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C6- C10) ar teroc
( Cr. CToT e eaeB LI ion 1 Aot ordes 870481 cs) al ky!
(C3-C10) cycl oal kyl, (C6-€10)ar
(C1- C10) het erocycl yI , or

D) het eroaryl are

optionally substituted by~gne 16 Re suitable
noi eti es i ndependently ef\bued fr@n1the group
consi sting of hydroxy, Ealogrn

R® (1)
wherein R' is (C;-Ce)alkyl, optionally substituted by (Cs-Cio)cycloalkyl, (Ce-Cio)aryl, (Cq-
30 Cyg)heterocyclyl, or (C4-Cyp)heteroaryl, wherein each of said (C4-Cg)alkyl, (C3-Cqo)cycloalkyl,
(Ce-Cro)aryl, (C4-Cyo)heterocyclyl, or (C4-Cyg)heteroaryl are optionally substituted by one to
three suitable moieties independently selected from the group consisting of hydroxy, halogen,
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wherei n said (C3-Cl10)cycl oal kyl is optionally

substituted by one or nore noieties selected from
hal ogen, or (Cl-C6)al kyl-; R2-2s hydrogen, hal ogen,
-CN, and (Cl-C6)al kyl, wherein said (Cl-C6)al kyl is

optionally 5 substituted by one to three suitable

noi eti es, independently selected fromthe group
C @S| &lCRgikaf HOM: @e)alkyid (OGH)alkgriE=03-ONH,(C Eb)- ) -k Jelkbxy, or (Ca-

(?‘(ﬁc &%Hﬁ ?ﬁ/r{?rﬁln%:?’d g§&¥clqa£kglls%t%|luéwlsu%'ﬁ’tuted by one or more

( @itisy sdlqeldd fr(osa@jogen OO iRy | - ( SC2) -
(Cl- CG)@'Mro&l( Gal@éen ér@raw G- dsﬁicymhé}bk)ébrd( €=E))alkyl is optionally

d |
e B Ao Bk AR oels JupHsbLorrno gpm e aroue
tlmenéismngrudﬁa haloO Hiitoxy, | jininoO -8IN, NC106)élkyl) (Cefe)elkexy, -CFs, CFsO-,

pfzéra%amkhc S L ARGRNARE LSS, 964 s%lks@f@%)pm Cefalky-(SO2)-

rodru sent |nvent|on a

P 6C aCaBmpBURTOBI T (b wHINECRY. B XHE- CHofoaa: o1
vvher ei IR*Rla sustalcdubshiiiel krbgenaipkéddBatl yherudrgelyitofithe cbrinyia:
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C10) heterocyclyl, or (Cl-CiQ) heteroaryl, wherein each
of said (Cl-Co6)al kyl, (C3-C10Q)cycl oal kyl,
(C6-C10)aryl, (Ci1-C10)hetefocyslyl, or

(C1-C10) heteroaryl are opfionaljly substituted by one
to three suitable noietiges independently sel ected
fromthe group consistonig ofn'hydroxy, hal ogen, CN-,
(C1- C6) al kyl , FKXCH-CB)aIkyIL (C1- C6) al kyl - NH( C=0 -
NHQ(C—C» (C1- C6) al koxy, or~C3- ClQ)icycl oal kyl ,
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-CN, and (Cl-Co6)al kyl, whereingaid (CL-C6)al kyl is
optionally substi t ut ed b) o three suitable
noi eti es, independently gd fraomthe group
consi sting of halo, ami oy - CN, (Ci1-0Cp)al kyl,
(C1- C6) al koxy, - CF3, (c1 &5) al kyl - NH-,

[ (C1l-C6)al kyl]2- N, -S-,

(C1-C6) al kyl - (S=0) - (SOZ) - 25
(Cl-CG)aIkyI-O(CzO) - (C1- CG)aIkyI (C=0 -
and (C3-C6)cyc|oa|ky|; R s a ni trogef) | inked
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Cio)heterocyclyl, or (C4-Cqo)heteroaryl, wherein each of said (C4-Cg)alkyl, (Cs-C1o)cycloalkyl,

(Ce-Co)aryl, (C4-Cqo)heterocyclyl, or (C4-Cyo)heteroaryl are optionally substituted by one to
three suitable moieties independently selected from the group consisting of hydroxy, halogen,
CN-, (C4-Cg)alkyl, HO(C4-Cg)alkyl, (C4-Cg)alkyl-NH(C=0)-, NH,(C=0)-, (C4-Ce)alkoxy, or (Cs-
Cio)cycloalkyl, wherein said (Cs-Cio)cycloalkyl is optionally substituted by one or more
moieties selected from halogen, or (C;-Cs)alkyl-;

R? is hydrogen, halogen, -CN, and (C4-Cg)alkyl, wherein said (C4-Cg)alkyl is optionally
substituted by one to three suitable moieties, independently selected from the group
consisting of halo, hydroxy, amino, -CN, (Ci-Cg)alkyl, (Cs-Ce)alkoxy, -CFs, CF30-,
(C4-Ce)alkyl-NH-, [(C4-Cg)alkyl]-N-, (C4-Cg)alkyl-S-, (C4-Ce)alkyl-(8=0)-, (C4-Ce)alkyl-(SO,)-,
(C4-Ce)alkyl-O-(C=0)-, formyl, (C4-Cg)alkyl-(C=0)-, and (C3-Cs)cycloalkyl;

R?is a nitrogen linked (C4-C1o)heterocyclyl of the formula:
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addi ti oﬁ‘lssaﬂ'ﬂtégePfroJQ@ro?J%eéﬁﬁm' oned base conpounds of
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or the pharmaceutically acceptable salts or solvates or prodrugs thereof.
30 The present invention also relates to the pharmaceutically acceptable acid addition
salts of compounds of the formula I. The acids which are used to prepare the pharmaceutically

acceptable acid addition salts of the aforementioned base compounds of this invention are
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chl oride, brom de, iodide, nitrate, sulfate,
bi sul fate, phosphate, acid phosphate, acetate,
| actate, citrate, acid citrates-tartrate, bitartrate,
succinate, maleate, funarate, gluconate, saccharate,
benzoat e, nethanesul fonate, ethanesul fonate, 5
benzenesul f onate, p-tol uenesul fonate and panoate
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S noPEger ‘G%B%{ge Pdolygngsil ﬁ‘ﬁouﬂ& n'}éYJ%']‘? bis-(2-hydroxy-3-
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those deyd M\?e%mfnr é?é@ reléfég ) %?55@‘%9 Nalel ﬂ)lrrjnbfla ﬁcﬁ?epéh@rmcg bases that

cations such as al catl ons EO assi um
ant® S8d¥SEHy a%f?@@%ﬂ’f%é? PFRDea PRATHRRLPIN. AEGEB1 lo(lasg. salts of those
C abapipoondart fomaga e thatia aciaibirDmturENary thegettrdt-forMioHdx@ base salts with
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am ne-
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Co#ffrnaiaasnopifimfapd n’tlerebab‘e $aity piraimeeeutioatly aeceptabli dganic amines.

15 hydr oxy Q& |nv&ﬁBrb9§6’éﬂl&m%s@é@&aﬁﬁébe@tﬁ:al%ﬂﬂé@sﬁﬂoﬁg cé)r{ﬂlrﬁng prodrugs of
prodrugs, Prod %r s include conpounds wherein an

acPEs i dne It SRREHRGScRE SRR | PEYING {igs ey, Rycroxy or
( ecagboxylicvanqups lsere be wnvérmdrlbnto @mdrugs aCradrugs egiudd @smpdunddwherein an

ar I
am&ﬂﬁ@‘éﬂé %gk% o|(r) rg glg;sjeg)ox C 8/»%2 Crlngy(?e téog{] %o t reI; Brei%ur) amino acid
c owﬁlg%d@ hrare eovalenty jgined gh ReRtige g@]dg torfga@, mhydroxy or carboxylic

20 i né‘dlngleu;ﬁé‘lef ctthpb@ids lof idriytula O.C CTHE rnfi &8did F&ld@é‘d @8ude the 20 naturally
0 S a

c nat hree | et

e S5 308 Eomblad VeSS b YIB! SyBg Bl s mouce,
|sﬁﬂ1é1mprn@e :B'yfif@MYylhw @ﬁtmcéinﬁelsowmabl A-mefuthistidine, norvalin, beta-
al aghime, gé]ﬁﬁé@mﬁéﬁuﬁﬂ@uéc‘ﬂ | Gtrdmb d.hombdysidink I'ilﬁlinoserlne ornlthlne and

honocyst ei n ornjthine nd met h

OTREHRNS (P Biie . Broah o TUHE COTEULR d el RBAkS, carbamates,
25 casbiderndreisalkyt astbanmmsqre 2&vaniydesdehit taé lebdveesibgituents of formula |

V\h{hmg@{hg cg,gy,@| (%;gohybr(}agjﬁq%gcﬁag t he above substituents

for nmul hr ou e carbonyl carbon prodrug
SI dechai ?13 "*I"ﬁl‘%onl ﬂ% FhFoHtPasies o°°8}986}?ﬁa%f sfegnuyag r‘rr.?@ﬂtﬁ%‘g protective
of gbagsmubrae dkileo mt taé Bt Yl gsotdppaiciatecthatPoMpBpPinds GNhe invention can also
Skb% hrggaré@wﬁmgerérn ereJ:tlngg O%Ig %BPérS %E&@%rﬂ?ﬂﬁcaﬁ&}m ltloréjgs'e and can

nvent i on
30 pr by ERtoverybeipre @ginisiaionde @ mg@ﬁ uThefpmteqbam 2 @@mtemloro pf functional

st goa@es ABstriB&tin 39ro¥éetl\fe€t§f6mﬁdn bﬁééﬂl’c&?rﬂeﬂmt@" %B'Ee@lt HyQNWIFO McOmie,
a Bﬁt e

&
£ uBBbyroPlses (73R k08 cPps f GieohE i Bisl et ek . Greene
i nar@rRy&iM.3Vith évilegdntarsciengel (1969). by J. WF. M Qmi e,
Pl enum Hiegs, 6&%2%3 th@r}gentgﬁ %I@&é éli"s@ergls% Ffeé gs%ﬁ@lr&ns isomers)

Synt hesi s rd edition, G eene
35 vy P, e} SENER CLoTESUp o PROTE RGeS 2B Syarpgtomers), a5 vl s
I Niaegrhic,aliasterspmedearalothesiniztuesios Qe issmére. 9., ci s and
trans isonmers) 35 and all optical i somers of
conpounds of the formula | (e.g., Rand S
enantioners), as well as
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can exist in several tautoneric fornms, including the

enol and imne form and the keto and enam ne form and
geonetric isoners and m xturessthereof. Al such

tautomeric fornms are included within the scope of the
present invention. Tautomers exist as mxtures of a
tautoneric set in solution. 5 In solid form usually

one t ammmp@maﬁo 54118 &n@ prodnR Nof tthe PEdaernvehfdit @iﬂieémst in several

natgltxtgrrq%r}c %rsrgsr nw?udi&; ﬂbe erpol %ﬁg’ r}‘mne \4r%nt Ioo 91 I n oL%qdde ena]gnlne form and

tau esent conp
t ageoowtsiciisoMety arst m%@rqss‘,hwxén %ucfs t@togwecq ﬁorroﬁ atehigcluded within the

f ogapd & the PldserifdentioRr RautéMérs %Kl'stl éserqlxiuﬂastcﬁ% tﬁft&mé’Mc slet in solution.
ap reciate that this group &E’a so be drawn as

¢ Al Formy Ll o dpylomes” ridpminaiess %1:,81%‘9*? R0sRifagper may be
al ¢sciibed) thd ggesatt DpEnioinciEde alt twtopfe&emthelmmnt t@mpounds. One

Atéx%F?m %%'FE'E tqrrrﬁefn%tchR:r&QWH d|§a %HHH mliat Nat can

be separated 1 nto rotatlon cte I SOmers.
The conpounds of this |nvent| contaln

ol efin-1ike doubl e bonds. en su 15 bonds are
present, the conpounds of the invgntion exist as cis
and trans conflguratlons S ures thereof. A

"suitable substituent" |8 |ntered t® mean a
chem cal ly and pharnmaceuti cal | accept abl e functiona
group i.e., a noiety that doe¥ ot negate the
bi ol ogi Ov¢ skillet inih¢ grt wifl apgreciate thatthisigep compleubeldrawiSacits tautomer
suitabl e substituents may be rqutinely sel ected by
those skilled in 20 the art I rative exanpl es of
sui tabl e substituents inclyde, buff are not limted to
hal o groups, perfluoroal kyl groups, perfl uoroal koxy
groups, al kyl groups, al gr , al kynyl groups,
hydr oxy groups, oxo gr MCapt o “gHoups, al kylthio
groups, al koxy groups, aryl or| heteroaryl groups,
aryl oxy or heteroaryl oxy grou aral kyl or
het er oar al kyl groups, aral koxy or het er oar al koxy
groups, Trpq()p(r@g@ Jnvgmt@a pglso a'ﬁ?'ﬁ*ﬂ?sg pt_r,q;bsg)megﬁ lp)f,| the gprgsent invention.
di akdpysomatsierefio @URoundSofGaHrRRMENE: c4H KEHRBarated into rotationally restricted
al kyl car bonyl groups, al koxycarbonyl groups,
al épgﬁ1nocarbonyl groups dial kyl ani no car bony!
gr oups, The sdmpavistsref thigineeniien may gordxiy olefiltiveydoulgje dapsts; When such
al Korks Hlefpikht thEE ndsaf e ShtRR ¥kistHs QisRmd #8i5s dohfgurations and as
like, Those .skilled in the art will appreciate that
W?m“§dW§?qtuents can be substituted by additiona
subst i t Aeistitble Feubbient” eix ainfphded tof msan taabiiepically and pharmaceutically

acceptable functional group i.e., a moiety that does not negate the biological activity of the

inventive compounds. Such suitable substituents may be routinely selected by those skilled in
the art. lllustrative examples of suitable substituents include, but are not limited to halo groups,
perfluoroalkyl groups, perfluoroalkoxy groups, alkyl groups, alkenyl groups, alkynyl groups,
hydroxy groups, oxo groups, mercapto groups, alkylthio groups, alkoxy groups, aryl or
heteroaryl groups, aryloxy or heteroaryloxy groups, aralkyl or heteroaralkyl groups, aralkoxy or
heteroaralkoxy groups, HO-(C=0)- groups, amino groups, alkyl- and dialkylamino groups,
carbamoyl groups, alkylcarbonyl groups, alkoxycarbonyl groups, alkylaminocarbonyl groups
dialkylamino carbonyl groups, arylcarbonyl groups, aryloxycarbonyl groups, alkylsulfonyl
groups, arylsulfonyl groups and the like. Those skilled in the art will appreciate that many

substituents can be substituted by additional substituents. Further examples of suitable
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her ei nabove. As used herein, the term"spiro" refers

to a connection between two groups, substituents

etc., wherein the connection ca&n be depicted according

to the following formula 5/ As used herein, the term
"al kyl," as well as the al kyl noieties of other groups
referred to herein (e.g., alkoxy), may be linear or

br substiedts(istick tasenetitay lin thet defihitionnef pompatingds ios BFRRYIL including R’
n 7 t ondary-butyl, tertiary-butyl);
optﬂ(%%ﬂp{ ésg%agia }?éltreﬁnag(g%b 1 to 3 suitable

subst | t’l’ﬁeﬁf%d nge'ﬂefh%éeﬂnabév@ defers tasa fdomnsetipn bétvegnotwo groups,
t r dubbtinhRRL, brein (KelcobiBdoBdrkeax Ye ddfictédRelrdily BItHE BRMing formula
trlfluoronethoxy, di fl uoronmethoxy or (Cl-C6)al kyl. The
phrase "each of said alk s used herein refers to

any of the preceding al kyll[ noi etjies within a group

such al koxy, al kenyl or & ino. Preferred al kyls

i nclude (Cl-C6)al kyl, nore preferred are (Cl-C4)al kyl,
and nost preferred are net'y d_ethyl. As used

herein, the term "cycl oal to a nono,

bicyclic or tricyclic carbo ycI 5 ring (e.qg.,

cycl opropyl, cyclobutyl, cycl op cycl ohexyl

cycl oheptyl, cyclooctyl, cyclono , cycl opent enyl,

C y cl 0 h eKselﬁh\éh aherQIngMG |t @2 aﬁyl 18 %i(i)ﬁsgﬁle ialk9 ' n%fé:irleQ bbteer grjoups referred

optf’ 51 ﬁ'l (W E@Wiybl ﬁ’@ I"i a(5r°r %’a ﬁ%ﬁ%c%%ﬂgthﬂnﬁthyl n-propyl, isopropyl,
opt-b@ylalsbpuigiisstdntiary-bdtyl, bgrtidry-baty!3 Gpﬂbrtﬁ;blstﬂostrtuted by 1 to 3 suitable

| f
FAAAIETS 5o I S008Il Ao P oo
t r Co Lot ¢t H erﬁ@p}ﬁlgwyordﬁ le M)Tgp fase “ggch of said

Asalkig el uber itirdin refdﬂ@totai‘rlym thbzﬁ&g«mﬁg alkyl Holéﬂ&imfhﬁn@ér@up such alkoxy,

Chell?eng’or Qﬁy? aplno. Prelégrde% a‘R(yIs rncrae C? %P)rﬂkclarp?%é R%?érreﬁgrg% &)alkyl and
stW@ﬂQﬁﬁ"@#aﬁﬂ@ﬂwh@de&whln unsaturated radicals of 2

t ?h6 C akD@Rd RERIFS thel tBrR] Wby Mrs fboé mbhcmbtc%ﬁc bPtricyclic carbocyclic
et ne

| S@QB%gpg}lﬁ;ﬁ)ropg ﬁ%‘lomyﬁ Eyc&psrﬁénwcl he_egl%&){c&q?;?tyl cyclooctyl, cyclononyl,

2- ¢yaiveamienyl, andytidrexérivke; brpycio@?nzﬂ]hgpt@sl subsitycb3t2ebckyyl - and
1 gr&clg[S@U%ﬁoﬁg’rlyﬁ efé l)lbgﬂtlbrliéﬂ? %rﬁarﬂﬁq fj@rf . %@%?&@E gné&&r@naﬂ? substituted

| uoro | uor onet

(c%' tlfe)%ﬁw‘iae'wubﬁtrqeﬂru%% 8?(@?%@}29\'6 Bich| %Fl&ﬁ%tw&?f@ tgffuoromethyl,
( GCr-ColabY(Co-Cro)iByicits edliubremeinty, dill@rdnestivky 6H(K¥O§)élkyl i's

used hegei s%dthgre ﬁ'@ 5] Hafd p)eghl%}xgvrgr%g rbrg;tio or fluoride,

chain radicals vrn one p&] ch% I'nc
nofNiorifierProgiferop iodige. hynyI pr opynyl but ynyl , and t he

li ke; Q«ﬂi useaaierain, &h@ﬁdrr*nt"éﬁ(&d,/l"hﬁednsts@ra@hts&l Bré\kbh@d chain unsaturated
iﬁr}% F%s ofteﬂ; {o?q gaibo&%?rﬁ%”mcl%egal&g¥§ lﬁrgg%g to etheny\'I 1 prbpenyl 2-propenyl
( de"s@;rosoémweowy 2-methfH1croepsmet Hexsenyl, di-futenyt, oarelt krex ikeor optionally
( GlnShrad |6y|1 tN\Q %Qi%(eo§§%gtgerﬁscysl &%rqgi?’clegg@z§ﬁth ad f@éro chloro,

use her e term "carhbony (
nAQFog e, gq] allaxy, Qe-k‘:w egﬂ?)w Hf%oron‘gthgw d%l@@)rethq}y or (C4-Ce)alkyl.
aI koxy che beedythereim ethertant talkyhg' jsoused ateradf td hea>Gr&yht or branched

rmr%y@ro\éarbaw @hain radicals having one triple bond including, but not limited to, ethynyl,
propynyl, butynyl, and the like; optionally substituted by 1 to 3 suitable substituents as defined
above such as fluoro, chloro, trifluoromethyl, (Ci-Cg)alkoxy, (Ce-Cio)aryloxy, trifluoromethoxy,
difluoromethoxy or (C4-Cg)alkyl.
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am do group). Al koxycarbonylamno (i.e

W@Rkweny2@=0) - NH-) refers to an al kyl car bamat ePQT/R2P03/006254
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The carbonyl group is also 5 equivalently defined

herein as (C=0). Al kylcarbonylam no refers to groups

such as acetam de. As used herein, the term"oxo" is

used herein to nmean a doubl e bonded oxygen (=0

radi cal wherein the bond partner is a carbon atom

Such a radical can also be thought as a carbonyl

group. ADudsal heseid, her @ind,“ceriuRylt @F NM(C=0)" (as used in phrases such as

aﬁﬁ/lc%r‘?\}l ?(llel {&26191 {r%?ko}x c)al%ok%{? re{g}( tP tﬁq 6@%\ &ﬁ{\ e|>8 (5 moiety to a

al segond mgjety, e ageanedlkyl ortavena gseun (. araynl amigieaingp)a rdercadonylamino

r g, Ca?io&y(@HQF]Nm; r@ié%nhb' an %Rﬂhéalﬂiélmatet ﬁrtoﬁﬁhm{eomgllhyrbu is also
ndan subStituted by 1

{1
OB sttt otat oS08 o leieRbRTYRRIRL FLeia o sgtps such as
f lagetemjdechl oro, trifl uorom ethyl, (Cl-C6)al koxy,

(C6 Clo/iﬁs\é{j A&¥in, thb 'Eéan' B %’Iﬁéé‘ﬁé&n to%éérﬁé’&&]%%t tﬂaﬂﬁéfd &gen (=0)

used herein
r erﬁ@?% Wsreaﬁh%%wme%? ¥ B @PINC Sypiba prdipgliean) eyso Rgi thepght as a
ongartaayl graapt om sel ect ed from 0, Sand Nin the ring.

In addi t. r Lo ar
opth ey pe=RdE et s b e L s oL S R pllei to mean a
Fdﬁd'@%kaﬁm@rmlﬂ@eter oaryl 20 group includes pyridyl,
pyrazinyl, pyrimdinyl, pyrigazinyl, thienyl, furyl ,
i m dazol yI , pyrrolyl, oxazolyl (e.g., 1, 3-oxazolyl,
1, 2-oxazol yl), thiazolyl (e&.,8., 1,2-thiazolyl,
1,3-thiazolyl), pyrazolyl, te&trazolyl, triazolyl
(e.g., 1,2,3-triazolyl, 1,2, 4-tf7 a%ol yl), oxadi azol yl
(e.qg., 1,2,3-oxadiazolyl), thiladi%azolyl (e.g.,
1, 3, 4-thiadiazolyl), quinolyl, ai"‘goqui nol yl ,
benzot hhseuseh  heteim ttef terny 'aryll mdadsydromatizndditdie slichkax; phenyl, naphthyl,

0 maﬁc'{'ﬂpl 0 e%)hﬁ'nglblﬁhéré/ qh(pl}ﬁﬁéopi a&%&ét&ﬁ%&oﬁoﬁg Q%Lika%}ées%s%tuents as

ove
t rqefinadorebenet syeh e ®B9r94 Kbiep, ritwrameWar YEidSejplkoxy, (Ce-Cio)aryloxy,
t rthffubtd)ﬁfeﬂﬂm Blﬂ)@fomé"ﬁdtxk/ UIO(CQUQMMXY or (Cl1- 05) al kyl . 4

oxaz of YIS RS F FEFm Do G ol Rl APyt Rpfeiscic aroup usuay
t Withzoop We@ﬁ@”mﬁea@d |frym O, FrandtNeinthe'ringt & atditioh tcsaichiwteroatom, the
Usé?gmﬁférg%u'ﬂ rﬁé%‘/f cf:‘)’ilérla“)@ hé\/ecu)bct!) kdur QrRUMs |ﬁ(?r'ig Al Ffbg eQanQpleN heteroaryl

car bon, hetero atons sel ected fro

0, gr%tpdj’ﬂ” p@yl E?é’é??ﬁ]yle§yrdﬁ"d'§¥lcﬂyr'9??@’§ th'%y‘ tHevl- j@idazolyl, pyrrolyl,
azeeiathil (8/d., 1,3-exazalply tip-okarmohhythiazdlyiriechnzicd-thikizolyl, 1,3-thiazolyl), pyrazolyl,
pytlétgéz%gl;yﬂ'tﬁ%)é&rl (Q'gpefé §'trl%%$ly| fb B&Y; a%lkgy dn?ZtﬂK l‘?é.b.‘?'H Y4 oxadiazolyi),

razol i
t SPRERRAN 62 Bri éf’r%‘?'ﬁd'a%o@ﬂ)r 8H9‘?j¥'0t3°‘iq'ﬂ°évgl beprgiienyl, benzofuryl, indolyl,
modnp hied likey bpt.oaaq@tsaw{utedt teyt'r ahyslrtetsie ddbshiyibnts @X @&findY labove such as

gﬁ@%@g&ﬁ(}rw IﬂUO ﬁl%%k,a%loe ()E]{;g:g%)arg;l?éxy trﬁgcl)r?rlﬁgtwax%;( n)(uoromethoxy
Béér‘%i- ”E)'f W'W&P%@MGGWW BROPB 00 Sxzolylg |m|dazolyl pyridyl,
thienyl, furyl, thiazolyl and pyrazolyl.

The term “heterocyclic” as used herein refers to a cyclic group containing 1-9 carbon
atoms and 1 to 4 hetero atoms selected from N, O, S(0), or NR. Examples of such rings
include azetidinyl, tetrahydrofuranyl, imidazolidinyl, pyrrolidinyl, piperidinyl, piperazinyl,
oxazolidinyl, thiazolidinyl, pyrazolidinyl, thiomorpholinyl, tetrahydrothiazinyl, tetrahydro-
thiadiazinyl, morpholinyl, oxetanyl, tetrahydrodiazinyl, oxazinyl, oxathiazinyl, indolinyl,

isoindolinyl, quinuclidinyl, chromanyl, isochromanyl, benzoxazinyl, and the like. Examples of



sai d nonocyclic saturated or partially saturated ring
systens are tetrahydrofuran-2-yl,

wao edonaksedr of ur an- 3-yl, imdazolidin-1-yl, PCT/IB2003/006254
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i mdazolidin-2-yl, . imdazolidin-4-yl,

pyrrolidin-1-yl, pyrrolidin-2-yl, pyrrolidin-3-yl,

pi peridin-1-yl, piperidin-2-yl.g-piperidin-3-yl,

pi perazin-1-yl, piperazin-2-yl, piperazin-3-yl,

1, 3-oxazolidin-3-yl, isothiazolidine,

1,3-thiazolidin-3-yl, 5 1,2-pyrazolidin-2-yl,

1, Shijpynroazayclicd saturbteyl or phittialyosquletet Nringl systems are tetrahydrofuran-2-yl,

1, %tr%@EFo%Eéﬁg{- % L‘i!nioﬁa%ﬁldé 131){ |r{1|d?zoll?1|n 5 I,y Lt r|]r|n|{cjila I"%?_ﬁ_yl)’/l E)yrrolidin-1-yl,
erFPyﬂﬁEQ'rl ?rylyl pyrrpligin-Byt; r @éh@r@muylaznlnengm;zryl piperidin-3-yl, piperazin-1-yl,
1 Sipdr&din- @tmydr Oﬂlbé‘rétlﬁlﬁifr Y 11,3-dxadoligin a2y, n- |30‘tbfézolld|ne 1,3-thiazolidin-3-y,

e AR PG A A

S ubéiatramnd@cthlazy\ 3tyit o te¥rabydirdifadaliszingy b sinbipbaintys  ak2-tetrahydrodiazin-2-yl,
def B—Eb%’ghﬁ%}égn-%%h 1%5%)(%5{,195,9 168l 09<5tﬂraz|ﬁ El L1 yer O(ﬁ?t e - * optionally

(C1 )a | uor onet
di qqn@&n@rﬂe? h%ggp @rbc{n@i a@gy%{pﬁ}ly sulps‘tlyfe,grbryeu to 3 suitable substltuents as

hedefinat )beVeC Ssuti Cégl Ciiorof edhtodd)y elifl@dromety,| ,(Ci-Ce)alkoxy, (Ce-Cio)aryloxy,

pyﬁlﬁt&l'ci l @L{agorn{gﬁ'lo% t grr g' (? eéﬁzé'é’[]yh%rg%gﬁer eheterocycllcs include

Cref @fydftOfs"éN&l PﬂN“%l‘W&I PipRfiginyiRipeEzinyl-ang moehelingl. t 0 a
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nitr ogemnr@@u Ihlefrdand; as2Bbd 1Rk RfdrPtoN) bNIAGENH; wherein -N= refers to

conta onnect.i ons -Nrefers to a
R DB ¥ S <GB8l RO S g rtr
hépéwﬁmggf@mEWWECEp@wwflc gr oupi ngs of conpounds or

uses | Methbo@inBhRt' 8% BscHRAR YRR to %Hé‘r!'\‘xc%r'&@ § bPcBURE or uses into
able accor%@n to one &artlcu ar substltuent
[

s u ff’ré% Sybgenet 1 upgenpis RY 5. cegnirable sapsyEiRe ity geeparticular
C ogHbistitzEDt suches @r gpecitic Roor RE gndup natthed mebgeﬁemaare QigRizable according to

kLient A
g&'ﬁ 0$var§>ld§ Iglg%ﬁtu@{i sﬁé’f‘?@éﬂlﬂ t ) on Sﬁ")’/ﬂééﬁggt Etcﬂloro dand R'is
by %WMO?@S?E?'U&%U gfitutedy ué(%rﬁ@ Oalkw c BifbPiHags ‘dhcamhination with
20eActl e tahperfdrioste BinbodhAchte MRaets nﬁ:ntcSmblhzﬁfoﬁé Soft e identified

ng@%?%%en hogacﬁ ?nbog% nt Pre}ngus erg?entgﬁe in t SP?Céfg%logh Thus an

previ ousl
Thmbczdtmenér%ofzmmmdSowh%rrp%umsdécmﬁéaﬂbflnomnaly substituted by (Cs-
(Céw%o‘ﬂlldﬂ"m ORbingitAl With eaddShi thdt SereMéntdrdd embodiments” refers to

C10 n co nati.on
G SR Bt SRR cantinmpt tth G2 ZrpgimgR groviously identiied
e nib deki specificdti@onpr i si ng conbi nations with each

embodi Mapks, Weeh‘l\/&lt'i&l\ YordvieBtdohb&ishds 4R vHkH B is (C4-Cy) allall optionally

speci ficatl on. the 1 nvention provides co
PR h1 G o RSy ATeSan SayCrSnRRIT (GrbdpXolak gre optionall
bySL(b.utéal.ﬁ),) anedd oméeleﬁitablemhagms mdlsﬁérdelﬁt@keﬁét)edifr&y khe@ffoup consisting
I t n
(G5 pabnigos o 8 AL CBhTe E B RSy o

t h€1elBlipxYe Oh&sstn) ﬁ@loalbyl W'@Wd (qﬁaq:fg@wpau@Ns optlonally substituted

( Gy dae Jornlsiel moidteh €iedR8) inkilogeh, Gk (R FINGH - NH( c>0)

\lehHéE gl_g} 'n\ée“(f%gjf%%g 8S?(¥8%syf:wouf1§3wp¥vﬁ%m§ |§,62!3 é{ élkyl optionally

s udrbstityted BA(CetPyo)aviewiareinreaie(Grdisetkylesr (Selalrddrefaptionally substituted

B?ﬂg&gg@ to ®red @&ﬁa@@ ﬁ‘]'OIéVés rndéa%ﬁdénﬂy esgfebt@@ ffo‘rH' ttlﬁeﬁroup consisting of

e
OB FOoE Gt e GrB SO Bt G PHa iG-S P=O)- C:
( C(Igai]kb)(al dey(C3-6ro) o@ﬂﬁall@]l,&)mreyi said g:sapg)c;mmalkws optionally substituted by
t S | I ieties
6&&%&????Q§e g@?%ﬁpﬁ tﬁg %?@%p’@gn5|stlng of 35
hydroxy hal ogen, CN-, (Cl C6) al kyl , HQ( Cl1-C6) al kyl
(C1-C6) al kyl -NH(C=O -, NH2(C=O) -, (Cl- C6) al koxy, or
(C3-C10) cycl oal kyl , wherein said (C3-Cl0)cycl oal kyl is
optionally substituted by one or nore noieties
sel ected from hal ogen, or (Cl-Co6)al kyl -
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whadoegss27and (Cl- C6)al kyl, and preferably conpOUBES0I/ (06254
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which R2 is chloro and nmethyl or ethyl. In one

enbodi nent of the invention, R3 is a nitrogen |inked
(C1-C10) heterocyclyl of fornmulga (I11), wherein R4 is
hydrogen and R7 is independently selected fromthe

group of 5 suitable substituents such as hydrogen and
(C1-C6)al kyl, wherein said (Cl-C6)alkyl is optionally

subst i tMbredveni thé) irveretioh @omtbmslete§ lébrﬁpdmu@mt Which R? is halogen and (C4-

( TR b EShEe P ¥ i Py Ty,

NH2- (G@@@p&owmewnofﬂhe mvegr(t@z Rie); &l Niteaoph Yinkel-(C -Cyo)heterocyclyl of
( (f%‘r@)lﬂi)l kyeéln) R‘L N‘h ARG ﬁ@pe@@rﬁ{/ ié)!lhcté@fr@% Nee group of

%%‘If%}{]) AR Tt%‘ﬂmgeg‘ ? ‘|é¢ e%y}"’ %fe_ojéml (C1-Co)alkyl is

((@ZOTIE(UY @Pﬁittkgmwltb ronbk t@()h@)a $ub$ﬁﬁler@)ralbxkgdde1(t@—@ected from halo,

Cié cl oal %V ) y (thia yhgt%r %é}?r &O Cr-Coyalkyl)-N-
ECC{ )Cs ad'tzmylbﬂo)% af§tCe )N ((c;1 Ce)alkyl),-N
( QB‘C@) QCJ"‘QJ)&”(@?'C@?@D)N (@2 %blﬁéﬂvﬁpw(o@-qd;ce)alkynyl -(C=O)N-, ((Cx

SR AR S @L@-ﬁ@@a;kyny.-<o=o>-,
(c%w)ema@ykxpoav k)NC1 C@oab@ieaqqyylw(yFO) (Cs ~Cio)aryl-(C=0), (C4-Cio)neteroaryl-
Qt—ﬁmhez)alkmaﬂdmt (@@al@&%ﬂ @L@))daet(@; Kny1-(BBEJR fE,-Co)alkyl-

al |‘p§&? | o 6 aﬁ{ %aé)&c%ga?(%foéf %og? @% 0 1?)ﬁ3?°§)é"ky' (Ce-Cro)aryl,

s UCt-&ipdhetereriyelyli @, (Ci- ﬁd&p@r@%twlyerels B mey eptiohaliy e Shisstituted on any

grrﬁ@pal ﬁ’éﬂ@' o°rt ér&gatﬂzf cJFﬁJnoatorhyW Qﬁ%y to ﬁ@en&ltablg}%metles independently
(Cl-4 - C4) al kox

( CF! PW e% PC"[“? éTQG&b‘%{? Mf}”z/ R!I“HO( @M ) alalkyh (GsCajalkoxy, -
(cclfsc&;)CameT CHIQNH-,( [(LrCayil-Ky | (€(-8)@kyl-S-, (Cr-Calalkyl-(S=0)-, (Ci-

NIt o ol (g o
i nvent i AS1ether @mEQﬂ'fB?SlEﬁfd&e invenien A cwpqugdwa\mgan is lydrogen.
furt herA Riha R ainent of tHé&n\ﬁeﬁlﬁbﬁféPé Mp@ﬁﬁsqﬂmwﬁﬁﬁ alnfirogen linked

}M(}r ~Cto Zﬁ%ﬁr ﬁyf‘yl b °ef8§'fﬁ”'k ﬂlér%% R éiﬁ $a het gc‘";_'é"‘)'alkgl optionally
@yb%t%q wigh omtq tbliﬁialsulystltteutbsttdepttndentlywetehted rﬁremt twald- hirygeoxy, -CN,
SL(@%EL)EIH&@ CﬁCL -808 Qf hb )(C SQJ)QW 88, rlﬂ@ﬁeﬂ@'yoR |s a nltrogen linked

U Bt g B BT R SRk e o ol e lpotonaly
( GLbgidycheitresredy tirgel subétltlfemsmdeaer(dbht)y selahted &dm hB4-, ingdroxy, -CN, or
hyer. ggglgo)@,nd R7 is (Cl-C4)al kyl optionally 25
substltuted with one to three substituents
i ndeperrdiiyriher dog Brgnien proyassheampoundsyi whieh R isornitrggen linked (Cy-
( &:dh&dipayclyk ok JormulSt(ill, | wHeesirt IRéris hydn@ehmtﬂmﬂ BNC;-Cy)alkyl optionally

|
Prs%xét@i%%\&%%%% e %ﬂbé’@] ﬁtg Hrﬁu%Pén% r‘rf}lly Itect V\%erne I\fr}]-P Rﬁfj Cé alkyl),-N
h%éﬁchg&*eaﬂld NRA(G 504{8@103®¢)ﬂa|wy(0@§1 (erf:a)a"gvl (C=O)N-, ((C+-Cy)alkyl)y-N

subsb)-f tq@g@méd;n @B@)N_o (td}rc@)alkg §N1 C4)alkynyl- (c O)N-, and

38&(62 ')la‘?(lk@ebf g')(’)g R feﬁ? i?‘fﬁgl(?hc rpeterocyclyl of formula

NHE2Y @&b@)em R( @1“)1@(43)3@1 Rl}d R BHO)-N:)alkyl (cplionaiy) desytht)ad Mith one to three
(Q;u@tnuen(squé%)\é’énhﬁgé’iéctéocﬁ&))\ NH,.- &: ﬁlkyl)nl (l&_zé)? , (C-Cy)alkyl-

chzoﬁ) 5 éﬁ%% N-"ff?‘d)(C—O) Pr efer abl y, R3 |s a

nl t r ogethnel invkrgidn ( @e GEOVidest eﬁrﬂmaﬁdigllm O\ﬁ/gléer‘?UhSa a (nittohen linked
r y ,

oneh Sk Y ARG B e At Wby gors

i ndependent|y selected from NH2-, (Cl-C4)al kyl )

NH2(C=0) -, (Cl-C4)alkyl- 35 (C:O)N-, and

((C1-cA)al kyl),-N-(C=O -.



The invention al so provides conmpounds in which R3is a
nitrogen |inked (Cl-Cl10)heterocyclyl of formula

W@ kaops82herein R4 is hydrogen and R7 is (Cl- GAQHEIBPO3/006254
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substituted with one to three substituents

i ndependently selected from (€b-C4) al kyl - (C=0) -,

(C2-C4)al kenyl - (C=0 -, (C2-C4)al kynyl-(C=0) -,

(C3-C10) cycl oal kyl - (C=0) -,

((C1-C10) heterocyclyl -(CO -, (C6-ClO)aryl-(C=O, and

( Gubgiutychwitle pra toy three Guitiiueats dndepemfeataddigciedRBon $C2C,)alkyl-(C=0)-,

ni(EL.egake X'M (CL- Cl%h@h%k@gu@%k of forag ﬁwfc}aaalkyl (C=O)-,

reln R4 1s hydrogen
o AN SR oD cdovF eRbfr o £ edorabPaBH{EO)  and
| nokfEreblgleritis y nitregbrelhked(d oM etdrdeyei) dlidtyilia (5= )erein R* is hydrogen

0.

e %C‘ﬁé@?‘%ﬁ R bisgftuied wieone, g e, supiilgpts iagagendenty
(@fleﬁi@)) et é@o@q)@lw-((éﬂb) (CAﬁmiCM@Pa"e'h’&?éﬁ)ﬂdfm-faé)hetté’recyclyl ~(C=0)-,
[ Q&@O%)aﬁ}ﬂ(@f® &RNMBLONRMS terdar R3 is a nitrogen
i nked 1C103het qc of formul a [11), wherein
R4 is rﬁ/gg&gﬁb TEESY m(%iortﬁrfmwunsbt Wi Ry a piffogen linked
sUBs€iothateartyslyl toh foomga (i), tvhereie I%u:blsildrd)gﬁe r#hg R is (C4-Cy)alkyl optionally

l(%d@éﬁﬁ!t&e\mﬂ SheS6 & %stﬁréﬁ@ %%b ﬁﬁe)n Féf @8‘@ (. :Calkyl-(C=0)0-,
( G Rl AR e . dReCoalkeny-0-
( Q= @4)amldl(§2p§l,l)al@n@@?'-@=0) FrrefeebRbRYis a%rdg&n Hhk@di (¢, QY HReterocyclyl

| 'f\"‘ gﬂo&éegélgﬁgﬁ r&g&é@e f&ﬂ RC‘?)(EOQQHL)?? oétlon%lrgl W@s%{u?ed with one to
S G'Hg? |~"1U ?t&?“ﬁ trdepandently selgstasle fo'@bﬁQw@d?é“Wb@ =0)O- and (C4-Cy)alkyl-

| raependent|y sel ected from (Cl- C4) al kyI (C—O) o and
(C1- C4) I Furt her nore, snvent
provi des }éc;more %gqveﬂt'o\)ﬂmovweﬁﬁom%ouﬂdsn'in 551 FRR 8%9” linked (C4-
( @e)hmoqmlyt ef boyds i), afherfeir Rllisahydrddel ,andtirigi (B,-Bgalky optionally
hydssagesy @ of/ td ﬁlrée%%eﬂl Mbep%ﬁ@én@@@éllaé{ed from (Cj-Cyo)cycloalkyl-,
S |tui& é . e to three substituent

Rgf?e{i ? *&%B‘EY&’& PP Caghtaesey cl oal kyl -
(OB ClQharprésent (r@ént@iCh)sbemrevldhsycﬂnyﬁoundsaaﬂiformula (I) wherein R® is a
( GhroleDiREd &1, iherocyBfl of R4 gﬁsnt | nvent | on al so

provi des corrpoun or nmu wherein R3 is a
nitrogen |inked (Cl-C10)heferocyclyl of formula (IV):
0 R7T ON(IV) and R?ls el ected fromthe group

consi sting of: WO 2604/ PCT/ 1 B2003/ 006254 -11-

HO HO OH CH HO HO-\ H
/K/

s/vvv (IV)

and R’ is selected from the group consisting of:



OH HO L Also provided are conpounds of fornmula (1)
wherein R3 is a nitrogen linked (Cl- Cl10)heterocyclyl

w@booosszmd a (1V), and R7 is O 5 The present i|iPUBEIB20@006254

10

al so contenpl ates conpounds of fornmula (1) wherein R3
is a nitrogen linked (Cl-C10)heterocyclyl of fornmula
(I'V), and R7 is selected fromsthe group consisting
of: H3CO, H3C0 OH OH H3CO H3CO~ OH S H3C/\O C O
S, and OHOH S O OH Al so provided are conpounds of
formula (1) wherein R3 is a nitrogen |linked (Cl- 10
C10) het erocycl yl ofréjorrmla (I'v), and R7 is 0 Also

provi dedar s of I 13 wherein R3 i
nitrogen |jpkdd (Cl-° Cl0¥het ergcycl y§ of ‘TOOM ;
and R7 is seldcted from WD 2084/058270

PCT/ 1 B2003/ 006254 -12 H2N " N H2N , and [ 1P\ ~~
H2N\ OH Finpal Iy, the inyention further provides

conpoungs” of Mot e% (1) ei §R3,isHé’ i & amd
i nked (Q -C14) het et ocyckyl| of formula (1V), andk R7 is
selected fromoHOH OH OH NowI N Nr II L O

OH

o

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

C1o)heterocyclyl of formula (IV), and R” is

™

The present invention also contemplates compounds of formula (I) wherein R® is a

nitrogen linked (C4-Cio)heterocyclyl of formula (IV), and R’ is selected from the group

Hsco/\‘/\§ , Haco/\{\g

COH OH

HgCO/\./\§ > Hsco\/\g s

H

)\°M§ ,

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

consisting of:

Ol

C1o)heterocyclyl of formula (1V), and R” is
h/o\[r\g
O .

Also provided are compounds of formula () wherein R® is a nitrogen linked (C,-
C1o)heterocyclyl of formula (IV), and R is selected from:



N~1 <)N,and ON O OS5 The present invention also
provi des conmpounds of fornmula (1) wherein R3is a

wpdoposem | i nked (Cl- Clo) heterocyclyl of fornmuP@r/{B20)3/006254

10

R~ is selected fromthe group consisting of: HO > HO
~HO- ~, HOOHOH HOHOB ~, and OH OHCC OH HO
and R1 is selected fromthe gr@aup consisting of
(Cl-C4)al kyl, optionally substituted by (C3 10
Clo) cycl oal kyl , wherein said (Cl-C4)al kyl or
(C3-Clo)cycl oal kyl are optionally substituted by one
to three SU|tabIe€:g|eties i ndependent |y selected from
in
1-

t he group consi st E%;/h% roxy, /h@&gge\
al (eX oB)al kyi0 NH( C=0) -

(C1- 08) al kyl
NH2(C=0) -, " (d V\D2004/ 058 70 PCT/ | B2003/ 006254 - 13

C6) al koxy, or (C3-Cl0)cycloal kyl, wherein said

(C3- Clo)cycloalk I nal |y sumhst ed by one
or nore noieties %ele ed ?r@ﬁ#haloSEﬁyL\é
(C1-C6)al kyl -. The present invention also provides

conpou II}QEhe iRersh ﬁjd(\ér)erb%E %rﬁ‘poﬁg’ds' o3 fofmuldl lf\X/r%Gé?rnR is a nitrogen
| i nked (CI-C10) heteroc ;ormul a

sé'P'e%’t(EﬁCfOPhSP?HCWéV' afrfsra%u'ec%wswﬁ Rpeed R o Ho - 1o

and OH OH
d fron1th uup conS|s
S Stl ed._ by

r (C6- Clo)ary are optlonagly’
substltut@ﬁ by one to three suitabl & noieties On
i ndependently sel ected fron1the\g{oup consi sti ng of

g@u T,

The present invention also provides compounds of formula (I) wherein Ris a
nitrogen linked (C4-C4o)heterocyclyl of formula (IV),
R’ is selected from the group consisting of:

Ho}r\§ | HO/\(\; NN

OH

HoAg\g , >(\§ SN

OH OH

Ollitu
T

OH

o8

and R' is selected from the group consisting of (C;-Cy)alkyl, optionally substituted by (Cs-
Cio)cycloalkyl, wherein said (C4-Cg)alkyl or (Cs-Cyo)cycloalkyl are optionally substituted by one
to three suitable moieties independently selected from the group consisting of hydroxy,
halogen, CN-, (Ci-Cglalkyl, HO(C-Ce)alkyl, (C1-Ce)alkyl-NH(C=0)-, NH,(C=0)-, (C;-



10 (C1-C6) al kyl, HQ(C1- C6) al kyl ,
(C1-C6)al kyl -NH(C=O -, NH2(C=0O -, (Cl-0C6)al koxy, or

W@ 8B4/08820) cycl oal kyl, wherein said (C3-Cl0) cycPOHIBP03/006254
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is optionally substituted by one or nore nvieties

sel ected from hal ogen, or (Cl-C6)al kyl-. Also provided

are conpounds of fornmula (1) wserein R3 is a nitrogen

i nked (Cl- Cl10) heterocyclyl of formula (1V), 15 R7 is

and Rl is selected fromthe group consisting of

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

Cltf)ﬁ)amf;b&j/ QR |(BYE 4o )cydreigl, WheRinOs={dCC,@))@cledlkyl 0¢ optionally substituted by

Ci?} %}%Pey&l%%%ﬁgectead'f? Ot %rqgolefg Zﬂi ituted by one

Phr 68 s Ui I es y sel ected from
the gr olhe wesest dtveniyn ofischpuridssy | COfEl@DUhéﬂ ofyéamulgNd), wherein R® is a

( Gehrdgln Ay (G- d"%@m&%by%fk&lnmaé - C6) al kyl - NH(C=0) -
C10) cycl oal kyl ,

NH2 ( kox

wher ei %é%\? %eésfmé‘g?e% 'I?Sﬂ s optional ly
substityted by onetor nore noieties selected from

hal ogen, or | kyl - Q i ded ar 0 S
of formul ayfT) V\,hereln F%pls anltr\c%eri Iﬁomg ’
C1D) het erocycllyl of formula (I 25 R is WO =
2004/ 058270 PCT/ 1 B2003/ 006254 -14 and Rl is selected

fromthe up istin C<C4)al kyl, optionally
substi t w'ed (OGC} C10) ar rein sal\sL/\; , and
(Cl- ) al kyl Clo) are optionally

substituted b9“one to thr e@H suitabl e noieties

i ndependeftly selected fromthe group consisting of
CN-, 5 (Cl-Co6)al kyl, HQC1-C6)al kyl,

C%—O)-, NH2( C=O -, (Cl-OB)aI koxy, or

|, .wherein said (C3-Clo)cycl oal kyl

is optiomal ljy substituted by one or nore noieties

sel ect ed from hal ogen, or (d-C6)al kyl-. The present '

i na:erﬁl igrselattsd romrihe opoun tcersistingrpd (Frdk)atky!, Pptionslyasupstituted by (Ce-

IR \Aﬁgreirﬁsaﬂi dinJaRQe Br éde-@?o%yl(a@‘é- o%ﬁell}estu%tﬁﬁé/oci)w bne to three

ormul a_ (| is selected fromthe

coﬂ@?@% R tesyindebpRsiepsy selastet romyiheioun eRmsIsiigcal hycrby, halogen, CN-
H3(Ch 0R)eiyid HADB-CHEIBE (@ -Co)elliyl-NK(C=a0 MR (C0)s e(@aletkoxy, or (Cy

f

r mc {k%tl Q@w@reﬁpcgéb ggr‘s-e%g/g%loé"ﬁ( ﬁc%?)ﬂqglwels%bggtg g“&%) l)lé(e or more
(O]]Q'Eﬁﬁfa?P'R‘}}Pd m b@@eﬁl‘ﬁ) eyeddt-kyl are optionally
subst i t ke @robigded B compounds of formula () wherein R® is a nitrogen linked (Cs-

C1o)heterocyclyl of formula (1V),

R is
and R' is selected from the group consisting of (C4-Cy)alkyl, optionally substituted by (Cs-
Cio)cycloalkyl, wherein said (C4-C4)alkyl or (C5-Cig)cycloalkyl are optionally substituted by one
to three suitable moieties independently selected from the group consisting of hydroxy,
halogen, CN-, (C-Cgalkyl, HO(C;-Cgalkyl, (Ci-Cglalkyl-NH(C=0)-, NH,(C=0)-, (C;-
Cs)alkoxy, or (Cs-Cio)cycloalkyl, wherein said (Cs-Cqo)cycloalkyl is optionally substituted by
one or more moieties selected from halogen, or (C4-Cg)alkyl-.

Also provided are compounds of formula (I) wherein R® is a nitrogen linked (Cs-
Cio)heterocyclyl of formula (1V),

Ris



to three suitable noieties independently selected from
the group consisting of hydroxy, 15 hal ogen, CN-,

w@ gb408ea0 kyl , HO(Cl- C6) al kyl, (Cl-C6)al kyl - NH¢CE82003/006254

10

15

20

NH2(C=0 -, (Cl- ©6)al koxy, or (C3-Clo)cycloal kyl,

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

substituted by one or nore noideties selected from

hal ogen, or (Cl-C6)al kyl-. The present invention also

cont enpl at es conpounds of formula (1) wherein R3 is a

ni trogen |inked (Cl-Clo)heterocyclyl of formula (1V),

20 R7 is selected fromthe gr onsi sting of: WD

2004/ 058270 PCT/ 1 B2003/ 4 - H3CO , H3CO OH CH

H3Co H3CCl-~~ OH H3C/\O\YO S an OHOHSS O. H

C( and Rl is selected fromthe group consisting of

( GndcH) i sRigsted Eprmitiomaiory cangissieg PlutCe@®BYyi( eﬁton@g/oaua?twéd by (Ce-

Whe ) aiyl whaiefh s(a@t](C%l)aikkﬂy br @:-0L &y G dsfobially@iBstituted by one to three
ree suit

[ ly.sub d h |
SAAic e AR R P ey
c dRsiCanlkyg HEHChQdaliaky (CHabalyeNH(CER)-, NHA(ET)C6§Catdsiplkoxy, or (Cs-
'("%L@l&'f)ggl)kglolﬂﬁlenein( Cia GB)-2l kb %EBt{malN"@t‘b@ﬁt@kd’by one or more

& x%f, or (C3- g %;%/icl oal kyl, wherein said
( CBOIBHED PRGLPLEIR (A0g9e8: Bt TonaiMy substituted by one or
nmore Iregirésest nednéat lsb Eortemdddsogemourals of formula (1) wherein R® is a

glqjln-rc%ge ﬁ\jelglg%k%C@bgtgrog{cR,w’)fq(@q]ufg{(@l)(,corrpounds of formula

_ trogen |inked (Cl-
C10) hetRridesfeatsd frogt the gionpi Pepsisting)of 10 R7 is ol and R1

is selected fro he oup consi sting.of 1-C4) al kyl

optional |y stStit uf ed bg (C3- Cl@<yclodl kyts, wherein

said (Cl-C4)al kyl 4 (C3-Cl10) cycl oal kyl sare optionally
e

substituted by one to three suitable moleties

i ndependent |y SH)/QC\/d/\f\I‘ om t he gr;qctp\(ynsi\zti ng of

hydr oxy, 15 h#%Fdgen,i CN-,$ (C12C6) al kyl
HO( C1- C6) al kyl, (Cl-36) al kyl -NH(C=0O)-, NH2(C=O-, (Ci-
C6) al koxy, or (C3-C10)cycl oal kyl, erein said

(C3-C10) cychwal [ %i onal |y sﬁs{i ed one
or nore Hieti 8% from hal"ogen? or % »and
(Cl-Co)al kyl +. Al sogprovi ded are conpounds formul a
(1) vvherei)nwki is a nitrogen |inked (C1-

C

Cl10) heterag Y, rmyla (1V), 20 R7 is O

OH
and R' is selected from the group consisting of (C4-C4)alkyl, optionally substituted by (Ca-
C1o)cycloalkyl, wherein said (C4-C,)alkyl or (Cs-Cqg)cycloalkyl are optionally substituted by one
to three suitable moieties independently selected from the group consisting of hydroxy,
halogen, CN-, (C4-Cg)alkyl, HO(C4-Ce)alkyl, (Ci-Celalkyl-NH(C=0)-, NHy(C=0)-, (C;-
Cg)alkoxy, or (Cs-Cqo)cycloalkyl, wherein said (Cs-Cqo)cycloalkyl is optionally substituted by
one or more moieties selected from halogen, or (C4-Cg)alkyl-.

The present invention also contemplates compounds of formula (I) wherein R®is a
nitrogen linked (C4-C4o)heterocyclyi of formula (1V),

R’ is selected from the group consisting of:



and Rl is selected fromthe group consisting of
(Cl-C4)al kyl, optionally substituted by (C6- Cl0)aryl,

wob@ressr7eai d (CLl- C4) al kyl or (C6-CLl0)aryl ar ePCT/IB2003/006254
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15

20

optionally substituted by one to three suitable

noi eti es i ndependently selected fromthe group

consi sting of hydroxy, hal ogenys.CN-, WD 2004/ 058270
PCT/ 1 B2003/ 006254 -16 (Cl1-C6)al kyl, HQCl-C6)al kyl,
(C1-C6)al kyl -NH(C=0O) -, NH2(C=0 -, (C1-0Cs6)al koxy, or
(C3- C10)cycl oal kyl, wherein said (C3-C10)cycl oal kyl

IS optionallﬁqs | ed by one or (e ieties
sel ected frofAal oggn, og CC&-Cﬁ)ahkg?TTgﬁfgé provi ded
are conpounds of fofjyula (1) wherein R34s a 'nitrogen
linked (C1- 5 Clo)heterocyclyl of formul® (1V), R7 is
sel ected from ' HZN angc a S
sel ected front®he grpup Egnsisting of YTC1- 33) al kyl
optionally substitut®d by (C3- C10)cycloal kyl, wherein
said (Cl-4)al kyl or (C3-C10)cyc|i§ggél are optionally
ui

substi t ut ed-by three s I I etNe
i ndepend&fitly el ecfed fizom the group €%ﬁ§?§£ﬁ:§§of’Md

hydr oxy, hal pgen, , (Cl-Co6)al kyl, HQ(C1-¢56)al kyl,
(Cl-C6)aIKgLEQF(C=O)-, NH2(C=O -, (Cl- C6)al koxy, or
(C3- C10) cystoal kyTS in said (C3-Cl0) cycl oal kyl is

optionally substitutled b one or nore noieties
sel ected from hal ogen, or (Cl-C6)al kyl-. Also provided

ar C b
| SR RRCy Horl Op BB dohd Wﬁ%ﬁﬁ?ﬂﬁr Sofrh S@gRlca by s
sefelepé vherelhsaid (G rC aty sz -Caplpry gre optighgllvcgibetitited by one to three
anslithile moiet€ inddpadddnilpssldciea fRmatHP goam sorsistimtgofGlydroxy, halogen, CN-,
(Cl- Kyl ~0ptiLonal Ly s Lt d - Q) ar i
Wher&r &g'aiH&‘F@%ﬁ’é@?a|({i¥?5%&f("%§@0) ﬁ%‘}sﬁg@weg‘%&'%&% or (Cs
opEiolshaealkyl, swhesain tsaide@stSo)eyplealky is pptienally gubstiiutegbbye one or more
OBkl Seleld@ RN BaREY osel-eghiRd. f rom t he group

ﬁ&]é&?%lgglp%{wdgg %ﬁé@oﬁ? sg?farﬁtu@@; w;‘g%‘p%)dggﬁtrbgen linked (C4-
( CL1o)D6teaickat pf fommuld 38> C10) cycl oal kyl , wherein said

(C3- Cl0ptycl oal kyl is optionally substituted by one or

nore noieties selected from hal ogen, or

(C1-C6) al kyl -. The inventi f € %provides

conmpounds of fornula (1) reif R3 £s a nitrogen

i nked 25 (C1-C10)heterocyclyl °f formula (IV), R is

sebRrkrel delceftl MR ZRQUMBIBRLAInGET (4, B2, QB6ARRY substituted by (Ca-

Cio)cycloalkyl, wherein said (C4-Cy)alkyl or (C3-Co)cycloalkyl are optionally substituted by one
to three suitable moieties independently selected from the group consisting of hydroxy,
halogen, CN-, (C4-Cglalkyl, HO(C4-Cglalkyl, (C4-Cglalkyl-NH(C=0)-, NHy(C=0)-, (Cy-
Ce)alkoxy, or (Cs-Cyo)cycloalkyl, wherein said (Cs-Cqp)cycloalkyl is optionally substituted by
one or more moieties selected from halogen, or (C4-Cg)alkyl-. ‘

Also provided are compounds of formula (I) wherein R® is a nitrogen linked (C4-

Y

(0]

Cio)heterocyclyl of formula (IV),

R is

and R' is selected from the group consisting of (C4-Cy)alkyl, optionally substituted by (Ce-
Cio)aryl, wherein said (C4-C4)alkyl or (Cg-Cyg)aryl are optionally substituted by one to three

suitable moieties independently selected from the group consisting of hydroxy, halogen, CN-,



-17 OHOHOH NCDO / I N~<DN'" and ON 1O O and R1
is selected fromthe group consisting of (Cl-C4)alkyl,

wo@piososeerd y substituted by (C3- Clo)cycl oal kyl PCTHB20&3/006254
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said (Cl-C4)al kyl or (C3-Clo)cycloal kyl are optionally
substituted by one to three suitable noieties

i ndependently sel ected fromtk@-group consisting of

hydroxy, 5 hal ogen, CN-, (Cl-C6)al kyl, HQ(Cl-C6)al kyl,
(Cl1-C6) al kyl -NH(C=0O)-, NH2(C=0O -, (Cil- ©6)al koxy, or
(C3-Clo)cycl oal kyl, wherein said (C3-C o)cycloal kyl is
oqti-oaak;ﬂ,%/ F@@@ﬁ@%)dlk)yt,e¢1b¥)alk¢nﬁ-l(0ﬁ0)¥prl\ﬁ-l2(ﬂ3=i®{i((E’,S—Ce)alkoxy, or (Cs
S ro al o r T a - ' -
RoRaEEIon SbRR, SF Do Gl bt SRl ) O or more
wiregielies sqigrtedsiram rdlagenge(C-Gelaiyed ( C1- Clo) het er ocycl yl

of for Mdenilidbd ar@onRﬁodnﬂs sekeatied)) fvremgin @1idH Adgeh Mnked (C;-
and N 101 and Rl is sel ected

O NNIL O N-\

fr%??{’\l?tﬁ@‘;y&yb?j&f@aﬁé'\li\’lti ng of (C,-C4)alkyl, optionally

subst i tRltieskldsled(@6x Clo)aryl, wherein said

(Cl-CA4)al kyl or (C6-Clo)aryl are optionally

substituted by one tlo three suitable noieties

i ndependent |y~ sel eet' esAToin t he Hg/ohp/can§i sting of

hydr oxy, hal ogen, CN-, 15 (d -C6) al kyl,

HO( C1- C6) al kyl , (C1-C6)al kyl -NH(C=0 -, NH2(C=0O) -,

(C1- Co6) al koxy, or ( 2004/ 058240 PCT/ | B2003/ 006254

-18 C10) cycl oal ky#, reirh said (C310yeycl oal kyl is

optionally substitutedyby one or nore noleties

sel d fram hal ogen, or (Cl-C6 -. The es

 REI 670 RRES M aF A EatRSiAn B L Pl P tenf sEb8thuted by (o

whep)eycivaRg, wiserein szid (G1egkkyl ar (kelho)eCloaBYiay d entionaly petistituted by one

ggﬁg%t@}guﬁatﬁ% }Qoietiés Wabsena&lis eretef RIM tHRE @09 WBnsisting of hydroxy,
halogen,I N -,O (C4-Ce)alkyl, HO(C;-Ce)alkyl, (Ci-Ce)alkyl-NH(C=0)-, NHy(C=0)-, (C4-
Ce)alkoxy, or (Cs-Cqo)cycloalkyl, wherein said (Cs-Cqo)cycloalkyl is optionally substituted by
one or more moieties selected from halogen, or (C4-Cs)alkyl-.

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

Cio)heterocyclyl of formula (IV),

R’ is selected from:

”zN/\{\g ,and HZN\/\§

and R' is selected from the group consisting of (C-C)alkyl, optionally substituted by (Ce-
Cio)aryl, wherein said (C4-Cy)alkyl or (Cs-Cyo)aryl are optionally substituted by one to three
suitable moieties independently selected from the group consisting of hydroxy, halogen, CN-,
(C4-Ce)alkyl, HO(C,-Cg)alkyl, (C4-Cg)alkyl-NH(C=0)-, NH,(C=0)-, (C;-C¢)alkoxy, or (Cs-
Cyo)cycloalkyl, wherein said (Cs-Cqo)cycloalkyl is optionally substituted by one or more
moieties selected from halogen, or (C4-Cg)alkyl-.

The invention further provides compounds of formula (I) wherein R®is a nitrogen linked
(C4-Cyo)heterocyclyl of formula (1V),

R’ is selected from:



HO>HO~ HO HOOHOH HO~and OHOHOH HO R2 is
chloro, nethyl or ethyl; and Rl is selected fromthe

w@e@upsonsi sting of (Cl-C4)al kyl, optionally PCT/IB2003/006254

5

10

15

substituted by (C3-Clo)cycloal kyl, wherein said
(Cl-4)al kyl or (C3-Clo)cycloal kyl are optionally
substituted by 10 one to threé#&/-suitable noieties

i ndependently selected fromthe group consisting of
hydr oxy, hal ogen, CN-, (C1- C6) al kyI , HQ(C1-C6) al kyl,
(Cl-C6)al kyl -NH(C=O) -, NH2(C=O -, P- C6)al koxy, or

( C3-£Ts cycloalky A ereln sa|o C3- Clo)cyclg,
opt | 1y substi by one -re noi eti €
sel ested ] halv~- @~ 3 he & 5

T
i nventionjal s® provi des co ounds of for r%ul a (I
wherein R¥is a 15 nitrogen |inked o oH
(C1-Clo) heterocyclyl of formul R7 is selected

V),
fromft hg group c stlng of : HO ~ HO - HG\%—I(H
HO kQ and i schl oroj nethyl
or ethyl ;™MA® 200 PCT/ | BZ003}{006254° - a §

is selected fromthe group consisting of (Cl-C4)alKkyl
opti ly substituted by (C6-Cl0)aryl, wherein said

(C1-|A) 4l kyI or ¥ 10) aryl ptionally

sub yo t?reesi bl ieti@

i ndependently sel ected”ffomthe gropp Elgn§fs Loghaf %
hydr oxy, hal ogen, OCN-, (Cl-C6)al kys, HQO(Cl-C6) al\ﬁwl/,\
(C1- 061) al kyl -NH(C=0)-, NH2(C=0 -, (C1-0C®6)al koxy, of

( GhdoR Oi&)eteyted:l drainktizé ,grth epasisting aaf (C/(CRIG Optivpellyosaubkiitlited by (Cs-
IS:CGC% ﬁk?i l/vMerélH Qéﬁ (é %ﬁa?kypyr (@ ne oﬁpié‘%ﬂgyﬁaripabﬁgﬂly%ﬁbsgtu Cfd by one

Olinue

E?ﬁp%ﬁ?&&% "ba?et'g%?f%ﬁp%?dew e ffP"Ré,hq grogp r?P'E‘ﬁ*sé'Q%r?f hydroxy,
| lmﬁ{@n(@N GOk oegEy0s)aifl, f @ 0dlakyl(NNE=0)-, NH,(C=0)-, (Ci-
Ce)alkoxy, or (Cs-Cio)cycloalkyl, wherein said (Cs-Cio)cycloalkyl is optionally substituted by
one or more moieties selected from halogen, or (C4-Cs)alkyl-.
Finally, the invention further provides compounds of formula (f) wherein R® is a nitrogen
linked (C4-Co)heterocyclyl of formula (IV),

R’ is selected from:

Oy Oy Oy

Ollu

and R' is selected from the group consisting of (C4-C,)alkyl, optionally substituted by (Cs-
Cio)aryl, wherein said (C4-Cy)alkyl or (Ce-Cyo)aryl are optionally substituted by one to three
suitable moieties independently selected from the group consisting of hydroxy, halogen, CN-,
(C4-Celalkyl, HO(C4-Cglalkyl, (C4-Cg)alkyl-NH(C=0)-, NHx(C=0)-, (C;-Cg)alkoxy, or (Cs-



R is 10 R2 is chloro, nethyl or ethyl; and Rl is
sel ected fromthe group consisting of (Cl-C4)alkyl,

wo@piososeerd y substituted by (C3-Clo)cycl oal kyl PCTHB20&3/006254

10

16

said (Cl-C4)al kyl or (C3-C10)cycloal kyl are optionally
substituted by one to three suitable noieties

i ndependently sel ected from t hes-group consi sting of

hydr oxy, 15 hal ogen, CN-, (Cl-C6)al kyl,

HO( C1- C6) al kyl, (C1-C6)al kyl -NH(C=0)-, NH2(C=0O -, (Cl-

C6) al koxy, or (C3-C10)cycl oal kyl, wherein said

( C3p)cidbatkyic lwhatelty lsaitl S(Copt)ayciadikyy is wbtdnaliyut@sititoled @nene or more

or_[r .ef4 Cc _Eram, hal ogen, or
(ﬂ%g%@tﬁ{r&i@géegf%s%é@g@rlé conmpounds of formula
(1) whelhsi pregept jirvegtion; @Iiscb@@[\(idﬁ ,q:Rr@go%ﬁég__of formula (1) wherein R” is a
CLidieh enk@e YC Ly hhebrob@iymbifamula\iv), 20 R is R2 is

hl'oro, _iet hy! hyl: and RL is selected fromth
ot oup, CBrEFLNgrost e SRR RTERH o opti onal 1y

substit by C6-10) aryl , wherein said

(C1- C4) al kyl (T8-C10) @Jm\agmgonmw
substi t ut ego one to 25 threg suitable ieties é ’
i ndependent |y !sel ected fromthg,group consisting, of

hydr oxy, hal ogen, CN-, (Cl-GC6)al kyl, HQ(Cl-C6)al kyl,

(C1-Co6) al - NHLe=Q) -, (CQ-% (Cl-Gp)al koxy, or
(C3- C189cyclwal ky wher sarg (C3-C1 cl Kyl and
is optionally<{substitute y one or nore noieties

sel ected fromPhal ogen, or (@1-C6)al kyl-. The present
i nventi omal so cont enpl at es conpounds of formula (1)
wherein is a 30 nitrogen |inked

(C1- C10) h'et er clyl of formula (1V), R7 is selected
fromthe up coé\si sting of: WD 2004/058270
PCT/ | B20¥3/.J06254" -20- HsCO H3CO OH OH "~~ H3CC
H3C0 ~ OH H3C/\O ~and OHOHSS OOH< R is

chl or o, Rnigchigo, methdpohsthy, and R is selected fromthe

group caysk'ss k&gt frdntihe Ghouplckiisting Bit VS?Q@Q)!aikM, optionally substituted by
Sg@?@ ut ed, Men @'agl Choal kyle el gl Salid oy substiuted b
( CE=)APRFIV eSS 1'%)8 Haf Kyl 1%?%“8@%‘“6%%‘? Pypity substituted by
subrst totthree duitale moieties independently selected from the group consisting of hydroxy,
halogen, CN-, (C;-Cslalkyl, HO(Ci-Cglalkyl, (Ci-Cs)alkyl-NH(C=0)-, NH,(C=0)-, (C4-
Cs)alkoxy, or (Cs-Cio)cycloalkyl, wherein said (Cs-Cyg)cycloalkyl is optionally substituted by

one or more moieties selected from halogen, or (C;-Cs)alkyl-.
The present invention also provides compounds of formula (I) wherein R® is a
nitrogen linked (C4-C1p)heterocycly! of formuta (1V),

R’ is selected from the group consisting of:

How§ , HO/Y\§ , HO/\/\; ,

OH =

HOA{\g : >(\§ COIONNE

OH OH

OH

i

R?is chloro, methyl or ethyl;



5 one to three suitable noieties independently
sel ected fromthe group consisting of hydroxy,

wh200eg88270 CN-, (Cl- C6) al kyl, HOQ(Cl- C6) al kyl, PCT/IB2003/006254
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(C1-C6) al kyl -NH(C=0)-, NH2(C=0O -, (Cil- ©6)al koxy, or
(C3-C10) cycl oal kyl , wherein said (C3-Cl0)cycl oal kyl is
optionally substituted by onegor nore noieties

sel ected from hal ogen, or (Cl-C6)al kyl-. The present

i nvention al so contenpl ates conmpounds of fornula (1)

wherein R3 is a 10 nitrogen |inked

( C1- Claphat srselegted §rom dHfe groupnetnaist(nig\dF (CFE4)ally/l, Seficdeltyextibstituted by

fromt S (
_ g%r@ﬂg%bq{w'_é%]@é 4 e!:\g/g dJr (&L-'EBG%?% é::g@g.al%u%nd@ocby one to
cHires w'ta%mﬁvtlesoade@ﬁm%ﬂy spiRgtert romsthe grode FRI ISty dexy, halogen,
gronurxcq:@@alk)ﬂtm®@1@6)an<§31(c€;ébe%|ﬂyymm(diw RRYCEY)-, (C-Co)alkoxy, or (Ca-

%b%éﬁlg)% ﬁdwﬁ%?m (ﬂj( gso<79 éf;%ﬁ?oa I is B;?qoa?.l&l fu%stquted by one or more

Slﬂb&ﬂtlei’t %ﬁtl@tedlﬁpmdw@germ or fG‘\fCe}alI@Hl tabl e noi et| es

i ndepem\%rgrwdeaeér@%ﬁgomdgmftfafnulgrmuwhé;&ﬂwss Iangtr&jen linked (Ci-
hydr. qu , Cl1-C6

(@10)'@%4%‘?3’9%0“ ety NH2(C=0)-, (Cl-C8)al koxy, or

(C3 WORZ@04/ 058270 PCT/ | B2003/ 006254 - 21

Cl10) cycl oal kyl , wherein said C3-§O) cycl oal kyl is

optionally substituted 0 re, noieties
sel ected from hal ogen, o Cl-C6)al kyl -. Al so provided
are conmpounds of formula (1) wherein R3 is a nitrogen

| i nked RE@lehiofs] et @eagycl yl of formula (1V), 5 R7 is
0 R2 h
from t 'ﬁ@d %r |st§ fagtgg‘s%me érfol(;ﬁ J(lré%ﬂn&az;){g?k T)énﬁyl So? cﬁ‘u%g‘\fs%bstltuted by

sdﬁs@1olcml@ﬂ<ybyherelasa'¢i@1) ykyber (Qypm)%lealéy' ﬁresca?ilwa"y subsituted by
( Ghe EHnrdekadltas™ mbicBesGASY b{dgnﬂ&ajséféﬂtecﬁfr&n Wgr&ﬂﬁédnylstmg of hydroxy,

" faRpthagt) (Cerdoto SB b e

hyGd)aieyy, ohéFayanyclodikyl, whetinGa)alClk{:q)cyelopiRyl -iCeptankilyl substituted by

(%e %éjemle'tlgﬂ'ge%c% fnon’Mﬂ%(gQrQ} Ord oy1-CB) al koxy, Or.
Clg cycl gal k wher el n _sai d ﬁZS %Cl oal k

)
optl on ‘EIOyPrng‘Efé‘t FL&"E&HOWS 066%’“18'13 %WBer t'Fe?s”'"Xge” linked (C4-
s &l Qledt@dcyiclyiotfdnatlegey, or (Cl- C6) al kyl -. Al so provi ded
are corﬁn%mds of formula (1) wherein R3 is a nitrogen
1

l'i nked OV/\g

R? is chloro, methyl or ethyl;

and R' is selected from the group consisting of (C4-C,)alkyl, optionally substituted by
(Ce-Cyo)aryl, wherein said (C4-C,)alkyl or (Ce-Cyp)aryl are optionally substituted by one to
three suitable moieties independently selected from the group consisting of hydroxy, halogen,
CN-, (C4-Cg)alkyl, HO(C4-Cg)alkyl, (C4-Cg)alkyl-NH(C=0)-, NH,(C=0)-, (C;-Cs)alkoxy, or (Cs-
Cio)cycloalkyl, wherein said (Cs-Cio)cycloalkyl is optionally substituted by one or more
moieties selected from halogen, or (C;-Cg)alkyl-.

The present invention also contemplates compounds of formula (1) wherein R® is a
nitrogen linked (C4-Cyo)heterocyclyl of formula (1V), .

R’ is selected from the group consisting of:



15 C10) heterocyclyl of formula (1V), R islol R2is
chloro, nethyl or ethyl; and Rl is selected fromthe

w@e@upsonsi sting of (Cl-C4)al kyl, optionally PCT/IB2003/006254

10

156

substituted by 20 (C6-Cl0)aryl, wherein said
(Cl-4)al kyl or (Co6-Cl0)aryl are optionally
substituted by one to three sgitable noieties

i ndependently selected fromthe group consisting of
hydr oxy, hal ogen, OCN-, (Cl-C6)al kyl, HQ(CLl-C6)al kyl,
(Cl1-C6)al kyl -NH(C=O) -, NH2(C=0O -, (Ci1-Co6)al koxy, or

(C3- Cl0)cyclo |, ein said (C3<C10 | oal kyl

i s optional I'Y°%Subst]i t ut 31 by one wao” nor noketi es

sel ected from hal o or (Cl-C6)al kyl -5 25 SO

provi ded are conpounds of formula (1) Wfrein R3is a
ni trogen |inked - het er ocyal, of fogmula (IV),
R7 is sel ectédcm HZN HZNMN and \/
~< OH CCCC R2 issghloro, nethyl or ethyl;

2004/ 058270 PCT/ 1 B2003/ 006254 -2 nd RL is sel ect ed

fromthe Si ng of (Ci- aIIy
substitub®d by’ (CIF C10)eycl oal kyl, m Jaid
(C1l-4) al kyl (C3Clo) cycl oal kyl are optignally
substltut;o/l‘/{g\ one to three suitable noieties

i ndepende S t %om the group consisting of
hydr oxy, hal ogen, , €Cl-Co6)al kyl, HQ Cl-C6)al kyl,
(C1- C6) al kyl - NH( C= NH2(C=0) -, (Cl1 5 C6)al koxy, or

(C3- Cl(ﬁ“fé’&hd?@'n‘%ﬂh 109’\4&%5 ein said (C3 ClO) cycl oaI kyl is
opti onal | stit ut ed ‘by one or

sel ect IR dnagpgeddenm th%eroemor@@y%ﬂ WPL CO?M&PB?W Sidgfituted by
ar(e;-CRIpacHIS wbkreinagarCacHhlky! vhiErs-©idcyBdalkys a@ dptidrratygemstituted by
I ngg teh§ ?U(I)t%g ?gl%%tt Sg %gé(%{%nigg&z}%ﬁ%%t&%up é%nﬁl t§1lg of hydroxy,
rreltalvpen 0CNet HEH-Coalky. FOCs Colalkdc t(EatCrlakYhNHE=@r o ffi1=(C= =0), (Cr
?%ﬁéﬁ%{ g @I C&ﬁ&cl%yﬁlmlﬁwem &t (Clamﬁ&)b»élosm&asi optishely dugstituted by
( C%‘eéi'@?rgﬁﬁ}f'ét?? 858‘*3?‘{1%% qquggfﬁ&'?%%!i by one to

t hr ee Shnetpadsient invintion elso contrméatesesamppurgig| of daredlaf(l) avierein R'is a
t hal ogen, 15 CN-,
(@r&?iﬁe& @ﬂ%@é@& C%fyl &y&ﬁqus}ag)l S g 1 R D) -

NH2 ( C=C} -8 S%‘%ﬁemﬁhﬁs@P %\S'S

Haco/\‘/\§ Hsco/\@g

OH OH

HoG O/\/\% , HSCO\/\§

/LO/Y\§

% is chloro, methyl or ethyl;
and R' is selected from the group consisting of (C4-Ca)alkyl, optionally substltuted by
(Ce-Cro)aryl, wherein said (C4-Cy)alkyl or (Ce-Cio)aryl are optionally substituted by one to
three suitable moieties independently selected from the group consisting of hydroxy, halogen,
CN-, (C4-Cg)alkyl, HO(C;-Cs)alkyl, (C4-Cg)alkyl-NH(C=0)-, NH,(C=0)-, (C4-Ce)alkoxy, or (Cs-

Olllln-



C10) cycl oal kyl , wherein said (C3-Cl0)cycl oal kyl is
optionally substituted by one or nore noieties

wa@edoaos®ed f r om hal ogen, or (Cl-C6)al kyl -. The PC/EB2O3DN06254
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further provides conpounds of fornmula (1) wherein R3

is a nitrogen linked (Cl-C10)heterocyclyl of fornula -
(1V), 20 R7 is selected from2GHOH OH\ ~. NO O N~

~ <DN'C ,and ON O R2 is chloro, nmethyl or ethyl; WO

2004/ 058270 PCT/1B2003/006254 -23 and Rl is sel ected
fromthe group consisting of (Cl-C4)alkyl, optionally
SQQ&SId:I&éJRyedw@:‘em (s&i3- @@Mﬂoaaﬁ kiy | optiovagy euusstummddby one or more

C3-C10 | Kyl are optionally
sﬁ‘B? '?%%?leg%dﬂ g h%lr?%er\‘ 8”%3 Y:@g?@w tabl e noiefies
i ndepeAlSemrct\r;deS@irQechemDUﬁ(iso?ﬁ foraliay (b whereio iR ist3 Miyogsn linked (Cr-

Y5HRYocyci)l 3 Rffa (1 SQN (Cl-G6)al kyl , HQ(C1- C6) al kyl,
3f al kyl - NH(C=0, NH2(C=0)- (ClL 5 O6)al koxy, or
(C3 C1 b°‘yc| oal kyl , wherein sai d (C3-C10) cycl oal kyl is

optionally substltuted re noi eti es
sel ected from hal ogen, ?ﬁ>?gg- ) al Finally, the
i nvention further provides!co unds of formula (1)

wherein,R3 is a nitrogen |inked (Cl- C10) het er ocycl yl

of for Rulsehieroyinetnmer e8ls el ected from OH 5H OH N O
~BhR' \s\skletted fr8in theagnelip@nsi$tBh of (@-GRRIKyk optiehally ubstituted by

h . L e
gg‘%gﬁy@)t 3%] oaﬁgl Waeéeilﬂ%élg gi% d4?al@§$6q|é Oﬁ a 6!653&/1 i}tg Io?tf SU%StltUt d by
( eBe @J_tbgegrswtablq,\mglp@%ngeg?rafe(l 1sed§ﬂeg| Srgroup consns ing of hydroxy,
§ GBiogdrD) etNyl (@F-C,) M, i G108t -96)SiyD S {C £ Caryl- chinm .t 8H,(C=0)-, (Cr

SUul e
E/Ué) g%yu 8 @%nsf’)r? ogfk{/lbﬁlh%&g%eﬁ% Eéob cléﬁﬂqﬂé% @@Rﬁeﬁl?@hbstltuted by
(@me ozemremenesrme@@d@@ma en, 0(@1 )ka'r kyl - NH( C=0) -
NHZ( C=Qlso. r(»gée'dcﬁé abipainds Of forrfila (Flihkeic RO lé)throgen linked (C-
ere cycloal kyl is optionally

s &b@?‘?t?rﬁ‘fyééf' CB)P”?}H'@ %gi nor e

R is
R
T |
R?is chloro, methyl or ethyl;
and R' is selected from the group consisting of (C4-C4)alkyl, optionally substituted by
(Cs-Cro)aryl, wherein said (C4-C,)alkyl or (Ce-Cro)aryl are optionally substituted by one to
three suitable moieties independently selected from the group consisting of hydroxy, halogen,
CN-, (C1-Cg)alkyl, HO(C;-Cg)alkyl, (C1-Ce)alkyl-NH(C=0)-, NHy(C=0)-, (C1-Cg)alkoxy, or (Cs-
Cio)cycloalkyl, wherein said (Cs-Cio)cycloalkyl is optionally substituted by one or more
moieties selected from halogen, or (C4-Cg)alkyl-.
Also provided are compounds of formula (l) wherein R® is a nitrogen linked (Cq-
Cso)heterocyclyl of formula (1V),

R’ is selected from:

“zN/\{\g ,and HZN\/\§

R?is chloro, methyl or ethyl;



noi eti es sel ected from hal ogen, or (Cl-C6)alkyl -
Exanpl es of other conpounds of fornmula | are the

WO odo409%2My : PCT/IB2003/006254
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2- Chl oro- N- (1- hydr oxy- cycl oheptyl met hyl ) -5-[ 4- (2- net ha

nesul f onyl am no-et hyl)-3,5- 20

di oxo-4, 5-di hydro-3H-[ 1, 2, 4] t ¥22azi n- 2-yl ] - benzam de;

2- Chl oro-5-[4-(2-fornyl am no-et hyl) - 3, 5-di oxo- 4, 5-di hy
dro-3H[1,2,4]triazin-2-yl]-N(1-

hydr oxy- cycl oheptyl net hyl ) - benzam de;

5-[ 4- ( ndR' Boselytet apmorpn/gt;rnm topkikting, &b Ch-@¥atkyd pptictiallyystibsiituted by

ﬁ{f%([ha)ciikiawy‘;bvgérélﬁ s_%g %%alla/l or (C Cil‘(l) ﬁyglo%kéll are o mpt d)nally Sélgstltuted by
znmhitcomc&el\&u(tablmmebs@ynieyem @pf%}? heggJ'C[U,gp ceg_msﬁy| ©of hydroxy,
X}haréy&i 0@NOD3(&:JI@})£1W| ) H®(8;- CG)alkyI (C+-Cg)alkyl- NH(C O)-, NHy{(C=0)-, (C:-

%8‘6@’/ (5’5 r ) 3|+[§2UB%TF4] Lo 515 3~Cn oé%/clgallyl is o&lonallgj/ Substituted by

Sqndo(@emMQMIerMddyﬂonﬁwmgym)Org}ﬁlslh”@b(o 4, 5-di hydro-3
H[1,2, Afciét rjof'f}Jédn 8- %h%o%dé:m ®rPala (1) wherein R® is a mtrogen linked (C4-
N-(1-h rox cyc yl met hyl) -benzam de; 2-C h |
r&1Qhetfrﬂc>(c f‘P“F‘P'alﬁ ro meth oxy-2-hydroxy- pr opyl) 3

,  5-di &Xes dlecteddiomaydro-3 H

[1,2,4]tri azi n-2-yl],- N-(1- hydr oxy-cycl oheptyl net hyl )-b
enzam de; ‘

N- ( 1- Hydr oxy cycl ahé"pw/ﬁ'e hy| )-Hg/[il\(/z\lﬂ§/dr oxy-3-meth

oxy- propyl) -3, 5-di oxo-4, I hydro-3

H[1, 2, 4]triazin-2-yl]- 2 nmet hyl - benzam de;

5-[4- (2- Hydr oxy- 3- ngt ho opyl) »?h 5- dj oxo- 4, 5-di hydr
oBH—[lZ4]tnaz&wW (;aha
i

hydr oxynet hyl cl ohe thyl) 2- et hyI benzani de;
N-(1-Hy ox%0 cycl ohexyl met hyl ) -5-[ 4-(2- hydr oxy- 3- met ho
Xy - pro@l' oM IEWE5- 10

di hydr cendR[isl sedectldtfromatiié prop yorisisBrgmeit(DyC.)dieh oationaty, substituted by

Xo(()ggggﬂl{l O\R/tgsrén %ﬁd(@ g}f%ﬂiﬂxé{r gf 8&'9?(%49 QBMIIIy) sdﬁstﬁutgﬂi ‘By one to

benzo

i ripnee ﬁwtahgmol%is @H%ﬂ%ﬁi‘@& a?'%sa/fr%%ugﬁpuaﬁpw 'nezofd}xdmxy halogen,
| agre; w@eﬂk&r m«tméyamhewd:e»alm Ryl G=CB-, (G203 (E1ida)atkoxy, or (Cs-
diﬁ@afc&o%%&l_ \ATG?I ]s?ur:j Rgilcﬁ)c%cloer ijl is ogtlonal a/ subfgtuted by one or more
2- r@hb@s@elsctfmfﬂ(@haowmwd@o@(@)a”m opyl ) - 3, 5-di oxo- 4, 5-di h

ydr 0- S’Hl't{e]inv%nlfb]wtﬂfr!h@lzdr&nd%s %&%pdﬁ?%s ?f )forrgula () whecrjeln R® is a nitrogen linked

yl ep yl met hy enzam de;

1- ((C{'é ‘éﬁﬁt‘% 'g f&’"{‘g -di hydr oxy-propyl) -3, 5-di oxo-4,5

- di hydrR"- lgbbl{:cleeroﬁr] triazin-2-yl]

-cycl ohept anecar boxylic acjd

- priopyl) - 3, 5- di ox- 4, k- di h

-N- 20

Ol
I

phenet hyl sbenzam de; &
2-Chl oro-5-[4-(2, 3-di hydr oxy- propyl ) -3, 5-di oxo-4,5-di h

ydr 4?tr| |n-2hy:%-Q_d N/ﬁ
xy ycl ofiexy] met hyl ) - benzgni de;
ChikQro: (2@\/@‘§ox’y p yW-dioL&/&f’ﬁﬁdﬁhg

ydro 3H[1, 2 41triazinT2-yl]-

(1- hydr oxy- cycl opentyl nmet hyl ) - benzam de; 25 °
2- or -5 [4-(2 |hydroxy p [)-3,5-di oxo~4, 5-di h
ydr -3H— 41t i az||l n- 25yl V< l
% X % ] N\H/\g ,and N.
[ A

[e}

R?is chloro, methyl or ethyl;



(1- hydr oxy-cycl obut yl net hyl ) - benzam de;

2- Chl or o- N- ( 1- hydr oxy- cycl ohept yl met hyl ) -5-[4- (2- hydro
WO 9003/05827d | uor orret hoxy- pr opyl ) - PCT/IB2003/006254

3, 5-di oxo-4, 5-di hydro-3H[1, 2,4]triazin-2-yl]-benzanm d

e,
2- Chl or o- N- ( 1- hydr oxy- cycl ohegsyl nmet hyl ) -5-[ 4- (2- hydro
xy- propyl) -3, 5-di oxo-4, 5- 30
di hydro-3H[1, 2,4]triazin-2-yl]-benzam de;
2- Chl oro-5-[4-(2-hydroxy-butyl) -3, 5-di oxo-4, 5-di hydr o-
3H— [ 1 2nd R sisaeictad Rerylltl]e de(pleonsisting of (C4-Ca)alkyl, optionally substituted by
d
%&c?%’a%ygwggrgl 8%@ ‘(@411/%3 ﬁﬁ%?gbgﬁf cia'liglfl’%:fs %bec‘fpally suBstltuted by

|ope 21 threel ayﬁaj)lq\melgtles mdependently selected from the group consisting of hydroxy,

hmro @XIC| g@g@&aﬁm&@t}e%ma%ﬂ@ auZ’y'iNH(c 0)-, NHyC=0)-, (Cs-
5 lk ([i“l ) ciﬂaﬁliq W éremos)él% (%r ?: ch?:loéiky? is opnl)énally suy-tltuted by

[£6>2 m: b oF G5 Gims) P

hyde oxyereywiiatibegepteddiomHalogbe oz €hiGdeikyMO 2004/ 058270

PCT/ | Bm@ g%én ion Tu?tﬁer prowdes compouncis of formula (1) wherein R |s a nitrogen
2-Chloro | 0XO- -( - 0X0-€eth 5-di’hydr o- 3H |

1,lipkeg|(GrFapreisiosyg pLIRMUE B dr oxy -
cycl oheptiydametddyomn: benzam de;
2- Chloro-5-[3, 5-di gxo-4-(2-trifl uoronethoxy-ethyl)-4,5

@. zam' de; 5

, 5-di hydrip [1,2,4]triazin-2- %
y|] N- (1- hydr oxy- cycl ohept yl net hyl ) - benzan1de
0- N—(l hydroxy cycloh t hyl ) - 5- [4 - hydro
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phar maceuti Cal conposition for the treatnent of a



15 IL-1 nediated condition in a mammal, including a
human, conprising an anount of a conpound to fornula

WO 2008088200 i ve in treating such a condition andP@I/IB2003/006254
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pharmaceutically acceptable carrier. Preferably, the
conmpounds of the invention are useful for the

treatnment of rheumatoid arthmptis, osteoarthritis,
psoriasis, allergic dermatitis, asthma, chronic

obstructive pul nonary disease (COPD),

hyperresponsi veness of the airway, septic shock,

0 henBsr Wh<RBIBPRUA IS naldfd. | rErxiaﬂhplbé &f hatmles dhat easehe incorporated  into

%graﬁ%%%% ?e(ﬁe u%vepé o%e {n%Fu%dé/ St 0%|e|s t (1)1‘81’1yd?cf9Qﬁ ' 8&8&@ r rqﬁég%n oxygen,

aled
’ ehdsehoraus, ﬂmqbetae@chwnzmnci’mas 2 i s@as@ LS Pl §2P *s, °F,
0Sh@ORA! P&pdctiviir anﬁ‘lbéUn)ﬂs dfsfﬁgeﬁfbgenhﬁﬁfehtldﬂﬂ %ﬁ@tﬁ@gs thereof, and
stroke and vari cose vein resent

prpavp@%@tlgla ¥(§ﬁ‘ﬁﬁ9f,ﬂqﬁ safts ?fostamqoypem $ 0§ rof gaq Srr(])drugs wﬁmﬁ contain the
phiuratBan@oteddsdtdpes andioepthadibeorsaldf ofer somszre withie theeo$cope of this
a?n\pﬁtroﬁl n@&'taﬁ)r{ %ogﬁlt:é@%eﬁéar cdrlrfp%ur'\dl $th?\5 e})‘?é/sentzﬁvén'ﬂon for example

ther as e _rnvention provigdes the use
C@lma@@ u}tfdw@ph lfagrlopmqvg lsetpyes e gs I-bﬂ%pr r@@@jp?%%gr¢t9d are useful in drug
a%‘ﬁ@’@lt @@clsﬁat&aﬁsku@ dissieltioat @ssyBer eafatedasehEHenbebboe14, ie., “c,

defin in f act f t n

SV T b8, TSATED " e
t rsebetifution with beryier fsoiopesssushiag Ideem. |'§esH %rﬁﬁﬁidsqeé?'ﬂ ﬁfgefapeut'c
a &W%@@ nghlﬁﬁd fom @%Et@ﬁﬁét&&h@%b‘lﬁ& f@lf exémﬁl@rﬁlﬁizh@éﬂ Bivivo half-life or

g?rcratglgiaq? éjﬁ)égqeh éerqglfﬁmeng gIP] rl'gq%%eg g(}:nls)? 3; eq r{e rr]rg d% as%lm% S@&hstances.
pasdtepitally-Fbeieil wompounds of totnhds | of dvs dwentien rmdmieldrws thereof can
efJeﬁ&rtal'l CP WS RS St e pﬁ'gcegureb Bls&l&%d |r§ fh@%’éﬁ@ﬁgs #bi/or in the

r hfeumat ol Irritab bomel%% ) liv-labelled
at'ﬁ‘é?“é@%laé? GapRargsiPns BePY-a¥ gt)bsmr@ha " I%FY%' @e isotopically-labelle
adgihdehsbed mdngscaom&aﬂy mpeiet remgbdty ef fective anount of a
Conpouglg-\e comg? n@élo? Fgrlrr)uia Oér cﬁpha?rn?{ ﬁ)ﬁg&c%atla!)léﬁ salt thereof can be

accept or solvate er eo er el nbefore
defsehiadhe mapufpeure ehe medgamanéior Hop @FPYRCISIOS tefspepic feaimgnt of any
nEJlJé@é’e Qgtetlrf Eﬁ&r‘né}g oPGthEHEEF bk tvihich |§lbiéba’!b5ted bBE&MS& by excessive or

t i egﬁgﬁde% 1 R'%’P% 0 chgthpco e %ell%d%P‘ni 8L &1t M9t limited to

2001003825/ dPERCIOB2ES/ 006254 - 34 anount of a

conmpou nﬁ]eodzregeﬁtr A¥HnAor( elates @ a %éﬂb’érfﬂﬁﬁéé‘ﬂﬁ gal-h )ﬁ‘nedlated disease in a
acceptable salt or solvate erein

denPEdl i7 peed Threqfepiich oPRe s Fﬁﬁ"'“ts 1&g ?’ﬁj“d e g &%ec“ve amount
hestaicompseilier rhwa f.ever si ng, al | eviating, inhibiting

the Praars é’s% \Aﬁfweﬁf%n a%{?‘%&a@é {onéymlteth@d £ §9Jt|g§ &n ﬁ’_[1 medlated condition.

condition 't terma
5 é%ﬁ?ﬁﬁwr% aglydHnesiatad cgrditiog’ r'"%!léﬂ‘?a Pyt '%'?Pt l"ﬁ“f‘?@ t‘f %F'?ﬁase or disorder
t §cRRleBBIdM the gupl s@disher diarthritis @heudingt ;ﬁ;otlehe aﬁbrﬁtls Béiter's syndrome,

Th g%‘bégg naénrlH Veﬁ?ﬁtl r’?rgu ét% grefﬁrltlge(#ube@e% rxe@pé?c\lf spondylitis,

I'on al'so provid naceutl

30 coogtepsitirition ggtﬁyrmrthgtisn gnda ac@@, lﬁm‘?)ﬁ@) olf\flamjmqﬁqu apowpl) dlsqﬁse Crohn's

a @E@EW@%EMS&%' %c@&%ﬁir@ﬁé}ye ds@bds @l]n(ﬁi@hé/ aé@ltt heapiefdry distress
as herei nbefor iatlon

oS ame G BaR! Troaay amie OB s i, ifkBe, chrapp pumonary
Carnﬂarmatorvh@saaaevesﬂtcpsa pumertagy sgp@mscjse@ll%tglprrm% fltgroic contact

t hﬁyp@(s@rﬂ%ﬂﬂt@ egﬁ &nt‘&a&éﬁﬁ&ﬁgt b&cRbsis, CsQlﬁQlQnS' &dn@é} Qisue ulceration,
I nvent1°on nmprises. m xi ng

35 f ofemgp@l% pﬁrlodgntal glseﬁa?qlp&wpcbgllqs? %?&9@?{9 %;I!)gnesrgp?rpt&n disease,

S Olo¥stinig toh etifuil joird Snplketse thbresaaresisg] @britio exkeunistnh cangestive heart failure,
myocardial infarction, stroke, cerebral ischemia, head trauma, neurotrauma, spinal cord injury,



pharmaceutically acceptabl e adjuvant, diluent or
carrier. 15 For the above-nentioned therapeutic uses
W b@4asage admini stered will, of course, varBCTiB2003/006254

t he conpound enpl oyed, the node of adm nistration, the

treatnment desired and the disorder indicated. The

dai ly dosage of the conmpound of3-fornul a

(1)/salt/solvate (active ingredient) may be in the

range from1l ng to 1 gram preferably I ng to 250 ng,

nore preferably 10 ng to 100 ng. 20 The present

i wemt®@§heﬁti@dlﬁm&mm§|ﬁﬁr§m§da% Packins@l'edissase, migraine, depression,
oces gaﬁe é&gc?path}-gp?a eergbq myﬂn %tgfoﬁ%rflnﬁo roplglofa&q%ﬁltlén enhancement

i rﬁne/ptmmca@te@l m@ﬁla muﬁmbrscbroeee@@@é angipgenesifp GeINeRb fjury, macular

Ofdeb&%re{%rﬁ)(:@@rﬁt%ﬁ &Ernﬁ@eséléwg mal!)r%ﬂnél elvain@s hée@ip}é hBurns autonmmune
aratl on 1.C

re
5 AR, SUTITDPnSEPeBre. PecDr MDD Rith SRR rRePIRoRE, endotoxi
25shoekt, [com@dtivitis Poble mesn hedaliye eketsimi forid sbedkosyndrdime, cerebral malaria,
prc%ﬁﬁzﬂ:tanh '?%%Weh@ﬂ*s%}ﬂ ; n?ﬁﬁr\éhg&% EBFnQRJga?or%Bﬁrms graft vs. host reaction,

i nt er nedi at es e synthesis ounds  of
f RIAQIR reiacfion, 0Repn FRERRIZT jtadpty, w'@aﬁ'é%g"ﬂﬁ or| fvum regeneration, in a
mﬁarﬁﬁalofndlu&iag )é Blehdn| cbmprisig @itinistéring tapgafdesia@mel til@mount of a
the co r eful in treating

10 8@?8‘?@2 a?'rrmmg &&gve 'RMS&Eé%%CS?d'tgﬁdl nary skill in
t he art The pneswlt ingentigprelinsrie @ iphareaceiieal GRrEPPSHISN fy thengeatment of a

COMROHE e bistR8 ih BWﬁé?ﬁrhélﬂNHldh M@rlﬁdse@i &fRIdtiveOdmaunt of a compound

SpeCIfJC sease th a the invention
3Fe 8'”%5%'8 3R Vgﬁc%ﬁgggﬁf%ef’%ﬂlﬁ “@f'Rer apeuti c
agent S U@emiesfeoirln‘tdnmn reliatse &s@ pharmpcaulieal corapasitiemfor dfe treatment of a

15 1 hlﬁqmd%'té?i c%ﬁalth)ﬁ'ﬂ 4 %amﬁwgﬁlngmno&r@hﬁnd JhVa%HuhtCH?a compound

nbi ned h ents such as TN of S
PR e PSR HBHE S GTRHOTdRND8 dPE a5 prFoReble carer.
Reni caderefefzbl; Bié@oapainBR& e iavehtidiNire lusef@liéraine treatment of rheumatoid

n%%gﬁ)%? o%g r{hﬁh ls&%gilseglleﬁgq’&ggm% EQQIH %)(c,rh)c%lc %(%ve pulmonary
in ors (sucn as ﬁE1OXIcaﬁ] ce ecoxil r of ecoxi
v atligRsee X FBPDWCPEURRPOmE/Eners pefTINe BIGS/ GBRBS5shock, 3$°merulonephﬂtls

20 palFrQéHIé(ibbwelaHiQea%E:OC'fdhﬁ'Xi @éealsé)V\UIdﬂ@tﬁ)e n@fif) tatiexaterosis, growth and
nam e

G RRRET! i ORIy sl yOHF R PRy oebRs, Apnompry csease
Thmerpm@tsemteqpnmemhuohmjgtys ithefnis heRe Hispaskagiiske gist veFigose veins.

C 0 nb | NafhdeQht lﬁv&ﬁm&ém&o@éestal&mpbw tdrA0a (19 3L b BBErmaceutically
a | eukotriene bio

s S AT
25 act | vat inrepotheogspiedt, theE indB)tionptargenthetuss of @corepbund offfietringa (1), or a
?&Ut‘i‘ﬂa 'dagepnglez'sglﬁ%ogblvaﬁBTﬁeZQ&’ ageﬂérgHﬁé?&e defined in the
te oxa 79175; Abbott-
N- MgouznbLe Pftmm@aﬁamqnhf%%érh@erz%l kyI suI f onam i des;

2, 6- di - Tied invénitibry Fpthemnarbvitiesds anetioe f treating osteoarthritis which comprises

neé&mlnl aﬁ@th%%%ggMirchsef&e%%haﬁﬁ %e&egacoﬁ"% gﬁlus%f f(grpﬁla ), or a

conpoun 2 hyl Sub t ut
30 2- B@ﬁ&’h@ﬁ@&hﬁ@tlhwcém\%bl%ﬁﬂm afﬁYfée herenl, ashqreintmpdore degfined to a patient.

2- gylano‘ﬂh’é ﬁ@édtl&?fuﬁﬁ’éﬂb%%b@§ aShithbdas effédﬂné-m?rﬂxﬁmo&ﬁ;@ressmn (e.g. in the
i ndol e

BRSO TODESOA AT SALE PRVBSEFRR. BUPF 471 fihoresls) i

r ebampeises aﬂnunhsiemrﬁtiherapeubwlIméﬁ@tlmﬁmmmmf agfomphend of formula (1), or a

' nk{ﬁ%ﬁlﬁqé&ﬂn nggéc%ﬁéblé%éltrbr @ol%@&fﬁ@ﬁe@f a@“ré%r@ ti&ink@%o a patient.
| eukotri enes % TE4
The invention also provndes a method 0 treatlng an obstructive airways disease (e.g.

asthma or COPD) which comprises administering to a patient a therapeutically effective



selected fromthe group consisting of the
phenot hi azi n- 3-ones such as L-651, 392; am di no

W@ ovposs2ds such as CGS-25019c; benzoxal am nes BUDIB2a63/006254
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ont azol ast; 15 benzenecar boxi m dam des such as BIIL
284/ 260; and conpounds such as zafirl ukast, abl ukast,
nont el ukast, pranl ukast, verluskast (M-679), RG 12525,
Ro- 245913, iralukast (CGP 45715A), and BAY x 7195.
The present invention still further relates to the
conbi nati on of a conmpound of the invention together
Wainburd oPREsmpoahd &iférulai(Nar b@ghagataticdly bateptadle stiher solvate thereof,
i SO I esent invention still further
r & a?re'm’?ore dﬁfme%%n%{}%g Ton of a conpound of the _
i nvent iToa teroydrering’, vidst ¥eed hergin, HeStsalei feversipg. aliewalpgonhibiting the

a'BFo@BB@Q b Blspré\}éﬁiwiédlhé]&ls&(%r bf échbifiéh to thQ,ﬁ @D@dbﬂﬁﬁapphes or one or more

desl or at adi xof en st em azel astine
aﬁ}ﬂ“@ﬁm%i’fﬁ?&h?'?%‘fﬁr fecon PPé‘ %gggﬂttrqaﬁ@e@ﬁt as Lﬁegﬁ r[ap refers to the act
f uf tdating, pettebidg’ is definbeimpotiatayatopn of a conmpound of
the 1 RYENILNM: hQQ%B#%Tso%Bﬂde@ Q%é%@élﬁi&ﬁ%@&*@] comprising a

recept or ant agonli St resent | nventl on st

f gPPRRNdy @) fpfraida t(p Pha %Wﬁcﬁ%?'a/na%eptab eoﬁ?ﬁoﬂnao'V&Fe thereof, as
t hereinbBféRNEdfiREY nCegeddieion With . ghamadbeutizally acceptable adjuvant, diluent or
a2- adr enocept or agonl st vasoconstri ctor

fﬁrf)'z?ﬁ hom nmetic agent, includi ngépr opyl hexedri ne,
[0}

pheny!| dpRripyeationpfyeigy| m@a@p@ms‘e} r %wmﬁg(ﬂf@n@armaceutlcal
n%@magémohn& thé!dﬁ@ﬁﬁﬂn%thﬂ’ﬁcorﬁ%ﬁéﬁ?trﬁilﬁé laneompound of formula (1), or a

rozal i ne
)ﬂﬂﬁrﬁﬁfﬁ '8?'€'n§°°ﬁ9t8$'80%‘/ﬁ ofi &8"'& n’gllgref) ﬂy?sng'F %ebn?’ﬁfgreh defingd with a
hydamekedicaly@ccedibierrjupane sidwrnt preaeier-i on still furt her

rel at esggf ghet gb%v& nghloné)d: ine ngtlc%sgé)m@%%eocfdn{mﬁered will, of course,
|nvent|0ntoget er with i chol i

ic a

| DI PRI R BR R OBV BIInT oG g mogdesied and th

OXdidofdap iindisatexio nTttéedallpimsa’geeqﬁi the ;compalnt! eff dorreia (ésalt/$hleate (active
r. 2] t e

P uﬁgggcpér}t) rqgf B% lno {Eesfgr'\dguflg] gjtwl nh?geq %}'a?{rs/ zﬁ?f%%ﬁlg/porag tt‘I?] e2?0 mg, more

V\/IW‘Pferﬂle’?ap mgtt@W@ilm@dr enocept or agoni sts i ncl udi ng

met apr Otrférp@é%@ht,mve%nlaﬁe [éh@ii’rﬁfaﬁb@ Isusthifaireeasd dom@ositions.
al buter

e' ormtero |
2 b e S UMATBh <0l o ool B B Phrpg n,ggmoounes o
pi foipudedrent! intesmediatehyded dntuptapioesses-ncl udi ng

t heOPhyd)rhé @l%b%@n&@ %/ﬂ%&%c?&sg’scy {hBZQ\Q}a{l&\O% to- B8 pAéifdration of

am noph I i ne d| u Qo or nuscar
P ko3 e s LA 3uE s e SEE B vt meocs
i noudlingd tmnS<$1temb$ -Mudé¢thiled beleWatTdas ptasemthre/euﬁmtﬂlsmamms afethods and

a . t -
 SARGHIE o cUBELS S AAN Sighh ) 90t g s

TH¥ bglowsent invention still further relates to the
conbi nabhesF opdinady Skl tie 1zet waif aptpimnate thatethe capmpolindyedf krerinvention are

WI \ hfuia .rer{&%l eddlgt%réI 98‘%} Bij &Q%Qeém r&%&jﬁﬁy% |ﬁ’t|’?me art will also

niso
f mmr@@m thet When esingi tﬁ@|C@ﬁ@0@éiepbmed@venmmdh%frﬁ%t@etﬁeof a specific

di pEpé Qﬁ‘é!t e cohipbglﬁﬁigmfdﬁe inetfidnC &8O R PErAhdIN itie, vafdi@ existing
nonet as %{tj E) Qde B esent invention still

fu‘P?rﬁ%‘?“ 'F@? Se‘é‘?efl R8T i nat i on of a conpound of

t he 10Fornue treatowantt @g@qm@ou/\@ntm'itif,gye coypauads of the invention may be
{Hn%' r¥e8rv§’ith 4 tsps!ueﬁ %L qINFﬁoﬁ SrnibRdrs R 8€ tRA-THPARohocional antibodies

oni st's; terl euki n converti ng enzyne

| CE
i nﬁp qsolﬁgmlcqqg) C 'R/ﬁm-?’?dn%Eb)l qnngé\lF r@@pto&mgqogﬁbul& molgcules (such

MobELEHbRI®), COX-2 inhibitors (such as meloxicam, celecoxib , rofecoxib, valdecoxib,



i nhi bitors including VLA-4 antagonists; (f)
cat hepsins; (g) MAP kinase inhibitors; (h) glucose-6

w@bwgpsete dehydr ogenase inhibitors; (i) Kini nP@GLIB20e3®6254
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B2 -receptor antagonists; (j) anti-gout agents, e.g.,

col chicine; (k) xanthine oxidase inhibitors, e.qg.,

al lopurinol; (lI) uricosuric ag#ats, 15 e.g.,

probeneci d, sul finpyrazone, and benzbromarone; (m

growt h hornone secretagogues; (n) transform ng growth
factor (TG-(3); (o) platelet-derived growth factor

( Riatedxib,( pand | xgpibb:@nt logr odbde f acttmtrexate, q. lefubagide;  ciclesonide;

f t
'I@Elr%?wﬂﬂoq%?‘@t rﬁén(cﬂ%&ﬁélagff S’gr)c%r ggr%)]tegaz %{H@%ﬁ e

capsai cTht? Rf?séawve(hﬁf)n T HThEr 1§ sfeafe1tha §EMRatiop e @pﬁompound of the

anﬁ@%m t5§ethe? Wt@ﬁﬁ&ﬂotﬂér@ﬁléd@ﬁth@' DiHMbIGP, rlﬁlip‘éfq}g@ﬁkas@f 5 LO) inhibitor or

(i SN SHACRL T i, Sonb consisting o

c oziisutert; i AGT-061; UEnl@gtorg nep@RHn S8hott-78MmeED; p@\@p@-@ﬁ?& N-(5-substituted)-

| NS Ene3- aﬁ&isbl*ongﬁlﬁésh 6. &%rﬁ&ﬁﬁpﬁeﬂolt@@raﬁ&{gg' rﬂ@ﬁmb%tr@lﬁydropyrans
a Conpoun |nven | on t?&g@ er wt

i DI t Y &Pn%?at rZQ-Zﬁ%Q Jal h8pr &9 ad (W&%‘l @yrldlrtyh%Jbstltuted
stz-ombnephtnslene tdiotdsl sage Aa$.e739,080 - @bmcglmbﬁitel dvaesnds such as

Wﬁso%ﬁd%@hﬁ%%ﬂ%@o ?@Eﬁ%@éh'% n\)ﬁ@édéﬁgl?(rb%g Sindi BAY x 1005.
( MVP- 13}he @”@s}eah@ygngpmst!l f(JMﬂD_rgj91tes th\egpm@ﬁQngqf@_gpmpound of the

( N%nﬁoroﬁ)getﬁ’d?dvnﬁtar 1@B&toF EintirgSnigtdAdrelikddieneSheBE OMRRUTES, and LTE,

exﬁei ceﬁéron} t%:ggo&gclfga%s 5&@%& p?%g?cgrtu%zm ?89;03 Qu%ﬁ rf_fé%t?)BZ amidino
ostopwavrndsr i sich. ¢ t A8FL2Jeeit s berpokrlantisesd |€Wch as  ontazolast;
C%&k&%&é@&ma&m&e sednabdl g sHarpest %ﬁ@'c@ﬁ‘lt}ounds such as zafirlukast,

anti-inflanmtory ents ere

asPHAYx |”L°3}?{Ukﬁqtcp"8 B'ﬁ”é& 2@%@§§0| %?gh Rﬁszlig&?’ iralukast
N (@CRST 1 5A4)) ankdiBAYof T8 R5. fenopr of en, 30 ketoprofen and

i bupr of prte&ﬂ?ﬁ%n%§ §fr|lciil]rt}?e$ rg@ttag %mecéoﬁ'l%fnghon of a compound of the

i ndonmet hacin, sulin yrazol ones such
h'éYﬁPF"EfU*P%%'Eﬁﬁ @itha g P’F-éylhﬁ’ﬂt%@”@l?&ﬁ "5@’"‘8@ ﬁif e F?Ofotfbﬁ DE4D
i nhi bi t Pespressne vasios elileftfbdr Delatés kol e @simbinatiodf & coedntpound of the

anlgveen lc?nr It e)t%eﬁ wiﬁn%l %ﬁ IISQécf'n %QdH r}géeﬁg#ténq oﬁ{sts mcludln% ceftirizine, .

thera as cor |costero
subwt@merﬂﬂalog’éﬁﬁlr@nfdxcgwingcastemn@lec@?ﬁ!ﬁ@mﬁaganffhlqrw’i@mramme

present Thé"ifr@é'gnt PlerftBY s ﬁxﬂhé?eelatse% the ceommiRbitat dr@Ncompolind of the
atin a

d
an'ﬁY%@%’gﬁ%Eﬁ 1“'6}89Faﬁstwﬁfogeca\fej'&g&fgg’ﬁa’éi&gogﬁ i anycin,
daunony Chenpresgeins mp¢ra|t>m numuﬁmrapiaiss tre thetcarbinatianaof gt eampound of the

n i . .
O BREES o P ARGt ?r§?°r?$?8%:'3°§¥3§tﬂctgo>gm£athom.met.c
i n?ﬂem t'W@'r@nHOW%WﬂbB'PQWIG@‘”ﬁachhe(fjglprr?@@r}?ml@(a{%udoephedrme

ankapReitha T drocHigiaat Sxymetspiel aydrychifitd, metréﬁydszdrnégBydrochIorlde,
i ncl udi.n e, vin h stine and

Vi &og’n z%lrl]nemydmﬁthog%% gang%lhgl:ggr%glﬁgq Iné ﬁydrOé:n |%n may al so

be usedTmmpre@ﬂmbnanttIp@ﬁtllWUfthﬁraﬁl@iiee |tcr tle capwinetionsefehcampound of the

Vi hO&GRB toddhlr wiR ﬂtla\/dllﬁe@edagfeﬁtﬁch@h&r\@ prat®B@m bromide; tiotropium
antisepsis co Val ant. The conpounds

of PPREeLPiRK r%ﬁ')g%tplr%ﬁe%‘i/ aaﬁ??!?“ﬁeé"’lﬁsed in
conbi naTheoprevdnt mverdian dtllbﬁwaBQrublaﬁes axgmet@rr@lmemna@‘ a compound of the

Ca,n%r}%m %H@Jﬁé‘f \gﬁ' %Céer g% P %cir%gk%r b(%gus@ ﬁ'ﬁ@}n?gﬁmgt’aproterenol,

35 AnigPripterespln- isonrenalins: o@lbtaﬁrtobgé@iblé@r@olarferﬁmfeaft'elS@tmeterol terbutaline,

agercpembiinebitoldiblthdsPee; ardOpirbherdl WpRtHystantRnireB tcluding theophylline
present invention nay al so be used in conbination with

CNS



agents such as antidepressants (such as sertraline),
anti - Par ki nsoni an drugs (such as deprenyl, L-dopa,

wRe@diofg27M r apex, MAOB i nhi bitors such as sel eptTEB2a68006254
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rasagiline, conP inhibitors such as Tasmar, A-2

i nhi bitors, dopami ne reuptake inhibitors, NVDA

antagoni sts, N cotine agoni s{3s; Dopam ne agoni sts and

i nhibitors of neuronal nitric oxide synthase), and 15

anti-Al zheiner's drugs such as donepezil, tacrine,

COX-2 inhibitors, propentofylline or netryfonate. The

c@nmmwndﬁhpﬁnet heoqiure s@orhogdlyveten tor anuscannicakeeptoe (M$.eM2i rand M3)
§&% | on wWith osteoporosis agents such as

roPo en dr ol oxi fene, | asofoxi fene or fosomax an

i munod D@pfeégﬁwntﬁ’geﬁw durthar felaigs tP@%%“blﬁaé%ﬁilélcﬁmpound of the

C YHvbRRR |l bﬂ@r w@?a?htln’ﬂﬁumﬂmde@ﬁowtlafédtor 96 NE3AIO) tnﬁlﬁ?l)éﬂd e.

DETAI L
f or mul SP? pF?ﬁ?”tB'éveBﬁloé' gﬁ&fﬁg ‘%aly‘?f%dh? 8%”%9? Orl 3 comé&%d of the
r éevettioo togethehweitnes infretkddilyrocastidosinwith Dpdusebsysteeg w‘i%%‘fects including

' 'ijédﬁ@&r?ed p&nlgwn@ummsalde' {r‘laﬁaﬁolér%aééteﬂoﬂﬂe %H@M@tﬁasoﬂ@ dipropionate,
di scussion that foll ows are as above. WO

2 bodgsguige flgtiopeore P@.E’m%tﬁow.i%%“etass%e @E"ﬁ@ne | 0 RBRN
L- R7 ( \fife @ré¥ent\inveatidd stHRurthey raNdti~to thz cénbinatiBn Bl agodpound of the

VI L) nt%%nggﬁﬁ'le?wmp(agtryd\fgs\é/ mf@olwgs H theNzt aquMmg%l:tWPAF)Eg\tagomsts
(c) mterleukln converting enzyme (ICE) inhibitors; (d) IMPDH inhibitors; (e) adhesion molecule
inhibitors including VLA-4 antagonists; (f) cathepsins; (g) MAP kinase inhibitors; (h) glucose-6
phosphate dehydrogenase inhibitors; (i) kinin-B, - and B -receptor antagonists; (j) anti-gout
agents, e.g., colchicine; (k) xanthine oxidase inhibitors, e.g., allopurinol; (I) uricosuric agents,
e.g., probenecid, sulfinpyrazone, and benzbromarone; (m) growth hormone secretagogues;
(n) transforming growth factor (TGFB); (o) platelet-derived growth factor (PDGF); (p) fibroblast
growth factor, e.g., basic fibroblast growth factor (bFGF); (q) granulocyte macrophage colony
stimulating factor (GM-CSF); (r) capsaicin cream; (s) Tachykinin NK; and NKj receptor
antagonists selected from the group consisting of NKP-608C; SB-233412 (talnetant); and
D-4418; and (t) elastase inhibitors selected from the group consisting of UT-77 and ZD-0892.

The present invention still further relates to the combination of a compound of the
invention together with an inhibitor of matrix metalloproteases (MMPs), i.e., the stromelysins,
the collagenases, and the gelatinases, as well as aggrecanase; especially collagenase-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
therapeuﬁc agents for the freatment of osteoarthritis. Suitable agents to be used in
combination include standard non-steroidal anti-inflammatory 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, pyrazolones such as phenylbutazone, salicylates such as aspirin, COX-2 inhibitors
such as celecoxib, valdecoxib, rofecoxib and etoricoxib, analgesics and intraarticular
therapies such as corticosteroids and hyaluronic acids such as hyalgan and synvisc.

The compounds of the present invention may also be used in combination with
anticancer agents such as endostatin and angiostatin or cytotoxic drugs such as adriamycin,

daunomycin, cis-platinum, etoposide, taxol, taxotere and faresyl transferase inhibitors, VegF
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-40 Schenme | refers to the preyarati on of conpounds of
the forrmula V. Conpounds of the formula VI can be
prepared from conpounds of formula | by reaction with
a conmpound of

inhibitors, COX-2 inhibitors and antimetabolites such as methotrexate antineoplastic agents,
especially antimitotic drugs including the vinca alkaloids such as vinblastine and vincristine;.

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
Valant. '

The compounds of the present invention may also 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.

The compounds of the present invention may also be used in combination with CNS
agents such as antidepressants (such as sertraline), anti-Parkinsonian drugs (such as
deprenyl, L-dopa, Requip, Mirapex, MAOB inhibitors such as selegine and rasagiline, 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
anti-Alzheimer's drugs such as donepezil, tacrine, 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, cyclosporine, azathioprine, and
methotrexate.

DETAILED DESCRIPTION OF THE INVENTION

Compounds of the formula | may be prepared according to the following reaction

schemes and discussion. Unless otherwise indicated R' through R’ in the reaction schemes

and discussion that follows are as defined above.



the formula VI1 in the presence of base, wherein L is
a suitable | eaving group, such as chloro, brono, iodo
W o®yls2e0 or nesyl ate. Suitabl e bases incl ude, POTIIB2803006254
not limted to, triethylam ne, 5 polyner supported
BEMP, cesium carbonate, potassium carbonate, and
sodi um hydri de, where cesi um3arbonate is preferred.
The aforesaid reaction can be perforned at
tenperatures ranging from0O Cto 100 Cin the presence
of a polar solvent including but not Ilimted to
di met hyl sul f oxi de, di net hy| Sehemerd de, equal anmpunts of
di net hyl sul f oxi de and acetone, or equaloanounts of
di met hyl f ormam de and acetone, generallyjfor a period
of 2 10 hours &0 72 hours, where tH%\g red
condi tions are|dinethyl sul foxi de at anbi en
tenperature fe 8 hours. Conpounds thenformula V
may al so be p ar ed fron1maﬂpmunds°of the formula |
by reaction ® .
the formula Vi iffher neat or in the
pol ar sol vent gnclugling but not limte
di met hyl f or mam de, di net hyl sul f oxi de, T¥
tetrahydrofuran. The aforesaid reaction gtan he

perfornmed at tehmrMLwesrigiﬁgfrom & Cto 100 C

for a period of 2 to 72 hours ere the preferred
conditions are dinethylforaptde at 60 C Jor 24 hours.
Scheme 2 refers to t pr epar atjon of Lonpounds of the
formula V. Conpounds o the for V can be prepared
from conmpounds of formula I y reacting with a
conpound of 20 formula XIV, H2ZN-R1, in the presence
of a coupling reagent such aghdmb3

(di met hyl ani no) propyl ] - 3- et hyl'car bodi i ni de (EDCI),

di cycl ohexyl car bodili m de (DCC), 1,1'- ¢

carbonyl di i m dazg CDl) and a base sluch as

di met hyl am nopyri|di n¢" ( DVAP) or tre amne in an

aprotic solvent ugw as met hyl ene chl orf de,

di et hyl f or mani’de, Yor di met hyl sul preferably
1-[ 3-(di met hyl am pr opyl ] -3=ethyl car podi i m de and 25
di met hyl am nopyr i d i n di methyl fopfram de. The
aforesai d reacti ox beorr un at a gratyre from

22 Cto 60 C, for g perfod of 1 hour Ol
preferably 22 C forr 18 o hours. Conpoungds o t he
formula V may al so be prepared from cofipouids of the
formula X by reactign by reacting with,a conpound of
formula XIV in the presence of a base including 30
but not limted to dinethyl am nopyridine (DVAP),
triethyl am ne, aqueougggpdiu hydrgy(ge or aqueous
pot assi um hydroxi de in an apragtic solvent, such as
nmet hyl ene chl ori de, et hyl Cetate, dichloroethane,
di met hyl f ormam de, or dinethyl stl f oxi de, preferably
aqueous sodi um hydroxi deo@an Nﬂ]chloroethane The
af oresaid reaction nmay be runjat a tenperature from 22
Cto 60 C, for a period of Onr to 24 hours,
preferably at anbient tenpe e for 3 hours. 35
Compound X can be prepared frg ound | X by
reaction wth a reagent capablﬁ generating an acid
chl ori de such as thionyl chl ofi de or oxal yl chloride
in the presence of a polar aprotic solvent such as
S5ethyl acetate, nethylene chlorfde, or dichloroethane
at a WD 2004/ 058270 PCT/1B2003/ 006254 -41




tenperature of 22 Cto 60 C, for a period of 1 hour to
24 hours, preferably oxalyl chloride in nethylene
w@Ebhdoanssteo at anbi ent tenperature for 16 hours.PCUBNe/®6254
refers to the preparation of conpounds of the fornula
I X, which can be converted into conpounds of formula
V by the nethods described i n3&chene 2. Conpounds 5
of forrmula I X can be prepared from conpounds of
formul a Xl using decarboxyl ation conditions,
preferably nmercaptoacetic acid in water containing a
base such as sodium hydrox$den®t3 a tenperature from
22 Cto 160 C foroa period of 1 hour to 24 hours,
preferably 100 { for {18 hours. Schene 4||refers to the

preparation of 0 ,0f the formul Il and X,

10 Conpounds of} thelfornula Xl can be tonvgrted into
compounds of';ﬁe\[p mula | X by the XgﬂLﬁod descri bed
in Schenme 3. %A cofrpound of formula caw be prepared

froma conmpound of fornula Xl wherein| R8 is a
sui tabl e al kyl by reaction wi tHan acid such
as 50% sul furiog g at a tenperature een 60C and

the formula Xl I1,®wherein R8 is a suitabke ald
(Ad-C2), can be prepared fromthe di azoni um

i nternmedi ate derivgd froma conpound of formula XilI.
The diazoniuminternediate is prepared by reaction of
a conpound of the formula XII with an acid such as
hydrochl oric acid and/ or gl gehdphe £Cetic acid, foll owed
by treatment with sodiumnifrite 20 jn a sol yent such

as water at a tenperature fromOC td| 25 IC, afd the
reaction is generally run froma i om’*ﬂnutes
to about 2 hours, preferably 10 Cjor |30 mnutes. A
conpound of the formula XIl is p red by the

reaction of the above diazonium@ntefnediate wth a
conpound of
R8Q( C=0 N(
condi ti ons. getti on is typica
sodi um acetateg, as|the base at a 25 i
0C to 120C, preeferably 10C, then wars bo 120 C, and
the reaction is generally run for a period of 1 hour
to 24 hours, preferably 4 hours (Carrgol, R D

et.al.; J. Med. Chem, 1983, 26, 96-100). The
activity of the conpounds of the invea:ion for the

basi c
ped out with
brature from

various disorders described 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 1 C50 of less than 10 p.Min the ih vitro assay

descri bed bel ow. Preferably, the coffpourds of the
i nvention have an I C50 in the in yi ys
descri bed bel ow of |ess than 100 nM re preferably

| ess than 50 nM and nost prefer, ~M ess than 10 nM
Still further, the conpounds of thelinvention
preferably have an 1C50 in the 35 age of 0. 01 nM
-100 nM nore preferably between nM - 50 nM and
nost preferably between 0.10 nM - AE
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-42 PHARVACOLOG CAL ANALYSI S Certain conmpounds such as

benzoyl benzoyl adenosi ne triphosphate (bbATP) are
wop@wosE200 be agoni sts of the P2X7 receptor, efPEDIB20¢B/006254

the formation of pores in the plasma nenbrane (Drug

Devel opnent Research (1996), 37(3), p. 126).

Consequently, when the 5 recepbor is activated using

bbATP in the presence of ethidiumbronde (a

fluorescent DNA probe), an increase in the

fl uorescence of intracellular DNA-bound et hidium

br oni dgcfietne PRS@s wedle priphratidhadficu@pgunds bethp fapiidiunCatygounds of

Y b subst | t ut ed e

¢ Beqartie ay S aiegod fih §iine Ul el it odipound of

mgdwrer@tae\ﬁbetr@axneSsecqg@aseawhqewéa%a putagie lewwoup such as chloro,

r fgl;b%: B0 RSty Bt r'n@é’illa?é'] Buithid 8408 Riclife, BuBdre hétywnﬁtbkﬁto tnethylamlne
ec 0 a Co

t
5 RIS, SRR s SRS e SR g Tl e
f eher@ntesponicatbometd iiv ipteferaetl.  t flee RRXGsaide camplicpr cargBe \Werfprmed  at
#e%pepi%rgé){éﬁg %}r&ﬁ Bt kd FooPlcah ﬁ"r% Od?és%néé éfla%la%&\'?bngﬁgud}rhg but not

nprising a Sus
T Hypited tpeplrrgetl'(ygulg)x%e 1g|51ey%lfqrr§¢rﬁlpe ?ﬁy‘ab agtp@qt%rogﬁlrrg)ethypsul?omde and
pra@&briem& a el amsurie st dimadgiformarhibe ahd testarie, yenenlly foraa period of 2
rrbl nat of LPS a . ,
10 HiTecli 6hreBoncdPr G HhrerR RRAM o chrgaR gl o amoien
oﬂelwemtghfqydﬁégwum I ow sodium buffer sol ution (10mMv

Hepes, cbafyotids %ﬂhe f&mUM\Dné}} Mé@ﬁ@pré@ecﬂ-ﬁ&ﬂﬂnﬁﬁ&u&ﬂs ¢iltthe formula |

D50 KA P PRSP B e AT 2 g il i geat or i the
c pgseunechf @rpolaesqivenf ipelading/bub nat limfigdio dmetbylﬁgrr@qr@qi%|§|nyathylsulfOX|de
15 X zh@1d %l’n\//rg?(gf alf @ﬁ@éf@i@gé{d Leacﬁf)n:lsgn %Mberfc;méd 2L t@ﬁnﬁerb@res ranglng from

covere | astic sheet _and i ncubat etg% 37 " .
orfe 6 dar 00Tk 1903 pheded 2 thdA PR TS PR TRISY REitons er
f ldirnsteyofidenlt 80 & foeatlasurs. exci t ati on 520 nm em ssi on

595 ”'13, §+EE rcwegttg‘?he ﬁgai?gm coﬁ\é‘o&%smﬂheﬁglrmlﬁah@ Compounds of

pur poses o npari so receptor
adomiognyla ¥ gan bg,pqegﬁquiﬁrorg COHPRSY @rrpg\la [ngyyrefag@g mtla)ﬁ compound of
20 anb@ARMNI¥Y) BANRDeiusHE peegpreabel ¥ icoupihg teagéntasuch -as 13- .

OB B 5t AR B BB el Y S0 1.1-
bedarbgnyitinidezgat (GR) landar Bt hameofsuqfh@s gweﬁuﬁwwﬁtﬂ?o@“ﬂm or

Oftrlétﬁﬁgmlﬁgﬁﬂp%ngpr&%c%%ﬁf YsubiP ab e{ﬂé{ﬁﬁeﬁehehlmﬂammm&bmlde or
activity by 50% In_like

T RRACTHONE be PEEYEY 1 OrORITAUAT SRR PRy odpodiive  and
25 t fmmaﬂﬁmlhmemenn Ldsnel’trg'l fdvearsige.okTheeafblesdid Jeastort may be run at a

r ear%ggrtgturequowg% G(z &p &)Cice?or% FBJ‘&H”F?JW to dﬂjuilrgﬂ}se SFe?eré.nb'ﬂ/ 22 °C for 18

sence arinis ractl onat e si ng
I yhpfocyt e separ atl on nmedi um obtai ned from Organon
Techni C@orhpRISLHTasE ffmuiRAhay diebd Bgp#ed Bdm torepounds of the formula X
resultin radjent. 30 cont aj ni | eqr . .
c o Tesgtn Hgfe@gﬁr}gevgth rout o i %u%%ﬂgﬁgwf@p :E‘faoslgﬁ%%eoﬁgnbg ge noluding
30 l\/bhm't not lim(tRPid dirh&nBamiBosy B, (%Pmiqilaﬁﬁ?@ne [RHepugp sodiurg hydroxide or

.u%bl# b&éé”n‘?m 6}8%&' M an %BQtl&%bi\léntaE@:h 69 |hc@flendl daloride, ethyl
Ce t1on. e resul ti

e

C OkMditoxiti@ sanf eichlerogtdene. | Theaforesa@ rag@ioe xg rblermmat a t2mgergQf from 22

9 6%%%' ga{g{ eggrkoldso L{ra % u hgrte%{&gf%l ﬁﬁeﬁ’,\}g%perature for 3 hours.

35 ar GoiBpouat! Xovandbe orepsiee fomf eampRURth i 8Y rescH@y WWn?dﬁaqenfecapable of
SUR&HeRRh&Bh Sci cRlofdeS&3R 48 @'\lcﬁﬁ}ﬂcrﬂd'ﬂﬁe k bi’ém @Bloridesih ltife Bregence of a
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Louis, MJ). Follow ng a 2-hour incubation, the

activation nediumis renoved, the cells are rinsed -

twice with 0.1 ml of Chase Meditum (RPM 1640, 1% FBS,

20 mM Hepes, 5 nM NaHCO3, pH 6.9), and then 0.1 nl of

Chase Medium containing a test 5 agent is added and

the plate is incubated for 30 m nutes; each test agent

C%ﬁ;ﬁfﬁtﬁrébf ma:talmo °D Q‘orﬁ—:\/@éruabﬁd héun td 24 HluisC pteesranBl dxaly! chloride in
Pen s d:?ng b Q(T; %frto 1% 0 mM stock sol ution,

He%yen?S ARV SRR B R eArT AT i on of 2 MM and

the pl &ckenes 3 irefernsba thecbrenar8ipC of oemponndsdefithe fravla 3X, which can be

haytsredBl BmpBiRs B%Mﬁﬁ\?g{%@%e@rﬁtﬁﬁ uEdcAskdl Scheme 2. Compounds

centrifugation, eir é’ EE was ot
a6t vl b e @Ap&tf??&@@yg%f%r‘ MOhAREHE! 1 Usipgydecapppxytation
Thendu@n@ommrabmmeﬁcaﬁtMem asierih Waharecmtaﬂmgn'aybdse such as sodium
I
BRSBTS 9B S rorrn
cdﬁ@?ﬁlfm&fi bdurs.he i nventi on may be fornulated for oral,

buccal ,gchéthé aNASRS to R BRP&EMN 6 c@npoundisﬂbf aieRamsa Xl and XI,

g%aﬁ)ggrtscfsg{f %%B’Plﬁ? E(‘I: gagnra ?e %lilnsv)gﬁ?c{ lé’\& c‘éon}p8ﬁr§dsro?9he Jformula IX by the
acdmatimids testtibeatin Byhemelal ati on or insufflation. 15 For
or al a%&c{ﬁhﬁh?@éf'f@ﬂulatxh@arﬂ@%ré@a‘?ﬁﬁdn?é‘bon%ﬂp@&'f&rh‘@@@(lIl wherein

may take orm of exa t abl et .
c d%slmaegwigplgpaélfyééc b@g) N earion oM al?réxalﬂssuw R 50% sulfuric acid at a
phé\‘ﬁ;ﬁ@i@tﬁﬂétbéﬁﬁédn)ﬁw@(‘aﬁ@ﬂtm QemptalyForea heri®uibdwes 30 minutes and 6

bi ndi n JRregel atinized mai ze starch,

pAYi F%ﬁle%\? rzg] f("r&(?ﬂézoé) hydr oxypr opy|
met hyl celcbmpame)df tie fdmeuls XIk. ghereih #°tiosesuitable alkyl (C+-C), can be
m Lpgépgperdyf%rﬁlgﬂé R&zonGR! hidhRsfatO ekl Hokim E&ﬁﬁ&hato?}ormula Xll. The

' cant g., mag nesium stearate, talc or_ sil ?%
2m~ammrﬁvrégrr@ﬁ@%e g @re@ared hyoPastien starastPodd Ao o X i an acid
al %Gmbﬁh@)ochmﬁc Hed éndzrg ghgiendcetid &cid) follosatbyutraatrhent wvitth sodium nitrite
sul e be .co
kﬁ'a) olleZttsH rv{eﬁerl_aﬁ au?rgpe\(%lrjree grgr g(ﬁ Egﬂ 2¥ f(gf anlé(t)lgﬁ re‘é@t#oh is generally
adom riosit & pefi@nom@y mirales to leboidita? how$,, préferablyxntsd é&r 30 minutes. A
Soéo %)Bl?ﬂizof Q@WBM@% Al is 8%H§r8&€§ 'th%r}éach&{ oftttklaﬁ%o@}flaﬂﬁlum mtermedlate
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Ce@kdnaﬂaﬁbswndor dhpetiod g havedo @diholres, mraftega)oiy ﬂefrrmxr%ﬁqagrpcﬂgR.D.; etal.; J.

|ﬂ@é %héﬁ 9933 b&eklbhn or acacia); non- aqueous
Icles .g9., .alnond oil esters or et

aI cohol The lﬂ‘ty of e B IR e %%Y“de”t‘oﬂé‘trﬁw V%PU%PBW?W described
p- it xly Ibe rieaahiesd amo&mfgbiocomordmorel-'qutheblfnﬂc\alhg assays. All of the
adni ni st at.i.on. | r

t a%qrréot Js of ltrbezlg\ﬁetnﬁ% E‘\%ﬂp&%g tésltel%q’{ gg%l 5 E)g rl{%/sgmalfngl r(])aﬂI\ﬁ)fn the in vitro
naaﬂseydesirmt@d@@WOst of formula | can al so be

for mul apgebrdp/ t@%&rﬁédﬁﬁ& Qfe{thlﬁ\F%tI&Cﬁ&fedémmso tiD the m V|tro assays
met hods we] |

ski
iR tSn ot B2 Bt dod B R SHEbRERY rBl S e et prerraiy
Unieteitlaibt @itids SRt fuethérsthd coBupdslof the (Dt@@\t@gsrefeﬂameG% ICs in the

35 3 lja;llg e 4 %01 @\deo Nf%réggr%ferm Swn® YR L B0 nM, and most preferably

I ncor porate

erence in'their entlrety
between 0.10 nM - O nM



35 The active conpounds of the invention may be
formul ated for parenteral adm nistration by

WO poeo5820Mn, i ncl udi ng usi ng conventi onal PCT/IB2003/006254
cat heterization techni ques or infusion. Formulations
for injection may be presented in unit dosage form
e.g., in anpules or WO 2004/ 058270 PCT/ |1 B2003/ 006254
-44 in multi-dose containers, with an added :
preservative. The conpositions nmay take such fornms as
suspensi ons, solutions or enmulsions in oily or aqueous
vehi cl es, and may C@EHARMACOICDGICIABIANALYSENtS such as
Zlutsg?ﬂa Jlll%féll c?o%%“dszéuglg a@rl)% ?cé/lbg}az%gle&?énggn%gg%s%hat\?m(bbATP) are
f dinawh &r be émmﬁ pft the P8Xr wp@moraeféqyt"ﬂ@aﬁﬁ éOFV@mrwfeooreé ig.the plasma

S rﬁér@éréﬁee(mw 08RibphicRERYRLRN , (1@3@? @)U§e126Theo@;é uéhey when the
e_inve
Sy ég%)eﬁror ?o?lcglﬂ?‘{]}l%?%bb@jpcﬂn%esp%ﬁ‘ﬁﬁ%g elatglldliuglsbrgrp%e %8 fliotescent DNA

r gireled,i @an irereesm ) the. fijorescence aif rintregeltian Y -b@nd | ethidium bromide is
S %@&@éc} %%rn@ﬁ\%ﬁﬁthe SHpli d)@%ﬁ’@idoytzénerfe Qbstitdtfor ethidium bromide

g cerl For "I ntranasa dm nistration or

adi %%l"%t’?"%‘{t UBiRkLSf therffyal Aps Bﬂea%en'éﬂ%%ﬁcweeaﬁﬁ%wsasafmeasure of
10D eecdepioe Btiivatiorasrg therivenioeqianyfy ded efeet etlaicompbied on the P2X;
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Aerosol formulations for treatnment of the conditions
referred to above in the average adult human are
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and, from 1 to 99.95% w, more preferably from 30 to 99.90% w, of a pharmaceutically
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Aerosol formulations for treatment of the conditions referred to above in the average
adult human are preferably arranged so that each metered dose or “puff” of aerosol contains
20pg to 1000pg of the compound of the invention. The overall daily dose with an aerosol will
be within the range 100ug to 10 mg. Administration may be several times daily, for example

2, 3, 4 or 8 times, giving for example, 1, 2 or 3 doses each time.
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A slurry of
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ng, 0.537 mmol) and Cs2CO3 (290.3 ng, 0.891 mmol)

were stirred in DMSO (1.79 m, 0.3 M at anbient
tenperature for 15 m nutes. 3@62-Bronvacetamde (74.1

ng, 0.537 mmol) was added and the reaction stirred at

anmbi ent tenperature for 14 hours. The reaction was
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46899 ci di oxo- 4, 5-di hydro- 3H N[124]tr|a2|n2yl]
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ethyl): 3, 5- 12 5o AWML o b erilih 2LAEND1-Aydroxy-
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2-Chloro-N-[2-(2-chloro- Ho -"-"i N, 1IN

phenyl)-ethyl]-5-[4-(2 5 o| hydroxy-ethyl)-3,5-di oxo-
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H
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(A) 5-Amino-2-methyl-benzoic acid hydrochloride salt

A slurry of 5-nitro-2-methyl-benzoic acid (17.1 g, 94.4 mmol) and 10% Pd/C (500 mg)
in EtOH (500 mL) was shaken under 40 psi H, at ambient temperature for 4 hours. HCI was
added and the solution filtered through a pad of celite. The filtrate was concentrated in vacuo
to give the title compound (17.2 g).

(B) 2-(3-Carboxy-4-methyl-phenyl)-3,5-dioxo-2,3,4,5-tetrahydro-
[1,2,4]triazine-6-carboxylic acid

To a solution of 5-Amino-2-methyl-benzoic acid hydrochloride salt (15.2 g, 81.2
mmol) in acetic acid (300 mL) was added concentrated HCI (21.0 mL). The resulting slurry
was stirred at ambient temperature for 30 minutes. The reaction was then cooled to 10 °C,
and a solution of sodium nitrite (6.17 g, 89.4 mmol) in water (15 mL) was added dropwise.
The reaction was stirred at 10 °C for 30 minutes, when sodium acetate (14.7 g, 179.0 mmol)
and (3-ethoxycarbonylamino-3-oxo-propionyl)-carbamic acid ethyl ester (J. Chem. Soc.
Perkins Trans. I, 1991, 2317) (22.0 g, 89.4 mmol) were added. The reaction was let stir at 10
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Obdjuﬂdnmﬂz@u (88.0 hLbi@ad iadses- @dShqjqehgt@n @eﬂg)pcpd or 2 hours. The reaction
2 ’cgdrk%d: Al Vst lﬂ()) }(nL_ ) @dddd. PERZBLIMHG thh precipitate was filtered, washed
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[ 1,2, 4%t(£ lC?ﬁ)l mYa'tPJyl t"?m(lkqd ? E@@a{‘b Q%-tgtrémdrgr[pZ Q]Tr[aélné 8-
carboxyllc acid ( 10 gm) was added o 8 volumes of water with 2.4 equivalents of sodium
hydroxide and 1.1 equivalents of mercaptoacetic acid. The reaction mixture was heated to
reflux (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 slurry was cooled to <10 °C. The solids were
filtered off in a slow filtration and dried in a vacuum oven to give 69 gm of the title compound.
(D) 5-(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 4ltriazin-2-yl)-2-methyl-benzoic acid (5.0
g, 20.2 mmol), 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 HCI (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.,ClI, 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-
cycloheptylmethyl)-2-methyl-benzamide (200.0 mg, 0.537 mmol) and Cs;COs (290.3 mg,
0.891 mmol) 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 aqueous
extracted with CH,Cl, (3x). The organics were dried over sodium sulfate, and concentrated in
vacuo to a tan oil. The crude was triterated from IPE/Et,O/CH,CI, 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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3,5-dioxo-4,5-dihydro-
3H-[1,2,4]triazin-2-yl]-
benzamide

| A
;9D Ao
no- 2-

448. 4?1 5
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2-Chloro-N-(1-hydroxy-
cyclooctylmethyl)-5-[4-
(2-hydroxy-ethyl)-3,5-
dioxo-4,5-dihydro-3H-
[1,2,4]triazin-2-yi]-

benzamide

451.5

39

2-Chloro-5-[4-(2,3-
dihydroxy-propyl)-3,5-
dioxo-4,5-dihydro-3H-
[1,2,4]triazin-2-yI]-N-(1-
hydroxy-
cyclohexylmethyl)-
benzamide

453.5

40

5-[4-(2,3-Dihydroxy-
propyl)-3,5-dioxo-4,5-
dihydro-3H-[1,2 4]triazin-
2-yl}-N-(1-hydroxy-
cycloheptylmethyl)-2-

methyl-benzamide

447.6

41

5-[4-(2,3-Dihydroxy-
propyl)-3,5-dioxo-4,5-
dihydro-3H-[1,2,4]triazin-
2-yl]-N~(1-hydroxy-
cycloheptylmethyl)-2-

methyl-benzamide

447.6




EXAVPLE 45
2-Chl oro-N-[2-(2-chl oro-phenyl)-ethyl]-5-(4-nmethylcarb
wa@ewyloserhyl - 3, 5- di oxo- 4, 5- PCT/IB2003/006254
di hydro-3H[1,2,4]triazin-2-yl)-benzanide 0 H H3C N
O ONONC NOd O 5 (A
(2-{4-Chl oro-3-[ 2-(2-chl oro- pldényl ) - et hyl
car banoyl ] - phenyl } - 3, 5- di oxo-
2,5-di hydro-3H[1,2,4]triazin-4-yl)-acetic acid A
solution of Exanple 34 (358 ng, 0.69 mml) and TFA (1
st| rred ssRuamorent tenper aturreAn‘AE)r 18 hDDA‘B\.LCMSM/Z

Was rormuonl in Vaeto—ana—exeess

TITTOoVvVCUTaO LILI v

TedLM\Q 20 %58270 Iy e T A ng

3X) . de pal e br own3.§aliaxe-hRedinydior t er at ed
etO@l etitle COTF%@IU[WQ t@%ﬂg 2 B) 462.4

h{* [_2 (’ Al Or:;gg]?)” )] cm(/)roN% }gydroxy- /! Ca{l\/}gﬂ
3 5

5- di hydro " triazi myQoogtylmdtigzani de
A sl urry| of cl O H benzamide
2-{4-Cnh| oro-3-[2-(2-chl oro-phenyl ) - et il bivi car banbyl ] - ph
inyl '} - 3, 5- di oxo- 2, ”2-Chloro-N-(2-hydroxy-
i hydr o- BH-[H9 \2/w4g, [ aZ| n-4-yl ) 1 ag@bicptymsdtd)544- 4 nyg,
. 154 mol ), met ne (1% D%d -eé‘u %r,\_t)nol),
:DCl 4o 44| 4 Ny, 2 1 and {7 5V 616437.3
mol ) in|DVF (1. 0 st i Il r dpxat Salityiirerdt-
enmperatyure for 2 HI'he reactﬁga]tr\@%, il ut ed
ith 1 NHC, and] stlr for |5 hours. The ‘crude was
ilteredjand tri terated from he ane tb(?”ﬁei”v%ethe fitle

0 conpoynd (20 ng). LCMS (nz) |4765-4-@kninothe

U

—h = ~ = M

qonpounds of ExanpRes 46- 60, identwd}&ﬂ Iy Tﬁgl el2

Hel ow, cany ed accordir 8 of
Bxanple 45.° T 2 lEXAMPLE STRUCWQRE“MVE"M\"A LCVS

i ZI 443] 21 C|h' org-clN(“ hyd;{gxy H | H3g M) 4ithbzin-2-yi}- %- | 448.5
gycl oheptyl nmet hy 00~ NrN ne car bamyl m
dthyl 464.8 i | o- %"%ﬁ"ﬁ%’ “P d
dH-[1,2,4]triazin-2-yk)- Cycloheptylmethyl)

benzamide

EXAMPLE 45
2-Chloro-N-[2-(2-chloro-phenyl)-ethyl]-5-(4-methylcarbamoylmethy!- 3,5-dioxo-4,5-
dihydro-3H-[1,2,4]triazin-2-yl)-benzamide

(A) (2-{4-Chloro-3-[2-(2-chloro-phenyl)-ethylcarbamoyi]-phenyl}-3,5-dioxo-
2,5-dihydro-3H-[1,2,4]triazin-4-yl)-acetic acid
A solution of Example 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



C 0 benzam de CH3 0 2-Chloro-N-[2-(2-chloro- H3CN)f"
I NI phenyl)-ethyl]-5-(4- ~1 ONN
walpoweossercar banoyl net hy 47 490.1 | H ci PCT/IB2003/006254

10

| -3,5-di oxo-4,5-dihydro N 3H[1,2,4]triazin-2-yl)- ci

ol i benzamde 0 2-Chloro-N[2-(2-chloro- Nf_~'N
phenyl)-ethyl]-5-[4-(2- 0 /1 67N nor phol i n-4-yl - 2- oxo0

48 523.3 <ci ethyl)-3,5-dioxo-4,5 N

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

2004/ 058270 PCT/1B2003/ 006254 -58 EXAMPLE STRUCTURE

Ny DATH, [3RVETM ZrudNal @ovghkaidovds- firaied hexere to-gipg the title
p?@?%'u)md%gmgl 5-[3,5- 6/)-N N di oxo-4-(2-0x0-2 49

iyl B3t e hisro-efory S Gisvespasbameyiggetnyi 3.5-
2d6hb-@[50d|h§'<{r3-r3(-lil1 L2laltfan-24y8Genzantidd | VA N
gggngl N rygplflgz gl &iﬂorg%w %'_é 3% Eﬁén L&%Q@&P&Uq pﬁgrmﬂl?)S dioxo-2,5-
3th[/d_[o-gH4] 2 ﬂ]tr@zinrﬂ_ﬂ).%gzpqla aqd (7@ e1= 1)) pgﬁiﬁd@n@) methylamine HCI (15.6mg,
20684 A NED@r (122 GhY, 01281 A, MrDMAP (75.5 mg, 0.616 mmol) in DMF (1.0
mL) were stirred at ambient temperature for 20 hours. The reaction was diluted with 1N HCI,
and let stir for 5 hours. The crude was filtered and triterated from hexane to give the title
compound (20 mg). LCMS (m/z) 476.1 M+1.
The compounds of Examples 46-60, identified in Table 2 below, can be prepared

according to the method of Example 45.

TABLE 2
EXAMPLE STRUCTURE NAME DATA LCMS M/Z
2-Chloro-N-(1-hydroxy-
HC™ \ﬂ/\ cycloheptylmethyl)-5-(4-
//I\ methylcarbamoyimethyl-
46 464.8
3,5-dioxo-4,5-dihydro-
©\’( \)O 3H-[1,2,4]triazin-2-yl)-
benzamide
tHs o 2-Chloro-N-{2-(2-chloro-
HSC/N\([)(\;I\/[HIN phenyl)-ethyl]-5-(4-
47 o/ N | dimethylcarbamoyimethy 490.1
' " cl 1-3,5-dioxo-4,5-dihydro-
@ﬁ(“%@ 3H-[1,2,4]triazin-2-yl)-
@ 0 benzamide
o} 0 2-Chloro-N-[2-(2-chloro-
N\H/\N/tﬁ phenyl)-ethyl]-5-[4-(2-
48 © O)\N/N morpholin-4-yl-2-oxo- 523.3
©WH cl ethyl)-3,5-dioxo-4,5-
N dihydro-3H-[1,2,4]triazin-
¢ o V\© 2-yl]-benzamide




phenyl)-ethyl]-5-[4-(2- CH3 )N ON di net hyl car banoyl 51
504.5 <ci ethyl)-3,5-dioxo-4,5 N
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2-Chl oro-5-(4- CH3 0 H3C N )fN di nmet hyl car banoyl net hy
0 ~NN I -3, 5-di oxo-4, 5-di hydro 53

SiwrEE4] T ri azi sTRuUgTUREBF 478. 8] H HO QAmBYdr oxy [ @iatd.cms Mz
yel-oheptylmet-hyl—benzam-deWor2004/ 058770
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N j\ |N phenyl)-ethyl}-5-[4-(2-
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" cl 3,5-dioxo-4,5-dihydro-
NV\@ 1 3H-[1,2,4]triazin-2-yl}-
o 0 benzamide
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H3C\ JJ\/\
N N phenyl}-ethyl]-5-[4-(2-
CH, /)\ N .
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. cl ethyl)-3,5-dioxo-4,5-
NV\@ dihydro-3H-[1,2,4]triazin-
¢ o 2-yl}- benzamide
HN 0 2-Chloro-N-{2-(2-chloro-
k/NY\NJW phenyl)-ethyl}-5-[3,5-
© O)\N/N dioxo-4-(2-ox0-2-
52 ) ] 531.5
’ al piperazin-1-yl-ethyl)-4,5-
N\/\© dihydro-3H-[1,2,4]triazin-
¢ o 2-yl]-benzamide
2-Chloro-5-(4-
i i dimethylcarbamoyimethy
Y S
o //I\N/N [-3,5-dioxo-4,5-dihydro-
53 © 3H-[1,2,4]triazin-2-yl)-N- 478.8
& o cycloheptylmethyl)-
benzamide




H Ho hydroxy ~ N cycl oheptyl nmethyl)- ci 0 benzam de
0-") 0 2-Chloro-N(1-hydroxy- ~N)r~N
weywkoseept yl met hyl )-5-14 o I N (2- nor phol i n- 4- yPERIBREB/006254
56 ~-N 520.8 H HO ethyl)-3,5-dioxo-4,5 N" o
di hydro-3H[1,2,4]triazin- ci 0 2-yl]-benzamde o
2- Chl oro- N- (1- hydroxy N cycl oheptyl nethyl)-5-[4- O N~
(i sopropyl carbanmoyl 57 492.8 H Ho
met hyl ) -3, 5-di oxo-4,5 N di hydro-3H-[1, 2,4]triazin- ci
0 2-yl]-benzamde P 2-Ch | oro-5-[3, 5-dioxo0-4- 0
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DA " N di oxo- 4, 5-di dro 3 478.8
H (1-hydroxy-
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2-Chloro-5-[3,5-dioxo-4-
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N
\ﬂ/\ //]\ I
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55 o” N [1,2,4]triazin-2-yl]-N-(1- 518.8
H\“;O hydroxy-
N
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cl O
benzamide
0/\ 0 2-Chloro-N-(1-hydroxy-
k/N\[(\N)% cycloheptylmethyl)-5-[4-
0 )\ N (2-morpholin-4-yl-2-0x0-
% o7 520.8
HO ethyl)-3,5-dioxo-4,5-
‘ H\)O dihydro-3H-[1,2 4]triazin-
¢ O 2-yl}-benzamide

2-Chloro-N-(1-hydroxy-

0
H
YN\H/\NH cycloheptylmethyl)-5-[4-
o

0 N .
- isopropylcarbamoyl-
57 | (1sopropy _ y 492.8
\, HO methyl)-3,5-dioxo-4,5-
N dihydro-3H-[1,2,4]triazin-

a0 2-yll-benzamide

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

G\l j\ (2-oxo-2-pyrrolidin-1-yi-
\[o]/\)N\ /IN ethyl)-4,5-dihydro-3H-
58 o” 1 [1,2,4]triazin-2-yl]-N-(1- 504.4
@\(n\“&@ hydroxy-
cycloheptylmethyl)-

benzamide




59 504.4 HHO[1,2,4]triazin-2-yl}-N(1 N hydroxy- Y

Cl 0 cycl oheptyl nethyl)- benzam de 5-(4- CH3 O H3cNHN
woremeossercar banoyl neth 0 L N yl -3, 5- di oxo- 4, 5pdii/iB2de3n06254

60 3H[1,2,4]triazin-2-yl)-N 458.5 41r H HO

(1- hydroxy CH3 o cycl oheptyl net hyl ) - 2-

met hyl - benzani de e EXAMPLE 6%0-

2- Chl oro- N- (1- hvdr oxv-cycl oheptyl met hyl ) -5-1" 4-( 2- hvdr

oxv- 3- met hoxy- propel ) -3, 5-

di 0x0-4, 5-di hydro-3HF1, 2, 41triazin-2-ell-benzam de O

AMPLEXN. N | NSIRUETGREO A) - NAME DATA LCMS M/Z

Ar o~ INL (1 s s ol ] lo o nd 1

Horo=N—(T=—hydroxy=—cyctoheptytnet ilg/‘_Em%-_J_{ﬁ: (2=hydro
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enzam de N N/%r carbamoyl) methyl]-3,5-

- (3, 5-Dijoxo-4, 55 di

ydr gxy- clycl ohept yJI//l'11 t h?l_ ;H-Z[ rlnstzr dt'orb(lggga‘ﬁq g[g{% I\I-7( 3:504.4

.5 mmol )| and R-(-) yci dy ry[1 2ef]tiezin-@--Bl-(1t,
7.8 mol)) in 10 4?5\/@vvere hqgg,% g.at 601C
18 hours. The reactjon cqgol ed | uted witlh 1IN

and |extracted w't h°CH2Cl 2. The C6IysAYESIIRT o
onbi ned,| washed with sat'd sodi ym bltmzhmmate, dried

ceads £ At A Al

sot-um-su-fate—and—~charcosad ; H+ter "_"',_ atrd

oncent r at ed |cn vacgo. The crudg was purlmfi ed by
ilica gel fla%?/q mat ogr aphy (|dMmethgearpanedyinEtione)
tihen _recryst &l lé’fﬁ?d\ |,\]‘rom et hyl a t;@t@{xbep@m@dtd) gi ve

1.62 g). LCVvB %'énﬁz%) 1 n-?- M‘Pl 15 58.5
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BLE 3 -}--7 EXAMPEE STRUCTURE NA
- Chl or o- \- (1- hydr oxy- methyl- benzamlde

EXAMPLE 61
2-Chloro-N-(1-hydroxy-cycloheptylmethyl)-5-[4-(2-hydroxy-3-methoxy-propyl}-3,5-
dioxo-4,5-dihydro-3H-[1,2,4]1triazin-2-yl]-benzamide

A) 2-Chloro-N-(1-hydroxy-cycloheptylmethyl)-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-yl)-N-(1-hydroxy-cycloheptylmethyl)-2-
methyl-benzamide (1.77 g, 4.5 mmol) and R-(-)-glycidyl methyl ether (2.5 mL, 27.8 mmol) in
10  DMF (4.5 mL) were hea;ced at 60 °C for 18 hours. The reaction was cooled, diluted with 1N
HCI, and extracted with CH.Cl,. The organics were combined, washed with sat'd sodium
bicarbonate, dried over sodium sulfate and charcoal, filtered, and concentrated in vacuo. The
crude was purified by silica gel 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.
15 The compounds of Examples 62-99, identified in Table 3 below, can be prepared
according to the method of Example 61.
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481.5
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OH

2-Chloro-5-[4-(2,3-
dihydroxy-2-methyl-
propyl)-3,5-dioxo-4,5~
dihydro-3H-
[1,2,4]triazin-2-yi]-N-(1-
hydroxy-
cycloheptylmethyl)-
benzamide

481.6
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2-Chloro-N-(1-hydroxy-
cycloheptylmethyl)-5-[4-
(2-hydroxy-2-methyl-
propyl)-3,5-dioxo-4,5-
dihydro-3H-
[1,2,4]triazin-2-yl]-

benzamide

465.5

65

2-Chloro-N-(1-hydroxy-
cyclohexylmethyl)-5-[4-
(2-hydroxy-2-methyl-
propyl)-3,5-dioxo-4,5-
dihydro-3H-
[1,2,4]triazin-2-yl]-

benzamide

451.5

66

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

479.4
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2-Chl oro-N-(1-hydroxy- 0 cycl oheptyl nethyl)-5-[4-

(P EOXY TRy FRBRIOXY - 479.4 O O NS DATA LCMS M/Z
AFEopy -B,5-diroxo-4,5- (M1) dihydro-3H ci 0 Njo
[[1, 2, 4]triazin-2-yl] benzam de 2{1(2141]tni|azjn-l2|-y(]-1- hydr oxy-
0 cycl ohpxyl met hyl )-5-[4 H3C o Hj) %kzgll}hde
(- hydr oky-3-nmethoxy 69 o N prop -3, 5-di oxo-4_§-
467.5 N How di hydro-3H ct O w [ 12Enhge-Ni(ihydiog: yi| | -
benzamn de "2 ¢ 0- N- ( 1- hydr oxy | byctooc8imethyl)-5-[4-
cyclooctyl meth ”)/Lkﬁ_ [ 4- (2-hydroxy-3-methoxy-
N
67 om N propyl)-3,5-dioxo-4,5- 495.6
@YHV@ dihydro-3H-
& B OH [1,2,4]triazin-2-yI]-
benzamide
2-Chloro-N-(1-hydroxy-
o]
cycioheptylmethyl)-5-[4-
\O/Y\NH
B4 N (2-hydroxy-3-methoxy- 479.4
68 o propyl)-3,5-dioxo-4,5- (M-1)
@ﬁ(NQOQ dihydro-3H-
& 6 [1,2,4]triazin-2-yl]-
benzamide
2-Chloro-N-(1-hydroxy-
0
cyclohexylmethyl)-5-[4-
HSC\O/HY\N/U\‘ (2-hydroxy-3-methoxy-
OH A N 467.5
69 propyl)-3,5-dioxo-4,5-
Q\KH% dihydro-3H-
d o [1,2,4]triazin-2-yl]-
benzamide
2-Chloro-N-(1-hydroxy-
0
cyclooctylmethyl)-5-[4-
w0 Y
H on él\ N (2-hydroxy-3-methoxy-
70 o propyl)-3,5-dioxo-4,5- 495.6
@VH% dihydro-3H-
g 0 [1,2,4]triazin-2-yl]-
benzamide




3C 0 H'"oHO N fN (2-hydroxy-3-net hoxy 70
propyl) -3, 5-di oxo-4,5- 495.6 H Ho di hydro-3H ci

WO 1002/0800 i azi n-2-yl]-
PCT/ | B2003/ 006254

LCMS M Z 2-Chloro-N(1-hydroxy- 0 H3c,

cycl open
71 0 Np
di hydr o-

tyl methyl)-5-]4-

ropyl) -
3Hci 0 [1,2, 4]triazin-2-

yl']- benzam de

0

benzanm de WD 2004/ 0582 7PCT/IB2003/006254
-63 EXAMPLE STRUCTURE NAME DATA

oC~~M3€C ( 2- hydr oxy- 3- net hoxy-
3, 5-di oxo-4,5- 453.5 OY NH OH

2- Chloro N- (1-hydroxy H3c O cycl opentyl nethyl)-5-[4-

Opyr5

5-dioxo-4,5- 437.4 NH

\'SQ‘RUBY@&@XV 2-methyl 72 [aME

OH .di hydr o-3H ci

I(D)ATA LCMS M/Z

[,2, 4]t
Chloro
3C, O ' -
opyl) -

L72, 4] t
Chloro

ﬁC

~NO NTO

pr opy

| obuty

r|a2|n 2-yl]- benzam de
N-(l hydr y- 0 cycl op¢g

(2 hydr oxy- 3

453 5 OH
N- (1- hydr

en
tc n(N 11
| met hyl ) -

) - 35d|ox-4@5 4395I\

§5d

Ni azin- 2- yI

2-Chloro-N-(1-hydroxy-

Q%reépeﬂﬁmsy}) '55[4-[
ARy 33'PFtE‘PXyb

Gpropyl)-3,5-dioxo-4,5-

AR ditrtegiarlod]3 H-

benzamide

(2 WPy - 3- met h

=

453.5

DXY -

72

o}
H,C
Eae)

"5 R

Cl

2-Chioro-N-(1-hydroxy-
cyclopentylmethyl)-5-[4-
(2-hydroxy-2-methyl-
propyl)-3,5-dioxo-4,5-
dihydro-3H-
[1,2,4]triazin-2-yl]-

benzamide

437.4

73

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-yl}-
benzamide

453.5

74

”ﬁj\jm

N/N

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-yl}-

benzamide

439.5

75

2-Chloro-N-(1-hydroxy-
cyclobutylimethyl)-5-[4-
(2-hydroxy-2-methyl-
propyl)-3,5-dioxo-4,5-
dihydro-3H-
[1,2,4]triazin-2-yl]-

benzamide

423.3




(o

o[1,2,4]triazin-2-yl]-
2- Chl or o-

N- (1- hydroxy- H3c c,

benzam de ¢
H3NI

weywhosery| met hyl ) - 5-[4- HO O~N I N (2- hydr oxy- ReTrEs2043/006254
75 propyl)-3,5-di oxo-4,5- 423.3

0[1,2,4]

PCT/ 1 B2003/ 006254

triazin-2-yl]-

i NFi

LCMS M Z 2-Chloro-N-(1-hydroxy- 0 H3c\O N j ~

cycl opentyl met hyl ) - 5-[ 4-

76 propyl

) - 3, 5-di oxo-

OH di hydro- 3H ci

H di hydr o-
benzam de WD 2004/ 058270
- 64 EXAMPLB4STRUCTURE NAME DATA

3H ci

oH N (2- hydr oxy- 3- net hoxy- ON
4,5- 453.5

EXAMPLE.
ydr

=5

(CRE ey

oXy- 8-

oxy- H3c\/--fN 1l

benzam de

!

ropy

oro->-14-(2
yT) -3, 5-di oxo} 4, 5-

OaTa Loms miz

I'N, N
, 2, 4]t
cl ohept y*
ydr oxyny

Podydr o

I hydr o- 3H 77 495. 4
I azin-2-y N—(l-

**%i? enzam de
2t hyl
y-2- mefhy

@ﬁ’

4

NH P(}

2_

ohept

s

2 Chloro N-(1-hydroxy-

S S e

ﬂﬁﬁrWB)msth?w-

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

IR h-B;53icxodi 50X Of

o

D~NN
4, %535

77

2-Chloro-5-[4-(2-
hydroxy-3-methoxy-
propyl)-3,5-dioxo-4,5-
dihydro-3H-
[1,2,4]triazin-2-yi}-N-(1-
hydroxymethyl-
cycloheptylmethyl)-

benzamide

4954

78

2-Chloro-N-(1-
hydroxymethyl-
cycloheptylmethyl)-5-[4-
(2-hydroxy-2-
propyl)-3,5-dioxo-4,5-
dihydro-3H-
{1,2,4]triazin-2-yl]-

benzamide

methyl-

479.4

79

2-Chloro-N-(1-hydroxy-
cycloheptylmethyl)-5-[4-
(2-hydroxy-2-phenyl-
ethyi)-3,5-dioxo-4,5-
dihydro-3H-
[1,2,4]triazin-2-yi}-

benzamide

513.4

80

2-Chloro-N-(1-hydroxy-
cycloheptylmethyl)-5-[4-
(2-hydroxy-2-phenyl-
ethyl)-3,5-dioxo-4,5-
dihydro-3H-

513.3




N o dihydro-3Ha 0 [1,2,4]triazin-2-yl]-
2- Chl or o-
wWOR{02/0582dr oxy- 2- phenyl -

N- (1- hydr oxy-

513.4 a HO dihydro-3H a o [1,2,4]triazin-2-yl]-

benzam de

2- Chl or o- N- (1- hydr oxy

H

benzani de
cycl oheptyl net hyl ) -5-[ 4-
79 oH N, N et hyl) - 3, 5- dPOKIB2493H06254

cycl oheptyl nethyl)-5-[4- 80 M5 2- hydroxy- 2- phenyl -

513. 3

~N m HO et hyl ) - 3, 5-di oxo- 4, 5-
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STRUCTURE NAME DATA LCVS M Z

[1,

ci
- 65 EXAMPLE
2,4]triazin-2-yl

0 di hydro-3H

bERZAA L sTRYERLREOC- 5~ [4- (3 /- -0 1§y~ 2- hydr OXy} pifakoms wiz
p opé}ﬂ-& g HI 0x0-4,5- oHO N. N dijhydro-3H 81 495.4 H
[1,2,4[tr1azin-2-yl]-N-(1 N hydr,exyrazic-2-@l-
cycl oheptyl met hyl )- benzam de 2- 3\ (1- hydr pxy-
HBC H ¢ o cycl oheptyl net hyl )-5-[4g(1'hgar"9d
2-Chloro-5-[4-(3-
/0 ethoxy-2-hydroxy-
e H/\ij propyl)-3,5-dioxo-4,5-
Ot A dihydro-3H-
81 o 4954
1 HO [1,2,4]triazin-2-yl]-N-(1-
,N\)Q hydroxy-
G o cycloheptylmethyl)-
benzamide
2-Chloro-N-(1-hydroxy-
H;Cc?—‘]"\/\ 0 cycloheptylmethyl)-5-[4-
) N/H (2-hydroxy-3-
OH N
82 o7 N isopropoxy-propyl)-3,5- 509.4
@Hfﬁ@ dioxo-4,5-dihydro-3H-
8 0 [1,2,4]triazin-2-y1]-
benzamide
5-[4-(3-tert-Butoxy-2-
H
Hi,:gc tp 0 hydroxy-propy})-3,5-
’ N)JW dioxo-4,5-dihydro-3H-
OH A N
83 o” N [1,2,4]triazin-2-yl]-2- 523.4
@Yngo chloro-N-(1-hydroxy-
& O cycloheptylmethyl)-
benzamide
2-Chloro-N-[2-(2-chloro-
henyl)-ethyl]-5-[4-(2-
MO0 S N jW phenyl)-ethyl]-5-[4-(
Hon AN hydroxy-3-methoxy-
07N
84 | propyl)-3,5-dioxo-4,5- 494 .4
R dihydro-3H-
¢ 0 [1,2,4]triazin-2-yl]-
benzamide




3N OH 'j N (2-hydroxy-3 82 N isopropoxy-propyl)-3,5-
509.4 N ff D dioxo-4,5-di hydro-3H ci

WO 2902/088200 i azi n-2-yl]- benzam de PCT/IB2003/006254
5-[4-(3-tert-Butoxy-2- H3C H, C hydroxy-propyl)-3,5- 3N
011 di oxo-4, 5-di hydro-3H 83 OH O NON
[1,2,4]triazin-2-yl]-2- 523.4-66N Ho
chl oro-N- (1- hydroxy ci o cycl oheptyl net hyl)- benzani de
2-Chloro- N -[2-(2-ch | o ro- phenyl)-ethyl]-5-[4-(2
H3C,o H ; ~, N of f hydroxy-3-nmethoxy 0 N 84

= 3, o ,o- 4944 din 3H 0
(B T T

[1,2, ] benzam de WO / 058270
PCT/ 1 B20Q3/ 006254 -66 EXAVPLE STRLCHIbIRES-BIEMDXDAT A
LEMS M Z | 2-Chl oro-5-[3, 5-di oxo- 4 et o
(3,3, 3-tr i|f| uor oj2 HO N~ hydr oxy- p93%p3yt('9‘{°&? ?5 FF
OfN, N di Hydrg* ﬁS 505.3 H, - " 70| hydroxy-propyl)-4,5-
[1,2,4]tr|i v a1 -N N - (1-hydriogyard¥nci O
cy®boheptlyl'met hyll) - benzani de 2- (?ﬁl 045,[0- I.\I-£ J] Nydr oxy 505.3
HTLBC CH3j~ cy hepaityhyl ) - 5} eAltnazin-2-yll-
. N oo -(1-hydroxy-
a¢ o cycloheptylmethyl)-
benzamide
2-Chloro-N-{1-hydroxy-
H:;C>C<r/\ jﬁ cycloheptylmethyl)-5-[4-
He 2 j\ /|N (2-hydroxy-3,3-
07 N .
86 KQ dimethyl-butyl)-3.5- 493.4
©\"/NHOH dioxo-4,5-dihydro-3H-

& [1,2,4]triazin-2-yl]-
benzamide
3-(2-{4-Chloro-3-[(1-
hydroxy-

0 0
He. CH, /U\ cycloheptylmethyl)-
o} N

NH

1 )\ N carbamoyl]-phenyl}-3,5-
07N . :
87 p dioxo-2,5-dihydro-3H- 509.4
OH [1,2,4]triazin-4-yl)-2~

hydroxy-2-methyl-

¢ o
propionic acid methyl
ester
2-Chloro-N-(1-hydroxy-
Q
' cycloheptylmethyl)-5-[4-
K\N/\ﬁ/\NJJ\”
$J &L

N (2-hydroxy-3-morpholin-
88 \ p 4-yl-propyl)-3,5-dioxo- 536.4
' ©\( OH 4,5-dihydro-3H-
[1,2,4]triazin-2-yl]-

benzamide




N OHO . IN (2-hydroxy 3,3 86 dinethyl-butyl)-3, 5-
493.4 Pi NH H di oxo-4,5-di hydro-3H ci o

WO 2002/08200 i azi n-2-yl]- benzam de 3-(2-{4- Chl opGF/B2P¢31006254
hydroxy- 0 O H3c\ O cH3 N cycl oheptyl nethyl)- OHO~- I N
car banoyl ]| - phenyl }-3,5 87 di oxo-2, 5-di hydro-3H 509.4
PNhi H[1,2,4]triazin-4-yl)-2 -a7-0 hydroxy-2-nethyl -
propionic acid nmethyl ester 2-Chloro-N(1-hydroxy- O
cycl oheptyl nethyl)-5-[4- ~N No f oHON IN

(2- hydr oxy- 3- nor pholin 88 4-yl-propyl) -3, 5-di oxo-

538, AveL
bgnzanm de

&t ro-3H ci o [1,
%00%58270 PCT/ | B20

riazin-2-yl|]
D§#g56254 - 67
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5-|[ 4- (3-B
dijoxo-4,5
N [chl or o-
bqqmawide

Ci

TRUCTURE NAME DATA LCM5
hydr oxy-pro

enzyi axy-2
L Ry dro- 36 NBON[ 1, 2, 4] t
hﬁiﬁyi;drd%y%\ﬂﬁ 0 H cyc

2-Chl oro-N-[R-(2-ch D12 ]triazin-2-yl]-2-
N chloro-N-(1-hydroxy-

CH

Vb-H-(3Benzyloxy-2-

OP{)l/d)réxg-:pgcipyIF—?_&zl_\l o

[1'azl

diept i -

cycloheptylmethyl)-
benzamide

357.

4

557.4

90

2-Chloro-N-[2-(2-chloro-
phenyl)-ethyl]-5-[4-(2-
hydroxy-2-methyl-
propyl)-3,5-dioxo-4,5-
dihydro-3H
-[1,2,4]triazin-2-yl]-

benzamide

478.3

o1

2-Chloro-N-[2-(2-chloro-
phenyl)-ethyl]-5-[4-(2-
hydroxy-2-phenyl-
ethyl)-3,5-dioxo-4,5-
dihydro-3H-
[1,2,4]triazin-2-yl]-
benzamide

525.4

92

2-Chloro-N-(2-hydroxy-
cycloheptylmethyl)-5-[4-
(2-hydroxy-2-methyl-
propyl)-3,5-dioxo-4,5-
dihydro-3
H-[1,2,4]triazin-2-yl}-

benzamide

465.4

93

2-Chloro-N-(2-hydroxy-
cycloheptylmethyl)-5-[4-
(2-hydroxy-2-phenyl-
ethyl)-3,5-dioxo-4,5-
dihydro-3H-
[1,2,4]triazin-2-yl]-

benzamide

513.4




H3c \~ "~N phenyl)-ethyl]-5-[4-(2- HO i N hydroxy-2-m

et hyl

090 c
W@l ds278H Ci
2-Chloro-N-[2-(2-ch |
HOH N. N hydr oxy- 2- phenyl
525.4 N dihydro-3H Cl O |
benzam de

91
2- Chl or o- N- ( 2- hydr oxy-

propyl) -3, 5-di oxo-4,5- 478.3 N
o-[1,2,4]triazin-2-yl]-

benzanPcCiBIB2003/006254

0 ro O phenyl)-ethyl]-5-[4-(2-
et hyl) -3, 5-di oxo-4, 5-
[1/68B-4]triazin-2-yl]-

0O HCN

cycl oheptyl methyl)-5-[4- Hc O+ IN 92

(2- hydr oxy- 2- net hyl -
N
snzam de

o N propyl) -

3, 5-di oxo-4,5- 465.4

ExAMpLL!

HBURIVSE o N (2 iyt roxy

|@&*@iz-ylj-

O g zZ0 o<

cl ohept
N et hylj)

L, 2, 4] tn
ST/ | B20C

oM M Z
ycl ohept

ylnethyl) 5-T4- (2-hydro
-3, 5- dIOX -4,5- 513.4 N
H&%b
3/ 00
2- ChIoPo-
yl met hyl )

LE ST
»Xy-
o—~N (2-

ANP
b ( 2- hs
[ 4-
NHHO

benzani de Vp\ﬁ 9%& y%%%%)olsq“'

HOH 0
D HO

XycrlerpNe@¥Hydros

REOTURE-INAREODAT
Q)rop 1)-3,5- dIOXO 4.,5-
JW roxy 3- net hoky-
ydro-3

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

benzamide

n
481.4

95

2-Chloro-5-[4-(2-
hydroxy-3-methoxy-
propyl)-3,5-dioxo-4,5-
dihydro-3H-
[1,2,4]triazin-2-yl}-N-(2-
hydroxy-2-phenyl-

475.3

ethyl)-benzamide

96

2-Chloro-5-[4-(2-
hydroxy-3-methoxy-
propyl)-3,5-dioxo-4,5-
dihydro-3H-
[1,2,4]triazin-2-yl]-N-(2-
hydroxy-2-phenyl-

475.3

ethyl)-benzamide

97

2-Chloro-5-[4-(2-
hydroxy-2-methyl-
propyl)-3,5-dioxo-4,5-
dihydro-3H-
[1,2,4]triazin-2-yl]-N-(2-
hydroxy-2-phenyl-

459.3

ethyl)-benzamide

o8

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

phenethyl-benzamide

459.2

DATA LCMS M/Z




O N 94 propyl)-3,5-dioxo-4,5- 481.4 NH HO di hydr o- 3H

ci o[1,2,4]triazin-2-yl]- benzam de

WQ@200h0s8200 5-[ 4- (2- 0 H 3C, hydroxy- 3- met hoxy- EEFNB2BI/006254
HON N propyl)-3, 5-di oxo-4,5 95 di hydro-3H 475.3 HHO

H\ N\ [1,2,4]triazin-2-yl]-N-(2- ci o

hydr oxy- 2- phenyl - et hyI) benzagéd-de 2- Chl oro- 5 [4-(2-

0 H3CI O--" N hydroxy-3-nethoxy- HOL N

propyl)-3,5-di oxo-4,5 96 di hydro-3H 475.3 HHOHN _
[1,2,4]triazin-2-yl]-N-(2- ci o0 hydroxy-2-phenyl -

e )(,L,\)-@ergﬁqqda}@REz-owl or 0- 5- [ 4- (|2 ?o
hﬂ %r OXy- 4- et yl- Ha, C HIN IN rop‘ﬁ’I -3, 5-di oxo- 4 5AHMSMZ
97 di hydr|o-3H 459.3 H H OH \" N \2-Chloro-5-[4-(2-

P
\
[j.,2,4]tr|a2|n2 yl]-N-(2- a 0 hy Wyl -
ethyl)-be ej\q'zcmorOSM-q&BM%%ng--
hydr oxy- 3 X’ " OHNN proplefo@/'@ﬁﬁ'@Wi‘ 5{ 98

43902 dihydro-3H- 459.3
" - o [1,2,4]triazin-2-yi]-N-(2-

hydroxy-2-phenyl-

ethyl)-benzamide

* * *

The present invention is not to be limited in séope by the specific embodiments
described herein. Indeed, various modifications of the invention in addition to those described
herein will become apparent to those skilled in the art from the foregoing description and the
accompanying figures. Such modifications are intended to fall within the scope of the
appended claims.

All patents, applications, publications, test methods, literature, and other materials

cited herein are hereby incorporated herein by reference in their entireties.



di hydro-3H\ N\ [1,2,4]triazin-2-yl]-N ci o
phenet hyl - benzam de WO 2004/ 058270 PCT/1B2003/ 006254
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2-Chloro-5-[4-(2- 0 HaC hydroxy-2-methyl- NH3C OH I"
propyl)-3,5-dioxo-4,5 99 di hydro-3H 459.3 HH O
[1,2,4]triazin-2-yl]-N(2- ci -t0-hydroxy-2-phenyl -

et hyl ) -benzam de The present invention is not to be
l[imted in scope by the specific enbodi nents

descri bed herein. Indeed, various nodifications of the
invention in addition to thoseAltescri bed herein wll
becone appar (dled in the art fromthe
foregoiﬁg déﬁ@%?%@?%ﬁqzﬁﬁﬁﬁﬁi 5 acconpanyi ng fi gures.
Such nodifications are i ifended®to fall within the
scope of the appended cl i ns. pat ent s,
appl i cations, publicatior % ngpﬁbds, literature,
and other materials c her ei nbare her eby

I ncor porated herein by nce in their entireties.
WD 2004/ 058270 PCT/ | B2003.0666254 -70 CLAIMS 1. A
compound of the formula RR O RL R3 (I) wherein RL is
(Cl-Co)al kyl, optionally substituted b¥

(C3- C10) cycl oal kyl, (Cs-Cloyaryl, (ci-Uk

Cl@heneih eR'ois Y(Ch-¢l)alkgy oftChalglalphtittted dar(Zh-Cio)dyeoakyh Eacho)aryl, (Ci-

?f&%%%%so% 1@(3%&(?@{8 e%@é%%%@?’%cﬁ%t%ﬁé (91-Cs)alkyl, ((?3-C1o)cycloalkyl,
( CEsC109 Heteroaisitroary. Op{Fdmahetirodihaeiaptienstly pyPstiHied by one to
t OthrdelRURBIeSHbidtRD Irdefapidertly 88lettadlBfe BeeRdub)orsdtiag beitdroxy, halogen,
(i o0t P e Tl IR R R NRER cgtaons or e
NH2 o ICyaalkyl, (wberels said k(@x-@ﬂo)qyploglm_is optionally substituted by one or more

moieties selected from halogen, or (C4-Cg)alkyl-;

R? is hydrogen, halogen, -CN, and (C;-Ce)alkyl, wherein said (C4-Cg)alky! is optionally
substituted by one to three suitable moieties, independently selected from the group
consisting of halo, hydroxy, amino, -CN, (C;-Cg)alkyl, (Cs-Cg)alkoxy, -CFs, CF30O-,
(C4-Co)alkyl-NH-, [(C4-Cs)alkyl]>-N-, (C4-Ce)alkyl-S-, (C4-Ce)alkyl-(S=0)-, (C4-Ce)alkyl-(SO2)-,
(C4-Cg)alkyl-O-(C=0)-, formyl, (C4-Cg)alkyl-(C=0)-, and (Cs-Ce)cycloalkyl;

R® is a nitrogen linked (C4-C1o)heterocyclyl of the formula:

7 R4
R\

VAN ‘ (i)

wherein R* is independently selected from the group of suitable substituents, such as
hydrogen, halo, hydroxy, -CN, HO-(C4-Cs)alkyl, (C4-Cs)alkyl optionally substituted with one to
three fluoro, (C¢-Ce)alkoxy optionally substituted with one to three fluoro, HO,C-,
(C4-Co)alkyl-O-(C=0)-, R°R®°N(0,S)-, (Cs-Ce)alkyl-(02S)-NH-, (C4-Cg)alkyl-O,S-[(C4-Cg)alkyl-
N, R°R®N(C=0)-, R°R®°N(CHz)m~ (CesCio)aryl, (Cs-Cs)cycloalkyl, (C4-Cyo)heteroaryl,
(C4-Cyo)heterocyclyl, (CG-\Cm)aryl-O-, (C3-Cg)cycloalkyl-O-,  (C4-Cyo)heteroaryl-O- and
(C4-Cyo)heterocyclyl-O-; and

R’ is independently selected from the group of suitable substituents such as
hydrogen and (C;-Ce)alkyl optionally substituted with one to three halogens, hydroxy, -CN,



C10) cycl oal kyl , wherein said (C3-Cl0)cycl oal kyl is
optionally substituted by one or nore 10 noieties
wa@edoeosed f r om hal ogen, or (Cl-C6)al kyl -; R2 iBCT/IB2003/006254
hydr ogen, hal ogen, -CN, and (Cl-C6)al kyl, wherein said
(C1-C6)alkyl is optionally substituted by one to
three suitable noieties, indepenidently selected from
the group consisting of hal o, hydroxy, am no, -CN,
(C1-C6)al kyl, (Cl-C8)al koxy, -CF3, CF30,
(C1-C6)al kyl -NH, [(Cl-C6)al kyl]2-N-, (C1-C6)alkyl-S-,
E GE--CHplabsgy (€4 &%D)enpxx - @@"@l &9, T@Iml(?kCe)al@l)n ((Co Cs)alkenyl)n
R T i O b e
O oy HREG Mt sy A~ o RN (3¢ o
O (ltsl O) (d#deﬁalkmef@LWcBéG)blaenynmmn(tgmewyﬁﬁJ(@@ )edcLe gycioalkyl-
ou ita ro .
5 ha o @‘f”oé )ﬁuter@ﬂ’ yﬁ@kb @9 'F(C éég:l(% QF% Parg' €=0), (Cr
op€d) ajkva{OaO @ubészQe)mtkeGMWﬂiOenéCth)s)all@Oyl{(<h=|=(é)@ fl(@l@@edalkyl -0(C=0)-,
( Y(coBi. onad | o thr o
% @6))31@{9:@6 (cQ @ Cgi dé{(aﬁ&@%b (8_ %f WE% chmfamw 88-Cyo)aryl,

1@@9%tq£%yclé/log§)(CNﬁm heteroaryl ( ( 029)-
( Cl- C6) whdeyih RO 264 [R{ Giay @agrabk phtiondlly- subSMRENGCE) aliphatic or aromatic

%%ﬁ)@?ﬂ)& grger ?grgé %ﬁ%&fc)&%t{ egérﬁi)éﬁ n??rl.t@yée’lected from the group
(@ngit@'papw haty, | y(d(ggaycga)'rg%| A k- anlky (C4-Ce)alkoxy, -CFs, CF30-,

{ qb@ﬁ”‘m*f R@gﬁé 2R 4C- Qélk@bgzjdafmo@)émgxgm -©-CyakyHS00-
At e e

(Cl Co) B &yl Roqfeleeﬂalnm;pes@m@y selectedifrom tthe graep eansistinge@l hydrogen,

hlﬁj((:g-&{)alkqu}‘d ORMERANBET R and R® may optionally be taken
(&Qﬁag\éﬁéﬁg%%er@f&&g aYVW ll‘%lbéa%( %Wed to form a 3 to 8 membered

((derapll kyl),, N, ((C2-C6)al kenyl)- N,

C2- CB) |
Egzl os) al ka@m%dc?}_éﬁ’m%m % %E) ?al kyl),, N-(C=O-, (C2-

06) al kefys arigteggNiom qne tW<~?,6) al kenyl),, N (C=O)-,
20 g g gg a*ltilze’!lihd(rméc@u@)ah# accétéble @} at %Wé;éb))ﬂprbﬁruéﬁﬁ@)a '
( C2- C6) gl kz A (%_{\&L&Sd gp%%cg %8) ggcyeldmé%g??w gvh(zﬁé_n 5?1 is (C4-Cy)alkyl,
(( QI]!IOU?IW);FM'@EQ(W T r)cystagikyl; W(“Eﬁ'n @ilgx%r%)a“(}’tﬁ@@@m cycloalkyl are
( C@p @ﬂ@l}g@&s@fu%r loné fettke sliebre ntdiotias Kﬁdépeﬁ@m@)’ GXlected from the group
Eccj_oneggr%: Ef;n%ax&_(%(%gen C(\'QZCZ(&S?QF Q%g?ﬁl( f_ (C1-06 alkyl-NH(C=0)-,
25 ( CRHOGF@)- kiEnEk)akexyCorQCs-C1ofa@o i )vdhecdirosdidk (Fs; C1o)cycloalkyl is optionally

C@Jb%@t)%@[)%’ bne or(’rg‘e rgrgagﬂelg%gl‘éﬁ@@y&h )ﬁél&g]@}ng (Cy- Cs)alkyl
(C1- ClO‘)She er oar wherein R4 and each

optionaPly séb pPERder BN ghiPeatPendng; ¢aigs W%ﬂ s (Cr-Cyalkyl,
10op‘tahé)l§}r$ulﬁﬁllmmdhw (086 Jabyl;twWiheestn said (Gl jelkgiot ble(lOG%)aryl are optionally

' ”F\%Qﬁ‘tﬂt@@ 'B%laé/e 8 %r@&éﬁ%l%ﬁQ%éh%é Etl LRERH b ¥ Phup consisting

30 ( Cot I@gyo&y ki@ggen @3 (Cac§emthsyl, HO(C1-Ce) alkyl (C1 Ce)alkyl-NH(C=0)-, NH,(C=0)-,
(C4-Cg)alkoxy, or (C3-Cyg)cycloalkyl, wherein said (Cs-Cio)cycloalkyl is optionally substituted

by one or more moieties selected from halogen, or (C4-Cg)alkyl-.
4, A compound of any of the preceding claims wherein R? is chloro, methyl or
ethyl.
35 5. A compound of any of the preceding claims wherein R® is a nitrogen linked
(C4-C1o)heterocyclyl of formula (I11), wherein R* is hydrogen and R’ is independently selected

from the group of suitable substituents such as hydrogen and (C;-Cg)alkyl, wherein said (C;-



(Cl- C8) al kyl - NH-, [(Cl-C8)al kyl]2-N-, (Cl-C8)alkyl-S-,
(Cl1- C8) al kyl - (S=0) -, (Cl-08)al kyl - (SQ®) -,

w@ 848220 kyl - O (C=O) -, fornyl, (Cl-C6)alkyl - (E=1DB2003/006254
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15

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

i ndependent|y selected fromthe group consisting of
hydr ogen, 15 (Cl1-C6)al kyl, H&F2AC2-C6) al kyl and
(C3-C8)cycloal kyl, or R5 and R6 may optionally be
taken together with the nitrogen atomto which they
are attached to forma 3 to 8 nenbered heterocycle; n

1 SCedlkyl Bloptymialiyf substitated evith @né Yothreengibstinens iatependedtyeselected from

f .

S;% sﬂgtﬁ igglc@\}g?c €8 ra%x} Zkr%ul%?ék{j%%?g{: égélk%séccﬁpi gﬁ &o)alkyl)-
ofNanﬁlCaﬁs)f@'#@V'br'\‘rceﬁpnﬁes @'l‘lé‘ylhﬂ\'mhﬁﬁépno)%l (Cg-Ce)alkyl-(C=O)N-, ((C+-
(@J?g NJ«vio qQpi-coaRédy(CSORS! | ((u}cgalbéhyl N (c =0)-, (Co-Ce)alkynyl-

)cyﬂoég%sl??ﬁ“yé?m@%e?f. B AR Y oS e CMeR TR oS

t oCeo6)elbyrgHiCE=a| €¢CABiosydlatkyt-(@depe I((@eﬁﬁol)f},et%@wwt(édof- r mCio)aryl-
0 f e - (Co
( B‘i‘, %% U(@1 C %@réatrdl ”@=<§3 hddé ‘)‘a‘ﬂ%l 06; aTngCZ Ikemy(C=0)0-, ~ (C2

b ECABPBLEI0- @IC@@%%—@) (B SRR S5 B Gsy-0-(C=0)-
WhEL-€i, fJcyslaalic], ((@C@laaa qg st Qmedesdeydlys, anpt((l)e@,a}hbty;oaryl wherein R” may
Su |

(Pp%gﬁaﬁlytbgdsu? 1&%09 lalggwns J@iaﬁé 0P%r0$l%|tl€§tal%? aqc%.nb}/ one to three

h@ltﬁﬁ@@@@pm mép%nﬁ%ntl\xﬁglpgﬁﬁfrm thesgr?@lcogglytg]g@malo hydroxy, amino,
omomrK@L Lyairpbge LEHdiasty, byCF&C@Ps‘aQ)(@n 2, alkYN-Li (T Sellyl]-N-, (Ci-

(Cl- I Ky =C )ar on
su%@?%?‘%gtedé%?“)g&gﬁﬁ B&Fhré ”f Iﬁaé ‘rm?é &galkyl “0-(C=0)-, formyl’
|n@e@h&ﬂﬁ@#@)-@@ﬂé&%ﬁlp@lmwhe group consisting 30 of
hydr oxyg. hal Qe&fhoufdos an @ﬂm@@r)e@édﬂddalrhg/ﬁarelw'?kmyhﬂogen
(C1-Co) al kyl - NH&C-OZ’ I—|2f r) ? Y% 3§y ; linked
( G3- CLORcy 61 AEPREAITE oh aPo9Tine BeERneRums MEgEl bl g Ptjogen ke
opta;-@rahdteyocyciisf forratladv): by one or nore noieties
sel ected from hal ogen, or (Cl-C6)al kyl-. 4. A conpound
of any of the preceding cldins wherein R2 is chloro,
net hyl or ethyl. 35R75\mA npound of any of the
precedi ng cl ai ns wher el s a nitrogen |inked
(C1-C10) heterocyclyl of [formujja (111), wherein R4 is
hydrogen and R7 is ind nde/rml y selected fromthe
group of suitable su i tuants such as hydrogen and
(C1-C6)al kyl, wherein said|[(C W 2004/ 058270
PCT/ | B2003/ 006254 -72 C6)yatkyl is optiofélly

%%I#ilyge% yW'ﬁIo t@%?rog&?éngﬁﬁ% &UbSt i tuents

endent se rom “hal o, hydroxy, -CN,

(c1 oa)ad %oe) al kepoxy, (Cl-C6)al kyI S02-
NH2- (cf‘gg%m N-Hcﬂ)(bﬁif)gﬁ\gen | Né
((C2-CB)al kynyll ) n-N-, NH2(C=0 4, (C1 CG)a kyI (E=0

((C1- Co)alkyl)n N-(C=0O -, (Co6)al kenyl -(C=0) &k,
((C2-Co) al kenyl ) n- I\I-(C-O) (C2- C6) al kynyl 5 (C-O)N—,

((C2-C6) al )alky-lo(
( C2- CB) ﬁPﬁW %%Eynyl § ,and
(C3-C10) cycl o8l kyl C—O)

((Cl1- Clo)heterocyclyl (c=0% (cs-C 0)aryl- (C=0),
(C1- C10) het eroaryl - (C=O, (C1- C6)a| kyl - (C=0 O,
(C2-C6) al -(C=0)0O, (C2- Co)al kynyl-(C=0 O,
- =) -, (C2-0C6)al kenyl-0O(C=0O) -,
yl-O-¢C=0) -, (C3-Cl0)cycl oal kyl,
(C1- C10) heterocyclyl, and

- C10 hete;roar |; wherein R ma .
A compound of any o1nthe precgding claims wherein R® is a nitrogen linked

2R3

(C4-C1o)heterocyclyl of formula (1V), and R’ is



10 optionally be substituted on any ring aliphatic or
aromati c carbon atomby one to three suitable

worioenses) i ndependently sel ected fromthe groR@I/IB2003/006254

10

consi sting of halo, hydroxy, am no, -CN,

(C1-c4)al kyl, (Cl-A4)al koxy, -CF3, CF30,

(Cl-C4)al kyl -NH, [(Cl-C4)al kyr3-2-N-, (Ci1-

) al kyl -S-, (Cl-C4)al kyl-(S=O0 -, (Cl-C4)alkyl-(Sx) -,
(Cl-C4)alkyl-O0(C=O -, fornmyl, (Cl-C4)alkyl-(C=0)-,
and (C3-0C6)cycl oal kyl. 15 6. A conmpound of any of the

precedi ng clainms wherein R7 i rogen. 7. A conpound
of any of the preceding yire whgrein R3 is a
nitrogen |inked (Cl-Cl0)keterocyclyl of formula (1V):

0O RNN ON "~- (1V) and R7 is selected fromthe .
group cdHnsi shicagpend ofeny-ghthe pleredigg ains uhengjp B isj@\njtyogen linked
\ (C,@nphetdbtyEll oEforadte (IV0an2E i8 seldbt@raROB drodd cailstief of:

the preceding cl aj s erein R3is a nitrogen |linked
(C1- C10) het engeycl of ~por.mul a ( ; is WO
2004/ 058270 PCT/ 1 B2DP03/ 006254 -7 . A gonmpaund of

any of the preceding' clains wherein R3 i& a nitrogen

i nked (Cl-C10)heterogyclyl of fol[{rcmla (1V), and R7
i s selected fn@@w consi stl”n%\o%\H%CO ~
H3COC OH OHZZ HX H3CO Z} "'- \ OH H3CK\O o and

OH OH OH

Hac/\oﬂ:\g , >k/\(\§ and
/I\o/\l/\§ .

10. A compound of any of the preceding claims wherein R%is a nitrogen linked

(C4-C1o)heterocyclyl of formula (IV), and R is
oY
O .

11. A compound of any of the preceding claims wherein R® is a nitrogen: linked
(C4-Cyo)heterocyclyl of formula (IV), and R’ is selected from:

Hm/\{\g NN

12. A compound of any of the preceding claims wherein R® is a nitrogen linked

1-C1o)heterocyclyl of formula ,an is selected from:
(C4-Cio)het Iyl of formula (IV), and R is selected f



OH CCC 5 10. A compound of any of the preceding clains
wherein R3 is a nitrogen linked (Cl-C10)heterocyclyl
wo@ookosszmd a (1V), and R is o\ ~ C 0 11. A corpDiB2d030f06254
any of the preceding clains wherein R3 is a nitrogen

i nked (Cl-C10)heterocyclyl of formula (1V), and R

is selected from HZN HZN and74ZN v \ 10 OH 12. A
compound of any of the preceding clainms wherein R3 is

a nitrogen linked (Cl1-C10)heterocyclyl of formula

(I'V), and R7 is selected from WD 2004/058270

PCT/ | 4- \ off of &~ OH "\ S< N and
ON SS ound sel @¢d fromthe pup
consi

2-Chl oro- N 1- ydroxy cycloéexylnethgl) % [4-(
y- 3- et hoxy™~ propyl ) - 3, 5-
di oxo- A dlhydro SFL 1, 2, 4]tr in-2-yl]- ben n1de

[ .
5
2. ChI -d|| ydr xy- g di 5. ?
ydr o- 3FL[1 2 4]tr|a I n- \W/QL

(1- hydr gxy- cyclohexylnethyl ) benzaﬁ1de

-cyclohe thyI) 5-[4~(2-hydro
l) 3,5 di.oxo- 4 5 %
2- yI] e

2- Chl or o- 5- [4 (2 3- dlhydroxy propy - di oxo0- \ETET%
ydro-3H[1,2,4]triazin-2-yl]-N 10 (1

- hydr oxya. cycmbmpdsmb ‘Eedvd HorbB& gamp esisting of:

I%I: [Cl;-l, g,r g_]'(,?ﬂofeo Y- ﬁ;g?&&fb{érke%yl%etg}{lgggl- -hydr%x;i n %%{hgxy “propyl)-3,5-

rrazi'n
cy dloshbptipydre Byt 2 Abuaringhyithenzamide;
52- Chl or 9-Chitokdls-f42¢21ydli ?b&y 3mﬁﬁf—§‘@%§%x@ﬂ BRIHydroBHT1 DiAReErd2-yi]-N-

2 )ﬂ Tyla%égl({ gﬁ%‘?ﬁ’l"&%}@k%%@ | ohept yl met hyl ) - benzani de;

2-Chloro-N-(1-hydroxy-cycloheptylmethyl)-5-[4-(2-hydroxy-ethy!)-3,5-dioxo-4,5-
2 Qfﬂi«% QH%ﬁﬁﬁr(a%mCQyﬁ'j%n%’rhaé ) - 3, 5- di oxo- 4, 5-di hydr o- 3H
- [1) 2, 4] r|a2|n- (1
hydr oxy &y oy @ﬂ (%j@{dwy Proegh%gmomjé5 dihydro-3H-[1,2,4]triazin-2-yl]-N-

10  (1-hydroxy-cycloheptylmethyl)-benzamide;
2-Chloro-5-(4-cyanomethyl-3,5-dioxo-4,5-dihydro-3H-[1,2,4]triazin-2-y1)-N-(1-hydroxy-
cycloheptylmethyl)-benzamide; '
2-Chloro-5-[4-(2-hydroxy-3-methoxy-propyl)-3,5-dioxo-4,5-dihydro-3H-  [1,2,4]triazin-
2-yl-N-(1-hydroxymethyl-cycloheptylmethyl)-benzamide;
15 2-Chloro-5-[4-(2-cyano-ethyl)-3,5-dioxo-4,5-dihydro-3H- [1,2,4]triazin-2-yl}-N-(1-
hydroxy-cycloheptylmethyl)-benzamide;
N-(1-Hydroxy-cycloheptylmethyl)-5-[4-(2-hydroxy-ethyl)-3,5-dioxo-4,5-dihydro-3H-
[1,2,4]triazin-2-yl]-2-methyl-benzamide;
2-Chloro-5-[4-(2,3-dihydroxy-propyl)-3,5-dioxo-4,5-dihydro-3H-  [1,2,4]triazin-2-yl]-N-
20  (1-hydroxy-cyclohexylmethyl)-benzamide;
2-Chloro-N-(1-hydroxy-cycloheptylmethyl)-5-[4-(2-hydroxy-2-methyl-propyl)-3,5-
dioxo-4,5-dihydro-3H-[1,2,4ltriazin-2-yl}-benzamide;
2-Chloro-N-(1-hydroxy-cyclooctyimethyl)-5-[4-(2-hydroxy-3-methoxy-propyl)-3,5-
dioxo-4,5-dihydro-3H-[1,2,4]triazin-2-yl]-benzamide;
25 2-Chloro-N-(1-hydroxy-cycloheptylmethyl)-5-[4-(2-hydroxy-2-phenyl-ethyl)-3,5-dioxo-

4,5-dihydro-3H-{1,2,4]triazin-2-yl]-benzamide;



N- ( 1- Hydr oxy-cycl oheptyl net hyl ) - 5-[ 4- (2- hydr oxy- et hyl)
- 3, 5-di oxo- 4, 5-di hydro- 3H

WO 2002/08200 1 azi n-2-yl ] -2-met hyl - benzam de; PCT/IB2003/006254
2- Chl oro-5-[4-(2, 3-di hydr oxy- propyl ) -3, 5-di oxo-4,5-di h
ydro-3H [1,2,4]triazin-2-yl]-N 20 (1
- hydr oxy- cycl ohexyl net hyl ) - benzam de;
2- Chl oro- N- (1- hydr oxy-cycl oheptyl met hyl ) -5-[ 4- (2- hydro
xy-2- met hyl - propyl ) -3, 5-
di oxo-4, 5-di hydro-3H-[1, 2,4]triazin-2-yl]-benzam de;
2- Chl or 2Cho(o15-[3ybettiaoyi~(B BHaihotor-hetrdvylpropsb -4 4-diRrd foyah- 0X

)él r’éxé(;@ j g%&(?/ ng—w%?—)&m?d%heﬁ ylmeﬁyg benzf cfej’ benzam de;

2-Chloro- [4 2- hydroxy~3 methoxy-propyl) 3,5- d|oxo 4,5-dihydro-3H- [1 2 4]triazin-2-
2 m@z ByaPdx(-2-phyeli-emy)-sarehmiaept yl met hyl ) - 5-[ 4- (2- hydro

55 T G T B g S R A2 Yoro N (-
2004 DBREIDPOTEINBL0OBL0DE254 - 75

2-Chl or @Cﬁro 03\I or- Wdﬁ?&'_élcfa&népt%m%m&m 57 0RO & N 8D, 5-

[ 1d'%yd£ﬁ A Fa%‘ﬂ?ﬁ'aé” gMI-PREZETIdSY dr oxy- cycl ohept yl net hyl ) - b
enzam d&{4-(2,3-Dihydroxy-propyl)-3,5-dioxo-4,5-dihydro-3H-[1,2 4]tr|az|n-2-yl] -N-(1-hydroxy-

10 &Ekﬁ%ﬁﬂée@ﬂl{%,@%&%ﬂéymﬁanethoxy propyl ) - 3, 5- di oxo- 4

t 2-
yI ]-N (%I‘lh(&cﬁnw@Z Qy%qagrrplgn%%gﬁ;q ioxo Yebngiyerafadi-[152 4ltriazin-2-yl]-2-chloro-

5- R41- ﬁm&@mwdhép@hwhy&bsnﬂhwéparfh 5-di hydro-3H[ 1, 2, 4]t
riazin-

hydr oxy? CyC? -Iﬁ-gc %(/1 or>% P%clq(rfptﬁlg\ﬁ?gll)ﬁs-gfﬂé$2~hydroxy-3-methoxy-propyl)-3,5-
2- w%dr%dlhvctrqmﬁwzéb‘qaznoﬁddl]&&Wmet hyl )-5-[4-(2-met ho
15 Xy- et hylg - 3, R- bﬁ’ﬁ%&elﬁbcgl com osmon for treatmg a IL-1 mediated disease in a

dl h r%{n%l SH[E%% tﬁ?rsl)(ft rcb%@h[hg) a %tlw% & ectlve amount of a compound
5 ahctnydmgdp Géﬁh[‘ilqrz SQHt br pradrig thgrept, ]and\la pHaringchutoayly accBptable carrier or
cy&hgmeptylnethyl) 2- et hyl - benzam de;
5-14 (3 Am no- 2- hydr oxy- propyl ) - 3, 5- di oxo- 4, 5- di hydr o-
3H[1, 2] Qi] t r P EEthed st ty W%m@ar& ﬁ.rbringdlated disease in a mammal in need thereof,
20 gl- éomphiiyidg edrvinisleahgtespidyrhamnanyd t)lerllaﬁélmﬁﬂly ;éﬁech?é’ldrF%unl’f] 01::j a compound
- I yl met hy 5-[4 ydr o
Xy%%)r%rn? I'té(;l()_:(lél r}1 1*1%% ?er?%ﬁugotngregf
di oxo- 4, 5- dlhydro 3H[1,2,4]triazin-2-yl]-benzam de.
15 14. A pharnmaceutical conposition for treating a
IL-1 nediated disease in a manmal in need thereof,
conprising a therapeutically effective anount of a
compound according to claiml or a salt or prodrug
thereof, and a pharnaceutically acceptable carrier or
di luent. 15. A nethod of treating an IL-1 nedi ated
di sease in a mammal in need thereof, 20 conprising
adm nistering to said mammal a therapeutically
effective anount of a conmpound according to claiml
or a salt or prodrug thereof.



