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I n anot her aspect, there is provided a use of a
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substituted with one t e,e/"l‘l uoro, (Cl- C6)al koxy
optionally substitute® withlone to three fluoro,

HO2C-, (C -C6)alkyl - O(C—O)\I,W 5 RSRQH( 02S) -

(C -CG)aI kyl - (02S) - NH,

( Cor-timghaimegeuliciBageertablesyia pikaplvaiig or profiRe KeEeD) -

RSR6N( Ghigdigeed i 6omipbhdsnthe fofriida C8) cycl oal kyl ,

(Cl-Clo) heter oar yl, (C-Clo) he er ocycl yl,
(C6-COaryl-0, (C3-C8)¢ycl og] kyl -

(A -COheter oaryl O and] (C1- @ O)heker ocyclyl-O; and
R is selected fromthe giheuy of,slitabl e substituents
such as hydrogen and { ) al kgﬁl optionally
substituted with one ee hal ogens, hydroxy, -ON,
(C-Co6)al koxy-, (C2- 10 4. al kenoxy,

(C1- C6) al kyl -S02-, NH2-,{((Cl-C6)alkyl),; " N,

((C2-Co) al kenyl )n-N-, ((lEfZ Co6) al kynyl{h"-N-, NH2(C=0) -

( Gonefei & Ké/l C( N'o cﬂ"lélg Su%i!ﬁéck Xél CN') ﬁlbg 1; (Ca- Cw)al'yl (Cs-
15 g ,;)%}rgchz@%r s % %[oary %&QCZ OGQT Q#( @ﬁ)’),-ﬁ)ﬂglb}ﬂ;{g O soscioatioh,
( -d@s-g@)aadl ngl-C@mci@r)ocycly( @2(@6)@[1%@@ -a(eO:qﬂi))nally substltuted by one lo
( GRrebB)RbIK Yridslias(ifds éndent(y@&e@d)f}dﬁyiﬁé n5|§ hydroxy halogen,
T ML «
(@w)@@)oakwewmreto@a@) GeCroaadionis) & rayily oty b ‘one or more
- 20 ( Ghoiéife} adldcyd@nGalkyen, o (E2c.)dlB)-al kenyl - O ( C=0 -

g % ggawpébenoﬁ c%?ofﬁé%ngigg g%kc?/wkerem K Ji (C,-Ce)alkyl is aptionally
( bty BY é‘f‘%)é? yihree \gitabls; WO*ePsSamewd%!y seleeted Jeom the group
opdohgistiag | of BalBS hidroxye chntiwd, aHTW, afCi-phaiky, C (OFCHIKRRL HGFs, CF30-,
(C1-Gglalkyl-NH-, [(Ci-Celatkyl]-N-, (C1-Ce)alkyl-S-, {C1-Ce)alkyl-(S=0)-, (Ci-Celalkyl-{SO,)-,
25  {C-Celalkyl-O-(C=0)-, formyl, (C,-Cg)alkyl{C=0)-, and (C5-Cs)cycloalkyl;
R_a is a nitrogen linked (C1-C1o)heterocydly[ of the formula:
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15
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30

carbon atom by one to three suitable noieties,

i ndependently selected fromthe group 20 consisting
of hal o, hydroxy, am no, -ON, (Cl-C6)alkyl,
(C1-C6) al koxy, -CF3, CF30-, (C1-0Cs6)alkyl -

[(Cl-C6)al kyl]2-N-, (Ci1-C6)alkyl-S-,
(C--COalkyl-(S=O-, (01-C6)alkyl--(S02)-,
(C1-C6) al kyl -O- (C=0)-, formpt, (Cl-GC6)alkyl-(C=0) -

and (C3-C6)cycloal kyl; R5 and R6 are each

i ndependently selected fromthe group consisting of
hydr ogen, (Cl-C5)al kyl, HO (C2-C6)al kyl and
(C3-C8) cycl oal kyl, or R and R6 may optionally be
taken 25 togethng\\th he nigirogen atomto which
they are attached to~§or to 8 nmenbered
heterocycle; n is an jnteggr fromzero to two; and m
is an integer from to_two; or the pharnaceutically
acceptabl e salts ofP”sol wates or prodrugs thereof. 30
Di scl osed are pharnaceudlcally acceptable acid

addi tion salts of conpoltifds of the f(rnula 1. The
adrels RV edlectaainfrdde tHaSErokipt & itaia E@shitléntd) RasBe Byikdged| halo,

RfdfoRy) t-@@'l—ﬁ) @.‘.‘: 'Cd)alkﬂcter& g%l@l t?)‘fﬂMa Y beﬁtﬁ&}gd @Lhoornﬁ [tmtnnleé ﬁuo?od {Cy-
sSe CO ound di's
ﬁgﬂ""f‘bﬂ’ nafli ﬂ’batﬁ‘&?‘{ i“"5'i‘1 0gg|tp dhreg figoro, HpG-g (%d?ﬁaﬁ‘y'rﬁ KgO)-
BiRAE@eBo| dGi-CatlkyHQBENDt alt eComiy/loMs; (G- Upkasi+ h& R°N(C=0)-,
R ng' hfe@ﬂ)& ; (@@%)%oalﬂ%t r(@'&-@ao h%iél‘craﬂﬁ e, (01—C1o)heterocyclyl

. u e, ﬁ 0S

Radio bl o fpBoah o, Weicolshid: sa st Pioger s an
succimds éelecﬁ‘?ﬂ e thef qiptier A tseitablyl Wbeituents, sugmes haraee and (C-
bgagDaptienalysibRaneskity B ad Bree hebiims aitioky Nat 9601—Cﬁ)alkoxy- (Co-

%@ﬁ&@sugmﬁ%@ﬁ t%gen%g.“! 3@9 { Q. anecgé% @rn (Cor
IR R 4 eCOAECAIN <en0@am>gurs$-@)orcﬁupaanlenw-
{TrONehd-Caklkizadad-(C4mad,  ({Tas)beynytEed)NaS ((Ragamriry)te(C=0)-,

(¥l LDk Gy %C@%Heﬁﬂ (G0, AEERRERIVRCRIS (iRl c-0)-

APPSR ! HGT PPN forGontiaeevidarol (grapalor
€ael0- cEafaalkes-(CS0IEh, NERCTHakINg-(BaR)E-S ACH-Sa)ay-O(C=0)-, (Cr-

CoeHi® (chof., ar G(CQQE)alwan-@dO‘i 0 th@%%‘i’&ﬁtbé@’ ff@e-'ﬁm)aryt.

accept abl e cations such
gTEHrggmm??fagigfgﬂgw af, pot assi um and sodlun) and
al kawrﬁ@me%rqrﬁ Rhanay] eaerat)q eigngllis sebstituied opiaaypliphalic o aromatic
BN e BY ,one amtme? lsmaellé HESRE,- M&p@&deﬂﬂ;aaél&@edaﬁ&% ttrheogroup
such.,as u a

Rifbiio o B> npSr B AR (R BP0HIRE (8 kg, U B0,
Erraraad EUI- ﬂ@aﬁﬂ?’%&'a dEabdky-Br darfalirhiSnel. (ADiCalelyéR0:2)-
(@h-SQaleir O (pa)s S@ 81y IPT-CHBIRE (=100 2 bnd(CHDASYclobIRA;S

cont gisphpee %%Ety ﬂﬁep%ﬁdenﬁpggi)é&lé?ql%motke tgp)%p cgﬁsﬁgrl;ogaofjhydrogen

@Qrofgqﬂ%ng ?Cz-&alawml (- traygpdion a5 Rhend o'%%\mﬁw ol be taken
pyatigr wijis thePritoehen gommywhichctheyd erecataphadnd Sormnb r i tnmambered
ﬁg@&@u@Cld resi due, or a polypeptide chain of two or
nor e e or . four) am no acid residues

whi cﬁ“%%'&"%%e‘”rp%?fsﬁ‘i‘r”y 3"di ned through peptide bonds

t o f el an integer from one fo two;

or the pharmaceutically acceptable salts or solvates or prodrugs thereof.

Disclosed are pharmaceutically acceptable acid addition salts of compounds of the

formula 1. The acids which can be used to prepare the pharmaceutical acceptable acid

addition salts of the aforementioned base compounds disclosed are



am no, hydroxy or carboxylic acid groups of conpounds
of formula 1. The am no acid residues may include the
20 naturally occurring am no acids commonly desi gnhat ed
by three letter synbols and al so incl ude,

4- hydr oxyprol i ne, hydroxyl ysi*ne, denosi ne,

i sodenosi ne, 3-nethyl histidine, norvalin, beta-

al ani ne, ganmma-ani nobutyric acid, citrulline

t , d
sulr@gér%: \ﬁ@?ﬁ d}}oﬂ%npugr?g%ﬂe ac‘ar 'ydfiﬂ!ag saehnh.pt in Sailft’:{;vhco%tamms_:;

phapragepigaigali scceptab aarwwucfaaﬁ ta@Qh!@m brpwige. indides piraighsuifate,

bisulfaty, pRospagéalaeilat piyospieis] eﬁbgtéib t RetaRb QitRites U iclirdRNtisrrak,
t ar ony car

stcl B Moo G Pl SEER s el bl T ensgpronate

ethgngsuifghaie. | bepernesilinnate qahotya@e@ulmnetegardmoatem 5 Kinhdtitene-

bis-{20hybiidRy-8nbpHIRAted] safls. appr eci at e that conpounds
di scl osed can also be prepared wth certain

pr obieddsed gireg b pRidtibatallswy ideukise Tk chatic) babdsi thatmanbe
use&D 53 %tagérﬁ)sgt% ﬁ)%g[ﬁ‘ﬁlgr ut&: F%ggegtagﬁed)% e? oe?lggt t%ssetgo%%B&%s of

ati e
f°mT‘{ﬂ1!:t5'labﬁéﬁ acigie dy ;5§tuiesarﬁé§‘?ﬁel Heldiorm nopﬁqxtce'eqspxﬁ@ﬂ%weifm [Fych

comipBurids g8uithCndehedid Bise \salts ﬁ\ﬁ% tr%?d@%’buﬂ aWGEot iMR&d o those derived
n rotective n

fon 0 BapRRSiagich] eodHibie ShEhe ool Corc bl sl i o-

potapgilgyand odiume ipet elkaling 94 metph eativombain calcidh sl owguesivay),

amrhHin S RbLsoRbRI BAMSKIIRDS s4I€ -sHeh a&N%é?r@%lJc&rﬁﬂ§ (me lumine),
i SONEers o nds %

and B TS G monaR Larl et AR S oL PReEeerIY sggebiable
organgcenines, di ast ereoneric and ot her m xtures of such

i soners. -5- The conpounds, salts and prodrugs

di Siscsd Plsoagncampasses phasmoestidal cornpasiiens eontayyings prodrugs of

comipB@ridy &f tﬁ@ fdrinBla8 nQbmﬁtﬁhﬂdd é’ﬂf&ﬁufaq 'hH\}mgaf?éia drklfo, Lé@ﬁo@ [RAEbxy or
mhe form e m X

canSRRE For A BB G ProgBRr RECREh WY PHENcLdepounds

wheygiin A aminhexcidgetiged psz bogedtide Faint dres sr eriese.gaswo, three or

four ﬁﬁan e r@éldLﬂestv@thhorﬁW h& c&)%fenﬂ!ﬂoﬁm@!i WrbuR- peE eStQJnHQ to free
usual L%ﬂone t aut oner redom nat €s. vVen

amingh STG e Ue Bdd grups PhedmPaURd of fermads dsdbe .awaoteféﬂ
residileb nagirichde the 20fnatunaly pccmsagtanmmrmma ok mobn eestgnatep be itode

: Iette‘iel s§vrﬁ‘t5{:>tlsp(‘é“:dr élgo mﬁlh%éj ﬁt l%ﬁl%xw%m@ %&d%?!){()ﬁ?rl 2 8«%&% %Bdetnl;b%lne

n the
3- m%m'“wstﬁﬁﬁr e@P%@l@ t (ge- t [fa8ingr o gpMEaRMIIOBYTise aqﬂfémclta&"ne
homiotyBtelir@yl hemderind) dMlth@eianMeﬂdimeCBLmSHIeOmr@é%lso may include

com?!)d’n(ag 'ﬁn%Fﬁli carb’g‘ﬁa(tgsp Icar ama esrgrfm%gs ta(r)'udcﬂ( és ers Whlgh may be
covalently bonded to the above substituents of formula | through the carbonyl carbon
_prodrug sidechain.

Disclosed also encompasses compounds of formula | containing protective groups.
One skilled in the art may also appreciate that compounds disclosed can also be prepared
with certain protecting groups that may be useful for purification or storage and can be
removed before administration to a patient. The protection and deprotection of functional
groups is described in "Protective Groups in Organic Chemistry", edited by JW.F. McOmie,
Plenum Press (1973) and "Protective Groups in Organic Synthesis”, 3rd edition, T.W.
-Greene and P.G.M. Wuts, Wiley-Interscience (1999).

The compounds disclosed may include all sterecisomers (e.g., cis and frans
isomers) and all optical isomers of compounds of the formula | {e.g., R and S enantiomers),

as well as racemic, diastereomeric and other mixtures of such isomers.



o he Y m&m@f“?fqam triglgd fpo

can be separated into rotationally restricted isoners.
The conpounds di scl osed may contain ol efin-like double
bonds. Wen such bonds are present, the conpounds

di scl osed can exist as cis and trans conflguratlons
and as mixtures thereof. A "sBitable substituent" is
intended to nmean a chenically and pharnmaceutically
acceptabl e functional group i.e., a noiety that does
not negate the biological activity of the inventive

conpgyg %mp&”ﬂg SAik ta%ﬁ' ;ﬁoé}HQé HIS%IU&W cc‘an l%? 3%9&51' BeMeric

sel ect ed b¥ t hose ski | us rative
e npfietingg esef]P*ta&BI"é'”% u‘B'@t' |at‘%??t ketq mq ‘Eﬂi’é""eo‘i?fm &P gpRypetric
isbimeist et froxtivas ahegead UK suchp edftdrakaicoplrkey kargheuipduded within the

%%Eé/ %}él'c%r QaLrglﬂé%erg Qgtpa% m%ul@él of &' Qdfcpﬁenc%e!(ﬁ%}ﬂlluh&r %u&ﬁd form,

gr oups,

u&p&n B?P’ taéqtq@qrtqqud@n@a@gpéverhﬂpgg@on%%@p@r n@y)}qe Qﬁscrtbed that

- . dieabRdaadyde AFtOUPSers B HeOpr¥sdit cHRbRMOAIDN:BKYmPIe 0 RStautomeric

Elg(ﬁ]rg}élwhgr Rhgtaedrr lr?g{sh’g;g‘%_%_g%ows, ar al koxy or

et er oar al koxy C=0 - groups, am no groups,

al kyl - and dlalkylanin@ groups, carbanoyl groups,

al kyl car bonyl group (/hrkmmycarbonyl gr oups,

al kyl am nocar bonyl droups{ di al kyl am no car bonyl
groups, aryl carbon ro aryl oxycar bonyl groups,
al kyl sul f onyl ups, nNaryl fonyl groups and the

i ke. Those skilled inIthe art will appreciate that
many substituents carmvie substituted by additiona
Sndxxilied it @rtagt wilppredigis thaAieBioas c&if alsbe balh as Wautomer -
2004/ 058270 PCT/IBZOO 006254 -6 substituents include
those recited in th éfkn ti on of conpounds of

Formul a 1, incl udi rough R7, as defined
her ei nabove. As us here n, the tern1"spiro" refers
to a connection groups substituents

etc., wherein t@e con ction @an be depicted according
to the followng formu a As used herein, the term

“al kyl," as well as td | kyl noieties of ot her groups
referred to herein (e.g., alkoxy), may be linear or

br anm@@a.sélééée %r@actmﬁﬁ&rhé(ljs Atﬁipk%hnersneferterampourﬁg Bf BXia | that

secon utyl, tertiary-butyl);
%SmS sui tabl e

f?Pﬁﬂﬁgc:égn%ﬁm disC Fﬁn rﬁ%s 31%2 ann ole\M ni%(e? ecﬁn&dg Wﬁm QIcR bonds
arg praseefo tr@n@m:@wyds diiclosed pmmbtoaeycua @ang @anwrﬁgmvonsm as
midiifRskeregach of said alkyl" as used herein refers to

any of the preceding alkyl noieties within a group
such al koxy, al kenyl or al kylam no. Preferred al kyls

i ncl Adsuitbld -sOR)iabdeyls, inteRye@ BI Rk aecsﬂ.e.ﬁfmny (4l ,%)n%c&mkauy

' a@@;ﬁaﬂd"ﬂﬁ&mr@ ?Ioﬁﬂ fe? da %F‘Stgqﬁét I'(]Z%e %rTQ é\P%att%% énoﬁsglﬁ% activity of the

her ei n,

*"m"&wowemaﬁs e %Ptr’%suéa\h@e@y'@yub@ rouiBlyrsiclected by, iose skiled in
the yut.l: iinirativy kxanples bfohitdbie | sybstiene lﬂﬁﬁﬁe}’ﬂ)ut aﬁ'é)ﬁgt: lﬁghé‘d(ﬂé Ihalo groups
E:é?g Oghjg)%?r?bs ﬂfmg&r&@{ﬁ%yyér Lﬂﬁ{%lkﬁ B}?ouﬁsylalken groups, a‘kynyY aroups,

By 0%, 50 DL AAYRols o, R eowso sbpnomamyl vl o
hegsresny grougst Aoyl oF Yetgoaniiady grangs, laraddl of helerudbiryl BrosiSardsky or
he@?&dréﬂfé?} bbb'l:ll%u bﬁ)t(bt"@} Qﬂ)up?yan"lmc; groﬁ%ss lélk%!- Prtae dlalkyianhno grgups,
ca apnfsnrll ro%gnneaaﬁilf@?rbonw gljrcr)]u%s aikoxycarbonyl groups a!k)damlnocarbonyl groups
dialkylamino carbonyt groups, arylcarbonyl groups, aryloxycarbonyt groups, alkylsuifonyl
groups, aryisulfonyl groups and the like. Those skilled in the art will appreciate that many
substituents can be substifuted by additional substituents. .. .Further examples of suitable



(Cl- Co6) al koxy, (C6-Clo)aryloxy, trifluoromethoxy,
di fl uoronet hoxy or (Cl-C6)al kyl. 20 As used herein,
the term "hal ogen” includes fluoro, chloro, brono or

wWPHesRk27h | uoride, chloride, bronide or iodjp ﬁ’?ﬂBﬁ%morzﬁ
used herein, the term "al kenyl" nmeans straight

branched chain unsaturated radicals of 2 to 6 carbon
atons, including, but not Iimged to ethenyl,

1- propenyl, 2-propenyl (allyl), iso-propenyl,

2-met hyl -I - propenyl, 1-butenyl, 2-butenyl, and the

like; optionally 25 substituted by | to 3 suitable

s ulsgihstipentnineluda shade frécitasidin diodadiniancdt carspdlihdsoif Fomelal P MBluding R

t r ithrbugl RO BRddANdd hefeRAbotB) al koxy, (06 Clo) aryl oxy,
0 Cl- C6) al kyl

trlfluor t |quoranth

used hergrgmpﬁﬁ&h ““h|ﬁ§ﬁyﬂﬁﬁ¥ OJ% pngftip Pﬂm?%'W@aﬂmms
st reHisHentsic. herpie Fhe&orm@tm@@rbb depiatduaicmrdirgdd tbafolowingvdrmga
one triple bond including, by not limted to,

et hynyl, propynyl, buty and the like; optionally.
substituted by | to 3 suiftabl e|substituents as defined
30 above such as fl uoro, , , trifluoronethyl,
(C1- Co) al koxy, (C6-Cl0)aryldxy, trifluoromethoxy,

di f |1 uor omet hoxy or (Cl-CB8 ‘ M0 2004/ 058270

PCT/ [ B2003/ 006254 -7 As uSed the term
“carbonyl" or "(C=0O" (as used phr ases such as

sal kyl car bonyl, al kyl -(C=0 - or ~akkoxycarbonyl) refers

t 0 L:e holdad ﬁérelf'?fthé f36n g0 agWeI%sythé Qkyﬁmougt%‘; ggoqhepyllo%;s;/referred
Pt e G R AR et R LA (R

an nawwy isoduiylh sepacdangubi prertiaireutg p roptioglly sybsituedi iy Blte 6 shitable
equibsilent by dbfiddnasbvlesiRh NasA Siudrd=iero, trrﬂuoromethyl (C1-Cs)alkoxy

102, OIS Gl By 05, . s sy o o
heFBY' FPS{USECHASERN Tafeig R BIVE! BisrimRseringaig moigtieOyithin sgtbereduch alkoxy,

whekeiyior tikyardiron Brefeared A18#s incRIdG(CG-BERRN mdteQhafenat 612 (6, ~szialkyl and

ra ught as a carbonyl rou
Asmggtg}eféﬁ@tpar@lnﬁtﬂ% D& &ﬂgﬁ) g yl g P.

"(G - Ay 'r'sf%@ F‘G’Eﬁ@éﬁﬁt et "y fpferaNp 2'mane, hipyelie onigeyslicrratbecyclic
15 medny @@.9. cxtbpwall, ayflottulyk ciabupeniyl acyetblicyy, cyEEhShtyiatsipbety), A‘-37ci0mcmyl
useﬁ:mb@ieaym '&:ﬁ:%hé@ﬁ)m aEJWclo[z"zB%ﬁtaﬁV O”thﬁto 3%d| o% L
% |O t h tetrah ronap X
o SRy B, o 0 Bkl oo e Sorog rfsl%d %nﬂona"v substiuted
uplf dpp e Mﬁtﬂq W@@m@ a3 dafised] @bive ctictn bo fleors LmlwrtaSﬂﬂuoromethyl
fl mm)alkml(oma)a@mxyfthmroﬁﬁmmydrﬂuméﬁém bqbk@

20 (C6-Clo s\é{i Ré&n thJ.f fe d—In Lﬁﬁ%r Cl{‘?? orcr> r% I.orﬁeler%rp%gr 19cf<oy or(i)luonde

(Cl, C8) 3
r g P@m5ﬁ°HWUWat|c heterocycllc group usually with

one het & gat daeiethe aéred afkeny sanSstadight M branch&tE ciidiGhsaturated

| nrRREE bi 0 6t @rbeRbEmB ShG IR R hotlifed to ethenyl, 1-propenyl, 2-propenyl

+ (allyl), .iso-propenyl, 2-methyi-1-propenyl, 1-butenyl, 2-butenyl, and the like; optionally

.25 substituted by 1 to 3 suitable substituents as defined above such as fluore, chlorg,

+ trifluoromethyl, (C-Cslalkoxy, (Ce-Cio)aryloxy, trifluoromethoxy, difluoromethoxy or {C+-Ce)alkyl.

As used herein, the term “alkynyl" is used herein to mean straight or branched

hydrocarbon chain radicals having one friple bond including, but not limited to, ethynyl,

propynyl, butynyl, and the like; optionally substituted by 1 to 3 suitable substituents as defined

30 - above such as fiuoro, chloro, frifluoromethyl, (C-Cglalkoxy, (Cs-Cyglarvioxy, trifluoromethoxy,
difluoromethoxy or (C1-Cg)alkyl.




aromatic group may optionally have up to four N atons
in the ring. For exanple, heteroaryl 20 group includes
pyridyl, pyrazinyl, pyrimdinyl, pyridazinyl, thienyl,
woHodlessigi dazolyl, pyrrolyl, oxazolyl (e.9perrg2003/006254
1, 3-oxazol yl, 1,2-oxazolyl), thiazolyl (e.g.,

1, 2-thiazolyl, 1,3-thiazolyl), pyrazolyl, tetrazolyl,
triazolyl (e.g., 1,2,3-triazolyl, 1,2,4-triazolyl),
oxadi azolyl (e.g., 1,2,3-oxadiazolyl), thiadiazolyl
(e.g., 1,3,4-thiadiazolyl), quinolyl, isoquinolyl,
benzot hi enyl , benzofuryl, indolyl, and the |iKke;

opt i onah$ psesiubesein,t the eetmbitarbordyd o8 JukbARAE usddbBt phkddedbiseh as

as @@k ] i =0 moi
£ R nen MYIOR & dheipril MRy Helofliof e om0 moy to o
¢ PPPUCMBREHED o G710 BPBREPHibS naricpEIe:es) AlGaprbonyiamino
Pafitsi slkpaiG=P)-BHefrefersdd dnetlior cabayateggrouns Thenchrbiahel group is also
50X @gulalehly b&InE@ ARt as RIEED)TY lakyicdrty 25\'}{*10 EidfsY b groups such as
th%§§9%¥4 and pyrazolyl. The term "heterocyclic™ as
uséd herein refers to a cyclic group containing 1-9
car bon AntssthieraiRdhe tefrp "ag0"keused berein tormeeas @l doghie bontiedoxyden (=0)
0, reﬁ_(cﬁ])_)whe&m tiNFhonEpatiel BS: daffboﬁblﬁl’_ﬁ. Bhd?]QhSra_diBQ ciarﬂélédlﬁiﬁhought'as a
aZ%&beg%hp tetrahydrofuranyl, imdazolidinyl,
10pyrroll 'Q%] piperidhnﬁl iperazhgsl, oxazol i di nyl,
P azol {1HG herbpyResml (Gr gAY QA ErBogbN iy ieed hereh 5 mean a
t eradighypfithefolmidai nyl , tetrahydro- thiadi azinyl,
~nmor phol i nyl, oxetanyl, tetrghydrodiazinyl, oxazinyl,
oxat hi azinyl, Indolinyl, i$oindolinyl, quinuclidinyl,
chromanyl, isochronmanyl, zoxazinyl, and the liKke.
Exanpl es of WD 2004/ 058270 PGI/LB2003/ 006254 -8 said
nmonocyclic saturated or partiﬂ | Y saturated ring
systenms are tetrahydrofuran-2-y|
t et rahydr of ur an- 3-yl , inidazollﬁin-;-yl,
i mi dazof§ HieA-herelp thejteimd g Pearsnarerafc radisisrsyph a phenylyiaphthyl,
py tatra‘iéﬁgthiphfhylyihdanmanm Dk itk dptichalyl subgtiiuRe by o to's slitgble substituents as
15P! B&ned ! dbove p l 5, Y az-Ne s y
~pi gﬁr azi g]?‘%- ??h?g ﬁ:s ngrogog i %HOS% ?(/+'ﬂuo%h%fﬁgx ;(?bFT]’%\Ii}Qﬁ?’Sgcg‘ilc,m)aryloxy'.
i s ORI fTeromEtng i o (G fei n-3-yI, 5
1, 2- pyrazeed térein,2hg/ferm "heBropyl eeferd tb @i arofnajd heterocyclic group usually
t hiviai shehipleRbioR-splectedlira 83 4AMNYA KLY, 53 1BaifonXé said heteroatom, the

ol ARt Dok i PLORRESY B B Ll vt
2071 govReiNILIES YOy, yrerioyl.- MImidinylApyeiseinyin thgenyil furyl, imidazolyl, pyrrolyl,
1, Byazely Xead. i, BaNarolyl-yd-oxardlf thiezdyl (6@, 120kibIYRH [3fhiazolyl), pyrazolyl,
CoEE Mgy 62 ARS8 DR LY, 120 0mamnn
de?‘f i@ﬂ’l'lyi e &ddedRRoly) qypeyl EMMBPY, benphictidr Rareatiyi indolvl
( Cand3B4 sitek optipnally @hsidited by v/ tooX yuitableDsubstitdehis Gxs alefirieh @dove such as

- 25di fldoﬂf.)E%th&'?ém&ﬁyl;ggk@g]éhkye%jom)%icrﬁgﬁtﬁffu%%methoxy, difluoromethoxy

het er.o ljc ncl ro , D
py?rr(gr-{%ﬁm)(h ’al‘lbflulalé\?s?rafﬁﬁ% I':etebq%yépra&q%dgﬂll}aﬁr?aazolyl, imidazolyl, pyridyl,
moinishidi furiythiazalyl endayeeoliiet er oat ons as used herein
. refers tm éé\ﬁﬁa&o@a@" asNﬁéd MRGA Rk o MoyiRoRILS cdritainiy 1-0 carbon
ni : u - >N refer 0.4, ni gen .
o co_tF'lttB'g? ﬁ'ﬁhn %R’t \/vo&%rg (r%g’gfgos‘ ﬁ'ﬁ%%f'?%"n@' é’n%@"ﬁr egxsampteg ofsuch rings
30 ni IPee R2RERY a tgfPhgrabnyl dmigazolidiny, EpiyetiHinyk neiperidisylu Siverazinyl,
hep-ekaidingf etge_&olcmys p@edzblidhyig reicibr@SnyRf tetramamasyiOtetrahydro-
US BifadibsihyP t e S er e
co%ni %@b’@eﬁa@ggﬁg‘l %xé?@ﬁ (_)!rglg5 %\r? ??él&@gll aé@ggﬁ‘bg ?? tﬁ%énﬁ? indolinyl,
suCH LY, adpciqiny, chipmany}. ispebromagylpeneaxardi! S0 e ks Hxamales of
cognhi zabl e according to conbinations of various
substituents, such as all conpounds wherein R2 is
chloro and Rl is



(Cl-C4)al kyl, optionally substituted by
(C3-C10) cycl oal kyl . The phrase "in conbination with 20
each of the aforenmentioned embodi nents" refers to

wePlibiRadhons of the identified enbodinment iﬁzﬁ@%ﬁszy

enbodi ment previously identified in the specitication.
Thus an enbodi nent of conpounds wherein Rl is

(C1-C4)al kyl, optionally substituted by (C3-

Cl10) cycl oal kyl "in conbination with each of the

af orenenti oned enbodi nents” refers to additional

enbodi nents conprising conbi nations with each

entsaidi maatyclyr eatireied| oy padielyt sdtireidd ridf dysteinbeare tetrahydrofuran-2-yl,

Sp@&ﬂaﬂ;}d%ﬂélﬂﬂw TII‘HH§zoEu§rh? II r\%ﬁg%'luﬁﬁbg OWI(F!:@G? F(Q—r}powprgﬁﬂln 1-yl,
p(r&g 't?[ g) nggpl dif- 1514 plpwlp\é} E}’n Riperigin- g@jy mlglp-@yq pjperazin-1-yl,

( CZB*P@E@') éyel oabiRgrezinad-d, opd-pawditihp-yl, s idogiazdlivibed 1(Bythiasokiin-3-y,
5t 0 1j2kpyRenliginiyRb| £3-BRdBildina sy, i ndem%ﬂféﬁ,ﬂsdnm s e £etAghrddigR-o-y,

Igj S%éﬁgmﬁl‘r(o‘ﬂ'ﬁe&ﬁ_ﬁl n% Oért %cﬁarz%?((yé Imgrk | ﬁ“et@]‘@?rodnazm -2-yl,
NHZ 3@@)@0‘1@9%@& @673&21@@% 186- o(«@@azm@icym o kijke; optionally
wheorgginingstior? (6oBleGofiJsCan loptahdiy kuﬂsﬁtut@@by Oﬂ@h|shl|tabie substituents as
Sugéﬂnba Lgb%\ge SQM'\ %ea@;’o ”Bﬁo‘?qr”&h&%n%f {(])e F:E}g? &Encm)aryloxy

haI |nven

or SURRS &ﬁﬂwerg PPk h (FCelaliv apr@mea merocycncs include
optqtfelwétofuyanylsmidmlumnmdw plpEiGzifd Bydanytbholipher ei n sai d
( G - G4) Rikrkyeh h@t@roﬁt@ﬁs Q@L@ﬁé‘ém 2fefs 18 RIU :Q@é”dl NH wherem -N= refers to

nddned dﬁ'e P Tpba e g On rUBRCoiRgs g 5o
hyéPr APRPIeT panGgen oneRd. ( CL- C5) al Kyl . | HO( CL. O6) al ky! |

155 % C6) jﬁniby&ilmblliﬂ(k 45 Shd her&iﬂ‘l%(eﬁ:t@kpeclﬁga Qﬁbuplgﬁz:oﬂ:&ﬁ%%ds B uses into

op tulsrg%tg éﬁﬁ&ég%@s \élxch M&E%n%}a mg? od cgoiqouza%il'e zachr%m%% o¥1e pa?tlcular

SepUElt %f‘d”‘ B ﬁa?P?ﬂj"'éﬁ JF g 9{‘&&= @UF&FWPHGF& apgrognizable according to
200dnE8E O REDLY BRSO HRL all-BmpaunaowBsein RAE chioro and R’ is

| n\/@qfﬁdamﬂ Bﬁéﬁ?@h@ﬁtﬁt@d ‘59%)3 dﬁ%]o%ler ab glﬂhx&e w?coglblnatlon with

| haI 9 en
20\ P ﬁ"’bﬁn n %ﬁﬂ?ﬁ‘f"ﬁ?}]tﬁ ofefeEt HY | con]bﬁzat@q% of the identified
enﬁ'@?ﬁdmﬁﬁt Wﬁ"l‘ eptte enpadisTeni aneviouRy identifiechint the grpecificatiole dThus an

( Cém@d@ddﬂetoer(ﬁﬁy&‘nﬁé whbreinf T UL (ﬁda‘kyl) opmglryeédﬁstﬁiﬂed By (Cr
hy @r& k?ln'q'n RZTI!: tl!)lp glﬁtp% c%e&t tlh a‘?e eCth%{?d ii'g’P‘B %lﬁ dﬁf&rs to

e SUbsFTt tefi
( cid 9%Pw9vd'm%#é%°@wﬁ"§&wabwca@qnsm grhygmtiogimeiprayingsi igentified
25 sulnshd dpedifedtio th one to three subst i tuents

d thY i
|n gigﬁgg )ég)é RRhfmt aﬁfzgl”{ Eeno i a %% Xsl(c%&myl optionally
H§u T by 7510 Nyherelr(scaéz( acilfykgr{(]‘4 ?,g)cyqloalkyl are optionally
( ( SsipsyEviopayd t)wree Biitablgingi¢ies Djiependdtily il Ky tHeGril Bbnsisting

((th@@):ﬁ'hklﬁéénnckﬁ (éQ:-sQ) 1, HOfR Rk 'l@%@é ag'rﬁf@ H NHG=0)-

30 (( @ ngn«a)g;( grl g/zﬁ‘g??c)tcloakq_ e&m gal 63 ygl% 51I[y substituted
( ChY. @8 PamRiE mpicligsselgpted frqngizelags), af (0rGpbikf-c=0) -, ( C3-

Clo) cy clreaihveytion( GrKkar providb<Ctontpotda Gk GHHRA Y| ¥ CL%I’ soptionally

g%’bﬁgﬁﬂb g@:%; &hérgﬂr é&@éi&g Erz %"F‘ré’ z@%ﬁ%e)dpnonauy substituted
( it Igl}e_.@qg_tles @EP—BQ%)‘@I R%}qzctedq'@a:@)a group consisting of

35 ( O2vd©8y. diblkegamy CNO(GCsBkyl, HG(C- Cﬁe)uad kS Pypbedkd- HIE D), NHAC=0)-, (Ci-

( %QM%WQ&;;O@L)&?&IOB"QQ oi)aﬁl éYfﬁcﬁ% e(cloalkgl Is optlo v\ﬂ”g substltuted by.
LrenbeisnrmCRe olCy




15 ring aliphatic or aromatic carbon atom by one to
three suitable noieties, independently selected from
the group consisting of halo, hydroxy, am no, -CN,

yl, (Cl-C4)al koxy, - CF3, CF30,
”?’cilh"%§ {]kyl INH, [(Gi-Ca)alkyl]2-N-, (CL-CAYalRyrogess
(Cl-C4)alkyl-(S=0 -, (C1- 4)alkyl - (SOZ)
(C -CG)al kyl -0 (C=0)-, fornyl, (Cl-C4)al kyI (C=0) -
and (C3-C6)cycl oal kyl . Anot her enbodi nent of the
i nvention are conpounds in which R7 is hydrogen. 20 A
further enbodi nent of the invention are conpounds in
vvm ch RBloiegveq tind mmgelrbohiemtslatés chripoufebOn Rk RO eyHalogén &d (.-

eﬂj brle}erabm%&}u st"wll: ?éh?)g?d%d ?r[?egwyl%? et'hff o t hree

( CI 64? i ona substi

substit ﬁe#se"]%ﬁéi’@% ﬁf}l@%t"}"ﬁntg@-l Rt 8 Aitopesyinkasi (G:-Cro)heterocyclyl of
hy &rmosg (1), GRerein (RS is @4 ek ary R i iEspetieatlykeractsy frorﬁﬂl@b group of
5( Cluifedip %ukéﬂtueﬁ%ch Fe’lﬁq'f varfogdH ¥md RS, (‘Js?alk?l Whterreﬁg%&j I rﬁ%%ﬂ(yi is

(Cé?ﬂgf‘lfg%h thu%?y ihy C&'Segl Ftl’[éﬁg{sl iag]egpncggntb@selected from halo,
subxmww% quq)aﬂmr 16 €daleaoxyu Katlepldi®0s-, NHz-, (C-Colalkyl)y-N

i ndepesaieny)- S(eﬂz-e:@tamyrs NPINHLELD)-, (TRODBRING=0)EN(C O Jalkyl),-N
(oo et . (- endlf YT RIORER (or
108 ﬂ‘@(”?é'? 6‘1:&‘&: P§/1 R Crrogkenyiierr. &sz@s)alkw (C=O}-, (Ca
hy mmg@-ﬁg&«& qu;:etﬁ;?ﬁawy#oggosamﬂrﬂl §C=0), (Cs-Cyg)heteroaryl-
S“ )L {eh-E0alkyy O%Le( X JaREHECGEH 1(0- JO-, (C-Co)alkyl-
8?‘?%3 E% ol '5)% é{@(ywaﬂ(bg)ﬁgﬁ cmoalkyl (& ~CroJaryl,
NHE%&@GIEVO%'@}LGGMC&M@*D%(@W@) wheyein R'GlayGpfcabllyypk sybstithed on any
1 5( CFF:@) allphﬁt%%n&dhk eRYoT ét@ﬂQ)yNJne l()(t%e GhliBlekRiiMed, independently

% fm1n % c@nlls ¥ félo hy oxé{f amln i)\l (%4}ag<yla(c1-c4)alkoxy -
ni PF‘t‘)g‘é:?Q O |< HYENH-CA(6)- Reallefiotty <§431y¢4)aw §-ofGnflalkyl($39);, (Cr-
OB ok 0o e T SR

P e orats ¢ hydrogen.
20 Ier_llg((EE)fn ?m'l Y %%!g;egl% %ﬁﬁ&l\%gt;@ﬁ{}l e:_e@})n?‘??gun%lﬂ \Dh?éh Fjsls aiﬁlrogen linked
(( @Imb&éﬁrmlx)l of folaQHDwhereiRe s muengbn aml Rl is (T,{06)aky] dpionally
Coﬁﬂbﬁﬁltﬁlﬁtﬁwhmod&hb Qﬂee@b#tﬁ:eﬁs erEﬁéPlg&m Eél&lfe%q’rom halo- hydroxy -CN,

G, | of
gyﬁ%‘@)&ﬂs‘é{ Eeﬁ?al%n?(o& &2§¥4@1 %{%ﬁ gh%{y ﬁds a nltrogen linked
Co¥sEreyilyf PrREdE) pbsds R’ is mgrogensamﬁ g ((-€Ca)atiyl ohtionally
25 onmbktmtédwimems Rkt bubemlichtslinidpaRale Bidcedsi8eaibe Hydd@ N, or
(%%@ yl - (00) (C2- C4) al kenyl - (C=O) -
C—O) (C3- C10) cycl oal kyI (C—O
((C, -C1h 'ﬁ@/’t’%r e jvesfion. e@_"dss compeygdEingyhighy’-ig Tatpgendinged (Cr-
(@mﬁ&@?hﬁ&?&hﬁﬁ?& (Q:g;%:ael?ﬁﬁ is mgjlﬁfgff al?i gﬁ:s%ﬁ{;(ﬁj@i )gptlcmally
Ni $uUbSHAREY WithHhe & thred s 15 r%E;SLQM ny eé&ed aq Ikyl)y-N
an
G T QPSR AL Ot oSy =LA A
i n@eﬁén dentdafkend€F=80-e d(G1Camk¢r@) - CH)=NK UL € EBt@hyi-(C=O)N-, and
E%ﬁ%}l@ﬁﬁ)kl?ﬂ) ). - F(r@e@ly R® is a nitrogen linked (C-Cyo)heterocyclyl of fcarmula
(SRR € 0%Eh bhd B U cpmlbr Saral e i s e e
i n%ﬁ?qeﬁﬁ ingegendgitly Salaet from Wiz HCFE)aligle- -nNHAGrfdn (Ci-Cq)alkyl-
35 | | (@kOIN-, nT{(CECHAhB-TT)C] yI of formula (111), wherein
R4 i's hydr 99&430@%%0'?&0%&5( Sny wh%f‘?t konal] ¥|itro&ecr)1 linked

h
@é%@ﬁ?&%ﬁ%’%}" 8@?@8%‘8%&{%@ ('%1s '@Zl')Oa?fkﬁﬂd F? ((yH4)3lkyi optionally




(C2-cA)al kenyl -(C=0 O, (C2-C4)al kynyl-(C=0)0,
(Cl-A)alkyl-(CO -, (C2-HA)al kenyl-O (C0O-, and
(C2-A)al kynyl -O (C=0O -. Preferably, R3 is a nitrogen

“@4{3’,5‘}2&#7 1- Clo) het er o_cycl yl  of fornula _(I I EFTIX\?@Z%&%O&S“

ydrogen and Ris (Cl-C4)al kyl option
substituted with one to three substituents
i ndependent|ly sel ected from (£4- C4) al kyl - (C=0) 0- and
(C -C)alkyl- 15 QQC=O -. Furthernore, the invention
provi des conpounds in which R3 is a nitrogen |inked
(Cl1- C10) heterocyclyl of formula (Il11), wherein R4 is
hy eubsiietad aitrd of/tol tred Eilbsidone ikwperﬂﬁhtly%ﬁbtlad/ from (C4-C4)alkyl~(G=0)-,
su@;‘ktddamgrgﬁj CWD§ h oneeg@er 6m &Q@g%' t uent s ro)cycloalkyl (C=O)-

| ect I
' ggsggsﬂgt F%lyf’(%cﬁk L el ypgdcyé}ﬂo@?a)h Sleroany(C=0), and
(Cmte@ra@yvh% ie p otrpgen Jinked QC Thghgqieresyelpitof formwtn(ll), @hereidlRS 8 hydrogen

orrru

5Pr e ﬂéﬁs Q’g@&oﬂéi fs@EéﬁMle@ v&tllh)on\ghg rtl"?éé']sﬁht'e%tsalp endently

N Lgsan L ihe A G Cio) ReLeteqily gL (€ e HEOGFEO-
coE%Fsut)qrﬂgcrm anmfzeowm@@ammmal | B2003/ 006254 - 11- :

HO COH Olshotheembodient}of tHEinVertibn Q@@om%s%ﬁich fHs gnﬁoé@ linked
@‘I»r%oo)f%&%%(cqﬁ gf @Jﬂﬁllaﬁ(ﬂlg%%gg\ﬁ%is {?gc{g%r} a 1 %‘C\Agf)aliyl optionally

1°f oPYraftdeq i °“eé?1tﬂreR75U‘?3§t“§P*SrﬂéePﬁF Wrielebtad Bere (@rfsBikgdC=0)0-,

15

20

c ott-Eapkerty(S=0BRD ¢GAtRIghy-{@ONDH, J(Ct-L)alnereion., R8,-tgakenyl-0-

ni {d—@%%hd'(bp&fﬁeﬁ‘(yﬁ% (@3(99- hlertei%Fa‘B ylgi Wb nﬂgqet‘l%@y & (gm)f\thémcyclyl
slect dfromt cons

%5?"(" ig?u) i] @'RS? (c.,@@ o} piggally SObstituted with one fo

three substituents mdependently selected from (C-Cylalkyl-(C=0)0O- and (C4-Cj)alkyl-
O(C=0)-.

Furthermore, the invention provides compounds in which R® is a nitrogen ftinked (C4-
Cio)heterocyciyl of formula (Ill), wherein R* is hydrogen and R is {Ci-Cyalkyl optionally
substituted with one to three substituents independently selected from (Ca-Cw)cycioalkyl-
{Cs-Cro)aryl-, (C,-Cm)heterocyclyl- and (C;-Cyo)heteroaryl-,

The present invention' also provides compounds of formula () wherein R3 is a
nitrogen linked (C4-Cso)heterocyclyl of formula (IV):
0

RT

\N l

)\ N

O T/

VAANAL- (v)

and R’ is selected from the group consisting of:



H3CO v \} H3CO-~/ \} OH }zj HICCO Y \z ~O~*Y . \(
and SS OHOHOS Z OH Also provided are conpounds
of formula (1) wherein R3 is a nitrogen linked (Cl- 10

Mﬂ@éﬁjﬁocyclyl of formula (1V), and R7 ispﬁg%ﬁ'.l'i“%%zs“

provi are conpounds of fornmula (1) wherei

nitrogen linked (C - Cl10)heterocyclyl of formula (1V),
and R7 is selected from WD 2004/058270

PCT/ 1 B2003/ 006254 -12 ~N HpN' 'v \j , HaN Z and HEN
~/ \ OH Finally, the invention further provides
conpounds of fornula (1) wherein R3 is a nitrogen

i nked ggl- Clo) heterocyclyl of fornmula (1V), and R is
sel ecte ro H 0 The sen

i nventi on %\ga proviédés Heonmpoinds oj f’oHM? ,

wherein R3 isla nitrogen |infged (G -G o)hetegocyclyl

of formula (I1V), Re is selected fromthe grou
consi sting-ef . HO \ x2OH HOC | ,HO , ma, OH OH
OH HO Hand IS gel ecte ro §t he grobp/c%sisti,ng
of (Cl-mf:mnon I Hsubstituted by (C3

OH

o

Also provided are compounds of formula (I) wherein R® is a nitrogen linked {Ci-
C1o)heterocyclyl of formula (IV), and R is

vl

5 The present invention also contemplates compounds of formula (1) wherein R® is a
nitrogen finked (Cs-Cio)heterocyclyl of formula (IV), and R’ is selected from the group

consisting of:
HaCO/Y\§ , o 0/\{\% ,

CH SH

Haco/\/\g . Haco\/\g ,

Ol

H

Hac/\o/\[/\§ , >]\O/\|/\§ o
/L OH OH - '
0/\}/\? .
OH
_ Also provided are compounds of formula (I) wherein R® is a nitrogen linked (Cy-
10 Cyp)heterocyclyl of formula (IV), and R is

Y

o)

Also provided are compounds of formula (I} wherein R® is a nitrogen finked {Cs
Cig)heterocyclyl of formula (IV), and R is selected from:



10 Clo)cycl oal kyl, wherein said (Cl-C4)al kyl or
(C3-Clo)cycl oal kyl are optionally substituted by one

to three suitable noieties independently selected from
W& S00h4 consi sting of hydroxy, hal ogen,

(dc?:l- %ﬁeﬂ?gf%kyl . HQ(Cl-06)al kyl, (Cl-08)al kyl - %{@8@",’“25‘
NH2(C=0O -, (O WD 2004/ 058270 PCT/1B2003/ 006254 -13
C6) al koxy, or (C3-Clo)cycloalkyl, wherein said
(C3-Clo)cycloal kyl is optionally substituted by one

or nore noieties selected from hal ogen, or

(Cl1-C6)al kyl -. The present invention also provides
compounds of forrruler (I) V\,hereln R3 |s a nitrogen

| i nked (Cl-Clo) het;m of fq 5R7 is
selected fromthe group c nS| st'¥*ng o Hd HO-S CH Zz

bH HonC, HO\} , and OH OH Z OHOHand R is

sel ected from the group consisting of (Cl-C4)alkyl,

optional |y subst iu %(06 Cl®)aryi. vvher ein said

(CLl-4)al kyl or (Ce6-C o)aryl are option

substituted by one tothree suitable rmletles .

i ndepen Bl the ivyention fusherproysscrBray e foaeHRs{) edheraig Rofs a nitrogen

hy dimkest YG1-Chathedag@gclyl Gmbrmu[h(()l\f‘( @da K63 eélek‘.;éb from:
, NH C=0) - NH2(C—O -,

[ nthR is

§C1-(%3ﬁlhlkyl

opt i oAl | CloJcyct odl kyt Wfr\efn:

said (Cl-C4)al kyl or (C3-Clo)cycloal kyl are optignally

substFtyt ed by o to three suitable noieties

i ndepen ntlg: se ectled fromt [
al o

h d ) 1 Cl y ’ and

H&Eg C)al kyl, (Cl-08)al k§/| NH( , NH2( Y\ﬂ/\c;

CB) al koxy, or (C3-Clo)cycloal kyl, %herein said

5( C3- Clo)l'ﬁ"é’ ?ﬁ egé?'nlt erantlof? %Qtdd &L%I l Solillg fI i%rmeuﬁja B}’ whereln R®is a

ogen:
(Cf’tr%"'é?l“@'I(CfCﬂF%?FO"ﬁF'H\?ff@"é‘?}"aa(% corrpounds of formula
(1) wheRéisgel®ed f@mahadrbupagesstihg siked ( Cl-
Clo) het erocycl yl of (formul a (I\/) 25 R7 is WO

2004/ 058?70\4}?@&2 03/ ng % /\/\§
’ * HO H »

and R' is selected from the group consisting of (C4-Cy)alkyl, opfionally substituted by (Cs-
10 Cyg)cycloalkyl, wherein said (C;-Cs)alkyl or (Cs-Cqg)cycloalkyl are optionaily substituted by one
to three suitable moieties independently selected from ithe group consisting of hydroxy,
halogen, CN-, (Ci-Celalkyl, HO(C(-Celalkyl, (Ci-Celalkyl-NH{C=0)-, NHC=0)-, (C,-



-14 and R is selected fromthe group consisting of
(Cl-C4)al kyl, optionally substituted by (Ca- Clo)aryl,
wherein said (Cl-C4)al kyl or (Ca-Co)aryl are

waPiHeidy substituted by one to three sui tP%WIEMOSIﬂOﬂScl

noi eti es i ndependently selected fromthe group

consi sting of hydroxy, halogen, CN-, 5 (C1-Cs)alkyl,
HO( g - C6) al kyl, (C1-C3)al kyl -Nd(C=O -, NH2(C=0) -,

(Cl- Co6) al koxy, or (C3- Cl0)cycl oal kyl, wherein said
(C3-C10)cycloal kyl is optionally substituted by one or
nore noieties selected from hal ogen, or .
( CEel@BYari Wy(Cs-Crolbimipaliyloskemdin bald €TyLG.Qeycladigoiscapidraipudsitsed by
C OO LMISe Mbieeg ERLR fr(uh)ham%"@.r &'(61-&%f|1y§. a nitrogen

i nked é.g)l-%%é) het T OC clc% .of formula (| 10 R7 is, .
sel ected T PGm I’]rlé’e'b?'bﬁ%o HEPS cPHePugss of fP%/%fa%ﬂ) Meggein )R- is a
OH Nfirogey ligkpd (H-GohatBeSycpot famulafdd~~~ \ ~ \ > >0 and OH

§~O S O is eeadiidroR thd group@btiforf rom t he group

consi sting of (Cl-C4)al kyl, optionally substituted by

(C3- C1iE 0 I g wher eiq said (Cl- C4) alkyl ar
(C3-Clo) cy% | kyl "are optionglly bst hé’ﬁ}dﬁﬁ\o?e,
to three suitdble noieties inlMlependently selegted from

the group consisting of hydrofy, 15 hal ogen, @N-,

(C1-GCs)al kyl, Cl- C6) al kyl, (Cl-C6)al kyl - NH(C=0) -,
NH2( C=Ope” (TE al koxysror -,Clos'%yag/délxké/l . and
wherein said gC3-CGt0)cy al kyl *is optionally

10

15

.20

25

substituted b§" one or nor® noieties selected from
hal ogen, & (Cl1-C6)al kyl-. The present invention al so
cont enpl af es conmpounds of formula (1) wherein R3 is a
nitrogen NN (sC1- C10) heterocyclyl of formula (1V),
20 R7 is ected fromthe group consisting of: WO
2004/ 058570 |PCT/ 1B2003/ 006254 - 15 H3C0~~ H3O-< OH OH

. N N -
HS%RCI }-/{1 *s s'él?égt% 4rom ‘the g%_tlll;) claﬁscl:s/ti}zgo of (%1-\05)3]!(39, o%ﬂgnaliy substituted by (Ce-
Cio)aryl, wherein said (C-Cyalkyl or {Cs-Cyo)aryl are optionally substituted by one to three
suitable moieties independently selected from the group consisting of hydroxy, halogen, CN-,
(Ci-Ceolalkyl, HO(C;-Celalkyl, (C1-Celalkyl-NH(C=0)-, NHx{C=0), (C,-Cglalkoxy, or (Ca-
Cao)eycloalkyl, wherein said (Cx-Cyo)oycloalkyl is optionally substituted by one or more
moieties selected from halogen, or (C,-Cs)afkyl-.

Also provided are compounds of formula (I) wherein R® is a nitrogen linked (Ci-

Cio)heterocyclyl of formula (1v),

R’ is
and R' is selected from the group consisting of (C4-C,)alkyl, optionally substituted by (Cs-
Cro)eycloalkyl, wherein said (Cy-C,)alkyl or (Cs-Cyo)cycloalkyl are optionally substituted by one
to three suitable moieties independently selected from the group consisting of hydroxy,
halogen, CN-, (C-Celalkyl, HO(Ci-Csalkyl, (Ci-Cglalkyl-NH(C=0)-, NH,(C=0)-, (Cy-
Celalkoxy, or {Cs-Cio)eycloalkyl, wherein said (Cs-Cig)cycloalkyl is optionally substituted by
one or mare moieties selected from halogen, or (C,-Cglalkyl-.

Also provided are compounds of formula (I} wherein R® is a nitrogen linked {Cy-
Cio)heterocyclyl of formula (IV),

R'is



OH~O0~YlI MC OHand RL is selected fromthe group
consisting of (Cl-C4)al kyl, optionally substituted by
(C6- Cmaryl, wherein said (Cl-C4)al kyl or

three suitable noieties independently selecte

wdBodsearyl are optionally substituted by 9@@#2?93,006254
rom
5

the group consisting of hydroxy, hal ogen, CN-,
(C1- C6) al kyl , HQ(C1- C6) al kyl ,_44£ C1- C6) al kyl - NH( C=0) -,

NH2( C=0 -, (Cl-C6)al koxy, or (C3- Clo)cycloal kyl,

wherei n said (C3-Clo)cycloal kyl is optionally

substituted by one or nore npoieties selected from

hal ogen, or (Cl-C6)al kyl -. rovi ded are conpounds

of formula (1) wherein sg;fészﬁgtrogen l'i nked (C1-

Clo) het erocycl yl of for a(lv)y, 10 R7 is }} and R1

I s_selegt m t.he group.consi Sti f (Cl-C4)al kyl

o T Rof oERecd B Wl R 8 BB R onfirby St vy v
s alCa)NENNERN SRR -BraliyCar (Ged)drd [atpagpligralhnsubstiped ety three
S ubgitable tibietbsMbepdneently Selédifid@mate dralpl cOndMBn@bfingdroxy, halogen, CN-,

Swg(%%mﬂ’gtg’d(h%%‘?aﬁﬁ Q%g)g%%%g%{) ﬁlﬁf(@g@ﬁ' R lAmdly, or o

g

HOCEIMSEl IYPei (et (S5CaRG PR (ECoRspral oppsietagy by, onecgr. more
Co yralekapsylectet frorGBiogdro prigeCaalkky| , wherein said
( C3- Cloteysrésem! ikuhtioh Sis8 RbAGHAMdsYcomBREd bikbBfhialy wheRf R® is a

nor e .noi.eti.e el ected fr al ogen, or
((IGT%TQF%9§%{m%ﬁﬁ?%#%3 ﬂgﬁgg&g conpounds of fornul a

10(1) wheRés selqRpdifram dhergrqup sepsistingiafiked ( CL-

15

20

Clo) heterocycl f la (IV), 20.R7 L.s ~ 0 and R1
i s selected ¥fom tie grgﬂp'conshﬂm'ng (GL- CA)al kyl
optionally substiteted by (C6- ClO)aryk, wherein said

(C1-C4)al kyl or (C6-Clo)aryl are optionally
substi tuted chpﬂé\LB/Phgee sui tredole moigti es

independentlya%elecged f
hydr oxy, ‘hal ogen, CB&, WO 2004/058270 PCT/ M2003/ 006254

-16 (Cl-C8) al kyl Cl1-.C6) al kyl ;

(C1- CB) ahxﬁ-\m(é%g,\?m( c=0 - . Qs
(C3- Clo)cycl oal kyl|, wherein said (C3-Clo)cycl éal kyl
is optionallly substi'tuted by one or nore “fpieties
selected fr

h en; (C1-C6)al kyl -. Al so provided
are conpounds ®f fornul & (1) wherein R3 is a nitrogen
linked (Cl- 5 Clo)hgterocyclyl of formula (1V), R7 is

SeLef kel Lkl #die Mo orblp cotsidtiSy of (Cr-Coalkyi, optionally substituted by (Cs-
- Cyo)cycloalkyl, wherein said (C4-Cy)alkyl or (C3-Cyo)eycloalkyl are optionally substituted by one

om the group consi sting of

to three suitable moieties independently selected from the group consisting of hydroxy,
halogen, CN-, {(C;-Cglalkyl, HO(Ci-Cglalkyl, (Ci-Cglalkyl-NH(C=0)-, NH){C=0)-, (C;-
Ce)alkoxy, or {Cs-Cyg)cycloalkyl, wherein sald (03-010)cyc]oélkyl is optionally substituted by

- .one or more moieties selected from halogen, or (C-Cg)alkyl-.

The present invention also contemplates compounds of formula (I) wherein R® is a
nitrogen linked {C4-Cyo)heterocyclyi of formula (IV),
R is selected from the group consisting of:



OH and R is selected fromthe group consisting of
(G -C4)alkyl, optionally substituted by (C3-
Cl10) cycl oal kyl , wherein said (Cl-C4)al kyl or

wdSodoseeycl oal kyl are optionally substitut %ET}%’zo

10 to three suitable noieties independently sel ec%‘ﬁ6254
fromthe group consisting of hydroxy, hal ogen, CN-,
(G -C6)al kyl, HO(C1-C6)al kyl,_44Cl1-C6) al kyl - NH( C=0O) -,
NH2(C=0 -, (Cr ©6)al koxy, or (C3-Clo)cycloal kyl,
wherei n said (C3-Clo)cycloal kyl is optionally
substituted by one or nore noieties selected from
hal ogen, or &(c‘,o l. Al so provided.arge conpounds
of formula ( 3m s a nitd oge Iin?ed (G- 15
Clo) heterocyclyl ofesformula (1V), R ig§,selected from
H2N v \ ' $ RN H2N G .and ~\js OHand R is
selected fro _ onsi st i ngc -£4) al kyl
optional Iy s%aémg (CB- G O)Wr ein said
(Cl-C4)al kyl or (Cé6o€10)aryl ar ezg[;iﬁ:nal ly

0

substit_utetd/.Q.oetot ree 20 Suitable noieties
i ndependent|y e{InEdmfd\f om t he fo\mi\r'/sﬁ\gg afa

hydr oxy, hal pgen, N (Cl- Co) al kyl, HOQ(Ci- Co) al kyl
(C1- C6) al k&E‘NlH(c:d}-, NH2( C=0) -, ~ ( Cl- C6) &'koxy, or

(C3- Cl6)c a , egei n said (C3-Clo)cycl oal kyl

is optionally Subst{tuted by one or nore nvieties

sel ected from hal ogan, or (Cl-C6)al kyl-. The invention
FULLHRY ishicR¥bd amG Qg LR | o | .
i s‘aa ni Fr gg?jen 'mkg‘g&g% Sé%&%fggdgleaf‘ )gﬂf: %C%Pgi‘\%ﬁ %’Jfbgﬂhﬁd by {Co

| . .
f or TR P s (GG el e G Rrgiare PR Ay Hgiat by one to three
PCEhitEB2 00RlIG0aREdndently Belectdd fiom| the groug cohsist@iHoTiMdIGky, halbdeh, CN-,

5~( (G-Coalifd HACKc @k @Ncggi%ﬁlﬂrl&o'b-? hﬁﬁdc%@te‘ic1f-és§’émoiﬁeor (Cs-

10

15

20

gr sting of : | kvl . optionall;
2 S0 4 e S LA B B o o 7o
( CIoEtigsgekyed Hm (apecroiCoFoplisd kyl are optional |y

subst i t Hke @robigedd @@ compounds of formula () wherein R® is a nitrogen linked (Cy-

Cyodheterocyclyl of formula (IV),
T

Ris
and R'-is selected from the group consisting of (C1-Cylalkyl, optionally substituted by (Ca-
Cio)cycloalkyl, wherein said (C4-Celalkyl or {Cs-Co)cycloalkyl are optionally substituted by one
to three suitable moieties independently selected from the group consisting of hydroxy,
halogen, CN-, (Cs-Cgalkyl, HO{Ci-Cg)alkyl, (Ci-Celalkyl-NH(C=0}-, NH,(C=0)-, (C,-
Ce)alkoxy, or (Cs-Cig)cycloalkyl, wherein said {C3-Cyo)cycloalkyl is optionally substituted by
one or more moieties selected from halogen, or (C1-Cg)alkyl-. ‘

Also provided are compounds of formula () wherein R® is a nitrogen linked {Cy-

Cio)heterocyclyl of formula (iV),

R is
(o)

and R' is selected from the group consisting of (C;-C,)alkyl, optionally substituted by (Cs-
Cio)aryl, wherein said (C,-Cj)alkyl or (Cs-Cio)aryl are optionally substituted by one to three
suitable moletles independently selected from the group consisting of hydroxy, halogen, CN-,



to three suitable noieties independently selected from
the group consisting of hydroxy, 5 hal ogen, CN-,

(C1- C6) al kyl , HOQ(C1-C6) al kyl, (C1-C6)al kyl - NH(C—O)

we B L5583 (CI C6) al koxy, or (C3-C o0)cyclo

wherein said (C3-Clo)cycloal kyl is optional IqACliﬂ)ﬂ)'2003/006254
substituted by one or nore noieties select ed from

hal ogen, or (C -C6)al kyl-. Fiqmlly, the invention
‘further provides conpounds of fornula (1) wherein R3
is anitrogen linked (G -C, 0)heterocyclyl of formula
(I'V), 10 R7 is selected from OH= ~CH NI Z~ NO
oi KC:isrike. GR(O-GatkyR (Ci-Sq)dial-RidiCed)-f NDRICEDR, ¢T@iplkoxy, or (Cs

CO@%&G‘?&I(‘JMI Q\fhekﬁlsa%k(%ldﬁéﬂycloéwgf |509;ﬁi0 éf[y Ss'tips?ﬂtu'tetd% eheP¥ more

|

(Cg'oﬁﬁos) anff\’{ i agoﬁ?” 8?1@ Ficja] bst i t ut ed b one to

three Alse pwbiiesd aroicempaardsi of demeinde vihexgins®] scd eittoden dinfed (Cy-
5t he,eRtRydhPoSbrmlib 0g), of hydroxy, hal ogen, CN-, 15

(Cl- C6) gt k¥l jactd 1- C6) al kyl , (Cl-C6)al kyl - NH( C=0 -

NH2( C=0) - oiks al koxy, or (C3 WD 2004/ 058270

PCT/ | B2003/ 006254 -{18 Clo) cycl oal kyl , wherein said

(C3- Clo) cycl oal kyl A's_optisonal |y /sukg,s«t*i\tgut ed by one or

nore noieties selected fr%om hat ogen

(Cl-C5)al kyl -. The present invention also provides
conmpounds of fornul (I V\,herel n R3 is a nitrogen
| i nked ( Cl- Clo) hew@ro of formwa~\V), 5 R7 is
sel ect ed fromthe gro p conS| sting of: HO , HO-y

onfels =gt o iy el 50 RSB, S o
gr 8@?9%‘&?;':\11@; W qrﬁ@sqﬁ (Cé @Qall@bfgréq:wb)cyc@pltyl gqe;gpﬂgnauy substituted by one
10 S u s thideUduabld yhoiefidsSindehoeny| serbdsy lromihe rgedup adising of hydroxy,

éﬁﬁsﬁaﬁaw | @l-chémn, CHBIC SRR K¥lcdhg-RRId-80al W c-0), (cr
Cs)alkoxy, or (Cs-(Y,w)cycIoalkyI wherein said (Cs-Cqo)cycloalkyl is optionally substituted by
one or more moieties selected from halogen, or (C4-Cglalkyl-.
Also provided are compounds of formula (I) wherein R® is a nitrogen linked (Ci-
15 Cyolheterocyciyl of formula (IV),

R’ is selected from:

-~ N\/\g . qu/\/\g ’

W ZN/Y\i i HzN\/\§

CH
and R' is selected from the’ group consisting of (C4-C,)alkyl, optionally substituted by (Ce-
Cio)aryl, wherein said (Ci-Csalkyl or {Cs-Cp)aryl are optionally substituted by one to three
20 - suitable moieties independently selected from the group consisting of hydroxy, halogen, GN-,
- {C-Celalkyl, HO(Ci-Cslalkyl, (Ci-Co)alkyl-NH(C=0)-, NHz{C=0)-, (C,-Cg)alkoxy, ar (Cs
Cio)cycloalkyl, wherein said  (Cs-Cyg)oycloalkyl is optionally substituted by one or more
moieties selected from halogen, or (C4-Cg)alkyl-.
The invention further provides compounds of formula () wherein R® is a nitrogen finked
25  (C4-Cypheterocyelyl of formula (IV),
R” is selected from:



10 one to three suitable noieties independently
sel ected fromthe group consisting of hydroxy,
hal ogen, CN-, (Cl1-CB)al kyl, HQ(C1l-C6)al kyl,

Wi kyl - NH(C=O) -, NH2(C=0O -, (Ci1- Co) aI )f%goﬁ{%z%

5( Chal@gflm W} -G

(C3-Clo) cycl oal kyl , mhereln sald (C3- Clo)cyclo
optionally substituted by one or nore noieties

sel ected from hal ogen, or (Cl4€6)al kyl-. The present
i nvention al so provi des conmpounds of fornula (1)
wherein R3 is a 15 nitrogen |inked

(C1- Clo)heterocyclyl of formula (1V), R7 is selected

2004/ 058230 P
fromthe group consisting of (Cl- Cnf%lkyl option&tly

subs ted by (C6-C, o0)aryl rein Sald
(C1- | kyls or C61C1o)aryl arejoptional
subs y o

hree 'aﬁké\ |eiLgsN
i ndependent |y selétte fron1the ggnsistiﬁggg?\é
hydr hal.ogen, (C1- CB)aIkyI HO( C1- C6) aPkyl ,
(cn Ii'ILE;L NH( NHQ(C- , (C Co) al y, or

| 08 er ei C3- C, o] cyc] oal kyl
|s opt1 ona Iy SubStT twred by one\gfgﬁérem i e e )
sel ected from hal ogen, or (Cl-C6) -. Also ﬁhﬁiTB%d
are conpounds of formula (1) wherein R3 is a nit¥ogen
| i BRER' (sGhlecty G deegrapymhsidting of (Ga0alky, dpliddally Rbstinsed by (Cs-

1}? O%chﬂgali@h WhdrBin sé@@?bal@i oﬁb‘b& )cycfl’cﬁﬁi ]ra);'e dpﬁbnélfy!sg%gﬁ o by one
sutor ey R“”@E%és'“%ps'}%“ O shspy

g rgéquH o‘;g%ls&ng of Xydroxy,
! Cﬁ@f@ﬁﬂaﬂfﬂl k(@h-céalw ¥PG=6hal NHL(C=0), (C:-
S ulggyaikbxyt erctcbszm)cswnﬁikyz Owlididire €aid U Lcl)yBloB Rldp@shally substituted by

wgﬁgi‘f@ﬁiﬁ%&&e§§él&€&%&&q@%§ @“(‘%gc; gﬁ&i@ consi sting of

HO( C1- CET P’I&R "We(“%ﬂ f”&ejrﬁ'[ok'ws -CRIPpRuRgs)of Ol‘th) wheyio | R® is @itrogen .
C6 Jinek (363G o)lwter¢o@3d Granopdipal kyl , wherein said :

10( C3- CloRCi chiQpddi¥h: | s optional Iy substituted by one

156

or nore noieties selected from hal ogen, or
o N @f\ @\/\ QY\

and R' is selected from the group consisting of (C,-C,)alkyl, optionally substituted by (Cs-
Cio)aryl, wherein said (C-Cqlalkyl or (Cs-Cio)aryl are optionally substituted by one to three
suitable moieties independently selected from the group consisting of hydroxy, halogen, CN-,
(C1-Celalkyl, HO{C:-Colaikyl, (Cy-Cslalkyl-NH(C=0)-, NH,{(C=0)-, (Cy-Cglalkoxy, or (Cy-



Al so provided are conpounds of formula (lI) wherein R3
is a nitrogen linked (Cl- Clo)heterocyclyl of fornula
(I1V), 20 R is R is chloro, nethyl or ethyl; and Rl
w208 ed fromthe group consisting of (Clg

éztlgﬁggﬁy substituted by (C6-Clo)aryl, mhérgﬁ%ﬁgg%gﬁ4
(Cl-CA4)al kyl or (C6-ClOaryl are optlonally

substituted by one to 25 thrgg suitable noieties

i ndependently selected fromthe group consisting of
hydr oxy, hal ogen, CN-, (Cl-C6)al kyl, HOQC, -C6)al kyl ,
(Cl1-C6) al kyl -NH(C=0)-, NH2(C=0O -, (Cl-0C6)al koxy, or

( CE1o)Qtiodlioy chreaink ydid (@f@ib)eychvalbiisl opticBalClapeiiutddoty kyé or more

i S b ORI eufrwpeﬁgdegl& Ik@)e or nore m)i eties
sel ected from ent

3
i nventi of° &I%SE" é’gﬁ‘ﬂ'g?rﬁ'sgt% ""%’&f‘ﬁ%‘ﬁ%g g fof ‘ﬁemﬁ é‘?’ﬁ?rla'j’ R's a
wheytepen "r@fh(§r%o)h@e10¢yplvlr06tgwwla (Miked
5( C1- CLORNrisee@@iohithe @buf RidBthgor( | V), R7 is sel ected
fromthe group conS|st|ng of : WD 2004/058270
PCT/ | B28
\ HaCO ~~ \O , amd | m
met hyl or SENE and R IS se ecte fron1the group
consi sting of (Cl 4) al kyl o ¥ional |y substiffited by

(C3-Clo) cygl oal mhereln (C1-C4) al kyl or

( C3- Clo}o?%#ﬁgf%%??are op %y sub8Tiu et Dy 5

one to three guitable e ies |ndependently sel ect ed
fromthe groufficonsisting @ hydroxy, hal ogen, CN-,

(C1- C6) al &yl , HO(Cl- C6) al kyl, (C1-C6)al kyl - NH( C=0) -

NH2( C=0) - (Cl CB)aIkoxy, or (C3-Clo)cycl oal kyl,

wherein s 10) cycl oal kyl is optionally

substitut by e or nore noieties selected from

hal ogen, "Br (Cl C6)a|ky| . The present invention also

cont enpl f formula (1) wherein R3 is a

10 nltrgggﬁ mﬁﬁ ?'glo)heterocyclyl of formula

(IV) Renq B’ '§§ﬁ'?§@ﬂ@ﬁmﬁﬁ%@f?lwﬁ@"ﬁgﬂﬂﬂm?f (el patignaly sulystituted by
| M ~C0p)ciafobkyl, whitaGhid YC.-C,)alkatr @ LIS cibhiig dte bpténdlly substituted by

10|_Bgﬂe \o theée suitable moleties independently selected from the group consisting of hydroxy,
halogen, CN-, (C-Cglalkvi, HO(C1 Celalkyl, (C4-Cg)alkyl-NH{C=0)-, NHy(C=0)-, {Cs-
Cs)alkoxy, -or (Cs-Cig)oycloalkyl, wherein said (Cs-Cyo)cycloalkyl is optionally substituted by

one or more moleties selected from halogen, or (C4-Cgalkyl-.
The present invention also provides compounds of formula (I) wherein Ra s a
16 - nitrogen linked (C,-Cyo}heterocyclyl of formula (1v),
R’ is selected from the group consisting of:

Hoh/\g , Ho/_\r\§ e NN

OH H

Ho/Y\g : m , “°\/\§ ,and

OH OH

Qlline

OH

o

R?is chloro, methyl or ethyl;



H3C0 z z OHH CCC OHR2 is chloro, nmethyl or ethyl;
and R is selected fromthe group consisting of
(Cl-C4)al kyl, optionally substituted by 15

W lak®-aryl , wherein said (Cl-C4)al kyl or PCT/IB2003/006254

(C6-Clo)aryl are optionally substituted by one to

three suitable noieties independently selected from

t he group consisting of hydropy, halogen, CN-,

(Cl-Co) al kyl, HO(C1-C6)al kyl, (Ci1-0C6)alkyl-NH(C=0 -
NH2(C=O -, (Cl-Co6)al koxy, or (C3 WD 2004/058270

PCT/ | 82003/ 006254 -21 C10)cycl oal kyl, wherein said
(CClo) eyd ROisIsklgtted fonpibe |g®nabdnynstmukm$t01{mlaw dpjionaiyesubstituted by

nD(O%‘—C,JHWi eﬁhlel%& §aﬁi @Gt amchal Rar e &ftlonally substltuted by one to

Cgre%)n%l)le X’IOI&%&S lnasé%en@erﬁlly 88%cgeda}iowlggedg;gﬁconmstmg off hydroxy halogen
N €t & lay UL -Ehalkb rifut daly-NBI(C=6)- RIHAG=OR2 (G1$3e)alkoxy, or (Cs-

5 chCpkewloalt! Rydreid rsalt (TY-Cyo)o9déhidilisi Sptisie GliRbulet A drld€or more

10 optionally substituted b

25

30

9" Q6 ByeS Ot %m %éencti% y%aﬁ\(gkyl optionally

substitute al kyl , wherejn said

(C1- M)%?%W?V'%F %W'@PB?M If‘éj’ﬁ'P'Rﬂ) vieEinopt Iscfha'FfP%?“ finked (C+-

suBshéeteratyeld obfprmulzD(NOne to three suitabl e noieties

I ndepengtent |y selected fromthe group consisting of

hydr oxy, hal ogen, CN-, (Cl-C6)al kyl, HQ(Cl-C6)al kyl,

(Cl- C6) al kyl - NH(C=0) -, NH2 dg (Cl- ©s8)al koxy, or

(C3-Clo) cycl oal kyl , whenei/n sai & (C3- C10)cycl oal kyl is
one or nore noieties

sel ect Rfifdhlom, math@geshyi;or (Cl- C6) al kyl -. Al so provi ded

ar e c OfBRQ Rng§elgétecf ﬂ'nmﬁla ?;ro(l%; !YP?\% Sk ;br%ﬁ)ﬁ‘kg %ﬂ%&aﬁ)}’ s%gsq{hted by

k ClO het eroc
&P? l?ﬁ‘f Bl W*}’Fé‘?‘ id GrCeplky ea‘ﬁtg)cmoafkg' %%?Pée&a@bs@?t%d by
t henede tge sgitablei radigtiey lﬂdépe(’l@nﬂ!@b)eateldytom g tioum ednbigting of hydroxy,

15 sunka‘&;tgbrt ueRd -ca)%@(yl ( Goo @E)QEW | (¢ ESA&I- rGH?abﬂ NHH{(C=0)-, (Cq-

S%%Et&%%‘ﬁ @ Cor)c !%Ifypw p’l éﬁda(é? Pg&ycéoq%{ létoptéogally substituted by

i nﬂ'@ﬁéﬁ@ém‘)le?ess?@!e@fed f&ain halegam. oh€+-Gedalsy-- consi sti ng of
hydr ox isohabvage e cdohpounds@E fée@lial (K WhherddORTE- £hdrédek Wihked (Ci-

NH2( C=0 Cl- Co) al k ,
(Cém%; )Jg%/]g ML%_@}) vvher((al n lal d((CS C)lg) cgz:(I)/oalorkyl

|s optl I‘Fally substltuted by one or nore nvoieties
sel ected from hal ogen, or ( al kyl-. 25 Al so
provi ded are conmpounds Wm (1I’) wherein R3 is a
nitrogen |inked (Cl- ClOWheterocyclyl of formula (1V),
R? is chloro, methy! or ethyl;
and R' is selected from the group consisting of (C,-C,)alkyl, optionally substituted by
(Ce-Croaryl, wherein said (Ci-C,)alkyl or (Ca-Cyo)aryl are optionally substituted by one to
- three suitable moieties independently selected from the group consisting of hydroxy, halogen,
CN-, (Ci-Cealkyl, HO(C+-Cgalkyl, (C1-Ce)alkyl-NH{(G=0)-, NHx{C=0)-, (C;-Cs)alkoxy, or (Cs-
7 Cio)eycloalkyl, wherein sald (Cs-Cigoycloalkyl is optionally substituted by one or more
moieties selected from halogen, or (C;-Cgalkyl-.
The present invention also contemplates compounds of formula (1) wherein R® is a
nitrogen linked (C+Cjo)heterocyciyl of formula (IV), '
R’ is selected from the group consisting of-



R is selected from HyNH NV "SS} . ,and off R2is
chloro, nethyl or ethyl; WO 2004/058270
PCT/ 182003/ 006254 -22 and R is selected fromthe

v fDosgsgsi sting of (Cl-C4)al kyl, optionall ¥’CT£IB 003/006254

5

10

15

substituted by (C3-C,0)cycloal kyl, wherein sa

(C -C4)al kyl or (C3-Clo)cycloal kyl are optlonally
substituted by one to three guitable noieties

i ndependently selected fromthe group consisting of
hydr oxy, hal ogen, C»&, (C1- C6) al kyl , HQ(C1- Co) al kyl ,
(C1-Co) al kyl - NH(C—O) NH2( C=0) - (Cl 5 C6) al koxy, or
(C3- Clo)cycloal reln said (C<Cloygycl oal kyl i's
optionally stibstit §t ed y one ofconor e¥noi ef i es:

sel ected from hal ogen, or (Cl-C6)alkyl3, Al'so provided
are conpounds of fornula (1) wherein i's a nitrogen

i nked (C1- Q;W&emcgclyl of f"@ﬂoﬁu/a'\gé\/), R~ is
selected from H-J Z andk HzN'v "2 10 off Rz is

chloro, nethyl or ebhyl; and Rl isisel ected fromthe

group consi sting.of (Cl-C4)al kyI ptl onal |y
subst it uted byo” (OnCloygryl , mm),a.xdkw
or (C6-Clo)aryl ar opt| onaIIy substltute by one to

three suita Ie nDi éf'i es i ndependently sel &ted from
t he group ydr oxy, hal ogen, 15 CN-,
(C1- C6) al kyl, P|O(C1 C6) & kyl, (Ci1-C6)al kyl - NH(C—O)-
NH2( C=0) - (Cl CB) agkoxy, or (C3- Cl0)cycl oal kyl,

wher ei nst,QE & gﬁe‘c@l&%@. icl oaI kyl is optionally

substit ut e noi eti es se|lected f

hal ogerFNOdT ' SIS RYfoup PSS A A sl pgfy Substiuted by

pr (CstCakdaycloaiyh enerdn saifl (GaxJaili)] ar (Ch-C1ojdgdoatiyinardRptibmalinsubstituted by

ni Bﬁeotg Hied sRkRE mo(egs .ﬁalasanhgit@ EQ&Y& fidm faé afoBp eaﬂsﬁun@low droxy,
] 'S@Feﬁtg |k£°ﬁbo'§ Kk gzc {3: v c

Nj’a??e” e L O N (T 6)\9’6 ( ?%’V&HF Fgr n%izf%no) Cr

or Cetlkpyy.; or B-0010¥@BE 27BrdCTeid] B2 0030 08iabis optighglly substituted by

one or more moieties selected from halogen, or (C4-Cg)alkyl-.

The present invention also contemplates compounds of formula () wherein R¥is a
nitrogen linked {C,-Cp)heterocycly! of formula (1},

R’ is selected from the group consisting of:

HacO/Y\§ , Hsco/\{\g

OH OH

R?is chloro, methyl or ethyl;

and R! is selected from the group consisting of (C4-Cy)alkyl, optionally substltuted by
(Cs-Cro)aryl, wherein said (Ci-Cy)alkyl or (Ce-Crojaryl are optionally substituted by one to
three suitable moieties independently selected from the group consisting of hydroxy, halogen,
CN-, {C4-Cglalkyl, HO{C,-Cg)alkyl, (C4-Cs)alkyl-NH(C=0)-, NHx{C=0)-, {C1-Cs)alkoxy, or (Ca-



and R is selected fromthe group consisting of
(Cl-C4)al kyl, optionally substituted by
(C3-Cl0) cycl oal kyl, wherein said (Cl-C4)aikyl or

wéAnsdRipycl oal kyl are optionally substitut gy Hﬂgo:?d?@zm

to three suitable noieties independently selecte rom
the group consisting of hydroxy, halogen, CN-,

(Cl-06)al kyl, HO G -C6)al kyl ,24( C1- C6) al kyl - NH( C=0 -
NH2(C=0 -, (Cl 5 Co6)al koxy, or (C3-C10)cycl oal kyl,

wherei n said (C3-Cl10)cycl oal kyl is optionally

substituted by one or nore noieties selected from

hat gaemalkg) whdsdin C'ﬁ)iafﬂk—ylo)cycldéikmaisl optiortatiye sibsitetnd ibprone or more

f%&&%gsgé&éﬁlf,%mag%gp& s ef: Lformul a (I) wherein R3

S a nitrogen eter
I(| V), Il;ﬁsq ovided g EQNPE rgﬁno é_&l&'(lbqﬂergl !ﬁ@4nlt[?ger‘n}‘lr|\ked {Cs-

anGho)bgterocyclylof RBnIIs(NONI or o, net hyl or et hyI, and R is
5 sel ectggrif romthe group consisting of (Cl-C4)alkyl,

optionally substituted hy C6- Cl0)aryl, wherein said
(A -c4)al’kyl or (C6-Cl10) e tionally
substituted by one to reeS|taIe noi eti es

[ ndependent ly selected fromt he group consi sting of
hydr oxyR’ ihetlaog ewihyibBetad- ,  (Cr C6) al kyl , HQ( Cl1- C8) al kyl ,
( Cl- CG)aﬂdthd&Iéét@F@m the Widd EerGhting of d;ﬁmfall dponglly sQbstituted by

—th} yl wﬁer%ix f;ah @‘,h Eagl | or (6 8 icgr:crla’oaﬁ% a)re m?? :!)r{%ﬂ%) slﬁgétltuted by

10 s ep@ctP éhileef Mﬁhlmplef@é indepgnd S@W’él fieg the grestpa?mw%@g gf hydroxy,
ot hedger,0 POU A SCHikyl OROMT,-8)hikar €CLhQgaybNH(OwDRY NH(C=0)-, (Cs-
et %%Ig:!é( c’r}" (& 1?@%[09?& M%‘naiéﬁp(d bwfﬁgél@(ﬂyp is %ptﬁo%allgr%uk'igtlmted by

di BES* 1'o8- rﬁ‘?‘%ﬁﬂ?@&?c@ﬁf’f’rﬂhﬁggﬁ (Ceielglky- 'yl ] - benzani de;
2- Chl or A¥sc plodddd2aré ovmpoliaii af dormtlh y(l) WwhareB- Rfi iexeoniitossn dinkeyl (Cr-
15dr @mﬁabfeioéyc?w &]fanmmapv)n 2-yl]-N-(1-
hyd FOXY LY cl ohept yl et hyi ) - benzami de;
5-14-(1- no- cycl opropyl net hyl ) - 3, 5- di oxo- 4, 5-di hydro
-3H[1,2,4]triazin-2-yl |™>~2: -§+(1-hyd
roxy-cycl oheptyl net hyl ) -bgnzam|de;
2- Chl oro- N- (1- hydr oxy- cycl 'ohepeyl methyl )-5-[4-(1- hydro
gy cycaﬁgm{%m Vdr)eml g . _ . L
O SRR b5 b 97220l DSABA i o
20 5- [G-CuarAniviregeiR sqid (Gryfalsyl o pyACrCan) Y @reorilonplls substiyier By gne fo
H- [rleeduifblemddticindep¥dent s6lBdt€ fom the group consisting of hydroxy, halogen,
N- e, R G Q2 B0, BRLY TR AM-NAHRERS-2ILYE0)-, (Cr-Cojalkoxy, or (Cs-
Cio)cycloalkyl, wherein said (Cs-Cyp)oycloalkyl is optionally substituted by one or more
moieties selected from halogen, or (C;-Cg)alkyl-.
25 Also provided are compounds of formuia (f) wherein R® is a nitrogen linked (G-

C.o)heterocyclyl of formula (IV),
R’ is selected from:

/”\/\§ , HZN/\/\§

HZN/\{\% and HzN\/\§

OH
R?is chioro, methyl or ethyl;



~ 2-Ch | oro-5-[4-(3-difl wuoronethoxy-2-hyd
roxy- propyl) -3, 5-di oxo-4, 5-di hydro-3H
[1,2,4]triazin-2-yl]-N(1-hydroxy-cycl oheptyl methyl)-b
vehZeideo S
N- (1- Hydr oxy- cycl ohept yl met hyl ) - 5- [ 4- ( 2- hydr oxy- 3o Heth
oxy- propyl)-3, 5-di oxo-4,5 di hydro-3
H[1, 2,4]triazin-2-yl]-2-methyl-benzam de;
5-[ 4- (2- Hydr oxy- 3- net hoxy- propyl ) - 3, 5- di oxo- 4, 5-di hydr
0-3H-[1,2,4]triazin-2-yl]-N(1- hyd
roxymet hyl - cycl.ohept yl net hyl ) - 2- et hyl - benzam de;
N- ( 1- Hyahdd¥ys selected e ke gatub pénsising] of (G T aliklr apiionaBr substiged by
XY(CQI@M!L&!@! FnELiR XS @-@;)alﬂe@ or Ca-Cm)CycloalkP(I are optlonally substituted by
tore%t%tge ILtrl Z|n }!/iﬁ%d?
1 e S bl rRGesryY st b P o oag o
xohalc’%ﬂdl%rd r(6+-<3a9¢lkyl HO(CrCe)alky! (C+-Celalkyl-NH(C=0)-, NHz(C=0)-, (Ci-
5[ 1 calddxr draei-0p)dreiohiky, hﬂi&?ewéaamag@}ojdm&éwi i ofioh A eRbARR by

Cap RO ot GRGLES A 1o Y 2
go[j?éxﬁzaoq‘giiﬁﬂ?d%gﬁgnpgfnﬁgg fomﬁ(g%héreln IS a m?rogse)ﬁ linked (Cy-

H- Clo)hBtedbya effarmul2¢W)l | - benzani de; 15

2- Chl Orﬁiése[,e%fe(ja,mﬁ di hydr oxy-propyl ) -3, 5-di oxo-4, 5-di h
ydro-3H[1, 2,4]triazin-2-yl]-N (1-hydroxynet hyl -cycl
ohept yl net hyI ) - benzam i de;

1-({2-Chl oro-5-[4-42 yd[ox,/pﬁxo,pm§35d|oxo45
-di hydro-3H[1, 2, 4]tr|aZ| -2 yI%

benzoyl am no} - met hyl ) - cycl ohept anecar boxylic acid

am de; 2-Ch | oro-5-J4- -d
i hydr oxy- propyl) "‘3/&5%}%- 4el- di h?ch/\é .
foH-[1,2,4]triazi n-2-yb|-N 20 phenet hyI benzam de;

2- Chl Orﬁ"‘écr[lé}o (etrgr o bardr oxy pr opyl) -3, 5-di oxo-4, 5-di h
ydr o- 3H- 2, 4ltriazin-2-

(1- hydr eatﬁg};[%l mstgﬁ%}/lp Fr@@%(&&@&\ikﬂ optionally substituted by
2- @&(b«)myiswwsrr( 2418 {GliCh)ptlyl 0 rry (Qa1Qagday¥! Jare3oiordio substityted dy bne to

yd Erﬁée%hhzibﬂ-z n?o:e‘lx]ag |F|dléﬁ§dd@nt@ -s¥bdtadNrom the gro g} consisting of hydroxy, halogen,

157 BN dp e FDEE oI R RBRERY. S50 -cason i -

ydp@}cgqlpefkyl zvhqy]aprﬁaaiz (qa-.cz())gypl?alw is optionally substltuted by one or more
( 1rrb5é@lars&¥1yctwf€dnatawtg sRChyldrgpenzan de; 2-
| oro- N' qumﬁXhe? F{rgv@ﬁg%grhycluﬂr&to?% n)lula5(i) [Nﬂeng thhQég Wégen?hnked

-trlfluorone
501&1@'9&5‘3’9133’@“8“?{%?8 H- [1,2,4]triazin-2-yl]-benzanid
20 e; R’ is selected from:

2- Chl_sro- N-(1- hydr y-cycl ohept | met hyl )-5-[4-(2-hydro

Xy- 1)3,5-di @ M, 5- 30

di hys 2, & AZ 1Rz -yI hNnza X

2- Chl or o- -[4%(2 hydr oxy- but yl )= rdi ogo-'4,_-di dro§
3H[1,2,4PMriazin-2-yl]-N-(1- hyd B 3

roxy-cycl oheptyl net hyl ) - benzam.i de;
x ) - 3, 5-di $xo-§, 5-di hydr ¢=

@] ' - R-chkoro- @ h
behzam de\fw\ ' \ﬂ/\ﬁ :
2- Chloro 5- 13, 5- di oxo- 4- ( 2- oxo- propyl ) -4, 5-di hyd¥ o-
[1,2 r| aZ| n- 2- N-(1-
hydr XYy- cycl hem I) benz m de; WD 2 58270
/ % Jand N

i

o}

R? is chioro, methyl or ethyl;



-25
2- Chl or o-5-[ 3, 5-di oxo- 4- (2-oxo0-ethyl)-4,5-di hydro-3H|
1,2,4]triazin-2-yl]-N(1-hydroxy- cycl

W@ﬁﬁmﬁhﬁﬁt hyl ) - benzam d e; PCT/IB2003/006254
(i

5

2- Chl oro-5-[ 3, 5-di oxo-4-(2-trifluoromet hoxy- et
-di hydro-3H-[1, 2, 4] triazin-2-yl]-
N- (1- hydr oxy- cycl ohept yl net hyds) - benzani de; 5
2- Chl oro-5-[ 4- (1- hydr oxy-cycl obutyl met hyl ) - 3, 5- di oxo- 4
, 5-di hydro-3H-[1, 2, 4] tri azin- 2-
yI ]-N-(1- hydr oXxy- cycl ohept yl net hyl ) - benzam de;
2- Chl oramd IR [selastett fonaythe wolw tresibting wB(ChELRiki,-dptenaB- salysdituted by

XY(O’%'d?debiéﬂII@r Anerdin & )34 )SikyPor (Cs-Cin)cycloaIkYI are optaonaﬂy substltuted by
di ox

O B S H by an Bt o S o
xybaggikr iGN {BeGplalkigy WPIC+-Gelgkyl 1 §C:-Colalky-NH(C=0}-, NHo(C=0)-, (Ci-
di oy8kody, Dr @Ry geyaoadid, [wherinddaldr (CRZ o Ryckralkl]is BEIdRAR sdistituted by
2- gzgo?ﬁ&e'}ho e%cééﬁgéfé&%% rﬁ(&&aggg%[;’ t/lcgky! ) - 5-[4- (2-hydro

4l oxo. 4F"sﬂ1'!arhﬁw%°r5fp¢'mpf2wd¢f ERRRYIdR oFerppin (hwhesei e a nitrogen

2- ik dICo-€ Mhetrobyctitr o Soymady 6Vohept yI met hyl ) - 5- [ 4- (4- hydro

Xy-tet rghydieelisan-4 yl met hyl ) -3, 5-dioxo-4,
5-di dr03l—|-[124]tr|a2|n2yl] benzam de; 15

2- GAT omo- N- ( 1- hydf oxy- cycl ohe t hyl) - 5-
Xy- 'ope-2- d -3,5
di oxd? P Bydr 0S8 M ,?]tr > %]-be

2- Chloroo5 4- (2-furan-2-yl -2- hydroa(y et hyl ) -3, 5-
-45d|hydro 3H[1,2,4]triazin-2

yI ] 2E1- hydr oxy-cycl ohept yl yQ benzam de;
, ba yI th -3, 5- di oxo- -dihydro{iﬁ; 1,2, 4]t
rla \» o-De[ 2-( ' N % )
Ioro N[Z\ﬁ?

10

- 156

chl or o- phenyl) etﬁyl] benzan1de
| oro-phenyl)-ethyl]-5-[4-(2- nethoxy ethyl) 3, 5-dFPoxc-4
, 5- yd ro- «‘ 2 4]tr| yl]-ben I de;

z
5[ Carg W di xo- 5d|h dro 3H-[12
,4]triazin yI] [ .
25

enyl ) -ethyl]-benzam de;

2-Chl oro-N-[ 2- (2-chl or o- phenyl ) - et hyl ] -5-[4-(2- h?/droxy

- et hyl )R%3s &hloth, oyl 4y amau hydr o-

gH‘ [ Il Zard]R fs' ﬁlébt&f @ony éiisird o?éC,—Q,)alk optlonally substituted by
E%F?% a?ryl,g\.l-v red] W 4- 4)§Ik orh%gbalaryvgre op?o Iy éu%stltl}{teJ by Xne fo

3 ch[‘ef spitalyl fmojeties lmjegerypr]tly [g@ppg@rﬁorrd@e group consisting of hydroxy, halogen,

5 G-, @rdaﬁwyhm-bmblkﬁ (51-dé)éRS@Nl4(050ﬂ' Nrye=0)-3 b [ChaRod] ér (Co-
gP 2‘:“%]%' )Nh%fﬂlﬁ hsa% n&ah ? gf%aeglzg rﬁparén_ally substituted by one or more

2 EﬁP%P@dN*PfDWVG @ayOﬁ MYt yI et hyl ) - 5- [ 4- (2- hydro

- XYy - et hyExemBledef dihencomghunds-of formula | are the following:

25

d' hydr Oz §I‘ﬂhr[) h»(?h%jl‘&x&-c%h@ tﬁﬂ&h I) %9[3 ﬁ%?‘%sulff 4y|a(mno-ethyH -3,5-
Xy '8}f°h‘{>"‘?9 Thyg 053%¥.8,:%@)|%m =y} benzalFr)l y
di hydr o2-@iHprp-5;[82(24¢rtnyir@inpath@)-§.p Hiokseh-dinydae3H-[1.2,4)triazin-2-yf]-N-(1-
hydroxy-cycloheptylmathyl)-benzamide;
5-[4-{1-Amino-cyclopropylmethyl)-3,5-dioxo-4,5-dihydro-3H-[1,2,4]triazin~2-yl]-2-
chloro-N-(1-hydroxy-cycloheptylmethyl)-benzamide;
2-Chloro-N-(1-hydroxy-cycloheptyimethyl)-5-[4-(1-hydroxy-cyclopropylmethyi)-3,5
dioxo-4,5-dihydro-3H-{1,2 4]triazin-2-yl]-benzamide,



35
2- Chl or 0- 5-[ 4- (2-di net hyl am no- et hyl ) - 3, 5- di oxo- 4, 5-di
hydro-3H[ 1, 2,4]triazin-2-yl]-N

2004/ 058270 PCT/t B2003/ 006254 - 26

2- Chl or o- 5- (4- cyanonet hyl - 3, 5-di oxo-4, 5-dihydro-3

H[1, 2,4]triazin-2-yl)-N(1-hyg roxy- cyc | o hep

tyl methyl)-benzami de;

2- Chl oro- N- (1- hydr oxy-cycl oh eptyl net hyl)-5-[4-(3-hyd
roxy- propyl) -3, 5-di oxo-4, 5-

di hy dr o S$¥H2fAminD-24hethyl-awpyi)-R5-gibjo-dfedizyanst ate]1 .2 Blriazi n—2—yl]—2—chloro—
5 Nk gerdioponepiibho Pochaigeco- 4, 5= di hydr o- 3K [1, 2, 4]t

ri azin- ? G¥||o§0 %{43&”:“\%090&@’[!1())(%2 g}é%&? él%pyﬁ)é A :? i0x0-4,5-dihydro-3H-

ept
d,}r:? ﬂF'éz"Nz ¥ sy cusipbentiestv oerzamige) - 5- ( 4- oxi r any|
523{ Pyl g.& (f—l—!ghrﬁm&ydthptﬁmbmW BDE-(2- hydroxy~3-methoxy -propyl)-3,5-dioxo-4,5-
3 dh}dr 8f [454}@5%@2 %{ﬁ%ﬁthﬁ%@%ﬁ@ld oxo- 4. 5 di hydr o- 3H

2 4] t r Pé&@ﬁ&@’ggﬁnmghww@pwlw (!igpso#il%dlhydro -3H-[1,2 4]triazin-2- H] -N-(1-
hy gcfywmetyﬂfmmtyrhﬁmﬂ#zr{hgthwemmf ie )g di Ig
2+ or R(Rfdlo %Yﬁ%h Yg¥5¥4-ﬁf@m‘¥ yi3- r?fetﬁo 'p%ﬁf §5 dr’o L4

d

my rdmag&r_%&ﬁ e Z"h% %/T"Wé’f‘%?]zfmﬁ%nzam de;
2 Chl or 6‘-(%-0{1 ros-[di(hogrosy- mﬂvemmpyms.s-d@xmdmmmﬂ 1, 2,
4] K'lm ﬁﬁlbmzylw&zdyhfnlmpr)‘l&ﬁ%mheptanecarboxyllcacld amide;
CycCl one
5y - BontiP N2 IndEBEAN st o sonspomrdssdres:
'h%dr%ﬁ'l*gr% tRezing2 H IhepeRmde; cycl oh eptyl met hyl ) - benzam
15| de 2-Chloro-5-[4-(2,3-dihydroxy-propyl}-3,5-dioxo-4,5-dihydro-3H-[1,2,4]triazin- 2-yl}-N-

2- guﬂ]@rogy@r[yﬂw(ﬂghéwm fbigkdiad, 5- di oxo- 4, 5-di hydro- 3H

-11, 2, 4 g(
hydr oxy g Sl'ﬁ) foB%\f‘Pz?aﬁﬁ‘?’iﬁé 5-dihydro-3H-[1,2 4triazin-2-yl]-
eenzaylainm-rethg)- wcbbt@iaﬁewhﬂmc pei@amyitieyet hyl - 4, 5- di hydr o
_ 3 H[1, Zcmbrbrst[azz Ndlidyddthe)-pdh f’ W &:5- d?cgco-:; 5-dihydro-3H-[1,2,4}triazin-2-yi]-N-
20hyg{ﬁ;‘>ém '%éf%@ gpt yl met hyl ) - benzam e;
b di oxo-4-pyri di n- 3-yl met hyl - 4, 5-di hydro
-3H[1, %—Cgrlfrpﬁr[ﬁ-g C’ndliydm erpye)ii,E-dloxo -4,5-dihydro-3H- [1 2 4ltriazin-2-yl]-N-
hymluy)dlyaxy:cyyclblmlmpéthtajrl de: benzam i de;
2- Chl or @Cﬁ[or&r%l [‘g IZIﬂ -& ?(35 ﬁ{é)}{)% %&a—ﬁlgﬁ‘ﬁ{yﬁ%ls#ﬁ 2 4]9'1&2|X g PN
r o@ﬁyéi‘?@f ‘é’h@&ﬁ"ﬁ)’l"ﬁg'tyw nZarpidfizam | de 25
255- [ 4- ( 22-Chirrodirir{d,3-dhydrpky- prapm-acsrmws-cswdquf 2, 418ikif-2- 2 N-
h4(1j1twyd@zy @c@bwuﬂ‘a@m@ngﬁﬁae N-(1-
ydr oxy
V(1 %?%'ﬁm RS gy %@[@ﬁwnWﬁas’eym@mmopvn-
5-diger%, é‘ﬂ ydso- ar’ﬁ)%’r]f{jazk}-ﬂ -yll-benzamide;
- [ 1 2, 4] 2-ChieziNg %ydtbﬂy-c?c:ldli@bthb‘lbmﬁﬁlﬁfiﬂhﬁ%xﬁrobﬁ)’-\'(,gdi&'oq 5.
3ohyqﬁh¥¥3f9f1% t:Q )&b é%ﬁa?d 5-di ydro
lazl n r oxy
~ cycl ohe%FVPrﬂﬁt %’)Vd?x%'ﬁ%sﬁﬁ %ﬁf&rﬁlm{@'o'm‘l [1,2,4)triazin-2-yI}-N-(1-
5- ithqxeycimhdpyiroathy)@binp)de3, 5- di oxo- 4, 5-di hydro-3H-[1, 2
Al tri 63-[4Q2-Rm)ﬁblpro%blf_31,5-ﬁi¥%[@3%ﬁydro-sH-p 2 Aliriazin-2-yl}-2-chloro-N-(1-
hydroxy-cycloheptylmethyl)-benzamide; )
35 2-Chloro-5-I3,5-dioxo-4-{2-oxo-propyl)-4,5-dihydro-3H-[1 2 Alriazin-2-yl}-N-(1-
hydroxy-cycloheptyimethyi)-benzamide;




cycl oheptyl net hyl ) - 2- met hyl - benzam i de;
5-[4-(3- Am no- propyl ) -3, 5-di oxo-4, 5-di hydro-3H-[ 1, 2, 4]
triazin-2-ylJ-2-chloro-N(1-

weyRbpos¥z76ycl oheptyl met hyl) - benzam i de 35  pCTIB2003/006254
2-Chl oro-5-[4-(2, 3-di hydr oxy- propyl) 3, 5-di oxo-4,5-dih

ydro-3H[1, 2,4]triazin-2-yl]-

(1- hydr oxy-cycl ohept yl net hyl )_2fpenzam de; WO

2004/ 058270 PCT/1B2003/ 006254 -27 (2-{4-Ch
lord-3-[2-(2-ch to ro-ph

enyl ) - et hyl car banoyl ] - phenyl } - 3, 5-di oxo-2, 5-dih ydro-

3H [ |, 22-8hipmoise2 b riode-§-2) - exaetiyl)-¢,5-amidio-Bie 112 AteibyH-2- sa]sm -@Fydroxy-
2- qy,og rﬁetﬁ “Herzagiidal Nydr oxy- propyl) - 3, 5- di oxo- 4, 5-di h

dro-3 a
{1 hydr b é'oregﬁéi SeS ey B eyt deingost o 2.cezn-21
5- M4 tadraxstrpjdheriyingth@)-Bnzinideo- 4, 5- di hydro-3H-[ 1, 2, 4] tr
5|CaZI N- 22X ¢hibrod-g-- %%X%kl%%uetyrllngg%l) d?eS ~clioxo-4,5-diydro-3H-[1,2,4]triazin-2-
yﬁgﬁr(raﬁ%% o‘?c{ﬂ%% ?48 n?rﬁg%l)ge?zﬁ MOy banoyl net hyl - 3, 5- di oxo-
4, 5-di h%&hlgm {1- hydroxy cyc]oheptylmethyl)-5-[4—(2-hydroxy~2—pynd|n—4—yl -ethyl}-3,5-
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asthma or COPD) which comprises- administering to a patient a therapeutically effective



The present invention still further relates to the
conbi nation of a conpound of the invention together
with a | eukotriene biosynthesis inhibitor,

opegygenase (5-L0) inhibitor or 5 5-lip
vé%%?ﬂ???ﬁg protei n (FLAP) antagoni st selectgﬁﬁﬁg%ﬁﬁﬁﬁﬁ4
group consisting of zileuton; ABT-761; fenleuton;
t epoxal i n; Abbott-79175; Abbqyt 85761;
N- (5-substituted)- thiophene-2-alkyl sul fonam des;
2,6-di-test-butyl phenol hydrazones;
nmet hoxyt et rahydr opyrans such as Zeneca ZD-2138; the
c oapaunhel aSBmRAO6 & Formply (1), di ayHamsasbgibally adceptable salt or solvate thereof,

Z-Qy@p@,%gmmeg@@a gmounds such as L-739, 010
2- cyanogu pollne cp %gg such_as 10 L-746, 53

i ndol e o Fra ’19 BRBs R P BLeriie: sy |at|r,9ngngng the
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5r ekﬁ{pﬁb‘ﬁ‘lsto@s&h BisH b oﬁﬁﬂiﬂo@ NrHafter “CaaRANE uedd Hel®, refers to the act

in t. ther Wi or antagonists for
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Do B S ecaon B OF Blidgayetly gacepigis sdgent. doen o
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pr anl uk@st inveption| ukties profiNgé ﬁiﬁa)cessR@r b2 pRparao- &4 AHEBNaceutical
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cht,,gfepggg,qiorn@'{j,mmrﬁzhe pr esent i nvention still further
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hy &‘%1 ori de, and et hyI nor epi nephr| ne hydrochl ori de.
30 The Pnesferdinaiyrstit inttheost veit appreciatertbdl éhe compaindssof the inviamion are
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-36 and am nophyl li ne; sodi um cronogl ycate; or
muscarinic receptor (M, M, and M3) antagonist. The
present invention still further relates to the
waPRlgatpon of a conpound of the invention E@gﬁ%mﬁ%Cﬁ4
wth an |nsuI|n like gromh factor type |

mmetic. 5 The present invention still further rel ates
to the conbination of a conpaggid of the invention
together with an inhal ed glucocorticoid with reduced
system c side effects, including prednisone,
predni sol one, flunisolide, triantinolone acetonide,
bephratebhaashe ethiigxbpi mat @ipse budandabEe, Idilndiide;as eitiesonide;
PT @RS HidRoq ueﬁ@% Johmm%r%me%i@ ORI GRET!
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35 anticancer agents such as endostatin and

angi ostatin or cytotoxic drugs such as adrianycin,

daunonycin, cis-platinum etoposide, taxol, taxotere
pgsyl transferase inhibitors, VegF V\QCT/I

Wi od/@
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i nhibitors and anti netabolites such as net hotrexate

-antineopl astic agents, espegjally antimtotic drugs

I ncl udi ng the vinca al kal oi ds such as vinbl asti ne and
vincristine;. The conpounds of the invention may al so

be used in conbination with antiviral agents such as

Vi argic apitiophibE; aadiued @xdrrogicate; feamouscarian i iegepandM1, M2, and M3)
anfit@hs s conpounds such as 5 Valant. The conpounds

of the present .inventjon may al so be used in

Cormbi nate GIFSHINeE Ul RS Kot o HigcHomBnalgn iF ggompound of the
c ainesntion tedetanwith ah insdivdikesgrowth frctr tyrpddiGFrigmingdint s such
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arge as def i ned Ga%ove 2 o | ) )

) 3§ & W@%S‘f‘ " eﬁfapﬂase%ﬁs Vieﬁllaf’ )ag%ecﬁ F§erespec genase-1
{(MMP-1), collagenase-2- (MMP-8), collagenase-3 (MMP-13), stromelysin-1 (MMP-3),
stromelysin-2 (MMP-10), and stromelysin-3 (MMP-11).

The compounds of the invention can also be used in combination with existing
therapedtic agents for the treatment of osteoarthritis. Suitable agents to be used in
combination include standard non-steroidal anti-imflammatory agents (hereinafter NSAID’s)
such as piroxicam, diclofenac, propionic acids such as naproxen, flubiprofen, fenoprofen,
ketoprofen and ibuprofen, fenamates such as mefenamic acid, indomethacin, sulindac,
apazone, pyrazofones such as phenylbutazone, salicylates such as aspirin, COX-2 inhibitors
such as celecoxib, valdecoxib, rofecoxib and eforicoxib, analgesics and intraarticular
therapies such as corticosteroids and hyaluronic acids such as hyalgan and synvisc.

The compounds of the present invenfion may also be used in combination with
anticancer agents such as endostatin and angiostatin or cytotoxic drugs such as adriamycin,
daunomycin, cis-platinum, etopaside, taxol, taxotere and famesyl transferase inhibitors, VegF
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infiibitors, COX-2 inhibitors and antimetabolites such as methotrexate antineoplastic agents,
especially anfimitotic drugs including the vinca alkaloids such as vinblastine and vineristing;.

The compounds of the invention may also be used in combination with antiviral
agents such as Viracept, AZT, aciclovir and famciclovir, and antisepsis compounds such as

5 Valant. )

The compounds of the present invention may alsc be used in combination with
cardiovascular agents such as calcium channel blockers, lipid lowering agents such as
statins, fibrates, beta-blockers, Ace inhibitors, Angiotensin-2 receptor antagonists and platelet
aggregation inhibitors.

10 The compounds of the present invention may alse be used in combination with CNS
agenis such as antidepressanis (such as serfraline), anti-Parkinsonian drugs (such as
deprenyl, L-dopa, Requip, Mirapex, MACB inhibitors such as selegine and rasagifine, comP

. inhibitors such as Tasmar, A-2 inhibitors, dopamine reuptake inhibitors, NMDA antagonists,
Nicotine agonists, Dopamine agonists and inhibitors of neuronal nitric oxide synthase), and

15  anti-Alzheimer’s drugs such as dbnepezil, tactine, COX-2 inhibitors, propentofylline or
metryfonate.

The compounds of the present invention may also be used in combination with
osteoporosis agents such as roloxifene, droloxifene, lasofoxifene or fosomax and
immunosuppressant agents such as FK-506, rapamycin, cyclosperine, azathioprine, and

20 methotrexate.

DETAILED DESCRIPTION OF THE INVENTION
Compounds of the formula | may be prepared according fo the following reaction

schemes and discussion. Unless otherwise indicated R’ through R’ in the reaction schemes
and discussion that follows are as defined above.



y "OH IINO N OH R2 0 5 WD 2004/ 058270
PCT/ 1 B2003/ 006254 -40 Schene 1 refers to the
preparati on of compounds of the formula V. Conpounds
ormula VI can be prepared fromco
“Rj;z}o%(??gzvp by reaction with a conpound of ?Eg&‘/?%?%‘:)g&;
VIl in the presence of base, wherein L is a suitable
| eavi ng group, such as chlorags- brono, iodo tosylate
or nmesyl ate. Suitable bases include, but are not
limted to, triethylamne, 5 polyner supported BEWP
cesi um car bonate, potassium carbonate, and sodi um
hydri de, where cesium carl8shenelis preferred. The
af oresai d reaction can be perforned at o tenperatures
ranging fromO Cto 100 Cin the presernce of a polar
sol vent includfng but not linte
di met hyl sul f oxj . de, di nethyl formam de,| eqdial anounts of
di met hyl sul f g% e and acetone, or l-fanpbunt s of
i § and, acetbﬁ@m)generally for a period
2 AOUr S, Rﬁere the peeferred
conditions arejdi :thyIsquOX|de at @ &
tenperature fof 18 hours. Conpounds e fommula Vv
may al so be prepared from conpounds of Jthe [formul a |
by reaction of an appropriately substituteds epoxi de of
the formula VIII either neiiﬁgi in the presence of a

pol ar sol vent includi ng but limted_ to

di met hyl f or mam de, 'nethwrsugLOX|de 15 and
tetrahydrof uran. The resaidr i on can be
performed at tenperatures tanging from 0 Cto 100 C
for a period of 2 to 72 hours, where the preferred
conditions are dinethylforsuabdezat 60 C for 24 hours.
Schene 2 refers to,the preparation of conpounds of the
formula V. Conpounfls of the formulafV can be prepared
from conpounds ot .mula | X by Weggjk%g with a
conpound of 20 la XIV, H2ZN-RY, in the presence
of a coupling &#€a eﬁt such as 1- [%%L\
(di met hyl am no) propyl ] - 3- et hyl garbodiji ni de (EDCl),

di cycl ohexyl car be# ide (DCO), 1,71
car bonyl di i m dazgl e { CDI ), and a ba
di‘nmet hyl am nopyri & ,

aprotic solvent, s} i
di met hyl f or mam de, or dlnethylsulfox*ide0 preferably
1-[3- (di met hyl am no).propyl ] - 3- et hyl cagbodi i m de and 25
dlnethylan1nopyr|d|ne in dinmethyl formam de. The

af oresai d reaction be run at a enperature from

22 Cto 60 C, for a pe i od jﬂ\; ho to 20 hours,

preferably 22 C for 18 hour

Gl
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Conpounds of the fornmula V may al so be prepared from
conpounds of the formula X by reaction by reacting
with a conmpound of forrmula XIV in the presence of a
puding 30 but not limted to
|neﬂﬁg?an1nopyridine ( DVAP) , tr|ethylamnePCE{%B2003”0062‘;4
sodi um hydr oxi de or aqueous potassi um hydroxide in an
aprotic solvent, such as nethyl ene chloride, ethyl
acetate, dichloroethane, dinethylformamde, or
di met hyl sul f oxi de, preferably aqueous sodi um
hydr oxi de and di chl oroet hane. The aforesaid reaction
may be run at a tenperaturé@chen®® 22 Cto 60 C for a
period of 1 hour gto 24 hours, preferably at anbient

tenperature for houfs. 35 Conmpound Xlcan be prepared
from conpound | giion with a r nt capabl e of

generating an i d]chlorlde such as fhioryl chloride
or oxalyl chl, e/ﬂn t he presence_gA\g//molar aprotic
sol vent such’as -thyl acet ate, netRAylerfe chloride, or
di chl or oet hane gt~a WO 20047058270 PCT/1B2003/ 006254

-41 tenperaturég 2 Cto 60 C, for iod of 1
hour to 24 hou S

hours. Scherme 3 refers to the preparatiiopn ol conpounds
of the formula I X, which can be converted into
conmpounds of fornula V by the nethods described in
Schene 2. Cbnpouné% 5 of formula I X car®be prepared
from conmpounds of fornmula Xl using decarboxyl ation
condi tions, preferably neregapqacetic acid in water
containing a base such as Sodium hydroxidg at a
tenperature from22 Cto 160 C for jla pdriod of 1 hour
to 24 hours, preferably 100 C fqpﬂiﬁ/ﬁs% S€heme 4
refers to the preparation of congoungs of the formula
X1l and X, w0 Conpounds of tg&~fernula Xl can be
converted int
nmet hods des ped i n Schenme 3. A
Xl can be p ed froma conpou
wherein R5 | .
with an acid duchllas 50% sul furic -pld lat a
tenperature bet ween 60C and 120C, generally for a
period between_30 m nutes and 6 15 hours, preferably
2 hours at 1208 A conpound of the fBrmula X1,

wherein R8 is a suitable al kyl (Cl1-C2), can be
prepared fromthe diazoniuminternedfjate derived from
a compound of forrmula XIl. The diazéniuminternediate
is prepared by reaction of a conmpound of the formula
XIl with an acid such as hydrochl gric_ acid and/or
glacial acetic acid, followed by tfeatjpent with sodi um
nitrite 20 in a sol vent such as ma@ef/gzma tenperature
fromOCto 25 C, and the reactio |ﬂ genérally run
froma period of 30 m nutes tog W 2 hours,
preferably 10 C for 30 mnutes. A |conpound of t he
formula XIl is prepared by the res# of the above

di azoni um i nternedi ate vvithac of the formla
XVI: R8Q(C=0) N( C=0) CH2( C=0) N C=OMRE nder basic




conditions. The reaction is typically carried out wth
sodi um acetate. as the base at a 25 tenperature from
0C to 120C, preferably 10C, then warned to 120 C, and

“{‘%@ﬂ‘ﬁﬁf’ ion is generally run for a peri ogP frmislzops?uoazm

10

15

ours, preferably 4 hours (Carrool, R
et.al.; J. Med. Chem, 1983, 26, 96- 100) The
act|V|ty of the conpounds of Bhe i nvention for the
various di sorders descri bed above can be determ ned
according to one or nore of the foll ow ng assays. Al
of the 30 conpounds of the invention that were tested

had an gdehik pfefér@ﬁsthe% ;h@;rérallugn JifleMnbdﬂln&m theYoihuld 2 C@RaNs of
Prefera n
O{muiad\llﬁgn %rﬁpalreggt?n] cr?mié%ugds & f&‘lglpg?gy r%gctl% w{tAqae compound of

detéeforrméajwbe thewresence ezpse, Naprein dds ﬁmlta%\ee‘ﬂfps!rgéfft@r%}m gp chloro,
| etsromé, a6 tosilate M mésete MBGiabip b&des nabdey butla@a®t intkadtolfetmidmine,

St ﬁogyjmet gtllpﬁag'ﬁerd’ Blt:‘l'\ﬁ'lfe ﬁ%%@ﬁ%;'ﬂ%ﬁ fp %&ﬁln{ Qé/rﬁ&%{eognd SOdII\l;lI'I‘I hydride,

era ran
it N??S“ﬁ‘b rcebmaer sr piBteyed et ViBR F0fEsEs “Raton o ARy Pedfpgred @t
noehpgatakeraagihyfronpefGveano T i (herphdseri® oh#/bolaiBolvent including but not

20 e O0XI lae, aP o¥ilge an
2 I\&ﬁf\(@?@%@;tﬁg i k&%t%&%@rﬂd é’q% | M%%t%hlf ide and

PR o5 S SR e At SERGeyoepE AR a period of 2
aglumiss tos 73 fhotiise Whenk7the gueigstegr condifigne cere ngimethdsulfeddsagti gnbient
of 1eppér@reifdt 18 R6urfl asma  nmenbrane (Drug Devel opnent

Resear C(porr&:%l? %gl)f thc;;3 170 nfllh 1 a&eyéélgo(ige r%%i%%%&kw%und%% formula 1

the 5 rec IS ac
pr Bseadien aneqqgroapzﬁew g.fbétﬁqt@peep(ogfde Pt Espua Miliciiaer neat or in the
pr pbehee dia polcscbastdnduding e nbt linbiedsis cleretrglfamanmide, dimethylsulfoxide,

| NLrAseh dr'tl:f n. DR dafesard r@JctHn%HHe Qérﬁm\éi‘jeat 'te?nper@@n%@ M@y from
Al t er nat | ve

subsfi Pul®q c%/(gqr %tpﬁg{ﬂfgfjn? ?ﬁ] %‘?é"s’ “@eﬁs}’f’ prafg'i’eedcfondmo”s are

uptimkibytiofaridgeit 88/, forPAdowrncr ease in fl uorescence can be

: US ed assdeBaTHEE idhe plegardioh BCRRMPOUNdA 61 thy ki v al8mpounds of

20

fore.to guantify the eff 0
o8 BrRUSY i B el b nSub el oy f o TR R b o
t h@rmlﬂﬁ/ i dﬂde:an iBe thee Prasence o gt efyelwsstreaae&’f. siahy age 1-6-

-t helinihiamiepapliPE-ethAEridsdinidd (EICID alidycioheslylcarttivhide (BCC), 1,1-

25

- 30

35

p| %r@cﬁlgairrrﬁda%%%)l %%I)W?ﬁch %5Qaéé' s&fh E@S&mé%‘léﬂiﬁogphdme &DMAP) or

conpri suspensi on g
X CeEYEmE 4 A0 SRR éo'ﬁ%f%ﬂﬁfaeﬁy“e"y}eégﬁhweatd%eﬂa@ maride, or
degiowihfsudfoxide, t he prefereblat ur-B-(dimethylanicdprbpyildtethyloarbdditnids  and

ang:mEMﬁa%ﬁcgﬁﬁ@ﬁ@hedﬂagthﬁ %Ziﬁ%ﬁé %Qrﬁ&aﬂnﬂe?cﬁl%%y MeNgn at a
o TRt 251 GOP o " FONRpe B 1038 Rt Reersy et or 10

D gbwcose and 1.0% FBS at pH 7.5) containing | OM
bbATP, @%o@@ds@f th@f‘orﬁu'ilﬁv hw'ag Rsdgd ke Wﬂoﬁ%%ﬁﬁdun&s‘ﬂf tHeiféHula X

COE() Zﬁ?}f ,0Prg¥ éeaé}ng ﬁ"g'? gg?mpofncf &?ﬁmﬂim \; m%ll;e pr% f%kba{ “ﬁcludmg
104Mn0t lirited igldm@vlagﬂreweﬂe@mpﬁ W'eﬁ'yﬁrnalgt q\qeecyﬁ é@i@urral?ygromde or

I NnayRabe Potadsium/ hydfcRide M @n NEpittic sditkmt, 2ictp laat rRetihyient alride, ethyl
r eggettét%] dﬂhlg gétﬁérre %&ﬁﬁfcﬁaﬁ%ﬁeﬁzgﬁﬂ&yﬁulﬁ%@e 'br%ﬂeﬂja%ry'aqueous sodium
hydroxide and dmhioroethane The aforesaid reaction may be run at a temperature from 22
°C to 60 °C, for a period of 1 hour to 24 hours, preferably at ambient temperature for 3 hours.
Compound X can be prepared from compound X by reaction with a reagent capable of
generating an acid chloride such as thionyl chloride or oxalyl chloride in the presence of a
polar aprotic solvent such as ethyl acetate, methylene chloride, or dichloroethane at a



nm slit widths: Ex 15 nm Em 20 nm For the purposes
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means that a rotary evaporator was used. One of
ordinary skill in the art will appreciate that in sone
cases protecting groups nay be required during

wity Bl on. After the target nolecule i s npgfypabd3Rosass

protecting group can be renoved by nethods well known
to those of ordinary skill in the art, such as

described 10 in Greene and Wiss, "Protective Goups in
Organic Synthesis" (3rd Ed, John Wley & Sons 1999).
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which are covalently bonded to the above substituents of formula 1 through the carbonyl carbon

prodrug sidechain.

The following Examples iliustrate the preparation of the compounds of the present
invention. Melting points are uncorrected. NMR data are reported in parts per miliion (d) and
are referenced to the deuterium lock signal from the sample solvent (deuteriochioroform
unless otherwise specified). Mass Speciral data were obtained using a Micromass ZMD
APC| Mass Spectrometer equipped with a Gilson gradient high performance liquid
chromatograph. The following solvents and gradients were used for the analysis. Solvent A;
08% water/2% acetonirite/0.01% formic acid and solvent B; acetonitrile containing 0.005%
formic acid. Typically, @ gradient was run over a period of about 4 minutes starting at 95%
solvent A and ending with 100% solvent B. The mass spectrum of the major eluting
component was then obtained in positive or negative ion mode scanning a molecular weight
range from 165 AMU to 1100 AMU. Specific rotations were measured at room temperature
using the sodium D fine (589 nm). Commercial reagents were utilized without further



was cool ed, then water (50 nL) added. The resulting
tan precipitate was filtered, washed 5 with water,
and dried to give the title conpound (17.8 g). (O
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benzam de 0 2-Chl oro-N-[2-(2-chl oro-
phenyl)-ethyl]-5-14-(2- 3 /~NN net hoxy-ethyl)-3, 5-
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[1,2,4]triazin-2-yl]- a benzam de OI' o
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py%?t%;pf giﬁ{% (%8 % )\dé %‘E’Bed %Eg{weélrefctlgv r&afl&!xed for 2 hours. The reaction
4, Baschiobiya] thwn 3tdter KEINmM[-Y1ad@ed] | Thei restiting fanyaracipitete wgs filtered, washed
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[1,2, 4]&@ﬁa@w@mymylmhwi%%51dl°15fe¥a%émfﬂéhxm [386k68%8570
PCHioRR0 034 (A6 307 was 4Qed to 8 volumes of water with 2.4 equivalents of sodium

hydroxide and 1.1 equivalents of mercaptoacetic acid. The reaction mixture was heated to
refiux (100-105 °C) for approximately 18 hours at which point the reaction was complete by
'HPLC. 30% Sodium hydroxide and toluene were added and the resulting mixture was stirred.
- Upon settling a large interface was noted. More water, toluene and some ethyl acetate were
added. - The interface was minimized. The water layer was separated and treated with 2N
HCI. At pH 2 solids precipitated out and the siurry was cooled to <10 °C. The solids were
fittered off in a slow filtration and dried in a vacuum oven fo give 69 gm of the fitle compound.
(D) 5-(3,5-Dioxo-4,5-dihydro-3H-[{1,2,4]triazin-2-yl)-N-(1-hydroxy-
cycloheptylmethyl)-2-methyl-benzamide |
Aslurry of 5—(3,5—Dioxo—4,5—dihydro-3H-[1,2,4]triazin—2—yl)-2—methyl-benzoic acid (5.0
g, 20.2 mmof), 1-aminomethyl-cycloheptanol HCI (5.4 g, 30.3 mmol), EDCI (5.8 g), and DMAP
(7.4 g, 60.6 mmol) in DMF (67.3 mL.) was stirred at ambient temperature for 14 hours. The
reaction was then poured into 1N HC! (50 mL) and diluted with water (15 fold). The aqueous
was extracted with CH.Cl (3x). The organics were combined, washed with brine, dried over
- sodium sulfate, and concentrated in vacuo to give a tan solid. The crude was recrystallized
from CH,Cl, to give the title compound as an off-white solid (3.1 g).
{E) 5-(4-Carbamoylmethyl-3,5-dioxo-4,5-dihydro-3H-[1 ,2, 4 triazin-2-yl)-N-(1-
~ hydroxy-cycloheptylmethyl)-2-methyl-benzamide
A slurry of 5-(3,5-Dioxo-4,5-dihydro-3H-[1,2,4}triazin-2-yl)-N-(1-hydroxy-
cycloheptyimethyl)-2-methyl-benzamide (200.0 mg, 0.537 mmo!) and Cs,CO; (290.3 mg,
©0.891 mmot) were stirred in DMSO (1.79 mL, 0.3 M) at ambient temperature for 15 minutes.
2-Bromoacetamide (74.1 mg, 0.537 mmol) was added and the reaction stirred at ambient
temperature for 14 hours. The reaction was diluted with water {15-fold) and the agueous
extracted with CH.Cl {3x). Thé organics were dried over sodium sulfate, and concentrated in
vacuo to a tan oil. The crude was triterated from IPE/Et,0/CH.Cl; to give the title compound
as a tan solid {105 mg). LCMS (m{z) 430.5 M+1.
The compounds of Examples 2-43, identified in Table 1 below, can be prepared
according to the method of Example 1.
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; HO chloro-N-{1-hydroxy-
N\)O cyctoheptylmethyl)-
-G 0 benzamide

2-Chloro-5-[4-(2-cyano-

NG, \/\N 0 ethyl)-3,5-dioxo-4,5-
dihydro-3H-
19 [1,2,4]triazin-2-yI]-N-{1- 4465
@\”’ \)O hydroxy-
cycloheptylmethyl}-
benzamide

2-Chloro-5-(3,5-dioxo-4-

0
; s NJHI pyridin-2-yimethyl-4,5-
P O)\N,N

dihydro-3H-[1,2 4]triazin-

20 484.4
HO 2-y1}-N-(1-hydroxy-
@\n/“\)o cycloheptylmethyl)-
o 0

benzamide

2-Chioro-5-(3,5-dioxo-4-
U\ pyridin-3-yimethyl-4,5-
)\ N dihydro-3H-[1,2,4]triazin-

21 484.5
2-yD-N-(1-hydroxy-
\>0 cycloheptylmethyl)-

benzamide




OHO NIN di hydro-3H-[1, 2,4]triazin 25 447.3 |

2-yl]-N

net hyl

- benzani de
wal Jad/0s8239 O- di 0x0-4,5- 26 0 N N

(1- hydroxy- cycl ohepty
oIl ~ 5-14-(

I N Ho
| met hyl )-2 cH,
2- Car banoyl - HzN~/, N(\
PCT/IB2003/006254

di hydro-3H[1,2,4]triazin- 444.6 N Ho

2-yl]-
net hyl

N- (1- hydr oxy-
- benzam de WO 2004/ 058370 PCT/ 1B2003/ 006254

cycl ohepty

| met hyl)-2- cH,

EXAMPLE STRUCTURE NAME DATA LCMS MZ o

5-[4- (3- Ami no- propyl) -

0
-53

HzN~~~N 3, 5- di ox0- 4, 5-di hydr o-

27 AN N 3H-[1,2,4]triazin-2-yl]-2- 450.4 i H HO
peeNF (1- hydsmyGTuREcycl ohept yl metNAYE) - ci  [OpATALCMS MZ
nzamdg—2=Chtot 8 514=(2;3- 2—m-5-(35dloxo-4-
ithydr oxyt pro yI , 5- ~~N off et
i 0x0-4, b H26 0 [ 1 2 45]3’{"1" SR A N (-
7.4 \|I roxy a 0 cﬂ!m{d@rﬁl‘w,ﬁﬂﬁﬁa}in) " 4845
hlnz%?'m de OI )(20 < Chl or o- E)Zz_y; 1Lr|y%rwy_l 1l 510.7
chl or o- pheny af ba :
a 3, 5} di oxo- 2, Vdrj rr%e eyl
H[1, 2, 4]td8zin- ﬁ' yI) ci 0 acntlc pavEeMideer t - bt vl
5-{4-(2-Carbamoyl-
j\/\ j\ ethyl)-3,5-dioxo-4,5-
"N j\ J dihydro-3H-[1,2,4]triazin-
23 o 2-yl}-2-chloro-N-(1- 4745
Lo cycicheptyimethyl)-
benzamide
Q N-(1-Hydroxy-
Ho\/\NH cycloheptylmethyl)-5-[4~
04 O)\N’N {2-hydroxy-ethyl)-3,5- 4175
4 HO dioxo-4,5-dihydro-3H- )
N\)O [1,2 4ltriazin-2-yl]-2-
CH, © methyl-benzamide
Q9 5-[4-(2,3-Dihydroxy-
Ho/\z/\N)'k“ _ propyl)-3,5-dioxo-4,5-
. O ™ dihydro-3H-[1,2,4]triazin- 73
HO 2-yl}-N-(f-hydroxy- )
N cycloheptylimethyl)-2-
cH;, © methyl-benzamide
o 5-[4-(2-Carbamoyl-
HN ij ethyl)-3,5-dioxo-4,5-
25 o)\nf“ dinydro-3H-[1,2,4]triazin- it
HO 2-yl]-N-(1-hydroxy- '
H\)O cycloheptyimethyl)-2-
CH, © methyl-benzamide




ester

i hydr oxy-

30 01),

Wi BobRE P Y -

5-'(4- Car

propyl)-3,5- |

HO.{ / [1,2,4]triazin-2-yl]-N(1- 467.6 i
o cycl oheptyl net hyl) -

ci

bamoyl methyl - \ | N

2-Chloro-5-[4-(2,3 HO'-f"N d
oH~N, |

di oxo- 4, 5-di hydr o- 3H

N

rv

benzan, N
3, 5- di oxo0- 4, 5- d?ﬁ”‘%ﬂmw neasd

1 <J) 3H[1,2, 4]triazin-2-yl)-2 31 O

chl oro-N-(1-cyano HzN 459. 3 -53 N) cycl oheptyl nethyl) D

benzam de WO 2004/ 058270 PCT/ n2003/ 006254 -54 EXAMPLE
STRUCTURE NAME DATA LCMS M Z N Adamantan-1- a
ylmethyl -5-(4- N' 0 0 NH carbanoylmethyl-3,5 32
7XA0PLEp| N di oxB8TRYGFUREhydr 0- 3H 0  NAME DATA LCMS MiZ
[ 24Tt Tazim=2=y J=2= chiorof Dﬁ@%@%ggp,%pw)q Car bam
| m et hyl - 3,.5-0di oxo-4,5-di p 3§8 fﬁsdhdro-
H-[ 1, 2, 'Y azi ff- 2|y|) 2- 33 ox0-4,5-clhy
chl 0570-N (4, 4-db dor o- 1- 532. 3 3F-[F2 Atriagitne i B~ 450.4
chlora-N-{1-hydroxy-
\)O cycloheptylmethyl)-
benzamide
2-Chloro-5-[4-(2,3-
i dihydroxy-propyi)-3,5-
" )N\ ! dioxo-4,5-dihydro-3H-
28 0" [,2,4]triazin-2-y]-N-(1- 467.4
a4 o cycloheptylmethyl)-
benzamide
o {2-{4-Chloro-3-[2-(2-
o chloro-phenyl)-
Qr \io(\jjﬁm ethylcarbamoyl]-phenyl}-
o’ N ) 519.7
29 3,5-dioxo-2,5-dihydro-
cl
q/ﬁ 3H-[1,2 4ltriazin-4-yl)-
a o acetic acid tert-butyl
ester
2-Chloro-5-{4-(2,3-
dihydroxy-propyl)-3,5-
1o jﬁ | . v xyp. pyl)
&M ¢I\ /'N dioxo-4,5-dihydro-3H-
10 o N Hcl>)<> [1.2,4]triazin-2-y1}-N-(1- 467.6
@L’(NH hydroxy-
a4 cycloheptylmethyl)-
benzamide
i N 5-(4-Carbamoyimethyl-
éim’\@ 3,5-dioxo-4,5-dihydro-
H
- in-2-yl)-2-
31 3H-[1,2,41triazin-2-yl) 450.3
0*(”\1\, chloro-N-~(1-cyanc-
H Nj\/N}H cycloheptylmethyi)-
0 benzamide




NH2 cycl o
5-(4-Carb

0b
3, 5-

hexyl met hyl ) -
anoyl net hyl -

enzam de H3c o ci
di oxo-4, 5-di hydro 34

3H[1,2,4]triazin-2-yl)-2- 510.4 N NOoO

w3z

benzam de

3, 5-di oxo-

(1-p

4,5-di hydro- 35

k--~' N
0 0~-N N

3H11,2,4]triazin-2-yl)-2- 433.5 H
chl oro- N- (1- hydroxy- N OH cycl ohexylnmethyl) C O

benzam de
cycl ohex

HO 2- Chl oro- N-(
I methyl)-5-14- 36

1- hydr oxy-
o~ N N~

-tolyl trN)cycl ohexyl met hyl) - Pewnnmnmmnm
H2N 5- (4- Car banoy|[ net hyl

VETE

y- ethyBﬁRBC§URm23

5 H|T di oxowiE 5- di hy

o-LBitb wiz

(124
2

D04/ 058!
NAVE DAT/

3-dj net
13%24
5- di ox(
bnzan de¢

3
~ N
3
b

D-

trazim=2=yt =

hyl -

yd

4
R

-0 etlwyw
|hydr \glé

- Chl or o- N- 1-

I_I\Jbl

P70 PCT/ |, B2003/ 006254

\ LCMSHM -Chboro N

H[1,2,

b beRAGIHE O
-5 MPLE STRU
(1- M4 o
aeyy | (e cdrhdmoynefndl-3357 |
51.5] Yewols,5-dihydro-a-

j]l E tdtnazmg ya 2y| ]

chloro-benzamlde

hydn o

UCTURE
CH

{)OEHBN

33

5-(4-Carbamoyimethyl-
3,5-dioxo~4,5-dihydro-
3H-[1,2 4ltriazin-2-yl)-2-
chloro-N-{4,4-difluoro-1-
phenyl-
cyclohexyimethyl)-
benzamide

532.3

34

5-(4-Carbamoyimethyl-
3.5-dioxo-4,5-dihydro-
3H-[1,2 4]triazin-2-y1)-2-
chloro-N-(1-p-tolyl-
cyclohexylmsthyl)-
benzamide

5104

35

5-{4-Carbamoylmethyl-
3,5-dioxo-4,5-dihydro-
3H-[1,2,4)triazin-2-yl)-2~
chloro-N-(1-hydroxy-
cyclohexylmethyt)-
benzamide

436.5

36

HO

~

HO

2-Chloro-N-(1-hydroxy-
cyclohexylmethyl)-5-[4-
{2-hydroxy-ethyl)-3,5-
dioxo-4,5-dihydro-3H-
[1,2,4}friazin-2-yl}-
benzamide

423.5




HO, . NA cyclooctyl methyl)-5-14 38 O-lI N

(2- hydr oxy- et hyl)-3,5- 451.

5
2,

At

Hdi oxo-4, 5-di hydro-3H N [ 1, riazin-2-yl]- HOC O
wWERGadkes 2-Chloro-5-[4-(2,3- HON d
i hydr oxy- propyl) 3, 5 dioxo 4,5-dihydro-3H gST%OWO&M
triazin-2-y ydroxy ci o
[1, 2, 4] [7-N-(1- 453.5 | NH OH hyd
cycl ohexyl net hyl )- benzam de 59 5-[4- (2, 3- D hydroxy
HO V~N propyl ) -3, 5-di oxo-4, 5- OHOAN N
di hydro-3H[1,2,4]trlazin- H447.6 40
2-yl]1-N-(1-hydroxy- NH H cycl oheptyl nethyl)-2- cH O
lEhWPLIEenzam deSTF{UC{TwR(—:Z 3-D{i hyd ramg- Hor ||N2xvaLcms wz
prropyt) =3, 5=diroxo=4, 54t o+ N5 cniororeiihvdroxs
dijhydro-3r+[ 1, 2, 4ht 1 azi 447 67Ny -hydroxy
24y11- N (|1- hydr o yl met Agimesv-cy o
mgt hyl - bgnzamni d ,270 BChh&PRe0Z)-008254 - 56
EXAVBKE CTRUCTUR NA LCN oY NN ety |- 4515
5{( 4- Car Ha Sl vsdfh;d Ni%[ﬁ gy?wydro- 42
O.NN3H—[12 a2|n2yl)2 ryare
chl or o- N+{( 1- hydr (M 1) 3H-[1,2,4]triazin-2-yi}-
benzamide
2—Chloro-N-(1*hydroxy-
”O\/\i’ﬁm cyclooctylmethyl)-5-[4-
N . . 3.5-
38 oF N (2-hydroxy-ethyl)-3,5 4515
Q/H \AO dioxo-4,5-dihydro-3H-
N o
el [1,24]triazin-2-y1]-
a o benzamide
2-Chloro-5-[4~(2,3-
ditydroxy-propyl)-3,5-
Ho’\%:\)r\':\j]q dioxo-4,5-dihydro-3H-
39 o KO [1,2.4]triazin-2-yl]-N-(1- 453.5
Q\N’NH OH hydroxy-
. cyclohexylmethyl)-
benzamide
0 5-[4-(2,3-Dihydroxy-
Ho/\é/\N’“m propyl)-3,5-dioxo-4,5-
OH dihydro-3H-[1,2,4]trlazin-
40 447.6
on 2-yli-N~(1-hydroxy-
N éycloheptylmethyl)-?!—
6 © methyl-henzamide
5-[4-(2,3-Dihydroxy-
HO/\Q\N ) propyl)-3,5-dioxo-4,5-
0% N dihydro-3H-[1,2 4]triazin-
44 447.6
n 2-ylI-N-(1-hydroxy-
NH
cycloheptylmethyl)-2-
s © methyl-benzamide




N cycl ooctyl nethyl)- C O OH benzami de $~
2- Chl or o- N- ( 2- hydroxy- Ho~/ N cycl oheptyl nethyl)-5-[4
43 O-N (2-hydroxy-ethyl)-3,5- 437.3

di hydro-3H NH OH [1,2,4]triazin
“qje%‘zsg???cﬁ 5-[4-(3- Am no- 2- hydroxy propyl )%§¥ %2003??0%54
ON O off ,/1\ N dioxo-4,5-di hydro-3H 44
[1,2,4]triazin-2-yl]-2- 448. 5. H HO
chl oro-N-(1-hydroxy Cl o cycl oheptyl nmet hyl ) - benzam de
EXAVPLE 45
2-Chl oro-N-[2-(2-chl oro-phenyl )-ethyl]-5-(4-nmethylcarb

apyivret hyl - 3, STHUORIRE, 5- dI [hyd oAl [ 1, DATALCMSMIZ
2H-4Htar-—2-yH—benzam-tde—0— 0 HICIN-OIN-N al
o Y7 5-{4Carbamayimethyl-

a0 Nnu/ A
orolN?’E 1(-2:hl or o- phe=n9nﬁjd1°éQ“ﬁ§'ldiE@f‘tJaJrDyl] ph

I
yl }-3, 5-di oXog 3H-1,2 4triazin-2-yl)-2- 462.4

I

(

e

2 S-G?hycﬂro 3H m\%}? n- 4- %,)qu@@t CI 4 A 1
splutionjof Exanp g d{TFA (1
nl) was s$tirred ai afbié ter}rper‘;&’f‘l??t@m? ¥>18|hours.
T

a

ne solvént was réhoYed in vaclio, amenzexidess TFA

reotTopgd WO Auuwwmw—ﬁ?
|

HO~y cycloheptyimethyl)-5-[4-

A N

- 2-hydroxy-ethyl)-3,5-

43 o (2-hydroxy-ethy) 437.3
@Y : dioxo-4,5-dihydro-3H-

NH - OH [1,2,4]triazin-2-yi]-
@ o benzamide
5-[4-(3-Amino-2-
H;N /\{\Nj\” | hydroxy—prr:apyl)—S,S-
& )\ N dioxo-4,5-dihydro-3H-
44 o [1,2 4]triazin-2-yl}-2- 4485
Q\WH “jo chloro-N-(1-hydroxy-
L cycloheptylmethyl)-
benzamide

EXAMPLE 45
2-Chloro-N-j2-(2-chloro-phenyl)-ethyl]-5-(4-methylcarbamoylmethyl- 3,5-dioxo-4,5-
' dihydro-3H-[1,2 4]triazln-2-y!)-benzamide

H,C” \ﬂ/\}\

e

(A} {2-{4-Chloro-3-[2-(2-chloro-phenyl)-ethylcarbamoyl]-phenyl}-3,5-dioxo-
2,5-dihydro-3H-[1,2,4ltriazin-4-yl}-acetic acid

A solution of Exampte 34 (358 mg, 0.69 mmol) and TFA {1 mL) was stirred at ambient
temperature for 18 hours, The solvent was removed in vacuo, and excess TFA azeotroped



using CH2Cl 2 (3x). The crude pale brown solid was
triterated in hexane to give the title conpound (295

ng) . (B)

wo $80)8%9 - [ 2- (2- chl or o- phenyl ) - et hyl ] - 5- (45pRENbERER,

5

anoyl net hyl - 3, 5-

di oxo- 4, 5-di hydr o- 3FL[1 2,4]triazin-2-yl)-benzamde 5

A slurry of -57-

(2-{4-Chloro-3-[2-(2-chl oro- phenyl) et hyl car banmbyl ] - ph
enyl }-3, 5-di oxo-2,5

di hydr o- 3FL[1 2, 4]tr|a2|n 4-yl) - acetic acid (71.4 nyg,
0.8y GrhEhk Y3x). nﬁhmyqumﬁ@ bie@n splidowagnifjterated . ip Baxanenty yive the title
EDthaﬁﬁ{ﬁwm@) 0.231 mml ), and DVAP (75.5 ng, 0.616

ol ) PLDM: (Mbng-g-[ [ -ch‘i‘ﬁ-ﬁ%.?&ypfeihgﬂ-s Il-m% icgli@)%rl??gélla;ethyi-&&

t enper a re-for
wi digxord. fdipgrgro-3H i hgdltriagingg-yly-benggmide hoyr s Th e crude was
f i |t er edslaychf t(Z-{4t Ghilcpd- 2 {2-(P4chlofopBengin ethil@rigiriog]-ghiaey|jta, &-diexo-2,5-

10d|t%fawﬁrllg 4f{r?a9m-qgj?) acé‘tl%d gﬂ'{@%‘g %71@ JnrrM*j L’net% ine HCl {15.8mg,

conpounds

ettt ™Bdh Epg Gt %Bﬁr %%31 'Bfe% PRf %AF{ 675t %@9 rPefFﬁ&am&f'“ DMF (1.0
Exrah)p'veee giffed StABDEN 2enEDE dPE for STRUGT TREreRANE wB Tilited @HIBTN HCL,

: M #nd 1& sir t@hb %Lﬁ’s M’t(e%r&&édﬁ&’fﬂfered"aﬂd thiteRlted ' #n hexane to give the title

10

ycl ohept ~NN

e RPPER AR, Pt rmdded "L
3, 5-di 65@9-04“18&”6‘?9:19‘ xemp!sw? 40, zdez;!rfw inaFaole- 2 belpy, qgp bg prepared
beazatihng® Hahetibd2f SamprasN- [ 2- (2-chloro- H o N-jrN
phenyl)-ethyl]-5-(4 o 0 N N pgt hyl gar banoyl met hy 47
490.1 i 1 Ha 1-3 5-di axo- ihvdrao N

SHEXAMELEA] tri azi ATBUGIURE O1 | “henzaniMeE 0. ~) () DATALCMS Mz
2tCnloro-INT2-(Z-ci oro "H ~T NI [ 2-Chloro-N-(1-hydroxy-
pphenyl) - gt hylh< Ak{Z 48 0 o N Nyoh 0)-5- ¢
narpholin ’é Eéﬁkxd 523.3 etlc tjgmgmng) ¢ 15 N
d qg [1, 2, trH azin ci ol ymr?a"e%\ﬂ“fm de W,
2P04/ 05827 0 PCT /1 /O,Qﬁ 1 585-dioxo-4,5-dihydro-
3H-[1,2 4liriazin-2-yl)-
benzamide
CH, 2-Chloro-N-[2-(2-chioro-
HaC’N\[(\N’H phenyl)-ethyl]-5-(4-
© o)\N’N dimethylgarbamoyimethy
47 . ' 490.1
’ H o |-3,5-dioxo-4,5-dihydro-
”\/\© 3H-[1,2,Aliriazin-2-y1)-
a4 o benzamide
0’\ a 2-Chioro-N-[2-(2-chloro-
'\/N\r(\/fj\” phenyl)-ethyl]-5-[4-(2-
o N in-d-vl-2-0x0-
48 o? N morpholin-4-yl-2-oxo 523.3
" ethyl}-3,5-dioxo-4,5-
4
@\K\/\é dihydro-3H-{1,2 4itriazin-
¢ 0 2-yi}-benzamide




EXAVMPLE STRUCTURE NAME DATA LCMS M Z

2-Chloro-N-[2-(2-chloro- N~ INl phenyl)-ethyl]-5-[3,5

o o N N di oxo-4-(2-0x0-2 49 516.3 i |
n-1-yi-ethyl)-4,5 a y N\ A~

“@?"%‘i‘%ﬂ%[l, 2,4]triazin- ci 2-yl]-benzam g(éTl 28031006254

2-Chloro-N-[2-(2-chloro- HC J~ H N |

phenyl )-ethyl]-5-[4-(2 50 O-:55N N

nmet hyl car banoyl -ethyl)- 490.9 i |I Ha

3, 5-di ox0-4, 5-di hydro N 3H[1,2,4]triazin-2-yl]- ci o

i benzam de o o 2-Chloro-N|[2- (2 chloro- Hc, --

phexmmpLegt hyI |- 53ijc(T2rREcl—l3 0~NIN d| mafavwd car bafmoyra Lbiss miz
534 5’ 51 I IT Cl Cl _y 3, J- UI UI\ _
d hydro-E 2 4] ri aZ| n ci [ Z-Z,thle [Zb% Chlgrr?l gde
H\-') o 2- 12- (2-chl oro Phe'”! ety li9-(3,5-
phen%l ) - dt hyI ] ’NS 0 NN di ox ) 4 dioRo-peooxd-252 $31. 55163
~ i} ci *pi pgrazin-1- ethyl)-4,5 d_1 leth . ’
dhydro-SI—I—[1,2,4$l\%§n- aO.ﬂIgjz; %erﬂ)ée
2k Chl or 0-{5- (4- ~H3YO ﬂ@dl ¥ AR et hy
3] 0 N N I|-3, 5-di ox&- 4°5- di hydf o} 53 yil- benzamlde
3 } [ 1, 2, 4] tT1 Q_LTTT= 20 yi ) =N 478 5 2-Ch]0|’0-N-[2-(2—ChEDTO-

C
b N R phenyl}-sthyl]-5-{4-(2-

methylcarbamoyi-ethyl)-

N
50 © 4909
" ¢l 3.5-dioxo-4,5-dihydro-
. N\/\©" 3H-[1,2,4]triazin-2-yl-

benzamide
Q 0 2-Chioro-N-[2-(2-chloro-
HJC‘NJ\/\N’U\’ 1]-5-[4-(2
; ] phenyl}-ethyl]-6-[4-{2-
s o N dimethylcarbamoyl-

51 504.5
H cl ethyl)-3,5-dioxo-4,5-
NV\@ dihydro-3H-{1,2 4]trlazin-

G o 2-yl- benzamide
HN/\ 0 2-Chloro-N-{2-{2-chioro-
k/”}(\ujw phenyl)-ethyl}-5-[3,5-
© //'\N/N dioxo-4-(2-oxo-2-

52 © 531.5
a piperazin-1-yl-ethyl}-4,5-
H
: N\/\© dilydro-3H-[1,2,4]triazin-

cl O 2-yl]-benzamide
2-Chloro-5-(4-
I i dimethylcarbamoylmeth
imethylcarbamoyime
N posttanoyimely
o LN 1-3,5-dioxo-4,5-dihydro-
N
53 © 3H-[1,2,4]triazin-2-y!)-N- 478.8
H\"BO (1-hydroxy-
a 8 cycicheptylmethyl)-

benzamide




I N HO (1-hydroxy a O cycl oheptyl nethyl) -

2004/ 058270 PCT/ 1B2003/ 006254

NAMVE DATA LCVs M 2-Chloro-5-(4- 0 H, c,
W vl esaspanoyl met hyl - o] " 3, 5-di oxo-4, 5-di h
L. 3H[1,2,4]triazin-2-yl)-N- 478.8 N (1-h
cycl oheptyl net hyl ) -
JR~ (2-oxo-2-pi peridin-1-yl-.506-1o0l
et hyl ) -4, 5-di hydro-3H 55 "

benzam de

benzam de WO

-59 EXAMPLE STRUCTURE

H ~

2- Chl oro-5-[3, 5-
" ON

)%grrﬁﬁzoéﬁn%zs;t

roxy c

di oxo-4

[1,2,4]triazin-2-yl]-N(1-

518.8 H HO hydroxy- cycl oheptylnethyl)- a 0 benzam de
2-Chloro-N-(1-hydroxy- | cycl oheptylnethyl)-5-14 56 o
} BKAMALE- mor phol 8TRUBTWREZ- oxo- H20. 8 NAMHO DATA LCMS M/Z
eHhyH—315=droxo=4,5— di-hydto—3hh s gl tT ez 1=
cf 0 2-ylj]-bengzamd 0 2-Chlorp-N 1-ﬁdr(g§<- A N (
57 cycl oheptyl -5-[4- o N8 @B%Pm‘i}%&al banoyl
4p2.8 i [N HO mgthyl )i 3, 5- di oxof 43.5dioxo-4,5-dinydro-
54 " 3H-[1,2 4]triazin-2-yl)-N- 478.8
&8 o cycloheptyimethyl)-
benzamide
2-Chloro-5-[3,5-dioxo-4-
Q 'ﬁﬁ (2-0x0-2-piperidin-1-yl-
N . ar
1(\ )@ ethyl)-4,5-dihydro-3H
55 o N {1,2 4ltriazin-2-yl]-N-(1- 518.8
cycloheptylmethyl)-
cl ©
benzamide
2-Chlora-N-(1-hydroxy-
Nm/\Njw cycloheptylmethyl)-5-[4-
56 0 OJ\N/N (2-morpholin-4-yi-2-oxo- 520.8
Ho ethyl)-3,5-dioxo-4,5-
‘ H\)O dinydro-3H-[1,2,4]triazin-
o 0 2-yl}-benzamide
" o] 2-Chloro-N-(1-hydroxy-
\rN\(\NJm cycloheptylmethyl)-5-{4-
57 © o N (isopropylcarbamoyl- 492.8
HO methyl)-3,5-dioxo-4,5-
N dihydro-3H-{1,2,4]triazin-
¢ o 2-yl]-benzamide
2-Chloro-5-[3,5-dioxo-4-
G, j\ {2-oxo-2-pyrratidin-1-yl-
N .
\IJ,/\)\ /IN ethyl)-4,5-dihydro-3H-
58 o 0 [1,2,4]triazin-2-yi-N-{1- 504.4
@\(n HO, hydroxy-
Lo cycloheptylmethyl)-
benzamide




10

15

di hydr o- 3H
2- Chl or o- 5-

[1,2,4]triazin-
[ 3, 5- di oxo- 4-

a 0 2-yl]-benzam de
(2- oxo-2-pyrrolidin-1-yl

of ethyl)-4,5-di hydro-3H 58 [1,2,4]triazin-2-yl]-N(1-

NoHO hydroxy a 0 cycl oheptyl net hyl ) -

WO 2002/ 058270 PCT/ M2003/ 006254

NAME DATA LCVs M2 2-Chl or o- 5-{4-

- 60 EXAMPL

~N I'l N~1 carbanoyl)-nethyl]-&-5 59 "' NN
di oxo-4, 5-di hydro-3H 504.4 H HO
[1,2,4]triazin-2-yl}-N(1 N hydroxy- a o

i

eptvlinethyl)- benzamde N 0 5-(4 H cN~-N

R eI

[(cyclopropylnethyl

ar banoyISTBUATURE O N N NAME DATA LCMS M/Z
yF=3,5-di pxo-4,5-di hydro 60 2—Ch|oro—5-{
3H[1,2,4 tr|a2|n 2- I) N-. 458. g % drcxy cN,
0 cyclohe 2 net hyl - en@%ﬂ?%ﬁ? WPLE 61
21Chl oro- N\ vﬂy\ % cycl ohept yl sedahvpyl)ym@hyl4.X 2- hvdr o
X -3-nethoxv prdb WB 5- d ioxQq- %mﬁyﬂshmyﬂmm+
ro-3H9r 1. p, 41tri aZ| -2-vl - enzam, ?tr QN @ N5G4
a o HO 2. 4Jriazin-2-yl}-N-(1-
hydroxy-
cycloheptylmethyl)-
benzamide
5-(4-
CHy ]
o . J\ Dimethylcarbamoylmeth
-l )\ ,IN yl-3,5-dioxo-4,5-dihydro-
N
B0 © 3H-[1,2 A]triazin-2-y1)-N- 458.5
H\"BO (1-hydroxy-
CH, O cycloheptylmathyl)-2-
methyl-benzamide
EXAMPLE 61
A) 2-Chloro-N-{(1-hydroxy-cyctoheptylmethyl)-5-[4~(2-hydroxy-3-methoxy-
propyl)-3,5-dioxo-4,5-dihydro-3H-[1,2,4]triazin-2-yl]-benzamide
5-(3,5-Dioxo-4,5-dihydro-3H-[1,2,4]triazin-2-y1)-N-{1-hydroxy-cycloheptylmethyl)}-2-
methyl-benzamide (1.77 g, 4.5 mmol) and R-(-)-glycidyl methyi ether (2.5 mL, 27.8 mmol) in
DMF (4.5 mL) were heated at 60 °C for 18 hours. The reaction was cooled, diluted with 1N
HCi, and exiracted with CHxCl,. The organics were combined, washed with sat'd sodium -
bicarbonate, dried over sodium sulfate and charcoal, fillered, and concentrated in vacuo. The
crude was purified by silica ge! flash chromatography (elution with EtOAc), then recrystallized
from ethyl acetate/hexane to give the title compound (1.62 g). LCMS (m/z) 479.5 M-1,
The compounds of Examples 62-99, identified in Table 3 below, can be prepared

according to the method of Exampile 61.



A)

2- Chl or o- N- ( 1- hydr oxy- cycl ohept yl et hyl ) -5-[4-(2- hydro
Xy- 3- met hoxy-

“Q;Q,g‘y,ﬁbzﬁ 5-di oxo-4, 5-di hydro-3H[1, 2, 4] tri paZin.003 006254
n-2-y benzam de

5-(3, 5- D oxo0-4, 5-di hydro-3H[ 1, 2, 4]tr|a2|n 2-yl)-N(1-
hydr oxy- cycl ohept yl et hyl ) - 2_gyet hyl - benzam de (1.77 g,
4.5 mmol) and R (-)-glycidyl nmethyl ether (2.5 ni,
27.8 mmol) in 10 DW (4.5 nL) were heated at 60C for
18 hours. The reaction was cooled, diluted wwth IN
HC , and extracted with CHZIABRE 3The organi cs were

carirTed; et wvrth—sat —do—Sodi pirtarbonat el - ur |
oM B &ﬁ?@ﬁf%%e and char coal fH'LMEIUter ed, and OATA LCHS Mz

cgncentrgted 1n vacuo. The ~ Cr ude-omro-Rt-inikiord Py

siflica gel flash cHf omat ography ' it Bl OAC) ,
en recrm;oaﬂ\k«m from et hyl %géé#gétgﬁﬁﬂg@aég[g o give

e title con‘p@u .62 g). LOVEZ{WoRY3aedosy-nM 1. 15
Thes2conpdunds of © Ex;rrpl es 62- 99 proghent, b-fioedd, 5-n [Tabl481.3

bel ow, cgdn be pre 'r SobAe net hod| of

anple 1. WD 20 % Qo0 4 -p1
RE NANE Di %EWES

Chl or 0-{N- ( 1- hydr oxy- 0 cyci ohegpesgamidet hyl ) 5-14-

TABLE 3 BXAMPLE ST

orlopy1) -3 5. oxor 4. 5. 4815 Ny d P "
priopyl ) - 3, 5- di oxo- 4, 5- : al o
[, 2, 4] tr] agfn‘_ yl - benzani de }jﬂq"%ﬁ’f"y ’8‘& P 2,3

O di hydne thyI , 5- di oxq-Prp%)-3,pigioxo- po
pr o&yl ) -3 Ndl - 3H 48 kiHgdro-3H- 481.6
[1,%2 4] tr]i azin-2 - N hydroxy O.vit-N-
cyicl ohept|yl et nzam de 7 [Cﬁ ]n m y& (?1 jdr oxy H
| cycl ohept vyl -5-[ 4- hyd l’OXy-

cycloheptylmethyl}-

benzamide

2-Chloro-N-(1-hydroxy-

H(?(.jﬁ . : cycloheptylmethyl)-5-[4-
|

)\ | (2-hydroxy-2-methyl-
64 o7 : propyl)-3,5-dioxo-4,5- 4655
@(N\/O | dihydro-3H-
u 8 OH 1.2 4]triazin-2-yl]-
benzamide

2-Chloro-N-(1-hydroxy-

H(}( ,ﬁ\ cyclohexylmethyl)-5-[4-
|

j\ J! (2-hydroxy-2-methyl-
65 omn propyl)-3,5-dioxo-4,5- 451.5
‘ - @/ . \p ' dihydro-3H-
H ! OH : 1,2 4ltriazin-2-yl]-
benzamide
Hc?( 0 ' 2-Ghloro-N-(1-hydroxy-
j:ujlq cyclooctylmethyl)-5-[4-
66 o N (2-hydroxy-2-methyl- 479.4
@\KN\@ propyl}-3,5-dioxo-4,5-
~ OH dihydro-3H-




0

(2- hydr oxy- 2- net hyl -
465: 5 di hydro-3H ci
benzem de

64 NN
OOH[1,2,

propyl)-3,5

41 triazin-2-yl]-

2- Chl or o- N- (1- hydr oxy
wo/fiboigxy| methyl ) -5-[4- HO "I

benzam de

5-di oxo-4, 5-

(2- hydroxy- Zggfﬁﬁﬁ&mm9§4

propyl)-3,5-di oxo-4,5- 451.5 N di hydro-
[1,2,4]triazin-2-yl]-

2- Chl oro- N- (1- hydroxy- HO " mz.cyclooctylnethyl) 5-[4-

66 N (2-hydroxy-2-nethyl -
)-3,5-di oxo-4,5- OH o di hydro-3H WD 2004/ 058270
- 62 EXAMPLE STRUCTURE NAME DATA

propyl

PCT/1 B2003/ 006254

479.4 N

LEVRWRWE | stRudsRE 1 azi n-2-yl |- | Rameam de DATA LCMS MZ
24Chl oro+ N (1-hydroxy-OH 0 f  cyclooctyl nmethyl)-5-14
(2- hydr oxy- 3-nmet hoxy- N 67 0 N pH&stigzine2-8l- di oxo- 4, 5-
495.6 H|di hydro-3H oH [1, 2, 4] t | bézhhiwe- Yyl ]- ci| O
beérzam-de—2—Chl-oro-—-N-{1—hydroxy;—=H
\ 7 1 2-Chloro-N-(1-hydroxy-
HC. OH
0/\[ o cyclooctylmethyl)-5-j4-
j\J\n {2-hydroxy-3-methoxy-
N
67 o N propyl)-3,5-dioxo-4,5- 495.8
@YR{‘/O dihydro-3H-
&L OB OH [1,2.4]triazin-2-yl]-
benzamide
2-Chloro-N-{1-hydroxy-
o]
cyclioheptyimethyl)-5-[4-
—~o S )g“ ycloheptylmethyl)
Hg N {2-hydroxy-3-methoxy- 479.4
68 o propyl)-3,5-dioxo-4,5- M-1)
@“30 dihydro-3H-
8 O [1.,2.41triazin-2-yl}-
benzamide
2-Chloro-N-(1-hydroxy-
i cyclohaxylmethyt)-5-[4-
HBQ-O H..- NJJ\" h d 3 th
OHO %\N,N (2-hydroxy-3-methoxy- 4675
69 propyl)-3,5-dioxo-4,5-
QEO)Q difydro-3H-
a O [1,2.4]triazin-2-yl}-
benzamide
‘ 2-Chloro-N-(1-hydroxy-
cyclooctylmethyl}-5-[4-
’N (2-hydroxy-3-methoxy-
70 propyl)-3,5-dioxo-4,5- 495.6
HEBO dihydro-3H-
a o 1,2, 4]triazin-2-yl}-
benzamide




cycl oheptyl nethyl )-5-[4- 10 'N (2-hydroxy- 3- net hoxy-

479.4 68 0 O~ N N propyl)-3,5-dioxo-4,5- (M1) NO

di hydro-3H ci o v~ [1,2,4]triazin-2-yl]- benzam de

N- (1- hydroxy O cycl ohexyl met hyl) - 5344 -

%@éﬁﬁegr oxy- 3-nmet hoxy-N 467.5 69 o N pefimmabsfingisa

propyl) -3, 5-di oxo-4,5 H How di hydr o- 3H ci

[1,2,4]triazin-2-yl]- benzamaie

2- Chl oro- N- (1- hydroxy- cycl ooctyl methyl)-5-[4 H3C N

(2- hydr oxy- 3- nmet hoxy- 70 0 }3,5-dioxo 4,5- 495.6 NH

O di hydr dihydro-3H ci 0 [1,2 4]triazin 2 yl]

0o Vv

bdnZam.Aae SYRUERG 058270 PCT/ | B2QAME006254 - 63
EXAVPLE S$TRUCTURE NAME DATA LCMB M.Z

DATA LCMS M/Z

2-iChl or o{N- (1- hyd roxy H c, cycli@palogh-tietyriery -

of[f N N P|CH prop I%S, 5- di 0x0- 4,} Byclop&dylrhet-53h f

difhydro- 3H ¢ o [¥, 2 4] triazin-2-yl - be . de
o L Tl e
ydr oxy- 2- get hyl|

2-1Chl or o-
cHM (2-K propyl)-3,5-dioxo-4,5-
oH

6-[4 a

e
4

L |

- Ho
453.5

NH

ct ©

dihydro-3H-
[1,2.4]triazin-2-yi}-
benzamide

72

HG

Ny

H,
O
G o

2-Chloro-N-(1-hydroxy-
cyclopentylmethyl)-5-[4-
(2-hydroxy-2-methyl-
propyl)-3,5-dioxo-4,5-
dihydro-3H-

11,2, 4ltriazin-2-yl]-
benzamide

437.4

73

HGC\. O/Y\N%

OH P
N

¢l o

2-Chloro-N-(1-hydroxy-
cyclopentylmethyl)-5-[4-
{2-hydroxy-3-methoxy-
propyl)-3,5-dioxo-4,5-
dihydro-3H-
[1,2,4]triazin-2-vi]-
benzamide

453.5

74

*“‘O’Y\ij\u

OH N
N

ct Q

2-Chloro-N-(1-hydroxy-
cyclobutylmethyl)-5-[4-
{2-hydroxy-3-methoxy-
propyl)-3,5-dioxo-4,5-
dihydro-3H-

[1,2 4)triazin-2-yij-
benzamide

439.5

75

2-Chioro-N-{1-hydroxy-
cyclobutylmethyl)-5-[4-
{2-hydroxy-2-methyl-
propyl)-3,5-dioxo-4,5-
dihydro-3H-
[1,2,41triazin-2-yl}-
benzamide

423.3




72 o N propyl)-3,5-dioxo-4,5- 437.4 NH off

di hydro-3H a o [1, 2,41triazin-2-yl]=

benzam de

2-Ch

| oro-N-(1-hydroxy H c, o~ ~N cycl opentyl nmet hyl ) -5-[ 4-

WS 2obskz2g Nydr oxy- 3- met hoxy 73 O-N

PC/IB2003/006254
propyl)-3, 5-di oxo- 4, 5- 453.5 KkNP~OH di hydro- 3H ol 6
[1,2,4]tr|a2|n2yl] benzam de 2-Chloro-N(1- hydroxy
H3c cycl obutyl met hyl )-5-[4- a=N (2-hydroxy- 3- nmet hoxy-
74 o-JIN propyl)-3,5-dioxo-4,5- 439.5 oy r~ | NHCH
di hydro-3H cl o [1,2,4]triazin-2-yl]- benzamde O
2-Chl oro-N-(1- hydroxy HaC o, H~ NI |
cyich o YisHRLRYige o-[4- HO TN (2 r oXY- 2- met Ny a4 o iz
N e S e 5. 423, 3 |80"0P H di hydr of T o
ol[1,2,4]triazin- 20y - benzam clé%@%ﬂlﬁ)@wm
PCT/ 1 B2003/ 006254 64 EXAMPLE $T ME[4DATA
LEVS M Z| 2= ros N (1- hydroxy- g S
cyicl opent]yl met Myl <5 14- I N 8’?%’ so hoxy 76
OiN6 1 / |propyl) -3, 5k-di -4, 5- 4?5’9)"153 5-dl°><°45- 453.5

o dihydro-3H-
. [1,2,4]triazin-2-y1]-
benzamide
2-Chloro-5-[4-(2-
o] hydroxy-3-methoxy-
H°c‘o/\l/\|~n’u\ul propyl)-3,5-dioxo-4,5-
OHOA\N’ K@ dihydro-3H-
77 495.4
[1,2 4)triazin-2-yi]-N-{1-
@YNH OH hydroxymethyl-
a o cycloheptylmethyl)-
benzamide
2-Chloro-N-{1-
Ho o hydroxymethyl-
ke’ o
78 479.4
(@ propyl}-3,5-dioxo-4,5-
@\’r“‘ ) dihydro-3H-
e o [1.2.4]iazin-2-vI]-
_ benzamide
o 2-Chlaro-N-(1-hydroxy-
@Y\ /&‘ cycloheptylmethyl)-5-[4-
ST N N 2 "
wl, //]\ ’|N (2-hydroxy-2-phenyl
79 N ethyl)-3,5-dioxo-4,5- 513.4
@FH HQ dihydro-3H-
& b [1,2 4triazin-2-yi}-
' benzamide
j\ 2-Chloro-N-(1-hydroxy-
i) cycioheptylimethyl)-5-[4-
CH AN
80 o (2-hydroxy-2-phenyl- 513.3
1. ethyl)-3,5-dioxo-4,5-
& dihydro-3H-




NH H di hydro-3H 0 [1, 2,4]triazin-2-yl]-

benzam de

2-Chl oro-5-[4-(2 0 hydroxy-3-nethoxy- H,c propyl)-3,
5-d i oxo-4,5- OHON N di hydro-3H 77 495.4

wo'20

cyc

hydr oxynet hyl -
(2- hydr oxy-

eptyl nmet hyl ) -

iazin-2-yg-N-(1- NH OH hydroxyneth
ﬁw‘ﬁkhﬁ 2-Chl oro- N-(
cycl oheptyl nethyl )-5-[4-11 ON -
78 rp prgpyl} 3, 5-di oxo- 4, 5-

benzam de
Ho~N | |
net hyl

%k'&ﬁ&ZO(QSIGOGZSt!

479' .4 N o dihydro-3Ha 0 [1,2,4]triazin-2-yl]-

benzam de 2-Chl oro-N-(1-hydroxy px
cycloheptylnethyl) 5- [4 M1 (2-hydroxy-2-phenyl 79 0
Wé" JsTRUETGREXO0- 4, 5- ©13. 4 mEd' nydr o- SH | GAra Loms Mz
[, 2,4]triazin-2-ylI- benzan1de 1O~
2-Chl or 0-{N- (1- hydroxy- \ H, oH IN[TZQHMﬂWEWP
cyci oheptjyl nethyl )-5-[4 80 o N (%eﬁ%%&@xy-z-phewyl-
513--3 H® et hy! ) 3, 5.-di-oxe 4_, 5 Q
S0 056970 PeT] 185003/ oo02en S REE ST RURTURE
ME DATA L \V/% ethoxy-2-hydroxy-
Hsgwi/\ij propyl)-3,5-dioxo-4,5-
0 J\Nf“’ dihydro-3H-
81 o 495.4
w HO [1,2,4jtriazin-2-yl}-N-(1-
,N\)Q hydroxy-
¢ o cycloheptylmethyt)-
benzamide
2-Chloro-N-(1-hydroxy-
Hfg—t{/\ a cycloheptylimethyl)-5-[4-
’ L J"’:uﬁk (2-hydroxy-3-
82" 07N isopropoxy-propyl)-3,5- 509.4
©\TH HQ dioxo-4,5-dihydro-3H-
& o [1,2,4]triazin-2-yl]-
benzamide
5-[4-(3-tert-Butoxy-2-
e
HC ‘L(\ Q hydroxy-propyl)-3,5-
) 4 j’\klh dioxo-4,5-dihydro-3H-
83 o [1,2,4]triazin-2-yl}-2- 523.4
@ﬁ(ﬁ HQ, chloro-N-(1-hydroxy-
&S cycloheptylmethyl)-
benzamide
2-Chloro-N-[2-(2-chioro-
henyl)-ethyl]-5-[4-(2- .
G § :
O/Y\ N hydroxy-3-methoxy-
84 : | propyl)-3,5-dioxo-4,5- 494.4
i dihydro-3H-
& o [1,2.4]triazin-2-yi]-
benzamide




[1,2,4]triazin-2-yl]- benzamde 2-Chloro-5-[4-(3 o
et hoxy- 2- hydroxy- H3C '-~N propyl)-3, 5-di oxo-4,5- 81
OHO N N di hydro-3H 495.4 H HO

wolzofs iazin-2-yll-N(1 NDhydroxy ci
cygﬁ (ﬁepE’yI nmet hyl ) - benzam de 2- Chl or o- I\I-(fCWmcf‘o03"‘0062‘;4
H3C H ¢ cycl oheptyl nethyl )-5-[4- 3 (2-hydroxy-3- 82 0

N i sopropoxy-propyl)-3,5- 5Q8.4 HO
di oxo-4, 5-di hydro-3H a o vv [1,2,4]triazin-2-yl]-
benzam de 5-[4-(3-tert-Butoxy-2- H HQ
hydroxy- propyl)-3,5- 3 off*~. dl oxo-4, 5-di hydro-3H 83
T 2 BEiaUcaGRR- 2- Y11 - 2= 523. FO ™0
ﬁoropl"ﬁl- (éi-%f'ﬂﬁoxy a o cycl oheptyl et hyl) - benz:aDﬁAécéMswz
2 Chl or o-N-[ 2- (2- chl or o- phenyl ) | 2Chigrb-p-{H5-fido2- H3C ©
HN O "N IN hydro y- 3- met hoxy 84 gm,fmm.g_QS di oxo-4, 5-
494.4 | dro 3H ¢ O~|Z% 4;2%|a2|n 2-yll -
behzam de @ 058270 PCT/ | B2
F o dihydro-3H-
85 F 505.3
@T \/Q [1,2,4]triazin-2-yl}-N
N
e ~(1-hydroxy-
¢ o cycloheptylmethyl)-
benzamide
2-Chloro-N-~{1-hydroxy-
07%\ j\ cycioheptylmethy)-5-[4-
He {2-hydroxy-3,3-
86 p dimethyl-butyi)-3,5- 493.4
@TNHOH dioxo-4,5-dihydro-3H-
§ [1,2 4]triazin-2-yl]-
benzamide
_ 3-(2-{4-Chloro-3-[(1-
hydroxy-
HC.. ij/Hs\ jﬁ cycloheptylmethyl)-
© 2 j\ ,LI carbamoyl]-phenyl}-3,5-
87 o7 N (Q dioxo-2,5-dihydro-3H- 509.4
@\"/NHOH . [1,2,4Hriazin-4-yi)-2-
o b hydroxy-2-methyl-
propicnic acid methyl
ester
2-Chloro-N-(1-hydroxy-
. cycloheptylmethyl}-5-{4-
OI mjl (2-hydroxy-3-morpholin-
o~ N
a8 (Q 4-yi-propyl)-3,5-dioxo- 536.4
©\WNHOH 4,5-dihydro-3H-
& O [1,2 4)triazin-2-yl]-
benzamide




-66 EXAMPLE STRUCTURE NAME DATA LCMS rvVZ

2-Chloro-5-[3,5-dioxo-4- 0 (3,3,3-trifluoro-2 HO N

hydr oxy-propyl)-4,5 85 F ~ dihydro-3H 505.3 i | H-
iazin-2-yl]-N N-(1-hydroxy- HO a

“E:O)ll%:olg%ﬁ%p?tﬁyl nmet hyl ) - benzam de 2- Chl or o- I\I-(?FE’&;BQZP%:)’{OQ@S“

~ HH C CH3 cycl oheptyl nethyl)-5-[4- OH (2-hydroxy-3, 3-

86 O N dinethyl-butyl)-3,5- 4@3.4 i ~lv NF PH

di oxo-4, 5-di hydro-3H a o [1,2,4]triazin-2-yl]-

benzam de 3-(2-{4-Chloro-3-[(1- hydroxy H3c,o0 H3 IN

j~ Il cycloheptylmethyl)- ok"N N
ca kg%mg -3,5 87 POH Ol 5-di hydr o-
503‘. E/é[ , 4 trR:Eam n-4-yl)-2- ,Il\si oéhydroxy 2- “Biravows wz

met hyl pr )pl oni ¢ aC| d pet hyl  est &f4-(3-Benzyloxy-2-

2- ¢hl or o- - b - ~ cycl ohepsaydiBbiisR- [ 4- NN
0J |OHO-N drox pholln 3_P£§
4-)i-prop , 5- d| 36 4 4] SOEAmyAEsiE
89 1,2, 4]triazin-2-yl]-2- 557.4
Hv(: chloro-N-(1-hydroxy-
1 0O OH cycloheptylmethyl)-
benzamide
2-Chloro-N-[2-(2-chloro-
8]
R phenyl)-ethyl]-5-f4-(2-
H(?l/o\ j\)j, hydroxy-2-methyl-

90 o propyl)-3,5-dioxo-4,5- 478.3
Hv\© dihydro-3H

“° -[1,2 4)triazin-2-yl]-
benzamide
2-Chloro-N-f2-{2-chloro-

NJOH phenyl)-ethyl]-5-[4-(2-

HO’HO’J‘N—IN hydroxy-2-phenyl-

91 ethyl}-3,5-dioxo-4,5- 525.4
“\,\é dihydro-3H- .

¢ o [1,2,4]triazin-2-yl]-
henzamide
2-Chloro-N-(2-hydroxy-
HC ij cycloheptylmethyl)-S-[{»—
HG o )\N,k {2-hydroxy-2-methyl-
192 HQ propyl}-3,5-dioxo-4,5- 465.4
@(m HO dihydro-3
' & o H-[1,2 4]triazin-2-yil-
benzamide

2-Chloro-N-(2-hydroxy-

@ 2 cycloheptylmethyl)-5-[4-
. N

HOHO’}‘N"I\' (2-hydroxy-2-phenyl-
93 ethyl)-3,5-dioxo-4,5- 513.4
ﬁ’Q dihydro-3H-
o [1,2,4]triazin-2-yl]-

benzamide




aofl, 2, 4]triazin-2-yl] benzam de WO 2004/ 058270
PCT/ 1 B2003/ 006254 -67 EXAMPLE STRUCTURE NAME DATA
LCMS MZ O 5-[4-(3-Benzyl oxy-2- O-\N

=propyl)-3,5 OHON, N di oxo-4, 5-di hydr g-
“ﬁﬁgﬂ%¥%7?| azin-2-yl]-2- 557.4 N H chl oro- I\I?fiﬁﬁ(}%%g%?“'
O | 0 cycl oheptyl nethyl)- benzam de
2-Chl oro-N-[2-(2-chloro- O phgnyl)-ethyl]-5-[4-(2- Ho
0, |H hydroxy-2-nethyl 90 ci propyl)-3, 5-di oxo-4, 5-
478.3 i "u dihydro-3H a ol i
-[1,2,4]triazin-2-yl]- benzamde 2-Ch loro-N[2-(2-ch

I W-[mu- N m~.1\|,|\|
hyzgrgzo'&"(yzg-z-p gAY 91 ethyl)-3, 5-di'OX0: 4, 5- 525. 4| PEALFSME

[1 2,4]trli azi n-2-yl ] benzam de [2-Ghidio-R-(onydxN § (2-h

O o

ydl r o X jy- H3C cydl ohept yl net hyl - [.4- C=
(2} hydr oxy*2etet igz propyl ) -3, G:Iogie%érg?t gE:EZ'4 5.4
NH HO di Hydr 0¥%3 Hg hpk H [ 4] tr i(%—QYdfpxy;mejhpxy-
94 propyl)-3,5-dioxo-4,5- 481.4
el dihydro-3H-
48 [1,2,4]triazin-2-yI]-
henzamide
2-Chloro-5-f4-{2-
H,C 1 hydroxy-3-methoxy-

propyl)-3,5-dioxo-4,5-

95 dihydro-3H- 4753
K% : [1,2,4}triazin-2-yi}-N-(2-

hydroxy-2-phenyl-
ethyl)-benzamide

2-Chloro-5-{4-(2-

MO Gy )H hydroxy-3-methoxy-
JN propyl)-3,5-dioxo-4,5-

% . dihydro-3H- 4753
. HJ}QOb [1,2,4]iriazin-2-yl]-N-(2-

hydroxy-2-phenyi-
ethyl)-benzamide

2-Chloro-5-[4-(2-

o]
HsG JH ' hydroxy-2-methyl-
N
HC" “on le propyl)-3,5-dioxo-4,5-

o7 dihydro-3H- 459.3
ﬁi{)b [1,2,4triazin-2-yl}-N-(2-

hydroxy-2-phenyl-

ethyl}-benzamide

2-Chloro-5-[4-(2-
Hsc“o"l}(\uj\” hydroxy-3-methoxy-
OH
08 o propyl}-3,5-dioxo-4,5- 450.2
dihydro-3H- '

H\/\© [1,2,41iriazin-2-yl}-N-
| O

phenethyi-benzamide




benzam de 2-Chl oro- N-(2-hydroxy O

cycl oheptyl nethyl)-5-[4- N HOl 1 (2-hYdroxY-2- PhenYI
.J.NN - 93 0 ethyl)-3,5-dioxo-4,5- 513.4 |~

di hydro-3H N Cl o HO[1,2,4]triazin-2-yl]- benzam de
WD 2004/ 058270 PCT/ | B2003/ 006254 -68 EXAMPLE
STRUCTURE NAME DATA LCVB M ZggdpppQ

2- Chl oro- N (2-hydroxy- H C o--, X, N

cycl oheptyl methyl)-5-[4 Ho HO\I (2- hydr oxy- 3- mat hoxy 94
propyl) -3, 5-di oxo-4,5- 481.4 NHHO di hydro-3H ci o

E)@’MPL _ES[IJEI%%LFL]J{/:{gry'J penzarn ae WKEH' OT O S T TP path Loms iz

oxy- 3- met hoxy- oN I N

propyl)-dbaloxo4595yaaniQQ;hﬁg—bs.%_ HOH
[1,2,4)triazine2-YI]-N-(2- ci O Ir oxy - 2- ?henyl

ethyl)- ZChIor05[4(‘ Ayt ‘
hydr oxy- yqo y - O~ N Ho- & N ppmpyﬂ)sai;c&aeh%xo 4,5

®o dihydro-3ti- 459.3
. \)\‘ {1,2,4jtriazin-2-yi-N-(2- | ° '

hydroxy-2-phenyl-

ethyl)—b'enzamide

- The' present invention is not to. be limited in- scopé by tﬁ_e specific erhbddimeﬁté 7
described herein. Indeed, various modifications of the invention in addition fo thciée déscribed
‘herein will become apparent to those skilled in the art from the foregoing description and the

~agcompanying figures.  Such maodifications are intended to fali _wiihin the scope of the
" - appended .daims. EE A L



1 0

15

- 20

96 ON di hydro-3H 475.3 H OH N
[7,2,4]triazin-2-yl]-N-(2- ci 0 hydroxy-2-phenyl -

et hyl )-benzam de 2-Chloro-5-[4-(2- 0 H3~N -

hydr oxy-2-nmet hyl - HO OH [IN propyl)-3,5-di oxo-4,5- N
97 di hydro-3H 459.3 HHOHON
[1,2,4]triazin-2-yl]-N-(2- ci O hydroxy-2-phenyl -

et hyl ) - benzam de 2-Chl or o- 5- {4 (2 O-N'

hydr oxy- 3- met hoxy- ON propyl) 03 5-di oxo-4,5- 98 ~
459.2 / dihydro-3H q [1,2,4]iriazi n-2- yI] N-

phenet hyl - benzam de -69- EXAMPLE STRUCTURE NAME DATA
LCMS M Z 2-Chl oro-5-[4-(2- 8 hydr oxy- 2- met hyl -
H, C~ propyl) -3, 5-di oxo-4, 5- , k di hydro-3H 459.3
HHCH N»ﬁxi@rﬁpoq.]nﬂwamerforﬁmja ]-N-(2- ci o _
hydr oxy- 2- phenyl -

r? Q

1
/R

N
H

—— | B W _ L
wherein R is-(Cy-CoJalkyl, optionally substitufed by (GsCrolcycloaliyl, (CaCro)anyl, (C:

'Cm)hEterocyclyI or (C+-Cig)heteroaryl, wherein each of said (C1+~Ce)aliyt, (Crcm}cycloalkyl
._ ' (CG—Cw)aryl (C{-Cio)heterocyclvi, or (C,—Cm)heteroaryl are optionally substttuted by one to

three moieties independently selected from the group consisting of hydroxy, halogen,
CN-, (Ci-Celalipy,- HO(C,—Cs)alkyi (C1~Cs)a!kyl-NH(C-i-O)- N HZ(C——O')— (C+-Ce)alkoxy, or (Cy-

3 Cm)cycloalkyi wherem said- (Ca-Cio)cycloalkyl is optnona!ly subshtuted by one or more':
- moieties selected from halogen, or (C1~Cﬁ)alkyl— - '

2is hydrogen halogen -CN, and (C-Cs)alkyd, whereln said (C,—C.;)alkyl is optlonally
substltuted by one to three moieties, independently selected from the group
consisting of haloy hydroxy amine, -CN, (GCelalkyt, (Cf-Cs)alkoxy, -CF3, CF30- .

{C-Celalkyl-NH-, [(C,-Cs)aikyl]g-N- {C-Celalkyl-S-; (CrCe)alkyi-(S”O)- (C:-Cs)aikyi-(502)~
_'(C,«Ce)a:kym{c-O) formy! (C+-Co)alkyl-(C=0)-, and (Cs-Celeycloalkyl. -

Rlisa mtrogen Ilnked (C1~Cw)heterocyctyi of the formuta:

o

wherein R* is independently selected from the group of substituents; consisting of

' hydrogen, halo, hydroxy, -CiN, HG«(CrCs)alkyl (Ci—Cs)aIkyl opfionally sunstntutea with one to-

three fluoro, (Cy-Celalkoxy optlonally substituted with one to three. fluoro, HOZC- )
(C,-Cs)a!kyl -0-(C=0})-, R°R°N(0,S)-, (C,-Cs)aikyl-(Op_S)-NH~ (C,—Cs)alkyl 028—[(01—Cs)alkyl-'

‘Nl RR°N(C=0)-™ R°R°N(CHz)ar, {(Cs-Cio)aryl, (Cs-Ca)cycloalkyl, (c,-cw)heteroaryt,'

(C4-Cso)heterocyelyl, (Cﬁ;‘C,a)aryl—O-, (C;,—Qa)cycloalkyl-of, (C,—Cw}hetemaryi@- ‘and

{ C,'.-Cm)héterocydyl-.o;; and’

R’ is independently selected from the group of substituents; consisting of

" hydrogen and {C,-Cs)alky! .optionally subsﬁt(_ited with one to three halogens, hydroxy, -CN, =~
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| CNPIEX'@@?O'

et hyl ) - benzam de The present invention is .not to. be
limted in scope by the specific enbodi ments . --

descri bed herein. |Indeed, various nodifications of the
invention in addition to those described herein wll

" becone apparent to those skilled in the art fromthe

foregoi ng description and the 5 acconpanyi ng figures.
Such nodi fications are |nte2§ed to fall within the
scope of the appended clai -70- CLAIMS 1. A
conpound of the formula R2 0 R R3. (I) wherein R is
(C1-C6) al kyl, optionally substituted by

(C3-Cl10)c

l (Qiﬁs aj‘l%f e&b%ﬁﬁngﬁﬁ C%B(ﬁ_c%ﬁ(j)}%)‘?ﬁét &H(é aﬂ(grca)ﬂhg}né\i n(((é%%ﬂalkenyl)n

sgcgalms:ﬁ) aNkylc=0f-CIcCTajptylelCagiNy [(CHCB)ky)-N-(C=0)-, (Cz

| CE) er@%@%%%&er%%% aq{e%l? Frlf 0 ac(l yt:%’ﬁgg"”‘“ "O)N” (gcs)aikvﬂyi)n-N-

(GO)1, E £B6) iy €T B, lpw@épléﬁaérlﬁﬂ Jereod! @vh%ﬁl 1 HesCroloycloalkyl-
éﬂdl“p {bﬁl)ﬁéé@ 4d?=>tﬂf 0X0-C HRNPERH), Q-C o)heteroary-(C=0), - (Cq

Kﬁl“g‘g‘i iy (C%%a'%?flét RS ﬁ;}%@amw—om—oy

(MDEﬂi{dﬁyM(@:@ES C(Q)%)ﬂﬂwl@lc-r@ opt(ﬁ@ﬁal)‘lyyloalkyl. (Co-Crolaryt,

((EHJTC@L (teH;ngy;b%fqggCO [‘gp(;aey; 10 noi eti es sel ected from

hal og@ﬁrear(ﬂ 2R (e - e%lj BF p u% g?bes%ﬁ;f{eg%nqény ‘aliphatic or. aromatic-

ca(r&lq -afoR)bg bhe/tb thl'e% naptuesoﬁt&bénpentlseﬁltmeﬂ fram BRI9BYP one to

cons:sgng%ggfj ?\It l?%drq)]( e%ﬂﬁ&? n-(I;N S(@l -@C)E'ﬁﬁ f(%ﬁlﬂklhﬂ&q@rm CF30-

Vd
(GELa08)- umyl(c,car(lm}ros)(aﬂ@r@%ﬂ Oty SFO)- (CrCapatky S0z}~
«, Cca@ vif (CCEa Ry EHRy hﬂd (Nacs)cycloalkyi

Iel? 9 S' ch( |ngl%n%%&|§)gg e(:ég)fiom 61% ei%ip consast(ng ofI hydrogen

‘(@@m&ﬂ@ﬂ a*H‘Qy(Cz’QQ@‘@-aﬂér(@a‘% %‘M(ﬂrd%m@ﬂ R ey ogtl%{lally be taken
' ttJb'eE)%Pgﬁﬂ the 'ﬁlﬁ%ﬁer( Gl el @hidr ttReyo BieChtidchaf to fvem 20BN Gamembiered .

(1'L1) wherein R4 is i ndependent 'y
hglerosygiey f; om t he group of substituents; consisting of
hydr egeas intmleofrothyeodxiyo; a@N, - HO- ( Cl1- 06) al kyl, -
(Cl- 6 aelnlg;(t geg %To%%lhlmosubsttut ea wth one to, 20

three I uor al koxy optionally substituted
with Ob‘i'lepflaﬁn Vaﬁ“?ﬂﬁ?leéa"slﬂw

(G -go)al ké(boﬁip()@reo))f anyRERﬁN( @@Sﬁadlng claims wherein R is, (C1-C4)alkyl

onalpyggé%élﬁ% &9@201’3% )eﬁ'l é‘a‘!’d -%‘%afk%or%glow&loa]kw are .

o;(tl@&llml)lﬁll}t@ld(ba pieytd three @vieies Wﬁ@p@p@éplﬁq ed from the gro

. conSIsting of hydroxy, halogen CN-, (C+Cglaliyt, HO(C-Cslalkyl, (Ci—Cs)alkyl NH(C—O)-V - -
NHx{C=0)-, (C1~Cs)alkoxy, or (Ca-Cqo)cycioalkyl, wherein said (Ca—Cm)cycloalkyl is- optlonally o

substltuted by one or'more moielies selected from halogen, or (C1—C3)alkyl-
3. A compound of any of the preceding claurns wherem R1 is (C, C4)alky| -

: optlonaliy substttuted by (CG—Cw)aryl wherem said (C,—C4)alkyl or (CE-Cw)aryi are optionally
 substituted by one to three moieties independently selected from the group consisting

' of hydroxy, halogen. CN-, {C-Cg)alkyl,. HO(C-Ce)alkyl, (C‘-Cs)alkyl-NH(C—O)- NH,(C=0)-, ‘

- (C,-Cs)alkoxy or {Ca-Co)oycioalkyl, wherein sa:d (Cs-Cm)cycloalkyl is optionally substltuted T

by on€ or moare-. moieties selected from halogen, or {C,-Ce)alkyl-. |
4. A cempound of any of the precedmg claims wherein RYis chloro methyt or

ethyl. .
5. - A compound of any of the precedmg claims wherein R is a mtrogen finked

_— (C‘ Cm)heterocyclyl of formula (Ill), wherein R'is hydrogen and R is mdependently selected

from the group of substituents consisting of hydrogen and (C1~Cs)alkyl wherem sald (C+-
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- acceptabl e salts _th

(Cl-Clo) heterocyclyl, (Co=C,0)aryl-0O.

(C3- C6) cydoal kyl -O-, (Cl-Clo) heteroaryl 0- " :~“@nd
(Cl.-Clo) heterocydyl -O=; and R7 is independently
selected fromthe group of substituents; consisting of
hydrogen and (Cl-C6)al kyl optionally substituted with
one to three hal ogens, hydroxy. -CN, --71-

(C, - C6) al koxy-, (C2-0C6)al kené/ (C1- 06)al kyI

NH2-, ((C, -C6) aI kyl), cN-, Co6) al kenyl ), I\I-,

((C2 Co6) al kynyl), N, NH2(C-O) (C - CG)aIkyI (CCON-,
((C, -Co6)al kyl). N-(C-O) (CZ CG)aIkenyI (C-O)N-

: al kenyl)n N Co6) al kynyl -
éﬁé @%péip@lﬁﬁp%stﬁut w%lng(wfj to th(e@rs t)tléqr‘gsymde@._n@?ntly selected from

r(a& hsz&w keiy (G £ Cexiloxy-, ((@e@ﬂkaiokv NEL-CLMRMISO,-, NH-, (C1-Ce)alkyl)e

r{ ( a %ﬁ&%} e)i?ﬁl ky(kc%éa&(g%ljn Ny HHACSO), | [Cr %lﬂyi (C=ON- (Cr

Gyt a!)(ﬁe%r oes‘rz;ﬂs)aa@a@)(c o+, @;ﬁa)qumyo@ayseoy (Co-Colalkynyl-
6:% 16) al kepy, C))z Q)IG(G—d)CZCG Ldsﬁyéil&s)l d4n0) 0 (C.-Co)atkenyl-(C=0}-,

TN (AN T R i PR NAS

hydr o@}en A COTIBOL(ﬂ@Pf ap) A theyreceding cimoshepryRY’ ishydrogen.

totw; and . mis an

or the pharmaceutically

. A conpound .of . any of the
i s (C, -C4)al kyl; '

n is an integer from zer
int éger fromone to tvvo

precedi ng cl ai ns wher n'i R
optionally substitut ed by (

said (C -C4)alkyl o cycloalkyl are .
. optionally substitufed byj one to three nnletles_”
. |ndependently sel ected fr the group sisti'ng of,
'hydroxy ‘hal ogen; CN--. (C C6) al kyl . C1- CB)aIkyI

- {GR’ GoyaicleglioNHH@a)P consEENNRE( C=0) - (C 0oy al koxy.

- 20

© T opti
. - sel ected m hal ogen, ¥8r (C, C6)a
. H
- compound of any _of the prece
_(C.-C4)alkyl, optionally subfB it ut ed by (Cs- C@O)aM
_ Whereln said (C, - C4)a|ky| or (C6 C, o)aryl &are ,
© opti o A bstitute ones o thr@@xquetteg and
. i.ndependent Isy selected £T1 n1th group consi sting 30

ut ed .

~or (C3C, a) cydoal kyé wher e| n said (Ca Cl o) cydoal kyl _i s

yl-so” 3. %
ng cl ai s vvherelﬁ R‘ i‘s

of . hydroxygauhal ogen, CN-@H (C -0Co)al kyI
HO( C, %s}) al kyl, (C, -C6)alkyf-NH(C=0) - NHZ( C=0 -

i

8. Acompound of any of the precedirig claims wherein R? is a nitrogen linked -
. (Gy-Cro)heterocyclyl of formula (1V), and R is

a‘owYC'a?‘ h (GV en}?éy‘t 631‘t9w helerppycy:jaed (Cy %E*ﬁ@ﬁ?féﬂt Were'" R'may
'@ﬁbnmnyexé $ubsiititeé @ngarguiing: aliptiatid bngmafatuhaiamont‘at&hawyone to three. '

g?\%( .fagm(ﬁé),@ %Yéc%(fﬁnf( fl:tlg)g%di)o@ag mgzté‘ qag:ﬁgzrbxy amino,
(@@)%aw} (?SGO?““)XY( CCFGB?&‘{WI(C(@@EU‘Y’ NH-, [(CsCaalkyllaN-, (Cy- -
~. ¢4e,|kyc:e) al t(mlc&u(vceﬁb)ﬂ f @ oyjaikyk @0 15) abkwk)alkﬁﬂ@or for;nyi :

n I K R and R6 are each--
.5 -'(eh%é)g&ﬁé %)f aFﬁd@?% %l)eytftofa lethe group. consi stl ng of .
o (C3-CB) CyCl\Q.@HSMlnd an{Rer thaMeddbingRYaiR® Wwheeal hﬂ’ls*%aemtrogen -Ilnke‘d g ‘.
§ e@? itlh(ﬁ)0 t:}r\ he nitrogen atomto which they - "
Ptta{ M YETYPIVE 3 to 8 nenbered . heterocycl e;

_C oycydoal Kyl - wherein .

((:@@9 CafSq&rgheter 0*@@"(‘360()}) héh €l ptiydip=O)and. (Cz-Ce)aikenyi-(G-O)O— (Cz- N
h r u | -0} -
- os&"rw @fu N G pnz‘;? O F e AP Blomy-0-C=0.,
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(G - CB) al koxy, or.(C3-C, 0)cycloal kyl, rel Ry Sk é//%ﬁ 72
{C3-C,s)cycloal kyl is optionally substi ted by on
or nore.noieties selected from hal ogen,

or.(C -C6)al kyl-_ 4. A conpound of any of the
precedi ng clains wherein R2 is chloro, nethyl or.
ethyl 35 5. - A conpound of any of the preceding
clains wherein R3is a nltrog?n i nked

(C1- C10) heterocyclyl of formifa (111), wherein R4 is
hydrogen -and R7 is independently selected fromthe
group of substituents consisting of hydrogen and
(Cl-C6)al kyl, wherein said (Cr 72 C6)alkyl is

optionally subStitutedomﬁt one. %o three substituents
i ndependently sel ected™{rom halo, hydroxy, -CN,
(C1- Co6) al koxy-, (C2-Co6)a¥kenoxy, (Cl-Cg)alkyl-s®2-,

2\| I(_|2 Cz’gggqaﬁg(%g"ﬂ ‘%ﬁ-%h )opanngfv Y ée(POF‘;J%E‘@@J %Iaiﬁ%n%"aarem W3 is a mtrogen Iinked.

((:ea;mm@)eacrcwwﬂ( @H@"?}l (), a("é Is S)e’ee‘ﬁji SRy 9fKRp peRstEfing oF:
( C2- 06) al keny]| ((cz 06) al keayl ) (C=0) -

(C2- C8) al k§HYl 5 .C=O) ’ ((C2- GByal kyhyl ), N—(C'—*O)"—,
(Cl-08) al kyl - (C=Q},;, (Cz- CB) al kenyl - ( ) -, .

- (C2-C6) al kynyl - (C=0 -, (C3- Clo)cycloalkyt (C%C»

((Cl--€ra) het er cl =0) -, (Cow&la) (C—O)

(Cl1- Cra) het Bf®aryl ﬂ> (G Co) al kyT'- (C=® O, .

(C2- C6) al ' kenyl (C=) (CZ- Co6) al kyn_ I-(C;C»C} , ‘
- (C1- Ce) al kyl - (XC—O) ((32 C6) al keayl - O (C=0) - o
- (CZ-C6 a/kyny (C3-C, 0 i AN

(C6- CLé8faryl ) (Cﬂ Cla) eterotyclyl ahd S :

(Gl-Cla) he eroarybm wherein R7-may- 10 optionally be .
. sUbstitg;ﬂh\fn any ring aliphatic or-.aromatic carbon_

at om by {7t ‘?] suitabl e nnletles :

i-ndependent | y. sel gct ed ron1the group conS|st|ng of

"hal o; hydroxy, amiaio, -CN, (Cl-C4).al kyl,

(C, - Ao al kK@xbmpoldat =l Pthe pré&%@@ﬂhh)ﬂhéfdﬁl— Risa mtrogen Imked‘ .

BRI

(Cl-&A)al kyl -(C0O-, an goalkyl. 15 6. A
compound of any..of- the ced| Io} cI ims wherein RL is

e hydrogen. 7. A conpound ofl anyocof the preceding clai s

10 .

~of fo

wher eIr'lﬂ.ulRSl | S nrbit e aglg'ﬁ\lltlﬁenéﬁgg?df Qlalﬁswﬂaﬁeﬁrﬁﬁﬁﬁyé’hﬂ%gen imked" _.;i |
@4®Qh@dotmwﬂfmuﬁr(bﬂ{ﬁr@dﬁé$ §Q“T‘ ffﬁm H(]—|O HO. _|—|Q~n<_‘_| R '

_CI*D\/ \ and H ?H

. OH . - ‘
12. A compound of any of the precedmg claims wherem R is a mtrogen hnked-.

(C1—C1g)heterocyclyi of formula (IV) and R is se!ected from:
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O A 20 8. A conpound of any of the preceding clains’
wherein R3 is a nitrogen |inked (Cl-Clo)heterocyclyl
of formula (IV), and R7 is -73- 9. A conpound of any
of the preceding clains wherein R3 is a nitrogen

i nked (Cl-Cro)heterocyclyl of formula (1V)), and R7
is selected fromthe group consisting of: HaCO-?
H3CO0~ { -) OH (!!! OH H3C H3¢P OH HaC/\O/ \O ~Si
and OH 0" 5 10.. A conpound of any of the preceding
clainms wherein R3 is a nitrogen |inked

(C1- Clo)heterocyclyl of formula (1V), and RT is Y 11.
A the precedi ng cl ai ms wherein R3

is B (Cl- Clerocyclyl |
HeH~<' | & ¢ 10 OH ( '
of the préﬁedlng cl ai ms mhereln 3 as a nltrogen

I i nked (C1- Clo) heterocyclyl formula (1V), and °f

is Sg ed from A- of f I\ ,and, : A, ]
conpe cten pm t ke gr 'stingl&i;/ o
2- Chlor o- NF(1- hydrax y- vt AohexyT net ,§ &SH/“\g

yl)-5-]4-(2-hydroxy-3-nmet hoxy-propyd)-3, 5-

di ox - di hydr o L1,2,4]tri ziin-2-yl]- benzan1de

5. - . - _ ‘

" 2-Chl ﬁ-(z oXY- p 5-di pxo- 4, 5-di-h

ydro-3H[1, 2, 4] triazin-2-y1] - N- o j]/_\g

(1- hydr oxy- cycl ohexyl et hyl ) - benzaﬁ1de : e
130 A compound selected from.the group conSistlng of:

2-Chloro-N-(1- hydroxy—cyclohexyimeﬂwyf) 5-[4~(2- hydroxy 3—methoxy—propyl)—3 5-
d10x0-4 »o-dihydro-3H-[1,2 4]tnazun—2—yl]—henzam|de ‘ .
2-Chioro-5-{4-(2, 3—d|hydroxy—propyl)~3 5—d10x0-4 5~dihydro-3H {’I 2 4}triazn—2~y{1 N-
{1 ~hydroxy—cyclohexylmemyl)—benzamde _
2—Chioro—N-(1-hydroxy—cycloheptylmethyl)—S -[4-(2- hydroxy—ethyl) 3,5~ dloxo—4 5—
dihydra-3H-[1,2, 4]tnazm-2-yl]—benzamide ' o
2-Chioro—5—[4—(2 3~dzhydmxy—propyf)—3 5~d|oxa 4 5-d|hydro~3H-{1 2 4]tr|azm—2-y|]—N-
(1 mydroxy»cycloheptylméthyl)-benzamlde :
2-Chloro- 5- (4—cyanomethyl—3 S-dioxo-4, 5 d:hydro-?.H -{1,2 4]tnazm—2—yl)-N ~(1 —hydroxy~

‘ _cyc!oheptylmethyl) benzamide; : .
2-Chloro-5-[4- (2-hydroxy«—3-methoxy—pr0py!)-3 5-d|oxo~4 5~ dlhydro-BH- [1 2 4}tnazm— :

o

—y[]-N—(1 hydroxymethyi—cycioheptylmethyl)—benzamlde

2-Chloro-5-[4-(2-cyano-ethyl)-3,5-dioxo-4,5- d:hydro—:iH— . [1.2,4]triazin-2-yi]-N-(1-"
' hydroxy—cyc{oheptylmethyl)~benzam1de : o

N-(1 —Hydroxy-cycloheplylmethyl) 5—{4 (2~hydr0xy—ethyl}-3 5~deoxo-4 5—d1hydro—3H-

: (1.2, 4]triazin-2-yl}-2-methyl- benzamide;
2-Chloro-5- [4 2 3—d|hydmxy propyt}~3 5sdaoxo~4 5~d:hydro-3H— [1,2 4]tnazm—2—yi]-N— - o

(1—hydroxy—cyclohexylmethyl)—benzamlde . : ,
2—Ch!or0-N—(1-hydroxy—cycloheptylmethyi)-5 ~[4-(2- hydroxy—2-methyl—propyl)~3 5-
dzoxo-4 /5-dihydro-3H-{1,2,4]triazin-2-yI- benzamide; : _
2—Ch!oro—N-(1—hydroxy—cyc[ooctyimemyl) -5-[4- (2-hydroxy-3-methoxy-propyl)-a 5-
dl0X0-4 5~d1hydro-3H—{1 2,4]triazin-2-yi}- benzamlde
2~Chloro~N ('!—hydroxy—cycfoheptylmemyl)-5-[4—(2 hydroxy—2—phenyl—eﬂ1yl)-3 5-dioxo-

' 4,5-dihyd_ro-3H«[1 2. 4)triazin-2-yl]-benzamide;




- 10

2- Chl or o- N- (1- hydr oxy-cycl oheptyl met hyl ) -5-[ 4-(2- hydro

xy-et hyl)-3, 5-di oxo-4, 5-

di hydro-3H[ 1,2, 4] triazi n-2-yl]-benzani de;

2- Chl oro-5-[4=(2, 3-di hydr oxy- propyl ) -3, 5-di oxo-4,5-di h

ydro-3 H[1,2,4]triazin-2-yl]-N 10.

(1- hydr oxy- cycloheptyln1ethy|) benzam de; .

2- Chl or 0- 5- (4- cyanonet hyl - 3, 5- di oxo- 4, 5- dlhydro 3H[1,
2,4]triazin-2-yl)-N(1-hygsoxy-
cydohept yl net hyl ) - benzam i de;

2- Chl oro-5, [ 4- (2- hydr oxy- 3- net hoxy- propyl ) - 3, 5-di oxo- 4
, b-di hydro3H [1,2,4]triazin-

2- gyéfllorlj\l'r ([é' 5 PG5 QX! wmyuorg yalyaRepb¥hiek, h;du)yd.b;enlam de;

1,2.41riagn 2ol -6- e B BT HIYY B B28i96x 0- 4, 5- di hydr o- 3H
[ 2-Chidthb Brk-gzhyirdend- l]nelNeJ(y];prohyym Brlipxe y(ﬂm[hydro—SH [1 2 Ariazin-2-

tyl ne

- é{foﬁ&%Phé‘/‘y-e‘@‘ﬁf tyI et h 5-[4- (2- hydr ox y)
. -38 Qﬂwmeglyaﬁﬁycm)@ 4dihvy ro~3H -1, 4]tﬂazm -yl)-2-C Or

hydro%ﬁloﬂ‘&dtﬁh&ﬁ#]ﬂbe&z}ﬂn}dez met hyl - benzari de;

SR bk pfadliap AN 3‘2‘.%39“%%%*%‘%%& udl b

_ dihydipBHAY Qrditiseire o-bisegideet hyl-) - benzani de;

2- Q&'(@!’a ;{}h&; Béﬁg%%)ﬁ-&d&@@ﬁﬂﬁf&hw [ z4]&uaz:n—2—yt1-N{1-hydroxy-

, ?é §¥ 2-methyl = propyl).-3,” 5- -di 0x0-4,
qmeg: ffm i azi n-2-yl ] - benzani de; - '
2- m(m\mdw ﬂydtm@rmmi)s'wﬁsom Gidfredeydty: L152-1]f416{ﬂ2fzh‘§]a?r‘6‘5@m“ ‘

'N(1IT\§1_ {lg}c?b%yt M&nénﬁdéﬂaﬁao 4, 5-di hydro3

tr1azi n- 2-
R AN A iR ﬁg?fﬁgw? TR pEnNYFs

dsoxoxﬁahﬁhemy 1 24ihipkin-ByiBsahizaxde. :

4,5-di hydro-3H[1.2.4]triazin-2- yI] benzan1de -l 75

2-Chl oro-5-[3, 5-dioxo-4-(3,

3,3-trifluoro-2- hydroxy propyl)-4, 5-d |I|Mdro 3H

(1,2,4jtriazin-2- yIJ-N-(l hyd( - oxy- cycloheptylnethyl)

benzam-de; :

2- Chl or 0- 5- [ 4- ( 2- hydr oxy- 3- net hoxy- propyl) 3,5- di ox0-4~
-, 5-dihydro-3H[1,2,4]triazin-2- yl]-N-(2-h
‘ ydroxy 2- phenyl - ethyl ) -benzam de; 5

5- (‘4- Car banoyl net hyl - 3, 5-di oxo- 4, 5-di hydro-3H[1, 2, 4]t

riazin-2-yl)-2chloro-N(1-

hydr oxycycl ohept yl net hyl ) - benzam de; -

2- Chl oro- N- (1- hydr oxy-cycl ohep ' ‘ .

tylnethyl) 5-[4-(2- et hoxy-ethyl )--3,5-dioxo-4,5

di hydro-3H-[1, 2,4]triazin-2-Al -benzam de;

5{4-(2, 3-Di. hydroxy propyl) -3, 5-di oxo-4, :

5-di hydro-3H-[1,2,4]triazin-2-yl]-N(1- hydroxy 10

cycl ohept yl net hyl ) --2- et hyl - benzamni de; - :
- 5-[4-(3- Ami no- 2- hydr oxy-.propyl) - 3, 5-di oxo- 4., 5- dlhydro

-3H-[1, 2, 4] tdazin-2-yl], 2-Chlora- -

N-(1- hydroxy cyctoheptyflnethyl) benzan1de and
. 2-Chl oro- N-(1- hydroxy-cycl ohept yl met hyl ) .. ‘

5-[ 4- (2- hydr oxy- 3- net hoxy- propyi) -3, 5-



di oxo-4, 5-dihydro-3 H[1,2,4]triazi

n-2-yi J-benzamde. t -75a 14. The conpound

2-chl oro- N- (1- hydr oxy-cycl oheptyl nmet hyl ) -5-[ 4- (2- hydro
Xy- 3- met hoxy- propyl)

- 3, 5-di ox0-4, 5-di hydro-3H-[1, 2,4]triazin-2-yl]-benzam
de, or a pharnaceutlcally 7§éceptable salt thereof.

15. The conpound

2-chl oro- N- (1- hydr oxy- cycloheptylnethyl) 5-[4-(2-(R)-h

14. ?/‘rgr Eﬁi )?g?}Poundl ? c%lorg 1 tydroiy gyc C?hﬁglt&lmetl'\g;HS [i (22hy2]'0x¥ -3- methoxy—
propylp - v3.3-dip¥n%, arradro- 3<15H1 a %H%ﬂh&bﬁ'kmﬂ@@lfipy Ofacéemhﬂmé@euﬂcaﬂy
acdeplable thehe@br. 16. The conpound |
2-chl oro- N- (1- hydroxy-cycl oheptyl methyl )-5-14-(2-(S)-h
ydr oxy- 3-
- 15.ret Rioxy - peroppnd - 3 25chidr o dt-tydsoxdtichglolreotyBir iyl RIA4P{ R)iterdrioxy-3-
meﬁ\bgy MB&W)@@E@Q@ 48.¢ithro3BHIR @M‘]@&zﬁ’“ﬁ L§BtdYmicRcseaimahLeutically
ﬁ ff 17. The conpound
amfp@ FB?H ﬂ??l hydr oxy- cycl oheptyl nethyl )-5-[4-(2-(R)-h
. ydroxy-3- met hoxy-propyl)-3,
16. 5 d'TRé(O éorﬁpdiil'ngydrﬂhl?b% [\13(1 aytf};@rdyégljleptylmethyr[r)bs [4- (2—(8) hydroxy—3-

benzam de. Q ar maceut
meE'BWpﬁ’rP%)i')h'fgs 8‘0’691‘%?5’5%9@13@& )ﬂ]t@qqrg%yiil Denzamidertr aoqd“aﬁ“ace”“ca"y
accepaple usltktherdofaccor dance with clainms 14, 15, 16 or 17
and a pharmaceuticaliy acceptable adjuvant, dil uent,
or carrier. 19. Use of a conmpound in accordance with
17.cl als 1g2ompagnd 16 ZehlonozNy(hydrexyei¢ielfeainatieyydr442-(R)-hydroxy-3-
melfBR-srasypry, 5-Hioko-4 BRIH/Ae BHYE UGS zid- A QuBEH-Bhdear t hri ti s.
20. Use of a conpound in accordance with clains 14,
15, 16 or 17 in the manufacture of a nedicanent for
18.t heAt pregmanenticabfcompesdigaraompriiting a thérapesdicalyf efteciivengroennd of a
corh;fbuﬁ& Qpééiﬁfb%ﬁcé’\&nﬁtlh cllndl B 15416 bp 17 1d0y pﬂ-a%m'aébuh&(ﬁy acceptabie

: ? e of a nedicament for the treatnent of
adjlbvgph di uent or carrier.

19. Use of a compound in accordance with claims 14, 15, 16 or 17 in the manufacture of a

medicament for the treatment of rheumatoid arthritis.

20. Use of a compound in accordance with claims 14, 15, 16 or 17 in the manufacture of a
‘medicament for the treatment of osteoarthritis.

21. Use of a compound in accordance with claims 14, 15, 16 or 17 in the manufacture of a

medicament for the treatment of pain.

c



