:”19 qluor%g}}en;?i -3

N-[5(S) - 3- [ fisb2zzbk 3-8l ey ok tBYletezeyiinD-o8e. oxabi cycl o[ 3. 1. 0) hexan-6-yl ] pyri di n-5

1)~ 1 wosgehenyl o, 4emegaagh A spy sm5h A A L BeEongRiaridsy o @

of 5('S) - am npymhrhﬂyl]ai-{lder{;fme[11(1]-&hﬁdip)@[n&)hyﬁ}xam&m-zseraxa@ﬂ ey B-aldrodyi Oxhmiedns.8- y

) s addZl GepiieutERRAe s kA ARG BafenR tul 48R B Al RED U 0% 6o
stirred at emditetbenpae 430 meg)f tbe mxnhowasstiamd atrhen terperaten far Athedr, indl cpaesnimated

’;f; v g”o '0 ot ggxgﬁg% ARS tefilelUS Wit g Wsh 0% PIBLRANE el N B Ttk RsiiBSw s hed

dissolved in chloroform, insoluble materials were filtered off, and filtrate was concentrated in vacuo
to give S(R)-3-[4-[2-[(1 a,5a,6B§-6~cyano~3-oxabicyclo[3.1 OJhexan-6-yl}-
pyridin-5-y}]-3-fluorophenyl}-5-{(isoxazol-3-yloxy]methyloxazolidin-2-one (205 mg).

MS (FAB™) m/z: 463 (MH").

HRMS (FAB™) for C HyoFN,Os (MH"): caled, 463.1418; found, 463.1439.

<Zgﬁ<

2
5
]-

EXAMPLE 67
)

i ~iH
‘e N
|

NCY =
=

F NJ( O

5(R)-5-[N~(t-Butoxycarbonyl)-N-(isoxazo}-3-yl)Jaminomethyl-3-[4-[2-[ (1 a, 50,6 3)-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-[{ia,501,60)-6-cyano-3-oxabicyclo(3.1.0Thexan-6-yll-pyridin-5-
yl}-3-fluorophenyl]-5-hydroxymethyloxazolidin-2-one (300 mg), 3-N-(i-
butoxycarbonyl)aminoisoxazole (168 mg), and tetramethy]ézodicarboxamide (196 mg) in 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 5(R)-5-[N-(1-
butoxycarbonyl}-N-{isoxazol-3-yl))aminomethyl-3-[4-[2-[(1a,5a,6)-6-cyano-3-
mxahicvclol3.1.0Thexan-6-yljpynidin-5-yl]-3-fluorophenyl]oxazolidin-2-one (392 mg).
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19 June 2006 with 3% hydrochl oric acid and 5% sodi um hydr ogencar bonat e
solution, dried over anhydrous nagnesium sulfate, and then concentrated in
vacuo. Flash chromatography (silica, dichloronethane: nethanol = 15:1) of

t he resi due way®s/005398
N-[5(S)-3-[4-[2-[(1a, 5a, 6(3) - 6-cyano- 3- oxabi cycl o[ 3. 1. QNFuAE2006

6-yl ] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylnethyl]difluoroacetam
ide (230 ng). M5 (FAB) mlz: 473 (MHd). HRMS (FAB') for C23H20F3N,04 (M"):
cal cd, 473.1437; found 473.1426. NH

N—[S(S) 3- hﬂs -6 Cyano- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
-yl ]-3- quorophen oxooxazolldln 5- glnethyl]cyclopropanecarboxanlde
To a sol ut |IW8KFAB fOl' ngHggFNsOg(MH ) ca]cd 2.2102; fOUI'ld 562.2123

5(S)-am nonet hy]-3-[4-[2-[(]4a, 5a, 6] 3) - 6- cyano- 3- oxabi cycl o[ 3.]. QJhexan-6-yl J
- pyridin-5-yl]-3-fluorophenyl]oxazolidin-2-one (200 ng) and

cycl opropa BEﬁﬁgic acid (56.8 ng) in dichloronethane (10 nmL) was added
'no)propyl] 3-et hyl carbodiimde hydrochloride (146 ng) at
the m xture was stirred at the sane tenperature for 2
hours. The was washed with water and 5% sodi um hydr ogencar bonat e

sol ution, djt anhydr ous magnesi um sul fate, and then concentrated in
vacuo. Fl ash chrigmatiography (silica, dichloronethane: nethanol = 15:1) of

t he residue gave R 3-[®e[2-[(1 a,5(x,6(3)-6-cyano- 3-

oxabi cycl o[ 3. 1. 0] hexak | ] gyridin-5-yl]-3-fluorophenyi]-2-oxooxazol i din-5-
yl met hy] ] cycl opr opafiecaf boXa (ﬁeNéi 7 nmg). M5 (FAB') mz: 463 (MH). HRMS
(FAB-) for C25H24FN4A04 ( MW ep ;463.1782; found, 463.1774. EXAMPLE 72 76
WO 2005/ 005398 nH N

S(R)-3-[4-{2-[(la,5a GB) -6-Cyano-3-oxabicyclof3.1.0Thexan-6-yl]pyridin-5-y1]-3- ﬂuorophenyl] 5-
[N-(isoxazol-3-yl))Jaminomethyloxazolidin-2-one.

To a solution of 5(R)-5-[N-(t-butoxycarbonyl)-N-(isoxazol-3-yl)}aminomethyl-3-{4-[2-[(1a,50,68)-
6-cyano-3-oxabicyclo[3.1.0Jhexan-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 0 °C, the mixture was stirred at

roomt enper t‘

room temperature for 2 hours and then concentrated in vacuo. After dilution of the residue with ethy!
acetate, the mixture was washed with 5% potassium carbonate solution, dried over anhydrous
magnesium sulfate, and then concentrated in vacuo to give 5(R)-3-{4-[2-[(1a,5a,6p)-6-cyano-3-
oxabicyclo[3.1.0]hexan-6-yl]pyndin-5-yl]-3-fluoropheny!}-5-[N-(isoxazol-3-
yl)]aminomethyloxazolidin-2-one (189 mg). '

MS (FAB") m/z: 462 (MH").

HRMS (FAB”) for C,,H,;FN;O, (MH"): calcd, 462.1578; found, 462.1602.

EXAMPLE 69

74



0 19 June 2006
N-[5(S)-3-[4-[2-[(Ia,ba, 6(3)-3-t-But oxycarbonyl - 6-cyano- 3-azabi cyclo[3.1.0]h
.exan-6-yl]p3,idin-5-

yl ] -3-fl uoapheRhiseg- oxooxazol i di n-5- ylnethyl]proplonanlde Titl e Conpound
72 (305 ng) was prepared from 5(S)-ani nonet hyl - 3-[ 4- [ 19[June 2006 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 di n-2- one (300 ng) and propionyl chloride (58 L) in the sane
manner as described for EXAMPLE 92. M (FAB) niz: 550 (MH). O N-[5
(S)-3-14-[2-] a, 5a, 6[ i) - 6- Cyano- 3- azabi cyci o[ 3.

. J hexan-6-¥l]pyridin-S-yl]-3-fluoropheny]]-

2- oxooxazolHe*H yl et hyl | propi onanmide. Title Conpound 73 (165 ng) was
‘prepar ed fqg L LB(S)-3-[4-[2-[(1a, 5a, 6(3) - 3-t - but oxycar bonyi - 6-

cyano- 3- azabf cygl o[ |B. 1. O]hexan 6-yl I pyridin-5-yl]-3-fluorophenyl]-2-oxooxazo
l'idin-5- ylnmethyripre ng)b(295 nmg) in the same manner as descri bed for

'"EXAMPLE 49. 77 WO 200§ 19 June 2006 HR-Ms (FAB*) for C24H25FN503
(MH): calcd, 450.194T=ToN 450. 1905. NH

N-[5(S)-3-[4-[2-[(I(x, 5a, 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]-2-oxooxazo NﬂlnN&-ylnethyl]cyclopropanecarboxanlde

Titl e Conpound 74 (260 ng) masgg}eﬁhred from
5(S)-am nonet hyl -3-[4-[2-[(1la 6[3)-3-t-

but oxycar beppks)6- 3;3 Lcyaab-0lok ldprex i ¥ jpor op
henyl ] oxazg Mg) e e, @% in, tﬁ%e)ggrqg %E’%@%@ g%g‘gcﬁ ggd u%rg?heﬁj MPLE

*(y(owﬁxzo 1d3*6£rymlp propmnarm e.
The title Compound 69 (213 mg) was prepared from 5(S)-aminomethyl-3-[4-[2-[(1a,5a,68)-6-cyano

-3-oxabicyclo[3.1.0Jhexan-6-ylIpynidin-5-y1}-3-flucrophenyl]oxazolidin-2-one (200 mg) in the same
manner as described for EXAMPLE 70.

MS (FAB") m/z: 451 (MH).

HRMS (FAB") for C;.H,,FN.O, (MH"): calcd, 451.1782; found, 451.1753.

EXAMPLE 70
o)

Hl 19-:]}4
ay, N
!

NC™ =
™
A
F N{
NH ¢
O F
' N-[S(S)-B-[{l-[z-[( la,5a,6P)-6-Cyano-3-oxabicyclof3.1.0]hexan-6-yl]pyridin-5-y1}-3-fluorophenyl)-

2-o0xo0oxazolidin-5-ylmethyl]difluoroacetamide.
To a suspension of 5(S)-aminomethyl-3-[4-[2-[(1a,5¢,68)-6-cyano-3-oxabicyclo[3.1.0]hexan-6-y1}-
pyridin-5-yi]-3-fluorophenyljoxazolidin-2-one (200 mg) in pyridine (5 mL) was added difluoroacetic
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



NH

N-[5(S)-3-[4-[2-[ (] a, 5a, 60) - 6- Cyano- 3-azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n- 5-
yl]-3-fl uorophenyl]- 2-oxooxazolidin-5-yl nethyl]cycl opropanecarboxam de

Hydr ochl or i s 200808832005/ 005398 19 June 2006 Title Cbngound 75 (183 ng) was
prepared fromN-[5(S)-3-[4-[2-[(la, 5(x, 6[3)-3-t-butoxyt

cyano- 3- azabi cycl o[ 3. 1. 03hexan- 6-yl ] pyri di n-5-yl 3- 3- quorophenyI] 2- 0Xxo0xazo
| idin-5- ylnethyl]cycl opropanecarboxam de (250 ng) in the sane manner as
descri bed for EXAMPLE 2. Ms (FAB') niz: 462 (MH) (as free base). HRMS

(Ot FAE' ) NLOL Qﬁéﬁ%ﬁmm—:%&ﬁ and0%b Sbiurft BybrdgBAchibdn@ie RBlutigtd dridd3Er anbyMRLE 76

N-[5(S)-3-] 41112265[%11%"%?5 B $Hen soncepfAledY ke oRlpih Quemaiementy 4knsi dgtiprgmethaney]
exan- 6-yl j pyﬁdt}i&hﬂr5r5 1) of the res:due gave N-[5(S)-3-[4- [2 {(la 5a 6[3) -6-cyano- E’, oxabxcyclo[B 1 O]hexan
|_.uor oacet am

Compound 76 BB GG B SRPE T G G R RN RO ST 1 P
gu?gx6£23bgﬂMS(FAB)IWQ4730“H 3.1.0 in-5-yl]-3-fluoro
henyl{oxazoﬁ%ﬁ?gig&&gﬁ% §@33%§¥5Fﬁ%tﬁé %ﬂ%ﬁﬁZHﬁﬂ%Jggyg@gcribeé for EXANPLE
70. N5 (FAB') nmiz: 572 (MH). EXAMPLE 77

EXAMPLE 71
0

HI!Q-HH
Yy, N
|

NCY =
2

O

F NJ(O

-,
<
N-[5(8)-3-[4-[2-[(1a,50,6(3)-6-Cyano-3-oxabicyclo[3.1.0]hexan-6-yl)pyridin-5-y]]-3-fluorophenyl}-
2-oxooxazolidin-5-ylmethyl]eyclopropanecarboxamide.
To a solution of 5(S)-aminomethyl-3-[4-[2-[(1a,5a,63)-6-cyano-3-oxabicyclo[3.1.0Jhexan-6-yl]-
pyridin-5-yl]-3-fluorophenyljoxazolidin-2-one (200 mg) and cyclopropanecarboxylic acid (56.8 mg)
in dichloromethane (10 mL) was added 1-[3-(dimethylamino)propyl}-3-ethylcarbodiimide
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,50,6B)-6-cyano-3-
oxabicyclo[3.1.0Jhexan-6-yl]pyridin-5-y1}-3-fluorophenyi}-Z-oxooxazolidin-5-
ylmethyl]cyc]opropahccarboxamidc (167 mg).
MS (FAB") m/z: 463 (MH™).
HRMS (FAB™) for CysH,,FN,O, (MH™): calcd, 463.1782; found, 463.1774.

EXAMPLE 72

76



79 WD 20051005398 19 June 2006 N~HF O 'F

N-[5(S)-3-[4-[2-](1la, 5a, 60) - 6- Cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n- 5-
y quorophenyI] 2- oxooxazol i di n-5-yl net hyl ] di f1 uor oacet am de

Hy chl ori g 20bkhdBogConpound 77 (170 ng) was prepared from

N- S)-3-[4- [2[(Ia.5a 6(3) - 3-t - but oxycar bonyl - 6- cyab9dumne 2006i cycl of 3.

| . 0] hexan-6-yl ]Jpyri d in-5-yl ] -3 -flu orophenyl]-2-oxooxazolidin-5 -

yl met hyl ] di fl uoroacet am de (250 ng) in the same nmanner as described for
EXAMPLE 2. MS (FABt) miz: 472 (Md) (as free base). HRVS (FAB ") for

[ 5(
1] - 3-
dro
[ 5(
0]

C23H21F3N50 . )0 cal cd, 472.1596; found, 472.1590. EXAMPLE 78 M NC 9]
1-[5(R) - 3-] [K]a, 5a, 63) - 6- Cyano- 3- net hyl - 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] p
yridin-5-yl]- or ophenyl ] - -oxooxazolidin-5-y|nethyl]-1,2,3-triazol e.

To a suspensi n \of
1-[5(R) -3-[4-]

-5- yI]-3-quom ,
i'n tetrahydrofuran
f or mal dehyde sol uti o (

'™, 5a, 6[ 3) - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] -pyridin
V - 2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole (20.0 ng)
M5 nl) was added acetic acid (5.1 isL), 35%

3%~ BL) , cand sodi um 20.0 ng) at roomtenperature, the
m xture was stirred at t sganef/t enperature 80 WO 2005/ 005398 19 June 2006
for 3 hours. After quehchihg Nhew eaction by addition of saturated sodium

hydr ogencar bonat e sol uti on LH*L_

o~

8]
N-{5(S)-3-[4-[2-{{1x,50,6()-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yllpyridin-5-
yi]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]propionamide.

Title Compound 72 (305 mg) was prepared from 5(S)-aminomethyl-3-[4-[2-[(1@,5,6(3)-3-1-
butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0jhexan-6-ylpyridin-5-yi]-3-fluorophenyl]oxazolidin-2-
one (300 mg) and propionyl chloride (58 uL) in the same manner as described for EXAMPLE 92.
MS (FAB") m/z: 550 (MH").

EXAMPLE 73
H
N

Hu VIIH
N

NCY 7 '
T
Az
o

N-[5(8)-3-[4-[2-](1,5c,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yllpyridin-5-yI]-3-fluorophenyi]-
2-oxooxazolidin-5-yimethyl}propionamide.

Title Compound 73 (165 mg) was prepared from N-[5(8)-3-(4-[2-{(1,50,6[3)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo[3.1.0]hexan-6-ylJpyridin-5-y1}-3-fluorophenyl}-2-oxooxazolidin-5-

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

77



at 0 C, the mxture was extracted w th di chl oronet hane-nmet hanol (5:1)
solution. The organic extracts were washed with brine, dried over anhydrous
magnesi um sul fate, and then concentrated in vacuo. Preparative thin-I|ayer
chr omat ogr &McANEPEa, di chl oronmet hane: net hanol = 10:1) of the residue
gave 19 June 2006
1-[5(R)-3-[4-[2-[ (| a, 5a, 6p) - 6- cyano- 3- net hyl - 3-azabi cycl o[ 3. 1. . 0] hexan- 6-yl ]
-pyridin- 5-yl]-3 fluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole
(15.0 ng). M (FAB') mz: 460 (MH). HRMS (FAB+) for C24H, 3FN702 (IVH'):

cal cd, 460HRB/(FABOLoAC, MEGENIRGH EXARUED. 7 1 ; obhdD4sSMNIHR3. NN N\ __j ]1-[5
(R)-3 -[4-[2-[ (I

a, 5a, 60) - 3, 6- Di cyano- 3- azabi cycl o[ 3. 1. g hexan-6-yl ] pyri di n-5-yl ] - 3-

f | uor ophengkXaMPLd@®oxazol i di n-5-yl nmethyl]-1,2,3-triazole. A suspension of
1-[5(R) - 3- M- ]@- Ol a, 5(x, 6p) - 6-cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-ylj-pyridin-
5-yl]- 3-f I}f%o enyl ] - 2- oxooxazol i din-5-ylnmethyl]-1,2,3-triazole (300 ny)
and sodi um acetate (390 ng) in nethanol (20 nL) was stirred at room
tenperature foh 30 mnutes. To the resulting suspension was added a

sol ution of ¢V'axgi¥hs bromide in dichloronethane (5 M 0.4 nL) at 0 C, the
m xture was (g7 4 B<at the sane tenperature for 8 hours. After insoluble
materials were fi I@rl d off, the filtrate was concentrated in vacuo.
Treatnment of the r hth water and net hanol gave 1-[5(R)-3-[4-]2-
[(Ia,5(x, 6p)-3,6-dicya azggi cycl o[ 3. 1. 0] hexan-6-yl] -

pyri di n-5-y1] - 3-f | uorbph&nyl 'iéxooxazol idin-5-ylnmethyl]-1,2,3-triazole
(138 nm).

NH
o) “

N-[5(S)-3-{4-[2-[(1a,50,6[)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yilpyridin-5-
y1}-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]cyclopropanecarboxamide.

Title Compound 74 (260 mg) was prepared from 5(S)-aminomethyl-3-{4-[2-[(1a,50,6B)-3-t-
butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yl)pyridin-5-y1}-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
Hlly-nn-]
NC 'l,, /N
3
o)
If
F N" ™o

N-[5(8)-3-[4-[2-[(1at,5a,68)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl}pyridin-5-yl]-3-fluorophenyl]-

2-0xooxazolidin-5-ylmethyljcyclopropanecarboxamide Hydrochloride.
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M5 (FAB') miz: 471 (MH). HRVS (FAB-) for C, 4H2JFN802 (MH ): cal cd,

471.1693; found, -471.1709. 81 WD 2005/005398 19 June 2006

1-[5(R)-3-[4-[2-[ (Il a, 5a, 60) - 3-[ (1-t-But oxycar bonyl am nocycl opropan-1-yl)carb
onyl | - 6- cy R 26b3/005398 o o
azabi cycl o[ 3. 1. 0] hexan-6-yl } pyri di n-5-yl]-3-fl uoropheny9 Juse209gxazol i di n- 5-
ylnmethyl]-1,2,3- triazole. A m xture of

]-[5(R)-3-[4-[2-[ (] a, 5a, 6(3) - 6-cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri din-5
-yl]-3- fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (20.0 ng),
1-(t- but oxme@oh@amda;m(m)rﬁgm@we@%mﬁoﬂn Ncﬁsr(wyd Ec[(ﬁgkgéﬂ)lﬁt-ﬁn&?}.arbony] -6-
1-[3-(di methyl am no) p { % - ethyl carbodiimde drochlori de é
and 4- (di n@@ﬁ?ﬁéﬁﬁwlﬁ&r Gpsrante] ]23’%})" Srl-3- HP@HP}t?Pﬂﬂrﬁtoh%éZQA}ég‘ ti rred at

‘roomt errpe?]ﬁkﬂfyﬁcﬁcﬂfpro@arﬁk@ﬁb&xarrﬁct(950 Rb) HEHeQBme a8 adBektrite OMEAMMEE 81, t he
dried over anhydrous magnesi um sul fate, and

m xture was
t hen concgﬁﬁ?éggﬁw? 6€Q§b (a¥ﬁ§§ﬁs hr omat ogr aphy (silica, dichloronethane:

‘met hanol =HRMSLFAGH) oh€, HLEN|GIWHIR A, 461, B940 ORpay) a6k, 82628. 6 ng) . M5 (FAB')
mz: 629 (MH). HRVS (FAB') for C32H34FN8C5 (MH ): cal cd, 629.2636; found,

629. 2633. EXAMPLE 81 82 WD 2005/ 005398 19 June 2006
1- [ 5(R) - 3- EXAMRLE(T6a, 5a, 6[ 3) - 3- [ (1

- Am nocycl Ol -yl )carbonyl]-6-cyano- 3-
azabi cycl o] hexan- 6-yl ] pyridi n-5-yl]-3-fl uorophenyl]-2-oxooxazol i di n-5-
yl met hyl ] - ri azol e Hydrochl ori de.
L
NGY /N |
x

z
F NL{

NH

C F
N-[5(S)-3-[4-[2-[(1 a,5a,68)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0]hexan-6-ylJpyridin-5-
y1]-3-flucrophenyl}-2-oxooxazolidin-5-ylmethylJdifluoroacetamide.
Title Compound 76 (258 mg) was prepared from 5(S)-aminomethyl-3-[4-[2-[(1a,5a,6(3)-3-t-
butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-ylipyridin-5-yl]-3-flucrophenylloxazolidin-2-

one (300 mg) in the same manner as described for EXAMPLE 70.
MS (FAB™) m/z; 572 (MH").

EXAMPLE 77

79



Titl e Conpound 81 (18.4 ng) was prepared from

1-[5(R)-3-[4-[2-[ (I a, 5a, 60) - 3- [(1 t-

but oxycar bonyl am nocycl opr opan- 1-yl ) car bonyl ] - 6- cyano- 3- azablcyclo[S 1. 0] hex
an- 6-yl ] py Wal2aos/6es398

yl 1-3-fl uorophenyl ] - 2- oxooxazol i di n-5-yl net hyl ) -1, 2, 319Juamc2@0§ 26. 6 ng) in
the same manner as described for EXAMPLE 2. M5 (FAB') mz: 529 (WMH) (as
free base). HRMS (FAB-) for C27H26FN303 (IVH ): cal cd, 529.2112; found,
529.2105. H11 1-[5(R)-3-[4-[2-[(

a, 5a, 6p) - 3- (43K noet hyl ) - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5- yI
]- 3-fluoropghenyl]-2-oxooxazol idin-5-ylnmethyl)-1,2,3-triazole. Stepl. 83 WO
2005/ 0053 ‘wyne 2006

1-[5(R) - 3- 4 2-[\(la, 5a, 6(3) - 6- Cyano- 3-[ 2- (phthallnld 2-yl)ethyl]-3-azabicyc
| o[ 3.]. 0] hegan“&-

yl) pyridin-5-yl ) 345l rophenyl) 2- oxooxazol idi n-5-yl nmethyl]-1,2,3-triazol e.
A suspensi on of
1-[5(R-3-[4-[2-[(

-yl'] -3-fluorophehyl]-2-

3ﬂ\6 cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ) pyridin-5
odxazol i din-5-ylnethyl]-1,2,3-triazole (20.0 ng),
2- bronoet hyl phthal i m de ( 4 ng) and potaSS|un1carbonate (9.3 nmg) in
acetonitrile (0.2 nL) was he under reflux for overnight and
concentrated in vacuo. Flash ch t ography (silica, dichloronethane:

met hanol = 10:1) of the resid ve conpound of Step | of Exanple 82 (25.2
ng). M5 (FAB) mlz: 619 (MH ). HRWMS (FAB-) for C33H2 FN804 (MH ): cal cd,

619. 2218; N-HUBH3-[46RY( I 6B)-6EFwasn-3-aFplitys! ol b harat-B P pXridingd-ui-8-{ioroaphenyl]-

conmpound  of o,3b£RoHdiRE- AR dPnBfoatdinile APAroBAGHdEEt hyl hydrazine (34.4 M) in
Title Compound 77 (170 mg) was prepared from N-[5(8)-3-[4-[2-[(1a,5¢,63)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo]3.1.0Thexan-6-yljpyridin-5-yl}-3-fluorophenyl]-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 Ca3H,y, FsNsO; (MH™): caled, 472.1596; found, 472.1590,

EXAMPLE 78
Ier
N
H‘ lyﬂlﬂ-‘
NC 'l,’ /N I

=
O

F NJ(O
L& rN-.".'N
"=
1-[5(R)-3-[4-[2-[(1a,50,6(3)-6-Cyano-3-methyl-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-[5(R)-3-[4-[2-[(1a,50,6[)-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl}-pyndin-5-
yi}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (20.0 mg) in tetrahydrofuran (0.45

mL) was added acetic acid (5.1 pL), 35% formaldehyde solution (35.6 L), and sodium
20.0 mg) at room temperature, the mixture was stirred at the same temperature
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et hanol was heated under reflux for 2 days. After dilution of the m xture
with brine, the m xture was extracted with ethyl acetate. The organic
extracts were dried over anhydrous magnesi um sul fate, and then concentrated
in vacuo. R Y& thin-layer chromatography (NH silica, ethyl acetate:
met hanol :ﬁg%@%{jﬁyﬁhe resi due gave title conpound 8219 dmn® 2ilé NS (FAB )
mz: 489 (MH ). HRVS (FAB-) for C, SH2Z6FN802 (IVH ): cal cd, 489.2163; found,
489. 2195. EXAMPLE 83 I NN N, nN NCB"/ 0 NxO N~N N 1-[5(R)-3-[4-[2-[(1
a, 5a, 6[ 3)-6-Cyano-3-[2-(1,2,4-triazol -4-yl)ethyl]-3-azabicycl o[ 3. 1. 0] hexan- 6

y1 1 pyri di n-87 SIS ARG SPERHDEFIoresstig) Boiddbion ohsapraed fodirHpidosimoarbentis solipign e
A m xture oft0 °C, the mixture was extracted with dichloromethane-methanol (5:1) solution. The organic
a2 A b R s s Fl DB et Dol e SRVt @ SAPHEY Eonlrdarta B "X
pyri di n- 5- y¥acud- Plepvstop emjdytr-cBromatgxagnp (silda, idhd orbra@hdnygd thetan?d] 818:1) drel e
(29,7 ng), i hyl. f |, de azi 8.6 P-tolu uhfonie acid.(0.6
o) n ol el B R SRE T A TE sREpl B P m AR i S S ST R S BB
vacuo. PrepapHdtid-ve thin-layer chromatography (silica, dichloronethane:

methanol 7 rdpneR1- b RRodxERNENS. AR Ry H b BrEPAYRdS3 (10.9 mo). M5 (FAB')
' S (FAB™) m/z: 460 (MH").
HRMS (FAB™) for C,4H3:FN-O, (MH™): caled, 460.1897; found, 460.1888.

EXAMPLE 79
(FN
N

HIs%ZHH
N
l

NC” vz
N 0
A
L&NMN
\==/

1-{5(R)-3-[4-[2-[(1&,501,68)-3,6-Dicyano-3-azabicyclo[3.1.0lhexan-6-yl)pyridin-5-yl}-3-

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

A suspension of 1-[5(R)-3-[4-[2-[(1e,5¢,6[3)-6-cyano-3-azabicyclo[3.1.0}hexan-6-yl}-pyridin-5-yl}-

3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole (300 mg) and sodium acetate (390 mg) in

methanol {20 mL) 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-[S(R)-3-[4-[2-

[(1a,5a,603)-3,6-dicyano-3-azabicyclo[3.1.0]hexan-6-y1]- .

pyridin-5-y1]-3-flucrophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (138 mg).

MS (FAB™) m/z: 471 (MH").

HRMS (FAB™) for CysHoFNgO, (MH™): caled, 471.1693; found, 471.1709.
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HRVS (FAB) for C27H26FNi 00 (MA: cal cd, 541.2224; found, 541.2203. EXAMPLE
84 O- NL OO0 ONN 1-[5(R-3-[4-[2-[(1 a,5

a, 6p) - 6- Gyano- 3- (nor phol i n-4-yl )acetyl - 3-azabi cycl o( 3. 1. J hexan- 6-

yl ] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl)-1,2,3-triazole.

Step 1. WO 2005/005398
1-[5(R)-3-[4-[2-[ (3a, 5a, 6p) - 3- Bronpacet yl - 6- cyano- 3- al9une2M)GB. 1. 0] hexan- 6
-yl )pyridin-5-yl)-3- fluorophenyl]-2-oxooxazolidin-5-ylnmethyl]- | ,2,3-tri

azole. To a solution of brornoacetyl bromde (9.8 L) in dichloronmethane (0.3
m.) was added a sol ution of
1-[5(R) - 3- EAMPIK @, 5a, 6p) - 6- cyano- 3-i zabi cycl o[ 3. 1. 0] hexan- 6-yl ) pyri di n- 5-
yl)-3-fl uoroph | ]@2- oxooxazolidin-5-ylnethyl]-1,2,3-triazole (50.0 ny)
and triethylgm gﬂ§. ) in dichloronethane (1.5 nL) at 0 C, the m xture
was stirred * tNé Sane~tenperature for 3 hours, and concentrated in
vacuo. After oy!|utlion of the residue wth dichl oronethane-nethanol (10:1)
solution, th xture was washed with 2 N hydrochloric acid, dried over
anhydr ous #im sul fate, and then concentrated in vacuo to give
conpound of p N of exanple 84 (88.1 ng). Step 2. Title conpound $4. To a
sol ution of rcﬁbl|ne (29.3 L) in acetonitrile (1.0 nL) was added a
sol ution of the ®¥xute anple 84 (88.1 ng) in acetonitrile (1.5 nL) at 0 C
the m xture was stirrg 5 2005/ 005398

N

<

N

SN

N
\==)

1-[5(R)-3-[4-[2-[(1a,5c,6[3)-3-[(1-t-Butoxycarbonylaminocyclopropan-1-yl)carbonyl]-6-cyano-3-

azabicyclo[3.1.0}hexan-6-yl]pynidin-5-yl1]-3-fluorophenyl]-2-oxooxazolidin-5-yimethyl]-1,2,3-
triazole.

A mixture of 1-[5(R)-3-[4-[2-[(10,50,63)-6-cyano-3-azabicyclo[3.1.0fhexan-6-yllpyridin-5-y1]-3-
fluorophenyi]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole (20.0 mg), 1-(t-
butoxycarbonylamino)cyclopropane-1-carboxylic acid (13.6 mg), 1-[3-(dimethylamino)propyl]-3-
ethylcarbodiimide hydrochlonde (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 sulfate, and then
concentrated in vacuo. Flash chromatography (silica, dichloromethane: methanol = 10:1) of the
residue gave title compound 80(28.6 mg).

MS (FAB*) m/z: 629 (MH").

HRMS (FAB™) for C3,H3,FNgOs (MH™): calcd, 629.2636; found, 629.2633.

EXAMPLE 81
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19 June 2006 at the same tenperature for 5 hours. After dilution of the
residue with water, the mxture was washed w th dichloronethane-nethanol
(10:1) solution. The organic extracts were washed with brine, dried over i
anhydrousvmgg&gﬁbgﬁ%sulfate, and then concentrated in vacuo, Preparative
thin-1ayer’ chromatography (silica, dichloronmethane: i&JameR0065: 1) of the -
resi due gave title conpound 84 (17.5 ng). Ms (FAB) mz: 573 (MHd). HRMS
(FAB') for C29H30FN8Ca (MR ): cal cd, 573.2374; found, 573.2381. EXAMPLE 85
CN 1-[5(R)-3-[4-[2-[(1

(X 5a, 6(3)-
yl ] pyri di n-
To a suspen
| -[5(R)-3-[
-yl -3-f
i n di met hy

m xt ure wagest i

6- 0- 3- (5-cyanopyridi n-2-yl)-3-azabi cycl o[ 3. 1. 0) hexan- 6-
5&%Ezqﬁqﬂkﬂorophenyl]-2-oxooxazolidin-5-y|nethy|]-1,2,3 triazole.
si on ot 2

4,N2-[ (Il a, 5a, 6(i)-6-cyano- 3-azabi cyel o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5
uor

_ngnyl]-z-oxooxazolidin-5-y|nethyl]-1,2,3-triazole (20.0 no)
f'Oxi de (0.5 nL) was added diisopropylethylamne (78 L), the
el at roomtenperature for 5 mnutes. To the resulting

m xture was addgd 2Z-bronp-5-cyanopyridine (16.4 ng), the m xture was

stirred at 60'C§' ]
acetate and water, th
organi c extracts wWer e

& hopursp After dilution of the mxture with ethyl
g xt yfe was extracted with ethyl acetate. The
HEd™wi th water and brine, dried over anhydrous

magnesi um sul fate, filtereb~/and then concentrated in vacuo. Flash

chromat ography (silica, dicilL Dpwt hane : met hanol = 20: 1) of the residue
gave title compound 85 (12.8 ngh—=M (FAB) nmfz: 548 (MH ). HRVS (FAB') for
$N+§3: cal cd, 548.1959; found, 548.1984. 86 WO 2005/005398 19
5(R)-3-[4-[21(1o 8¢,

C29H23FN902

June 2006 -

6[)-3-[(1-Aminocyclopropan-1-yl)carbonyl}-6-cyano-3-

azabicyclo[3.1.0]hexan-6-yl)pyridin-5-yl]-3-fluorophenyi]-2-oxooxazolidin-5-ylmethyl]-1,2,3-

triazole Hydrochloride.
Title Compound 81 (18.4 mg) was prepared from 1-[5(R)-3-[4-[2-[(1c,50,6B)-3-[(1-t-
butoxycarbonylaminocyclopropan-1-yl)carbonyl}-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-

yl)-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole (26.6 mg) in the same manner as
descnbed for EXAMPLE 2.

MS (FAB") m/z: 529 (MH") (as free base).

HRMS (FAB™) for C,;H,6FN;O; (MHE™): caled, 529.2112; found, 529.2105.

EXAMPLE 82

r/\NHz
N

f -|||H

RN

NC

5
™ | o
F “\'j(c

N
4-':'N
N
\o=/

1-[5(R)-3-[4-[2-[(1a,5a,6P)-3-(2-Aminoethyl)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl)pynidin-5-yl}-
3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole.
Stepl.
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1-

5(R) - 3- [4 [2-[ (] a, 5a, 60) - 6- Cyano- 3- (1, 3- di hydr oxypr opan- 2-yl ) - 3-azabi cycl o[ 3
. 1. 03hexan-6- yl] pyridin-5-yl]-3-fluorophenyl ]-2-oxooxazol idin-5-ylnethyl

)- 1, 2, 3-trivapabes/oofmsa sol uti on of

1-[5(R)-3-[4-[2-[ (] a, 5a, 63) - 6- cano- 3- azabi cycl o[ 3. 1. 0]HeJane®@006] pyri di n-5-y

| ]1-3- fluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole (50.0 ng) in

di chl or onet hane- net hanol (10:1, 1.0 nL) was added 1, 3-di hydroxyacet one

dimer (60.7 ng), nethanol (4.0 nL), acetic acid (0.5 nmL), and sodium

cyanobor ohyqs(rge- [@21{(201 rm)aﬁ)-tsr@am Xiw(;ﬁmaaﬁncﬁﬁ e 3bzdbagblof ¥NWREaL-gr e for

7 5 hours dro c the m xture was stirred
room teﬁg@i”;f’hggﬂ “OFOP?‘WB’ﬁ' 'O"I%?éazﬂf ‘53?3 mﬁ\ﬁ%‘ gzl’?'u?‘éif’l% th brine and

gxt r gct ed w di;kpegslahbfan[é(m)t:hpan nm,haﬁmle dyhfs- 1—)azade3'E]o 0. @aﬂdaﬁ -6 Ipknadih-S y\]@\s-(r]I e

Chcuo.  pr epal PR PR e e SRS T riee G Pt AB bt SR e "

met hanol =(10t rbY) anfl potassiuny eshaobate (93 ve) i ar:ktemﬁdermmmﬁ) ﬁﬁs Ked@d Bndfg)eﬂuNEr ( FAB)

2220 (g SR BT 1 o BP0 A hind

1-[5(R) - 3- Eﬁllﬁtbqﬁaﬂﬁfﬂaﬁ( @“@uﬂﬂjdrﬁbe;@-ﬁ(f(xz{ﬁ))kﬁwlfol mg).n- 2-yl ) car bonyl ] - 3-az
abi cycl o[ 3
y]) pyri di n- @ f‘]uoro (L - oxooxazol i di n- 56yl methyl]-1,2,3-triazole
Hydr ochl or HR&S )@_rq,3 B'): 42k, 619.2218; found, 619.2214,
a, 5a, 6[ 3) - §feb§(28) 1-t- But oxycar bonyl pyrrolidi n-2-yl)carbonyl]-6-cyano- 3-
azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl)-3-fluorophenyl]-2-oxooxazol i di n-5-
yl met hyl ] - 1'@ cgmpouud 82

A muxture of the compound of Step 1 of Exampie 82 (20.0 mg) and methylhydrazine (34.4 pL) 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: 485 (MH").

HRMS (FAB") for CosH,6FN:O, (MH™): caled, 489.2163; found, 489.2195.

EXAMPLE 83

(\Nl:\, N

N N
(ol |vﬂlH
“r N

NC¥ = |
=

A
N.
N

1-[5(R)-3-[4-[2-{(1a,50,6B)-6-Cyano-3-[2+(1,2,4-triazol-4-ylethyl]-3-azabicyclo[3.1.0]hexan-6-
yl)pyridin-5-yi}-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]}-1,2,3-triazole.
A mixture of 1-[5(R})-3-[4-[2-[(1a,5a,6B)-3-(2-aminoethyl)-6-cyano-3-azabicyclo[3.1.0jhexan-6-yi]-

mn
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R
triazole. The conmpound of Step |I in Exanple 87 (27.1 ng) was prepared from
| -[5(R)-3-[4-[2-[ (| a, 5a, 6] 3)-6- cyano- 3-azabi cycl o(3. 1. 0J- hexan- 6-yl
] pyridin-5-yl J-3-fluorophenyl]-2oxooxazolidin-5-ylmethylJ- 1,2, 3-triazole
(20.0 nmg) and N-Boc-L-proline (11.6 ng) in the same nmanner as described for
EXAMPLE 71. wido¢f0aBsop W : 643 (MN. HRVS (FAB-) for (ML)
cal cd, 643.2793; found, 643.2744. Step 2. %ﬂiﬁﬁg%%
1-[5(R)-3-[4-[2-[(1a, 5a, 60) - 6- Cyano-3-[ ((2S)-pyrrolidin-2-yl)carbonyl]-3-aza
bi cycl o[ 3. 1. 0] hexan- 6-
yl ) pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2, 3-triazole
Hydr ochl or i geidinthil]-é- dhyorhanlleX-oxgpxeppliginiSryliEtlmilplh 23 -87z0{c®. Bmgly) was pr epar ed
froml-| 5( Rhlﬂ)%th&ﬁmﬁzm{dé bhe 786 QF)?B))G &tolucnesuifomc acid (0.6 mg %’rn toluene was heated under

E)]( I(‘lg,‘)?)an 6- y toﬁmborﬂé Poxgcgn(r)atedquz \Q\cuo r aranvet 1ry1|a}crc ngatograpﬁq)y Fabl cyclo[ 3. 1.

5-yl]-3-fl uémldgheﬁimn]ﬂ raathend xd 2:3) ¢fdlcnessiuwanemhyquokm?&iﬂlQfhna)zol e (26.9 ng) in
the sane nmappRqE mAeaqMaRed for EXAMPLE 2. M5 (FAB) miz: 543 (MH') (as

free base N8 I 43.2268; found,

543, 2243, )sgﬁ%ﬁﬁzgé%é’g’wg%e %o%%?ﬁzf"ﬁ% %q_’cz 5(R) - 3- [ 4- [g [(1

a, 5a, 6[ 3) - 6- Cyano- 3-[ ((2S, 4R) - 4- hydr oxypyrrol i di n-2-yl ) carbonyl ] - 3-

azabi cycl o] gxAn@lkexyan- 6-yl ] pyridin-5-yl]-3-fluorophenyl]-2oxooxazol i din- 5- y

I met hyl ]-1, 2(%/&{ ﬁﬁole Hydrochl ori de. Step 1.
1\/0 A .

N
Hl IVHH
NN !
B
L
F Nwo~
N
s :‘ N
N
\==/
1-[5(R)-3-[4-[2-[(1 0,5 0,,6B)-6-Cyane-3-(morpholin-d-yl)acetyl-3-azabicyclo{3.1.0]hexan-6-
yl)pyridin-5-yl]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole.
Step 1.
1-[5(R)-3-[4-[2-[(1at,50x,63)-3-Bromoacetyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-yljpyridin-5-y1}-3-
fluorophenyl]-2-oxoo0xazolidin-5-ylmethyl3-1,2,3-triazole.
To a solution of bromoacetyl bromide (9.8 pL) in dichloromethane (0.3 mL) was added a solution of
1-[5(R)-3-[4-[2-[{1a,50,6B)-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl}pyridin-5-yl]-3-flucrophenyl}-2+
oxooxazolidin-5-ylmethyl]-1,2,3-triazole (50.0 mg) and triethylamine (15.6 pL) in dichioromethane

{1.5 mL) at 0 °C, the mixture was stirred at the same temperature for 3 hours, and concentrated in

vacno. After dilution of the residue with dichloromethane-methanol (10:1) solution, the mixture was

washed with2 N hydroch_loﬁc acid, dried over anhydrous magnesium sulfate, and then concentrated

in vacuo to give compound of Step 1 of example 84 (88.1 mg).

Step 2.

Title compound 84,

To a solution of morpholine (29.3 pL) in acetonitrile (1.0 mL) was added a solution of the crude
Example 84 (B&.]1 mg) in acetonitrile (1.5 mL) at 0 °C, the mixture was stirred
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l-[5(R)_'3'[4[2[( -
a,5a,6(i)-3-1((2S,4R) - 1-t-But oxycarbonyl -4- hydroxypyrrolidin-2-yl)carbonyl] -
6-

cyano- 3- azabigy edo9hexses 0] hexan-6-yl ] pyridi n-5-yl]-3-fl uorophenyl]-2-oxooxazo
lidin-5-ylmethyl]- 1,2, 3-triazole. The conpound of Stel9lJwie 2086p! ¢ 88
(28.4 ng) was prepared froml1l-[5(R)-3-[4-[2-[(] a, 5a, 6p)-

6- cyan- 3- azabi cycl o

[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5

-yl met hyl ] - 1atZhe3arhe teragegdnee {02 HhddrsiTPYieradilChiohtoBME redidlieyialthGaeykr, lthe i Qtlre R@s Wakid3 NQ)
in the sane ).
HRVE TAB' ) f%%@%ﬁ% %Z“‘@aflﬁf?* 2@’%‘%25@%5@}? “)a%’%‘%%%g d“%ﬁ
Conpound 88 (YT HhyAgous pagepya nd thehiopseaiTaissim ATl Pefparaivephintlayy  Exanpl e 88
(27.4 ng) in ¢ha@natczAply (NBRNEEhidemARSE mehad! £ o) JERM3ldhe ghve MM cofddng 84m z: 559
(MN . HRVSB (Fﬁv\éﬂ%g C28H29FN8O4 (IMH ): cal cd, 559.2218; found, 559 2247.
EXAMPLE 89 89 05/ 005398 "“F 19 June 2006 1-[5(R)-3-[4-][2- [(]

a, 5a, 6p) - 6- CyMSSEARD 33 BHD4- 1 | uor op) , rrol i di n-2-yl ) car bonyl ] - 3-

azabi cycl o( 3. MBMM%€W$WDL(MM) Salod, 3732314; ardqprEenyl.] - 2- oxooxazol i di n- 5-
ylmethy])-1,2,3- triazole Hydrochloride. Step. I ] -[5 (R-3-[4-[2-[(1

a, ba, 6p)-3-| (éZS 4S€ 1-t - But oxycar bonyl - 4-f | uor opyrrolidin-2-yl)carbonyl) - 6-
cyano- 3- azabi 83 . 0] hexan- 6-yl ] pyri di n-5-yl ] - 3-fl uor ophenyl ] - 2- oxooxazo
I|d|n5ylrrethyl- '

=N
N

HI -%77--*:
NG |

oy
0

F NJ(O
‘\tu \'i_j N

1-[5(R)-3-[4-[2-[(1a,50,6p)-6-Cyano-3-(5-cyanopyridin-2-yi)-3-azabicycico{3.1.0Jhexan-6-
yilpyridin-5-yl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
To a suspension of I-[S(R)-3-[4-[2-[(1a,50,68)-6-cyano-3-azabicyclof3.1.0]hexan-6-yl)pyridin-5-ylj
-3-flucrophenyl)-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 66 °C for 9 hours. After dilution of the mixture with ethyl acetate and water, the mixture
was extracted 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 C3sHFN;0, (MH"): calcd, 548.1959; found, 548.1984.

86



1,2,3-triazole. . The conpound of Step | of Exanple 89 (73.6 ng) was
prepared from1-[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-fl uorophenyl ] -2-oxooxazo
1'i di n-5-yl meghybdyseoksed. 3-triazole (50.0 ng) and N-Boc-(4S)-fluoro-L-proline
(31.5 ng) in the same manner as described for. EXAVPLHYJundR006AB*) ni z:
661 W. HRMS (FAR) for C33H35F2N8Cs (MH); calcd, 661.2698; found, 661.2656.
Step 2. The conpound of Exanple 89 (44.0 ng) was prepared from the conmpound
of Step 1 of Exanple 89 (69.3 ng) in the same nmanner as described for
EXAVPLE 2. NEXAMPREEY nmiz: 561 (NH ). HRMB (FAB') for C2 H2rF2NIO, (MH):

cal cd, 561. ATW?OQﬂd, 561.2142. EXAMPLE 90 90 19 June 2006 91
1-[5(R)-3-[i}}{[32- , ‘

a, 5a, 6(3)-3-t-Bdt Oxycar bonyl - 6- (t-but oxycar bonyl ) am no- 3-

azabi cycl o[ 3. k) eman 6-yl ] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidm5-y
| met hyl ] -1, 2, %f role. Title Conpound 90 (473 ng) was prepared from
1-[5(R)-3-[3-f Sor’

(4 4,5 5-tetranmethyl -1, 3, 2-
di oxabor ol yl') - phen 2pseoxazgl i din-5-ylmethyl]-1,2,3-triazole (600 ng) and
5-brono-2 [ (I

(x, 5a, 6(i)-3-t-butoxy&arbon (t-butoxycarbonyl)am no-3-azabicyclo[3.1.0]h
exan-6-yl ] pyridine (702 ny) thg same manner as described for EXAMPLE 1.
M5 (FAB*) mlz: 636 (MH). HRVS BN f or C32H39FN706 (IvlIf : cal cd,
636.2946; found, 636.2931. \=

1-[5(R)-3-[4-[2-[(10,50,683)-6-Cyano-3-(1,3-dihydroxypropan-2-yl)-3-azabicyclo{3.1.0Jhexan-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-[(1a,50,6p)-6-cyano-3-azabicyclo]3.1.0Thexan-6-yl}pyridin-5-y1}-3-
fluorophenyl]-2-oxooxazolidin-5-yimethyl]-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 (10:1), The
organic extracts were dried over anhydrous potassium carbonate, filtered, and then concentrated in
vacuo. Preparative thin-layer chromatography (silica, dichleromethane: methanol = 10:1) of the
residue gave title compound 86 (13.2 mg).

MS (FAB") m/z: 520 (MH™).

HRMS (FAB™) for C,4H,7FN;O, (MH"): caled, 520.2109; found, 520.2086.

EXAMPLE 87

87



0 NkoNzN 1-[5(R)-3-[4-[2-[(1

a, 5a, 6[i)-6- Am no- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri din-5-yl]-3-fl uorophenyt
] -2- oxooxazolidin-5-ylmethyl]-1,2,3-triazole Drliydrochloride. Title
Conmpound 91 @3®oosrpps3ssas prepared from

1-[5(R)-3-[4-[2-[(1a, 5a, 6[ 1) - 3-t - but oxycar bonyl - 6- 19 June 2006
(t-butoxycarbonyl)-am no- 3-azabi cycl o] 3. 1. 0] hexan-6-yl ) pyridi n-5-yl]-3-fluor
ophenyl ]-2 WD 2005/ 005398 19 June 2006 ’
oxooxazol i din-5-ylnethyl)-1,2,3-triazole (397 ng) in the same manner as
descri bed for EXAMPL 2. M5 (FAB') mz: 436 (MH). FIRMS (FAB') for
C22H22FN, 02 (ﬂ*ﬁ': Nal cd, 436.1897; found, 436.1898. N, N N

1-[5(R)-3-[4-[ 2y (I1HHC '

a, b5a, 6[ 3) - 3- Aceét gxyacet yl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl
)-3- fluorophenyyiH2- oxooxazolidin-5-ylnethyl]-1,2,3-triazole: To a
suspensi on of vy, NG
1-[5(R -3-[4-12-[[1 a
-yl']- 3-fluorophen

li5a, 6(3) - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri din-5
- oox@zol i din-5-ylnmethyl]-1,2,3-triazole (30.0 ng)

i n di chl oronet hane (Q, J@;S added triethylamne (28 L) and

acet oxyacetyl chlori e d“% 0 C, the mxture was stirred at the sane

tenperature for 1 hour. Af t dilgtion of the mxture with water, the
m xture was extracted with di “orbrret hane. The organic extracts were
washed with water and brine, dri over anhydrous sodiumsulfate, filtered,

and then conggsRy-&{«Md-[(18,54 1O Cydnb3F(295-ByrfNBHh QG BHBYy K-S labdbkficlo[3.1.0)hexan-6-
i chil or Omet Dgfe o TeLRaRRl ol ook 58h 22948k Dbl cOTPOUN of
Step 1. :
1-[S(R)-3-[4-[2-[(1 &, 5,6[)-3-[{(25)- 1 -t-Butoxycarbonylpyrrolidin-2-yl)carbonyl]-6-cyano-3-
azabicyclof3.1.0)hexan-6-y1]pyridin-5-y13-3-fluorophenyl)-2-oxooxazolidin-5-ylmethyl]-1,2,3-
triazole. . )
The compound of Step 1 in Example 87 (27.1 mg) was prepared from 1-{5(R)-3-[4-[2-[(1a,50,68)-6-
cyano-3-azabicyclof3.1.0}-hexan-6-yl]pyridin-5-yI]-3-fluorophenyl]-2-oxo0oxazolidin-5-yimethyl}-
1,2,3-triazole (20.0 mg) and N-Boc-L-proline (11.6 mg) in the same manner as described for
EXAMPLE 71.
MS (FAB") m/z: 643 (MH").
HRMS (FAB™) for Cy;H3eFN;Os (MH™): caled, 643.2793; found, 643.2744.
Step 2,
1-[5(R)-3-[4-[2-[(1a,5¢,6B)-6-Cyano-3-[((2S)-pyrrolidin-2-yl)carbonyl]-3-azabicyclo{3.1.0Jhexan-6-
yllpyridin-5-y1]-3-fluorophenylj-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole Hydrochloride.
The compound of Step 2 in Example 87 (16.8 mg) was prepared from 1-[5(R)-3-[4-[2-[(1a,50.,6P)-3-
[((2S)-1-t-butoxycarbonylpyrrolidin-2-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 (26.9 mg) in the same manner as
described for EXAMPLE 2.
MS (FAB") m/z: 543 (MH") (as free base).
HRMS (FAB*) for Cy5H,sFNO; (MH™Y): caled, 543.2268; found, 543.2243,
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FIRVMS (FAB') for C27H25FN705 (MH ): cal cd, 546.1901; found, 546.1888.
EXAMPLE 93 92 WO 2005/ 005398 19 June 2006 1-[5(R)-3-[4-[2-[(1 a,5 a,

6[ i) - 6- Cyano- 3- hydr oxyacetyl -3 -azabi cycl o[ 3. 1. 0) hexan-6-yl ] pyridin-5 -yl]-
3-fluorophenyl ] -2-oxooxazol idin-5 -ylnmethyl ]- 1,2,3 -triazol e. To a

sol ution of

1- [ 5(R) - 3- [ 4 Q2039953983 6( i ) - 3- acet oxyacet yl - 6- cyano- 39aumg 20060[ 3. 1. 0] hexa
n- 6-
yl']-pyridin-5-y]]-3-fluorophenyl)-2-oxooxazolidin-5-ylnethyl]-],2,3-triazole
(255 nmg) in methanol (4.5 nL) and tetrahydrofuran (1.3 nL) was added

pot assi um car bonate 430 ng) at room tenperature, the mxture was stirred
at the same tenperafure for 2 hours, and concentrated in vacuo. After
dilution of t residue with dichloronethane-nethanol (5:1) solution, the

m xture was washed Nwith brine. The organic extracts were dried over

anhydr ous magnesi urfi el fate, filtered, and then concentrated in vacuo.

Fl ash chromat ogrgphy (silica, dichloronethane: nmethanol = 5:1) of the

resi due gave H'he7/t'Ht | e conpound of Exanple 93 (137 ng). M5 (FAB') miz: 504
(MH). HRVB ( Y C25H23FN704 (MH ): cal cd, . 504.1796; found, 504.1800.

Cl 93 WD 2005/ 005R981|19 June 2006 ,

N[5(S)-3-[4-[2-]( i )-8-t-Butoxycarbonyl - 6-cyano- 3-azabi cyclo[3.1.0]h
exan-6-y1] pyri di n- 5- N

y1] - 3-f 1l uor ophenyl ] - 5. oxooxazaPi di n-5-yl net hyl ) - (2, 2-di chl orocycl opr opane) -1
-carboxam de Di ast er eoner %;ﬁ; stereoner B. Title Conpound 94

(di astereonmer A: 100 ng, diast N{o/rjfgr B: 76.6 ng) were prepared from5(S)-

1-[5(R)-3-{4-[2-[(1 01, 50,63)-6-Cyano-3-[({28,4R)}-4-hydroxypyrrolidin-2-yl)carbonyl]-3-
azabicyclo[3.1.0)hexan-6-y1)pyridin-5-y1}-3-fluorophenyl)-2-oxooxazolidin-S-ylmethyl]-1,2,3-
triazole Hydrochloride. '

Step 1.

1-[5(R)-3-[4-[2-[(Y &1, 50,6B)-3-[((28,4R)- 1 -t-Butoxycarbonyl-4-hydroxypyrrolidin-2-yl)carbonyl]-6-
cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole.

The compound of Step 1 of Example 88 (28.4 mg) was prepared from 1-[5(R}-3-{4-[2-[(1 o, 50,60)-
6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-3-flucrophenyl]-2-oxooxazolidin-5-yimethyl]-
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 Cs3H3sFN;O (MH"): caled, 659.2742; found, 659.2775.

Step 2, . . )
Compound 88 (15.6 mg) was prepared from the compound of Step 1 of Example 88 (27.4 mg) in the
same manner as described for EXAMPLE 2,

MS (FAB*) m/z: 559 (MH").

HRMS (FAB") for CygH,sFNsOy (MH™): caled, 559.2218; found, 559.2247.

EXAMPLE 89

89



am nonethyl -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 ] pyridi n-5-yl]-3-fluorophenyl ] oxazol i di n-2-one (269 ng) and

2, 2-di chl orocycl opropanecarboxylic acid (110 ng) in the same nanner as
described fopoGsAMEsE 71. diastereonmer A (less polar): .kB ( Aﬁh mz: 630
(MN. diastereoner B (nore polar): M5 (FAB') m z: 618 'HE&;O HO d d
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)-3-fluorophenyl] -
2-oxooxazolidin-5-¥lnethyl]-(2,2-dich|orocyclopropane)-l-carboxanide

D astereoner A . T#tle Conpound 95 (diastereonmer A : 78.9 ng) was prepared
fromN[5(S)-3-[gF~h\2-[(la,ba, 6(3)-3-1t-

but oxycar bon®k;.6 no- 3- azabi cycl o 3. 1. 0] hexan- 6-yl ] pyri di n-5-yl]-3-fl uoroph
enyl ] - 2- oxoo&éfokndhn-S-ylnethyl]-(2,2-dichIorocyclopropane)-l-carboxanide
(di astereoners’Ay 97.0 ng) in the sanme manner as described for EXAMPLE 49.
VS (FAB' ) ni\—p3Q

(MN. HRVMS (FAB') for C2ab5H23C] 2FN303 (MB'): cal cd,
530.1162; foupd, »30.1198. EXAMPLE 96 94 WO 2005/005398 0 19 June 2006
N-[5(S) - 3- [ ¥e[ 27F( 1]} a, 5a, .

6(3) - 6- Cyano- 3-a 0[31$.0]hexanr6-yl)pyridin-5-y|]-3-f|uoropheny|]-

AL

‘\(_ N,N-'.-N
1-[5(R)-3-[4-[2-[(1,5,65)-6-Cyano-3-[((28,48)4-fluoropyrrolidin-2-yl)carbonyll-3-
azabicyclo{3.1.0lhexan-6-yl]pyridin-5-yl1-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-
triazole Hydrochioride.
Step. 1
1-[5(R}-3-[4-[2-[(1a,5a,6P)-3 ;[((28,48)-1-1-ButoxycarbonyM-ﬂuoropyrrolidin-?.—yl)carhonyl]—ﬁ-
cyano-3-azabicyclo[3.1.0]hexan-6-ylJpyridin-5-yl)-3-fluorophenyl)-2-oxooxazolidin-5-ylmethyl}-
1,2,3-triazole, '
The compound of Step 1 of Example 89 (73.6 mg) was prepared from 1-{5(R)-3-[4-[2-[(1c,5a,6B)-6-
cyano-3-azabicyclo[3.1.0Thexan-6-yl}pyridin-5-yi}-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-
1,2,3-tntazole (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 C;;H,5F,N;Os (MH"): caled, 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 CagHy7FaN;Os (MH'): caled, 561.2174; found, 561.2142,

EXAMPLE 90

S0



2- oxooxazol i di n-5-yl net hyl j - (2, 2-di chl orocycl opropane)- | -carboxam de

Di astereonmer B'. Title Conpound 96 (diastereoner B': 57.2 ng) was prepared
fromN[5(S)-3-[4-[2-[(la,b5a,6[3)-3-1t-

but oxycar bonyl - 6- cyano- 3: azabi cycl of 3. 1. 0] hexan- 6- g1 ]9p ri dZﬁ ylj-3-fluorop
henyl j - 2- oxooxazol i di n-5- yl met hyl ] - (2, 2-di chl or ocy d%‘? QE | - car boxam de
(di astereorrer B: 73.0 ng) in the sane manner as descri bed f or EXAMPLE 49.
M5 (FAB) mz: 530 (MN. HRVMS TAB') for C25H23C] 2FN503 ( MH7: cal cd, 530. 1162;
found, 530.1137, FKFF N-[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-y

| ] pyridin-5- 91

yl ]-3-fl uorophenyl ] - 2-oxooxazol i di n-5-yl met hyl ] - (2, 2-di f| uor ocycl opr opane) - |
-carboxanride Diastereoner.C and D astereoner D. 95 WO 2005/ 005398 19 June

2006 Titl gwnd 97 (diastereoner C: 125 ng, . di astereoner D. 125 ng) were
pr epar ed :af S)- am nonethyl -3-[4-[2-[(]
a, 5a, 6P) -3 t.oxycarbonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0) hexan- 6-

{1)} 3-1 uor ophenyl ) oxazol i di n- 2-one (300 ng) and
'd)'HTOpane-car boxylic acid (96.5 ng) in the same manner as
E 71. "HNH O N[5(S)-3-[4-[2-[(1

yl) pyri din-5-
2, 2-di fl uor &%

descrl bed fq.;N

a 5(x 6[ bi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5-y] J- 3-fl uor opheny
x@zo pt hyd ] - (2, 2-di fl uor ocycl opr opane) - 1- car boxam de
D| ast er eomer . T| tleCorpoind 98 (diastereomer C: 75.8 ny) was prepared

fromN[5(S)- 3 [4-] 8¥i)-3-t- butoxycarbonyl-6-cyano-3
- azabi cy_cl o[ 3.1.0] hexan 6-y yrINZII n-5-yl]-3-fluorophenyl ]-2-

I-[5(R)-3-[4-[2-[(1a,5¢¢,6()-3-t-Butoxycarbonyl-6-(t-butoxycarbonyl)amino-3-

azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl}-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-

triazole,

Title Compound 90 (473 mg) was prepared from 1-[5(R)-3-{3-flucro4-(4,4,5,5-tetramethyl-1,3,2-

dioxaborelyl)-phenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (600 mg) and S-bromo-2-
[(1a,50,68)-3-t-butoxycarbonyl-6-(t-butoxycarbonyl)amino-3-azabicyclo[3.1.0Jhexan-6-yl]pyridine

(702 mg) in the same manner as described for EXAMPLE 1.

MS (FAB") m/z: 636 (MH").

HRMS (FAB") for C3;HyFN,Os (MH"): caled, 636.2946; found, 636.2931.

EXAMPLE 91
H 2HCI

N
_Hh&}-n}-l
H,NY /Nl
X o]
A

Noy -
KN’ =N

1-[5(R)-3-{4-[2-[(1et,50,68)-6-Amino-3-azabicyclof3.1 O]hexan-G‘yl]pyndm-S-yI] 3-fluorophenyl]-2-
oxooxazolidin-5-yimethyl]-1,2 3-triazele Dihydrochloride.
Title Compound 91 (305 mg) was prepared from 1-{5(R)-3-[4-[2-[{1 &, 50,6[)-3-t-butoxycarbonyl-6-
(t-butoxycarbonyl)-amino-3-azabicyclo{3.1.0}hexan-6-yl]pyridin-5-y1}-3-fluorophenyl}-2-



oxooxazol i di n-5-yl met hyl ] - (2, 2-di f| uorocycl opropane) - I - car boxani de

(diastereoner C. 122 ng) in the sanme manner as described for EXAMPLE 49. NB

(FAD') mz: 498 (MW. HRMS (FAD ) for C25H23F3N503 (MH ): cal cd, 498.1753;

found, 498. WIBROS/ERRPLE 99 96 WO 2005/ 005398 NH 0 19 June 2006 N-[5 (S)-3
-[ 4- [2 [(1 a,5 a, 6[3)-6-Cyano-3 -azabi cycl o[ 3. 19 June 2006
I.0]hexan-6-y|]pyridin-5-y|]-3-f|uoropheny|] 2- oxooxazol i di n-5

-yl methyl]-(2, 2-di fl uorocycl opropane) - 1- carboxanide D astereoner D . Title

EI.O Fg?g;]fi 3_9 [9 2408;23%%%16" )\%gg ’P 2 é U'fHZO%C gg') mgji r e e%{arexgr Lsrd%smﬁbed for EXAMPLE

but oxycar boRyl - 6- cyano- 3- azablcyclo[3 1. O]hexan 6-yl ] pyridin-5-yl]-3-fluorop
henyl ] -2- ox@qxas hﬁﬂ{ﬁTﬁHﬁlnEthyl] (2, 2-di fl uorocycl opropane) - 1- car boxam de
(di astereo ) [ .as, desc ed for EXAMPLE 49. MS
( FAB') m‘z% ”%PWEQPF@? °F’6$g%2‘§§?z %é”‘? ): calcd, 498.1753:
found, 498.1740. NH ~-

C)N@thyl N—t§ﬁ§ﬁ1§9£4 [2 [(Ia,5a,6[3)-3-t-ButoxycarbonyI-6-cyano-3-azabicycl
o[ 3. 1. O]hexan b] pyridin-5-yl]

3-f | uor opherfyP] rq—oxooxazolidin-5-y|m:thy|] car bamate. 97

HI IQMIH
s, N
I

NCY e
T

o)
F N’(

{

N
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N

=)

1-[5(R)-3-{4-[2-[({1c,50,68)-3- Acetoxyacetyl-6-cyano-3-azabicyclo[3,1.0Thexan-6-yI]pyridin-5-y1}-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole. '

To a suspension of 1-{5(R)-3-[4-(2-[(12,50,6[B)-6-cyano-3-azabicyclo[3.1.0Thexan-6-yllpyridin-5-y11-
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 pL) 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 = 10:1) of the residue gave the title compound of 92 (34.7 mg).

MS (FAB™) m/z: 546 (MH"). :

HRMS (FAB") for C,78,5FN;05 (MH™): caled, 546.1901; found, 546.1888.

EXAMPLE 93

92



WO 2005/ 005398 19 June 2006 Title Conpound 100 (53.2 ng) was prepared from
5(S)-am nonethyl -3-[4-[2-[(la,5a,6(3)-3-1-

but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3

- f 1 uor ophenyi ) 9s866kh4sdi N-2- one (200 ng) and nmethyl chleroformate (37 L) in
the sane manner as described for EXAMPLE 92. M5 (FAW9 dupe 2806 (MV). Hi '

-,H NC vX"r;" NNH , -W OMthyl-N[5(S)-3-[4-[2-[(]

a, b5a, 6[ 3) - 6- Cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-3-

f 1 uor ophenyl) - 2- oxooxazol i di n-5-yl met hyl ] carbamate. Title Conpound 101
(32.7 ng) waso red fromO-nethyl N-[5(S)-3-[4-[2-[(1 a,5a,6[3)-3-t-

but oxycar bonyl - 6ycyano- 3- azabi cycl of 3.

3. 0] hexan-6-yl ] pyni di n-5-y)]-3-fl uoropheny]) - 2-

oxooxazol i di nHBxy¥'met hyl ] car bamate (50.0 ng) in the sane manner as descri bed
for EXAMPLE 43\[ ‘WENFAB' ) miz: 452 (MH). HRVB (FAB*) for C23H23FNSO4 (MH):
cal cd, 452.17 f fpung, 452.1729. 98 WD 2005/ 005398 19 June 2006

1-[5(R) -3-[4-[2-[ (& ) - 3p6- Di cyano- 3- azabi cycl o[ 3. 1. 0) hexan-6-yl ] pyrid
in-5-yl]-3,5- di fl u hejyl ]-2-ox ooxazol i din-5 -yl nethyl) -1, 2, 3
-triazol e. Title Conpound 1%12 2 ng) was prepared from

1-[5(R) -3-[4-[4-[(1(X 5ct, 6] an-3- .

azabi cycl o[ 3. 1. 0] - hexan- 6-yl | pywindint 5-yl ) - 3, 5-di

fl uor ophenyl ] - 2- oxooxazol i di n-5-y thyl]-1,2,3- triazole (15.0 ng) in the

same manner 1AS(RY8F61-Prdsd, 6p)-6 xR dréRacetyl-3-azabicyclo]3.1.0]hexan-6-y1}pyridin-5-yl]-
3-fluorophenyl]-2-oxooxazolidin-5-ylmethyll-1,2,3-triazole.
To a solution of 1-[S(R)-3-[4-[2-[(1¢,5a,6[)-3-acetoxyacetyl-6-cyano-3-azabicycle[3.1.0Jhexan-6-
yi)-pyridin-5-y1}-3-fluorophenyl]-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,sH,3FN;O, (MH): caled, 504.1796; found, 504.1800.

EXAMPLE 94

>l/0\(0
N

HI nqu

NC” N

.
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M5 (FAB') miz: 489 (MH). HRVS (FAB' ) for C24HI9F2N802 (MH ): cal ed,

489. 1599; found, 489.1634. 1-[5(R)-3-[4-[2-[(1

a, ba, 6(3) - 6- C%ano- 3- et hyl - 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3,5-
di f 1 uor opheyP $UBIoxazol i di n-5-yl methyl]-1,2,3-triazole. Title Conpound
103 (14.8 nmg) was prepared from 1-[5(R)-3-[4-[4-[ (] a, B Jupe)20806cyano- 3-
azabi cyclo [3.1.0] hexan-6-yl]-pyridin-5-yl]-3,5-di

fl uorophenyl]-2-oxooxazolidin-5-ylmethyl ]-1,2,3- triazole (15.0 ng) in the

ame manner rlped, f EXAVPLE, 78 M5 (FAB.) mlz. 478 .., HRVB
?FAB' ) for &M?ﬁ%ﬁ#@§°’iﬂ\ﬁ>)3rt?ﬁé\ﬁr%a}’°" '7%%8% ‘?”P%S{Pﬁ?i?'l'ﬁ]‘?ﬁ‘?‘té%@y"%ww 104
99 WO 2005/ 0a530@ropRendil exgoaerglidin-§-BmelRy1)-@.J-dclifdrogyrioprdpafi-1 {cfrpoxamide
5a, 6[ 3) - 6- hymsiaarsmet Al TRastxab@/cl of 3. 1. O] hexan-6-yl ] pyri di n- 5-
)(/|7]3pf216%|) ] \_Na_'t?c)s(]?og')égz 13‘4 ?4)%{%%5%&’18&&%; c_lig's’te%éo?n_e}ézl %%%lg?ivere -;I;rle;[)alre% fr%r)nrge und 104
| - [ 5(R) - 3- [ Snfinomethpl-344([ 2 (e, 5¢.68) 36 tortaxrearbanlyl-6¢8ne:3-azabicyclo[3.1.0Thexan-6-
di oxabor ol y|%J'pﬁ-hi%m@l}-s-ﬁn&&ﬂ@ﬁ&ﬂ@ﬁk&li@ik&:oﬁé Yoo Rk Wk b2 hicBoreiclopRp Mk rtoBBic 4 D)

and 5- br ono-

[(1a 5a, 6] 3)KEHYmedrsems Faraer 33 TRy PRSP Hexan- 6- yI | pyri di ne (58.0

ng) in the Shaverepmsrdeliess @rklescri bed for EXAMPLE 1. M5 (FAD ) m z: 452
MH ). FI RVByf BAB)) A2re36@arR3FNS04 (MY : cal cd, 452.1734; found, 452.1735.
N

3- [ A5 PTT S %’8‘,"6’3’@2‘- 6- Cyano- 3- oxabi cycl o 3. 1. 0] hexan- 6-yI ] pyri di n-5
| uordP ey} Avz: 630 (MH). ,

N
(R
-3-

=~ 17

EXAMPLE 95
H
N

HhQ--uH
ne? |

=

9]
F NJ(

\\{’_
NH C’ o
(8]

N-[5(8)-3-[4-[2-[(1a,50,6()-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,50,6B)-3-1-
butoxycarbonyl-6-cyano-3-azabicycle{3.1.0Jhexan-6-yl)pyridin-5-yl}-3-fluorophenyl}-2-
oxooxazolidin-5-ylimethyl]-(2,2-dichlorocyclopropane)-1-carboxamide (diastereomer A: 97.0 mg) in
the same manner as described for EXAMPLE 49.

MS (FAB") m/z: 530 (MHM).

HRMS (FAB®) for C3sH2CLFNO; (MH"): caled, 530.1162; found, 530.1198.

EXAMPLE 96

94



2- oxooxazol i di n-5-yl nmethyl]-4-fluoro-1,2,3-triazole. Title Conpound 105
(101 ng) was prepared from4-fluoro-I-[5(R)-3-(3-fluoro-4-iodophenyl) - 2-
oxooxazol idin-5-ylmethyl]-1,2,3-triazole (125 ng) and -
5- br onp- 2- [ ( vao S@s6¢s39s- 6- cyano- 3- oxabi cycl o[ 3. 1.0] hexan-6-yl]pyridine (122
my) in the same manner as described for EXAMPLE 31. N JanB200a z: 465
(MH). 100 19 June 2006 101 HRVS (FAB) for C23H 9F2N6O3 (&H ): cal cd,
465 1487; found, 465.1514. N/ N

[5( R)-3-[4- [g' [ (1la, 5a, 6f 3) - 3-t - But oxycar bonyl - 6- cyan- 3- azabi cycl o[ 3. 1. 0] h
exan 6 yl]pyridm5-
yl ]-3-fl uorophényl ] - 2o0xooxazol i di n-5-yhnet hyl ] -4-fluoro-1, 2, 3-tri azol e.
Titl e Conpoubd’\tp@H(301 ngy) was prepared from
4-fluoro-1-] 3~3- fl uoro-4{4,4,5,5- tetrarnethyl -
1, 3, 2d|oxaborolyl - 2-oxooxazolidin-5-ylrnethyl)-1,2,3-triazole (370
ng) and 5- 0 ‘
br ono- 2-[ (1a, 5a, 60) - 3 o_xfi(car bonyl - 6- cyano- 3- azabi cycl o 3. 1. 01hexan- 6-yl
] pyridine (332 np) fn the §ane manner as described for EXAVPLE 1. MBS ( FAB)
mz: 564 (MT ). HRVS (FAB )~Xor CZaHSSFZN A (Wh; calcd, 564.2171; found,

564.2168. '19 June 2006 102 NH cl
1-[5(R)-3-[4-[2-[ (I (x, 5a, 6(3)-6- ;Pﬁ:g#?)-azabl cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-
5-yl]-3-fluorophenyl]-2- oxooxafolidin-5-ylnethyl]-4-fluoro-1,2,3-triazole
Hy([JIr ?c)hl or |[ de. [saéb-aJl[e[zqﬂmwwemo(smmwaw \t!)\la]ﬂheaﬁﬁ-%@ﬂﬁﬁﬂmf-i A -fluorophenyl}-
1-[5(R) - 3-[ 45 6 roonyl :
cyano- 3 azablzjc? +£ gdlq.sg gj &hﬁﬁﬂf’%ém)ﬁfm@ %’mg c%ffo’f?mfdlcl%ars tgre erB - 2o0xoo0xazol
i di n-5-yl net ’h"y F_og;pound 96 d:astcreomerB 5 mg) wag prepared om N-{5(8)-3-[4- [2 [(Iu,Sa,6B) 3-t-
butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yl]pyridin-5-y1]-3-fluorophenyl]-2-

oxooxazolidin-5-ylmethyl]-(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 C;sHp;,CLFN;O; (MH"): caled, 530.1162; found, 530.1137.

EXAMPLE 97
N

H“Q""H
NCY /N l

2

N-[5(8)-3-[4-[2-[(1a,50,6B)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0]hexan-6-yl]pyridin-5-
yl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-(2,2-difluorocyclopropane)- 1 -carboxamide

Diastereomer C and Diastereomer D.
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fluoro-1,2,3-triazole (290 ng) in the same manner as described for EXAMPLE
2. M5 (FAR) rn/z: 464 (MN) (as free base).. HRM5S (FAB ) for C23H20OF2N702
(MN): calcd, 464.1647; found, 464.1645. EXAMPLE 108 off >f _N_H . NC
lilH . 1111NWQRRPS/oS3s '

1-[5(R) - 3-[ 4-[ 2-[ (1a, 5a, 6( 3) - 3- t - But oxycar bony! - 6- cyanb? Juae06yci o[ 3. 1. 0] h
exan- 6-yl j pyridi n-5-
yl]-3-fl uorophenyl]-2oxooxazolidi n-5-ylnethyl]-5-fluoro-1,2,3 -triazole.
-]I_-I_ E !5(eR)C? g? ?g_ 1fl%(gtjr8m&§)§“@|%8@§%ﬁ}gﬁr§?rg S_Barﬂg?giagtgr%% D: 125 mg) were prepared from 5(S)-
gxooxazohdi n-Baigametiy i i4;{2-§0 ¢.p @8p)5-tbupxwatberyhé-etapo-p-2Bbicyripi3. & Plexan-6-
g‘ Pr ono- 2;3 [ ( |)fl}p?ﬁdixﬁ.(-?l}-3-:ﬂu&rophgr_1yl]oxalzolidin—z-one 6300 mg) and 2,2—d|if}uorocycéqpropan(eczaangylic) _

ut oxycar bonyl -.6- cyano- 3- azabi cycl a-[ 3. -6-yl ] pyridine ng) in
the same rrannaélrdq_%ﬁgymgé“s%?faﬂ’éﬂ’a?'y‘ras%(’%’f%ﬁ-”%@rmE?#AB) mz: 564 (MN. HVS
(FAB') for C28H28F2N704 (MH ): cal cd, 564.2171; found, 564.2189. EXAMPLE 109
2 19 June 200€xANMBLE 98
H

N

Hi lv-ul-i
N
I

NCY e
Sy

£

NH F’ F

O
N-[5(8)-3-{4-[2-[(1a,501,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl |pyridin-5-yl}-3-fluorophenyl]-
2-oxooxazolidin-5-ylmethyl]-(2,2-difluorocyclepropane)-1-carboxamide Diastereomer C’.
Title Compound 98 (diastereomer C’: 75.8 mg) was prepared from N-{5(8)-3-[4-[2-[(1o,5c,68)-3-1-
butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0]hexan-6-yl)pyridin-5-yl]-3-fluorophenyl]-2-
oxooxeazolidin-5-ylmethyl}-(2,2-diflucrocyciopropane}- 1 -carboxamide (diastereomer C: 122 mg) in
the same manner as described for EXAMPLE 49.

MS (FAB") m/z; 498 (MH™).
HRMS (FAB") for C,sH:F3NsO; (MH'): caled, 498.1753; found, 498.1783.

EXAMPLE 99

9



P .N-z7 F

1-[5(R)-3-(4-[2-[(ta, 5a, 6(i)-6-Cyano-3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
-yl J-3-fluorophenyl]-2- oxooxazolidin-5-yhnethyl]-5-fluoro-1,2,3-triazole
Hydrochl ori d ' npound 109 (118 ng) was prepared from

1-[5(R) - 3-[ 4?‘1(3-%["%’&%,39%, 6[i)-3-t-but oxycarbonyl -6- 19 June 2006

byano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-y1J- 3-fl uor ophenyl ] - 2- oxooxazo
lidin-5-ylrnethyl]-5- fluoro-1,2,3-triazole (151 ng) in the sane manner as
described for EXAMPLE 2. M5 (FAB') nih: 464 (M) (as free base). HRVS (FABl1
for CZSHZOFZN?OZE'( WMH ): cal cd, 464.1647; found, 464.1679. EXAMPLE 110 N Ht

OHO 1-[5(R3-[&-B2-[ (I
a, b5a, 6p) - 3-(4th%2tuexycar bonyl pi perazi n-1-yl ) acetyl - 6- cyano- 3-
azabicycl o[ 3. 1, -,])/ n- 6-yl ] pyridin-5-yl]-3-fluorophenyl]-2oxooxazolidin-5-y
| met hyl ] -1, 2, ¥4 aziple. Title conpound 110 (60.7 ng) was prepared from
1-[5(R). 3-[4-[ 2- [ (4 - 6-gyano- 3-
azabi cycl o[ 3. 1. § hexan- pyri di n-5-ylj-3-fluorophenyl]-2oxooxazolidin-5-y
| methyl]-1, 2,3 WO 2006/ 0053 June 2006 triazole (50.0 ng) and
1-t - but oxycar bonyl pi per azi nem ng) in the same manner as described for
EXAMPLE 78. M5 (FAB') mz: 672 ').FIEIRI\/B (FAB*) for C34H39FNO9O5 (MH ):
cal cd, 672.3058; found, 672.3040.

o]

N-[5(8)-3-[4-[2-[(1 o, 501,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1}-3-fluorophenyl]-
2-oxooxazolidin-5-ylmethyl]-(2,2-difluorocyclopropane)-1-carboxamide Diastereomer D,
Title Compound 99 (diastereomer D*: 62.2 mg) was prepared from N-[5(8)-3-[4-[2-[(10,5¢,6B)-3-1-
butexycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-yllpyridin-5-y1}-3-flucrophenyl}-2- 7

oxooxazolidin-5-ylmethyl]-(2,2-difluorocyclopropane)-1-carboxamide (diastereomer D: 122 mg) in
the same manner as described for EXAMPLE 49.

MS (FAB") m/z: 498 (MH"). '

HRMS (FAB™) for C;sH2;,F3NsO; (MH™"): calcd, 498.1753; found, 498.1740.

EXAMPLE 100

O-Methyl-N-[5(8)-3-[4-[2-[(1,501,6)-3-t-Butexycarbonyl-6-cyano-3-azabicycle3.1.0]hexan-6-
ylpyridin-5-yl]-
3-fluorophenyl]-2-oxooxazolidin-5-ylmethy!]carbamate.
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EXAMPLE 111 O-N'-~ N H 2HCl
1-[5(R)-3-[4-12-[(1a,5a,6(3)-6-Cyano-3-(piperazin-I-yI)acetyI-3-azabicyc|o[3
. 0] hexan- 6-
]pyrldln 530 Joo3e0k3mor ophenyl ] - 2- oxooxazol i di n-5-yl methyl ]-1,2,3-tri azol e
Di hydrochl oride. Title Conpound 111 (57.0 ng) was preh%ﬂulﬁZQﬂﬁ
1-[5(R)-3-[4-[2-[(la,ba,613)-3-(4-t-
but oxycar bonyl pi perazin-1-yl)-acetyl - 6-cyano-3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] p

yridin-5-yl]-3- fluor 2- 0X00Xa ol i y riazol e
(59.7 mg) i h TR SowRgHas E@ﬁﬂy #J"staasfgeﬁrﬁ @p "ﬁ%’%ﬂﬁﬁég“ég [(Msg é’A’é) mz: 572
(M) (as fr egotyasbony-G-HRMD- ?(mle:r)cl0f301rOJIGZQMFNQ@SS-@WﬂuomaﬁwﬂloxW@m%34
found, 572.2%3% 2ool9ﬁa MAORAAR (i‘pr} WRe QQQQa&eléG&n&a ks eEkAMpLE 02, 52,
6p)-6-Cyano S#H§§B n%ﬁ . 0] hexan-6-yl ]t hi ophen-4-yl]-3-fluorophenyl]-

2- oxooxazol i “1,2,3-triazole. Title Conpound 112 (261 ng) was
prepared from 1- [5(R) 3-[ 3- fIuoro-4-(4,4,5,5-tetranethy|-1,3,2-

di oxabor ol y| exph@p¥lhbr 20xooxazol i di n-5-yl nethyl]-1,2,3-triazole (388 ng) and
4- br ono- 2- [ (| aHba, 6p) - 6- cyano- 3- oxabi cycl o[ 3.] . 0] hexan- 6-yl ]t hi ophene (270
ng) in the sa N nner as described for EXAMPLE 1. M5 (FAB') mz: 452

wf OF C22H, 9FN503S (MH ) : cal cd, 452.1193; found, 452.1180.

-[(1

11H i (5(R) ué:

a, ba, 6p) - 6- ilperldln | -yl )acetyl -3-azabi cyclo[ 3. ]
. 0] hexan- 6-yl ] pyr kgi A *
5-yl]-3-fluorophenyl]-% oxEEoIidin-S-ylnethylj-1,2,3-triazole.
NH
)—OMe
o

O-Methyl-N-[5(5)-3-[4-[2-[(1a,5a,6B)-6-Cyano-3-azabicyelo[3.1 .0]hcxan-6-yl]pyridin-5-y.1]-3 -
fluorophenyl)-2-oxooxazolidin-5-ylmethy!)carbamate.

Title Compound 101 (32.7 mg) was prepared from O-methyl N-[5(8)-3-(4-[2-[(} ¢,52,68)-3-1-
butoxycarbonyl-6-cyano-3-azabicyclo[3.1 .O}hexan-G»yl]I‘Jyn-idin-S-y]]-3—ﬂuorophcnyl]-2-
oxooxazolidin-5-ylmethyl]carbamate (50.0 mg) in the same manner as described for EXAMPLE 49.
MS (FAB") m/z: 452 (MH").

HRMS (FAB"} for Cp3H33FNO, (MH): caled, 452.1734; found, 452.1729.

EXAMPLE 102
CN

]
N

Hi IQ-I#H
.l{ N
F
|

NC™ =

T
o
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Title Conpound 113 (15.7 ng) was prepared from
1-[5(R)-3-[4-[2-[(Ia,5a,6p)-6-cyano-3-
azabi cycl o[ 3. 1. 0] hexan-6-y1] - pyri di n-5-yl ] - 3- quorophenyI] 2oxooxazol i di n- 5-
yl met hyl ] -1, awazmkhm@§9|e (20.0 nmg) and piperidine (17.8 PL) in the sane
manner as described for EXAVPLE 84. NS (FAB) mlz: 571 Idune 2606 (FAB') for
C30H32FN803 (MH ): cal ed; 571.2581; found, 571.2579.' EXAMPLE 114 105 WO
20051005398 19 June 2006
1-[5(R)-3-[4-[2-[(Ia,5a,6[3)-6-Cyano-3-(pyrro|idin-I-yl)acetyl-3-azabicyclo[
| ] . 0] hgx an- G=[5(R)-3- [‘]i -[2-{(1a,5¢,6B)-3,6-Dicyano-3-azabicyclo[3.1.0]hexan-6 l.yi]pynhdml-si yi]-3,5- |
yl ] pyridin- 5 n- 5-yl met hy 1,2,3-triazo]e.
Title Conpous JI %[rfﬁ € )léjglp [y«% tﬁ%ﬂrls %mgﬁoﬁi‘ﬁﬁoﬁ
1-5(R - 3 [ e AE T meisy b o S 8 610569 <y
. 0] hexan- 6- \ababicyId[. 0l 0¥ reRany-Jipgridit-51911-8,5 e pheRy | PA-ORSRZ Sl dirds -Imbthyl)-1,2,3-

-ylnethyl] 1, (15 L) in the sane
manner as desh&drzaﬁgatofr‘{ ﬁ%&igmg{%@ﬁ%@%%@@lﬁﬁé I]‘!)?67 (MN. HRVS (FAB')
f or C30H32FNSGBFARH ¥MH) 557.2425; found, 557.2467. -1H 1- [ 5
(R-3-[4-[2- [}(R:MS%FEB*)G&SS);&@FMQ{(&&B} 6a¢ﬂcdd48|smsd9yioam gopsperidin-1-yl)acetyl - 3-
azabicyclo[3 . 0) hexan-6-yl ) pyridin-5-yl]-3-fluorophenyl]-2-oxooxazol i di n-5-
yl met hyl ] -1, 3- triazole. Title Compound 115 (22.0 ng) was prepared from
1-[5(R) - 3- [4ﬁ: 0%4, 6(3) - 6- cyano- 3- azabi
cyc] o[ 3. 1. 0] hexaf-6-yl ] -pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5
-ylnethyl]-l,zﬁé;}06 WO 2005/ 005398 19 June 2006

H '

1-[5(R)-3-[4-[2-[(1 a,5¢,6P)-6-Cyano-3-methyl-3-azabicycio[3.1.0}hexan-6-yi}pyridin-5-y1)-3,5-
difluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole.

Title Compound 103 (14.8 mg) was prepared from 1-[5(R}-3-[4-{4-[(1a,50,6(3)-6-cyano-3-
azabicyclo[3.1.0]hexan-6-yl]-pyridin-5-y1}-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-
triazole (15.0 mg) in the same manner as described for EXAMPLE 78,

MS (FAB™) m/z: 478 (MH™).

HRMS (FAB") for C;H3,F;N-0, (MH"): caled, 478.1803; found, 478.1825.

EXAMFLE 104

59



triazole (20.0 ng) and 4-di net hyl am nopi peri di ne di hydrochl oride (36.2 ng)
in the sanme manner as described for EXAMPLE 84. M5 (FAB') mz: 614 (MH).
HRVS (FAR ) for C32H37FN903 (MH ): cal cd, 614.3003; found, 614.3049. EXAMPLE
116 1-[5(R) -&0[24esjoBs3p€ 1 '

a, 5a, 6p) - 6- Cyano- 3-[ ((2S) - pyrrolidi n-2-yl)carbonyl ] - 3-182iine 2006[ 3. 1. 0] hexan
- 6-

yl ] pyridin-5-yl]-3,5-difluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triaz
ole Hydrochloridg, Step I. 1-[5 (R)-3-[4-[2-[(1

a, 5a, 6p)-3-[((28) -t -Butoxycarbonyl pyrrolidin-2-yl)carbonyl]-6-cyano- 3-
azabi cycl o[ 3. 1 @mwan- 6-yl ] pyri din-5-yl]-3,5-difluorophenyl]-2-oxooxazoli di
n- 5-yl met hyl o s riazole. The conpound of Step | of Exanple 116 (13.3
ng) was prepared f om|1 (5(R)-3-[4-[2-[(1 a, 5a, 6p) -

6- cyan- 3- azabi cycl . hexgn- 6-yl ] pyridi n-5-yl)-3,5-difluorophenyl]-2-ox
ooxazol i di n-5- yl net hyI 2,3ftriazole (10.0 ng) and N-Boc-L-proline (5.6
ng) in the sane mannerf as”de¥Crpbed for EXAMPLE 71 MS (FAB*) mz: 661 W.
HRVS (FAB') for C33H35F2NBGCs ;) n_calcd, 661.2698; found, 661.2691. Step
2. Title Conmpound 116 (8.4 ny) HeE&epared fromthe conmpound of Step 1 of
title Exanple 116 (13.3 ng) int ane manner as described for and EXAI\/PLE
2. M5 (FAB) f [0

. (o0 LAy S b R s Sl ) il 502

-oxooxazohdin-5-ylmethyl}-1,2,3-triazole.
Txtle 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-oxooxazolidin-5-ylmethyl}-1,2,3-triazole (83.4 mg) and 5-bromo-2-

[(1a,50,63)-6-hydroxymethyl-3-oxabicyclo[3.1.0]hexan-6-yl]pyridine (58.0 mg) in the same manner
as described for EXAMPLE 1.

MS (FAB") m/z: 452 (MH").

HRMS (FAB™) for C33H3FNO, (MH™): caled, 452.1734; found, 452.1735.

EXAMPLE 105
O

HIIQ-MH
) N
|

NC¥ e

S
O

F NJ(o .
N
oy
\AF

. 1-[5(R)-3-[4-[2-[() &,5,6B)-6-Cyano-3-oxabicyclof3.1.0Thexan-6-y! pyridin-5-y1}-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-flucro-4-iodophenyl)-2-
oxooxazolidn-5-ylmethyl])-1,2,3-triazole (125 mgj and 5-bromo-2-[(1e,5¢,6f3)-6-cyano-3-
oxabicyclo[3.1.0}hexan-6-ylpyridine (122 mg) in the same mamner as described for EXAMPLE 31.
MS (FAB™) m/z: 465 (MH"). '
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OH 19 June 2006 1-[5(R)-3-[4-[2-[(1

a, 5a, 6p) - 6- Cyano-3-[ ((2S, 4R) - - hydr oxypyrrolidin-2-yl)carbonyl]- 3-

azabi cycl o[ 3. 1. 0] hexan-6~yl ) pyri di n- 5-yl ] -3, 5-di fl uorophenyl ] - 2- oxooxazol i di

n-5-ylnmethyl)-1,2,3- triazole Hydrochloride. Step 1. i [f (ea@% [4-[2-](1

- a,5a,6[1)-3-[((2S, 4R) - 1-t - But oxycar bonyl - 4- hydr oxypyr 81 Jun §/I ) carbonyl ] -
6_ .

cyanq- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5-yl]-3,5-di fluorophenyl]-2-o0xo0

xazolidin-5-ylnmethyl]- 1,2,3-triazole. The conpound of Step 1 of Exanple 117

(12.9 ng) was prepared from1-[5(R)-3-[4-[2-[(la,b5a,6[1)-

6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl %Q)lyri din-5-yl]-3,

5-di fl uorophenyl ] - 2- oxooxazol idin-5- ylmethyl]-1,2,3-triazole (10.0 ng) and

N- Boc- 4- hydr oxy-L-proline (6.0 ng) in the sane manner as described for

EXAVPLE 7;11-31\4’585 - C33H35F2N806 ( MVHO

cal cd, 677.26 m??})r? 'i‘fﬁf,}\lf@g 91. l%?gg%\/{ziséﬁléﬁd)%gcg%ound 117 (2.7 ng) was

prepared fromthe conpound of Step 1 of Exanple 117 (11.7 ng) in the sane

manner asEXAMPLEhe¢l for EXAMPLE 2. M5 (FAB') nmiz: 577 (Md) (as free base).

HRVS ( FAB! L@2sH27F2N8O4 (IVH ): cal cd, 577.2123; found, 577.2123.
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1-[5(R)-3 [4—[i—[(1a,5a,6(3) 3—t-Butoxycazbonyl—G-cyano-BQazabicyclo[‘j 1.0Jhexan-6-yl}pyridin-5-
yl]-3-ﬂuorophenyl]-z-oxooxazohdm-s—ylmethyl]-4-ﬂuoro—l 2,3-triazole.
Title Compound 106 (301 mg) was prepared from 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 (370 mg) and 5-
bromo-2-{(1at,5 a,6fi)-3-t~putoxycarbonyl-6-cyano-3-aza51‘cyclo[3.l.O]hexan-G-yl]pyridine (332 mg)
in the same manner as described for EXAMPLE 1.
MS (FAB") m/z: 564 (MH").
HRMS (FAB™) for C;sHuF2N,0, (MH"): calcd, 564.2171; found, 564.2168.
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19 June 2006 1-[5 (R -3-[4-[2-((1

a, 5a, 6p) - 6- Cyano-3-[((2S, 4S)-4-fl uoropyrrolidin-2-yl)carbonyl]-3-

azabi cycl o[ 3. 1. 0) hexan-6-yl ] pyri din-5 -yl]-3,5 -
-di fl uor ophenyl ] - 2- oxooxazol i di n-5-yl net hyl ]-1, 2, 3- tr|320|3 dr-ochl ori de.
Step 1. 1-[5(R)-3-[4-[2-[(1 00

a, 5a, 6p) -'3-[ ((2S, 4S) =1-t - But oxycar bonyl - 4-f | uor opyrrol i di n-2-yl ) carbonyl ] - 6-
cyanaq- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-yl]-3,5-difluorophenyl]-2-oxo0
xazolidin-5-ylnmethyl]- 1,2,3-triazole. The conpound of Step | of Exanple 118
(12.8 ng) was prepared from 1- [5(R)-3-[4-[2-[(1 a, 5a, 6p) -

6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl {#ri di n-5-yl]-3, 5-di f| uor ophenyl ] - 2- ox
ooxazolidin-5- ylmethy)]-1,2,3-triazole (10.0 ng) and ‘

N- Boc- (4S)-fl uoro-L-proli.ne (6 0 ng) in the sane manner as described for

. EXAMPLE . .
cal cd, 6%5 gﬁﬁggﬁﬁ%&g@gﬁ ereh 61{1:6%5% Fgﬂ@gﬁﬁx %Eﬁ&%ﬁgﬁ) ) was
pr epar edo¥osEamlidines-gimesiiricugro- ls%ﬁla@l ydrochlopde 118 ( 12. 6 ) EXAIVPLE 2. M5
(FAB) n Title @Zxﬂpduhm 07(@81 thi)SRs BEsEM fmhﬂl\{s(r()ﬁéﬁ-[i [(ﬁarsa 533&26\5&%
. (z:gi)gdo S&2: 29 80bw)rc(i)t;)l[|:§| fi0}he:x:an-6-5/(1-5py1'1dmlggsyéﬁ/§)I'ﬂltztcn'ol:sllu'.',m:fllPg-oxooxazoptli:x / (%-y 3=9ﬂ§y1 -4? J une
ﬂuoro-l,Z, 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 Cy3HaoF,N70, (MH™): calcd, 464,1647; found, 464.1645,
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1-{SR)-3{4-[2-[(10,,5a,6B)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[ 3.1.0]hexan-6-yl]pyridin-5-
yil-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-5-fluoro-1,2 3 -triazole.

Titte Compound 108 (169 mg) was prepared from I-[5(R)-3-(3-fluoro-4-iodophenyl)-2-
oxooxazolidin-5-ylmethyl -5 -fluoro-1,2,3-triazole (150 mg) and 5-bromo-2-[(1a.,5a,6B)-3-t-
butoxycarbonyl-6-cyano-3 ;azabicyclo-LB.1.0]hexan—6-y1]pyridine (202 mg) in the same manner as
described for EXAMPLE 31.

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

HRMS (FAB*) for CpsHysF,N,Q, (MH"): calcd, 564.2171; found, 564.2189.

EXAMPLE 109



NON 1-[5(R)-3-[4-[2-[(1

a, 5a, 6[ 3) - 6- Am no- 3-t hi abi cycl o[ 3, 1. 0] hexan-6-yl ] pyridin-5-yl]-3-fluoropheny
| ]- 2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole. Step 1. 1-[5(R)-3-[4-[2-[ (!
a, ba, 6p) - 6-t - But oxycar bonyl am no- 3-t hi abi cyclo[ 3. .

| /0] hexan-6-yl ] pyridin-5-yl]- 19 June 2006

3-fl uorophenyl ) - 2- oxooxazol i di n-5-yl methy))-1,2,3-triazole. The conpound of
Step .l of Exanple 119 (9.8 ng) was prepared from

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

tetramet hyl - 1, 3, 2- di oxabor ol yl ) phenyl ] 0;- oxooxazol idin-5-ylmethyl]-1,2,3-tri
azole (22.3 ng) and 5- brono-2-[(1 a,é

a, 6(3)-6-t-butoxycarbonyl am no-3-thi abi cycl o[ 3. 1. 0) hexan-6-yl ] pyri di ne (18. 4
ng) in the manner as described for EXAMPLE 1. M5 (FAB) niz: 553 (MH).
HRVS ( FAB') C27H30FN6O4S (MH):. cal cd, 553.2033; found, 553.2039. Step

2. Title und 119 (1.2 ng) was prepared fromthe conpound of Step | of
Exanpl e #A®—~M40 ng) in the same manner as described for EXAVPLE 49. Ms

(FAB) m z: Y53 NMH ). HRVB (PAB') for C22H22FN602S (MW : cal cd, 453.15009;
found, 458 15¥0. JEXAVPLE 120 110 WD 2005/005398 O 11 N.N,. 1 19 June 2006
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1-[5(R)-3-[4-{2-[(1a,5x,68)-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,5a,6B)-3-t-butoxycarbonyl-6-
¢yano-3-azabicyclo[3.1.0thexan-6-yl]pyridin-5-yi]-3-fluorophenyi]-2-oxcoxazolidin-S-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 CpHpF;N;O, (MH"): calcd, 464.1647; found, 464.1679.
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I-[5(R)-3-[4-[2-[(1a, 51,6p)- 3-(4-t-Butoxycarbonylpiperazin-1-yhacetyl-6-cyano-3-
azabicyclo[3.1.0Jhexan-6-ylJpyridin-5-yl]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-
triazole. _

Title compound 11¢ (60.7 mg) was prepared from 1-{5(R)-3-[4-[2-[(1a,5x,68)-6-cyano-3-
azabicyclo{3. 1.0thexan-6-yl)pyridin-5-ylj-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-



1-[5(R)-3-[4-[2-[ (] a, 5a, 60) - 6- Am no- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
-yl ]-3-fluorophenyl]- 2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole S-xide

D astereorner E and Diastereomer F'. Step 1. | -[5(R)-3 -[4-[2-[(1 (x,5 &a,6
[1)-6-1- Butoxgcarbon am no-3-thiabicyclo [3. |.0] hexan-6-yl]pyridin-5-yl]-
3-f 1 uor ophen¥ F“"é"“?ﬁ%“oxazol idin-5-ylnethyl]-1,2,3-triazole S Oxide

D astereoner E and Diastereoner F. The corrpound of StléhbJunel0B86anpl e 120

di astereonmer E (4.8 ng) and diastereonmer F (10.2 ng) was prepared from

1 [5(R) 3-[4-[2-[(!a,ba, 6[3)-6-t-butoxycarbonyl am no-3-thi abi cycl o[ 3. 1. 0] hex

- 6-
yI ]1-pyridin- tgaﬁ?le](sosp PHEBY bRy PoB RIReEses K551 G R B2 SIMREETRST 15955289 1 i azol e
(20.0 ny) i rEXAMdPE manner as descri bed for EXAMPLE 58. Di astereoner E
(1 ess polar )Ms *1,59&71 l\mtr'l) 569 (MH). HRMVS (FABt) for C27H30FN6CBS (IVH ) :

cal cd, 569. 4 polar): MS (FAB)

mz: 569 ( ’%@%@b%@@ﬁéé@%ﬂ&w@r@d 569.1982; found,
560. 1947. St ep 2 T|tIe Corrpound 120 di astereoner E (2.4 ng) was prepared
fromthe compfnst ep | of Exanple 120 diastereoner E (3.7 ng) in the

sanme nmanner asﬁﬁes bed for EXANPLE 49. M5 (FAB') mz: 469 (WVH7. HRVB
(FAB*) for OF cal cd, 469.1458; found, 469.1411. EXAMPLE 121

111 WO 2005/0 FELQNJ'U |2006
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1-{5(R)-3-[4-[2-[(V 2,5 ,6)-6-Cyano-3-{piperazin-1-yljacetyl-3-azabicyclo[3.1.0Thexan-6-
yljpyridin-5-yl]-3-flucrophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole Dihydrochloride.

Title Compound 111 (57.0 mg) was prepared from 1-[S(R)-3-[4-[2-[(1a,50,6P)-3-(4-t-
butoxycarbonylpiperazin-1-yl)-acetyl-6-cyano-3-azabicyclo{3.1.0]Jhexan-6-yl]pyridin-5-yi]-3-
fluorophenyl]-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 free base).

HRMS (FAB") for CysH3 FNyO; (MH'): calcd, 572.2534; found, $72.2535.
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NN N~ 1-[5(R)-3-[4-[2-[(1a, 5a, 6(3)-6-Am no
3-thiabicycl0[3.1.0]hexan-6-y|]pyridin-5-y|]-3-f|uoropheny|]-
.2-oxooxazol idin-5-ylnethyl)-1,2,3-triazole S, S-Dioxide. Step I. 1-[5
(R-3-14-[2-[(1la, ba 6&3) 6-1- But oxycar bonyl am no- 3-t hi abi cycl o[ 3. 1. 0] hexan-6

-yl ] pyridin- i”°°5 19 June 2006
3-fl uorophenyl]-2-oxooxazolidin-5-ylnethyl]-1, 2, 3- trlazole S, S-Dioxide. The

conmpound of Step | of Exanple 121 (10.6 ng) was prepared from
1-[5(R)-3-[4-[2-[ (] a, ba, 6(3}

6-t - but

“#1 vor opheny| F"%‘*@ﬂb-@g%k@ PSSl 1 (RS Sl *“?‘L"Yﬂz’%ﬁ%%ﬂfn the
same manner #&xqgEelidiniyineyl-EXxAMREe 59 MS (FAB) miz: 585 (MH ). HRMVB
(FAB') for CrltBOmNGABE2 (2 rig) el pegaredBbn LBAD);3-BaunG,4-(885 5182 ethylSBap 2.

itl f
g(;mgl ecoggiug\gxa%&g‘l §ghc%quglnxmmpd‘xﬁggl?]ngt?ylag9%&9@: g@iﬂ%@%&’w §tEEp4|9 0

(FAB') m z: KESSqa#oycyanordsetieyaial3)!-Ofhsranobiiserhaqs (178 meMerthe. serpemasper 24 85, 1407
found, 485. 13Qdibed ¢ SRAMPLRR 112 WD 2005/ 005398 19 June 2006

S 1-[5( R)-3-[4M¥5%le,g,,z5@52§,g ~6- Armi no- 3- t hi abi cycl o[ 3. 1. 0] hexan- 6-yl ] pyridin-5

-yl]1-3,5- di |"uor n 2- oxooxazol i di n-5- 1,2,3 -triazol e.
S%/e}o 1 Aﬁ)*) or CpHisFN; 058 (M]-%S') caled, 452.1193; X)und, 452¥]]8(J.
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1-{5(R)-3-[4-[2-[(1a,50,68)-6-Cyano-3-(piperidin-1-yl)acetyl-3-azabicyclo[3.1.0Jhexan-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-[(1&,5¢,6P)-6-cyano-3-
azabicyclo[3.1.0Thexan-6-y1]-pyridin-5-yi}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]}-1,2,3-
triazole {20.0 mg) and piperidine (17.8 1iL) in the same manner as described for EXAMPLE 84.

MS (FAB") m/z: 571 (MH").
HRMS (FAB™) for C3oH3,FNyO; (MH"): caled, 571.2581; found, 571.2579.

EXAMPLE 114

105



1-[5 (R -3-[4-[2-[(1 a, 5
(x, 6p) - 6-t-but oxycar bonyl am no- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-
3, 5-di fl uorophenyl ] - 2- oxooxazolidin-5 -yl nethyi]-1,2,3-triazole. The
conmpound of phepysleoRbs Exanpl e 122 (141 ny) was prepared from
1-[5(R) - 3- (3, 5-di f | uor o- 4- 19 June 2006
i odophenyl ) - 2oxooxazol i di n-5-yl nethyl]-1,2,3-triazole (188 ng) and
5- brono-2-[ (1a, 5a, 6p)-6-1t-
but oxycar bonyl g no- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyridine (200 ng) in the
sanme manner as QEEE I'yed for EXAMPLE 31. M5 (FAB) miz: 571 (MH ). HRMS
(FAB) for C27H2 N (MH): calcd, 571.1939; found, 571.1899. Step 2.
Titl e Conpound {12 4.2 ny) was prepared from
1-[5(R) - 3- [ 4- ['YNA1, 5a, 6p) - 6- t -
but oxycar bonyna"i ng t hi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyri din-5
-yl ]-3,5-difluorophenyl]-2- oxooxazolidin-5-ylnethyll-1,2,3-triazole (10.0
ng) in the sane manner esc@i bed for EXAMPLE 49. M5 (FAB*) niz: 471
(MT). HRVE (FAB') fopA22HN23M2N602S (M ): cal cd, 471.1415; found,
471. 1436. EXAVMPLE 123 113 WO 2005/ 005398 0 11 19 June 2006 N.. N
]1-[5(R)-3-[4-[2-[(1a, 5a, 60) - 6-Rm o
3-t hi abi cycl o 3. 1. 0] hexan-6-yl ]’ py i ¢i n-5-yl]-3, 5-
di fl uorophenyl ] - 2- oxooxazol i di n-5-YI nethyl]-1,2,3-triazole S Oxide
Di ast er eonmer G{S(RRWY4-[2-{(1a,50,6p)-6-Cyano-3-(pyrrolidin- 1 -yl)acetyl-3-azabicyclo[3.1.0Thexan-6-
yl}pyridin-5-yl]-3-flucrophenyl}-2-oxooxazolidin-5-yimethyl}-1,2,3-triazole.
Title Compound 114 (20.7 mg) was prepared from 1-[5(R)-3-[4-[2-[(1a,5a,63)-6-cyano-3-
azabicyclo[3.1.0Jhexan-6-y1]-pyridin-5-y1}-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-
triazole (20.0 mg) and pyrrolidine (15 pL) in the same manner as described for EXAMPLE 84.
MS (FAB") m/z: 557 (MH").

HRMS (FAB™) for C3oH3,FN;O; (MH™): caled, 557.2425; found, 557.2467.

EXAMPLE 115
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1-[5(R)-3-[4-[2-[(12,50,6P)-6-Cyano-3-(4-dimethylaminopiperidin-1-yl)acetyl-3-
azabicyclo[3.1.0Jhexan-6-yl]pyridin-5-y1]-3-fluorophenyl)-2-oxooxazolidin-5-ylmethyl]-1,2,3-
triazole.

Titte Compound 115 (22.0 mg) was prepared from 1-[5(R)-3-[4-{2-[(12,50,613)-6-cyano-3-
azabicyelof3.1.0)hexan-6-y13-pyridin-5-yl}-3-fluorophenyl]-2-oxooxazalidin-5-ylmethyl]-1,2,3-

106



D astereoner H. Step 1. 1-[5 (R -3-[4-[2-[(1
a, 5a, 6(3) - 6-t-But oxycar bonyl am no- 3-t hi abi cycl o] 3. 1. 0] hexan-6-yl ] pyridi n-5-y
I1- 3,5-difluorophenyl]-2-oxooxazolidin-5-ylnethyl)-1,2,3-triazole S Oxide
Di ast er eoner n | ast ereoner H. The conpound of Step 1 of Exanple 123
di ast er eorrerwg 1?35%}_0? ) and di astereonmer H (18.6 ng) 19¥une20P0ared from
1-[5(R)-3-[4-[2-[ (1la, 5a, 6] 3) - 6-t - but oxycar bonyl am no- 3-t hi abi cycl o[ 3. 1. 0] hex
an-
6-yl ] pyridin-5-yl]-3,5-difluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-tri
%l_zol te (30.0 rt%)mlie (rotohisy) aﬁ%%@?@x@)@ﬁ%ﬁ%ﬁ@%@%{ﬁ@ 36 * l&]l(%lg% r;mmfaer as

ast er eoner i S ; z: : or
027H29|:2N605§‘*S(°i(\‘)lr’$%)%‘:”E@‘gﬁll‘@’g‘,)E 8887.1888; found, 587.1860. Diastereomer H (nmore
polar): NS ( PARFABRmz 65MH'WVH ). HRVS (FAB) for C27H29F2N6O6S (MH ): cal cd,
587.1888; f oyrdas FABNYEOALH, FRIGIME": chicl 684 S00n1r04a G514 2R9di ast er eoner G (0.8
ng) was prepared from1l1l-[5(R)-3-[4-[2-[(1a,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-difl uor
ophenyl ] -2- &b di n-5-yl nmethyl]-1,2,3-triazole diastereonmer G (2.2 ny)
in the sane manner described for EXAVPLE 49. M5 (FAR ) mlz: 487 (ME).
HRVS (FAB') f d® 3F2N6(3S (MH ): cal cd, 487.1364; found, 487.1348. 114
WD 2005/ 005398 \;I? JHrer 2006

1-[53(R)-3-[4-[2-[(10,5c,6B)-6-Cyano-3-[((28)-pyrrolidin-2-yl)carbonyl]-3-azabicyclo[3.1.0Jhexan-6-
yllpyridin-5-y1}-3,5-difluorophenyl]-2-oxooxazolidin-3-ylmethyl]-1,2,3-triazole Hydrochloride.

Step 1.
1-[5(R}-3-[4-[2-[(1a,5w,6P)-3-[((25)-1-t-Butoxycarbonylpyrrolidin-2-yl)carbonyl]-6-cyano-3-
azabicyclo[3.1.0Jhexan-6-yl]pyridin-5-yl]-3,5-diflucrophenyl]-2-oxooxazolidin-$-ylmethyl]-1,2,3-
triazole.

The compound of Step 1 of Example 116 (13.3 mg) was prepared from 1-[5(R)-3-[4-[2-[(} a,5a,603)-
6-cyano-3-azabicyclo[3.1.0]-hexan-6-yl]pyridin-5-y1]-3,5-diflucrophenyl]}-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") m7z: 661 (MH").

HRMS (FAB”) for C33H,sF,NgOs (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 manner as described for and EXAMPLE 2.

MS (FABY) m/z. 561 (MH") (as free base),

HRMS (FAB") for CpH2F,N;0; (MH™): caled, 561.2174; found, 561.2220.
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-[5(R)-3-[4-[2-[ (] a, 5a, 6] 3) - 6- Am no- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-yl ) pyridi n-
-yl]-3,5- difluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole

S- Di oxi dewoSofhodses 1- [ 5(R) -3-[4-[2-[ (1

5a, 6( 3) - 6- t - But oxycar bonyl ani no- 3- t hi abi cycl o[ 3. 1. . 1] Hungr2M6,1] pyri di n- 5-
S

el

- 3,5-difluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole

- Di oxi de. The conpound of Step | of Exanple 124 (19.2 ny) was prepared
rom1-[5(R)-3-[4-[2-[(la,b5a,6[3)- 6-t-butoxycarbonyl am no-3-thiabicyclo
[3. 1. 0] hexan-6-yl ] pyridin-5 -yl]-3,5 -difluorophenyl]-2-

oxooxazol i di g oupleethyl ]-1, 2, 3-triazole (20.0 ng) in the sane manner as
descri bed for EXAMPoE 59. M5 (FAB') nfz: 603 (MR). HRMS (FAB' ) for
C27H29F2N606S ( MH. cal cd, 603.1837; found, 603.1873. Step 2. Title
Conpound 124 (2.7 ) was prepared fromthe conpound of Step 1 of Exanple
124 (4.0 ng) Pﬁ‘twe sanme manner as descri bed for EXAMPLE 49. M5 (FAB4) ni z:
503 (MH). HR FN§K¥ for C22H21F2N604S (MW : cal cd, 503.1313; found,

503. 1306. EXANMPLE 125 115 WD 20051005398 0 19 June 2006 5

(R) - 3-[4-[2-Kg"W4, 6p) - 3-t - But oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0) hexan-
6-yl ] pyri di nyb*yt N , 5¢-di fl uorophenyl]-5 -[(isoxazol -3

-yl ) oxy] met hyl oxa olf dif-2-one: Title Compound 125 (47.8 ng) was prepared
fromN[5(S)-3-[4-T~ 5a,®p) - 3-t - but oxycar bonyl -

=

.N.rN
N
1-[5(R)-3-[4-[2-[(1ct,5,6B}-6-Cyano-3-[({2S,4R)-4-hydroxypyrrolidin-2-yl)carbonyl]-3-
azabicyclo[3.1.0]hexan-6-yl}pyridin-5-y1]-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-
triazole Hydrochloride. :

Step 1.

1-[5(R)-3-[4-[2-[(1 &, 5,6B)-3-[{(2S,4R)-1-t-Butoxycarbonyl-4-hydroxypyrrolidin-2-yl)carbony!]-6-
cyano-3-azabicyclo[3.1.0Jhexan-6-ylJpyridin-5-yl1]-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,5c,6P)-
6-cyano-3-azabicyclo[3.1.0]Jhexan-6-yl}pyridin-5-yl]-3,5-difluorophenyl]-2-oxooxazolidin-5-

T OMUNOAER T

ylmethyi}-1,2,3-triazole {10.0 mg) and N-Boc-4-hydroxy-L-proline {6.0 mg) in the same manner as
described for EXAMPLE 71,

MS (FAB") m/z: 677 (MH). .

HRMS (FAB™) for C33H3sF,NgOg (MH™): calcd, 677.2698; found, 677.2691.

Step 2.

Title Compound 117 (2.7 mg) was prepared from the compound of Step 1 of Example 117 (11.7mg)
in the same manner as described for EXAMFLE 2.

MS (FAB") m/z: 577 (MH") (as free base).

HRMS (FAB*) for Cy3HyFoNsOq (MH"): caled, 577.2123; found, 577.2123.

EXAMPLE 1i8

108



6- cyan- 3- azabi cycl o[ 3. 1. 0) hexan- 6-yl ] pyri di n-5-yl]-3,5-difluorophcnyl]-5-
hydr oxynmet hyl oxazol i di n-2-one (50.0 ng) in the sanme manner as described for
EXAMPLE 66. M5 (FAB') mz: 580 (MH). HRVMS (FAB') for C29H23FTN506 (MH):
cal cd, 580.2@&? % , 580.1965. 0 5(R)-3-[4-[2-[(1 a,Sa, 6

j 3) - 6- Cyano- 3-a24 |cyclo[3 1. 0] hexan- 6-yl ] pyri di n- 5- yI19.Jume 3006uor opheny! | -
5-[ (i soxazol - 3-yl ) oxy] nmet hyl oxazol i di n- 2- one Hydrochloride. Title Conpound
126 (26.5 ng) was prepared from5(R)-3-[4-[2-] (I

a 5a, 6p) - 3-t - but oxycar bonyl - 6- cyano- 3-azabi cycl o[ 3.

. 0] hexan- 6- yI]pyrlde 5-yl]-3, 5-difluorophenyl]-5-[(isoxazol -3-
yI)oxy]nEthonxaz |n 2-one (47.0 ng) in the sane nmanner as descri bed for
EXAMPLE 2. MS ¢ EA 480 (M) (as free base). HRMS (FAB ) for
C24HZOF2N504 ( q@hgﬂ 480. 1483; found, 480.1449. 116 WD 2005/ 005398
EXAMPLE 127 ' June 2006 IN,N NMJ 1-[5(R)-3-[4-[2-[(1a, 5a, 6(3)-6-Cyano
3- (4- net hyl pi zhn-1.-yl)acetyl - 3-azabi cycl o 3. 1. 0] hexan-6- yl]pyridin-5
yl]-3-fl uorophe NZ oxooxazol i di n-5- ylnethyl] 1,2, 3- trlazole Title
Conpound 127 NI'7.%
a, 5a, 6[ 3) - 6- cyanoXs
azabi cycl o[ 3. 1. 0] hexan I] ridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5
-ylmethyl]-1, 2, 3- triraZe 0 ng) and N-nethyl pi perazine (20 L) in the
same manner as descri bed fod“%ffNPLE 84.

N’ -?N
=
1-{5(R)-3-[4-[2-[(1cx,50,68)-6-Cyano-3-[{(28,48)-4-fluoropyrrolidin-2 -yl )carbonyl]-3-
azabicyclo[3.1.0Jhexan-6-ylipyridin-5-yi}-3,5-diflucrophenyl]-2-oxcoxazolidin-5-ylmethyl}-1,2,3-

triazole Hydrochloride,
Step 1.
1-[5(R)-3-[4-[2-[(1a,50,63)-3-[((285,45)-1-t-Butoxycarbonyl-4-fluoropyrrolidin-2-yl)carbonyi]-6-
cyano-3-azabicyclo[3.1.0Jhexan-6-yl]lpyridin-5-y1]-3,5-difluocrophenyl]-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-[(1o,50.,6]8)-
6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3,5-difluorophenyl)-2-oxooxazolidin-5-
yimethyl]-1,2,3-triazole (10.0 mg) and N-Boc-(48)-flucro-L-proline (6.0 mg) in the same manner as
described for EXAMPLE 71
MS (FAB") m/z: 679 (MH").
HRMS (FAB") for C33H,,F3NzO (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 6mg)
EXAMPLE 2. :
MS (FAB") m/z: 579 (MH") (as free base).

 HRMS (FAB")} for CpgHy6F;N;O, (MH™): caled, 579.2080; found, 579.2055.

EXAMPLE 119
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M5 (FAIR) nmlz: 586 (MN. HRMS (FAB) for C30H'FNOG3 (MH ): cal cd, 586.2690;
found, 586.2642. N
1-[5(R)-3-[4-[2-[(1a, Sa, 6] 3) - 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-triazol e. Title Conpound
128 (201 ng)Wea¥speeFared froml-[5(R)-3-[4-(4, 4,5, 5- gsti me‘gBéJi 1, 3, 2-
di oxabor ol yt) phenyl ] - 2- oxooxazol i di n-5-yl net hyl ] - 1, 2, 37+4BE (263 ng) and
5 brono-2 N,, LN 117 WD 20051005398 19 June 2006 [(1
a, 5a, 60) - 6- cyano- 3-t hi abi cycl o-[ 3. 1. 0] hexan-6-yl ] pyridine (200 ng) in the
same manner as sdescribed for EXAMPLE |. M5 (FAB) mz: 445 (MN. HRVS ( FAB)
for C23H21 N602 '): calcd, 445.1447; found, 445.1434. EXAMPLE 129 O N- 1
-[ 5 (R-3-[4¥ Dﬂl a, 5 a, 6p) 6- Cyano- 3 -thlablsyclo[S 1. 0] hexan- 6-yl ) pyri
di n- 5- yI]pheg%] w2Noxooxazol i di n-5-ylnethyl]-1,2,3-triazole S-Oxide. Title
Cbnpound 129 (21. was prepared from

thlablcyclo[S l. O]he IL@yridin-S—yI]phenyl]-2-oxooxazo|idin-5-y|nethyl
]-1,2,3-triazole (22.3 ng)NinDthe sanme manner as described for EXAMPLE 58.
M5 (FAB') mlz: 461 (MW. HR&S<£f¢ﬁ{£ for C23H2IN6O3S (NM): cal cd, 461.1396;
found, 461.1390. N '

——

1-[5(R)-3-[4-[2-[(1o,50r,683)-6-Arnino-3-thiabicyclo[3.1.0Jhexan-6-yl]pyridin-5-y1]-3-fluorophenyl}-
2-oxooxazolidin-S-ylmethyl]-1,2,3-triazole.

Step 1.

-[5(R)-3-{4-[2-[(1ct,51,63)-6 -t-Butoxycarbonylanuno—Ii-th:ablcyc]o[B 1.0Jhexan-6-yllpyrdin-5 yl]—
3-fluorophenyl)-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole.

The compound of Step 1 of Example 119 (9.8 mg) was prepared from 1-[5(R)-3-[3-fluoro4-(4,4,5,5-
tetramethyl-1,3,2-dioxaborolyl)phenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (22.3 mg) and 5-
bromo-2-{( 1,5, 6B)-6-t-butoxycarbonylamino-3-thiabicyclof3.1.0}hexan-6-yl]pyridine (18.4 mg) in
the same manner as described for EXAMPLE 1.

MS (FAB") m/z: 553 (MH").

HRMS (FAB") for Cy:H30FNsQ,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 C;;H:FNO,S (MH"): caled, 453.1509; found, 453.1520.

EXAMPLE 120
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118. WO 2005/ 005398 19 June 2006

1-[5(R)-3-[4-[2-[ (| a, 5a, 60) - 6- Cyano- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5

-yl ] phenyl]-2- oxooxazolidin-5-ylmethyl]-1,2,3-triazole S,S-Dioxide. Title

Compound 130 18. ggg was prepared from

1-[5(R) - 3-[ 4% fs?“i’ a, 6[i)-6-cyan- 3- 19 June 2006

t hi abi cycl o[ 3. 1. 0] hexan-6-yl j pyri di n-5-yl ] phenyl J- 2- oxooxazol i di n-5-yl net hyl

]-1,2,3-triazole (22.3 ng) in the sane manner as described for EXAVPLE 58.

M5 (FAB') mlz: 477 (MH). HRMS (FAB') for C23H2IN6OAS (M1'): cal cd,

477.1345; found,Q477.1329. .1-[5(R)-3-[4-[2-[(1

a, 5a, 6(3)-6-Cy - 3-thi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3, 5-

dlfluorophenyll xooxazolidin-5-ylnethyl]-1,2,3-triazole. Title Conpound

131 (142 ny Wa pﬁkpared from1l-[5(R)-3-[3,5- dlfluoro-

4(trif|uor0nﬁﬁh s onyl ) - oxyphenyl ] - 2- oxooxazol i di n-5-yl methyl ]-1, 2, 3-tri

azole (254 ny) and .

brono-2-[ (I a, 5a, 6(3 £ t hi abi cycl o] 3. 1. 0] hexan-6-yl ] pyri di ne (200

mg) in the same nmanneg scri bed for EXAMPLE 31. M5 (FAB') mz: 481

(MH). HRVS (FAB') for C23H OFAN6QZS (MH ): cal cd, 481.1258; found,

481.1241. EXAMPLE 132 119 WO 5ﬂQ95398 0 11 19 June 2006 1-{5

(R-3-[4-[2- [(1 a, b

a, 6[ 3) - 6- Cyano- 3 thlablcyclo£3 1. bT%exan 6- ylgpyrldln 5-yl]-3,5 -
1-[5(R)-3-[4-[2-[(1at,5c,6(3)-6-Amino-3-thiabicyclo[3.1.0]hexan-6-y1]pyridin-5-yl}-3-fluorophenyl}-

2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole S-Oxide Diastereomer E’ and Diastercomer F’,

Step 1.
1-[5(R)-3-[4-[2-[(10,5c.,6B)-6-t-Butoxycarbonylamino-3-thiabicyclo[3.1.07hexan-6-y1Jpyridin-5-yl}-
3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole 8-Oxide Diastereomer E and
Diastereomer F.

The compound of Step 1 of Example 120 diastereomer E (4.8 mg) and diastereomer F (10.2 mg) was
prepared from 1-[5(R)-3-[4-[2-[¢1a,5a,6()-6-t-butoxycarbonylamino-3-thiabicyclof3.1.0]hexan-6-
y1]-pyridin-5-y!]-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 Cy;H30FNO5S (MH™): calcd, 569.1982; found, 569.1945.

Diastereomer F (more polar):

MS (FAB") m/z: 569 (MH")..

HRMS (FAB™) for Cy7H30FNsOs8 (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 mahner as described for EXAMPLE 49.

MS (FAB") m/z: 469 (MH"),

HRMS (FAB®) for C53H;0FN;0,S (MH™): calcd, 469.1458; found, 469,1411,

EXAMPLE 121
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di f1 uorophenyi] - 2- oxooxazol i di n-5-yl nethy]]-1,2,3-triazole S-Oxide. Title
Compound 132 (18.5 ng) was prepared from

1-[5(R)-3-[4-[2-[ (I a, 5a, 6(3) - 6-cyano- 3-

t hi abi cycl o[wolod3pésessan- 6-yl ] pyri din-5

-y1] - 3, 5-di f | uor ophenyl ] - 2- oxooxazol i di n- 5-yl met hyl ] - 19 Fvme 2006201 e (20.0
ng) in the same manner as described for EXAMPLE 58. M5 (FAB') mlz: 497
(MH). HRVS (FAB') for C23H19F2N603S (MH ): cal cd, 497.1207; found,

497.1251. 1-[54R)53-[4-[2-[(1 :
a, 5a, 6(3) - 6- Cyawb- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-3, 5-
di fl uor ophenyl { - 2» oxooxazol i din-5-ylnmethy!]-1,2,3-raazole S, S-Dioxide. Title

Conmpound 133 H'k87%¥Hny) was prepared from

1-[5(R) - 3-[ 4 5a, 6[ i) - 6-cyano- 3-

t hi abi cycl o[ 37 1. O] _hejan- 6-yl ] pyridi n-5-yl]-3,5-difl uorophenyl]-2-oxooxazolid
i n-5-yl met hyl ] -1, & zole (20.0 ng) in the sanme manner as described for
EXAMPLE 5S. M5 ( FAB+) 5 (MH). HRVMS (FAB+) for C23H, 9F2N609S (IVH ):

cal cd, 513.1157; foufd, 13”&(@;6 120 WO 2005/ 005398 EXAMPLE 134 AcO-1CAc N

19 June 2006 O NN. N.
1-[5(R)-3-[4-[2-[ (] a, 5a, 6p) - 6-*&yanq* 3- (1, 3-di acet oxypropan-2-yl)-3-azabi cycl
o[ 3. 1. J hexan- 6- =
yl]pyri f“ tn 5}-56t1%)=33['4f[i-[{w,ﬂﬂBlﬂlﬁsﬂln}in@&ﬂ%aﬁﬁ?.‘ﬁﬂﬂl,b}ﬂEﬂnEw}ﬂﬁth}/ﬁ]—&-ﬂu@opﬁc@ni azol e.
1-?[ g( SR? g I[ Z?T)%?’faf?lgfn?éylgf%nf%%’%Vgﬁoclﬁ §'{)E),"iiéiiz'di hydr oxypr opan- 2-yl ) - 3-
azabi cycl o[3¢rl.0] hexan-6-yl]pyridin-5-yl]-3-fl uorophenyl]-2-oxooxazol
i di n-5-yl met hipkR)»-31a22-B1a,50,6B)-6-t-Butoxycarbonylamino-3-thiabicyclof3.1.0Jhexan-6-yl}pyridin-S-yl]-
3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-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,50,683)-
6-t-butoxycarbonylamino-3-thiabicyclo{3.1.0Thexan-6-yljpyridin-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™) m/z: 585 (MH"). ,
HRMS (FAB*) for Cy;H30FNeOgS (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 Cy;HpaFNO,8 (MH™: caled, 485.1407; found, 485.1397.

EXAMPLE 122
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triazole (7.7 ng) in dichloronethane (0.2 nL) was added acetic anhydride at
roomtenperature, the mxture was stirred at the sane tenperature for 5
hours. To the m xture was added 4- (dinethylam no)pyridine (9.0 ng), the

m Xxture was $id foboshsk room tenperature for 1 hour ami onc ated in
9. fme 2006

vacuo. Preparative thin-layer chromatography (silica, t hane:

nmet hanol = 10:1) of the residue gave title conmpound 134 (5.8 ng). M5 (FAB-)
nmz: 604 (MN. HRVS (FAB') for C30H31FN706(IVH ): cal cd, 604.2320; found,
604. 2300. EXAMPLE 135 121 WD 2005/005398 I ~~. IIH N\--i 19 June 2006 |

] hepan- 3-yl ] can: wh - 6- cyan- 3-

azabi cycl o[ 3. 1, Q¥ pewan- 6-yl | pyridi n-5-yl]-3-fluorophenyl]-2-oxooxazol i din-5-
yl methyl]-1,3723- {[figgol &. Title Conpound 135 (3.9 ng) was prepared from
1-[5(R) - 3[4[2[(, - 6-gyano- 3-

azabi cycl o[ 3. 1. 0] hexan- ] pyyr i di n-5-yl]-3-fluorophenyl ]-2-oxooxazol
idin-5-ylnethyl]-1,2,8- tTidole (20.0 ng) and

(3R, 45) - 1- azabi cycl ohept ane- arhoxylic acid hydrochloride (9.5 ng) in the

- [ 5¢( R)-3-[4-[2-%?1 a, ba, 6p) - 3-[ (3R, 4S) - 1- Azabi cycl o[ 2. 2. |

same manner as described for *B71. M5 (FAB') mz: 569 (M3 ). HRVB
(FAB') for C30H30FNBM3 (MH ): cal &&F 569. 2425; found, 569.2380. EXAMPLE 136
122 1-[5(R)-3-{4-[2-[(1t,50:,6B)-6-Amino-3-thiabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1}-3,5-
diﬂuorophcnyl]-2-oxooxazolidin-S-ylmethyl]—l,2,1_’:-t-iazole.
Step 1.

1-[5(R)-3-[4-{2-[(1 e,501,63)-6-t-Butoxycarbonylamino-3-thiabicyclo{3.1.0]hexan-6-ylJpyridin-5-y1}-
3,5-difluorophenyl)-2-oxooxazolidin-5-ylmethyl]-1,2 3-triazole.

The compound of Step 1 of Example 122 (141 mg) was prepared from 1-[5(R)-3-(3,5-difluoro-4-
iodophenyl)-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (188 mg) and 5-bromo-2-[(1o,50x,6(3)-6-t-
butoxycarbonylamino-3-thiabicyclo[3.1.0]hexan-6-yllpyridine (200 mg) in the same manner as
described for EXAMPLE 31. '

MS (FAB") m/z; 571 (MH").

HRMS (FAB™) for Cy;H2F.Ng0,S (MH"): caled, 571.1939; found, 571.1899.

Step 2.

Title Compound 122 (4.2 mg) was prepared from 1-{5(R)-3-[4-{2-[(1c,5a,6B)-6-t-
butoxycarbonylamino-3-thiabicyclo[3.1.0]hexan-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 Cy,H,,FaNg0,8 (MH"): calcd, 471.1415; found, 471.1436.

EXAMPLE 123
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3-[4-[2-[(1

WD 2005/ 005398 19 June 2006 1-[5(R) -
| ) - 3-azabi cycl o] 3. |

a, 5a, 60) - 6- Cyano- 3- (pyridin-2-y
. 0] hexan-6-yl ] pyridin-5-yl]-3-
f | uor ophenylwe2ewwasassazol i di n-5-ylnmethyl]-1,2,3-triazogle, egf pensi on of
1-[5(R)-3-[4-[2-[(1a,5a,6p)-6-cyan-3-azabicyclo[3.1.0}ﬂ§%@ﬁ- (ﬁf]pyridin-5-y
| ]-3- fluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazole (50.0 ng) and
2-pyridyl trifluoronethnesul fonate (0.86 nL) in diisopropylethylamne (0.2
m.) was stirred gt 90 C for 44 hours. Flash chromatography (silica, ethyl
acetate: nethanok = 5:1) of the mixture gave title conpound 136 (18.6 nm).
M5 (FAB') nmz: 623 (MH). HRVS (FAB ) for C25H24FN602 (MH ): cal cd,

523. 2006; foumd;—%28.1978. 5 (R -3-[4-[2-[(1

a,Sa,6p)-3-t-§y} % bonyl - 6- cyan- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri din-5-y
1] - :

3, 5-di f | uor ophenyl - bugoxycar bonyl ) - N=(i soxazol - 3-yl )] am nonet hyl oxa
zolidin-2-one. Title unQLlS? (54.9 ng) was prepared from
N-[5(S)-3-[4-[2-[(1a, bBa, p)-?;gi?utoxycarbonyl- 6- cyan-3 -azabi cycl o[ 3.

| . 0] hexan-6-yl ] pyridin-5-yl -flyuorophenyl ]-5-hydroxynethyl oxazol
din-2- one (50.0 ng) in the sa ;Qggher as described for EXAMPLE 67. MS
(FAB) mz: 679 (M4 ). HRVS (FAB ) Mr C34H37F2N607 (MH ): cal cd, 679.2692;

1; Olé nd,3 6319- gGIZfiﬁz(LR)EWk e, 4036p) 628m s 2B RO 5 3 ek 8-6 PRI a8 -3 5/ _
o 5. 6p) - 6 Oy SR TN R L YEIRARSTYPY ST DEIPE S78 0i 1 wor ophe
nyl]- 5-[N-(iRBexeewdrrB-y| )] am nonet hyl oxazol i di n-2-one Hydrochl ori de.
Step 1.
5(R)-3-[4-[2-[(10,50,6B)-6-t-Butoxycarbonylamino-3-thiabicyclo[3. 1.0 Jhexan-6-yl}Jpyridin-5-y1]-
3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole $-Oxide Diastercomer 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-[S(R)-3-[4-[2-[(1 a,Sa,6[3)-6-t-butoxycarbonylamiﬁo-3 -thiabicyclo[3.1.0Jhexan-
6-yllpyridin-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.
Diastercomer G (less polar):
MS (FAB") m/z: 587 (MH™).
HRMS (FAB") for Cy;HF,NgOs8 (MH"): calcd, 587.1888; found, 587.1860.
Diastereomer H (more polar):
MS (FAB") m/z: 587 (MH").
HRMS (FAB") for C;7H2sF;N¢OsS (MH"): calcd, 587.1888; found, 587.1921.
Step 2.
Title Compound 123 diastereomer G'(0.8 mg)} was prepared from 1-[S(R)-3-{4-[2-{(1c,50,63)-6-1-
butoxycarbonylamino-3-thiabicyclo{3.1.0Jhexan-6-y1]pyridin-5-y1]-3,5-difluorophenyl]-2-
oxooxazolidin-5-ylmethyl}-1,2,3-triazole diastereomer G (2.2 mg) in the same manner as described
for EXAMPLE 49.
MS (FAB™) m/z: 487 (MH").
HRMS (FAB") for C:3H;,F;N¢O,S (MH"): calcd, 487.1364; found, 487.1348.

114



Titl e Conpound 138 (20.7 ng) was prepared from
5(R)-3-[4-[2-[(1a, 5a, 6p) - 3-t - but oxycar bonyl - 6- cyano- 3-azabi cyclo
[ 3.1. 0Jhexan-6-yl ] pyri
di n-5-yl]-3, j phenyl ] -5-[ N- (t-but oxycar bonyl ) - N-
(isoxazol-3-3???%%?%%ﬁethyloxazolidin-2-one (51.8 ng)SH%JuneZQQﬁe manner as
described for EXAMPLE 2. "H NWR (DMSO-d6) 5 3.03-3.09 (m 2H), 3.40-3.47
(m 4H), 3.85 (dd, J=9.2 Hz, 6.1 Hz, IH), 3.90- 4.00 (m 2H), 4.20 (t, J=9.2
Hz, 1H), 4.90-4.98 (m 11-1), 6.00 (d, J=1.8 Hz, 1H), 6.57 (t, J=6.1 Hz,
1H), 7.45-7.53 (m 211), 7.72.(d, 3=7.9 Hz, 1H), 8.01 (d, J=7.9 Hz, 1H),
8.39 (d, J=1g@atip1gldd. 8.64 (s, 1H. 0 N VOIN-~N1-[5(R-3-[4-[2-[(1
a, 5a, 60) - 6- Cyapo-@- (t hi atriazol -2-yl)-3-azabi cycl o[ 3. 1. 0] hexan- 6-y1] pyri di n-
5- yl]-3-fluorgslienyl]-2-oxooxazolidin-5-ylmethyl]-1,2, 3-triazole. 124 WD
2005/ 005398 19 e 2006 To a solution of 1,1'-thiocarbonyldiimdazole (21.6
ng) in acetort%XyT® (1.0 nL) was added 1-[5(R)- 3-[4-[2-[(1
' gzalg cycl o[ 3. 1. 0] hexan-6-yl | pyridi n-5-yl]-3-fl uorophenyl
et hyl)-1,2,3-triazole (50.0 ng) at room tenperature,
| mgsmmtemmmuweforlrmm.1bthemxuue
n

the m xture was sti
was added i odonet han 29 , the mxture was stirred at room
tenperature for overnight, concentrated in vacuo. A suspension of the
resi due and sodium azide (2133 nB3),in acetonitrile (1.0 n.) was stirred at
roomtenperature for overnight.7’Aftler dilution of the mxture wth water,
the insoluble nmaterials were collected by filtration. Preparative

thi n-1ayer chiRetUd?-dpeyo-68re-rmme-3dhietinyeeldidiiemnd:yimmidmnyl-34 10: 1) of the
i nsol ubl e natiftdréthenyl}i2tdx BoxaNFREURRLLLEA X IiBazbleBB-Dioxide.
Step 1. | ‘
1{5(R)-3-[4-[2-[(1 a,50,6B)-6-t-Butoxycarbonylamino-3-thiabicyclo[3. 1. 0]hexan-6-yl)pyridin-5-y1]-
3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole §,8-Dioxide. ‘
The compound of Step 1 of Example 124 (19.2 mg) was prepared from 1-[5(R)}-3{4-[2-[(1a,50,6B)-
6-t-butoxycarbonylamino-3-thiabicyclo[3.1.0Thexan-6-yl]pyridin-5-y1]-3,5-difluorophenyl]-2-
oxooxazolidin-5-ylmethyl]-1,2,3-triazole (20,0 mg) in the same manner as described for EXAMFLE
59.
MS (FAB") m/z: 603 (MH").
HRMS (FAB") for C,7H,0F.NgO6S (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 C;;H;,F2NeOS (MH"): calcd, 503.1313; found, 503.1306.

EXAMPLE 125
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M5 (FAB') miz: 531 (MH). HRVS (FAB*) for C24H20FNi 002S (MH): cal cd,

531. 1475; found, 531.1466. NH )-Me S N[5(5)-3-[4-[2-[(1

a, 5a, 6[ i) - 6- Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]- 3 fl uor ophenyl
] - 2- oxooxazwbixmsmesses/| met hyl ]t hi oacetami de. Step 1. N 5(S) 4-[2-1(1

a, 5a, 6(3) - 3-t-But oxycar bonyi - 6- cyano- 3- azabi cycl o[ 3. 1. ﬂ 9 yl]pyridin-5
- yl]-3-fluorophenyl]-2-oxooxazol idin-5-ylnethyl]thioacetam de. A m xture
of S(S)-amrionethyl-3-[4-[2-[(I]a, 5a, 6[3)-3-t-butoxycarbonyl -6-cyano- 3-

azabi cycl o[ 3. 1. § hexan-6-yl | pyridi n-5-yl]-3-fluorophenyl | oxazol i di n-2-one
(100 ng), et Yfthioacetate (28.0 pL), triethylanmine (62.2 )1L), and
tetrahydrofura m.) was stirred at room tenperature for overnight and
concentrated in Yactio Fl ash chromat ography (silica, dichloronethane:

met hanol = 10: "fhe residue gave N-[5(S)-3-[4-[2-[(la, 5a, 60)-3 125 WD
2005/ 005398 19
t - but oxycar bonyl - 6- ¢y
ophenyl ]-2- oxooxazol
552 (MN. Step 2. Title ztp (46.2 ng) was prepared fromthe

conmpound of Step 1 of aI egl @ 0 ng) 1in the same manner as descri bed
for EXAMPLE 49. M5 (FAB) ni z:

5(R)-3-[4-[2-[(1a,5a,60)-3 -t-Butoxycarbonyl-6—cyano-3 -azabicyclo[3.1.0)hexan-6-ylJpyridin-5-y1]-
3,5-difluorophenyl]-5-[(isoxazol-3-yl}oxy]methyloxazolidin-2-one,

Title Compound 125 (47.8 mg) was prepared from N-[5(8)-3-[4-[2-[(1a,5a,68)- 3-t-butoxycarbony]-
6-cyano-3-azabicyclo[3.1.0}hexan-6-yl]lpyridin-5-y1]-3,5-diflucrophenyl]-5-

)k azabi

cycl o[ 3. 1. Qlhexan-6-yl ] pyridin-SylJ-3-fluor
yl ngt hyl ]t
d 1

hi oacetam de (82.0 mg). M5 (FAB*) m z:

hydroxymethyloxazolidin-2-one (50.0 mg) in the same manner as described for EXAMPLE 66.
MS (FAB™) m/z: 580 (MH").
HRMS (FAB™) for CpoHpF;NsOQs (MH™): caled, 580.2008; found, 580.1965.

EXAMPLE 126
HHCI

5 (R)-3-[4-[2—[(1cx,50.,6{3)-6—Cyan0~3—azabicyc]o[3.I .Ohexan-6-yllpyridin-5-y1)-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,50,6B)-3-t-butoxycarbonyl-6-
cyano-3-azabicyclo[3.1.0Jhexan-6-y1]pyridin-5-yl)-3,5-diflucrophenyl]-5-[(isoxazol-3-
yhoxylmethyloxazolidin-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 C,.H;0F;NsQ, (MH"): cajcd, 480.1483; found, 480.1449.

116



HRVS (FAB') for C23H23FN502S (M -0: cal cd, 452.1557; found, 452.1531. NH /
-We 0-Methyl N-[5(S)-3-[4-[2-[(I|a, 5a, 6] 3) - 6- Cyano- 3-azabi cycl o[ 3.

. 0] hexan-6-yl ] pyridin-5-yl)-3-
fIuorophenyl}wgzaggagggol|d|n 5-yl nmet hyl ]t hi oearbamate. Step 1.
N-[5(S)-3-[4-[2-[(1a, 5ct, 6] 3)-3-t-But oxycar bonyl - 6- cyahd-Jamz200&ycl o[ 3. 1. 0]
hexan- 6-yl } pyri di n- 5-
yl)-3-fl uorophenyl]. 2-oxooxazol i di n-5-yl met hyl ]i sot hi ocyanate. To a

sol ution of

5(S)-am nonet hyl -3-[4-[2-[(la, 5(x, 6(i)-3-t-butoxycarbonyl - 6-cyano- 3-

azabi cycl o[ 3exa8irneX2n- 6-yl ] pyri di n-5-yl ]-3-fl uorophenyl ] oxazol i di n-2- one
(150 ng) in Ka%pa?ydiﬁfuran (2.0 mL) was added carbon disulfide (36.6 PL)
and triethyl am ne Qﬂf L) at 0 C, the mxture was stirred at the sane
tenperature fo h '§M5R)the m xture was added ethyl chloroformate (29.1
pL) at 0 C tf gt ure was stirred at the same tenperature for 30 mnutes
and concentrat®d Iy vacuo. Treatment of the residue with water gave crude
product. A st s pf the crude product in dichloronmethane was dried over
anhydr ous sodi um Sy e fligered and then 126 WO 2005/ 005398 19 June 2006

concentrated i n vacuo. hr omat ography (silica, ethyl acetate) of the
resi due gave the conpd tep | of Exanple 141 (125 ngy). MS (FAB*) niz:
536 (MN. Step 2. C)thhyl 5“? -3-[4-[2-[(] a,5

a, 6[ 3) - 3-t - But oxycar bonyl - -8t azabi cycl o[ 3. 1. 0] hexan- 6-

yl ) pyridin-5-yl]-3- quorophenyI)\adxooxazoI|d|n 5-yl met hyl ] thiocarbamate.

2_(2) 68‘53%;‘ t ;(r)]n [R{l) §94d[12lf[par§8tﬁp)og( tgano- -{4-meg yrlll%pe(r)am I)ege?yl %gazarb{cgc [§?g1hexan E'-y dride
' yl]pyridin-5§ -yl]-3-ﬂuorophenyl]-2 -oxpoxazolidin-5-ylmethyl]-1,2,3-triazole.

Title Compound 127 (17.9 mg) was prepared from 1-[5(R}-3-[4-[2-[(1a,5¢ 6]3)-6—cyano 3.
azabicyclo[3.1.0}hexan-6-yl]-pyridin-5-yl]-3-fluerophenyl)-2-oxooxazolidin-5-ylmethyl}-1,2,3-
triazole {20.0 mg) and N-methylpiperazine (20 pL) in the same marmer as described for EXAMPLE
34,

MS (FAB") m/z: 586 (MH").

HRMS (FAB) for CycH3:.FN;O, (MH): caled, 586.2690; found, 586.2642.

EXAMPLE 128
S

by, N T
"
|

NC “

N.
'\(—N N

1-{5(R)-3-[4-[2-{(10,501,68)-6-Cyano-3-thiabicyciof3.1.0]Jhexan-6-yi)pyridin-5-ylJphenyl}-2- -
oxooxazolidin-3-ylmethyi]-1,2,3-triazole,

Title Compound 128 (201 mg) was prepared from l—[S(R)-S [4-(4,4,5,5-tetramethyl-1,3,2~
d1oxaboro}yl)phenyl]-z-oxooxazohdm-s ~yimethyl]-1 2 B-mazole (263 mg) and 5-bromo-2-
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met hanol (1.0 nlL)) was added a. suspension of the compound of Step | of
Exanple 141 (119 ng) in nethanol (1.0 nL) at 0 C, the mxture was stirred
at roomtenperature for 5 hours and concentrated in vacuo. After dilution
of the residue2pmsobssgtater, the m xture was extracted wi th dichl oronet hane-
net hanol (10:1). The organic extracts were dried over 19dmper2M¥ sodi um
sulfate, filtered, and then concentrated in vacuo. Flash chromatography
(silica, dichloronmethane: ethyl acetate = 1:1) of the residue gave the

conpound of Ste 2 of Ex le 14 .5 - AB) mz: 568 (MW . Step

3. Title Conf E‘H @Zﬁlcyt"z‘?%n‘g i2Dipyeloy g‘%?"@b’&?ﬁ@’“&&f@?ﬁ@‘&&?ﬁ%ﬁ’&“ﬁ Step 2 of

Exanple 141 @85ﬂ@dﬁg¥XAmeEhe same nmanner as described for EXAMPLE 49. M5

(FAB-) ﬁ@ﬁF FAB) for C23H r FNosG3S (MH ): cal cd, 468. 1506;

f ound, 468 15 FEREN 5 3-Fluoro-4-(4,4,5,

5 tetanet hyF‘R&‘S’o‘F&BHf%%HUF&%ﬁéH%’ b i i 1 5.

yl met hyl ] acet am de. The m xture of

N-[5(S)-3-(3g 814 i odophenyl) - 2- oxooxazol i di n-5-yl met hyl | acet am de (2. 00

g), bls(plna 0 ato)dlboron (1.61 g), potassiumacetate (1.56 g) and [1,1' -

bls(dlphenylphog hi no) f err ocene] pal | adi un(B) di chl ori de-di chl or onet hane

adduct (432 ng di met hyl sul foxide (50 nL) was heated at 80 C for 1

hour. The m it “as diluted with water and extracted with ethyl acetate.

The organic were washed with brine, dried over anhydrous nagnesium

sul fate, and thenjco centrated in vacuo. Flash chromatography (silica, ethyl

acetate: acetone of tHe residue gave

N-[5(S)-3-[3-fl uoro- 4- 4 5,b-tetranethyl -1, 3, 2-

di oxabor ol yl ) phenyl ) - 2- oxooxazml i di n-5-yl net hyl ] acet am de (889 ny). 127 WO

2005/ 005398 ' N
N

=N
1-[5(R)-3-[4-[2-[(1a,5¢,6(3)-6-Cyano-3-thiabicyclo]3.1.0}hexan-6-yl}pyridin-5-yllphenyl])-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-[(1a,50,6{3)-6-Ccyano-3-
thiabicyclo[3.1.0Jhexan-6-yl]pyridin-5-yllphenyi]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole (22.3
mg) in the same manner &s described for EXAMPLE 58,

MS (FAB") m/z: 461 (MH"). _

HRMS (FAB") for C3H; N¢O,S (MH™): caled, 461.1396; found, 461.1390.

EXAMPLE 130
o, O
S

HIIQ-MH
Ly N
|

NCY W=
N
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19 June 2006 HRMS (El ') for C18H24BFN205 (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 oxabor ol y] ) phenyl ] - 2- oxooxazol i di n
-5- ylnmethyl]acetam de. Reference Exanple 2 (92.5 ng) was prepared from
I\I—[5(S)-3-(4‘]-v63§0<§gﬂ5§%8yl)-2-0xooxazo|idi n-5- yl met hyl | k8 Juae 206 108 ny) and
bi s(pi nacol at o) di boron (855 ngy) in the sanme manner as described for
REFERENCE EXAMPLE 1. M5 (ET') mz: 360 (M. HRMS (El+) for C BHL5BN2G5 (M):
cal cd, 360.1857; found, 360.1875. REFERENCE EXAMPLE 3 1-[5

(R -3-[3-Fl UP.E@R 4240 é,ﬁé,ﬁﬁ)%éﬁﬁ‘@i-hﬂbfc;cléb.120]@1&9%@?2&%@615)@&3?’11-}: 2- 0X00Xxazo

lidin:5-ylmethyl]-.1,6 2, 3-tr | e. rence Exanp (1. was prepared
from o[ b( R cbepspaehyt DGR TS B = |
oxooxazol i di il Cyinpaabdls0 ) 182, 12g) Y24 prérard frem ( 23(BY3-f){24f1d.5hj6B) -piyameb| at 0) di bor on

1.86 i ; . L11ASid ' . BN AV B (El
e agh (v ST LORRRRE AR APk aats o B i Mo a2 (B1)

) (M : caléd, 38
388. 1752. REFPEREfEs T E“‘f““gﬁ'jzﬁ?f £sY)
1-[ 5( R) - 3- [ 4MS4FABY - M@ {MHDet hyl - 1, 3, 2- di oxabor ol yl ) phenyl ] - 2- oxooxazol i di n

- 5-yl met hyl ] g, Ban fok 820),8,0, 80081, NGE 4TI ot dtaf7 4%, MY) Was prepared from -
1-[5(R) - 3- (4-1i odophenyl ) - 2- oxooxazol i din-5- ylnmethyl]-1,2,3-triazole (200

ng) and bi s(pi nacol at o) di boron (151 ng) in the same manner as described for
REFERENCE EXNQFZEELE.BII\/B (El') mz: 370 (M.

H |9--le
Ly N

NC ~ F

S
O

e ay
L&N\U

J-[5(R)-3-[4-[2-[(1a,5a,68)-6-Cyano-3-thiabicyclo[3.].0Jhexan-6-yl)pyridin-5-yl]-3,5-

difluorophenyl]-2-oxooxazolidin-5-ylmethyll-1,2,3-triazole.

Title Compound 131 (142 mg) was prepared from 1-{5(R)-3-[3,5-diflucro-

4(trifluoromethanesulfonyl-oxyphenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole (254 mg) and 5-

bromo-2-[(1a,50,6B)-6-cyano-3-thiabicyclo[3.1.0]hexan-6-yl]pyridine (200 mg) in the same manner

as described for EXAMPLE 31,

MS (FAB") m/z: 481 (MH").

HRMS (FAB") for C,3H;sF2N¢O,S (MH"): calcd, 481.1258; found, 481.1241.

EXAMFLE 132
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HRVS (Et) for Cl SH23BNMAO4 (M: cal cd, 370.1812; found, 370.1814. REFERENCE
EXAMPLE 5 5(R)-5-(t-Butyl di nethyl silyloxy)nmethyl-3-(3

-fluoro-4-iodophenyl ) oxazol idin-2-one. 128 WO 2005/ 005398 19 June 2006 To a
sol uti on of v Hhs/hs498- f | uor o- 4-i odophenyl ) - 5- hydr oxyrribﬁll 0X i di n-2-one
(3.00 g) in dichloronethane (30 nL) was added i m daz ) and
t-butyldinmethylsilyl 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 ori c acphd, saturated sodi um hydrogencarbonate sol ution and brine,
dried over anhyfrous magnesiumsulfate, and then concentrated in vacuo to
gi ve Referenc nmple 5 (3.66 g). M5 (En mz: 451 (M. HRVS (EV) for
C16H23FI NOBSH {14 cal cd, 451.0476; found, 451.0511. REFERENCE EXAMPLE 6 5

(R -5 -(t ButNg: oy N F

di et hyl si | yI'oxy) 3-[3-fluoro-4-(4,4,5,5-tetranethyl -1, 3, 2-

di oxabor ol yl ) phen i dig-2-one. Reference Exanple 6 (64.4 ng) was
prepared from 5(R)-5- i met hyl si | yl oxy) net hyl - 3-( 3-

f1 uor o- 4-i odophenyl ) bxazol i 2-one (100 ng) and bi s(pi nacol at 0) di boron
(67.0 nmg) in the same mann as ,@Iescrl bed for Reference Exanple I. M5 (Cr)
mz: 452 (MNV). HRVS () for FNC6SI (MH ): cal cd, 452.2440; found,
452.2394. REFERENCE EXAMPLE 7 3, i uor o- 4- ( net hoxynet hyI ) oxyni trobenzene.

To a soluti onmﬁ)-s’-mfmkuﬁlsu@m%éyam CRTeTY B.1. 0 exehl s Ghpyridinh-ap3 or omet hane (300

Eni)7 gaa?dgfggu%gh?ﬁgr ﬁ?%?m%f’gx\ﬂggﬁm&wﬁ: ’ mazocsq&qderret hoxynet hyl chl ori de

Title Compound 132 (18.5 mg) was prepared from 1-{5(R)-3-[4-[2-[(1a,5¢,6B)-6-cyano-3-
thiabicyclo[3.1.0Thexan-6-ylipyridin-5-y1]-3,5-difluorophenyl)-2-oxooxazolidin-5-ylmethyl]-1,2,3-
triazole (20.0 mg) in the same manner as described for EXAMPLE 58,

MS (FAB*) m/z: 497 (MH").

HRMS (FAB™) for C23H;oF;N¢0,8 (MH™): caled, 497.1207; found, 497.1251.

EXAMPLE 133
o, o 0

H|I9-IIIH
“y, N

NC¥ "z | F

W
O

F~ N J(O
l\& Napg

N \51 |
1-[5(R)-3-[4-[2-[(1 c,50,6B)-6-Cyano-3-thiabicyclo[3.1.0]hexan-6-yljpyridin-5-y13-3,5-
difluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole 5,5-Dioxide.
Title Compound 133 (18.9 mg) was prepared from 1-[S(R)-3-[4-[2-[{1a,50,6(3)-6-cyano-3-
thiabicyclo[3.1.0Thexan-6-ylJpyridin-5-yl]-3,5-difluorophenyl]-2-oxooxazolidin-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 C23H|9F2N604S (MH") caled, 513.1157; found, 513.1181,
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stirred at roomtenperature for 2 hours. The m xture was washed with water,
5% sodi um hydrogencarbonate solution and brine, dried over anhydrous
magnesi um sul fate, and then concentrated in vacuo. Flash chromatography
(silica, hex%ezo'smﬁgsgﬁ’l acetate = 9:1) of the residue 8ave Ref erence
Exanpl e 7(35°2 4} NMVR (CDC13) 6 3.59 (d, J=1.5 Hz19Jmme 200 (s, 2H),
7.83-7.91 (in, 2H). REFERENCE EXAMPLE 8

4- Benzyl oxycar bonyl am no- 2, 6-di fl uoro-1 - (met hoxymnet hyl ) oxybenzene. A
suspensi on of 3, 5-difluoro-4-(nmethoxynethyl)oxynitrobenzene (35.0 g) and

pal | adi um catal yst (10% on charcoal, 3.00 g) in nethanol (250 nm.) ) was
hydrogenatedfﬁ%ﬁhqﬁhs%for 2 hours at room tenperature. After filtration of
t he catal yst, iffrate was concentrated in vacuo to give 4-am no 129 WO
2005/ 005398 Y@OjﬁW6L?@BB 2, 6-difluoro-I-(nethoxynet hyl)oxybenzene. This was
used in the next ep without further purification. To a solution of crude
4-am no- 2, 6-di f |0 - (et hoxynet hyl ) oxybenzene thus obtained in

t et rahydrof uran"( §f ) was successively added sodi um hydrogencar bonat e
(17.4 g), watexc{Il@ ) and benzyl chloroformate (30.0 g) at 0 C, and the
m xture was stirredig tenperature for 15 mnutes. The m xture was
diluted with saturated sg m hy/dr ogencar bonate solution and extracted with
et hyl acetate. The orgagnfesxyrFacts were washed with brine, dried over
anhydr ous nagnesi um sul f at e, agsgihen concentrated in vacuo. Flash

chromat ography (silica, hexane Y\ ebhyl acetate = 6:1) of the residue gave
Ref erence Exanple 8 (49.10 g). %@;D mz: 323 (M). HRMS (En for

Cl16H, sF2NX (IN% cal cd, 323.0969; found, 323.0963. REFERENCE EXAVPLE 9
5(R)-3-[3, -[3(R)-3-{4-[2-[(1a,5¢,6)-6-Cyano-3-(1,3-diacetoxypropan-2-yi)-3-azabicyclo[3.1.0Thexan-6-

5- D f | uor o- 4»(ipeidhaxyeiitydphaxijphesoxizbhdn-hyaroy-nephydzekazol | di n- 2- one.
To a solution of 1-[5(R)-3-[4-[2-{(1ea.,50,6B)-6-cyano-3-(1,3-dihydroxypropan-2-yl)-3-
azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3-fluorophenyl]-2 -oxooxazolidin-5-ylmethyl])-1,2,3-
triazole (7.7 mg) in dichloromethane (0.2 mL) was added acetic anhydride at room temperature, the
mixture 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™M).
HRMS (FAB") for C;0H3, FN,O5 (MH™): calcd, 604.2320; found, 604.2300.

EXAMPLE 135
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To a sol ution
of 4- benzyi oxycar bonyl am no- 2, 6-di f | uor o-| - (net hoxynet hyl ) oxybenzene (46.3 @)
in dry tetrahydrofuran (400 nL) was added a solution of n-butyllithiumin
hexane (1.6 Mo Qfsbhspg) at - 78 C, and the mxture was stirred at the sane
tenperature for 30 minutes. (R -dycidyl butyrate (20.%Jung 2086 added to
the mxture at -78 C and the mxture was allowed to stand at room
tenperature for 3 hours. After quenching the reaction with the addition of
aqueous ammoni um chloride solution, the mxture was extracted w th ethyl
acetate. The orga extracts were washed wth brine, dried over anhydrous
magnesi um sul f&fe~fMN tered, and then concentrated in vacuo. To a solution
of the .residue iln methanol (300 nL) was added potassi um carbonate (20.0 g),
the m xture tirred at roomtenperature for 30 mnutes, and then
concentrat ed jf_Vvaguo., After dilution of the residue with water, the
m xture was extpactypgd with ethyl acetate. The organic extracts were washed
with brine, ¢ edvar anhydrous magnesiumsulfate, filtered, and then
concentrated in vasuos Fhash .chromatography (silica, hexane : ethyl acetate
= 1:4) of the residue § Efgerence Exanple 9 (36.1 g). MS (El) mlz: 289

. HRMs (Eli for CE o(M): calcd, 289.0762; found, 289.0743.
REFERENCE EXAMPLE 10
N[5(S)-3-[3,5-Difluoro-I-(net %fvmt hyl ) oxyphenyl ] - 2- oxooxazol
i din-5-ylmethyl] acetam de. To a=sgll ution of
5(R)-3-[3,5-di P4z t | ) oxXyDp - 5- I QX t hyl gxazol i din-2
e (500 JEEESIL LG AP ASRREY ot UGB e
triethyl am n@zabiydgd3. tdhexan-gytipyrido-Soll-D epsrbasd § @xaaziidie-5baey1]-1.2,3-
met hanesul f onydzolehl oride (2.53 nL) at 0 C, and the m xture was stirred at
the sane tenpg ) 1 i ter, dried
over anhydrgﬁg‘{c%g]ﬁ%g? 8{751 (g'ﬁfpg’%‘ges,p“}%% @ﬁgfﬁ@nﬁﬁﬁ?m@%g@%’wtr°\§ed i n vacuo
to give 5(R)-*2PrEied HPbeuprylarcier bk vrrpholidsyemrasyfip-sglmetyl]-1,23-

triazole (20.0 mg) and (3R,48)-1-azabicycloheptane-3-carboxylic acid hydrochloride (9.5 mg) in the
same manner as described for EXAMPLE 71.

MS (FAB") m/z: 569 (MH").

HRMS (FAB™) for Cy0H3FNO; (MH"): caled, 569.2425; found, 569.2380.

EXAMPLE 136

l\
=N

N

HnyﬂuH !
N
|

NG
™
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met hanesul f onyl oxynpet hyl oxazol i di n-2-one. This was used in the next step

w thout further purification. The m xture of crude

5(R)-3-[3,5-di fluoro-4-(nmethox)'rnethyl)oxyphenyl]-5-

met hanesul f onyl oxynet hyl oxazol i di n- 2- one t hus obt ai ne%afnd i@ﬂ&um azi de
(3.93 g) in WOR0SEDSE hyl f or mani de (20 nL) was heat ed7aluRg or 8 hours,
and then concentrated in vacuo. The residue was diluted wth ethyl acetate
‘and washed with water and brine. The organic extracts were dried over
anhydrous magnesium sul fate, filtered, and then concentrated in vacuo to

gi ve 5(R)- o .

azi donet hy! - B8R 3s4dH0 42w 5O B8Rt wY P paRiss ) PPoees s InarR 25nhe
(5.43 g). Thiwropbayl}2egooxizpliditheymethyl]-5.23riaaple.hout further purification. A
suspensi on of sapdRioRd 1G6ES6 Ll Bolsd;6 )-Sil:)fakdéﬂwbié’gc}o[s.1.0]he_xan-6-y1]pyﬁdin-5- 1}-3-

(et hoxynet hP(l EOE%%] ngl oxa O%I dl@- BQ%D{B 53 g gnd Li ndl ar "catalyst (5%
pal | adi um on 'g'z? ¢ ?i‘f’ll’cf‘f' SOPEBHEG 2AittaRels B2 ™erend ZF9Y n et hanol (110
m.) was hydrwofemerbaithetforiated. $a rhilgnn Gistroepykthpieming GEmlt)erwpainad #119€ °C Bf 44er
filtration ofoutshelag@hd@krephl (@ich, elhliradife: WRSaPLE S W kR LGt BV AfI0. TO a
solution of the éﬁiﬁ%g |n)dt etrahydrofuran (15 nL) was added triethyl am ne
(6.30 nL) ant™BBE BREkri de (2.10 nl) at room tenperature, and the

m xture was MSiFAREYn41528 RéH3ane tenperature for 2 hours. After quenching
t he reacti ongims (B PROCLE.ON,0f VSEY: tHIA! @4 2600f4H0 s dsmgencar bonat e sol uti on,
the m xture was extracted with ethyl acetate. The organic extracts were
dried over anhydrous magnesiumsulfate, filtered, and then concentrated in
vacuo. Fl ashE¥MMBWaidgr aphy (silica, ethyl acetate) of the residue gave
Ref erence Exappf (3.45 g). M5 (Er) mz: 330 (M). HRVS (E1) for

Cl4H, 6F2N205°(IM )5 cal cd, 330.1027; found, 330.1001. REFERENCE EXAMPLE | 1
N-[5(S)-3-(3,5-0f fI} uoro-4-hydroxyphenyl) - 2- oxooxazol

i di n-5-yl net hyH]'gcatdm de. To a sol ution of

N-[5(S)-3-[ 3, Spgrt, - 4+( et hoxynet hyl ) oxyphenyl ] - 2- oxooxazol i di n- 5-

yl met hyl ] acet am de in methanol (5 nL) was added concentrated
hydrochl oric acid (00 tdhe m xture was stirred at roomtenperature
for 1 day, and then cop d insvacuo. Treatnment with water of the

resi due gave Reference Exarrpl_% ;3\3?4 ny) .
N
20

5(R)-3-{4-[2-[(1a,5a,6])-3-t-Butoxycarbenyl-6-cyano-3-azabicyclo{3.1.0]hexan-6-ylpyridin-5-y}]-
3,5-difluorophenyl]-5-[N-(t-butoxycarbonyl)-N-(isoxazol-3-yl) Jaminomethyloxazolidin-2-one.

Title Compound 137 (54.9 mg) was prepared from N-[5(S)-3-[4-[2-[(1c,5¢,6B)-3-t-butoxycarbonyl-
6-cyano-3-azabicyclo[3.1.0Thexan-6-yl)pyridin-5-y1]-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 CyH;FsNO; (MH"): caled, 679.2652; found, 679.2672.

EXAMPLE 138
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M5 (Er) miz: 286 (lul). HRVS (Et) for Cl2H12F2N204 (M ): cal cd, 286.0765;
found, 286.0747. 131 WD 2005/ 005398 REFERENCE EXAMPLE 12 19 June 2006
N[5(S)-3 -[3, 5 -Difluoro-4-(trifluoromethanesul fonyl)oxyphenyl

] - 2- oxooxaz olyipQbdredssey/ | Met hyl ] acet am de. To a sol utian xf
N-[5(S)-3-(3,5-difluoro-4-hydroxyphenyl)-2-oxooxazol il “Be}pﬂét hyl ] acet am d
e (2.70 g) in pyridine (15 nL) was added triflic anhydride (2.38 nL) at O
C, the mixture was stirred at roomtenperature for 12 hours. After dilution
of the mxture yth water, the mxture was extracted wth ethyl acetate.
The organic extmacts were washed with 5% hydrochloric acid and brine, dried

over anhydrou gnesi umsul fate, filtered, and then concentrated in vacuo.
Fl ash chromatiyorgpy (silica, ethyl acetate : nmethanol= 19:1) of the
resi due gave oy ehce Exanple 12(3.48g). M5 (Et) miz: 418 (M). HRMS (FEr)

for CL3HL1F5N20G6S
13

1-[ 5(R) - 3- ( 3- Fl uor o- 4-itgdaph yI) -oxooxazolidin-5-ylmethyl]-1,2,3-triazole
. Step 1. 5 (R - AcetFoxyrretHyIOBN( /-fl uor ophenyl ) oxazol i di n-2-one. To a
solution of 5(R)-3-(3-fluoropifen 5- hydr oxynet hyl oxazol i di n-2-one (5.28 Q)
in tetrahydrofuran (53 nL) was-ndded triethylamne (3.83 nl), aceti C

anhydri de (ngé-an[h 2 ms&ém-ec&ﬁ?o M@J}F\:iﬂﬁhwfl{e&&'d‘ﬁ)p%% 3.5 attdropiiGyif Xt ur e

Irr r r

ARSI VR A TR A O A Cf?ﬁ oy
acet ate. The Titiedamipeund 3§ @7 me)ves preprassitio SHRXH{4HR{(1e,So.dB) eebuonprrbanh§dr ous
sodi um sul f ateGanofslabAb858613.1.0)hexan-6-yllpyridin-5-y1]-3 ,5-difluorophenyl]-5-[N-(t-butoxycarbonyl)-N-

(isoxazol- 3-yl)]ammomethyloxazohd1n-2-one {51.8 mg) in the same manner as described for

EXAMPLE 2.

'HNMR (DMS0-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, ]=9.2 Hz, 1H}, 4.90-4.98 {m, 1H), 6.00 (4, 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 (d, J=7.9 Hz, 1H), 8.3% (d, J=1.8 Hz, 1H), 8.64

(s, 1H).

al Cd 418. 0258; found, 418.0210. REFERENCE EXAMPLE

1-[5(R)-3-[4-[2-[(1 o, 50,6B)-6-Cyano-3-(thiatriazol-2-y])-3-azabicyclo[3.1.0]hexan-6-yl}pyridin-5-
yl]-3-fluorophenyl]-2-oxcoxazolidin-5-ylmethyi]-1,2,3-triazole. '
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and then concentrated in vacuo to give crude
5(R) - acet oxynet hyl - 3- (3-fl uor ophenyl ) oxazolidin-2-one (6.33 g). Step 2. 5
(R) - Acet oxynet hyl -3- (3 -fluoro-4-iodophenyl)oxazolidin-2-one. To a sol ution
of 5(R)-acet t hyl - 3- (3-fl uor ophenyl ) oxazol i din-2-one (6.33 g) in acetic
acid (40 m?"% > éﬁ%d i odi ne monochi oride (1.91 nL) ,19ﬂmer30&l£re was
stirred "at” foomtenperature for 18 hours, and then concentrated in vacuo.
The resulting residue was dissolved with ethyl acetate, the m xture was
washed wi th aqueous sodi um hydrogencar bonate sol ution, 20 % sodiumsulfite
sol ution ag'galggllllu%g of 9[’41%9@%‘69}1&%{‘ 5%95 &5’% msgf)gla&?gn%iletl%&) v.tals LJd?J F-B(R}a nd then
concentrated I n vacuo’'to give crude o
5( R) - acet oxyritthlfl wuP3ocyaneroebicydeldpAbempnpoRazigintdythi-fuasepbenyd-248 ). Step
gbo ;38 g) égé(oﬁooﬂg wmws%ﬂmﬂqphaw%}:&@dw@f exydretenyd: AX%8 28 rhiddud wds @ifted at 132 WO
5 5 N S i Q :
5(R) - acet ox;t/hr.]‘fé?rf]!f;}"-g%c-% ?'%?’f‘o 88‘%6’- ﬁ‘if?"'%’a“c% ce“ﬁ?%{dg%g%ogfefha?en@ Z2Sj ’gf?éth ’Q‘_"?ﬁ “83 in
met hanol  ( 9B5tTAd )t Rers teameraire Sy oaan BiPRe epnesairitdan yasum 1A gypensianchl thheesidjedtdir e was
stirred at ko sARITIS AL M Rehitiled] b rlPuisStirdiat ©bm tdnpelanidlfer ov@high aks wer e
filtered off, I te i . resi was
di ssol ved V\,id{]_lﬁtogtg {1&4[ ]Imgf:%t‘gl%h\g?%r’ﬁ%qﬁﬁgg%%?‘étg%\éssﬁcﬁ%ﬁ%&gw gﬁg‘bﬁ" i %‘gﬂﬁgﬁ ed over
anhydr ous sda-lasr spmatessaphy (sflice disHorompfene: Hesthancd rrd Bak of dhedngolible matenals et t er
treating of cthuiesodi3e mg)t h i sopropanol, the resulting precipitates were
col | ected bx\gg(%-kg#)%g:gﬁ( ive 5(R)-3-(3-fluoro-4-

i odophenyl ) - 5- roxynet ]% oxazolidin-2-one, and the filtrate was
concent r at e&“@?ﬁ@é@dé‘?’cﬁ 100 AP AP S(18mdi BA.1468 hy| acetate) of the
resi due gave further -amount of the product (total 6.24 g). WM (E7) miz: 337
(M. "H NVReGhE¥) 146 2. 15 (t, J=6.4Hz, 111), 3.74-4.80 (m SH), 7.07 (dd,
J=8.8, 2.4Hz, Hl4), 7.48 (dd, :

N

Hi I%JHIH
Ly N

NC =
2

o]
AL
e
)—Me
S
N-[5(S)-3-[4-[2-[(1 &, 50,6f)-6-Cyano-3-azabicyclo[3,1.0Jhexan-6-yllpyridin-5-y1]-3-fluorophenyl)-
2-oxooxazolidin-5-ylmethyl]thioacetamide,
Step 1.
N-[5(S)-3-{4-[2-{(] 0, 50,6()-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3. 1 0Jhexan-6-yl]pyridin-5-
yl]-3-fluorophenyl}-2 -oxooxazolidin-5-ylmethyl]thicacetamide.
A mixture of 5(S)-aminomethyl-3-[4-[2-[(10,5a,6P)-3-t-butoxycarbony}-6-cyano-3-
azabicyclo[3.1 .0]hexan-6-y}}pyridin-5-yl]-3-ﬂuorophcnyl]oxazolidin-z-one (100 mg), ethyl
dithioacetate (28.0 uL), triethylamine (62.2 pL), and tetrehydrofuran (3 mL) was stirred at room

temperature for overnight and concentrated in vacuo Flash chromatography (silica, dichloromethane:
metharol = 10:1) of the residue gave N-[5(5)-3-[4-[2-[(1a,5a,6B)-3-

1258



J=10.3, 2.4Hz, 1H), 7.70 (dd, J=8.8, 6.8Hz, IH), Step 4. 5

(R) - Azi donet hyl - 3- (3-f | uor o- 4-i odophenyl ) oxazoli din-2-one. To a solution of.
5(R) - 3- (3-fl uoro-4-iodophenyl ) - 5- hydr oxymnet hyl oxazol i di n-2-one (2.00 g) in

di chl oronet hane (30 nL) was added triethylamne (1.24 nlL) and

met hanesul f owypl2oesvbops de (551 L) at 0 C, the m xtur eg\@ﬁnﬁt 'dﬂ%ed'at t he
sane tenperature for 30 m nutes. The m xture was washed”™ W th 1Tce water,

dri ed over anhydrous nmagnesiumsulfate, filtered, and then concentrated in
vacuo. The m xture of the residue and sodium azide (964 ng) in

N, N- di net hyl f or mam de (30 i) S tirred at. 80 C for 2 hours and

concentr at ed"P‘H‘”W%II?BYI"('Sﬁ’ f’g’b'ﬁ?\,ﬁ‘i}f]f’éﬂ'OEJ’F“E‘T‘?Q'H]Pgédi“ﬂﬁé'?'\;\]ﬂf’?f"%’fy ¥t he

m xture was exporadidyds-yimethylphibarttamidet820 exg). The organi ¢ extracts were dried
over anhydr oug @ERENG senovityl fate, filtered, and then concentrated in vacuo
to give 5(R)-azidomet hyl -3-(3-fl uoro-4- iodophenyl)oxazolidin-2-one (2.18
g). Ms (Er) fFB% 361 (M. HRMB (El') for GiOHSFIN4O2 (M7: cal cd, 361.9676;
found, 361. 96818 ComBuap149.(46.2 mg) was prepared from the compound of Step 1 of Example 140 (77.0 mg)

1-j %R) - _3-§3;ﬁé§ﬁgm§ng%ggm¥ﬁ&@g@]§?zol [ di4n_— 5;jy| EEt h?/l)] -1, 2|, 3dt ri gzol e
: e m xtur -azj donmet hyl - 3- (3-f | uor o- 4-i odophenyl ) oxazol i di n- 2-one
(2.18 g) and ,(g@ﬁg‘(’%ﬁgﬁﬁgne (6.40 nmL) in dioxane (45.6 nL) was stirred at
80 C for 2 h&RMS, (FABD fof Ch:HEFXChRXMIE): calainsb2t1h&h fosnhéEMt5Bat ed i n vacuo to give
Ref erence Exanple 13 (1.70 g). M5 (E17 mz: 388 (M). HRVS (EI ") for
C12H, OFIMEZMLE}I”M, 387.9833; found, 387.9835. 133 WO 2005/ 005398

N

REFERENCE 19 June 2006
HI'%??'"H
/., _N

NCY ez |
S
0

F N’l(

l\(h
: . —NH
] °

O-Methyl N-{5(8)-3-[4-[2-][(1e,50,6B)-6-Cyano-3-azabicyclo[3.1.0}hexan-6-yl]pyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyljthiocarbamate.

Step 1.
N-{5(8)-3-[4-[2-[(1a,50x,6(3)-3-t-Butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-yijpyridin-5-
y1J-3-fluorophenyl]-2 -oxooxazolidin-5-ylmethyl]isothiocyanate. '

To a solution of S(S)-aminomcthyl-S-[4-[2-[(1a,Su,6[3)-3-t-butoxyc;arbonyl-G-cyan053-
azabieyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-3-fluorophenyl]oxazolidin-2-one (150 mg) in
tetrahydrofuran (2.0 mL) was added carben disulfide (36.6 pL} and triethylamine (42.4 L) at 0 °C,
the mixture was stirred at the same temperature for 4 hours. To the mixture was added ethyl
chloroformate (29.1 L) 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 dichloromethane was dried over anhydrous sodium sulfate, filtered, and then
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5 (R) - Azi donet hyl - 3- (4-i odophenyl)oxazolidi n-2-one. Reference Exanple 14

(75.3 g) was prepared from5(R)-3-(4-iodophenyl) -5-

.hydr oxymet hyl oxazol i di n-2-one (70.0 g) in the sane manner as described for
REFERENCE EXAMPLE 13. Ms (Er) mz: 344 (M'). HRVB (5§> for 808H9I N402 (M):
cal cd, 343. OWAD200¥WEAT8, 343. 9740. REFERENCE EXAMPLE June 2

1-(5¢( R) 3-(4-1 odophenyl ) - 2- oxooxazolidin-5-ylnmethyl]-1,2,3-triazole.

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

(1) tor i SHTRAns o) T ol oo dny Aol oo 609 e Homponl

EXAMPLE 16 5 of i¥§r befExarenit 1&12ﬁﬁtghyl si | yl oxy) met hyl - 3- (4-i odophenyl
) oxazol i di n- 43maB") R ®mLe Exanple 16 (2.66 g) was prepared from
5(R) - 3- (4- |0(§g$ benyl ) -5- hydroxymet hyl oxazol i di n-2-one (2.00 g) in ‘the sane
manner as descfibed for REFERENCE EXAMPLES. M5 (El) mlz: 433 Sl\/p. HRMS
(El') for C1EMHethrdSESE)3Nf-12(Caicedt)3 1 Bgoxysropnyrypre-3-2paticygnii4 . O REEERENCE
EI_X,tA\I\/ELtE 17 cCiyBpyiNdin-sBUE D fycaphdgnglopyosk sz6kdits- mlereﬁym?dicﬁbamateTo a sol uti gn ?f

ut oxyca . ydr of uran
(340 rnL), &ggg%g'r?ﬁfp%g[“gl’ﬂ"% éiimingh @’?%6%W sfuknillial Bs %)g’gf"‘%%j 5%
sol ution in MeBEtehHSmLIyve aPr‘f_c)“SUSP"I’T%}°"rﬁf5<}ieﬁ?’EP°\RH%°f Risad etEramaiel 4 &I9me i or 2.5
hours, and t hemaebdemi)aat Elthe mixtaCws stirdk berbortl telnpéritana fd 6 hodridd e@séndatad Wi t h
brine, the mpdue ARG dn Rk Fegid\WvLm vﬁ{et'wfe nfife&t @Lsecxu;l;tlg with 82HbrGméRehd. act s

wer e

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 l(85 0 mg)
in the same manner as described for EXAMPLE 49.

MS (FAB") m/z: 468 (MH").

HRMS (FAB®) for Cy;Hz3FN;0,8 (MH'): caled, 468.1506; found, 468.1524,

REFERENCE EXAMPLE 1

N-[5(8)-3-f3-Fluoro-4-(4,4,5,5-tetramethyl-1,3 ,2-dioxaborolyl)phenyl]-2-oxdoxazolidin—5-
ylmethyl]acetamide.

The mixture of N-[5(8)-3-(3-fluoro-4-iodophenyl)-2-oxcoxazolidin-5-ylmethylJacetamide (2.00 g),
bis(pinacolato)diboron (1.61 g), potassium acetate (1.56 gj and [1,1'-
bis(diphenylphosphino)ferrocene]palladium(I} dichloride-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 brine, dried over anhydrous
magnesium sulfate, and then concentrated in vacuo. Flash chromatography (silica, ethy] acetate:
acetone = 9:1) of the residuve gave N-[5(5)-3-[3-fluoro-4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolyl)phenyl}-2-oxooxazolidin-5-yimethyl}acetamide (889 mg).
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concentrated in vacuo. Flash chromatography (silica, hexane : ethyl acetate
= 1:1) of the residue gave Reference Exanple 17 (55.0g9). M5 (FAB') nmh: 204
(MH), 134 WD 2005/005398 HRMS (FAB') for CO9H1I6NO4 (MA'): cal cd, 204.1236;
found, 204.1240. REFERENCE EXAMPLE 18 19 June 2006

ci s- N-t - But oyrabb@msk pyrrolidine-3, 4-cyclic Sulfat eélrgg ﬁeMi on of

ci s- N-t-but oxycar bonyl pyrrolidine-3, 4-diol (406 ng) ol amne (1.1
m.) in dichloronmethane (10 nL) was added thionyl chloride (220 L) at 0 C,
the m xture was stirred at the sane tenperature for 10 m nutes. After
guenching the reaction by addition of water (I nL), the mxture was diluted
hexane and waiRevs (E éor ErsfaBM.OeM ):aeltd 316762 fashSeR-1W9.h wat er, sat ur at ed
sodi um hydr ogencar bonate solution and brine, dried over anhydrous magnesi um
sul fate, fil traredENEPEXAMPEB2CONCENtrated in vacuo to give crude cyclic
sulfite (482 ng). To a solution of the crude cyclic sulfite (482 ng) in

car bon t et r adhl[3d9i3el@-(4,635,fIytramzthglt 10333 -Gipiabarol{ipheny}}; 2-@mckawditiess- (9 nl) was added
rut heni un( ! | lym&RhRtetdfaehydrate (6.0 ng) and sodi um periodate (856 ng) at O

C, the mxture _was _stirr t .the sane te e for 2 hours. After
01t on of | CHRETAFSEaPEeal i TRATRAE P NS5 P srocsagp B2 aioler ot ed
wi t h hexane. yhhehylrgamide (X meagiddis(pgnelamdibrech (855 he)lir thaeme driredasdeseribed
anhydr ous magpesireReRok kaheprEhl tered, and then concentrated in vacuo. Flash
chr omat ogr ap E&gi | 6% exane : ethyl acetate = 1:1) of the residue gave
Ref erence Exarpfd’ T4 hg). M (FAB') miz: 266 (MH). HRVE (FAW for
C9HL6NOBS ( MHRME €IS éhr CaBGBIEB O )f wolah§60. R6B fOR8360.REFERENCE EXAMPLE 19
5-Bronp-2-[ (1
a, 5a, 6( 3) - 3- tRAFERBXYE aXABIPYLE36- cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di ne.
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 3 (1.53 g) was prepared from 1-[5(R)}-3-(3-fluoro-4-iodophenyl)-2-
oxooxazolidin-5-ylmethyl]-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,sH;zBFN,O, (M*): calcd, 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-5-
ylmethyi]-1 ,-2,3-triazole (200 mg) and bis(pinacolato)diboron (151 mg) in the same manner as
deseribed for REFERENCE EXAMPLE 1,

MS (EI") m/z: 370 (M),
HRMS (EI) for C)sHz;BN.O, (M"): caled, 370.1812; found, 370.1814.

REFERENCE EXAMPLE 5§

5(R)}-5-(t-Butyldimethylsilyloxy)methyl-3-(3-fluoro4-iodophenyl)oxazolidin-2-one.

128



To a suspension of sodium hydride (60%oil dispersion, 2.24 g) in

di net hoxyet hane (110 nL) was added a sol ution of

5- brono- 2- pyridyl acetonitrile (5.0 g) in dinethoxyethane (20 nmL) and a
solution of cis-Nt-butoxycarbonyl pyrrolidine-3,4- c;igljc Sgbfﬁt e (7.41 9g)

i n di met hoxyWOREH®3® nl) at O'C, the nixture waslst1¥9%e room
tenperature for 3 hours. After dilution of the m xture with brine, the

m xture was extracted with ethyl acetate. The organic extracts were dried
over anhydrous magnesium sulfate, filtered, and then concentrated in vacuo.

Fl ash chr omat : e LA. 8 enSi- ¥ Taida] f resi due

gave Referencg‘géx@ag%)p%il éf%?g;gfg‘gﬁ @6}%% ?gw%&%‘%ai ’ QWOEEF floru

C, 6H sBr N3 fif}yleromethang (30383 wasadged imidanqly (1. ?’ES‘E}S’EW'dl”(Pﬂ’)’?AﬁYQUW 38 0

REFERENCE EXANPiHE mitXhurd @aslstifred 22 @ofn temperature for 2 hours. The mixture was washed with water, 2N

| - Bronmo-4-[ (I . 3) ~:3-1 = - - 3-azabi, ¢ hexan- 6

oo b L) ek B LA ARG Ly ]

4- br ono- 2- f | uBRBHTIERIHEESR FR PIERIS 1ovaf)to 2R eference Example 5 (.66 £).

ci s- N-t - but oxwmsaebomyl4pyeNal | di ne-3, 4-cyclic sulfate (292 ng) in the sane
d ' . 9 FAR ) mz: 381 (WVH').

manner as esﬁkk%}?ﬂHri)gfiéﬁﬂ BT (3MN§91)5):. Bt Bazk fomM54s§l ) mz (M)

HRVS (FAB') for cal cd, 381.0614; "found, 381.0622.

REFERENCE E E%%%-chl oro-3 -fluoropyridine. A suspension of
5-brono-3-flu =z dine (10.0 g) in phosphoryl chloride (50 m)

was heat ed a&(R}-?-Qt-éﬁtJlQ&ptﬁyl%]g%@gei%\%-{%ﬁ%}b‘/—ﬁ% yas eMLpA kRt o 1ce, the

resulting mxture V\B.% ad] ust é&c addi‘'ti on of’ potassium carbonat e
and ext r act edFFPAORPRSIBIHEANGIA™E The organic extracts
Reference Example 6 (64.4 mg) was prepared from S(R)-5-(t-butyldimethylsilyloxy)methyl-3-(3-

fluoro-4-iodophenyl)oxazolidin-2-one (100 mg) and bis(pinacolato)diboron (67.0 mg) in the same
manner as described for Reference Example 1.

MS (CT") m/z: 452 (MH™).

HRMS (CT) for C;;H;6BFNO,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 mL) 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 chromalogfaphy {silica, hexane : ethyl acetate = 9:1) of the residue gﬁve
Reference Example 7(35.2 g).

'H NMR (CDCl,) 6 3.59 (4, J=1.5 Hz, 3H), 5.30 (s, 2H), 7.83-7.91 (m, 2H).

REFERENCE EXAMPLE 8

4-Benzyloxycarbonylamine-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 ﬁ]@ratinn of the catalyst, the filtrate was concentrated in vacuo to give 4-amino- '
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were dried over anhydrous magnesiumsulfate, filtered, and then concentrated
I n vacuo to give Reference Exanple 21 (10.9 g). Ms (Er) mlz: 209 (M). HRMS
(Er) for C5H2BrCIFN (M ): cal cd, 208.9043; found, 208.9064. REFERENCE
EXAMPLE 22 5-Bronmp-3 -fluoro-2-pyridineacetonitrile. The m xt ure of

5- br onp- 2- chwer2ees@e$3p&ior opyri di ne (700 ng) and pot assi Lﬂ&fl u e (773 ng)
in dinethyl sulfoxide (14 nL) was heated at 150 C forl%iJURg p@ To the
resulting m xture was added a solution of sodium anion of t-butyl
cyanoacetate [prepared fromt-butyl cyanoacetate (1.27 g) and sodium

hydri de (346 | . sul foxide (14 nl)] in. dinmethyl sulfoxide (14

m), the mx? gﬁbqu\égmgﬁ %‘éthﬁ%?fybf%?ﬁ F&ﬁﬁ%‘r“é‘%"]d? e it step ‘S‘ﬂBWC’Af ter

di [ ution of punécatpixtlgrasohwiidnivf smle d-antimel, @difhome- U{methﬂxirmcthﬂ)em&aizuteiﬂm t he

m xture was %ﬁe@ﬁtt@ﬂhy&(‘fm’m’?éﬁm’ JnL%E@Ee@swem@deq A% B4 WaShed

w th brine, drl%&gﬁ% ﬂ?%"&ﬁgg §8 Sl f| tered, and t

concentr at ed v (PR "&%’ chlozgiprmat (3 éﬁgﬂﬂy (8 F‘FE’&‘“"F]&&%FH%‘ 2L PRy | acet ate
= 5:1) of thempeawrefee]Hamnete rielmixrurduds gilutdl-withemora@d sodium hydrogencarbonate

1 uor o- 2- pyr go%&%x@masm é?hyl IR, PRl oHlahiO Bl aé}gwgsrhyaﬂ@nﬁbnhywéd over
5brorr03flu% |d|n«?fcé 8 etateln acetonjtri was added
t2

trifluoroacett édr%’(‘él"'“a Hum Yt » copgratratad i Yapve- K @ea%c*gwa&:}g@ah%(fﬂ’?ﬂcﬂsfﬁ“=
t enperature fedn'l@etblgalﬁsl)ofamemmgaanfmmeiEwM(@ 1@gid pot assi um car bonat e.
The 136 WO 20Q%£80»398 @B).June 2006 mi xture was extracted with ethyl

%SEZZ&J??&&?@“%@%@W@ SR 2, Vacuo, TFrasn

chr omat ogr aph silica, hexane : ethyl acetate = 4:1) of the residue gave
Ref er ence Ex N@@W% MS (Eli mz: 214 (M). HRVS (El) for

C7HABr FN2 ( Nkag)g.ffg-qul‘uorg-:h%mgtﬁéx%me&ﬁﬂgsgphm%ﬁ-%-hggifgfyhemyloxazolidina—onc.

To a solution of 4-benzyloxycarbonylamine-2,6-difluore-1-(methoxymethyl)oxybenzene (46.3 g) in
dry tetrahydrofuran (400 mL) was added a solution of n-butyllithium in hexane (1.6 M, 90.0 mL) at -
78 °C, and 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 .thc mixture was allowed to stand at room
temperature for 3 hours. After quenching the reaction with the addition of aqueous 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. To a
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 exiracted with ethyl acetate. The organic extracts were washed
with brine, dried over anhydrous magnesium sulfaie, filtered, and thén concentrated in vacuo. Flash
chromatography (silica, hexane : ethyl acetate = 1:4) of the residue gave Reference Example 9 (36.1
2). |

MS (EI) m/z: 289 (M),

HRMS (ET') for C;;H,,F:NO; (M™): caled, 289.0762; found, 289.0743.

REFERENCE EXAMPLE 10

N-[5(8)-3-[3,5-Difluoro-4-(methoxymethyl)oxyphenyl}-2-oxooxazolidin-5-ylmethyljacetamide.
To a solution of 5(R)-3-[3,5-difluoro-4-{methoxymethyl)oxyphenyl)-5-hydroxymethyloxazohdin-2-
one (5.00 g) in dichloromethane (20 mL) were successively added triethylamine (4.82 mL) and
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REFERENCE EXAMPLE 23 5-Brono-2-pyri m di neacetonitrile. To a suspension of
sodi um 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. xture was added 5-bronp-2-chloropyrimdine (7.00 g),
the mixture &/&S?B%F'Psrsgaed at roomtenmperature for 2 hoddsJumed0P6ured into

i ce water and ammoni um chl ori de. The m xture was extract ed wi th ethyl
acetate. The organic extracts were dried over anhydrous nagnesi um sul f at e,
filtered, and then concentrated in vacuo to give crude 1-butyl

5- br ono- 2- py metrardiutfonyy ettariie €2 £3trel.) «0°Coant tidpentrE 0as difred 4t (R safeurpetardaubryil

5- bromo- 2- pygj,m ﬂe%ﬁ%x@%%&%&t\ﬁm@?ﬁt@ dfdd dvE} @h‘&%h?&%&m&ﬂﬁaté ?ﬁeréﬁ- g\\as

added trifluoroacetic acl was st at room
tenperature fRSPCOREMRHEHE Vacupte eive SR, Fﬁtﬂéﬂ°ﬁﬁm95m=‘hmwﬂ”dﬂ15ut ion of the
resi due w thnmiabisatfondoxsmethyorabolidindgee CEisH@8 8de@ in theekistep Rithduhrtier Xt Ur e was

extracted wi thfggtmql lc;;fq;tq,te%f?;qz&é@rﬂ@@'dﬁl SR eSO ALLEAn SV er

anhydr ous nagnesi um su hen con I'n_vacuo. Flash
chr omat ogr apHit a’(eé‘i‘q"’i’)’é%ymﬁw%fﬁé"hdm@tﬁyF‘“%R?@P‘&‘f @d*°d2“”1321‘561(3 MY due gave
Ref er ence Exdhpeimgif@daride 20 m)) wadoatéd=t F0 90 far 8 hb6ré, apdhen ddRihirdd@) vabar TRG! | LBr N3

M l d’ T uef Tt 4 3 T C exX actswere
1R - (3raopy " s de At Tl Gl b T wifc

J - 4- et hyl - d@edgv?rrap}avgra}:semagnqsejmb‘sugﬁf ttt'ra:lﬂ artgfthen concentrated in vacuo to gwe 5
5(R) - am nomnektijdmety)- B£35-chlﬂxfoirq:mhmtlﬁxyrmdwphmhglbxazhﬂm—ubm{mmeTl@i@z@ used) in
ggt E}agflc hI( (Z)r mat(l.:% nedifey %?gﬁﬁlﬁﬂﬁxér g@ﬁcﬁtm)\‘nl %&\5&@1@% B8 %}%@%orl-n;th YABSH 5. diftuoro-4-
st |>/r red at gB‘?’W?‘E’P&?@'P&’P@? h’?j Z"ég‘ ‘ﬁ‘é’g 8%3 é)rf)ﬂd E‘é‘@ﬁ‘c‘éﬁ{yf‘tzfﬁ/éﬂanf‘%m{} 3‘&#@83 Fl ash
chr omat ogr appsrti{llyirhis@ed wigh laad, 7@oeg) it recthand (i el) esihddregegasdst Retfndprefrioews at
Exampl e 24 ( 1ceh 1BperandS Attel h1tBtich of the bhtlyM, the AIRVR2{ S centMdd i la3kdl TAE21 NAO2
(M) calcd, Sfﬁ 2hon 0? t%e fesague in tefrahygrofuran 9]% ‘L) was added triethylamine (6.30 mL) and acetic

anhydride (2.10 mL) at rocom temperature, and the mixture was stirred at the same temperature for 2

hours. After quenching the reaction by the addition of saturated sodium hydrogencarbonate 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, ethyl

acetate) of the residue gave Reference Example 10 (3.45 g).

MS (EI') m/z: 330 (M").

HRMS (EI') for C,H,¢FaN2Os (M*): caled, 330.1027; found, 330.1001,

REFERENCE EXAMPLE i1

N-[5(S)-3-3,5-Difluoro-4-hydroxyphenyl)-2-oxooxazolidin-5-yimethyljacetamide.

To a solution of N-[5(8)-3-{3,5-difluoro-4-(methoxymethyl)oxyphenyl]-2-oxooxazolidin-5-
yimethyl]Jacetamide (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 mig).

MS (E) m/z: 286 (M™).

HRMS (ET") for C|;H,,F.N,0, (M"): caled, 286.0765; found, 286.0747.
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137 WD 20051005398 REFERENCE EXAMPLE 25 19 June 2006

ci s-Tetrahydrofuran-3,4-cyclic Sulfate. To a suspensi on of

1, 4-anhydroerythritol (5.00 g) in carbon tetrachloride (48 nL) was added

t hi onyl chl®pi2ehs/0§s4982 nl), the m xture was heated under_reflux for 1 hour.
The m xture was cooled to 0 C, and diluted with acet d®idune 20048 ni). 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 room

t enper at ur e REFERENCB@XA3MPLAfIRer dilution of the m xture with ether, the

m xture was washed with water. The organic extracts were washed with water,
dried over aRh§(8rbiis-Mrymesitnfvesemettanesulionylloxyphenyl]-2amebxedolidin-Sconcent rat ed in
vacuo. Fl asmlﬁaﬁpﬁweaphy (silica, hexane : ethyl acetate = 1:1) of the

resi due gav e ! . CC z; ,16 VH HRVS
(O for C4HEB% {“Efﬂ‘ Qgﬁc@?? ; ?‘8‘?’6‘8%&” "Pr‘ﬂi\'@*l’é’é"%@%"s‘%ﬁ‘éﬂéﬁ&é) " AVPLE
26 5- Brono- 2&2[7(31)1(ln¥r5151=6{531)L)6%eWFdﬁ13w s)bal@ﬂdey%ﬂsd{ﬂa a0 G} the pexmr6waslsirpdrt di ne.
?eL er encg Exl%ﬂfglteﬂlpgr%tu(el&HZ R&hks. wgr &mﬁ&a)mdnﬁmmm waler the mlx%'ure was extracted .
romo- 2- pyr i cetonitr ur.an- clic
sulfate (183" hy? tfz‘tﬁeln'éaor mﬁ%’gh eV ngéwﬁs«rg’%dw’ 5’ ﬁi‘-ﬁé %’fﬁl\?ﬁ E 10.
MS (Cr’) m zanh @s mner@ﬁlyfa?cﬁhe@@rhﬂmgrcm@ewqﬁ)n vagug) EWsh @@ma@m f ound,

264.9981. REFH a&m&m 69:()of Be apRRyEveRfereiod/Exampit 12 (3.48 g).

a, ba, 6[3) 3- cl 0) hexane- 6- car boxam de. The m xture of
ﬁa"@%‘é 2o

5- brono- 2 ano- 3- oxabi cycl o[ 3. 1. Okhexan 6-yl ] pyridine (4.00
g) and HRMS (Er) for C,aH“FsNzOGS(M‘) caled, 418.0258; found 418.0210

- REFERENCE EXAMPLE 13

1-[5(R)-3~(3-Fluoro-4-iodophenyl}-2-oxooxazelidin-5-ylmethyl]-1,2,3-triazole.
Step 1.
S(R)-Acetoxymethyl-3-(3-fluorophenyljoxazolidin-2-one.
To a solution of 5(R)-3-(3-fluorophenyl)-5-hydroxymethyloxazolidin-2-one (5.28 g) in
tetrahydrofuran (53 ml) was added triethylamine '(3.83 ml}, acetic anhydride (2.55 mL) and (4-
dimethylamino)pyridine (152 mg), and the mixture was stirred at room temperature for 1 hour. After
quenching the reaction by the addition of 1 N hydrochloric acid, the mixture 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}-acetoxymethyl-3-(3-flucrophenyljoxazolidin-2-one
(6.33 g). '
Step 2.
5(R)-Acetoxymethyl-3-(3-fluoro~4-iodophenyl}oxazolidin-2-one.
To a solution of 5(R)-acetoxymethyl-3-(3-fluorophenyljoxazolidin-2-one (6.33 g) in acetic acid (40
mlL) 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 acetale, 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-fluoro4-iodophenyl)oxazolidin-2-one (9.48 g).
Step 3. . _
5(R)-3-(3-Fluoro-4-icdophenyl)-5-hydroxymethyloxazolidin-2-one.
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25% sodi um hydroxi de solution (66 nmL) in ethanol (200 nL) was heated under
reflux for 6 hours and concentrated in vacuo. Treatnent of the residue with
wat er gave Reference Exanple 27 (4.20 g). M5 (El) nmz: 282 (M). HRMS (Er)
for Cl1H'Br Ngggo,gs),ﬂg%% cal | ed, 282.0004; found, 281. 99?8 EFE&I%\ICE EXAMPLE
28 5-Brono- 2- ( Jun

a, 5(x,6(3)-6-t- but oxycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di ne.
138 WD 2005/005398 19 June 2006 The m xture of

6- (5- bronopyridi n-2-yl)-(la, 5a, 6(3)-3-oxabi cycl o 3. 1. 0] hexane- 6- car boxam de
(2.50 g) ark dseladontedtmdeadBr@mttexy(nethB3-@flupm-sticdoplieayiDkazpiddb2-prie)(9. g itheat ed
under ref | Wndihol$osHRUWRs addbd Sokassih@ PRt \@ ot Eﬁaﬁdmukt&@ waY sttt tdo@n of
sat ur at ed SOdI um hé% ?ﬁgncar onatﬁl sol ution, 6\& rr}_ixf1 1[é[e was dil utgzd W th
ethyl acet at'&™PEET" bleEpteralsy e lisred off; P MRV SPICREI R | trat e
was ext r act edcuonihdreaduaplas disalvaitveth chillacoste s mixtex Waawedskedweith bringaditdaveni t h

2 {)Inggnt ?;![ :%n{i)}\r(]i?d\i/l; &Qﬂ%@ﬁ@;ﬁ ﬁﬂ%ﬂlp%@ng‘ﬂégbon%{r;@:; ift vactlé |}§f?c{: {-?thgad? %c?@ﬁgk:[ w1§1/1
oetate o 7 asprtgincl ferestink e SO AP B e R BB O M08 Ve (FAs )
mz: 355 (thdophﬂd’BS-@ﬁNBy)nﬂhmxa@i&SHZm Pithe filiviee as comdentchied 365c1065Wsh f ound,

355. 0656. REEEREM WLcﬁay}?a%etate) of the residue gavc further amount of the product (total 6.24 g).
1- Brono-4-[ () ?1%3 - - but oxycar bonyl - 6- cyano- 3- azabi cycl 0&3 1. Oi hexan- 6
-yl1-3,5- difrd

. Reference Exanple 29 (1.06 g) was prepared from
4- br ono- 3, 5- Hl%&%ﬁéﬁyﬁwdﬂmﬂﬁ) 87443600, §%), T4NtHd, 1=8.8, 2.4Hz, 1H), 7.48 (dd,

ci s- N-t - but gxyenr_aanERyrodd BeBesdhizd4rmpyclic sulfate (1.89 g) in the sane
manner as d%stc%ui. bed for Reference Exanple 19. Ms (FAB') mz: 399 (WMH).
5(R)-Azidomethyl-3-(3-fluoro-4-iodophenyl)oxazolidin-2-one.
To a solution of 5{R)-3-(3-fluoro-4-iodophenyl)-5-hydroxymethyloxazolidin-2-one (2.00 g} in
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 (964 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 S(R)-azidomethyl-B'-(B-ﬂuoro-4-
iodophenyl)oxazolidin-2-one (2.18 g).
MS (ET") m/z: 361 (M.
HRMS (ET") for C,OH.;FIN@; (M"): caled, 361.9676; found, 361.9698.
Step 5. )
1-[5(R)-3-(3-Fluoro-4-iodophenyl)-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"): calcd, 387.9833; found, 387.9835.
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HRVS (FAB~) for C, 7H1BBr F2N2Or (MH ): cal cd, 399. 0520; found, 399.0522.
REFERENCE EXAMPLE 30 1-Bronp-4-[(1

(x,5a, 6(i)-3-t-butoxycarbonyl -6-cyan- 3-azabi cycl o[ 3. 1. 0] hexan- 6-yl ) benzene.
Ref er ence Exworoes/@89§ 809 ng) was prepared from 4-br O@%{%h&ﬁgt onitrile
(1.00 g) and cis-N-t- butoxycarbony)pyrrolidine-3, 4cyeFi e (1.49 g)
in the sanme manner as described for Reference Exanple 19. Ms (FAB') nl z:
363 (MH7. HRMS (FAB') for C1l7H OBrN2Or (NM): cal cd, 363.0708; found,

363. 0730. REFERENCRCEXAMMPEE34 5- Bronp-2-[ (1

a, 5a, 6[ 3) - 6- cyano- 3-t hi abi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di ne. Reference Exanple
31 (5.5 ng) VWER-ridepathdd-(FrickepiBntllomsrolidin-honei dyl acetonitrile (32.3 ng) and
cis- tetrahyd&ﬁ&éﬁb@@@ﬁﬂeﬁ(vésgyﬁdsl &pﬁw&@sm ﬁ@—:@ddﬁ@n{l)@-the sane nanner as

descri bed for efer o

2005/ 005398 f@f %Qq@%olﬁxﬁawgpﬁ )f“bhg‘ﬁ ’8‘8?%‘1?"’?%%% 280 9748;

f ound, 280 QXﬂgmﬂREHERENCE EXAMPLE 32 cis- Tet r ahydr ot hi ophene- 3 4-cyclic

sul f at e, 1Y44208u4@f10ci S- t et r ahydr ot hi ophene- 3, 4-di ol (48.8 ng) and
3@%%(

et am E?A%Léoh; oD e hanes g s 1) et 78, the

sul furyl chl
m xture was stirred at the sane terrperature for 1.5 hours. After quenching
the reacti orREBYRENEFEXONTEE P ce, the nixture was extracted with ethyl

Sodi um sul o S p R R e PR R P e P o, o oS
Reference Example 15 (62.5 mg) was prepared from 5(R)-azidomethyl-3- (4-|odophcnyl)oxazohdm—
2-one {100 mg) in the same manner as described for REFERENCE EXAMPLE 13,
MS (EI') m/z: 370 (M), :
HRMS (ET") for CjoH,,IN,O, (M"): calcd, 369.9927; found, 369.9919.

REFERENCE EXAMPLE 16

5(R)-5-{t-Butyldimethylsilyloxy)methyl-3-(4-iodophenyl)oxazolidin-2-one.

Reference Example 16 (2.66 g) was prepared from 5(R)-3-(4-iodopheny!)-5-
hydroxymethyloxazolidin-2-one (2.00 g) in the same marmner as described for REFERENCE
EXAMPLE §.

MS (EI') m/z: 433 (MD).
HRMS (EIN for C,sH2,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 0504 (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").

134



Fl ash chromat ography (silica, ethyl acetate) of the residue gave Reference
Exanple 32 (14.6 ng). M (Er) mz: 182 (M. HRMS (Er) for AHMAS2 (M

cal cd, 182.0582; found, 182.0582. REFERENCE EXAMPLE 33 Step 1. o
‘SI'E)B;OQSI- 3t |[E) 02‘;%'5’5/0%59%' 6- car boxyl -3- oxabi cycl o[ 3. 1. 0] hlegxirll;lg-z%lo%pyrl di ne.

6- (5- bronmopyridi n-2-yl){1(x, 5a, 6(3)-3-o0xabi cycl o 3. 1. 0] hexane- 6- car boxam de
(100 ng) in concentrated sulfuric acid (1.0 nL) and water (0.5 nL) was
added sodiumnitrite (73.1 ng) at 0 C, the mxture was stirred at room

t enper at ur e HEIMSIPABT) AR, NANVE: attd) 204.07360bundcmanadoer (1.5 nl), the

m xture was stirred at roomtenperature for 30 mnutes. The m xture was

adj usted to RErA %}@%@ {dion of potassiumcarbonate at 0 C. The m xture
was adj usted to,1|zolz‘l—rlkt%fiz y thﬁewgddi tion of 5 % hydrochloric acid, the m xture
was extract edisN-LButGHEoafPRiciddEs-8egaRimeeXxt racts were dried over

S?ng £ br ono 9% S6rstion i % BurodybdberiSirondngs L B a 62N S0t Hak b o Y3TYR O

[ (1(x, 5a, 6p) dGblerampbsng (L03nlg wantddsachipybehlorigy (e ela-260 3. the yrixteft es sisep.adthery) . MBS
(El) nmz: 283anfeiniperabirMor (0BhijutésO Mk fikr,q3edndn MN6Bredclibn by saaitiethi wd2n 3844 f ound,
282, 9874, 0L N s Jud: TR o Ll o DY UL YR sl 01 0¥l 0
5- br onp- 2- [ ( Fediphygweengarbeetp splyfion sudbsinty Fisior 6 paviroe) merameulfate, fisrdddimfe (150
ng) in tetr sy cinednttitadin VEudtogivk civdscyaiddelfited4saaghit T sofionbifiigokod gptial m num
hydride in t ' t o m . X@% [ at room
t enperature ? %ﬁgﬁﬁﬁ%%ﬁc%%’ tgsufaﬁﬁ?%zﬁanﬁ%%ﬁ%’?%?gFﬂ’ﬁ%&lﬁ?Sei fteﬁaaac{edﬁcghi ng the
reaction by SrmgH) dvoridebydrain (el mghine srdinm rReFipdsieiRRE ragd 10t IthE MKW W xt ur e
was stirred afrredenhe serpepeatiuedor2dpur8 Afer dilitiesaf thElextibe xith haxavwasd abet, tact ed

with ethyl acgiiat GaskBSeddiin WR-e0ahd SRR Wrracts were washed with brine, dried over

anhydrous magnesiurmn sulfate, filtered, and then concentrated in vacuo, Flash chromatography

(silica, hexane : ethy] acetate = 1:1) of the residue gave Reference Example 18 (438 mg).

MS (FAB™) m/z: 266 (MH"). |
HRMS (FAB") for CoH,eNOeS (MH"): caled, 266.0698; found, 266.0730.

REFERENCE EXAMPLE 19

5-Bromo-2-[(1a,5a,6B)-3-t-butoxycarbonyl-6-cyano-3 —azabicyclo[S,l.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 dimcthoxyethane (20 mL) at 0°C,
the mixture was stirred at room temperature for 3 hours. Afier dilution of the mixture with brine, the
mixture was extracted with sthyl 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 (EI') m/z: 363 (M).

HRMS (ET") for Cy¢H1sBrN;O; (M™): caled, 363.0582; found, 363.0582.
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19 June 2006 organic extracts were dried over anhydrous magnesi um sul fate,
filtered, and then concentrated in vacuo. Flash chronmatography (silica,
hexane: ethyl acetate = 1:3) of the residue gave 5-brono-2- ( (I

a, 5a, 60) - 6- hygdy y¥y/gEiohyl - 3- oxabi cyc) o[ 3. 1. 0] hexan-6-yl ] pyridine (62.3 ng)

MS (Er) mz: 269 (M. HRVB (Er') for C 1H, 2Br NO2 (le%iuwzﬂﬂég.oom;
found, 269.0045. REFERENCE EXAMPLE 34 4-Brono-2-[ (!

a, 5(x, 6(3)-6-cyano- 3- oxabi cycl o 3. 1. 0] hexan- 6-yl )t hi ophene. Reference
Exampl e 34 ( MBS A TP ed from 4-brono- 2-t hi opheneacetonitrile (100
ng) and cisﬁgéFggﬁgdrofurgﬁ?g,4-cyc|ic sulfate (90.4 ng) in the same nmanner
as descri bed lf-%mgﬂf[@&,gaﬁgé-t@ﬁﬁﬂﬁaﬁor&ﬁﬁ-c%ﬁ:-éﬁﬁbﬁcydﬁgi'l.0]%@3:1—61\3() -3- HRMS (ET')
for C, oHeBrNC}F r%lt\’/l ;? cal cd, 268.9510; found, 268.9519." REFERENCE EXAMPLE 35
5 - Brono- 2- [ (1"°2'8“4%6[ 3)- 3 -t - but oxycar bonyl - 6- (t - but oxycar bonyl ) ani no- 3

- azabi cycl o [Bfetencq Erxewpln 2G334/in)pses prefpared fro@tdgponio-2-BudBrpdenylagetgnitiile §21%meb

f 3) - 3- t - but Ox¥g &L-RA Yoz Rar6 PATIMIne- 32 BZAB Lt (B Frg) -t EXBNMEaY hdsRpEd di ne.
A m xture of 5- =2-1(l LE 19

a, 5a, 6[ 3) - 3- t *f’%gg{‘:’? LB %yano- 3- azabi cycl o[ 3. 1. 0] hexan- 6- yl ] pyri di ne
(4.00 g) and MSEASSHaABHhYEF bxi de sol ution (70 mL) in ethanol (210 nml) was

heated undermroa$ {ras*ferc, S, BOEN,6, @0t cAC 8106 B RAlnd, BeMEE2I0. Treat ment of the
residue with ice water gave the conpound of Step 1 of Reference Exanple 35

(3.88 0). Ns‘ﬁgéﬁgﬁggﬁgé%aﬁgéwa)' HRVS (FAB' ) for Cl6H21BrN3G3 (MH): cal cd,

382.0766; foun ep 2.
5-Bromo-2-chloro-3-fluoropyridine.

A suspension of 5-bromo-3-fluoro-2-hydroxypyridine (10.0 g) in phosphoryl chloride (50 mL) was
heated at 150 °C for 4 hours. The mixture was poured 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 (EI") m/z: 209 (M),

HRMS (EI") for CsH,BrCIFN (M"): calcd, 208.9043; found, 208.9064.

REFERENCE EXAMPLE 22

5-Bromo-3-fluoro-2-pyridineacetonitrile.

The mixture of 5-bromo-2-chlore-3-fluoropyridine (700 mg) and potassium fluoride (773 mg) in
dimethyl sulfoxide (14 mL) was heated at 150 °C for 12 hours, Tq the resulting mixture was added a
solution of sodium anion of t-buty] cyanoacetate [prepared from t-buty] cyanoacetate {1.27 g) and
sodium hydnde (346 mg) in dimethyl sulfoxide (14 mL}] in dimet}iyl sulfoxide (14 mL), the mixture
was stirred at room temnperature 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 : ethyl acetate = 5:1) of the residue gave crude t-butyl 5-bromo-3-
fluoro-2-pyridinecyanoacetate. To 2 solution of the crude t-butyl 5-bromo-3-fluoro-2-
pyridinecyanoacetate in acetonitrile (5 mL) was added trifluoroacetic acid (5 mlL) at 0 °C, the mixture
was stirred at room temperature for 2 hours, and poured into ice water and potassium carbonate. The
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Ref erence Exanple 35 (2.42 g) was prepared fromthe conpound of Step 1 of

Ref erence Exanple 35 (3.50 g) in the sanme manner as described for Reference

Exanpl e 28. M5 (FAB') mz: 454 (MR). HRVS (FAB') for C20H29Br N3O4 (M):

cal cd, 454. ,? gq3d, 454.1323. REFERENCE EXAMPLE 36 141 Vg) 26005/ 005398 19

June 2006 5(*'%4 t-But yl di net hyl si | yl oxy) net hyl - 3- [ 419 June;

a, 5a, 6(3) - 6-cyano- 3-oxabi cycl o[ 3. 1. 0] hexan-6- yl] pyri din-5 -yl ] -3

-fluorophenyl ] ox azo] i din-2-one. Reference Exanple 36 (5.42 g) was

prepared from 5(R)-5-(t-butyl di nethyl silyloxy)nethyl -3-[ 3-

f | uor o- 4- (4 mixtee Jag extractedwth gthyl seedie THe graaiseredcts Wershashel ol bringl dridd eve2- one

E(5| 0059) 6?:2 GnhydridtiRnetium sulfate, filtered, and then corrlicentrated in vacuo. Flash chromatograg4 ) t-h
a, ba, CY¢ ex ri g) in e

sane rrannerééhcaéé’éag %’gga‘:?%tf I‘:l%&f{ﬁ[f’%':‘esido gﬁﬂ%"%l]sﬁ’%ﬂ gigﬁ HRVB

(FAB') for SHHBEFREGISM) cal cd, 510.2224; found, 510. 2204 ' REFERENCE

EXAMPLE 37 HRMS (ET) for C7H4BrFN2(M+) calcd, 213.9542; found, 213.9558.
5(R)-3-[4-[2-[(1a, 5a, 6[i) - 6- Cyano- 3- oxabl cycfo[S 1. 0] hexan- 6-yl ] pyri di n-5-yl

]-3-fluorop Jret hyl oxazol i di n-2-one. To a sol ution of
5(R)-5-(t-bu y%(%i %Eylsﬂ?é?/oxy)rrethyl 3-[4-[2-[(la, 5a, 6f3)-6-cyano- 3-

oxabi cycl o[ 3.BlerRd-2 pﬁ*@mnﬁceydn]t@ur I di n-5-yl]-3-fluor ophenyl ) oxazol i di n- 2- one
Lot 1 abut yI aARBATEREPT Borrntis Gr el Apsf aiEa C0 L) F oo o ¢ tne
m xt ur e was cxmpaceteie (136 mlg a0 S ripranintag ves ftiged 2 YWGmmpemefpr eeancleiteeg t he
reacti on by nidhe waQiddeals-bréd- LERSrGfhrRIETHe (.00E), GRY rik tnd Qva & irdd 4t@dbm khiRrafiireXt Ur €
was extract ?Ocll‘ Z\Mc)lgrp & pr&{red m? EeaWag“er ax;l(_iQTenm%Exgl% Qﬁlgﬁdc. The mixture was extracted with ethyl

acetate. The organic extracts were dried over anhydrous magnesium sulfate, ﬁhercd; and then

concentrated in vacuo to give crude t-butyl 5-bromo—2-pyrimidinecjranoacctate. To a suspension of

the crude t-butyl 5-bromo-2-pynimidinecyanoacetate (3.9 g) in dichloromethane (75 mL) was added

triflucroacetic acid (75 mL) at 0 °C, the mixture was stirred at room temperature for 18 hours, and

concentrated in vacuo. Afier dilution of the residue with saturated sodium hydrogencarbonate

solution, the mixture was extracted with ethy] acetate. The organic extracts were dried over

anhydrous magnesivm sulfate, filtered, and then concentrated in vacuo. Flash chromatography

(silica, hexane : ethyl acetate = 2:1) of the residue gave Reference Example 23 (3.71 g).

MS (EI") m/z: 197 (M").

HRMS (EI') for CsHBIN; (M™): caled, 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-difluoro-4-iodophenyl)oxazolidin-2-one (100 mg) in
methanol (2 mL) was added diisopropylethylamine (262 pL) 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
Example 24 (110 mg).

MS (EI") m/z: 420 (MD).

HRMS (EI") for C,3H, F.IN:O; M"): calcd, 420.9895; found, 420.9904.
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extracts were washed with brine, dried over anhydrous nmagnesium sul f ate,
filtered, and then concentrated in vacuo. Treatnent of the residue with

et her gave 5(R)-3-[4-[2-[ (! (X, 5a, 6] 3) - 6-cyano- 3-
oxabi cycl o[ 3. 1, 0] hexan- 6- yI]pyrldln 5=y1] - 3-fl uor ophenyl ] - 5 hydr oxynet hyl oxa
zol i di n- 2- on‘@OG@S@ﬂ/ﬁb*) MS (El') mz: 395 (M). HRMS IEEEH am

C2,H, BFN3O4(M ): cal cd, 395.1281; found, 395.1261. RE MPLE 38
5(R)-Azi donet hyl -3-[4-[2-[(1
a, 5a, 6(3) - 6- cyano- 3- oxabi cycl o[ 3. 1. 0] hexan- 6-yl ) pyri di n-5-yl] - 3-
f 1 uor ophenyl ﬁ@ﬁa&mawswmés Reference Exanple 38 (1.72 g) was prepared
from5(R)- 3- [4 cg a, 5a,6[)- ano- 3- oxabi cycl o[ 3. 1. 0]

hexan- 6-yl ] pWT ﬁ"‘ﬁ'y Qf)‘Ha]’ 3é‘°¥‘i1‘ﬁ§f‘] henyl ] - 5- hydr oxymet hyl oxazol i di n-2- one
(1.90 g) in tThe sspimEon sHFR@hydasrythest (5100 @pin tobonRefaiiaiie g8 mianpd :@ddiZhionyS ( FAB'
mz: 421 (M 8FN6 (3
(M s cal cggst Haag) SEPeadiacilnid WRERR A B R g e 2,
(S) - Ani nonet Hgfi dilied yith sceopiple 48 mUE Th5 mBnEs A 39459 spdim RejRdais (154 @), ruthenium

. 0] hexan- 6- y Itjdplpridedi-kydiate\(£9.8 18g), énll theowaphedy, the oiaroOitirediit footh tafiieraniRefbeY ence

EE( g;rpl'igl g(gj m(et % 9 .;Q)c (Zyrp{f?ﬁgr[ug%c tvftﬁ)m:er the Ilél?(]l'l(;l_‘e 3w_as washed with water. The organic

oxabi cycl of 3"”1“6’]S Wé’)‘(’é’ﬁs}’ﬁd YR YR g F‘%w""ﬁr a)?fllj Toys MpRREY U AR lered 28 i n- 2- one
(1.60 g) in tcheesardin vaannBeshabrogigsgaphp@ilicd, bexakde ethylanane Exa)githe rékidue dols:
(FAR) ' z: 3QRrelidBxample 25 (6.70 g).

MS (CT') m/z: 167 (MH™).

HRMS (CT") for C,H,0,8 (MH"): calcd, 167.0014; found, 166.9993.

a2

REFERENCE EXAMPLE 26

5-Bromo-2-[(10,50,6[)-6-cyano-3 -oxabicycle[3 .1.0Jhexan-6-yljpyridine.

Reference Example 26 (187 mg) was prepared from 5-bromo-2-pyridylacetonitrile (197 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 (CI'} for C,,H,oBrN,O (MH"): caled, 264.9976; found, 264,9981.

REFERENCE EXAMPLE 27

6~(5-Bromopyridin-2-y1)-{ 1o, 50,6f3)-3-oxabicyclof3.1.0]hexane-6-carboxamide,

The mixture of 5-bromo-2-[(1a,5a,6B)-6-cyano-3-oxabicyclo[3.1.0]kexan-6-yl]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 (ET") for C, H;;BrN,0, (M"): calcd, 282.0004; found, 281.9966.

REFERENCE EXAMPLE 28

5-Bromo-2-[(1 a,50,68)-6-t-butoxycarbonylamino-3-oxabicyclo[3.1.0]hexan-6-ylIpyridine.
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HRVS (FAB-) for C21H20FN4AO3 (MW : cal cd, 395.1519; found, 395.1513.
REFERENCE EXAMPLE 40 5(R)-5-(t-Butyl dinmethyl silyloxy)nmethyl-3-[4-[2-[(1
(x,5 a,6[3)-3 -t-butoxycarbonyl -6-cyano- 3-

azabi eycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-3-fl uorophenyl ] oxazol i di n-2- one.
Ref er ence Exwmrhes/oddsf 109 ngy) was prepared from 193 2006
5(R)-5-(t-butyl di net hyl silyl oxy)nethyl-3-[3- fluoro-4 une
(4,4,5,5-tetranet hyl -1, 3, 2- di oxaborol yl ) phenyl ] oxazol i di n-2-one (100 ng) and
5-bronp-2- [(1 a, 5a, 6P)-3-t

but oxycar bon zabi ¢ r|d| 80.. in
the same manﬁigcr’mé'é' 38?5 ’0’8%"3“¥8'%'y%‘;@?§'°x%§y ?]éh%‘%%e’fﬁ“? 2 ‘?ﬁﬁg% HRVB
(FAB') for CaprisdRENAGESItatq V88 }).in chitzool (12509.) 2008 zted oderds1ug 69 82886 . AREFERENCE
EXAMPLE 41 541\@1&3&1 [ rga%ﬁt{n(bly addition of saturated sodium hydrogencarbonate solution, the mixture was

5a,6(3)-3-t rb 6-
? I ugr OE)hZanyI f"%"%@;‘g‘%ﬁéﬁ%y‘f%&@g%" 'ﬁfér{m%%gﬁgr% ﬁ%fde‘;‘%ﬂ%g %g%f)f%’%? (3.21
g) was prepameblcthyl esetaB( Rhe Fenic-ehtracty pdie athed/ tish bripk.aixivd evert dniptdr@®s fagnfstum [ (1
a, 5a, 6[ 3) - uhfkUIR%Y GAd mwhwﬁua&nmc& ﬁiéﬁatb'hfo)iﬁ oftbphy QNH sﬂlca, hexane : ethyl

1. 0] hexan- 6-yI r oI|d|n- -one (4.24 g) in
the same man elrapﬁ'y ‘)ﬂgg%?rl ld‘%fgfveRe eréﬁm y@x@r@ Pe 36. I\/IS (FAB') mz: 495

(MY . HRVB ( MSEFABYD o TB6MIBFENACH (M—I) cal cd, 495.2044: found, 495.2048.
143 WO 2005/ e@RSB98A1E9 fol ¢n8,,BRO6, (MEFERINGE s besaMBlsR, %3 0656.

REFERENCE EXAMPLE 29
1-Bromo—4-[(10,5a,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.01hexan-6-y1]-3,5-
difluorobenzene.

Reference Example 29 (1.06 g) was prepared from 4-bromo-3,5-diflucrophenylacetonitrile (1.50 g)
and cis-N-t-butoxycarbonylpyrrolidine-3,4-cyclic sulfate (1.89 g) in the same manner as described for
Reference Example 19.

MS (FAB") m/z: 399 (MH").

HRMS (FAB") for C,7H,3BrF,;N,0, (MH"): calcd, 399.0520; found, 399.0522.

REFERENCE EXAMPLE 30
1.Bromo-4-[(ia,501,6(3)-3-1-butoxycarbonyi-6-cyano-3-azabicyclo[3.1.0]hexan-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;oBrN,O, (MH"): calcd, 363.0708; found, 363.0730.

REFERENCE EXAMFLE 31
5-Bromo-2-{(1a,5¢,6(3)-6-cyano-3-thiabicyclo[3.1.0Thexan-6-ylpyridine.

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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5(R) - Azi donmet hyl -3-[4-[2-[ (1

a, 5a, 6P) - 3-t - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0j hexan-6-yl] -

3-fl uorophenyl ] oxazol i di n-2-one. Reference Exanple 42 (1.88 g) was prepared
from5(R)-3-[4-[2-[ (] a, 5a, 6(3)-3-t-butoxycarbonyl -6- cyano

- 3- azabi cyclWp 30030Gptexan- 6- yl | - 3- f | uor ophenyl ] - 5- hydig met xazol i di n- 2-
one (2.00 g) in the sane manner as described for Ref éry'ﬂ' le 13. M5
(FAB') nmlz: 520 (MH). HRMS (FAB) for C2H27FN704 (MH ): cal cd, 520.2109;
found, 520.2137. REFERENCE EXAMPLE 43 5(S)- Am nonet hyl-3-[4-[2-[(1

2, 5a, 6] 3) - Sg&m&gf agpéﬂrNa§§ﬁ¥l%n§%1c§ REFREGYHIOls oy 0] hexan- 6

ylj pyri di n- udr ophehyl | ‘oxazol 1 di n- 2- one ef erence Exanple 43
(48.0 ng) was prepared from5(R)-azidonethyl-3-[4-[2-[ (I a, 5a, 6(3) -
but oxycar borRHFERENCE EXAMPLE 32 '

6- cyano- 3- azg| | ]-3-fluorophenyl]oxazolidin-2-one (100
ng) in the sane%mﬁggbﬁwﬁmpig%gﬁg ﬁ for Ref erence Exanple 10. MS (FAB')

nmz: 494 (Mo spisiag of PﬁB“ﬁthlfa?“oéEm fo-geNSB A mehgd Jriethylaming (224694) 9204; f ound,
494. 2197. REihRchak(AME) fasddded a solution of sulfuryl chloride (48.9 uL) in dichloromethane (0.4

5- Br ono- 2- 3 I t

5- br onD- 2- ( 471]5){??%8‘% tél%egiﬂ%/t?{ewy & ?rg%% he's in%{ﬂ:p@}a c’ff)rbYA’S ﬁguf% 'A‘h?r Enchm%tp

(462 ), b'F@t"zl W eéditratohiss Yhermiapre pogerigeied W&hEFhHG%%“o&'hEu ﬂﬁgﬁwaxgaeso*@rcsm ut i on
(10 nmL) was wdshedmat bigre, dHad &ver drthpdrdusR@itim sukddié, ﬁrterdemnheatcbﬁam@fed mguaeus | ayer,

the resi due wag cﬂwcsgaghwsﬁ]a SRR AT AUTRAL W RO R0 d O and

extracted with e organic ext ts were over “anhydr ous
magnesi um sv¥ Q;c a s zf 142t(¥ed, and then concentrated in vacuo. Flash
chr omat ogr apiRM$ @r‘l) lfaral,‘He@eSsM‘@::calcetlmmSSIaMhan B.6587: 3) of the residue gave
5- br onp- 2- (4- cyanot et r ahydr opyran-4-yl ) pyridi ne (104 ng).
REFERENCE EXAMPLE 33
Step 1.
5-Bromo-2-[(1 a,5¢,68)-6-carboxyl-3-oxabicycie{3.1.0]hexan-6-ylipyridine.
To a solution of 6-(5-bromopynidin-2-yl)-(1a,50,6B)-3-0xabicyclo{3.1.0]hexane-5-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. Afier 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 0 °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-
[(1c,50,603)-6-carboxyl-3-oxabicyclof3.1 .O]hcxaﬁ-G-yl]pyridine (87.9 mg).
MS (EI") m/z: 283 (M™).
HRMS (ET") for C,;H,oBrNO, (M"): caled, 282.9844; found, 282.9874,
Step 2.
5-Bromo-2-{(1a,5a,6B)-6-hydroxymethyl-3-oxabicyclo[3.1.0)hexan-6-yl]pyridine.
To a solution of 5-bromo-2-[(1a,50,603)-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 tcm}icraturc for 30 minutes. The mixture was extracted with e£hyl acetate. The
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M5 (Er) mz: 266 (M). HRVMS (EI') for Cl1H11BrN2O (M): cal cd, 266.0055;
found, 266.0038. REFERENCE EXAMPLE 45 144 WD 2005/ 005398 19 June 2006 5
(R-3-[4-[2-[(1

a, ba, 60) - 3-t - But oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ]-3,5- di

f | uor ophenyl wdrobtyd@snxynet hyl oxazol i di n- 2-one. Refer eq& a%bg 45 (105 ny)
was prepared from5(R)- 3-(3,5-difluoro-4-iodophenyl) Jun

hydr oxynet hyl oxazol i di n-2-one (813 ng) and

5-brono-2-[ (I (x, 5a, 6] 3) - 6- cyano- 3- oxabicyclo[3 1.0] hexan-6-yl]pyridine

1.00 in the sane mann a |bed for erence Exanple 31.. M5 ( FAB'
o U6 Th (RS ERRE 5r Grer B o AP FHIA, BUefed; 1 Do BASCTBRE  ound

513. 1978. REFERENOEHEMANRDEPYS (sBict, Ryxa: ¢1By] Beeief m)mbmmesiamphérb;omo—z

i)-5-hydr oxyrrahfmlegmz}qtdx%aaﬁsemn Rﬂﬁ@bﬁ%@sﬁﬁ@min@@% .91 g) was
prepared fro %Ré - di f1 uor opf\;enyl roxynet hyl oxazol i din - 2-one
(2.00 g) int ) r as described for Reference Exanple 13. M5 (E")
m z: 354 (M HRNHRI#S) (oEC), HABINOD(NG i Fipd, REY. 006 Mfdund, é@HQﬂdﬁ 354.9517; found,
354.9522. REFERENCE EXAMPLE 47 5 (R)-Azidonet hyl -3 -(3, 5-di

fluoro-4-i Od%l}% %4]9 gigdlphgw 2-one. Reference Exarrpl e 47 (2.44 g) was
prepared fro ? - ? , o- uor o- 4-i odophenyl ) - 5- hydr oxynet hyl
oxazol i di n- 2-4eBrem¢-2-[30,5¢.,PP X tncyetvel-exabieyclobiniBexanst-dbwenheised f or REFERENCE
EXAMPLE 13. Reference Example 34 (104 mg) was prepared from 4-bromo-2-thiopheneacetonitrile (100 mg) and
cis-tetrahydrofuran-3,4-cyclic sulfate (90.4 mg) in the same manner as described for Reference
Example 26.
MS (EI") m/z: 269 (M").
HRMS (ET") for CyocHzBrNOS (M"): calcd, 268.9510; found, 268.9519.

REFERENCE EXAMPLE 35

5-Bromo-2-[(1 a,Sa,Sﬁ)—B -t-butoxycarbonyl-6-(t-butoxycarbony!)amino-3-azabicyclo[3.1.0]hexan-6-
yl]pyridine,

Step 1.
5-Bromo-2-[(1e,50,68)-3-t-butoxycarbonyl-6carbamoyl-3-azabicyclof3.1.0}hexan-6-yl]pyridine.

A mixture of 5-bromo-2-{(1a,50,6p)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yllpyridine (4.00 g} and 25% sodium hydroxide solution (70 mL) in ethanol (210 mL) was heated
under reflux for 8 hours and concentrated in vacuo. Treatment of the residue with ice water gave the
compound of Step 1 of Reference Examp]e 35(3.88 g).

MS (FAB") m/z: 382 (MH").

HRMS (FAB") for C,¢H,;,BrN,0; (MH"): calcd 382.0766; found, 382. 0776

Step 2.

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 CoH,sBrN, O, (MH™): calcd, 454.1341; found, 454.1323,

REFERENCE EXAMPLE 36
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M5 (FAB') miz: 381 (MH). 1TRVB (FAB') for C, oH8F21N402 (MH ): cal ed,

380. 9660; found, 380.9685. REFERENCE EXAMPLE 48

1-[5(R) -3-(3,5-Di fluoro-4-iodophenyl ) - 2- oxooxazol i di n-5-yl methyl ]-1,2,3-tria
zole. Reference Exanple 48 (876 ng) was prepared from

5(R) - azi don®orps08s3p8 5-di f | uor o- 4- i odophenyl ) oxazol igdjln - -ﬁge (875 ng) in
the same manner as described for REFERENCE EXAMPLE 1§. W%@ V) mz: 406
(M). HRVMS (EI") for C12HOF2I1 NA02 (M ): cal cd, 405.9738; found, 405.9750.
REFERENCE EXAMPLE 49 145 WO 2005/005398 19 June 2006 4-Fl uoro-|

L8R -3 (S5 4QL Bt RBPRRENY rletnd 2690NEE 9 bl ey o b ol opfestod T 1 8201 @

Ff | uor o- | - [ S{myidn=563l-Flyrerrberallogemifinéd#ys ) - 2- oxooxazol i di n-5-yl methyl]-1, 2, 3-
t E [ ?Zol ed &eﬁie?(&clﬂiﬂmﬂi ?6 (5.42 g) was pra:pared from 5(R)-5-(t-butyldimethylsilyloxy)methyl-3-[3- g
5(R) - azi dongt - 37 k3= - 4- d.dbn- 2- an

T uor o | - Teion s sy o o R ben AR Dr o0 ) of Do, 11
hours, Fl aslep# 6@t prpbicysiof3. tEhexan- gy liperidine @Ohg)lin the samstmmanepas]) of t he
resi due gave@eséridel 0 ERAMPLE(R) - 3- (3-f | uor o- 4-i odophenyl ) - 2-

oxooxazol i di,fi- 55 t byl 1 Ady 2, 3-triazole (125 ng) and

5-fluoro-1I- %ﬁlﬁ 23?%(%%%)0- 4-i odophenyl % -

oxooxazol i di G ARB 5 HaEND S MHD aeals e 19- 288 fagp. 518284y 0r 0- |
-[5(R)-3-(3-fluoro-4-iodophenyl.) - 2- oxooxazol i di n-5-yl nmethyl )-1, 2, 3-tri azol e:

M6 (El) m z: {E1) for C12HOF21N402 (M: cal cd, 405.9738;
f d, 405. 44, 5- - . .

LIB(R) - 3- ( 3 5ddfi-Uis Suen e o trsts R e i gt orepend | azol e:
M5 (E1l') m aydréddtethihxazolidin-2-one.

To a solution of 5(R)-5-(1-butyldimethylsilyloxy)methyl-3-{4-[2-[(1o,5 ¢, 6P)-6-cyano-3-
oxabicyelo[3.1.0] '
hexan-6-yl]pyridin-5-yl]-3-fluorophenyl]oxazolidin-2-one (4.75 g) in tetrahydrofiran (93 mL) was
added a solution of tetrabutylammonium fluoride in tetrahydrofuran (1.0 M, 11.2 mlL) at ¢ °C, the
mixture was stirred at room temperature for 1 hour. Afier quenching the reaction by addition of
saturated 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. Treatment of the residue with ether gave 5(R)-3-[4-[2-[(1a,5¢,6B)-6-cyano-3-
oxabicyclo[3.1.0Thexan-6-yllpyridin-5-yi}-3-fluorophenyl]-5-hydroxymethyloxazolidin-2-one (3.07
g)

MS (EI') m/z: 395 QM.

HRMS (EI') for Cy;HisFNaQ, (M'): caled, 395.1281; found, 395.1261.

REFERENCE EXAMPLE 38
5(R)-Azidomethyl-3-[4-[2-[(1a,5a,6B)-6-cyano-3-oxabicyclo[3.1.0Thexan-6-yl}pyridin-5-y1]-3-
fluorophenyljoxazolidin-2-one.

Reference Example 38 (1.72 g) was prepared from 5(R)-3-[4-[2-[{1a,5¢,63)-6-cyano-3-
oxabicyelo[3.1.0]

hexan-6-yl}pyridin-5-yl]-3-fluorophenyl]-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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BRVS (EIl for Cl2HOF21NAQ2 (M): cal cd, 405.9738; found, 405.9753. REFERENCE
EXAMPLE 50
4-Fluoro-1-[5(R)-3-[3-fluoro-4-(4,4,5,5-tetranet hyl -1, 3, 2- di oxabor ol yl ) pheny

| ] - 2- oxooxazghisgishodns Yl methyl ] -1, 2,3-triazol e. Ref erfgée Eﬁéﬁ% e 50 (380
my) was prepared from 4-fluoro-|-[5(R)-3-(3-fl uoro-4-15dBHE -2-
oxooxazolidin-5-ylnethyl]-1,2,3-triazole (430 ng) in the sane manner as
described for Reference Exanple 1. Ms (FAB') mz: 407 (MH). HRMS (FAW for
C, BH228F2|\|404¥:R&1M—I' ) : . cal cd, 407.1702; found, 407.1693. REFERENCE EXAMPLE 51
5- Br onp- 2- [ ( ERMSSEAB D forée dhsF N (MH 3 celed. 4BY. 494 Ifpg 421 bPhexan- 6- yl ] pyri di ne. A

m xt ure of

5- br ono- 2- (( BArB1 no- 3-t hi abi cyc) o[ 3. 1. 0] hexan-6-y]] pyri di ne
(1.77 9) andhﬁzg](s)lﬁ%ﬁe(%}[qraat edLﬁ?/%r ochloric acid (17 nL.) was heated at 80 C for

70 minut es afdrésvnomstylat-Bd2i{GaseaRveyarPeatierir3di0ihea-6¢-dpyefiies-Wi-#h wat er
gave Ref er engeorbphemibgz8idiilol g9). M5 (FAB) mz: 299 (M4 ). HRMS (FAB') for

C. . H10Br NCRSy (N ). e, 68165 1990 bt Y 3980 S8R5 FETEIRENGH) EXANPLE 52

5-Bromo-2-[ (1" - > |

a, 5a, 6[ 3) - 6- P3PiFFINYE AMsERPHARTIE:- T hilverrepel opBlidin@ionet 4R 50 Y FHFr i di ne.
146 WO 20D5/ a2bzP& dkQriadrier R2GDaceMampls S pensi on of

5-brono-2-[( '1»?&95%3%9)/5-@950 pxyl - 3-t hi abi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di ne
(760 ng) in_toluene glo-rrL was added_ di phenyl phosghoryl azide (0.60 ni)
and tri et hyl ERMREFEBDAY G NA: (M rfrled ARl drad. 3hE 1% xture was stirred at

the sanme tenperature for 75 mnutes. The m xture was washed with water and
brine. The ogpgpphENEXEXRAGHPEENEre dried over anhydrous magnesium
5(R)-5-(t-Butyldimethylsilyloxy)methyl-3-[4-[2-[(1a,50,6()-3-t-butoxycarbonyl-6-cyano-3-
azabicyclo{3.1.0Thexan-6-yl]pyridin-5-y1]-3-fluorophenyl]oxazolidin-2-one.
Reference Example 40 (109 mg) was prepared from 5{(R)-5-(t-butyldimethylsilyloxy)methyl-3-[3-
fluoro-4-
(4,4,5,5-tetramethyl-1,3,2-dioxaborolyl)phenylloxazolidin-2-one (100 mg) and 5-bromo-2-
[(1o,5a,6P)-3-1-
butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl]pyridine (80.9 mg) in the same manner as
described for EXAMPLE 1.
MS (FAB™) m/z: 609 (MH").
HRMS (FAB") for C3,H,FN,OsSi (MH"): caled, 609.2909; found, 609.2886.

REFERENCE EXAMPLE 41
5(R)-3-[4-[2-[(1t,501,68)-3-t-Butoxycarbonyl-6-cyane-3-azabicyclo[3.1.0Jhexan-6-y11-3-
fluorophenyl}-5-hydroxymethyloxazolidin-2-one,

Reference Example 41 (3.21 g) was prepared from 5(R)-5-(1-butyldimethylsilyloxy)methyl-3-{4-[2-
[(1o,50,603)
-3-t-butoxycarbonyl-6-cyano-3-azabicyclof3.1.0Thexan-6-ylJpyridin-S-y1}-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,¢H2sFNLOs (MH™): calcd, 495.2044; found, 495.2048.
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sulfate, filtered, and then concentrated in vacuo. A solution of the residue
in t-butanol (5 nL) was stirred at 120 C for 9.5 hours and concentrated in
vacuo. Fl ash chromatography (silica, hexane: ethyl acetate = 9:1) of the
resi due gaveoebézmmsnwge Exanple 52 (502 ng). MS (FAB) miz: 371 (MH). FIRMVB
(FAB') for Cl5H20Br N2C2S (IMH ): cal cd, 371.0429; found?hﬂlﬁm&. REFERENCE
EXAMPLE 53 5-Brono-2-pyridylacetonitrile. Step 1. t-Butyl
(5-Brono-2(1H) - pyri di nyl i dene) cyanoacetate. To a suspension of Nall (66.4 g,
60% oi | di i%ersi on% in dry DMSO (1.5 L) was added t-butyl cyanoacetate (243
nL) at 18- FFFEREYFEEXAMILE 42 he nixture was stirred at roomtenperature for 2

hours. 2, 5-IR)axzdoaeyyl-BiarR-[(( 4,56,68))3-vasxadbed -6 @yinbe-abbsydib[B.Ngjhelaxby1e, the

m xture was, 8| 129 C for 6.5 hours. After cooling, the m xture was
poured i nt?@é’%?@?@%gzéﬂrlﬁﬁgiogem chloride solution, the resultin

g
preci pi t at Refef@reEampledE (16§ shyasrrapered o MRl Bl anice8R)-Mirbepxveaepnddol ed Et OH
to give t-daoyl (5-brono-2(1H)-pyridinylidene)cyanoacetate (166 g). 'H NWR

cbCl3) S 1,53 = 111)... 4.53 d,. J=9. 8,
(2" L ondssho g e e g

Ref er ence Basprmenssdesgribed fopReferersn Exgmplenld- conpound Step 1 of Reference
Exanpl e 53 M4@3ARI) marsdo M8 clay (80 g) in acetonitrile (800 nm) was heated

under refl ygpbhe FA%+milJéz 'qug)‘t(%ﬂ: gﬁ@l 435 €0o. gﬁ,ﬁtpgio_azllﬁmere filtered off, the
i

filtrate was concentrated in vacuo. Flash chronaf ography (silica, hexane :
ethyl acetate = 4:1) of the residue gave Reference Exanple 53 (57.2 g). M
(Er) m z: 1EEFERENTE ERAMPRBdBerial Activity The pharmaceutical |l y-acceptabl e

conpounds  ofigt AisnBheRR R 4-12T BB B3 -RbRory SR oti1- Al DACLREERY3 1.0 hexan-6-
yl]pyridin-5-y1]-3-fluorophenyl)oxazolidin-2-one,
Reference Example 43 (48.0 mg) was prepared from 5(R)-azidomethyl-3-{4-[2-[(1a,50,6B)-3-t-
butoxycarbonyl-
6-cyano-3-azabicyclo[3.1.0]hexan-6-y1]-3-fluorophenyljoxazolidin-2-one (100 mg) in the same
manner as described for Reference Example 10.
MS (FAB") m/z: 494 (MH"),
HRMS (FAB”) for C;HFN;O, (MH™"): caled, 494.2204; found, 494.2197.

REFERENCE EXAMPLE 44

5-Bromo-2-{4-cyanotetrahydropyran-4-y)pyridine.

A mixtare of 5-bromo-2-pyridineacetonitrile (400 mp), triethylbenzylammonium chloride (462 mg),
bis(2-bromoethyl)ether (281 pL), and 50% sodium hydroxide solution (10 mL) was stirred at 70 oc

for 1 hour. After decantation of aqueous layer, the residue was diluted with saturated ammonium

chloride 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 (ET") m/z: 266 (M),

HRMS (EI) for C,,H,,BiN;0 (M*): caled, 266.0055; found, 266.0038.

REFERENCE EXAMPLE 45
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agents having a good spectrumof activity in vitro against standard
bacterial strains, which are used to 147 WD 2005/ 005398 19 June 2006 screen
for activity agai nst pathogenic bacteria. Notably, the

phar maceut i l, tabl e conpounds of the present inyention show
activity agg‘?gs% vgsﬁgsgrrym n-resi stant enterococci, st rlgpllb%%gﬁm i ncl udi ng
penicillin-resistant S. pneunoniae, nethicillin-resistant S. aureus, M
calarrhalis, and C. pneunoniae. The antibacterial spectrum and potency of a
particul ar conmpound nmay be determned in a standard test system The

fol | owi ng i ro(R)-3-Hel2-{{@s.64.68)-IneReoxybtianyidetybasSedibiycied. 1 aParandhllef S-on met hod

except for GynyoRi g?glhggnx Qﬁylgﬁmmnt%ngs presented as the m ni num
i nhibitory concentration S. aureus ?1552 M catarrhalis Were tested on

Muel | er - Hi ntliﬁﬁ“'a’@%\?"am%‘*ﬁéo ﬁ‘g)a‘tﬂﬁlpffﬁ‘f’??aff@ o BPBe-4-109PheERY ) f u/ spot  an
i ncubati on tl@ﬂi}nm}momzo}ﬁdnﬁﬁoﬁ (8 Brmg dndrfcmersa-2-{ e ST swamodedxibieyclodd 0] t he
| ovest CO”C%LJ 35‘ m%(Y"@déahnﬁ]QsaWe%mePasQ@s%&ﬁro@he ﬂ?éé'tEanX}QéHObSGrVGd
St r ept ococci erococm were tested on I er-H nton ‘agar suppl enent ed
with 5 % éﬂ?‘ﬁr“%%(ﬁ’é& 2 bl ood, using an approxi mate inocul umof | x 10"
cful spot an HKdS FAB xfnrczuemcawﬂ*e calbd, 3B.185G; fouad) SEX 1938 phere of 5 % COr for
24 hours. The M C was defined as the | owest concentration at which no
vi si bl e bact s _observed. C. pneunoni ae was tested using
m ni mum esseﬁﬂ@‘lﬁ%%ﬂ?g@ﬁﬂl emented with 10 % heat- inactivated fetal
bovi ne ser unj(R23-@3\-Diflgdrerttaadprheny s -mmgfonymatlyipxaiédin-2rbeke and non essenti al
am no aci d. pdglRe Bahple 26 l%l\ﬁ?ﬁzﬁ‘sﬂréib%&lhﬁﬁ s@l)- Miﬁduﬁ&r&ﬁﬂﬁyﬁ%lon formng units
of C. pneunpni.ae str 10 . Infected cells were incubated with test
cormpounds i nYESHBTEY @‘F‘hm at 35'Cin an atnosphere of 5 % CX2 for 72
hours. Cel | s2enn@I08gkn e paspeananher etdesqnbepefort Refeednce pmplnéd f or chl anydi al
i nclusions Mk ET)3E: B34yprescei n- conj ugat ed anti - Chl anydi a nonocl onal
anti body, a mg‘{) 'i{vreﬂl cafch%?&ﬁ?? §391§5r2 scope. The M C was

e atl

defined as t on a "o~ el usi on was

REFERENCE EXAMPLE 47
5(R)-Azidomethy)-3-(3,5-difluoro-4-iodophenyt)oxazolidin-2-one.

Reference Example 47 (2.44 g) was prepared from 5(R)-3-(3,5-difluoro4-iodophenyl)-5-
hydroxymethyl-

oxazolidin-2-one (2.30 g) in the same manner as described for REFERENCE EXAMPLE 13.
MS (FAB") m/z: 381 (MH").

HRMS (FAB™) for C,oHgF,IN,O, (MH"): calcd, 380.9660; found, 380.9685.

REFERENCE EXAMPFLE 48
1-[5(R)-3-(3,5-Diflucro-4-iodophenyl)-2-oxooxazolidin-5-ylmethyl]-1,2,3-iriazole,
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 (ET") m/z: 406 (M.

HRMS (ET") for C,;HoF;IN,O, (M"): caled, 405.9738; found, 405.9750.

REFERENCE EXAMPLE 49
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observed. 148 WD 2005/005398 StrainsM C (g/m) exanple 13 exanple 15 exanpl e
23Li nezolid Staphyl ococcus cure us Smth0.1250. 250. 061 CRO.510.516 MR

0. 125D. 250. 061 Streptococcus pneunoni ae |1 D5530. 1250. 250. 062 PRQR

0. 060. 250. OGto ZHosePBEgaCOCCUS pyogener IID6920.060.250.88é_Eﬂ.6ﬁgoccusfaecium
VRQR 0. 1250. 50. 062 Morose 1/a catarrhalis ATCC2523814875A L

chl or anpheni col resistant MR = nethicillin resistant PRQR = penicillin

resi stant, quinolone resistant VRQR = vanconycin resistant, quinolone

resi st ant _
4-Fluore-1-[5(R)-3-(3-fluoro-4-icdophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole and 5-

Ffluoro-1-{5(R)-3-(3-fluoro-4-iodophenyl)-2-oxooxazolidin-5-yimethyl)-1,2,3-triazole.

A mixture of S(R)-azidomethyl-3-(5-ﬂuoro~4-iodophenyl)oxazclidin-z-one (700 mg) and 1-fluoro-1-
ethenyl pheny! sulfoxide (987 mg) was heated at 110 °C for 15 hours. Flash chromatography (silica,
toluene: ethy) acetate = 2:1) of the residue gave 4-fluoro-1 -[5(R)-3-(3-fluoro-4-iodophenyl)-2-
oxooxazolidin-5-ylmethyl}-1,2,3-trazole (125 mg) and 5-fluoro-1-[5(R)-3-(3-fluoro-4-iodophenyl)-2-
oxooxazolidin-5-ylmethyl]-1,2,3-tnazole (258 mg).

4-Fluoro-1-[5(R)-3-(3-fluoro-4-iodophenyl)-2 -oxooxazolidin-S-ylmethyl]—1 ,2,3-triazole:

MS (EI) m/z: 406 (M),

HRMS (EI") for C);HoF,IN,O; (M*): caled, 405.9738; found, 405.9744,
5-Fluoro-1-[5(R)-3-(3-flucro-4-iodophenyl)-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole:

MS (ET") m/z: 406 (M),

HRMS (EI) for C,;HsF,IN, O, (M"): caled, 405.9738; found, 405.9753. N

REFERENCE EXAMPLE 50
4-Fluoro-1-[5(R)-3-[3-fluoro-4-{4,4,5,5-tetramethyl-1,3,2-dioxaborolyl)phenyl]-2-oxooxazohdin-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-ylmethyl}-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 CyyH12,BF;N,0, MH"): caled, 407.1702; found, 407.1693.

REFERENCE EXAMPLE 51 _
5-Bromo-2-[(1a,5a,68)-6-carboxyl-3-thiabicyclo[3.1.0]hexan-6-y1]pyridine.

A mixture of 5-bromo-2-[(1a,50,6[)-6-cyano-3-thiabicyclo[3.1.0]hexan-6-yllpyridine (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 (1.81 g).

MS (FAB™) m/z: 299 (MH™). ’

HRMS (FAB™) for CyH;,BrNO,S (MH"): calcd, 298.9616; found, 298.9612,

REFERENCE EXAMPLE 52
5-Bromo-2-{(1a,50,603)-6-t-butoxycarbonylamino-3-thiabicyclo[3.1.0Jhexan-6-yl]pyridine,
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NT = not tested 19 June 2006 The invention described herein is exenplified
by the followi ng non-limting exanples. The conpound data is designated I n
accordance t o Ceneral Cuidelines for Manuscript Preparation, I. Og. Chem

Vol . 66, pg.y sde 1, 2001. 149 '19 June 2006 15 | aimed Is:
|. The presen'tagl&r%léntlon rel ates to conpounds of forn‘gpxﬁl“e 3&

enanti oner, diastereoner, or pharnmaceutically acceptable salt, hydrate or
prodrug thereof wherein: R represents i)hydrogen, ii)(CH2) "NR5R6,
i ii)CR7/RBRI, C(R)20R14, CH2NHRI 4, iv)C(=O R13, C(=NOH)H, C(=NOR13)H,
C( =NOR13) R13To fusp@igniR1 3-bro@p2€l INSRIS)-0-cari@ ANk b IRIb ) L0 Thedia- 7 iy dikeRT B) 2,
N(RCRJE)J)Z CR:OR(1 S-Nli% ¥ toluehd Ri%l)qzasiﬂs&&\lé; c%}l&ms;@%lz{ﬁe (05 %EQ) d d¥s RkélmL)
C( =NR13) R13, * Kﬁ%‘dﬁt‘*’%‘%’hﬁ “"”8?" v F%S“E%aié’ FF@%%?%%’S?&’T‘J°‘%€‘P%%°§FF’V BELi ¢ ut ed
with 1-3 gr ow:psvadfed Rith welkr sphbrinsa Phetneganic extettedert Hriedwgd agiytroesmagnesiambon or
a. het er oat ongy e '€ S8 hé cBleentrated in vacuo. A solution of the residue in t-butanol (5 mL) was
stirred at 120 °C for 9.5 hours and concentrated in vacuo, Flash chromatography (silica, hexane: ethyl
acetate = $:1) of the residue gave Reference Example 52 (502 mg).
MS (FAB*) m/z: 371 (MH™).
HRMS (FAB") for C;sH;,BrN,0,8 (MH"): calcd, 371.0429; found, 371.0407.

REFERENCE EXAMPLE 53

5-Bromo-2-pyridylacetonitrile.

Step 1.

t-Buty! (5-Bromo-2(1H)-pyridinylidene )cyanoacetate,

To a suspension of NaH (66.4 g, 60% oi} dispersion) in dry DMSO (1.5 L) was added t-butyl
cyanoacetate (243 ml.} at 18-25 °C for | hour, the mixture was stirred at room temperature t;or 2
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 armmonium chloride
solution, the resulting precipitates were collected by filtration, washed with water and cooled EtOH to
give t-butyl (5-bromo-2(1H)-pyridinylidene)cyanoacetate (166 g).

'H NMR (CDCl) & 1.53 (s, 9H), 7.20 (dd, J=9.8, 1.8Hz, 1H), 7.53 (dd, J=9.8, 2.4Hz, 1H), 7.64 (dd,
I=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 g) 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 (ET") m/z: 197 (M),

Antibacterial Activity

The pharmaceutically-acceptable compounds of thc present invention are useful antlbactenal

agents having a good spectrum of activity in vitro against standard bacterial strains, which are used to
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19 June 2006 151 Y represents NR*, 0 or S(Op; represents aryl or
heteroaryl; R3 represents NR(C=X2)R12, NR*R12, C6-10 aryl, or -(O"C5-10
het erocyclyl which nay be attached through either a carbon or a heteroatom

said aryl angohgiseeaeyclyl optionally substituted W|th -3 26 élps of R7,
R4, R4a, Rob, and Roc independently represent i) hyd 1€ 6 hal ogen,

iii) Cl-6 al koxy, or, 1iv) Cl-6 alkyl; r and s independently are 1-3, with
the provision that when (R4,)s and (R4. | (R4b) and (R4.)s are attached to
an Ar or HAr ring the sumof r and s is |less than or equal to 4; R5 and R6
i ndependent | yscﬁegbff”é%c%ﬂfy agginst nataBeRlg Bprteriei Notbly, te pharrydeegigtly erspiri)e OmRISY Ut ed
with 1-3 grouffshe@fesdnginegech, shdNactiGh, agaikst vdﬁcc&iykﬁxgélstaﬁlmnﬁﬂ)pocalmm&ﬂococm

hydr oxyam no,; n@%h&éx 1S QCSIS@‘\ S%/Mdn% ymet&rll lg-res'?s a%@ %%Je Jafarr%ﬁsGaﬂd C

al kyl sul finyl am hosu al ni nosul fonyl ,
Cl- 6 dial kyl srFessie: fT&ﬁWbaczfnﬂﬁPeﬁﬁ@r Tl pristey P&Wﬁw‘-ﬂﬁmwy‘?ﬂ“d mp)yqu dgteraned in
5-i soxazol yl ,aseinhard eayysaxxy, or et hynyl, said phenyl and pyridine optionally

substituted with Is3-hal:0 gr@, gg[ q-il %]% $ I ¥ 19
June 2006 152 iii) CI- 6 at) mo |]gn 95 e%s%ﬁd?ﬁgnk rdl@LO"%%]%dro ps gf
hal ogen, OH, ;ggymomae The actm'iYyls prcsemcd as the minimum inhibitory concentration (M1

5. aureus and M. catarrhalis were tested ont Mueller-Hinton agar, using an approximate
inoculum of 1 x 10* cfu/spot an incubation temperature of 35°C for 24 hours. The MIC was defined as
the lowest concentration at which no visible bacterial growth was observed.

Streptococci and enterococci were tested on Mueller-Hinton agar supplemented with 5 %
defibrinated horse blood , using an approximate inoculum of 1 x 10* cf/spot an incubation
ternperature of 35°C in an atmosphere of 5 % CQ; for 24 hours, The MIC was defined as the lowest
concentration at which no visible bacterial growth was observed.

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 monolayers were fixed in methanol, stained for chlamydial inclusions
with an fluorescein-conjugated anti-Chlamydia monoclonal antibody, and were observed with
fluorescence microscope. The MIC was defined as the lowest concentration at which no inclusion was

observed.
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Cl-6 al koxy, napht hal enoxy, phenoxy, am no, Cl.6 acyl am no, hydroxylam no,
al koxyl am no, C -6 acyl oxy, aral kyl oxy, phenyl, pyridine, Cl-6

al kyl carbonyl, C1-6 al kyl am no, Cl-6 dial kylam no, O -6 hydroxyacyl oxy,
Cl-6 al kyl sul fenyl, phthalimdo, malei mdo, succini d‘g sibg phenoxy,
phenyl and pyPResRESs¥ti onal Iy substituted with 1-3GrSWBE280 haio,” on
CN, C1_6 al koxy, am no, Cl-6 acylamno, CF3 or Cl1L 6 alkyl; iv) C-6

al kyl sul fonyl optionally substituted with 1-3 groups of hal ogen, OH, Cl-6

al koxy, am no, hydroxyl am no, al koxyl am no, Cl-6 acyl oxy, or phenyl; said
phenyl optionally substituted with 1-3 groups . of halo, OH Cl-6 al koxy,

ami no, Cl-6 acS®mmino, CF3 ar_Cl-6 MM v) arylsul fonyl optionally
substi t ut ed M}Lﬁﬂbﬁjﬂﬂfﬂﬂﬂﬂéﬂfﬂkﬁﬂiﬂ’ior C1-6 alkyl; vi) . Cl-6

al koxycar bonytégstieiresl |y substituted with 1-3 of hal ogen, OH,  Cl-6 al koxy,
Cl-6 acyl oxy, or phensdy sai d gphenyb2sopticonal | y substituted with 1-3 groups
of halo, OH Cl-6 al koxy, amnes Cl-6 acwsam nes CF3 or Cl-6 alkyl; vii)

am nocar bonyl, Cl-6 akkyl am nacar bonyl oroCl-6 1 dial kyl am nocar bonyl, said
al kyl gr oups sapici@ipaddopcesubsti tuted with 1-3 groups of hal'ogen, OH, Cl-6

al koxy orphenyl viii)umsisve to ®isx mesber eds het erocycl es optional ly
substituted with 1-3 pagkoups ofoshal egen, oeH, CN, am no, Cl-6 acylamno, Cl-6
al kyl sul f onybap-8; ke 6  al koxycar bonyl am no, Cl1-6 al koxy, Ci -6 acyl oxy or
d -6 al kyl, said al kylps@pti onabdsy substighait ed with 1-3 groups of hal ogen,

or Cl1-6 al KOX%Meocdat)medwd- 6 cycl oal kyl carbonyl optionally substitut ed with 1-3
groups of . hal ogen, OnkegrCl-6 aj,koxy (@r Chs 19 June 2006.

Moraxella catarrhalis )
ATCC25238 1 4 05 4

CR = chloramphenico!l resistant

MR = methicillin resistant

PRQR = penicillin resistant, quinolone resistant
VRQR = vancomycin resistant, quinolone 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 G eneral Guidelines for Manuscript P reparation, .
Org. Chem. Vol. 66, pg. 194, Issue 1, 2001.
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153 x) benzoyl optionally substituted with 1-3 groups of hal ogen, OH, Cl1-6
al koxy, Cil-6 alkyl, CF3, Cl-6 al kanoyl, amno or Cl-6 acylam no; xi) N
pyrrol yl carbonyl optionally substituted with 1-3 of Cl-6 al kyl; xii) CI -2
acyl oxyacetyl where the acyl is optionally substitut gd vvlth arg no, Cl-

al kyl am no, Cl-6 dial kyl am no, 4-norpholino, 4-am nop

(dial Il cyl am no) phenyl, 4-(glycyl am no) phenyl; or R5 and R6 taken t oget her
with any intervening atons can forma 3 to 7 nenbered heterocyclic ring
contai ni ng carbon atons and 1-2 heteroatorns independently chosen from O,

S, SO S, N, or NRs; R7 represents, i) hydrogen, hal ogen, (CH2)PCS-1o0
heterocyclyl, CN, CO2R CON(R)2, CHO, 166H2) o_3NHAC, C(=NOR), OH, Cl-6

al koxy, C -6 alkyl, alkenyl, hydroxy . 6 alkyl, (CH2) 1-3NHC(O) Cl-6 ~lkvl,
(CH2) 0- 3N(C1- 6 al kyI)2, NHcozR -0C0Ci -6 alkyl; ii) (CH2)" anino, '
(CH2) 6C1- 6 ackyaam no, Cl-6 acyl i aI kyl am no, hydroxyl am no or
Cl -2 al koxyam no all of which ca%é 'éﬁ Mﬂ substituted on the nitrogen
with Cl-6 acyl Cl -6 al kyl sul fonyl or Cl-6 al koxt\qcar boni/l, said acyl and

al kyl sul f onyl Opu%@prﬁe@m\ﬁnnpw@@remq@m@n&o > or OH Ry and RO

i ndependently represent i) H OCN, ii) C -6 alkyl optionally substituted
with 1-3 hal ogen, CN, OH, Cl-6 al koxy, Cl-6 acyloxy, or amno, 19 June 2006

its enantiomer, diastereomer, or pharmaceutically acceptable salt, hydrate or prodrug thereof
wherein:
R represents
' i) hydrogen,

i1) (CH,) ,NR5Reg,

ii)  CR/ReRy, C(R):0R14, CH:NHR 4,

iv)  C(=O)Ri3, CENOH)H, C(=NOR;3)H, C(=NOR3)R13, C(=NOH)R;3,
C(=O)N(Ris)s, C(=NOH)N(R13);, NHC(=X)N(Ri3)2, NRCOR, (C=NH)R5,
N(R13)C(=X)NR13)2, COOR 13, SO2R14, N(R13)SO2R 14, N(R13)CORy 4,

v)  (CrealkyDCN, CN, CH=C(R)z, (CHz) ,OH, C(=0)CHR 3,
C(=NR,3)R3, NRjoC(=X)Ru3; 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.

$- 5

X represents R4



154 iii) phenyl optionally substituted wth 1-3 groups of hal ogen, OH Cl1-6
al koxy; or R7 and Rg taken together can forma 3-7 nenbered carbon ring _
optionally interrupted-with 1-2 heteroatons chosen fromo, s, SO 502, NH,
and NRg; XI represents 0, S or NR13, NCN, N(I)2R16 or le2 X2 represents
0; .S, NH or -NSO2RI 4; Rio represents hydrogen, Cl- upe R1S; R12
represents hydrogen, Cl-6 alkyl, NH2, OR - CHF2, CHC12, C(R) 2C1, (CH2) nSR,
(CH2) nCN, (CH2) nSQ2R, (CH2). nS(O)R, Cl-6 al kyl am no, C3-6 cycl oal kyl,
C5-10 heterocyclyl or Cl-6 dial kylam 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 W 1-3 groups of R7; each R13

represents independently hydrogen, C - | kyl, g6-10 aryl, NR5R6, SRg,
S(ORs, S(O2 R3, CN, OH, Cl1.6 alkylS(OR, C -6 al koxycarbonyl,
hydr oxycar bonyl, - 000aryl, Cl-6 acyl, C3-7 nmenbered carbon ring optionally

interrupted with 1-4 heteroatoms chosen fromO0, S, SO 502, NH and NRg where
said Cl -6 al Ryteprezeits NR*, @oﬁS(@gyl groups nmay be independently substituted

wi th 0-3 hal ogens, hydroxy, N(R) CO2R, C6-10 aryl,.C 5-10 heteroaryl-, or

Cl- 6 al koxy groups; when two R13 groups are attached to the sane atomor two
adj acent at ong ey m be taken together to forma 3-7 nenbered carbon

ri ng opti onalyl, ' Upfed with 1-2 heteroatons chosen fromO0, S, SO S02,

NI I, and NRS; Jun "%&?6 155 R represents hydrogen or Cl-6 al kyl;
r

represents aryl or heteroaryl;

R3 represents NR(C=X2)R]2, NR*R12, Cg-10 aryl, or {O).C5-10 heterocyclyl
which may be attached through either a carbon or 2 heteroatom; said aryl and heterocyclyl
optionally substituted with 1-3 groups of R7, |

R4, R4a, R4p, and R4c independently represent
i) hydrogen,
i1} halogen,
iii)  Ci-g alkoxy, or

iv)  Ci-galkyl

r and s independently are 1-3, with the provision that when (Ra4s)s and (Ra)y or (Rsp) and
{Ruc)s are attached to an Ar or HAr ring the sum of r and s is less than or equal to 4;

R3 and Rg independently represent

i)  hydrogen,

ii) C1-6 alky! optionally substituted with 1-3 groups of halogen, CN, OH,
C1-6 alkoxy, amino, imino, hydroxyamino, alkoxyamino, C1_5 acyloxy, C1-6
alkylsulfenyl, C1-6 alkylsulfinyl, C.6 alkylsulfonyl, aminosulfonyl, C1.6
aikylaminosulfonyl, Cj-¢ dialkylaminosulfonyl, 4-morpholinylsulfonyl, phenyl,
pyridine, 5-isoxazolyl, ethylenyloxy, or ethynyl, said phenyl and pyridine optionally
substituted with 1-3 halogen, CN, OH, CF3, C1.¢ alkyl or C1-¢ alkoxy;



R* represents hydrogen, CN, C(=0O R14, (CH2)pCO2Cl -6 alkyl, (CH2)pC5 |
oheterocyclyl, or Cl-6 alkyl, said alkyl and heterocyclyl optionally
substituted with 1 to 3 groups of R7; Rl4 represents am no, Cl-6 al kyl,

C3-6 cycloal kyl, (CH2)pC5;i oheterocyclyl, C -6 hal oal kyl, yl, said
alkyl, cycloal kyl, phenyl, heterocyclyl optionally Sﬁﬁ%¥“?ﬁ&gﬁgmdth 1-3
group of R7, "when R7 is an ami no or hydroxyl group or a nitrogen that forns
part of the heterocycle, said am no and hydroxy optionally protected with
an amino or hydroxy protecting group; R15 is Cl-6 al kyl or, benzyl said
benzyl optionally substituted with 1-3 groups of halo, OH Cl1_6 al koxy,
amino, Cl-6 acylantino, or Cl-6 alkyl; R16 is hydrogen, C5-10heteroaryl, C
6- 10aryl, said heteroaryl and aryl optﬂéﬁally substituted with 1-3 groups
of R7; p represents 0-2 and n represents 0. 19 June 2006 156 2. The conpound
according to claim| wherein Ar and HAr of (R4a)s (1? ) 4b s {R4c)r (Rd)r
i ndependently are phenyl, pyridyl, pyrimdinyl, or piperidinyl, and r + s
for a nd b conmbinegi) 5 1.6 acyl optionally substituted with 1-3 groups of halogen, OH, SH,

C1-¢ alkoxy, naphthalenoxy, phenoxy, amino, C1.6 acylamino, hydroxylamino,
alkoxylamino, C1.6 acyloxy, aralkyloxy, phenyl, pyridine, C1-6 alkylcarbonyl, C1-6
alkylamino, C1.¢ dialkylamine, C1.¢ hydroxyacyloxy, C1.¢ alkylsulfenyl,
phthalimido, maleimido, succinimido, said phenoxy, pheny! and pyridine optionally
substituted with 1-3 groups of halo, OH, CN, Cj.¢ alkoxy, amino, C1-6 acylamino,
CF3 or C1-6 alkyl; |
iv)  C1-6 alkylsulfonyl 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) arylsulfony! optionally substituted with 1-3 of halogen, C1-6 alkoxy,
-OH or C1-6 alkyl; '
vi) . C1-6 alkoxycarbony! optionally substituted with 1-3 of halogen, OH,
- 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, C1-6 alkylaminocarbony! or C1-6
dié]kylaminocarbonyl, said alkyl groups optionally substituted with 1-3 groups of

halogen, OH, C1-6 alkoxy or phenyl
viit)  five to six membered heterocycles optionally substituted with 1-3

groups of halogen, OH, CN, amino, C1-6 acylamino, C1-6 alkylsulfonylamino, C1-6
alkoxycarbonylamino, C1-6 alkoxy, C1-6 acyloxy or C1-6 a@l, said aikyl optionally
substituted with 1-3 groups of halogen, or C1-6 alkoxy;

ix) C3.6 cycloalkylcarbonyi optionally substituted with 1-3 groups of
halogen, OH, C1-6 alkoxy or CN;



3. The conmpound according to claim2 wherein Xis Ki 4. The conpound
according to claim3 wherein Yis NR* and R, is'H NRSR6, CN, OH or
CR7R3R9. 5. The conpound according to claim4 wherein R, is NR5R6 or CN. 6.
The conpound according to‘claim5 wherein R3. is C5- }gﬁp e%§§§ said

het eroaryl optionally substituted with 1-3 groups of e 2006 157 9.
The conpound according to claiml1l of the structural formula NN R3 Fornmula N
wherein R4, R4a, are as described and R3 and \ _J independently are
1,2,3-triazole, 1,2,4- ttiazole, 1,2,5-triazole, tetrazole, pyrazole, or

I m dazol e, any of which nmay contain 1 to 3 substitutents selected fromR7,
10. A conpound whi ch is;

1-[5(R)-3-[4-[2-[(1a, 5a,60)-3-1t- butoxycaf%onyl 6 cyano- 3-azabi cycl o[ 3. 1. 0] he
xan-6 yl]pyridin-5-yl)phenyl]-2-oxooxazolidin-5-yhnethyl]-1,2,3-triazo |e,
1-[5(R) - 3- [4 [2-[(1

a, 5a, 6(3) - 6- cyano- 3- azabi cycl o[ 3. 1. O]hexan 6-yl] pyridin-5-

yl ] phenyl } - 2- oxooxagol i cbamz&yl}olpttenﬂw dubdtitited-with b-3cgroupsyef! eff OBE C1-6
1-[5(R)-3-[4-[ 4- [(I , Sa, 6(1 - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] h
exan- 6- alkoxy, 1-6 alkyl, -6 alkandyl, amino or C1-6 acylammo

yl ]-3-fl uorophenyl ] heny oxazol,i di n-5-y| et hyl ] trlazole
1-[5(R) - 3-[4-[ 4- [(P@ 0%36 %@9308%%\ |53984%t[3§“11ﬂb}13 éﬁl

fl uor ophenyl ] phen ol i di 1.2 3:tri
hygr o cE\I or ?/ d]ep y j(k?l o %8—2 agzlox;s'zacegfl White T B yl]is optionally sug%%uted with

amino, C1-6 alkylamino, C1-6 dialkylamino, 4-morpholino, 4-aminophenyl, 4-
(dialkylamino)phenyl, 4-(glycylamino)phenyl; or

Rj5 and R¢ taken together with any intervening atoms can form a 3 to 7 membered
heterocyclic ring containing carbon atorns and 1-2 heteroatoms independently chosen from
0, S, SO, SO, N, or NR; |

R7 represents .

i) - hydrogen, halogen, (CH2),Cs.1o heterocyclyl, CN, CO2R, CONR)2,
CHO, (CH2)o.3NHA¢, C(=NOR), OH, C1-6 alkoxy, C1-6 alkyl, alkenyl, hydroxy Cj.
6 alkyl, (CH)1.sNHC(0)C1-6 alkyl, (CHz)oaN(C1-6 alkyl)2, NHCO,R, -OCOC1.6
alicyl;

ii)  (CHz)namino, (CH;),C1-6 alkylamino, C1-6 acylamino, C1.6
dialkylamino, hydroxylamino or C1-2 Qlkoxyamino all of which can be optionally
substituted on the nitrogen with C1-6 acyl, C1-¢ alkylsulfonyl or C1.6
alkoxycarbonyl, said acyl and ﬂkylsulfonyl optionaily substituted with 1-2 of halogen
or OH;

Rg and R9 independently represent
i) H, CN,
if)  C1-6 alkyl optionally substituted with 1-3 halogen, CN, OH, C1-6

alkoxy, C1-6 acyloxy, or amino,



158

1-[5(R)-3-[4-[4-[(1la, 5a, 6(3)-3-t-but oxycarbonyl - 6- cyano- 3-azabi cycl o[ 3. 1. 0] h
exan- 6- vyl

}63 fl uorophenyl ] - 3- quorophenyI] 2- oxooxazolldln55f639£gbhb61 2,3-triazo
1- [5(F& 3-[4-[4-[(}a, Sa, 6(3)-6-cyan-3-azabi cycl o] 3. 1. O]hexan 6-yl J- 3- quorop
henyl ] - 3-fl uorophenyl}-2-oxooxazol i di n-5- ylnet4yl] 1,2,3-triazole” ,
hydrdchl oride, 1-[5(R)-3-[4-[2-[(1

a, 5a, 6(3) - 3-t-but oxycarbonyl - 6- cyano- 3- azablcyclo[3 1. O]hexan 6

yl ] pyridi n-5-yl]-3-fluorophenyl]-2- oxogg zolidin-5-ylnethyl]-1,2,3-triazol e,
| -[5(R)-3-[4-[2-[ (] a, 5a, 60) - 6-cyan- 3-a i cycl o[ 3. 1. 0] hexan- 6- yI]pyridin-S-y
| 1-3- fluorophenyl]-2-oxooxazolidin-5-ylnethyl]-1, 2, 3- trlazole
hydr ochl ori de,

N-[5(S)-3-[4-[4-[(]a, 5a, 6)-3-t-butoxycar bonyl - 6- cyan- 3- azabi cycl o[ 3. 1. 0] hexa

N 55 a4 [a- (1 P aa b MO SRR PRI OR 1SS

f1 uor ophenyl Jafoapyér - 2- oxooxazol i di n-5-yl net hyl ] acet am de hydrochl ori de,
N-[5(S)-3-[4-[2-[ (Il a, 5a, 6f)-3-.t-butoxycarbonyl - 6-cyano- 3-azabi cyclo[3.1.0]h
exan-6- yl]pyridin-5-yl]phenyl]-2-oxooxazolidin-5-yhnet hyl]acetam de, -

N-[5(S)-3-[4
a, [Sa( 6% 3) - ES cﬂano ggg%togydﬁe faé‘ fJg.n'rg]ahg’exan néberﬂ carbondnn ng gpt;onally
yl] phenwt&n?t@&wmz:@ hetdtdato'inyélfaeédwbﬂaa@@ 30 @@fjwﬂ %Blmg de,

N-[5(S) [4 [(Ia,b5a, 6(3)- - but oxycar bonyI b- cyano- 3- azabi cycl0[3.1.0] h
exan- 6

yl']-3-fluoro en % S-QI gor 2- oxooxazol i di n-5-yhnet hyl ] acet am de,
N-[5(S)-3-[ 47 % s 5}%1‘@3@@?&&@9&@1}941 0] hexan- 6-yl]-3-fl uoro

phenyl]- 3-fl uorophenyl ]-2- oxooxazol i di n-5-yl nmet hyl ] acet am de hydrochl oride,
N-[5(S)-3-[4-4-[(1

a, 5a, 63) - 3- t Xbutpreyads Op8yNHorNSOZR 13; azabi cycl 0[3 1. 0] hexan- 6-

| ) pyri din-5-y]]-3-fl uorophenyl]-2-oxooxazolidi n-5-yl met hyl ] acet anri de,
[
I

y
N-[5(S)-3-[4-[2-[ (] a, 5a, 6(i)-6-cyano-3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
-y

J-3 fl uorﬁw?émgen% W&éﬁz@{ﬁ%@]%wgyl ] acet-am de hydr ochl ori-de,

R12 represents hydrogen, C1.¢ alkyl, NH2, OR, CHF,, CHCI;, C(R).C], (CH;) noR,
(CH2)vCN, (CHy) »SO:zR, (CH2) nS(O)R, Cj.6 alkylamino, C3.6 cycloalkyl, Cs.10
heterocyclyl or Ct-6 dialkylamino, where said alkyl, and cycloalkyl may be substituted with
1-3 groups of halo, CN, OH or C}.¢ alkoxy, said heterocyclyl ophonally substituted %vith 1-3
groups of Ry;

each R3 represents independently hydrogen, C1.¢ alkyl, Cg-10 aryl, NR5Rg, SRg,
S(O)Rg, S(0)2 Rg, CN, OH, C1.¢ alkylS(O)R, Cj-¢ alkoxycarbonyl, hydroxycarbonyl, -
OCOaryl, C1-6 acyl, C3-7 membered carbon ring optlonally interrupted with 1-4 |
heteroatoms chosen from Q, S, SO, $02, NH and NRg where said C1.¢ alkyl, aryl or C 1 5
acyl groups may be independently substituted with 0-3 halogens, hydroxy, N(R)2, CO2R,
Ceg-10 aryl, C 5.10 heteroaryl, or C1.4 alkoxy groups;

-when two R;3 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, S, SO, §02, NH, and NRg;



(S)-3-[4-[2-[ (I a,ba, 6(3)-6-t-butoxycarbonyl am no- 3- oxabi cycl of 3.
hexan- 6-
pyri di n- S-yl J- 3-f | uor ophenyl ] - 2- oxooxazol i di n- 5thnethyl]acetanlde

N[5
I. 0]
yl
N-[5(9)-3-[4-[2-[(1 .

a; 5a, 6p) - 6- am no- 3- oxabi cycl o[ 3. 1. 0] hexan- 6-yl [ pyri dllﬁ%“WFOQG

fl uor ophenyl ] - 2- oxooxazol i di n-5-yl net hyl } acet am de, 19 June 2006 159
5(R-3-[4-[2-[ (I a, 5a, 6(3)-6-t-butoxycarbonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexa

yridin-5-y1J- 3- quorophenyI] 2- oxooxazol i di n- 5- ylnethylj-l 2,3-triazol e,
R -3-[4-[2-[ (] a, 5a, 60) - 6- am no- 3- P bi cycl o(3. 1. 0] hexan- 6- yI]pyrldln 5-
- fluorophenyl]-2-oxooxazol i di n-5¢- ﬁamat hyl]-1,2,3-triazol e,
S)-3-[4-[4-[(1a, 5a, 60) - 6- cyano- 3- oxabi cycl o[ 3. 1.  hexan- 6-yl j pyri di n- 5-
fl uor ophenyl ] - 2- oxooxazol i di n- 5-yl net hyl ] acet am de,

R) -3-[4-[2-[(1a, 5a, 60) - 6- cyano- 3- oxabi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di.n-5-
f 1 uor dp reprgdehtshydrogen arz Gl iglatkyls- vyl met hyl ] -1, 2, 3-triazole, N[5
[4-12-[(1

[ 3) - 6-t - but oxycar bonyl am no- 3- oxabi cycl o 3. 1. 0] hexan- 6-

i di

) -

rS I3n[ 2 }%/"lzlle?ﬁsg%ghyérgge%%z(ﬁd)@k&*ﬁf}}@%@égﬁ g%haglgﬁzb-% =) pyridin-5
cnibh %_zmegagg%gd-ﬁgmﬁ suth B 5 gpqlg.f?m;ﬂngs@sh Anbdhudei o

ri g R]—,Fhenyl ]-2- oxooxazol i din- 5 ylmethyl]-1,2,3-triazol e,
R) - 3 4-12
6p) - 6- am no- 3- oxabi cycl o[ 3. 1. 0] hexan 6-yl]pyridin-5-

y

(

? g)n |3 [ilfléof%’iaeg%%%%?’@?cﬁ @gﬂybg B’I‘%‘?’& @gll)ncéjlﬁbiww}’l $/6i din-5
y I phe é_&ygﬁ,ﬁ? Az gk absin(gr %Yaa?gﬁglh@i@)ggl%gg@@eiyl oiaﬁgﬁl@ssu%sﬁiﬁfeh%nh( k.3

1 group of R7, when R7 is an amino or hydroxyl group or a nitrogen that forms part of the

1-
n_
yl]p
1-15¢(
yl]-3
N- [ 5(
yl]-3
1-15¢(
yl]-3-
(S)-3
a, oa,
yl']py
N-[5(
yl ] ph

0
]
[
5
u
[
6
§
[
]
[
]
[
]
)_
5a
1p
[5
Ip
a5a
yllp
1-[5
a5a
yl]p
N-[5
]
5a

heterocycle, said amino and hydroxy optionally protected with an arnino or hydroxy

protecting group;

R15 is C1-¢ alkyl or benzyl said benzyl optionally substituted with 1-3 groups of
halo, OH, Cj-¢ alkoxy, amino, C1.6 acylamino, or C1.6 alkyl;

R16 is hydrogen, Cs-10heteroaryl, C g-10aryl, said heteroaryl and aryl optionally
substituted with 1-3 groups of R7; '

p represents 0-2 and

n represents 0.



yl ] phenyl ] - 2- oxooxazol i di n-5-yl nethyi]-1, 2, 3-tri azol e,

1-[5(R)-3-[4-[4-[(1la, 5a,60)-3-t- butoxycarbonyl 6- cyano- 3- azabi cycl o[ 3. 1. 0] he

xan- 6-

yl']-3,5-difluorophenyl].- 3-f | uor ophenyl ] - 2- oxooxazol i = 5- hyl]-1, 2, 3-tr
i azol e, ?b&uneyi(ﬁ%
1-[5(R)-3-[4-[4-[(1la, 5a, 6] 3) - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ]-3,5

di f I yuorophenyl ]-3-fl uorophenyl]-2-oxooxazolidin-5-ylnethyl]-1,2,3-triazole,
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 ] pyridin-5-yl]-3,5-difluorophenyl]-2qg)00xazol i di n-5- ylnethyl]acetanlde .
N-[5(S)-3-[4-[4-[ (] a, ba, 60) - 6-cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ) pyri di n-5-

yl)- 3,5-difluorophenyl]-2-oxooxazol i di n-5-yhnet hyl ] acet am de hydrochl ori de,
.19 June 2006 160 N-[5(S)- 3- [4 [4-[(1

a, 5a, 6p) - 3-t - but oxycar bonyl - 6- cyano- 3-azabi cycl o] 3 0] hexan- 6-

yl]1-3, 5-%di f1 uﬂrwmenn}iascqrﬂuwrtwmnywh x%bmﬂzldmgfn 5-yl met hyl ] acet ami de
, NN[5(S)-3-[4-[4-[(1a,5 a, 60)-6-cyano- 3- azamnzgél o[ 3. 1. 0] hexan-6-yl]-3, 5-

di f1 uor ophenyl ] - 3-f 1 uor ophenyl ] - 2- ofg@zol i yl met hyl ] acet am de

hydr ochl ori de N-[5(S)-3-[4-[4-[(1

a, ba, 6p)-3-t-but oxycar bonyl - 6- cyan-aB’i“'ra . 1. 0] hexan-6
yl ] phenyl ] -3-fl uorophenyl ] - 2- oxooxa oﬁ, di n- 't hyI )acet am de

N-[5(S)-3-[4-[4-[ (] a, 5a, 6] 3) - 6-cyan0
- fluorophenyl]-2-oxooxazol i di n-5- y}n e) hyl ] g&g)am de

. N[5(S)-3-[4-[4-[(1a, 5a, 6p)-3-t-but dar bonyl - 6- cyano- 3- azabi cycl o[- 3. 1. 0] he
xan- 6- independently are phenyl, pyridyl, pyrimidinyl, or piperidinyl, and r + s for a nd b combined
yl]-3-f I<L130r ophenyl ] -3, 5-di fl uorophenyl ] - 2- oxooxazol i di n-5-yl met hyl ] acet am de
N-[5(S)-3-[4-[4-[(1a, 5a, 60) - 6-cyano- 3-azabi cycl o[ 3, 1. 0Liexan-6-yl ] -3-fl uorop
henyl] 3, 5-difluorophenyl]-2-oxooxazol i din-5-yl net hyl [facegam de,
1-[5(R)-3-[4-[4-[ (] a, 5a, 6p) - 3-t - but oxycar bonyl - 6- cyano zabi cycl o[ 3. 1. 0] he
xan- 6-

yl]-3-fl uoroBhenyIIhC&oﬁﬂﬁuﬁﬂumomqhhgm/bl}mﬁzmlm%is& n- 53yhnet hyl]-1,2,3-tr
i azol e,

4, 'I'he compound according to claim 3 wherein Y is NR* and R, is H, NR5R6,
CN, OH, or CR7RgR9.

5. The compound according to claim 4 wherein R; is NR5Rg, or CN,

6. The compound according to claim 5 wherein R3. is C5-1¢ heteroaryl, said
heteroaryl optionally substituted with 1-3 groups of R; ’



1-[5(R)-3-[4-[4-[(1;
5a, 6p) 6- cyano- 3- azabicyclo[3 1. O]hexan 6-yl]-3-fluorophenyl]-

_____ 1-1,2,3-triazole
hydrochlorlde 1- [5(R) 3-[4-[4-[(2
a,'5a, 6p) - 3- t - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1.1§ Jung 2006
yl ] pyridin-5-yl]-3,5-difluorophenyl]-2-oxooxazolidin-5-ylnmethyl]=1,2,3-triaz
ole, .

1-[5(R)-3-[4-[4-[(1a, 5a, 6p) - 6- cyano 3-azabi cycl o[ 3. 1. 0] hexan- 6- yI]pyr|d|n 5-
yl']-3,5- difluorophenyl]-2-oxooxazolidin-5-ylaiethyl]-1,2,3-triazole

1 [5(R)-3-[4-[4-[(la, 5(x, 6p)-3-t- butox¥§frbonyl 6- cyano- 3-azabi cycl 0[3.1.0] h
exan- 6-
yI]phenyI]-3-fIuorophenyl]-2-oxooxazo||d|n-5-yhnethy|]-1,2,3-tr|azole,
1-[5(R)-3-[4-[4-1 (Il a, 5a, 6p) - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-yl ] phbnyl ] -3
| uor ophenyl ] - 2- oxooxazol i di n-5-yl nethyl]-1, 2, 3-triazol e,
[ 5(R) - 3-[ 49 2- [ (The compound according to claim 1 of the structural formula IV;

a, 6p) - 6-t - but oxycar bonyl am no- 3- oxabi cycl o[ 3. 1. 0] hexan- 6-
pyridin-5-yl]-3,5- d|fluorophenyl] 2- oxooxazolldln 5-yhnethyl]-1,2,3-triaz
e, 1- [5(R) 3-[4-12-[(1

a, 6p) - 6- am no- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-
ol.idin-5-ylnmethyl]-1,2,3-triazole, . 19 June
,5 a, 6(3)-6-t-butoxycarbonyl am no-3

5

]

I

, 5

, 5-di f1 uor ophenyl ] - 2- oxo0
006 161 N-[5(S)-3-[4-]2-
0X

I

f
1-
a,
yl
o]
a
3
2
- oxabi cycl o[ 3. 1. 0] hexan- 6-
yl]pyridin-5-yl]-3,5-diflu

p ophQnyl ] - 2- oxooxazol i di n-5-yhnet hyl ] acet am de,
N[5(S)-3 -[4-[2-[(1 a BB
1-

Z6-@m no- 3- ?ﬁak)l cyclo

[ 3. 1-.Q hexan- 6- yI]pyr|d|n 5- 3,

5- dlfluorophenylj- - oxooxazol i hyl )agetam de, N-[5 (S)-3-[4-[2-[(1
a,5 a, 6(3)-6-cyano-3-ox abicyclo [3. exan- -yl ] pyridin-5-yl]-

3, 5-di fl uorophenyl ] - 2- oxooxazol i di n- @cet am de,
1-[5(R)-3-[4-[2-[(1a, 54, 6(3) 6- cyag g oxabldlgMg&fl} 0) hexan- 6-yl ] pyri din-5
-yl] 3,5-difluorophenyl]-2-oxooxaz i n-5-yl ne , 3-triazol e,
N[5(S)-3-[4-[2-[(1 a,

5a, 6(3) - 6-cyano-3-thiabicycl0[3.1.C»hexan-6-y|]pyr|d|n-5-y|]-3-

Formula IV

wherein Ry, Ry, are as described and R; and @ independently are 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,

10. A compound which is;

1-[5(R)-3-[4-[2-[(1a,50,6f)-3 -t-buioxycarbonyl-é-cyanoé-azabicyclo[3. 1.0]Jhexan-6-
yl)pyridin-5-yl]phenyl}-2-oxcoxazolidin-5-ylmethyl]-1,2,3-triazole,

1-[5(R)-3-[4-[2-[(1a,5a,6B)-6-Ccyano-3-azabicyclof3.1.0}hexan-6-yl]pyridin-5-
yl)phenyl]-2-oxooxazolidin-5 -yhnethfl]-l,2,3-triazolc hydrochloride,

1 -[5(R)-3-[4-[4-[(10,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-

yi}-3 -ﬂudrophenyl]phenyl]~2~oxo§xazolidin-5 -ylmethyl]-1,2,3-triazole,

1-[5(R)-3-[4-[4-[(1a,50,6B)-6-cyano-3-azabicyclo[3.1.0]Thexan-6-yl}-3-
fluorophenyl]phenyl}-2-oxooxazo lidin-S-yhﬁethyl]-l 2,3-triazole hydrochloride,



fl uor ophenyl ) - 2- oxooxazol i di n-5-yl net hyl Jacetam de, N-[5(S)-3-[4-[2-[(1

a, 5a, 60) - 6- cyano- 3-t hi abi cycl o[ 3. 1. 0) hexan- 6-y1] pyri di n-5-y1] - 3-

fl uorophenyl ] - 2-oxooxazol i di n-5-yl net hyl ] acet am de .S- oxi de,
N-[5(S)-3-[4-[2-[(1a, 5a, 80) - 6-cyano- 3-thi abi cycl of 3. i%gbg -yl 1pyridin-5
-yl ]1-3 fluorophenyl]-2-oxooxazol i di n-5-yl net hyl ] acet d|0X|de

1- [5(R) 3-[4-(2-[ (Il a, 5a, 6] 3) - 6-cyano- 3-t hi abi cycl o[ 3. 1. O]hexan 6-yl] pyridin-
-yl ]-3-"fluorophenyl]-2-oxooxazolidin-5-ylnethyl]-1,2,3-triazol e,

5(R) 3-[4-[2-[(1a, 5a, 6[i)-6-cyano- 3-thiabicycl o 3. 1. 0] hexan- 6- yI]pyrldln-
| ]-3- fluorophenyl)-2-oxooxazolidin-5-ylnmethylj-1,2, 3-triazole S-oxide,
5(R)-3-[4-[2-[(1a, 5a, 6[ 3) - 6=cyano- 3-168i abi cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-
| 1-3 fluorophenyll-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole

, S-dioxide, 4-[5(R)-3-(4-[2-[(1 a, 54, 6(3) 3-t- butoxycarbonyl 6- cyan- 3

zabi cycl of 3. 1. O]hexan 6-

L 150R d'e,”[fi VRRIPLEE- BB 38882 SR MBGaRBay - Brediols i leT 1 g Biab i - <
)5/|(]R) 33 4P[2 e}SIa 638ﬂ @?@ﬂ%%%%ﬂg%%ﬂ 1%23;1%% o[.3 1. 0] hexan
-6- lJ fS(R) 3- [4-[4-[(1a 50,6f)-6-cyano-3-azabicyclo{3.1.0]hexan-6-yl}- 3-fluorophenyl]-
1By 3 o A NG AR a5 Bla oy SRl TR Y1 ©x@zo! 1 - 2-on
~a,5a,6R)- 6 Y, gsa[aafmﬁv:ps@sg))-w% SdtbEnylld yanbh- &a@rc‘ﬁﬂo&?i 0]hexan-6-

uor ophenyl ] -5-[ (i soxazol ﬁa oxy] met hyl oXazol"i di n- 2-oné June 2006 162

I( R) - 3- Vlijpyndi (SM Shflgotopbenyl batoaagxaao iding-yimethydjrd 23-trrazblecy ¢l of 3. 1. 0] hexan
|6) ] glm] ﬁg%? 'r};qsigé%;ﬁ?[&f['qu‘agﬁ%ﬁgeé‘%yino-a Lzab(lcyci)olta qxéjﬁe{ag%lyhgyn% 5 % %ZOl 3
(R.) - 3fluérdpRehyl]-2-OboRhZotidanr-5yamehs] A AbitExwlObydrdcibAgean- 6- yl ] pyri di n-5-y
T N[5(S)-3-{4-[4-[(1a,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[ 3.1.0}hexan-6-
| y1]-3-fluorophenyl]phenyl]-2-oxooxazolidin-5-yimethyllacetamide,
_ N-[5(8)-3-[4-[4-[(1a,50,68)-6-cyano-3-azabicyclof3.1.0}hexan-6-y1]-3-
fluorophenylijphenyl]j-2-oxooxazolidin-5-ylmethyl]acetamide hydrochloride,
N-[5(S)-3-[4-[2-[(10,50,68)-3 -t—butoxycarbonyl—é-cyano—3-azabxcyclo[3 1.0Jhexan-6-
yllpyridin-5-yljphenyl}-2-oxooxazolidin-5-ylmethyl]acetamide, '
N-[5(S)-3-[4-[2-[(1¢,50,6]B)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-
yllphenyl]-2-oxooxazolidin-5-ylmethyllacetamide hydrochloride,
N-[5(8)-3-{4-[4-[(10,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0jhexan-6-
yi]-3-fluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethylJacetamide,
N-[5(8)-3-[4-[2-[(1 u,5(1,6[3)~6-§yano-3-azabicyclo[3 .1.0]Jhexan-6-yl}-3-fluorophenyl]-
3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide hydrochloride,
N-[5(S)-3-[4-[4-[(10,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0lhexan-6-
yllpyridin-5-yl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide, |
N-[5(8)-3-[4-[2-[(10,50,68)-6-cyano-3-azabicyclo[3.1.0Thexan-6-yl]pyridin-5 -yl] 3-
_ fluorophenyl}-2-oxooxazolidin-5-ylmethyl]Jacetamide hydrochloride,
N-[S(S)-3-[4—[2-[(1a,Sa,6B)-6-t—butoxycarbonylammo-3-oxabxcyclp[3.1.0]hexa.n-6-
yl]pyn'din-S-yl]-B-ﬂuorophenyl]-2—oxooxazolidin-5-ylmethyl]acetamide,
N-{5(S)-3-[4-[2-[(10,50,68)-6-amino-3-oxabicyclo[3.1.0}hexan-6-yl]pyridin-5-y1}-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyljacetamide,

mmml—\'cm—\m
D (<SS

f

5
y
5



f 1 uorophenyl]-5-[ N (i soxazol -3-yl)]am nonet hyl oxazol i di n-2-one,
5(R-3-[4-[2-[(1
a, 5a, 6[ i) - 6- cyano- 3- oxabi cycl of 3. 1. 0] hexan-6-yl j pyridin-S-yl J-3
fIuorophenyl]-5-[(isoxazq|-3-y|)oxy]nethy|oxazo||d|nﬁ£ EB?
5¢(R)-5-[ N-(t-butoxycarbonyl )-N(isoxazol -3-yl)]am no ? }§![4 [2-](1
a, ba, 6[|) 6-
cyano- 3- oxabi cycl o[ 3. 1. 0] hexan- 6- yI]pyrldln 5-yl]-3- quorophenyI]oxazolldln-
2-oné, 5(R-3-[4-[2-T(1 (x,5a, 6[i)-6-cyano- 3-oxabi cycl of 3.
. 0] hexan-6-yl ] pyridin-5-yl]-3- _

quorophenyI] 5-[ N- (i soxazol - 3- yI)]aanggethyloxazolidin-2-one,

5(S)-3-[4-[2-[ (] a, 5a, 6(3)-6-cyano-3 abi cycl o( 3. 1. 0] hexan-6-yl ] pyridin-5
]-3 fl.uorophenyl ] -2-oxooxazol i di n-5-yl met hyl j pr opi onam de,
5(S)-3-[4-[2-[(1p, 5a, 6) - 6-cyano- 3- oxabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di n-5-y

- fluorophenylj-2-oxooxazolidin-5-yl nmet hyljdifl uoroacetam de,

3

5(9) - 3- [ 4-1-B5(R)43-[4-[2-[(10,50,6B)-6-t-butoxycarbonylamino- 3-oxablcyc1053 .1.0}hexan-6- -
a, 6p)-6-c ano- -oxablc cl o] 3. 1. 0] hexan-6-yl ] pyri di n-5-vyl

0 %‘F}S‘P
5

[
|

[
[
5
u
[
an-
[

opERyFifil Q&%ap enAl-2- 0}9%99411}1@3 ﬂbds?e%émmdee
S):3-14- IL[%(kS-b?m?[%[?i&5@6&)-@%%%&98@%1 (- Lo s AR e s - 01 he
. tﬂllubr@hyhj'ﬂa-dﬂounmﬂnﬂmﬂsiyhn&hpbmo%m&zaﬂe n-5-yl met hyl ] propi onani de,

yl ] pyr
; 5 g% 3? %4(%{:&?{5 3-[444t{ key39.6PB6-cymond-exshievajelP pl, Pihexan-6-3Ippridin-5-yi]-3-

Nl-FSnglﬁ f/dfhf%ﬂ?'? giﬂé,?ﬁ%n %%Xitﬂﬁgxycar %ﬁ;?ngmcggno 3-azabicyclo[3.1.0jh

exan- 6- 1-{5(R)-3- [4—[2 [(la,5a 6[3) -6-cyano-3-oxabicyclo[3. 1.0Jhexan-6-ylJpyridin-5-yI}-3-

I ridin-5-yl]-3-fluoro n 2- oxqoxazol i di n-5-yl net hyl | cycl opr opanecarb
nga%deﬂuorophenyl]-z-oxooxazo?gm gl-y{methyﬁ(? 2, 3-trc1)azo e, Y yltiey prop

N-[5(S)-3- [43{?@ bf ]ibq.45(g }gl@séﬁﬁ)y@-ﬂﬁuéx?fﬁng?rﬁi{&#ﬁb% “Sx&iBRIS: 16 KL:I:&Yé' di n-5-

yl]1-3 fluoro xazol'l di n- cycl opr opanecar boxam de,
N-[5(9) yt}pjfdldl{lZ-YIGIDIEHSH-EXMRZM§MSWH?¢etﬁnmpano 3- azabi cycl o[ 3. 1. 0] hex

an- 6-

yl] pyr| di n- sNASES3AIELGSrmlrt-aminesoxaticycdeld: LOlxan-AyllParfing: oacet ani d

e, 1 19%jphenyO06xooxazolidin-5-yimethylJacetamide,
1-[5(R)-3-[4-[2-[(10,50,6P)-6-t-butoxycarbonylamino-3-oxabicyclof3.1.0Jhexan-6-
yl]pyridin-5-yl]phenyl]-2-oxooxazolidin-5-yImethyl}-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1a,5¢,6B)-6-amino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-
yllphenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole, |
N-[5(S)-3-[4-{4-[(12,50,6B)-6-cyano-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-
yllphenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,
1-{5(R)-3-{4-[2-[(1 a,5a,6B)-6-c}?an6-3-oxabicyclo[3 .1.0}hexan-6-yl]pyridin-5-
yl]phcnyl]-2~oxooxazolidin-5-ylmethyl]-l,2,3-triazole,
' 1-[5(R)-3-[4-[4-[(10,52,68)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
y1j-3,5-difluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-[5(R)-3-[4-[4-[(1a,5a,6B)-6-cyano-3-azabicyclo[3.1.0]hexan-6-y1}-3,5-
difluorophenyl]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
N-[5(S)-3-[4-[4-[(10,50,60)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo{3.1.0Jhexan-6-
yl]pyridin—S-yI]-3,5-diﬂuorophcnyl]—2~oxooxaz.olidin-S-yhnethyl]acetmnide, '
~ N-[5(8)-3-[4-[4-[(1 e,50,6p)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl}-
3,5-difluorophenyl]-2 —oxooxazolidin—S-ylmcthyi] acetamide hydrochloride,

'
N (
6
y
(

p
5
a,
0



163 N-[5(S)-3-[4-[2-[(1

%a, 6[ i) - 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-yhnet hyl ] di f1 uor oacet an de,
1-[5(R)-3-[4-[2-[(1 a,5a, 6p) - 6-cyano- 3- net hyl - 3-azabi cycl o[ 3. 1. 0] hexan- 6= -

yI]pyr|d|n 5-yl]-3-fluorophenyl ] -2-oxooxazol i di n-5- gw o6L. 2, 3-triazol e,
1-[5(R) -3-}F4-[2-[1 a, 5a, 6p) - 3, 6-di cyano- 3- azabi cycloF exan- 6 yl ] pyridin

-5-yl] 3-fluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1, 2, 3- trlazole

1-[5(R) -3-[4-[2-[(1

a, 5a, 6[ 3) - 3-[ (1-t - but oxycar bonyl am nocycl opr opan- 1-yl ) car bonyl ] -

6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl ]-3-fl uorophenyl]-2-oxooxa
zolidin-5- ylnethyl]-1,2,3-triazole, 1¢p5(R)-3-[4-[2-[(1

a, 5a, 6(3)-3-[(1-am nocycl opropan- 1-yl)carbonyl ] - 6-cyano-3- azabicyclo

[ 3. 1. 0) hexan-6-yl ] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazol i din-5-yl nmet hyl] -
1,2,3- triazole, 1-[5(R-3-[4-[2-[(1

o 2&’ SS)CI- g[ gﬁiggﬁ)r%h‘éhi B{] 94@ Lﬁﬁﬁ" Pl bﬂtéﬂgﬂea;b%} ﬁ%&%ﬁeﬂ@ﬁf}@ob&bﬂwm—iﬁdi n-5-
Ty o A5 i BugkdehbAARS uolopehll) 2-cbecepighn S ety Bagotamice,

ylj pyri di n- NY5{S)B-[4-[B[(be5es68)- B-c&aﬁd-ammbfﬂd[mmhdxmml-li 51 2,3-triazole,

1-(5(R:3-[4-]12-[(1 a,5a,6(3 cyano- 3-[ 2- 4-triazol - et hyl ] - 3-
ang,( c) Bc%rg 1[1e -3 fluorophelgyﬁ-Z-oxogxazohdm[-S-yimeﬂ]yl]acetarmde hydroc ondc,y I-

nexan. o1 1 ANASE)-fr i@ sbiepRs WU kSR S lalhleye1¥ s Eo Bds-&: 2 3!
1-[5( R)yl]@h{eﬁyll—&ﬂdotq;iﬁnyﬂ@)eﬁadxamlﬁ@éty}lmeﬂmtlﬁeemm&}eazabi cycl o[ 3. 1. 0] hexan-6
I ypyri di n- VFE)3-Wrdol(ipAedP) f‘%@ﬁ(é&%&@&ﬁlﬂﬁnl 3B§¢Fﬁ%‘§ﬂ9]qh9&¥1k33-t ri.azol e,
1- [ 5( Rinuded phehyi2l dxodxasb1aih-s S1m¥dPRacksdiRephol i n-4-yl) acetyl -
N-[5(S)-3-[4-{4-[(10,5a,6P)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
y1]-3-fluorophenyl]-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethylJacetamide,
N-[5(S8)-3-{4-[4-[(11,50,6B)-6-cyano-3-azabicyclo[3. 1. 0]hexan-6-yl]-3-fluorophenyl]-
3,5-difluorophenyl}-2-oxooxazolidin-5 —ylmethyl]acetanude.
1-[5(R)-3-[4-{4-[(10,50 GB)-B-t-butoxycarbony} -6-cyano-3-azabicyclof3.1. O]hexa.n-ﬁ—
yl]-3-fluorophenyl}-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-{5(R)-3-[4- [4—[(1a,Su,6B)-6~;:yano~3-azabicyclo[3 .1.0}hexan-6-yl1]-3-fluorophenyl]-
3,5-difluorophenyl]}-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole hydrochloride,
1-{5(R)-3-{4-[4-[(1a,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl]pyddin—S-yl]-S,S—diﬂuorophenyl]-2-oxooxazoﬁ&in-5-ylmeﬂ1yl];1,2,3-u'iazole,
1-[5(R)-3-[4-[4-[(1a,50,6B)-6-cyano-3-azabicyclo[3.1.0]bexan-6-yllpyridin-5-y1}-3,5-
difluorophenyl}-2-oxooxazolidin-5-ylmethyi}-1,2,3-triazole
1-[SR)-3-[4-[4-[(10,50,68)-3 -t-butoxycarbonyl-ﬁ-cyano-ﬁi—azabicyclo[3 .1.0Jhexan-6-
yllpheny!]-3-fluorophenyl)-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-{5(R)-3-[4-[4-[(10,5a,6P)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]phenyl]-3-
" fluorophenyl]-2-o0xooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-{5(R)-3-[4-[2-[(1a,5a 6B)-G-t-butoxycarbonylamino—ii-oxabicyclo[B. 1.0]hexan-6-
yl]pyndm— -yl]-3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyi]-1,2,3-triazole,
1-[5(R)-3-{4-{2-[(1a,5a 6{3) 6-amino-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-
3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,



azabi cycl o

[ 3. 1. 0] hexan-6-yl ] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-yl net hyl) -
1,2,3-triazole,. 19 June 2006 164 1-[5(R)-3-[4-[2-[(1

a,5a,6(3)-6-cyano 3- (5-cyanopyridin-2-yl)-3-

azabi cycl o[ 3. 1. Q hexan-6-y! ] pyridi n-5-yl]-3- quoroph Aaperoxazol i di n- 5-

yhnmethyl]- 1,2, 3-triazole, 1-[5(R)-3-[4-[2-[(1 £5' Suhve

a, 5a, 6(3) - 6-cyano- 3- (1, 3-di hydroxypr opan-2-yl) - 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, 1-[5 (R -3-[4-[2-[(] a,5 a,

6(3)-3-[((2S)-1-t-butoxycabonyl pyrrolidin-2- yl ) carbonyl ] - 6-
-5-yl]-3-fluorophenyl]-2-oxooxazo

cyano- 3- azabi cycl o[ 3. 1. 0) hexan- 6-yl )py g
lidin-5- ylnethyl]-1,2,3-triazole, F 3-
((2 S)-pyrro lidi n-2-y| )carbonyl]-3 azab| cyclo[3.1.0]

hexan- 6-yl ] pyri di n-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-t
riazole, 1-[5(R)-3-[4-[2-[(1 a,Sa;6p)-3-[((2S, 4R)-

| -t -but oxycaquBﬂ(S)éB-lﬂ‘NZ-{)élﬂﬁp;Gﬁ)m tabme)afcarbonylammoé-oxabxcyclo[3 1.0]Jhexan-6-

Tyl - et - poreb e proowsbelid oy atech fasphonide 4 [ 22 (10

5a, 6 6-
2 52, 59) - O YRS LA Al amin e °3’f1§’[31 ifheene-vipmidinS . 5.y
-3- fludd Gghﬁugib]:ha}yﬂxboxmkmlmﬂm-saﬂmhﬂgl]hgéthnﬂdsz 3-triazole, ‘

[4-12-[(] a,5 a, 6p)-6-cyano-3-]

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

a, Eaa( eﬁ) 3[ [ ( é)sa 143 G acsHspy: éﬁdm?’zPXﬂPl%?lBWP&rqxavﬁ-lélpyndm-s-yll-

yl ) car bquldlﬂ@m.g 32 9%&9&&64&'1915% @I’e)" ] pyridin-5-yl]-3-fluorophe
nyl]-2- oxooxa20|d| rlazo e, 1-[5(R-3-[4-[2-[(1

a, 5a, 6p) - 6- cy bhERI~3- K%m(h@ﬁaﬁﬂi-ﬁwm@ﬂmabldyﬂe[zvwllmmbﬁﬂwp]mﬁm- -y1}-
3,5-diflucrophenyl])-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
N-{5(8)-3-[4-[2-[(1e,50.,6B)-6-cyano-3-thiabicyclo[3.1.0]hexan-6-yllpyridin-5-y1]-3-
fluorophenyi]-2-oxooxazolidin-5-ylméthyl]acetamide,
_ N-[5(8)-3-[4-[2-[(1 a,Su,GB)—6;qyano-3-tlxiabicyclo[3 .1.0]hexan-6-yl]pyridin-5-yi}-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyljacetamide S-oxide, >
N-[5(S)-3-[4-[2-[(1a,50,6B)-6-cyano-3-thiabicyclo[3. 1.0]hexan-6-yl]pyridin-5-y1]-3-
ﬂuorophenyl]-‘2-oxooxazolidin-5 -ylmethyl]acetamide S,S-dioxide, .
1-[5(R)-3-[4-[2-[(1¢,50,68)-6-cyano-3-thiabicyclo[3.1. 0]hexan-6-yl]pyridﬁ1—5-yl]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2 3-triazole, - ‘
1-[5(R)-3-[4-[2-[(1a,50,603)-6-cyano-3-thiabicyclo[3.1.0Jhexan-6-yl Jpyridin-5-yl]-3-
fluorophenyl]-2-oxooxazolidin-5-yimethylj-1,2,3-triazole S-oxide,
1-[5(R)-3-[4-[2-[(1¢,5a,6P)-6-cyano-3-thiabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl}-3-
fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole S,S-dioxide,
4-[5(R)-3-[4-[2-[( o.,5u,6]3)-3-*—butoxycarbonyl-6-cya.no-3 -azabicyclo[3.1.0}hexan-6-
yllpyridin-5-yl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]- 1,2 4-triazole,
4-[5(R)-3-[4-[2-[(1a,50,6B)-6-cyano-3-azabicyclo[3.1.0Jhexan-6-yl]pyridin-5-yi]-3-
fluorophenyl]}- -2-oxooxazolidin-5-ylmethyl]-1,2,4-triazole,
5(R)-3-[4-f2-{(1a,50¢,6B)- 3-t-butoxycarbony1—6 cyano-3-azablcyclo[3 1.0]hexan-6-
ylpyridin-5-y1}-3-fluorophenyl]-5-{ (isoxazol-3-yl)oxy]methyloxazolidin-2-one,
5(R)-3-[4-[2-[(1a,50,68)-6-cyano-3-azabicyclof3.1.0]hexan-6-yl]pyridin-5-yl}-3-
fluorophenyi]-5-[(isoxazol-3-yl)oxy]methyloxazolidin-2-one,



azabi cycl o

[ 3. 1. 0] hexan-6-yl ] pyridin-5-y1]-3-fl uorophenyl]-2-oxooxazol i di n-5-yl net hyl ] -

1,2,3 triazole, 1-[5(R)-3-[4-[4-[(1

a, 5a, 6p) - 3-t - but oxycar bonyl - 6- (t - but'oxycar bonyl ) am nQg3; heycl o

[ 3-1. 0] hexan-6-yl ] pyridin-5-yl]-3-fluorophenyl]-2- oxggiﬁlz‘ngwi- 5-yl nethyl ] -
1

1,2,3- triazole, 19 June 2006 165 1-[5(R)-3-[4-[4-.1(I
a, 5a, 6p) - 6- am no- 3-azabi cycl o[ 3. 1.0j hexan-6-yl]pyridin-5-yl]-3-
quorophenyI] 2- oxooxazolidin-5-ylmethyl]-1,2,3-triazol e di hydrochl oride, .
1-[5(R)-3-[4-[2-[(Ia, 5a, 60) - 3-acet oxyacet yl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexui_
-6- vyl 162 :
] pyridin-5-yl]-3-fluorophenyl]-2-oxooxazohdi n-5-yl nethyl]-1,2,3-triazol e,
1-[ ( R)-3-[4-[2-[(Ia, 5a, 6p) - 6-cyano- 3- hydr oxyacetyl - 3- azabi cycl o[ 3. 1. 0] hexan
yl ] pyridin-5- b_[ J);u 2: QX000 R€|n5 trjazole,
N-[5(S)-3-[ 4- 335@%3@8 BB {’J“B’BF’&‘%%ﬁ ‘é&?ﬁri@i@?‘ﬁﬂ{ég
1. O] hexaf}p$ridin-5- 1-3-ﬂuoro henyl]-5-[N-(t-butoxycarbonyl)-N-(isoxazol-3-
yl ] pyri g}]n 5-yl] Y3 uorgphgn]yl I[l-q{ oxooiazohc?,)n 5( yl met hyl | - (2, 2-di chl orocyc
| opr opaﬁk)jmnmomqﬂnd&mp Hdin-2-one, .

[

O ke b R Tt 0 586 YPRR- e AR cfotS s VRexan-6-yilpyridines-y1}-3-
f 1 uor opfigeNIpheryl]s gg@iahgilt. M&h@m ioxﬁ%lgngigcgﬂeorocycl opropane) - |
_-car boxam de, {F g(Nc (I a, ba, - 6- cyano- 3% azabi cycl o[ 3.
1. 0] hexaj i - 63{R)- 93{141 31[(11.#0};6&) @-cyano-i’o-oxablcyclo[B 1.0}hexan-6-y1]pyridin-5-yl]-3-
fluor Opﬁﬁg%plmexgyl%%s&?a%i glyi}o%]’ﬁm&%l alzbhé% 22_Od| chl orocycl opr opane) -i --ear bo

xam de,

N [ 5(S) - 3- [ 45{R)-5{ Nt DbatdxFparBohiyl PNt @soazut Iy anfinsimathgt-3-{24 20 0y5d, 6f) -

. d hexan- 6-

yI ] pyri Ws’i gravigvdleidch Bbmerty$-yllpyridinsdldtfiunreplmnyllonesoligin 2-0ne,2- di f | uor oc
ycl opropari eB(R)‘S SRR 8, 63+6-cyano-3-oxabicyclo[3.1.0Jhexan-6 6-ylJpyridin-5-y1}-3-
' fluorophenyl]-5-[N-(isoxazol-3-y])Jaminomethyloxazolidin-2-one, '
N-[5(S)-3-[4-[2-[(1a,5¢,6B)-6-cyano-3-oxabicyclo(3. 1.0]hexan-S-yl]pyridin-S-yl]—3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]propionamide,
"N-[5(S)-3-[4-[2-[(1¢,50,68)-6-cyano-3-oxabicyclo[3.1 .0lhexan-6-yl]pyridin-5-y!]-3-
fluorophenyl}-2-oxooxazolidin-5-ylmethyl]difluoroacetamide,
N-[5(S)-3-[4-[2-[(1a,50,6f)-6-cyano-3-oxabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1])-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]cyclopropanecarboxamide,
_ N-[5(8)-3-[4-[2-[(1a,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl}pyridin-5-y1]-3-fluorophenyi]-2-oxooxazolidin-5-ylmethylJpropionamide, '
N-[5(S)-3-{4-[2-[(1a,5a,6B)-6-cyanc-3-azabicyclo[3.1.0]hexan-6-yl}pyridin-5-yl1}-3-
fluorophenyl]-2-oxooxazolidin-3-ylmethyljpropionamide,
N-[5(8)-3-[4-[2-[(1,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[ 3.1.0Jhexan-6-
yl]pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]cyclopropanecarboxamide,
' N-[5(8)-3-[4-[2-[(1a,50,6f)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yi}-3-
fluorophenyl}-2-oxooxazolidin-5-ylmethyl]cyclopropanecarboxamide,
N-[5(S)-3-[4-[2-[(1,50,6B)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl]pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}difluoroacetamide,



N-[5(S)-3-[4-[2-[(Ila, 5a, 60)-6-cyano- 3-azabi cycl o(3. 1. 0] hexan-6-yl jpyridin-5-

yi]-3-

fl uorophenyl]-2- oxooxazogldln 5-yltn6t hyl ] - (2 2-di f4-uor ocycl opropane) - 1-carb

oxanlde N-[5(S)-3-(4-[2-[ (I a, 5a, 60) - 6- c~np- 3- azabi Gy §l

. O hexan-6-yl | pyridin-5-yl]-3 19 Sukk 2006

quorophenyI] 2- oxooxazol i di

xam de, O-nmethyl-N-[5(S)- 3-

azabi cycl o[ 3. 1. 0] hexan- 6- yf

pyridi n-5-yl]-3-fluorophenyl
I

5-ylmethyl]-(2,2-difluorocycl opropane)-|-carbo
4-12-[ (1 a, 5a, 6p) - 3-t - but oxycar bonyl - 6- cyano- 3-

2- oxooxazohdln 5-yl nmet hyl ] car bamat c,
O-methyl -N-[5(S)-3-[4-[2~[( 5a, 6p) -6 6@ano 3-azabi cycl o[ 3. 1. 0] hexan- 6-
yl ] pyridin-5-yl]-3- fluorophenyl]-2-oxooxazolidin-5-yl nethyl]carbainate,
1-[5(R)-3-[4-[2-[ (I a, Sa, 60) - 3, 6-di cyano- 3- azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyri di
n-5-yl]- 3,5-difluorophenyl]-2-oxooxazolidin-5-ybnethyl]-1,2,3-triazole, 19

J 2006 16 - - . . -

1UF§( R) - 3- [4%?@ 34 02- [} 99 4 §P) - cyanos3-azabicyclof3. 1 Olhexan-f-yllpyrdigr3-yll-3- o
y:]pyrl dlwor@hphyl;a-ﬁxMﬂdmhmﬁhénymy}]ﬁﬂuHm&deajl n-5-yhnethyl]-1, 2, 3 triaz
ol e

1- 5( Rl) 3- [ 3-1r15(B)-3-[#-121 (14,3 6B)6-8yamp-Ismsthyl Grgzabioyglol 31 Mhaxar+fe| of 3. : 0] hex
6 3-
o 8¢ Ty Yl BinDs-STHS-PRGRRKE 2 oK OG0 B Pl KN egbicl 8L SIS

yl]1-3- fluor dp[rSQR)LB}[zlqzqm;Summﬁeﬂmyﬂosa mwc]o{z Af0]hexan-6k-yBpyridinisagipt e,
éxgﬁ( g) 3- ﬂlgorolghengr oxooxa&gl}dm— Eylg%hloﬁycgr bo%l- - cyano- 3-azabi cycl of 3. 1. AJh

I din-5 P - , 2, 3-
m 232’2,] e' n- ﬂﬂg{m%f ht[@r[medwﬁ)la—-m%&%@é%bﬂyxanénafdyerap%ﬂah.ﬂylf)ém&ﬁa}

a, 5a, 6( eaoyenwmeb@yelpbbl ejhclxm@-s yilpetidiexcapl] S-fiudrophenyil 2 Hxpbiazdlidin-S-

];Ll ngg;)hgn%/th i%)%?gxaﬁl i di n-5-yhnet hyl)-4-fluoro-1,2,3-triazole,

aI iSa 6021 3- t5 1tqsfmqumb&paﬂ,s&smm&%ﬁﬁﬁa@bio@ysﬁﬂﬁylye@bbm}iaqﬁanoa-
ridin
Yuo%ph@ﬁ}i’l‘]}m oxooxazol i di n-5-yl methyl]-5-fluoro-1, 2, 3-triazol e,

[3.1.0)hexan-6-yl]pyridin-5-yl]-3-fluorophenyl}-2-oxooxazolidin-5-yimethyl}-1,2,3-
triazole, .
1-[5(R)-3-[4-[2-[(10,5a,68)-6-cyano-3-[2-(phthalimid-2-yl)ethyl]-3- |
azabicyclo[3.1.0Thexan-6-yl]pyridin-5-yl]-3-flucrophenyl]-2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole, .
1-[5(R)-3-[4-[2-[(1a,50,6pB)-3-(2-aminoethyl)-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl}pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1a,50,6B)-6-cyano-3-[2-(1,2,4-triazol-4-yl)ethyl]-3-
azabicyclo[3.1.0] '
hexan-6-yl]pyridin-5-yl]-3-flucrophenyl}-2-oxooxazolidin-5-ylmethyl]-1 2,3-triazole,
1-[S(R)-3-[4-[2-[(10,50,6p)-3-bromoacetyl-6-cyano-3-azabicyclo[3.1.0}hexan-6-
yllpyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[5(R)_—3-[4-[2-[(1a,5a.,6[3)-6-cyano-3-(morpholm~4-yl)acetyl-3~
azabicyclo[3.1.0]hexan-6-y1]pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-

n-
[
| -
]-
a,
e

1,2,3-tniazole,



1-[5(R)-3-[4-(4-[(1a, 5a, 6(3) - 6-cyano- 3-azabi cycl o[ 3. 1. O hexan-6-yl ] pyridin-5
-yl ]-3- fluorophenyl]-2-oxooxazolidin-5-ylnethyl)-5-fluoro-1,2,3-triazole, .
1-[5(R)-3-[4-[2-[(1a, 5a 6p) 3- (4-t-but oxycar bonyl pi perazi n- 1- yI)acetyI 6-cya
no- 3- azabi cyclo

(371, 0] hexan 6-y1 ] pyri di n-5-yi] - 3-1 uor ophenyl ) - 2- ox A 2008 5. y1 net hyl ] -
1,2,3- triazole, -

1- [5(R) 3-[4-[2-[ (I a, 5a, 60) - 6- cyano- 3- (plpera2|n 1- yI)acetyI

azabi cycl o[ 3. 1. Q hexan-6-yl ] pyridi n-5-yl]-3-fl uorophenyl ] - oxooxazolidin-5-
ylmethyl]- 1,2,3-triazol e dihydrochloride, .

1-[5(R)-3-[4-[2-[ (1a, 5a, 6a) - 6- cyano- 3- HMablcycIo[3 1. 0] hexan- 6 yI]thlophen 4
-yl]-3- fluorophenyl]-2-oxooxazolidin-5-ylmethylJ-1,2,3-triazol e,

1-[5(R)-3-[ 4- [2 [ (I a, 5a, 6p)-6-cyano- 3-(piperidin-1- yl)acetyl 3

azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-yl]-3-fluorophenyl]-2-oxooxazoli di n-5-

LR AR e a2 [

azabi cy@ab{o?clb[ﬁllm@manﬁr Wipyridin-diy)-51b aﬁylpgr@waﬂazﬂﬂduasm%ﬁ@nol i di n-5-
yIrrethyIi trlazole 1-[3(R-3-[4-]
a, 5a, 60H.28 fél pZ@I6- 3- (4- di net hyl ani nopi per i d| n- I -yl )acetyl--3- azabicyclo

[3.1.0] hexanlo?s()ﬂ)laoﬂ tij ('i'a,%ayblﬁ}) 6_c)jah61gr(tf%h‘%ﬂy&]oxgppxoo&aqs)l i di n-5-yl net hyl J-

1,2,3- triaz
1- [5( g)azab{cﬂclb?i 1.0JtexBR-66 fpyridid-§ {yfS)-flofopRedyd )Y GXoRRAZAMAIH-ylislbihy - yl ) car bo

nyl]-
cyano- dq%éatbﬂwu o[ 3. 1. 0] hexan- 6- yI]pyr| di n-5-yl]-3, 5-difluorophenyl]-2-oxoo0

xazol i din-5-y 5®)-3-[4-12-{(16,50,68)-3- [((2S)-1-t-butoxycabonylpyrrolidin-2-yl)carbonyl}-6-
cyan0-3-azablcyclo[3. 1.0}hexan-6-yl]pyridin-5-yl1}-3-fluorophenyl]-2-oxooxazolidin-5-
ylmethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1a,5a,6B)-6-cyano-3-[((2S)-pyrrolidin-2-yl)carbonyl]-3-
azabicyclo[3.1.0] _
hexan-6-yl]pyridin-5-y1]-3-fluérophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(10,50,6B)-3-[((25,4R)- 1-t-butoxycabonyl-4—hydroxypyrrolidin-‘2-
yl)carbonyl]-6-cyano-3-azabicyclo[3.1.0}hexan-6-yl]pyridin- 5-yl]-3-fluorophenyl]-2-
6xooxazo lidin-5-ylmethyl]-1,2,3-triazole, 1-{5(R)-3-[4-[2:[(] a,Sa,GB)-6-cyano-3—'[((2s,4R)-4—
hydroxypyrrolidjn-2-yl)carbony1]¥3-azabicyclo[3. 1 .O]hexan-6-yl]pyridin-S-y'l]-3-
ﬂuorophenyl]-Z-oxooxazo1idiw5-jlmcthyi]—1,2,3—triazole,
1-[5(R)-3-[4-[2-[(10,5a,6B)-3-[((2S,4S)-1-t-butexycabonyl-4-fluoropyrrolidin-2-
yl)carbonyl]-6-cyano-3-azabicyclo{3.1.0]hexan-6-yl]pyridin-5-y1]-3-fluorophenyl]-2-
oxooxazolidin-5-ylmethy!]-1,2,3-triazole, ‘
1-{5(R)-3-[4-[2-[(10,50,,6B)-6-cyano-3-[((2S,45)-4-fluoropymrolidin-2-yl)carbonyl}-3-
azabicyclo
{3.1.0)hexan-6-yl]pyridin-5 -yl] 3- ﬂuoropheny1]~2aoxooxazohdm— -ylmethyl]-1 2 3-
inazoh
1-[5(R)-3-[4-[4-[(10,50,6p)-3-t-butoxycarbonyl-6-(t-butoxycarbonyl)amino-3-
azabicyclo |
[3.1.0]hexan-6-yl]pyridin-5-y1]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl}-1,2,3-

triazole,



yl methyl]-1, 2,
1-[5(R)-3-[4-[
azablcyclo[S 1.0
hexan- 6-yl ] pyri di n-5-yly -3, 5-di f| uor ophenyl | - 2- oxoox i di n-5-yhnethyl]-1,2
, 3~ triazole, %ﬁf&“ e 006
1 [5(R) - 3-[ 4- [2 [ (1la, 5a,6(1)-6-cyano-3-[((2S, 4R)-4- hydroxypyrrolldln 2-
y!)carbonyl ] - 3-azabi cycl o 3. 1. 0] hexan-6-yl j pyridin-5-yl]-3, dlfluorophenyl]
-2- oxooxazol i di n-5-yhnethyl]-1,2,3-triazol e hydrochl ori de,
I-[5(R}3-[4-[2-[(1
a, 5a, 6a) -3-[ ((2S, 4R) - 1- t - but oxycabonyl 14 hydr oxypyrrol i di n- 2-
yI)carbonyI] 6- cyano- 3- azablcyclo[S
. 0] hexan-6-yl ] pyridin-5-yl]-3,5-difluorophenyl]-2-
oxooxazolidin 5- yhnethyl] 1, 2, 3 triazole,

- 1-[5(R)-3-[4-[ 2- 2S, 4S t - but oxycabonyl - 4-f | uoropyrrolidi
n- [2_( ) -3 1[ [5 §3 [4-[4- [({ %a Gﬂ)[-g-(mnmo-?’-)azablcyclo[.'il ]hexan %/-yl]pyndm-s yli)]>-/3-

2 ohenyl TOSrorbeBEN 2R K Sk (1 SR abREbloRag, 1 Vo) 1 3 ol (1
a, 5a, 60) - 6- cnamR E@((Zg(l‘hﬁu &ﬁj-west@gmét?i-s@ﬁm?s;dzm %ae[wi b;t?exan-s-

azabi cyc!l o[ 3. exan- di n- 5- ﬂ/l ]- -di f] uor ophe - oxooxazol i di

n-5-yl rrﬁﬂlﬂwaﬂ Srylé %ﬂﬂﬁﬂoa 2@9@(@ Ipretinyllt1,2,3-triazole,

60) - 6-
31]53yr| Ziil n- t51 gﬁ?—&@&%%G gy 1)361 E%é%ﬁ %l'é'gﬁaﬁ@a&ﬁllo]lf’@ntﬁrl azol e,
119 J Unjii nlﬁz(]é ﬂuoroghcnyl] -2-oxo0xazolidin-5- ylmethyl][ -1,2,3-triazole,

1-[5(R) - 31 4- 3-thi ab | h 6-yI din-5
- yI[] (32 fl uob{nbﬁ{ )1'9I-[j“-[@-[ékbéﬁeéﬂbfﬂ1"@@1‘503']1???{95‘1%;})1%119 ba@itq?w)éggéJI@iht]ex%é- o
1-[5(R) ;

(. 50, eRIPERE Y uorpphenyil2-sxoopappldins Yimeiyl)- @b fichlorgeyclopropanc)-L-
yi] pyrlchrhe)ﬁtnylld];-., 3-fluor ophenyl j - 2- oxooxazol i di n-5-yhnethyl ]-1,2,3-tri azole
S oxide,  N[5(S)-3-[4-[2-[(16,50,6B)-6-cyano-3-azabicyclo[3. 1.0Jhexan-6-yl]pyridin-5-yl]-3-
ﬂuorophenyl]—z—oxooxazolidin,s-ylmeﬂlyl]-(2,2-dichlorocycIopropane)- 1-carboxamide, _
N-[5(S)-3-[4-[2-[(10,50,6B)-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3-
ﬂuorophenyl]é-oxooxazol.idin-S -yimethyl]-(2,2-dichiorocyclopropane)-1-carboxamide,
N-[5(S)-3-[4-[2-[(12,50,68)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-
yi}pyridin-5-yl]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethy1]-(2,2-difluorocyclopropane)-1-

i azol e,

3-tr
2-[(1a, 5a, 60) - 6-cyano-3-[ ((2S)-pyrrolidin-2-yl)carbonyl]-3-
]

carboxamide,

N-[S(55-3-[4-[2-[(1a,5a,6§3)-6-cyano-3-azabicyclo[3 .1.0]hexan-6-yl]pyridin-5-yl]-3-
fluorophenylj-2-oxocoxazolidin-5-ylméthyl]-(2,2-difluorocyclopropane)-1-carboxamide,

N-[5(S)-3-[4-[2-[(1&,52,6P)-6-cyano-3-azabicyclo[3.1.0)hexan-6-yl]pyridin-5-y1]-3-
fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-(2,2-diflucrocyclopropane)- I-carboxamide,

O-methyl-N-{5(8S)-3-[4-[2-[(1,5a,6B)-3-t-butoxycarbonyl-6-cyano-3-
azabicyclo{3.1.0]

hexan-6-yl]- pyridin-5 -yl]—3-fluorophenyl]~2_—o'xooxazolidin-S-yhnethyl]carbamate,

O-methyl-N-{5(8)-3-{4-[2-{(1a,5a,6B)-6-cyano-3-azabicyclo[3.1.0]hexan-6-
yl]pyridin-5-yl1]-3- flnorophenyl}-2-oxooxazolidin-5-ylmethyljcarbamate,

1-{5(R)-3-[4-[2-[(10,5a,6()-3,6-dicyano-3-azabicyclo[3.1. 0]hexan-6-yl]pyndm—5~yl]-
3,5-diftuorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,



1-[5(R-3-[4-[2-[(
3 fluoropheny

| a, 5a, 60) - 6- ami no- 3- t hi abi cycl o[ 3. 1. 0] hexan- 6-yl [ pyridin-5
]- I
5(R)-3-[4-[2-[(1

[ a,
-yl ] - 2- oxooxazol idin-5-ylnmethyl)-1,2,3-triazol e S-oxide,
1-[ a, b4, 6p) 6-t - but oxycar bonyl am ne- 3-t hi abi cycl o[ 3. 1. 0] hexa
n- 6-
yl ] pyridin“S-yl]-3-fl uorophenylj 2- oxooxazol i di n- 5- }Ign'&lﬁ Ffm_(f 2, 3 triazole
S, S-di oxi de,
1-

5(R) 3-[4-[2-[(1a, 5a, 6p) - 6-am no- 3-t hi abi cycl o] 3. 1. 0]‘hexan-6-yl ] pyridin-5

—<<

1-

orophenyl ] - 2- oxooxazol i di n- 5- yI met hi/ g -1,2,3-triazol e, S, S-di oxi de,
S5(R)-3-[4-[2-[(1

a, 6p} 6-t - but oxycar bonyl am no- 3-t hi abi cycl o[ 3. 1. 0j hexan=6

pyridi n-5-ylj-3,5-difluorophenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triaz

1-[5(R) -3-[4-[2-[(1

ITeS
!
B
S oo P BILES oA RR EARG il
i)
{

i—‘OOQJ O‘<QJI—‘_h

d
5( E) yﬂpfﬂdlhl %&ﬂﬁh&ﬂmm@%n%ﬂm&maﬁbﬁﬁkhmﬂ% v} 3-tr1azole
| apl CcycCl O exa
g i - S 1515{ 534S rerin 3l Fc-bdsonamey g abicyclo[3. . hexan-6-

I5( pgbh&?gﬂ-?](]&ﬂé@g%%&g%nlﬂﬁ% Ssylrtnﬁthgg ld%/’(szl%lﬁoli 0] hexan-6-yljpyridin-5
-yl]- 3 5-di ﬂL[G@ipMM?J[ﬂlﬁmﬁﬁ)éﬁéajmbﬁdmm&yylotﬂaﬂ [O}hgxah-2yBpinidiasoyig-3-

—_—

l—‘U'I‘<

S d 4-

a, g);l esl ‘Brog’g%lﬂlbi [ P g‘é’é‘n&ﬂ@@lfﬂfl“afb%"é‘}féﬁd’[ -fyiazolR, hexan- 6- _

vilpyr 'Sd:jlno51§BlR)33 i )Moy RHRRY PG S i BB PR Y bk e 11 22

1-[5(R) yl3p)[rzﬂ1{1-25-i'l(l-l3aﬂ&nvﬁp)1yﬂ MMafﬂltﬁn-ammymyﬂwﬂhom-h%maﬁoM] pyridin-5

=3 5 01 {uqriopheny b 2 o0eazal L S LRt Bl k530

5% R) - 3-fidorbphdryl P22 0 Skazo fidin=F2y fntoARE FRIAYI-1 &; Fi¥ete3- azabi cycl of 3. 1. 0] hexan
|

yl ) pyri di n- 514#{R)S3-HA-iHH{(1 aSesidrSriyhitoscprbosyixére pang3pzaigygiold: hQlhexanr6t i di n-
51 By -y 3 npngeteng) Zrorposagin s pimelol AUt 2 YRS i 5.1
3,5 difluor opJﬁ_emL:]{ﬁ@((leﬁnWG@ayb-Bml}mﬁﬂbwD@]imﬁhn-dl-yl}pgaﬂﬁﬁs-yl]&-
azab! CoFUPRREST 2 P50l Goy ey 5 Hooro-,B5-Buaeley ! " 11 aceyl =
' 1-{5(R)-3-[4-{2-[(1a,50,6PB)-3 -(4-t-butoxycarbonylpxperazm- -yl)acetyl-6-cyanc-3-
azabicyclo
| [3.1. O]hexan-G-yl]pyndm- -yi}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-
triazole,
1-[5(R)-3-[4-[2-[(1 a,Su,ﬁB)—G—éyanoJ-(piperazin— 1-yDacetyl-3-
azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl}-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole dihydrochloride, ‘
1-[5(R)-3-[4-[2-[(1¢,50,68)-6-cyano-3-oxabicyclo[3.1.0]hexan-6-yl}thiophen-4-yl1]-3-
fluorophenyl}-2-oxooxazolidin-5-ylmethyl})-1,2,3-triazole,
' 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-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-
1,2,3-triazole,



169
hexan- 6- yI]pyrldln 5- yI] 3-fl uorophenyl]-2- oxooxazolldln 5-ylmethyl]-1, 2, 3-t
ri azol e,

1-[5(R)-3-[4-[2-[ (I a, 5a; 60) - 6- cyano- 3-t hi abi cyclo[BIé.ﬂggim66-yl]pyr|d| n-5

yl-] phenyl ] - 2- oxooxazol i di n-5-yl nethyl]-1, 2, 3-tri azol
I-[5(R)-3-[4-[2-[(1a, 5a, 6p) - 6- cyano- 3- thlablcyclo[3 1. 0] hexan-6-yl ] pyridin-5
- yl] phenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazol e S-oxide,
1-[5(R)-3-[4-[2-[ (I a, 5a, 60) - 6- cyano- 3- thlablcyclo[3 1. 0] hexan-6-yl ] pyridin-5
- yl]phenyl]-2-oxooxazolidin-5-ylnmethyl]-1,2,3-triazol e S, S-dioxide,
1-[5(R)-3-[4-[2-[ (| a, 5a, 6p) - 6- cyano- 3- Mﬁlablcyclo[S | . 0] hexan-6-yl ] pyridin-5
-yl] 3,5-difluorophenyl]-2-oxooxazolidin-5-yhnethyl]-1,2,3-triazole,
1-[5(R) 3-[4-[2-[ (I a, 5a, 6p) 6- cyano- 3-t hi abi cycl o[ 3. 1. O]hexan 6-yl]pyridin-5
-yl']- 3,5:difluorophenyl ]-2-oxooxazolidin-5-ylmethyl]-1,2, 3-triazole
S-oxid -
1-[5( R) 3- [41[[301)(? 54%@8)5(166@ A\ (o 3tﬁ??§8}‘%\/ & g{)gceiylcﬂ hexan- 6-yl ] pyridin-5
2 y IS ]- . Mgwyéllopnﬂ@mﬁ@&@ﬁlﬂ-ylﬁ:)@id&ﬁs@l]oiJfﬁbm;ﬁcﬂﬁm@tdndokaébl@:@SIyﬂl'né&@’i]e

, S-di oxi de

1- [ 5( R) L.3.3imazolef (| a, 5a, 6(3) - 6- cyano- 3- (1, 3- di acet oxypr opan- 2-yl ) - 3-
b | o[ 3
hexan: byl | pyAs a0 B0 Sp SR SRR - g lriogPPEF ARl yDARSTH - 1, 2, 3-¢

;.I aEO:QEazablc 0102 1 6 3-[ (3R 4S) - 1- b | o 2 11 h I b
a, azabi cycl o epan car bon
| - E;_( ) 3[1 0][h(exan- -yl]p%dm-g-g/l]-ﬁl ﬂu()mrophenyl] 2—o¥cooxa£zohdm- -ylneethyl] 1y2 ‘.]”-» y

cyano- %mpl cycl o[ 3. 1. 0] hexan- 6-yl ] pyri di n-5-yl ]-3-fl uor ophenyl ] - 2- oxooxazo
l'i di n-5- methyl]-1,2,3-triazol e,

1 [ 5( R) - 3- [ 4-[RR)<3-Bt-Ra[(b,50.68F-3 4((2S B1 {1 abohyIpyrradidie- a@llﬁ:ﬁﬂﬂdﬂﬁlgvﬁl b] hexa
yi ] pyr iC¥FRR3: wcxelp[%bPHﬁﬁ@ﬁmllpyne%%xﬂz%ﬁdeﬁwspwer%gmmmh@ntsr. azol e,
5(R) - 3vyideldnl( 23.mdz8L) - 3- t - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan
-6

yl ] pyri di n- SI-Ld(R) 3:[8-[@- (1606 B)reeydrio-B{ (RS)-pyrvelidinyZe e dadnry]]-N- (i soxazol - 3-
yl)] am' nas gh%glzol i di n- 2- one,
IC}'C

hexan-6-yl]pyridin-5 -yl]—3,S-dlﬂuorophenyl]-Z-oxooxazolidin-ﬁ-y]methyl]-1,2,3-
triazole, '

1-{5(R)-3-[4-[2-[(10,50,6B)-6-cyano-3-[((2S,4R)-4-hydroxypyrrolidin-2-
yl)carbonyl]-3-azabicycio[3.1.0]hexan-6-yl]pyridin-5-yl]-3,5-difluorophenyl]-2-
oxooxazolidin-5-ylmethyl]-1,2,3-triazole hydrochloride,

1-[5(R)-3-[4-[2-[(1,50,6B)-3-[((2S,4R)-1-t-butoxycabonyl-4-hydroxypyrrolidin-2-
yDcarbonyl}-6-cyano-3-azabicyclo[3.1.0}hexan-6-yl}pyridin-5-yl])-3,5-difluorophenyl]-2-
oxooxazolidin-5-yimethyl]-1,2,3-triazole,

1-[5(R)-3-[4-[2—[(1:1,50.,68)-3-[((28,48)—l-t-butoxycabony1~4jﬂuofopyrrolidin-2-
yDcarbonyl]-6-cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yi}-3,5-difluorophenyl}-2-
oxooxazolidin-5-ylmethyl]-1,2,3-triazole,

I-[5(R)-3-[4-[2-[(1m,5¢,6B)-6-cyano-3-[((28,45)-4-fluoropyrrolidin-2-yl)carbonyl]-3-
azabicyclo[3.1.0]hexan-6-yllpyridin-5-y1]-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyi}-
1,2,3-triazole,

I-[S(R)»B-[4—[2-[(1a,50.,6;3)-6—t—butoxycarbonylamino~3-thiabicy_clo[3. 1.0)hexan-6-
yllpyridin-5-yl}-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,



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 ]
-3,5- difluorophenyl]-5-[N(isoxazol-3-yl)]am nonet hyl oxazol i di n-2-one,
1-[5(R)-3-[4-[2-[ (Il a, 5a, 6p) -6-cyano-3-(thiatriazol -2-yl)-3-azabi cycl o[ 3. 1. 0]
“hexan-6 yl]pyridin-5-yl]-3-fluorophenyl] - 2- 0X00Xazo y e\?;O?G . .
fdin-5-yl nethyl -1, 2, 3-1riazole, 19 June 2006 170 NP5 42 12-1 (1

a, 5a, 6p) - 3-t - but oxycar bonyl - 6- cyano- 3- azabi cycl o[ 3. 1. 0] hexan- 6-

yl ] pyridi n-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-yl met hyl Jt hi oacet am de,
N-[5(S)-3-(4-[2-[(1a, 5a, 6p) - 6-cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridi n-5-
yl']-3- fluorophenyl]-2-oxooxazolidin-5-ylnethyl]thioacetam de, N-[5(S)-3-
4-[2-[(1 a, 5a, 6p)-3-t-butoxycar bonyl - 616§ano- 3- azabi cycl o[ 3, 1. 01lhexan- 6

yl ] pyridin-5-ylj-3-fluorophenyl]-2-oxooxazol i di n-5-yhnet hyl ]i sot hi ocyanat e,
Omethyl -N-[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]- _— _
O ot hy! - | 5 6Pty S Bl ablchirery TPl i 3

yl' ] pyri dluordphehyl]3-bxovxaogiidinglyimathoogX dashiale,n- 5- yl net hyl | t hi ocar bamat e,
or their enantjoner, diastereaner, or pharnmaceutically acceptable salt,

hydrate or ﬁrgfﬂ%'ﬁ“r{@rﬁbﬁ‘:?“:fﬁ)‘ﬁtt'@ﬁmmoﬁdeﬂacwl i3ad .Q1hexambeh i s
f1 uor opheRy s wIis PuctehByiPr AIRRA AR R A S S odide | 00 o
1- [ 5(R) - 3- [ 41 B(R}-34492-[6 1), 56,68y 6-anmirio-3-2kiabicyelbd, BOTheRhiaxalpyeidi-5AN]-8di n- 5-
YL O Tophemyl-2 oxoonaso e S-ylmethyll- 12,3 Hiagold S-cxader | 2201 &
1-[5(R)-3-[4-[2-[(1a,5 a,6Bj-6-t—butoxycarbonylamino—3-thiabicyclo[3 .1.0}hexan-6-.
yl]pyridin-5 -yl]-3-ﬂuorophenyl]-Z-oxooxazol_i&in—s -yimethyl}-1,2,3-triazole S,S-dioxide,
1-[5(R)-3-{4-[2-[(1 a,5a,6[3)—6-gmino—3-»ﬂ1iabicyclo[S 1 .O]hexa.n-G-yl]pyridin-5-yl]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole S,S-dioxide,
1-{5(R)-3-[4-[2-[(1 a,50,6p)-6-t-butoxycarbonylamino-3-thiabicyclo[3.1.0Jhexan-6-
yi]pyridin-S-yl]-B,5~diﬂuorophenyl]-2-oxooxazolidin~5-ylmeﬂ1yl]-1,2,‘3—tn'azole,
1-[5(R)-3-[4-[2-[(12,5a,6B)-6-amino-3-thiabicyclo[3.1.0)hexan-6-yl]pyridin-5-y1]- |
3,5-difluorophenyl]-2-oxooxazolidin-5-ylmethyl]- 1;2,3-t1iazole, \
1-[5(R)-3-[4-[2-[(10,5¢,6p)-6-t-butoxycarbonylamino-3 -thiabicyclo[3.1.0Jhexan-6-
yllpyridin-5-yl]-3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethylj-1,2,3-triazole S-oxide,
I-[5(R)-3-[4-[2-[(10,50,68)-6-amino-3-thiabicyclo{3.1.0thexan-6-yl]pyridin-5-yl]-
- 3,5-difluorophenyl]-2-oxooxazelidin-5-ylmethyl}-1,2,3-triazole S-oxide, '
1-[5(R)-3-[4-[2-[(12,52,68)-6-t-butoxycarbonylamino-3-thiabicyclo[3.1.0]hexan-6-
yllpyridin-5-y1]-3,5-diflucrophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole S,S-dioxide,
1-[5(R)-3-[4-[2-[(10,50,6p)-6-amino-3-thiabicyclo[3.1.0]hexan-6-yl)pyridin-S-yi]-
3,5-diftuorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole S,S-dioxide,
| 5(R)-3-[4-[2-[(1a,50,68)-3-t-butoxycarbonyl-6-cyano-3-azabicyclof3.1.0lhexan-6-
vl}pyridin-5-yl]-3,5-difluorophenyi]-5-[(isoxazol-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]-3,5-
difluorophenyl]-5-[(isoxazol-3-yl)oxylmethyloxazolidin-2-one,
1-[5(R)-3-[4-[2-[(10,50,68)-6-cyano-3-(4-methylpiperazin-1-yl)acetyl-3-
azabicyclo[3.1.0]



N-(5(S)-3-[4-(4-[ (1 (x, 5a, 6p) - 6- Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] - 3-

fl uor ophenyl ] phenyl ] - 2- oxooxazol i di n-5-yl net hyl ] acet am de,
N-[5(5)-3-[4-[2-[(1a, 5a, 6p) - 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 met hyl ] acet ami de, 1

N5(S)- 3 [4-[2-[(1a, 5, 6p) -6- Gyano- 3-azabi cycl of 3. 1 QPHBe 006 1 5

f 1 uor ophenyl ] - 3-f I uor ophenyl ] - 2- oxooxazol i di n-5-yl net hyl ] acet am de,
N[5(S)-3-[4-[2-[(1

a, 5a, 6p) - 6- Cyano- 3-azabi cycl o[ 3. 1. O]hexan 6-yl ] pyridin-5-yl)-3-

fl uor ophenyl ] - 2- oxooxazol i di n-5 -yl net é ] acetam de, 19 June 2006 171
-[5(R)-3-[4-[2-[ (] a, 5a, 6) - 6- Am no- 3- i cycl o[ 3. 1. 0] hexan-6-yl ) pyri.din-5-y
)-3- fluorophenyl]-2-oxooxazolidin-5-ylnethyl)-1,2,3-triazole,
5(R)-3-(4-(4-[ (I a, 5a, 60) - 6- Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl]-3, 5-

| uor ophenyl ] - 3- quorophenyI] 2- oxooxazol i di n-5-yhnethyl )-1, 2, 3-tri azol e,
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4- 5(R) 3-[4-[2-[ (1 a 60) - 6- Cyano- 3- azabi cy clo[3.1. Q hexan-6-yl ] pyri di n-5-
yl]-3 fl uorb% vA-|4- &-Hiséﬁéﬁaﬁrﬂwg tmahwnlp[:} OlbexgniG-ydpysidin-5-
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1-[5(R)-3-[4-[2-[(1a,50,,68)-6-cyano-3-thiabicyclo[3.1.0Thexan-6-yl]pyridin-5-y1]-
3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[5(R)-3-{4-[2-[(1a,5a,6B)-6-cyano-3-thiabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]}-
3,5-diﬂuorophenyl]-2-0xooxaiolidin-5-ylmethyl]—1 2,3-triazole S-oxide,
1-[5(R)-3-[4-[2-[(1a,50,6B)-6-cyano-3-thiabicyclo]3.1 O]hexan-6-yl]pyr1dm- -yi}-
3,5- dlﬂuorophenyl]-fl-oxooxazohdm-s-ylmethyl] 1,2,3-triazole S,S- dmxxde
1-[S(R})-3-[4-[2-[(10,50,6B)-6-cyano-3-(1,3-diacetoxypropan-2-yl)-3-
azabicyclo[3.1.0]
hcxan-6—yl]pyridin—5-yl]—3—ﬂuérophenyl]-2—oxooxazolidin-5-ylmethyl]-1,2,3-triazole,
1-[5(R)-3-[4-[2-[(1a,5a,6[)-3-[(3R,48)-1-azabicyclo[2.2. f]hepan-B-yl]carbonyl-G—
cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-3-fluoropheny!}-2-oxooxazolidin-5-
ylmethyl}-1,2,3-triazole,
 1-[5(R)-3-[4-[2-{(1a,50,,6B)-6-cyano-3-(pyridin-2-yl)-3-azabicyclo[3.1.0]hexan-6-
yl]pyridin-5-yl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
5®)-3-[4-[2-[(10,50,6P)-3-t-butoxycarbonyl-6-cyano-3-azabicyclo[3.1.0Jhexan-6-
yllpyridin-5-y1}-3, 5-diﬂuorophenyl]-5-[N-(t-butoxycarbonyl)—N-(isoxa.zol-S-
yl)Jaminomethyloxazolidin-2-one,
5(R)-3-[4-[2-[(1a,50,6p)-6-cyano-3- azabxcyclo[3 1.0}hexan-6-yllpyridin-5-y1}-3,5-
difluorophenyl]-5-[N-(isoxazol-3-yl)Jaminomethyloxazolidin-2-one,
1-[5(R)-3-[4-[2-[(1a,Sa,6B)-6—cyan_o—3-(ﬂﬁatriazol-z-yl)-3-azabicyclo[3.1.0]hexan-6-
yljpyridin—S -yl]-3-ﬂuorophenyl]-2-oxooxazolidin-5-ylmethyl]-1 ,2,3-triazole,



fl uor ophenyl ] -5-[ (i soxazol - 3-yl ) oxy] net hyl oxazol i di n- 2- one,

5(R) - 3- [4-[2-[(1a,5a,6C»-6-Cyano-3-azabicyclo[3.1.0]hexan-6-y|)pyridin-5-y1)

-3 fl uorophenyl]-5-[ N- (i soxazol - 3- yI)]an1nonethonxazoI|d|n - one,
N[5(S)-3-[4-[2-[(1a, 5a, 6] 3) - 6- Cyano- 3 azablcyclo[36¢,§p§ -yI]pyridin-5

-yl]-3- fluorophenyl)-2-oxooxazolidin-5-yl met hyl]cy panecar boxam de,

N-[5(S)-3-[4-[2-[ (I a, 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 nethyl]difluoroacetam de,

I-[5(R)-3-[4-[2-[(1 a,5a,6 j1)-3-[(I|-Am nocycl opr opan-

| -yl )carbonyi]-6-cyan-3 aiabicyclo [

3. 1. 0) hexan-6-yl ] pyridin-5-yl]-3-fluorpghenyl]-2-oxooxazol idin-5-yl methyl] -

1,2,3-triazole, or their enantionmer, diastereoner, or pharmaceutically
acceptable salt, hydrate or prodrug thereof. '19 June 2006 172 12. The
conpound accord| ng to claim 11, which is:

1-[5(R) - 3-[ 4- -3- bi | 3. Ol h
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Kl 11 3- h}‘ | uo ' DBA(EY:B Y422 GAaScBGP)-6-dy amom3-yLabityold[3 - ] Re bk 6-y Hpgicin- -5-y1]-3-
roc or |
4 [5(S) ﬂQOPEﬁfWIkgféowzeBW Hpasthylithioacataside; o[ 3. 1. 0] hexan- 6-yl | - 3-

NTS(S- o Lo TO B T L ShBon i b QRIS PRy KL PO REhEE, s
yl ) phenyllpyritlin:Seyl}-3 Abioroplrenyl]yl- nmdmkdlﬁhmﬁgmmdﬂlyh}ymﬂuobymiede ‘
F ot opheay! PaeRBrREREATHI2 X ab PPR s YO et ani de
hydr ochiabicdglo[P1.0]
hexan-6-yl]- pyridin-5-yl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]
. thiocarbamate,
O-methyl-N-{5(S)- 3-[4-[2-[(1a,Sa 6p)-6-cyano-3-azabicyclo{3.1.0]hexan-6-
ylJpyridin-5-y1]-3-fluorophenyl}-2-oxoo0xazolidin-5-ylmethylJthiocarbamate,
or their enantiomer, diastereomer, or pharmaceutically acceptable salt, hydrate or

prodrug thereof.

11 A compound according to claim 10, which is

1-{5(R)-3-[4-[4-[(10,50,6P)-6-Cyano-3-azabicyclo[3.1.0Jhexan-6-y1]-3-
fluorophenyl]-3-flucrophenyl]-2-oxcoxazolidin-5-ylmethyl]-1,2,3-triazole,

1-[S(R)-3-{4-[2-[(1 o,5a,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1}-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole,

N-{5 (S)-}-[4—[4—[(1 ,5a,6p)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-y1}-3-
ﬂuorophenyl]phenyl]-2—oxooxazolidin-5-ylxﬁeﬂlyl]acetmnide, _

N-{5(8)-3-[4-[2-[(1a,5a,68)-6-Cyano-3-azabicyclo[3.1 .0]hcxan-6-yl]pyﬁdin~5 -
yl]Jphenyl}-2-oxooxazolidin-5-ylmethyl]acetamide, .

N-[5(S)-3-[4-[2-[(1 &, 50,,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl}-3-
fluorophenyl]-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,

N-[5(S)-3-[4-[2-{(1a,50,6P)-6-Cyano-3-azabicyclo[3.1.0)hexan-6-yllpyridin-5-yl}-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]acetamide,



N-[5(S)-3-[4-[2-((Ila, 5a, 60)-6-.Cyano- 3-azabi cycl o[ 3. 1. 0] hexan-6-yl ] pyridin-5
-yl ]-3- fluorophenyl]-2-oxooxazolidi n-5-yhnet hyl ] acet am de hydrochl ori de.
13. A pharnmaceutical conposition conprised of a conpound in accordance wth

claim1l in conbination with a pharnmaceutically acc%%?@& gier, said
conposition optionally in conmbination with a vita €C edfromthe
group consisting vitamn B2, vitamn B6, vitamn B 12 and folic acid. 14.

Use of a conpound of claiml| and optionally one ar nore of a vitamn
selected fromthe group consisting of vitamn B2, vitamn B6, vitam n Bl2
and folic acid for the preparatlon of a nedlcanent for the treatnment of a
bacterial infection or an oxazolidi nohB associ ated side effect. 15. Use
according to c¢laim 14, wherein the oxazolidinone associated side effect is
nornocycti c anem a, sideroblastic anem a, peripheral sensory.neuropathy,
optic neuropathy, seizures, thronbocytopenia, cheilosis, seborrheic '

dermatitis, hYB‘ER)-Bngaqmﬂ3%@)@%{3—3%&%9@158?i.%ﬂe&&n-%fﬁmy%din-f)-yl]-}
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-y1]-3,5-
difluorophenyl}-3-fluorophenyl]-2-oxooxazolidin-5-ylmethyl}-1,2,3-triazole,
N-[5(S)-3-[4-[4-[(10,5a,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-
3,5-difluorophenyl}-2-oxooxazolidin-5-ylmethyllacetamide, |
N-[5(8)-3-[4-[4-[(10,50,6B)-6-Cyano-3-azabicyclo{3.1.0]hexan-6-yl}-3,5-
difluorophenyl]-3-fluorophenyl]-2-0xooxazolidin-5-ylmethyl]acetamide,
N-[5(S)-3-[4-{4-[(10,5a,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]phenyl]-3-
fluoropheny!]-2-oxooxazolidin-5-ylmethyljacetamide,
1-{5(R)-3-[4-[4-[(10,50,6B)-6-Cyano-3-azabicyclo{3.1 O]hexan—ﬁ-yl]pheny’l]-3-
ﬂuorophenyl]-z-oxooxazohdm- -ylmcthyl]-1,2,3~mazole,
4-[5(R)-3-[4-[2-[(10,5a,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yllpyridin-5-yi}-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]-1,2,4-triazole, '
5(R)-3-[4-[2-[(1a,50,6pB)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yllpyridin-5-y1]-3-
ﬂuorophenyl]-s-[(isoxazol—3-yl)dxy]methjvloxazolidin-?.-oné,
5(R)-3-[4-[2-{(10,50,68)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-yl]-3-
ﬂporophenyl]-s—[N-(isoxazol—3—yl)]aminomethyloxazolidin-z-one,
N-[5(8)-3-[4-[2-[(1a,50,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-yl]pyridin-5-y1]-3-
fluorophenyl]-2-oxoo0xazolidin-5-ylmethyl]cyclopropanecarboxamide,
N-[5(S)-37[4—[2-[(1a,Sa,6|3)-6-Cyano-3-azabicyclo[3 .1.0}hexan-6-yl}pyridin-5-y1]-3-
fluorophenyl]-2-oxooxazolidin-5-ylmethyl]difluoroacetamide,
1-[5(R)-3-[4-[2-[(10,52,6B)-3-[(1-Aminocyclopropan- 1-yl)catbonyl]-6-cyano-3-
azabicyclo[3.1. O]hexan-G-yl]pyndm-S y1}-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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12.  The compound according to claim 11, which is:
‘ 1-[5(R)-3-[4-[4-[(1 a,Sa,6B)-6—Cyano—3-azabicyclo[3 .1.0}Jhexan-6-yi}-3-
fluorophenyl]-3-fluorophenyl}-2-oxooxazolidin-5-ylmethyl]-1,2,3-triazole hydrochloride, |
1-[5(R)-3-[4-[2-[(11,50,68)-6-Cyano-3-azabicyclof3.1.0Thexan-6-yl}pyridin- S-yl] 3-
fluorophenylj-2-oxooxazolidin-5-yimethyl}-1,2,3-triazole- hydrochlonde
N-[5(8)-3-[4-[4-[(10,5a,68)-6-Cyano-3-azabicyclo{3.1.0Jhexan-6~yl]-3-
'ﬂixorophcnyl]phenyl]—z-oxooxazolidin-s -yimethyl]acetamide hydrochloride,
_ N-[5(8)-3-[4-[2-[(1a,50,6B)-6-Cyano-3-azabicyclo[3.1.0Thexan-6-yl]pyridin-5-
yl}phenyl]-2-oxooxazolidin-5-ylmethylJacetamide hydrochloride,
N-[5(S)-3-[4-[2-[(1a,50,6B)-6-Cyano-3-azabicyclo[3.1.0]hexan-6-y1]-3-
fluorophenyl]-3-flucrophenyl] -2-oxooxazolidin-5-yknethyl]acetamide hydrochloride, or
N-[5(S)-3-[4-[2-[(10,50,6B)-6-Cyano-3-azabicycio[3.1.0Jhexan-6-yi]pyridin-5-yl}-3-
ﬂuo;ophenyl]-2-oxooxazolidin—S-ylmethyl]acetamidc hydrochloride.

13. A pharmaceutical composition comprised of a compound in accordance with
claim 1 in combination with a pbarmaceutically acceptable carrier, said composition
optionally in combination with a vitamin selected from the group consisting vitamin B2,
vitamin BS, vitamin B12 and folic acid.

14, 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

oxazolidinone-associated side effect.

15.  Use according to claim 14, wherein the oxazolidinone associated side effect is
normocyctic  anemia, sideroblastic anemia, peripheral sensory neuropathy, optic
neuropathy, seizures, thrombocytopenia, cheilosis, seborrheic dermatitis, hypo-

regenerative anemia, or megaloblastic anemia.



