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WD 20071034312 PCT/ 1820061002639 THERAPEUTI C

COVPOUNDS This application clains priority under 35
US C 119(e) to United States Application No.

60! 720, 151, filed Septenber 23, 2005. No, 611/723,115
YO8 t8ber 3, 2005, No. 601725,469, filed K&I{IBHp002639
11, 2005, No. 601762,256, filed January 25, 2006, and

No. 601821.664, filed August 5 7, 2006, all of which
are hereby incorporated by réference in their

entirety. BACKGROUNG,eRA b B8RP 450 ( CYP450)
enzyme_systemis res i ot ransformat! on
of ~ dr WH§SPRIFRYPR SRips RAOTY yrder3dt PGS HReHB UNied Slatgsfgplicatio No.
I 8GIHON§1, BadSeptomtien 23, 200%: No.AGHZ 23, Pié fildd €rctuber S, 2005.&No. §0M35.¢69,
RbPER ST 2bs, B! dofreD 268, HeRiaRibry128 2066! BADW. 6884584, fied August

S can rkedly. alter their 10, phar nacoki netic
B pEf el e ek inSonatiied BN oo R PR 1 ¢ pl fisa

| evel s of those drugs ovBACKGROUMD jn the area of

ant i - i 1k egdchrofe PASY (BPH450dABIMeRFstdnt i6 AlspdAEIbIE foF b biotransformation of

A T AR D L,
c ERid| BejapoisE gfncertalp drugg ey CYRATO sanzymeesystem: $79 arkesly, alter their
Rptiaoeeokinetiq (RK) prbfle andnman kestieid sti-theripeoticetes@a ilavbli bi thase drugs over

( E)riwa tﬁm@ate’ar%zgognqjgjfcﬁvealmrhﬂﬁ Yuch QllsltféaﬁrBi \1('ijralt ihﬁgtioﬂe's Sli:lch as human
C 0oC ne enzyne, | al SO se 0 0Q0Ss
C R Bt i R S Ry 365 Aalre Vet Endepd o an
anciease i resipldneeadf dhe viswever, RTV i s associated with
cl i ni craohatir RTYNIs fainteriated GiBSHrtelsH inAibiot (P8 lthat, 3Tko MBELAIRAD infibit the

oy SRS BT DA el TSR E i AL o e oo
wPEFnigekati-reyRYIRl; Hayvevae BF‘%IS@W wihofiplcaliygignfisent gasyrggntestinal
t b mahtet sidnefiodts thtluding meesdastramls, ddrthea, red dfsfiplievhia. AAdministering
N QMEHoses $PPAFhpbUM iwith b&nt SAMARPAEVIY fnaP AQSdohinBut@Tthe delediof of drug-

as effectiv s 20 t .devoi d, of antiviral .

o TeRbR G Fndel CTRRE bl apfhues oBitn b gp erecivel as
s R bt deynith of apkirism eltybsand sigaificenicsidaslents woulgifigresignifcant advantages
t eeBhéERiticOflub ROBE trBatbrt bi Hghe fsifiing MineRiectdn with tHe HINM@irus. The
H ' T r ' ' [ 5

+ BroRL rton q\Rios b Sphed USRS L3 B RBRY GIPOHIGS grome
s ENERNES, Uid Ghegsttlee ARATRICOHNTES RiPaTUR CORT-Rdtifigered drugs,
eirplodingr entrktrayimelad it ndlst disdebesirphgrmaceuticat lferlilatipns comprising such
aRbrhpolirdh, MRHold! Shakind théth, 2Rd MbiSda ORSiRg BAT Maceut i cal

formul ati ons conprising su conmpounds, net hods of

meki ng them and nethods o them SUMVARY In

one eniPooH Q‘Pﬁ’ﬁ!‘maﬁé’%f%vmﬂl‘%%@ﬁw ®f formula (1),

Rr Re Re RO i Rsl NNRr B8 N$02 O RMAR3 NRR

(1) wherein: 30 R, R2, Rs, @ 6,1 ndependent |y

sel ected from hydrogen, C4- ky‘l‘, - (CRt 26R12bhhal o,
(CRIZSRITXCN, -(CRlz R m i —fNpis
CRz.RWNRXx.Rw, -(CRR2RRb)XF3, and -(CRtaR mCC

o aryl; R Is hydrogen or 8i;G8.alkyl; WO 2 00 710343 1

2 PC 171B2006/ 002639 -ZRR, R, R, and RO are

i ndependently sel ected fr 8r ogen, C-Cs al kyl,

-(CR 23R 2b), hab, -(CR12' - (CR'Rt ab) , CF3,

~(CR'"R 2' ORS2', -CR 2'R'), éRﬂﬁ"Rﬂ ,

-(CR12' R125)R 2i, -(CR'"' R 2BC-C' cycl ol kyl, -(CR 2

R 2' ~Giereiar y! , - (CR'2R1bNCrC, heterocyclyl.

- (CR92 teroaryl,, - 1R12p), R722.

i S%Cﬁlgi%E%aem (gy%‘dggr %T%g?mm%ycprggen, CZ,%, alkyl, -(CR™R'®}halo,
ACRPR™)CN,  (CR”RT)OR®,  {CRPRPNRPR'®), -[CRPRP)CF,, and
-(CR'ZR™®)C¢-Cyo ary;

R*is hydrogen or C;-C alkyl:
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5 CR12aR 2)A-C, aryl, -Q(CR12i R 2"i CrC,
heterocyclyl, -Q(CR522R zD), heteroaryl, -
O CRt 2aR 2bhOR12a, and - Q(CR173R 2bhN(R 2aR 70).
wherei n each of said Cl-Cs al kyl, Cs-Cl1 cycl oal kyl
WORENANT . C2-CL hel erocyclyl, and het er oar yACT/182006/002639
optionally substituted with one or nore R'; R10 and
R' are | ndependently sel ect ed from hydr ogen,
- (CR12i R12bhC1- C6 al kyl , 2:(CRI2IR "), O Gt

CVC|0 ek)ﬂzb}R Q&aaﬁezﬂﬁewp@ VPhdlcted from hydrogen, C.-C, alkyl,

| (R 3R B HEE SR, LR oy ¥aasﬁﬂoﬁ ORI PR R NG TR
C{ER R YRH, kiERZRIBNOFCE alpalkt, C{CR™2R™RatGy agl ciOR”R'Ex0-Cio
9.y ! &cﬁ'\"@fkﬁp e\eﬁ:aF}pt b@ﬂﬂ*‘ﬂz’?" R0 Slck wres, dgcﬁ DNeyebSiy, -

o t 0det har Wi t
PGB Pl o 1 UTRR P i o PR A it
gRERSR BER B -QGRTBREBIHRI™I wiereimeach of sait 6+ 8k, 1G-Cir
e@,»@lball@i— ZQ-CQ% ¢, 20 Heﬁsrdcﬁﬂﬁ RN HAGbdrY 1sSEptietaRyeshbdtiiutsd with one or
h¥| gg.en and Cl1-Cs al kyl; or Rl2a and R12', together
thg atom to which they are attached, forigpgb
TG, 1 )08k | e idopendenl, sieried dioc PEragEn. SRR cRe ak
thm‘%‘ﬂrar)(d@p,emdmwy SR Pral-dy am, GERER'Aldey,,, heterocyclyl, and
Qgﬁm&heté%éReémm of saﬁcdqé @lzéf&-!: gycloalkyl CgCio aryl, Cx-Cyy

9&%‘5?@" ﬁ’%ﬂt‘ﬁ'%?rﬁéps s %W"a'g)éﬁ?ss‘ﬁi%\“} EF 81"“’ SRR o
het er dtﬂx@ocle” qe@RErRyitn-e t ann A which 1@y GRAL 2Htécherh Fory 8 Cr-Ca
$i Brodgd B@sna@, suB&ththed withloke ek iol8 RZY) , Cr C,

het ero ml 2] etéer,
éﬁ& Cngepro 0 I %ﬁ%"‘?ﬁ‘ RS 1
Wegwim tlzaoato bﬁwghed form a CyCy, cycloalkyi
(;r@'-'t‘,,Zi,HihMﬁ(y@rﬂpZ and (CR12| R12bh5(O R 2, wherein

eaCh OJacﬁaﬁ‘d QJudeSé:d@Athéeiec@&% %, OkyK Yhaloghts - SR 2R ZyeN,

ar 2 y [ N eroa ar

ko R0 o BAmREL ! SRl T BLBR D oo am
i sCR n@ep@mae Reterpcyshd] 4GR AR “hrataman). -BEREIREIR ' h(CHIER *)Co-Cro
QIN‘ e(eﬁ‘”nmrcWaﬁébcyclyand(ca&w”xhehﬁaamnctep@mwddzmc, alkyl),

, 7 m ;m 1 128 A Vaag 120 Za
ar WH%‘JLI cal ,x_ acce %‘é(g '8 <Al t@(gr sol)gfpi TAer Bof >R
3e"d| ERaNRT HEPRR o SPTRIE sReh 831 P4 Ak c%nﬁ!@l?ﬁ‘!ﬂ!é nycw ayl, O

f Oromete@cyclyl) gndwstero@ii grouplis ofRanalliRubdRiuted with oredepeddint | v
sel ect & Jb}ﬂ&i{d Rel 4i 120,
7&%}15%%}& CRgz FEt'%a_bx égé%w hAERA1 T, 0Bl Cor
2. R12bhN( R, zaR' b), and -(CR 2' R 2bhCF2; R Is
hydr og@ah gy iﬂ@Pef@eﬁﬁaFWQd fmm 0, R2,3. RS, andi§rR  are
i ndepenshamisbouticaty edpebielstiosmsbyety thgen, Cl-Cs al kyl, 35
-(CR 2R mJalo, -(CR aR ahCN, -(CR 2'R12bhCF2,
-(CR12. R 2bhOR 2', -CR122R12bhN( R122R12b2 CR12' R12b
Rl2a '”@??“?“FQIDPH"“@‘ @ PEVEe] FemPREn Y fprmpga (I Wigrein: (
J' Cr YR'INR?, R{, BRRaie ir@spaBdenty sdlected (r@RhRIdoeCZ1-Cl alkyl, {(CR 'R '®}halo,
&EQWNYJ(GR‘”I@@%@F‘R (CHIPREY QIRFHE'P], and -(CRPR®)CF,;
%% é CR12i Rt bhC3- C11 cycl oal kyI
Q( CR12' y , -Q(CRi 2' R12" , C2-C,
hel er RycRyIR" ﬁd@l?@l‘«"@mﬁﬁéﬂ"éif calegjed from hydrogen, Ci-Ce alkyl,
q(m%aﬁhhﬁlﬁbhmdiaam}ﬁtfaﬁcam‘wdm%@m PINR'ZR'®),
> 120, 1 y 1 128 12h
cI R‘“’*’)ﬁ“ &égf g béj,-c? c;%a Rgﬁ’“‘):é‘i-lc R®)Cy-Ciy

hBRePaEy | (6T Bpthr%énﬂy%%sﬁ. ik emw%% orckgled -
RD{CRIQR‘?)‘QSLC?;.LOarg 4-BCR"“R ' NCFC1:BIOBBLROR 6 IYCR YR RbSewmar, -
@BR éﬁpeaﬁiﬁ%wﬁeﬂmmvw?h fr SR SRR By ., s €

B i S e aﬂﬁz”fﬁ?%@ﬁ HIY SRy yih one or

amareR‘ tCrR12' R nhheteroeryl wherei n each of sai d C -Ce
al kyl, C-C'" cycloalkyl, C6-C e aryl, @&-Co
heterocyclyl, and heteroaryl gr oups is optionally
substituted with one or nore R'; 5 each Rig" and R'm
I's independently selected from hydrogen and C, -Ce
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o

each R' is independently selected fromCl-Ce a[ kyl,
hal ogen, -(CRt21R'b),CN, -{CR72'R m), CF3.
-(CR 2aR 2b%0CF3, -(CR72aR m),CrCt1 cycl oal kyl
-(CRLI'R b,C6-C,0 aM 10 CR12aR nmhC2-C, o het eYocg },/
WORHTHMIR mht | ' 2aR nmhR a, - O[CR aR, ( et er odiGJ1B200 1042639
- CR 1bxCe-C,0 aryl, -QQCR 2'R 2b),C2-C, 0
het er ocycl yl, -Q(CR z' R13), hgter oaryl,
-(CR 'R 2b), C02(C Ce al kyl ); (CRZORZ hf "1 (R

' RIM g (LR12R, ¢ BRELEMNEY 2NRLED - HofiRRgdidde ‘3‘h‘”’}.c Cs alkyl,

CRL S(O) R12 ORt
T SRk ol B G v (o8 P?’btfz&aq kgfprocyei, and
cécrets! "ahgmrparﬁ:rwhe@tmeaueofaeu@aaylkw Gl n@loajma;mm aryl, CzCg

OheMiRSchfl, nd Rdtérod bﬂowpswﬁ&nhuty%&&u&u ivith B &r Mde RBr € RI O

15 each ‘4. i S izndepen l.ecte fro

al kyl , ﬁR f:'lﬁ ’a’iﬁ@f sge& ﬁg agl(%(:ﬁﬂtor| S

| ndepe‘h em By @eﬂ“@erf@'dhefthﬁowfhfcnmeﬂafe sﬂacﬂpd fgrm aad>s eycloatkyl
o6r a B-CrateriReBUgroupal | y acceptabl e salt or sol vate

thereqjs o Hacn 3¢ ?s@’t's.nma a@g 15% nmﬂ |aTRY! iR ehavaﬂgw eRR N,
oS BB P o B ﬂFBmw&a&geﬁvcfw CRPR)DCeCr ant,
hedCR" R”(mrcm@szbww {GRI*R CRB:tordy, -Q(CRY IR BRI, -OR A )1Cr-Cro

Re, deWR‘W@ckn%ﬁm@Bn@kﬁ "w*#@{e% E(@ c@g(el;lc, alkyl),

St R AR L, o "Rysiom

QFGR@%??? WPNB%ZMEGPW of Bq'm-ﬁﬂ‘% Rl CYC|°a’kY' Ce-Cro ayl, Cr-
( %&a&@) dndGetelobryigyapsanbdiydally sub<BiRied with 6de,ochbre®"ar yl |
12a,
(R REB  edonBR SOE i 5 oty g, o ara oR™
CR'2' R 2b), C3-C, 1 cydoal kyl, - Q(CR12aR mhCe-Cl O
ar yI ee@((mnmﬁmbmselm fheet, 2124, 5. éd 6oydyl, -QCR R
)1 het@ﬁr@ﬁ:ﬁa\ébuum@c%?a%ﬁ%?& sélRiteZdereqind - - OCR521R12b N
RLR ( h(h ~, wherein each of said Cl-Ce al kyl,
C3-C' 30 cycl oaI kyl, Ce-C30 aryl, C2-C o0 heterocydyl
and hap ¥9tgagtiar embodigisptiagpgvidgd eonipeyids effamulafl) whesmis or
nmor e RR', RIRRE RAnd ifdépeadedtly sebepehae ndtogers el-ecdigr hdls, oTN, -OR'™,
h,q,r gen, (CR|2 R Zb), C, - Ce al kyl,
2@R12b% cycl oal kyl (CR' Rt 2bhCe- Cla aryl,
°9?‘i'rc o heterocyclyl, and
(cmzﬁz“R RhHet eanoaR] auh dndependantic feelgted; dioth ydr@@n.alCkegd ,alkyl,

r (sﬁ%{g@ab KRR ER, QCRIPRP)CFZ, -(GhE?‘R‘@ﬁ_)m’et IR0 G’LN’(E‘”R""
a 1 I, 0N 1 1
R R BRe Yo gﬁ“@ﬁmgﬁ’%ﬁ 3%%* ."s&’.‘i%& el R e
s BYeRYEY. fr(ﬁ%uﬁydf‘?ig’%ﬁﬁv' afRiCRE R KPICR G
RoMR'MeGatd@s wimvt h-ahe’ ”af’bmrca \Mmembyctmeyomrzé'a‘”).hetemaryl -
ﬁtentc&@hﬁ? oﬁ’@* @h@d@Ru fﬁg»hnwbrywaﬁ e?ch%? sS% & ,-Ce alkyl, Cs-Cry
BRI e Oh T e Y s PRI Ptif’g"‘ todcyn one or
4owce(Fé‘R 2aR12b), CF3, -CR 2' Rln)IOCFB (CR?RRlZOhCS c'
cycl oakRysnd R{ &R m&m@@ Selc@ted! fdm hydrbdeR1 JERIZR ' T)eaCy Nakyl,

T A RS o WL X EI0N A
208%/ 6‘34?@%2“’%7"?%%% 6b Co_aliYigFyf1s cycloalkyl, Co-Cro aryl, C2-Cio
- HERFRR1DY het@ar@ gBuisds eptigelycdulydtiiuted with one or more R™;

- A CR M RP e REP 9 fodendehiiyReldQEd RANRdmandc,-GlalkW! or»

CRs?2
LG ARt e gt A 9 l bl e i cleEng. o e et
( @FEL 0 hetanebyyOROA2R12b) , S(O) 2R12i, wherein each of
sai d CéachaR‘alsk}hhe pefhentiyl seld3en| pah kylc, Qkﬁlﬁaradeb{ | ,-(CQQ'R‘”’),CN

SRRy hR”ﬁQt‘?F“e{?&W% 5 Gy LRI,
i r{aep@nd@nrphoyre@@mm @eR F‘Borwm a{qw?R‘“h&?o@@R‘“a‘ﬁm Cio
-CF3, and -OR 120; and each t is Independently

selected fromO, 1, 2, 3, 4. 5 and 6; or a
pharmaceutically acceptabl e sah or solvate thereof.
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10 Still another enbodi nment provi des conpounds of

formula (1), wherein: R, R2, R2, R are independently

sel ected from hydrogen, Cl-Ce al kyl, halo, -CN,

-OR12i, and -CF3; Rs is hydrogen; R6, R2, R _and R

‘H?é""iwfél‘éb?endent ly selected from hydrogen, Ct FEAEIRG/0263Y
-(CR128R'bNhalc, -(CR 280)CN, -(CR 2' R’2),CF3,

(CR12 R13)O?12 -(CR12 RmMiN(R 2'R m), -(CR12' R12)

R12° -(CR 2'Rl'), OrCL, cydoal‘kyl CR 2'RIm,?2, , -

iz cr égﬂelao@cﬁ &Mrsé |v(CR‘z'R‘z’).’CO,(C1CgaIky1)
gf@? S bl A e oo

aWI-(CR’tR i Sivy vywer@jg.ee;h méﬂﬂ@%wﬂty’l CsCan cycloatkyl Cs-Cyo aryl, Crr
%Mm hfterb &y @ﬁbﬁp@l is optnon@ty@ﬁﬁsﬁtu@'d Qauia'rb or RorRR2; +2'

elgﬁﬁq‘*‘ 'sq%p@%&g elcycl oal (ﬁ'y%ﬁ%?hgi %gfgl"o’fcff %h(g'ORm;

h%!’lder ocydyl and heteroaryl is optionally substituted
Wi t h caen tmmdementll?éqlecﬁ'dﬁoms hydrogemderoCl- C6 al kyl ;
R' Is aﬁﬁbrﬁﬁ%@cay&&ph@m r Ebhalifersof4 2l Kyl ,
RS1b), Cr cycl oai kyt, - (CRB2*Ri 2b),CrC, 0
aryl - (CR121R72bhCTC, 0 heterocyctyl, and
-( CRt ZiRarptriatyen hedirant proyidesicempaungs opfermatadh, wobreisai d C1- C6
al kyl ,R'@¥; RL&* &% loahdarly sefectedrdd BBgshen, €F-€4 dky, hato, -CN, -OR',
hgte§ cycIyI and heteroaryl groups is optionally
stbsti%,ut ed with one or nore R13; each Rlg' and Ri2b
I's i ndEj5<WEeeRN y sel ected from hydrogen and Cl- C6
al kyl ;R°oIR’"RE32 sath (R*Ra2b indépegdmiriye seledtddh froine hpkogan,t 0,-Cy  alkyl,

%ﬁth Ralo, JCR 8P qdnmia@v 2.(ER* R} ovnwd QRIRIAI 12 \QR 122y,
%

R R @éﬁ% .

_ etRIcESRT 24FRER Mgt g 3RIGR, CRAR TR0, OBAM -
CpErRyat Ry C.5 ( 644, ZI-CFQZQ')?‘R@).@_,-O,oaﬂ\HtEmcycM -O(CR"*R"®}heteroaryl,

E)@l%g}é%@- %t e#oé?y%&@%%fﬁ%gﬁ fif said Cy-Co alkn, Cs‘C1:
E}(CWFRf@m Co %ﬁlwd\mwgem %@p@a&y substituted with one or

hebericycl yl , O(CR' 2' Ri 2ehhet eroaryl,
(CRlZRR'sg [ kyl). -(CR12'Rlzb) N(R 2'R, 2hb)

&G,
CR 2 2b
CrLF 128 W?CB%??%‘“ 5; M;,x(c q*‘F%« ﬁ'ﬁfacgﬁlz(gydoaw -
V\,H?é‘re'?z’)v%ébh apt R (R TIC:Co mrmcrvl CBWCICR ERETHRMrRa,, wherein
CéaGﬂabe a5 IC,-CL2yCEOC hyiaRy Oyt o aff) U3 RIS, 4 Cldpeoaryi

g"’?"%ﬁi"e"ggﬁ'aé’%” HQ&%@%@JQ;O% or nore R': each R’

| ecte om'Cl- C6 al kyl halo
@'mwenﬁﬁa%mmth@erﬁ%%&a@ ﬂ’
S eI ect %a’ aﬁtt Bm ©getiegr with thdBatdm tofwhichthely &p attached4Brmaa C,-Cyy cycloalkw
P BA dPRG e H& J%gigccept able salt or solvate thereof.

WO 2007/0 431 006/ 002639 Furt ('
her ej,n gre% adge%f °°t°9 fi CI)CS AT eifq%leﬁ (Xh‘d% HCN,
RACRIER 'ﬁgpﬁnd@ﬁf&l y(C§eTRedtCe@nf Pxsiopt drEBETR "’)@rcwm .
al(ka'%(? Z’h% -O10 %ejt@gcycmm)‘;R‘%mmﬁg?(cwﬂ@wwo@éﬁmﬁcrcw
Ra, Bler e BRACR @idhc r@@“’ > E ‘“%93)[& Ce aky)
C \ cted fr ' .
Sl o, 15 §5FJ ST aauh% D e @S OR™,
aeyl -(CR ’(‘l@iﬁmomﬁbm@mmw@e, 6](7:3”114, Cafid cfoBatyl, CR‘Csu aryl, Cr-

R&QKQ%@H@%M'hete ups is %Sﬁllﬁubsﬁﬁheﬁ with ofedr ﬁllmléy'\'l“
CrC11 %:kaat kX C,0 hetero

nel er G&TY1 1 ea?“daa i SeeBf et 9 fRes 108 ok

oA or nore R'; each R' and R2b is |ndependently
sel ect eh fis REapBRHHSRBRNGmBLr, 83, &lskydas; & R a and

R570, ¢ M@m%&pﬁﬁfgcomt tE@r%:o?h they are

att ache orm a
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or a CrCl0 heterocydyl group; each R' is Independently
sel ected from Cl1-C6 al kyl, hal ogen, (CR 2aR12bkCN, 15
-(CR 2i R12' NCF3, 4CR'' Rt 2b) OCF3, -(CR aR12bkCrC
cycl oal kyl, -(CR aR m1Ca-Cl0 aryl, -(CR bR anAC -C, o
Wergwigeydt yl , - (CR aRi ekheteroaryl, -Q CR12' REIYBIERYHI2639
-Q(CR12'Rsm),CrC,o aryl, -Q(CR''RL20kC2- C10
het erocyclyl, -O(CR 2i Ri 2khet er oaryt,

(CR aR‘ ) C2(CrCo al kyl). -5-{CR12' R 2bhN(R, 2' R, &),

).N aRl2

B‘kﬁéﬁ)(gﬁieg'f ma‘ﬁ%"@%ﬁ@ “RLTA, -
V\,her ei 'ﬁ B’th RO fire ingprendsnt\Cleatk ijgm h@mcc%'%hﬂ% -CN, -OR
CakdlBraryl, O 20 C 0 heterocyctyl, and heteroaryl
gr oups sllgs ,gé] dnonal 'y substituted W|th one or nore R"
each ,5‘8 G endently selected from C4-Ce al kyt,
hal oge’ﬁ R B:Na"d- £ hYgiRgen. OR120 ; and each t is
i ndepertisnidrggesalcack eyf rom 0, 1, 2, 3, 4, 5. and 6:
or 3 P! IRGRI IveR! |ICRPROBRL D! Buoh al&n@fa@;&,\cat Cycloalkyl. -

her.eof.. .25 ‘f odi af f ok.dSe

T S L T R S
i eaphpd rseid 1410y alidll EeCedyfivatiih RyCn @gtbrpz-oé‘plhmbﬂdyar}d heteroaryl
h@bopsls@hbnauy%&@rﬁmaMormR“RS i s hydrogen; 30 RO,

e Mol CO
al kgl B R NERARTH et AR Grabns
aryl i85t Fomﬁ’ﬂ?‘?"r!ﬂ%@? ptom) o *Pharsﬁ%““?ﬂ' forfp, P Srﬁn °Y°’°a'kY‘ |
eachCHZhetedregehyRgr3Blp: | S | ndependent |y sel ected from
hydrog@d&h aﬁ'dlscﬂﬂ fh ylse!ec% g&n%% Rélg&n —(CR‘”R"").CN

oA ek o) “‘ﬁ 52%&361 R %vcﬁs@?{cy O¥iceco an,
gr(@B R’ é&@ﬁmﬂ!ﬁ@mm'ﬂ ﬁ@@ﬁsndmmqm S@(C@gf@a’)ﬂ?mﬂ(@m@}@rcm
alaky LOCREIRBRD C. i Helero gy R LBITREM Py oloRAR 28R IR (C,.C, alkyl),

- %W ESQF:%CR?E{?E&O?J,E{T% 2 g& G 1ﬁ%ﬂa|(bxluw%(omm
h@ﬂ%ﬂ%%yel ;HS(O)LR( GRUSre Qﬁﬁé?‘él"é&r fee G . GrERERIGHY. Geyay. Cr
- @itk @cyyyR rkiGeErodeyt gﬂiﬁhpaisybb,onaltﬁtﬁﬂtmm loGR nGreR'™;

hetefo%'ﬂy" a i&#b 2y Inal -CN, -CFs, and -OR'™:
28RI9b) . OB (G c%a’%i ol CF Gt heiogery (SN (g

2' R, ahC( O) NR1laR12b, (CR 2"R, 2bkOR124,

- ( CR ZQW} by ingm@,%mdzm 02432, WS B2006/ 002639

- 6 anda pHafrcBitcdiy adob it salt ovBiRAi@there@ach of said C -Cs

al kyl, CC' cycloalkyl, C6-C, 0 aryl. & C/o

het er oc%cl yl, and heteroaryf groups is opt| onal |y

subst | BHiERINeRATPPdiReR! &iprdseppmeoyRps of fagm (I Rhergin

i ndepeRtighR’ \R* sel imiopandertily satacEd @ hydrdggrh, C-Gablkdalp, -CITNPR'™,
-GRg &r;and -OR2'3 ; and 5 each t is Independently

selectE@l rpmo 1, 2, 3, 4, 5, and 6; or a

phar macet ’fdogfq accept able salt or solvate thereof.

Yet anBt ﬁef‘ bR ArayaTooesy ovi des conpounds of fornula

(1), V\ht%rseiydrogeRiuc Reaki®0, R are independently

Sel ec_t ﬁd wﬁﬂ&h@&e% @em@?sa%ld%m’ IE\;!Iﬁ'@lc:f::’l:n::n:aigélubsm%i with one

an Ris ydr ogen;

hfﬂ?ﬁ'@@n RO is hydrogen or C, C6 alkyl; R is (CR

1R 1) CeacRY" and R isindere@mntRelsp @B TCtydroganyshd Cnbielit or

sai d CRZGhY REY, Ygethér with the atom 1o which they are attached, form a Ca-C, cycloalkyl
or a C;-Cyp heterocyclyl group;

each R"is independently selected from C,-Ce alkyl, halogen, -{CR™R')CN,

(CRPR™)CF,, {CR™R®)0CF, -(CR™R™)C:-Ci, cycloalkyl, (CRR*®)Ce-Cyp aryl,
«{(CR'™R'®)C,-C,y haterocyclyl, -(CR'®R'®}heteroaryl, -O{CR™Z*R'®)R'?, -O(CR'ZR®)Cs-C1o
aryl, -O{CR'®R'™)C,-Cyo heterocyclyl, -O{CR'?R'®}heteroaryl, -(CR'?R'®)C0,(Cs-Cq alkyl),
ACRPRZINR™R'®), (CRR'Z)C(OINR'ZR'®, (CR™R'*}OR™, -(CR'ZR'®)S(O)R™,
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15 optionally substituted with one or nore R13; each

R a and RRmis independently selected from hydrogen

and Cl-Cs alkyl; or R"" and R m together vvlth t he
atomto which they are attached, forma CC

wayoioalskyl  or a C2- Cl10 heterocyclyl group; BaEIBZ#6/((%639
i ndependently selected fromC,-C6 al kyl, hal ogen,

-(CR s" R11hCN, 20 -(CR 21R nj, CFa, -(CR'lR 2' hOCF3,
-(CR1 *R 11 IC -C' cycloatky}’ -(CR'R'),C6-C, 6 aryl,

T SIS Y BB e 1B U st e oo
lzgpgrog!_qi;i gpft-y_ste@aod HyPa P&E%?V substitutac}/ with one or more R'%;

O( CReadRFhif hseepen@atyyse;ecteq GBth R1-8) AIGDHaBgenCBCNal-RRal dnd -OR'™,
-dpR22R12nhN(R Z. , -(CR12ER mhC(O NRmaR 2 ,

(oR 1 “g@la%mév%@”%%ﬁeﬁ%ﬁ BPRLGRY o1~ Cs al kyl

C3- C' apharharabticslly acoeBatdsi gt or spivate (hereof25 C, 0
heterocycl yt, and heteroaryl groups is optionally

subst it

.ndepéfm“f‘ﬂaﬁ?f%% ocopl Blrbodion gt Wk 5 iy 0 oy
o o e e ek ToBi SR

fsrnomFQ 1 2. 3, 4, 5, and 6; or a pharmaceutically

accep@a}glhfd &Rkt or soI vate thereof. 30 Still another

enbodi °pﬁ29¥‘ des ounds of formula (1). wherein:

, ggendent ly selected from
hydro@ensthlogen@rﬁi%yﬂlkyl hal o, -ON. -OR 126. and -CF3;
R5 Is dﬁyﬁmgmm)a?cm B A(CR“RENCE, IR PdrR, BRI 880 £-C [RlaB1 is

i S, l; Rmm -(CHz)Ce-C, O I
I?%t"n% @Seé’&:go%e Toaéﬁzer ein slalsd (CrC %) ar [ gry

opt oﬁaqhwy ST 5 HpeneoTl TR BT PP ATHEC SREIB o o
hydr ogéthaiR'T, tegaheraditk yHe atcarta wiith teeycae dRadvedl,Sorm a Cx-Cy, cycloatkyl
|J)QQ9_gqqgg ??cjugct ed fromC, -Ce al kyl, hal ogen, -CN,

l t 2y 12h
salt 5? gi vsatréde'fﬁ’i‘g?"g%f °EW%G§Z§{% Fafogén. aPéRe R'Z)CN,
PCR ?B‘?@@Fe/ BORE BT HOCEs A (GRIPRIEBE - Smirodealinin t—(GR B35 d6eCn ary,

canm%ﬂm*frﬂsz @f hetedtcnanh, a(oﬁar’)rz‘”mmro@tyn-otcﬂ“a‘ﬂ&‘“ aNGRRRBYCR-C o

r%"R‘é iém 31 df:d@i k36( ’ﬂ.h em -(%"'ﬁ COQE,Cy alkyl),

RemR R B, |(§ QWR“’R‘ 1R ZRIGPR ] %qu“R’“’MS(O)R"'
mr—lz)a(?mm@)m/f' ehereu@ e}ﬁ)omme:eamw CrMhexcloaliyl, SaiCq aryl, C

C%Eeter&w fré:r@&saq@aa&dsys op?dﬁgt?;shﬁsﬁhtg@mm Jgﬁaﬁﬁkge R, more
iS | ntfgfy 1 'érﬂ'fdf@f" eé’P’égé?e&fg %I Eﬁy 4Rgpn ﬁil gg "dg OR™;
-@, -CF3, and -OCF3; or a pharmaceutically
accepteadn i@ issapdndéntly Sdctédirén b her, eof, s, andis;anot her

ohr ﬁ?ﬁ“"“i%“%a'@r RebAEE R PERA, ogon R 15 G, - Cs

alkyl, -d, -F, -CN, -OCH3, GZHZCHS or-CF3; R is
hydr o@lhanoﬁer eRybodRnent prdvides gerepohiydd pigrawla (1), Rbein:s
hydf 0ge R20%*, RGrBindepBndBntlylstlectddHda) Oc, &t lkyiOHalo, -CN, -OR™,

r%l ’hC-Co aryl, wherein said &C, o aryl is

G
opti onal |
P alsh);ttrogen

R R, R®, and R® ara hydrogen;

R"™is hydrogen or C-Cjy alkyl;

R"is ~{CHz)CsCio ary! or ~{CHa),Cs-Cyq aryl, whereln said Ce-Cip aryt is optionally
substituted with one or more R';

R'# is hydrogen or Cy-Cg alkyl; and

each R™ is independently selected from C;-C, alkyl, halogen, -CN, -CFs, and -OCF3; or

a pharmaceutically acceptable salt or solvate thereol.
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substituted with one or nore R19; and each R3 is

i ndependently selected fromCl1-C alkyl, -d, -F, -CN,
-CF31 and -OCF3; or a pharnaceutically acceptable
salt or solvate thereof. 25 In still another

BB HEHE are provi ded conpounds of fornul a ¥GT/182006/002639
wherein: R, R3, and R are hydrogen; R2 is Cl1-C

al kyl, -OCH3, or -OCH2CH3; R5 Is hydrogen; R, R, R
and R are hydrogen; 30 RLl-¥s hydrogen or -CH3; Ris
-(CH2)GC, 0 aryl or -(Cw)2Ce-Clo aryl, wherein said
CCoaryl is optionally substituted with one or nore
R 3-, AldhecemiediRed piogdgsiraeprundianh fofmulagBlvdeteind fr om C1- C
al kyl ,r*; 3, ang R arehfdMbger; CF3, and -OCF3; or a

ggalr n]'a%ae 1'{’C%fkg¥1ﬁ%085n%§m &8 It or sol vate t her eof .

er “enbodi ment* are provi ded conpounds

of for‘?nﬁ’yd’(’ﬁ?‘ wherein: R . R3, and R4 are hydrogen;

R2 |s R“@BR ar@@l‘Brethroge@CHZCl—B Rs i s hydrogen; 40 R,
en R10 Is hydrogen or - ;

V‘D 2007 03{%2 P 0026 -8 R
aryl of J.'s( lc‘iﬂﬁ‘ef"@l haceh aa"é: Ce:‘ﬁj‘l oRtignally

optbst@nedwlyonsmb@teﬁht ed with one or nore R 3; and each
R 3 i spngigmesndant Lo, ak@l MHet ed fromC, -CS alkyl, -d.

- F, -CN rrpceutd, c .
accept E1) 'é 'ss'rfd?pegéje"%yocﬁggg 4 F‘a 'gaP ik g“f 3']#:{ %nd “OCFsor

enbodmewvnaaw@wﬁarw%as@qu@mvw formula (1),
wherein: R, R2, and R are hydrogen; R3 is C1-C4

al kyl 'In aglher erEbodlmgw'are %‘T‘B G4 m. \GF%ln 10 R5
is hy ,og;en 2D, I—’i re hydrogen;
hydrog h"qf?qeg' CH2) CS-Cl1 aryl or

- (CH2) @%C@a@lkﬂr-sil‘ -F. NeO8HS -QHABHLS--Cl aryl i s

opt i on;aﬂl.iyydrogéhbstltut ed with one or nore R13; and 15
each B R Jﬂ@g@g@l{ently sel ected from Cl1-CS al kyl,
-d, - i CCF3; or a pharmaceutlcally
accept%blséng%ﬂW‘”chHsol vate thereof. In a further

enbodi RE Rt {GHAE«IR.0ar e tRRRaL N asl, aheréio sauICaCH| e is optionally

V‘@&Eﬁﬁt@dmm%neor%e@ngnﬁ are hydrergs 2% R3 iS - CH3,

- OCH3 ECH2CH3 ro and _R9

arc nyHFORCR epentprhC R B an C. S Py and Blr
' ( CH23 @ha@lacentigally ascoptaDie| sah@Sol@te theredf.  wherei n sai d

Cff-C aryl is optionally 25 substituted with one or

g‘;f (e:SF\,n sﬁﬂé}lm‘?%ﬁ&d imant a?eW£D&5¥f f%%lilg% ?vﬁe fig.om
and R* are hydrogen
R? is C,-Cy alkyl, -OCHs, or -OCH,CHa;
R%is hydrogen;
R% R’, R and R® are hydrogen;
R*® is hydrogen or ~CHj;
R" is H{CH3)Cg-Cro aryl or —(CH2):Ce-Cyp aryl, wherein said Cq¢-C,q aryi is optionally
substituted with one or more R"™; and
gach RV is independently selected from C,-Cg alkyl, -C, -F, -CN, -CF,, and -OCF3; or
a pharmaceutically acceptable salt or solvate thereof.

In still another embodiment are pravided compounds of formula (1), whersin:
R', R, and R* are hydrogen;

R? is ~CHy, -OCHj, of -OCH,CHs;

R® is hydrogen;

R® R, R® and R are hydrogen;

R' is hydrogen or ~CHj;
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a pharmaceutically acceptable salt or solvate thereof.
In yet another enbodi nent are provi ded conpounds of
formula (1), wherein: 30 R, R2, and R4 are hydrogen

R3 is -OCH3 or -OCHZCH3; R5 is hydrogen; R5,

WP QWRE3441%e hydrogen; RI10 is hydrogen or - C'ﬂgmﬁ’?’?(@ﬁ”
-(CHZ) C6-C, aryl or -(CHZ)2C5-C, aryl, wherein said
CS-Cl1 aryl is optionally supstituted with one or nore
substituents independently selected from-d and -F;

or a rm‘ar tr@r@crrcg Gt ¥r chg,@rr@mlaw SiHetelrPsaidSOLY.R b is optionally

n anoth 1, enbodi nent are provi ded conpounds
?“g?“m’dﬁ““ gy m %re’gﬁ 40 R, R2, R3, R, R5, RS,

R7, R®achdhis Pad%needen%mplw@ﬁmmr@me plisyl, h‘,‘fld-F o@b!ncﬁw agH-BEF D
2007/ QPAZhdcdiichiyldscp@bid Sl 2bshBatetitrdd. 1S - (CHz) Cr G+ aM
or -(CHz)2Ce7Clo aryl, wherein said CGC o aryl is
optionally substituted with one or nore R'; and each

R 3 Is Independently selected fromC, -C6 al kyl,

hal ogédma furi@gkiembddir@nt agerraovidedFppunds ofJoraula (i), wherein:

phar mag et dnd & h¥ ntfrdgeRt abl e salt or sol vate thereof.

I n anqhh d nt...aLe.p d c ounds of

formﬁg eqjc‘n%g{ehgrgh&” 'QEH" Fs%\“%' F\B’R6 R6, Rr, RS,
. ariisaydogere hydrogen; R' is -(CH2)C5-Cl aryl or
(CI—Q)FQCR’CR'oarﬂrR}lar,ahm@ﬁl n said C6-Cl aryl is 10

opt i onad ityted with one or nore R13; and each
R 3 Ig:ta '%’_@f%ﬁ%rﬁﬁ% sel ected fromC, -Ca al
&htt

k
hal ogéh CHabefs: a”dr""'%f"?ﬂ’h%ﬁ’%ﬁc%wna% i§1 qpjonally
awsmmbhteomirtnomrﬂ‘%mdvat e thereof. 15 In still

an ot heeracmbe%@a%naen Ble@idehda eﬂrrn@umdssnotpj erurrubﬁ, or

R6, and
are hyapﬁgggﬁau"ﬁf’bd “ﬂmscﬁ"atew& a’ aryl or
-(CH2) 2C6-C0  aryl, wherein said C6-C,0 aryl is
opt i onak hﬁhauhs&imwtﬁbrmmc@rpeurﬁﬁ oflfBn@la RY #herémd 20

each R r'zzsarld'?@‘é‘%:%d&@iil y sel ect ed from Cl-C6 al kyl,

hal ogen, or a pharnaceutlcally
accept%ﬂﬁ‘&"%é??”’cﬁ%%te ther eof . Further provided
are cdifpowddgenof formula (1), wherein: 25 R, R2, RS,

R4 ar er®i gIdRD efudke Blelnyar&eh.ect ed from hydrogen, C -Ce
al kyI ORI 21, and -CF3; R5 |Is hydrogen;

)

R %E’%mge" °r§8H’are i nde endent | sel ected from

hydr od%n's '@H.z&'ca| 30% for ~{CH¢ ROTY Dviheigl) gaid CoCio aryl is optionally
( Seidsiitdd vath G or mpfBRBT a1 7DhCF3, - (CR ThR 2bNCOR z',

-(CR ‘eaarlf@'" @‘%Men@]sel)actad I‘%% C| \/\%la % t&ﬁlr\%gd aﬂd(-ga:s or

R hC3- doal ng&l’f'
aryl , a':(h@ﬁ’aﬁ P @P’éﬁ%‘&a@"rate me(‘('ihlﬂSl R mhhet er oar yl,
O(CR R, zehR13i, -Q(CR 2nRi 26) C3-C,t cycl oal kyl, -

q CR' 3R§@3 adotHePdrhbodimaht e providkd dBmp&linBd of ikul®()), wherein:

heter aRt bhhat er oaryl . -

&Elffsa%’%% S CR'R 2), N(R12' R 2), wherein
each %“é’FHamO%Car kyl, C3-C'" cycloal kyl, C6-CID
aryl , Riz«sr@drogdneterocyclyl and heteroaryl is

opt i orwll ﬂz’YRS.HQ%!‘”aFe%@SbeW th one or
R"Yis hydrogen or —CHg;
R'is «CH3)Cq-Cyo aryl or «{CH2),Cs-Cyo aryl, wherein said Cy-Cyo aryl is optionally
substituted with one or more substituents independently selected from —C| and -F; or
a pharmaceutically acceptable salt or solvate thereof.

In another embediment are provided compounds of formula (1), wherein:
R', R% R? R, RS, R®, R, R® and R® are hydrogen;
R'"®is hydrogen or ~CHa;
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35 nore R'; Roand R', together with the atomto

which they are attached, forma CrClo heterocyclyl
group, optionally substituted with one or nore R';

each R' and R526 is |ndependently sel ected fraom
WQardgediand C1-Ce alkyl; or R and R' tog@Fﬁ@Pz‘W’?%“g
the atomto which they are attached, forma C3-Cl1

cycl oal kyl 40 or a C2-C o heterocydyl group; WO
20(171034312 PCT111120061002839 -10 each R 3 is

dependenth t ed !
SR SR A0 Gl B o
( CR1 A1 '&ﬁ‘m“"wew&mﬁ ﬂ“CkCR 2i R72bhCr Clo aryl ,

- (CR122R 2b9qmca"cr1®wdbpah®ndycsptabtyd from Cy-Cq alkyl, halogen, -CN, -CF, and
(CE&;EH , heteroaryl, -QCR UR nm, R 24,

het er ocycl %haﬁ%ﬁo@gﬁmhl%sg & %F?tgﬁnb)ab C7 Co

- (CR12aR 2bhCX2(C1-C5 al kyl), 5 -{CR 'R12bhN(R 2' R1m),

- E %gh g.b%?kﬁg@:hﬁt ak Bmﬂﬂied(c@Ré&ﬂcBeozbhﬂﬁ (B Gc-azherevinv\lh

- ' s a erein

each of salésga f%aﬁk@rﬁ %rERiw éﬁf&}(@ " Ce-C, aryl,

" 00 hoRaOTFERGHC x i o olCEkkn gk R, 4 Crla an s

opt i onglidnyilysutisstitied withede winide RA@andr nore R'; each R' is

l ndependenudﬁ ﬁﬁk%&&@ld&dpmeﬁla Grbm & lé:ylamylh@ahog&?tbn &8, and
nd ORt 2i and 10 each i's i ndependént |y

sel é%cféu"rfromo 1, 2, 3, 4, 5, and 6; or a

phar maceut F@bﬁﬂh%ﬁ&%bpmwl@ s btsoypte efevlat e t her eof .
Yet anot her enbodi nent provi des conpounds of fornula

1
Sl et et phdber Brondslom o raddpe Aol BEGIREAETH yrom:
“oRiza, 18 PR S, R Ra il eguirossm,.  R2, R, and
R are hydr@&eﬂHaRlO and R', together with the atomto

whi ch t hey game thwz)egasdw fopr_teb@h@c&, Aryl, hﬁtaeﬁ.oe)e%yé‘& aryl is
group, gd%al Qas&%g bstlrtuteﬂ, rlgh one or nore

each FEPHMYS M REEPERderffy sel ected from

hydr ogen afgrhdb: t@@damyqnﬂv %ﬂ*%%zfpm dh@s Rkl hajogepe t¢hb-CFy, and
V\Athod:rheoratomto whi ch they are attached, forma CrCl1

cycl oal kyl each R3 is
[ ndependent 'y "é‘ eéqi:c"t‘g}| %E‘%‘?ﬁ;%ﬁx%& Heg{f%gphal ogen,
-(CR 2' R 2bkCN, -(CR12.R 2bhCF3, (CRf DR 2b), OCF3,
(CR1$-'UR1dDhI@Gde@]are @ynedundd dk folmula-(((GRRBBRI 21hCb- C, 0 aryl,
- ( GRLZA R &bire fbpeRadi®t Ll Q6d/ fdm/hydrogen, C,-Cq alkyl, halo, -CN, -OR™,
SR R

(51(‘«%2 R12bY, heteroaryi, -Q(CR 2
'R 2b)CrC, 0 aryl, -QCR12aR h),CrC, o

het er d&)}ﬂtﬂy‘j}we" CR ' R %et er oar yl,
- (CR a&R*R3IZH)R? ceaa R°Carealiniytohdently (6HEed RbADhPdgern OR-C0) alkyl,

(BQ‘:‘"R" )198 '1 128 m});N(RmRm)
ms?eﬁngéachf%’i% sl ’C@fﬁnﬂ“

CR c% B’f ogﬂRk;ﬁthrC 1
CBeteaacivy y1(CR'ﬂ?‘”)1®1®oMt@KQFt9E R, a@@al’fm‘ YGadhy tycioalkyl,

gbmm’SR‘F"ﬁCsQQJ | g2l LfcreRSbCl-olf © Hetéol Jkuxona:(@ﬁ 2\ Retdfoaryl, -
Le{m,hm% 1|a.S A &eaﬁ&%@gl ect eéf' ach % ?z}q goﬁ a,k(yy CrCiy

hafogen
i Fgeploh &eﬁool gy, SotCarhelaorih #nd)hetaroarg is gptionglly Sibstited wh one or
omore®'‘phar maceuti cal ly acceptable salt or solvate

t her eok: A=) r,

o(ljé ‘(]jSa%Ode ¢ 6 mJF @1@% @%:cﬁﬁ%ﬁuyp{ﬁg ah%ggd I:£4|_'rn 8 Cz‘Cm
i H?J s 99@@"&&“@ t?dr"fa‘HP'I‘ﬁFd me& C, - C6 al kyl ,
hal 0, sa@NR™-a@IRR'P is indepamtientiPEeioctddBrom Sydige@n emiat):Cs BBy oR |

R, ang»RQy are, Io&%di QfHRe adhPioRhEh ﬁ.QﬂarB%ﬁ'acthofGrﬁi rch\éyEIB‘alkyl

the ov\,h they are attac rma C2-
h&%% ?ocp% YHP: optionally substituted with one or
nore AlS3,;



10

15

20

25

30

35

40

WO 21111 71113 1 3 1 2 PCT/IH2 00 6100 26 3 9 -11-

R 2i is hydrogen or C -C6 al kyl; and each R' is

i ndependently selected fromC,-C6 al kyl, hal ogen, -CN,
-CF3, and -OCF3; or a pharnaceutically acceptable
WQI20078B43dp| vat e thereof. 5 In still another HTOBRIWENY2639
are afforded conmpounds of fornmula (1), wherein: R,

R, and R4 are hydrogen; R2 Is Cl-C6 al kyl, halo, -CN,
-OR 2*, or -CF3; R5 is hydrgen; Re, R, Re, and R

h d h
i o THbg 4 P RpE R seiey P Crte, b P ggt*&t‘%«
gr6B R0 ofczﬂm YOGt HCRIERT NI Ch @m'ealtyt Tfﬁf*e Cio aryl,

Ruea'ﬁawwroagaec,em IRTE Dyhdiatbary, a@(ttRéuCﬁ).H’?“ DECRPR®}Ce-Cio
%%FQ?(EQ%“‘L g‘%lh%go%%lyi r@&hG’R 5?1 ookY) a‘R@@).%;,(c,-@Nalkw)

S ACRPRNE TR (GRIR I EONR TR 7 BT tm%)paﬁiﬁbé%ﬁ AR soR™,

awed {CRIVR TRetORBAD othedts eath 4t aaioTl-8 Ky Cr-Oh eyoiakyl, CeRyg aryl, Cr-

R'gﬁ ned %%e@%%ﬂ%@lﬁﬂs is amb;%uﬁub%tea Imyb ne o fbre R ‘g -

oy R By OB O FASR S, s A PR

thedatomto whi ch they are attached, forma C2-GO

het er osawt Iytm@émﬁuy s@pdidaaalol ¥, 2subsst aridet frd W tj hf one or
nor e y Se ect e rom
o a?rl? %%‘ﬁ)éad&r{:lﬁb?eéﬂpg%%gyﬁgs& ca

phar maceutl cal |y acceptable salt or soI vat e t her eof .
25 A f et tdwtier @ntiodickentprobidasfchapalsdsoofopaitari.svhedinf or mul a

(1), whegegn; R aB.naeﬁ%dan%ngte_a‘ed %n?h{at&qt_rlg& .,amoﬁr héftt?é’-:%l\,l QR

Cln% al kyl,

A drogen 30 Re, R, Re, and Re are hydrogen;

R 0 anB 'ﬂtydmtmget her with the atomto which they are
at t achrYR’, RY &8 R afethylrogenhet er ocycl yl group, optionally

subst i gt g l,w tgqsg,gﬁwgﬁ utBDEtg.&Ffo C%%ﬂol a;ya% ﬁﬁcﬂeé form g, CrCuo

|ndependen ect

- (EgocygH grougneptipnally P”bs"a‘”tbqt‘ﬁ?‘r?ﬁ%‘é’lﬁ'tq"c%l Hy accept abl e
salt oeacs Bt &' s exeehdenBSeleciedsttom Hydragehand $iele alkyl; or

enbodi ﬁE*Hnd are sm&mﬂﬁﬂe aemwml&e% a&rcnw fRrmh b £4-Cy; cycloatkyl

, and R are

W&?@@@h’w‘eﬁ”&ﬂ%ﬂf&“ﬂq together with the atom t o whi ch
they afashaiRf lcindependegiymselecoCiram Grelise iisby b219gen.g BB R ™HCN,

o|ot1:|Rtit'w\it’)lcyr3 sytretRPYDEE,, WORTPROMRS,@,, R8Ik JCREMRIZ fﬁ}c,o aryl,
ea 120
{éoge %ﬂg@%ﬁ%@?% %Rm% B%ﬁﬁgqgtl Cal [T Cr
aeefb K- Crgietesisysih-BG et e w% 2667 Fo 3D -Ca alkyl),
E’F)’Z)(mﬁTBUHGIﬂQR"'RT&C(Q’JN&HBt’he&R&ﬁjﬁmﬁtﬂnt(ca‘F‘@m)ﬁ(O)R‘”

IOfaGw (G ERCOERRAME SwiRfeid QLM s8id Cl-ts akyRC,-cRRydioalkyiRe®l, anyt, ¢,
C o heterocyciyl, and heteroaryl groups is optionally substituted with one or more R*;
sach R" is independently selected from C,-Cs alkyl, halogen, -CN, -CF, and -OR';
and :

a pharmaceutically acceptable salt or solvate thereof,

In another embodiment are provided compounds of formula (1), wherein:

R, R%, R%, R* are independently selected from hydrogen, C;-Cs alkyl, halo, -CN, -OR™*,
and -CFy;

RYis hydrogen;

R®, R’, R®, and R® are hydrogen;

R and R', together with the atom to which they are attached, form a C;Cy,
heterocyciyt group, optionally substituted with one or more R™;
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, R NRI1 RE NSQ2 OR RB NR2ZR (I) wherein: 5
R, R, R, R4 are independently selected from
hydrogen, C,-C6 al kyl, -(CR 23R 2, hal o,
-(CR 2" R 2OxCN, -(CR12i R 2bXOR" , and ]
WPRHTPRIIBhAN(R 2" R12); R5 is hydrogen or C, - GETAPRY)f/002639
R6, Rr, R, and R are independently selected from
hydrogen, Cl1-C6 al kyl, -( 2PR12b) , hab,

-(CR 2i R12bhCN, -(CR 2i R 26) 10R12i, and

s(elcsz% RE!;?. A Eil.grd%ol;mm yi: B¢ RLO and R' are independent!y
(CRS?ﬁ‘%lRZ{f M’é "%6‘9%?‘ éWWZ a‘(’tﬁﬂqﬁs’bg@skéy%ﬁdapgf, or

-(CR ;_ammr@bc)eui@auy@c@plh@e satocsadaigltheregnd  2' RIm - (CR

), heteroaryl, wherein each of sai d C1-C6 al kyl, CSC,
cydoal r

et or 3T Fmg%, AeBth s oo b8 PRI Bl

| east Fb B arehvdmerand R', toget her with the atomto
whi ch R’Ime:,{caaleﬂ ahlb,aChedr'™ arrm,a C2-C,6 15

hot er qusq,jyyr[,gegr oup, opti onal l'y substituted with at

| east -gne and R 2b is independently

sel ect%deFfo??Fl%lﬁfPagé %%nd C, -0C6 alkyl; or R12' and

Rf 2D, R'Dgest REr toghthes withethatatem to wiibh dfiey taive ptaghad, form a CrCag

aﬁétawaﬂgroﬁpam@s@bﬁtummQ@Id«mbre RYroup; each R13is

|ndep g{y selcxze_c‘; e&l frgm Cl- C6 al kyl, hal ogen,
’f" B CRI2iRL )i Or-C, e aryl

O( CRuezdFB MW“?@HB@“W@!%&&%W‘PQW BN CRFs. nd -OCF: or

) , het et manmateuticaly@{ebhble €t ambdyatelthereof CRL?JR12D

N(R'2R 2b), -C(ONR 20R 2b, and -(CR1"R'b), ORL"

wherein each of said Cl- r C.o aryl,

5 10 ABIEA SRgP A crosiep e paiegicy P g HE Wi

opt i orRll Ryeng BHwe hydgedl with at | east one R14; each R

I's i ndemands aikh,ycise] -ent edHf, Lorn,E1; &6cal kyl , hal ogen,

and qt?'s”yd &g 25 each t is independently sel ected

fromQ ﬁ 5, and 6, or a pharnaceutically

accept%bﬁ‘eRsﬁldtR BrP hyt5pa98it e t hereof. In ot her
errbodl m‘%rahds RAT eogpth@vvithe the o ol mdlish aifey faos mitkdcaed, 1rm a C-Cyp

Bup, op%gnallﬁubshﬁwd%tﬁoﬁm%%whe%l y selected
fr on 23/5%[ gennaqende%@%% %@n halgg]egh%LIO’CFa and -OCFg; or

~CR 2 SRphaimapguitalOrRaIeRisple S@(Pfﬂﬁvales\hqﬂpdr ogen or C, -Cb6
alkyl; R Rr, Rb, and R are independently sel ected

o X0yl s AT o ©

(CR12RR32‘H)" RUPRIZG98%0) : WO 2 00 7/034 3 1 2
PCT/ | BROOGARBRA.3Q, -F: -CB., RO, aDCH.BH,, er-6F 4 ndependent | y

sel ect@dsé,a,g%gshydr ogen, -(CR12' R12XC, -Cs al kyl,
CRt 214 IoaIkI CR12i R'6 CrCo aryl ,
R SR B oo s ) g

(CR52' R 2)d 1R} dqaathpry with Wﬁeﬁ"@i‘ o ehich thsly a5ejaached. dgm a Cz-Cuo
ahdeyrboyciDigfolpl optigadipaibkiytited Wiie ofsld mareyR™: addr CLo

het er ogYeRYls. m@;ﬁ;ﬂdéﬂws%fe%é ¥dm & %%IQ? Ha@gé%ptc‘Nor@' '&Xd -OCF3; or

substituted wt one
t oget heP2RaCH it PCatP efﬁ"%ﬁ?‘ﬁ?‘{‘m are attached,
forma C2-Ct0 heterocyclyl group, optionally

subst i j¢hIaGuritbriehbdimdneae broAl BmpoufBoiofkidQ),aRerel® M i S

|ndepe i elbect fr mh dro en and Cl1-C6 al kyl;
or {g\dgan% ésg k t%oSRgtaH RS atom to which they

are at*Ba@l’\@dl2 ﬁQﬂpﬁ?faW'@Bﬂ'@ at@yd¢ d\akky'hev are aftached, form a Cy-Ciq

heterocyclyl group, optionally substituted with one or more R'™; and
gach R* is independently selected from C,-Cs alkyt, halogen, -CN, -CF3, and -OCFy; or

a pharmaceultically acceptable salt or solvale theraof.
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groupi 10 each R13 is independently selected from

C, -C6 al kyl, hal ogen, -Q(CR12'R12b) R12',

-(CR12i R17b), Ca-C, aryl, -Q(CR'R17)1C2-C,0

het erocyclyl, -Q(CR 2"Rl12bhheteroaryl, -C02(Cl- C6
WORHWHHHAD (CR 2' R12b (R12R12b), wherein eaR{I/BR006/002639
said Cl1-C6 al kyl, Ce-Cl10 aryl, CrClo heterocyclyl,
and heteroaryl groups is optionally substituted with
at least one R"; each R1' i¥-independently sel ected
fromC -Ce al kyl. hal ogen, and -OR12i; and 15 each t
i s independently selected fromO, 1, 2, 3, 4, 5 and
6; or mansherembodment e ployidedcempauati ddlogelialor sol vate
thereof. In other enbodi nentgrare provi ded conpounds
of formula (I). wherein Rga ...and R are

hydr ogen. I n ot her enbodi ney aré‘ provl ded conpounds
of forrmula (1), wherein % R~ Pd-gand R 20 are
hydrogen. In other enbodirent|s dre provided conpounds
of fornmula (1), wherein R RD, ‘R3, R, R6, R7, Rs,
and R6 are hydrogen. In _qther enbodi ments are provided
conmpounds of fornul a (If Bin R is hydrogen. In
ot her enbodi nents are proyid conmpounds of fornul a
(1), wherein R70 is hydrogeh 85 and R' is

-(CR12' R 2hC, -C6 al kyl, -(CRLThR 2b), @-C" cycl oal kyl,
{CR' Fg;lf%mCrC o aryl, {CR12'R12b)C2-C, 0 heterocyclyl,

oW B B RO e S bR L BB .
hé@@‘?‘a@@r«y{ca"a&'m@@’%‘ma(cyl”@?wp‘?m % optionally
subst|ﬁﬁtg|e,dmggmotb.@ta1ky|east one R53. In ot her

ah"’g?d'ﬁmﬁgs '?u n(Prr?V' %e%ﬁgp&”%ﬂg‘f% %& f bt) fi-Ce o,
AR5 PR i, AR R IERGER TR )RR (OR R RJ‘.‘ZZB & Clo
aryl, R'{ Gia 2»'Rar@ bind@p&ibéntly eteteced yfahy lhydragen] {(@R”'Bf?).zbc. alkyl,
g%bﬁt'ﬁ"%g Bl ARG LR ARONC X, 38, UCRIHIBAICN heterooyoin, and

| het
RBraPEEPg. Msieb et PLsag l%ﬁkﬁr%uwgﬁf"?ﬁ ahagyiceco
ahetérecyipl, aps bat@saryl gravag is opfianaly supstitated B 4t lsasy pheck ™ or
embodi Renhs R &ogemawd\edalecawwmhw\ Qiﬁeégﬂécg%ildhec(,:fbrm a CrCup
WRGLEL Ay §w5 %@ﬂa@b&\l&}@é win & Hbhst dGRE) ary

t}/ oups afe optionally
subst | qa&'rﬁd af Rh' iirdqpenger vs@%adé@wmfwemd C1-Ce alkit: or

i ndepefiffend R, Begdiec vitdhd momoGhicOhenirk yachedalborgeyCasydoalky

- g4 . In other enbodi ments are provided conpounds
fornmul a4 wh i k | BEM 1

errbodl q:{s '%H'Qe‘ﬁr‘&?ﬁ ﬂ“c"gn%’ #d'gegﬁw‘f %‘?’Wﬂl %((% R R

WHEEBI"R RiCeCarsty, FOCRAR )o‘@ve%hé&lerwwlﬂ IR 2R Shetemanh i-EPe(C:-

t bemkmrqca‘ﬁ‘nﬁqheﬂhﬁ'ﬁp nmmmﬁa‘m&dh@n@w@wd‘? lwh&reif éfich of said

1&5@%&&%‘* ‘g’%‘%‘?‘oﬁfé’%@c’g Q% oqﬁ]o%ally\é&stituted with

s are provi ded conpounds of for mula (1),
vvher e| eaclssal & i@e@pdentyrelectedivot§:-Cpratky phalogeropridi-OR'AY, 4ng
subst i §adh aslintpbidediy sbi@RBroRRE!, SUDF Y, Sdd@Ndr

e i i ], 00
wher ei i o@giambesiments|a Fﬁ?“iﬂ‘-‘d ERTEPOYNSE é‘rf'éfalﬂ'y (v, y'i'%%!‘bs are

opt i on&f IR}, RLidsikd ibdsbedently bélectid fomagdrogen &, 103 bIRAES(TRITR ®)halo,

C: h 7} 124] Ofcﬁi BhRHRENT S are provi ded
cé%ﬁnﬁs of(é? ﬁ%@? {'}Sd eRr emﬁsarﬁ

hel er o%%%'l"?!"g ngqagf sel ected from

2, 7- di Bz aR'pi A’p (a8 Sy'nare- Tndgdendently selected from hydrogen, C:-Cs alky,
2, Ead*nazﬂéele&a&- ARANER TR ORI BRALHYR PRRPEL#di nyl
nDrphollnyI pyrrolldlny I'n ot her eftbodi nents

are provi ded conpounds of formula (1), selected from
N-[1,1- 10

di met hyl - 2- (4met hyl pi peridin-I-yl)ethyl}-2-[(pyridin-3
-yl am no) sul fonyl ] benzam de; N-(1.1-

"U
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di met hyl - 2- pi pari di n-1-yl et hyl } 24(pyri di n- 3-yl am no) su
ffonyl)banzam de; N (I, 1-di nethyt - 2-
pyrrolidin-1-ylethyl)-2-[(pyridin-3-ylanno)sul fonyl]b
enzam de; N-(1-cycl opropyl -1 -nethylethyl}-2-

WO BB 3-yI ami no) sul | onyl ] benzami de: PCT/IB006/00263Y
N- (2-fl uorobenzyl } 24( pyrfdi n- 3-

yl am no) sul f onyl ] benzam de;

2-(2,7-dl azaspiro[ 3. 5] non- T?I arbonyl ) -N-pyridin-3 15

yI be”hﬁ’”ﬁr%“ﬁ‘%%dgﬁendenuy sglected_from hydrg (CR‘*’R”"),C Co al,

2t LB ASPLI O kR K o2 DM DYT T Sdidicii, an

Nc:ﬁim Fheteroadd, {whprpin ieddhno! 32y ICafi alley). SChoavglbdiyle Gz Emiaghk CCro
Nre(eﬂ)tyclyl and heterocaryl groups is optlonally substituted with at least one R'*; or

Tl uor dy|-'{)1 ?ogé\ﬁ% {p tb@f r?%gy anﬁ:&olheylaieogyacle%e Zam CCo

Dot er
We&fﬁcwa) m’@HPf W]'WPPE@W}““}ZG‘PB&%&ES pi ro[ 3. 5] nonane- 2-
car boxydhat'® and RIPlis ikdéparidently $elatiep Y6t hytiragen and C,-Cq alkyl; or

Z\lr gg‘xw ?Aﬁ' Fi*ﬁﬂ%dea]r{.?ﬁl&% (aI}O it ghigﬂ tgz,ga?@ér&alea% ot A RN G dGlky!

VEA™ no) sui f onyl ] benzani de;
2. [ 4- (eddnl BBisojphepandentlyi erad ifoml CyGc alkyh ormdgyn. NOORRIPN R,
Oﬂ bﬁ‘”g@m Bt Qil@ﬁ‘l*'ﬂ@“ tt%fe?ocw yd) CR“‘R“"),hatema , £0,(Cy-

Syl a ook o Lo ve: a*k&”ﬁguweaﬁacmcm

[ @@mcy@ly( BDWWW monuoga!ly pghsgutad w:th at least one R"
(pi persagfrit |amyépﬁacreb@rsytlaenmmwes ek, GBIadEN ey OR""‘
N-but y, d‘ﬁ nsAﬁ( n*r%ﬁ 8 132, 3, 4, 5, and 6; or

yl ) am no] sul enza
N- (4nét WWP‘F’ aﬁ"°§“-"9‘? ador iﬂ"’ﬁ@r“rebel"h | 25
y| car rovilyr pipboiinents stel frayilediothepunds of formuta (1), wherein R', R?, R?, and R*

l\grpg}dwge@ {[ (4-met hoxypyri di n-3-yl)am no] sul fonyl } benz
lcer bcl)rh ol+\L éhk@zdgnl}]egtgaéraypo véecg%x{pgu%ldé gflfonnula (1), wherein R®, R, R®, and R
23f‘eh!t§'l’°smzl| n- 4-yf car bonyl ) - N-

pyr [ dumotser@bemﬁems&tﬂ drevidadiotpounds of formuta (1), wherein R', R%, R?, R*, R,

gb ldA-3-Y) - 2- (plperldln | -
nzenesul f onam d

yI car \
(1 W@ AT PR TS BLAT 25 (YR (o R bcrogon.

yl am ﬂ@?@ulmmfrmw pmyvidkg :compounds of formula (1), wherein R' is hydrogen
I\hnbuwts acé%ﬁ*wanprawl deR>&3ylcl-alm febaky, f QO PRE8BZE[ ary,
TR B S FRAPRE: 78y (O TPl P 2§ B G
SQﬁ-%Dngﬁqlllgyg Cr@;u[a(m -Cnﬁtu hgwlpeqnp Hetgroaryt groups is oplionalty substituted
yhihcaeiood §'N- pyri di n- 3-yl benzenesul f onani de;

2- { [ ( an%lﬁékmg?d%ﬂb%t%&lﬂd &Eﬁ]nh@ofgbﬁulg &)a&lgwl }

N- pyrid %y enzene i
2- [ (4hydr o ésl ?‘i“ﬁ'l R) dar Boityi AR i RMCafn cycloatkyl,
VHEEARENCsTb fao'h at6R OR" ”’).crcm heterocyclyl, and {CR'*R'*}heteroaryl, wherein

2edch 3 Saudlcccex lawpcmr eptoBikyl- L0, 5 aFh @R} Rty dAd Breteroaryl
Kér%‘%gé%Pﬁﬁ%d yr| Ute 5'91yall BEgsﬁE"tapl perl di n-1 -yl carbonyl ) ben

zenesut f onal!
N- but yi etér :b(lﬁeeriBydrq:)grﬁwdﬁd Berdoyrds anfommaiag iy whereyi R e 0 zayalkyl

51@ (CN;)(:@CJTS %er&n%ﬁﬁ?{ 1&?% rﬁ %:L;PJ a‘?é’é(dg?many substituted with at least

tam enzam

a?fvr@{‘%\yvdezwﬁﬁ%mwﬁ yrwﬂm@zﬂ [yt di n-3-
yl ami nodtsel leinboinents @rezevidekbgompounds of formula (1), wherein R' is C,-Cy alkyl,

NA2- (b B#Y axdbdimentd il ;{I&ﬁdae/ &b gVibds - oA 4SRN i¥li Whierdin R and R™,

yl ami no)sul f onyl

Ylogaber AT o PR 15T et 2 ety P PR PEHEN. 220, opionaty
yiubaitutadivéts el dashameRe; et hyl

4-{2-[ (pyridi n-3-yl am no) sul f onyl ] benzoyl } pi perazi ne-1
car boxyl ate; 40

N-{ 24di net hyl am no) et hyl ] - 2-[ (pyri di n-3-yl am no) sul f on

yl ) benzam de; N-1, 1-dl net hyl propyl) - 2-
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15 yl am no) suf f onyl j benzam de;
N- (3- but oxypropyl } 2- [ (pyndi n- 3-yl am no) sul f onyl Jbenzam
ide; N-[2-

(3- et hox phenyl ) et hyl }-2-[ (pyndi n- 3-yl am no) sul f on
‘b@ﬁ‘i‘ﬁﬁ?ﬂéy N- pent) 4- 2-[ (pyri di n- 3- b ogitons
yl am no) sul f onyl ) benzam de;

N-pyridin-3-yp2-((4-pyridin- 2 yl pi perazin-| -
yl ) car bonyl ] benzenesul f onani Ye;

N-but y, I

e N O M i s
mcp@l)&gra%latoyt’ongly [SE Hlaql Hithga st one substituent !ndep dently selected

yIrcmnCFQ)a‘ﬂqyil Ceby tiyh edty; atde hateroanﬁ and -CQ,(C,-Cq alkyl), wherein said Cq

2¢c], Gwarnu ﬂst&%amtgm@m Sptodamna Bstihda2ath ¥NEHsNom TYIoGnY £ L8, Salkyt

nzam de;
(Werl di n 1-yl carbonyl)- N pyridi n-3-yl benzenesul f onam

i de; N psehghboriments mqyw@dwm})@nds of formula (1), wherein saild Cx-Cy
[néaw&daw -group| B deetss Ulopn Y g aR g AR 3bHon-7-yl, 2,7-diazaspiro[3.5]non-2-yi,

?I J%’Jn%@%&n%)( mg;ghaf%}lsu' L%w,r}h N- (3- pyridin-2-

ro
N- {1, ?u ihere e PRPHImE Ot FrenpreNider campauads ) (farula (b Seleptpdh froga N-[1.1-
yl:liIﬁethﬂy-l(%-rselhﬁmp&ydliﬂ-b-elmmﬂt-dm'idim&ﬂamino)su!fonyl]benzamlde N-(1,1-
NaJn&h Mmmzf W&mﬁﬂlfo@f]ﬁéﬂ}arﬂﬂ@ 25 N-{1,1-dimethw-2-

I
Kps%‘r?d@w%%si‘nyﬁ% Eéddv%mﬂwwwww% NPT
n{(mjredm—Wg@no)sulfonyl}benzamlde N-{2-fluorobenzyl}-2-{(pyridin-3-
f aanaRedtenzaMide®t Ny - 2- [ ( pyavcdiiddashirdth SYbATLYSoh@MNbifin-3-
eﬂEeﬁ%anqnf nNFanE met hyl benzy!l } 1.2{ (YIS Binon-2-yicarbonyl)-N-pyridin-3-

onyl ] benzam dé;
Nl n%ezlewgqqud&h eny lq{\?ﬁd %[{(WmaylﬁnIBQ)sulfon)d]benzamlde; N-(4-
yﬂmaaysu!(p‘yﬂnya-}dbrehd)ambrdmenzamnde tert-butyl 7-{2{(pyridin-3-

noa%mhﬁh QYQSEJQMJoa SHbARY bcSbiydE:  tertbutyl  2-2{(pyridin-3-
wwmawk RS S0 P3§i“ﬁ"a§ TERPNERS ut o P RER e

dgarmw}s\y@onyl]benzamtde 2-{{4-{4-Ruorcphenyl)piperazin-1-yllcarbonyl}-N-pyridin-3-
b@pstydnediitetahige: 2-N-(epyodeh-2i(Bridh-89inng)5urbiybukdnieen Z atinetay-2-
yfpg!:ranéd;‘?o F%h,&ﬁgé%h kaﬁb‘(éf&é’r{ekﬂf&ﬂm%e NH-methoxypyicin3-1)2-
NPiPeIdRy WF"B@WE‘?HZ?"?SL(“(’W“{edl r, - 3-yl am NOYSA-EERPpHRFgin-3-

aﬂiadmp]swonﬁﬂbanzamide N-(4-methoxypyridin-3-yi}-2-(piperidin-1-

)E@rﬂb&@n)ll@@efnﬁ&nWNlﬂﬁﬁli-gMne%{a{ yﬁm'}w)%&lmmﬁﬁhm
fimpiicy

en enzof ur an
E R Ao B AR T o ol A
295("3'ﬂ-4-vtbﬁ¢$9fmsdi°sw@ﬂ nol i n- N—(5<:yan0pvﬁdm 3-¥i}-2-(piperidin-1-
2 (ddrfoyifi arizbrsytfonariitepy r i di n- 3- yilpg YYIBPENER2-{(pyridin-3-

’\%érﬁinc[ gu% lr%ﬁ:'r%]o %W—(ﬂgtﬁg X al anammasuifonyi}benzamlde 2-1(3.5

,\lt_:li(ngthﬂpi;eﬁripip-u WB’@W@ -g}yzdir(- nﬁsugqnamlde 2-[{4-methoxypiperidin-1-
y Viarborol)}-§-plridorByticheanesaiiondreige; 2-{((2R .65)-2,6-dimethyimorpholin-4-ylcarbonyl}-
Niylpghtdtnl 3 JaFeReerirdnadE; hy | et hy [ Rand¥tvbipeiain(IREMRIN-pyridin-3-

b geaS Lo?%L]eﬁESF?mzdj R P TSRy P>

eyigeanﬁqna@lforgmlde N-{S-methylpyr y|)-2 {piperidin-1-yicarbonyl)benzenasulfonamide;
( Ri-bBeylehi{fiy che by R Aitih-S-gdnt@lsul@nyberas s Y-ty Re brpholn-4-yipropyl)-
19ﬁ§\7r®|%‘ %%hfn%ﬂﬁk,ﬂﬁﬁrﬁméeam N éPPEHLtEﬂQHo)thM -yiethyl}-2-{{pyridin-3-

SRt - N (5 ot TR BERIS e S Rfeyridin 3
Nylé@ina)suiGhyllbenzamide; 2-[(4-methyipiperazin-1-yl)carbonyl}-N-pyridin-3-

Lsénmmaﬁmew of 4 4ppRH 'i%%ﬁxmﬂoﬁ@%n%y) AER-LALS Wbt

é%@m”‘@ﬂe%%wn&ﬂwwvwwmwmwd%owheimswpwvw 2
PEPyridin-BR90I6A)0N36H8:nzanti®: Anot herN-@mpaabyTeirtimg@myityile-fpyidin-3-
conmpound sel ected from N (3, 4-di fl uorobenzyl)-2-{[ (5-
not hoxypyri dl n- 3-yl ) am no] sul f onyl } benzam de;

N- (3, 4-di fl uorobenzyl } - 2- J( 5- et hyl pyddi n- 3-
yl ) am no] sul f onyf) benzam de; N-(3,4 dichlorobenz 1
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yl ) am no] sul f onyl ) benzam de;

N- (3, 4-di fluorobenzyl}2-{[(4-ethoxypyridln-3-yl)am no]
sul fonyl)-N 20

nelh | benzam de: 2- 1( 4- et hoxypyri di n- 3-yf)am no sutfony
WO 2078380 or 0- 3- (trtfluoronet hyl)benzyl JbenZP&i{!Byw6/002639
N- (4- chl or o- 2- met hyl benzyt) - 2-{[ (5- met hoxypyri di n- 3-

y1l) am no] sul fon 1) benzam de;

N-(2chl or o- 6-f | uor obenzyl) - -2 {f(5 met hoxypyri dl n- 3-

b d
P BPLDALERA ) 5022 S, W | 4 OB
NlaminospiopyBensamER: hy | benzy Q 2- 214 BethwRineadsy by icpapmyld-pytin-3-
yibeazehesolfoparhifen ny IN-Seretaivitg B2-{(pyridin-3-ylamino)sulfonyilbenzamide; ~ N-(3-

Muamsdnﬁa;zq(a?{amgmznobs(&nmmﬁwyr | Q-3 23y BRL AR Bidin-3-

b ERAigT ) A3t hayinasgagprtins vegiogi iy pearies
| M-GBrrydtholybarzsin?-teyridind3-ylamino)sulfonyljbenzamide; N- rnethyl -N-pentyl-2-[(pyridin-3-

&ﬁMhmMMMg@ WM&gﬁT%ﬂfx@ﬂzﬁeﬁmmﬁHM&%Mmmw N-
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! ) ide 1 xyethyll-2{( yridin-3-
33:;14"%%»%?%{'4?3«4 b PB% ok > o 3
I\I{n&hﬁbedzafnldam‘-ﬂmeﬁ}@ﬂ(ﬁ-@é&a@ﬁw:ﬂy—p—ylﬂanﬁholwl&nmbenzamide N-(3-
yéﬂo@&b&% dn%ﬂ%l( W hgé“ Rmide; (152 cyclopeeyt1-

ut

i % ’F}%ﬁ ? B‘B%%ﬂ gﬁw}neng,g S Baroxy-2-
NP‘(aBlaﬂiﬂjﬂ'@ﬂ‘ﬂ]f?{[(ﬁ‘H‘teM*EENMY)F"ZW%’@"W@PMNMF&)N {2 @idishigrobenzyl)-

yh-}[@ﬂﬂeﬂ@iy‘é%fmwh R & bE Riam@B.N-(2-chloro-4-fluorobenzyly-2-(5-
§L§d nﬁgﬁélm&k%&%é@&%%ﬂdﬁiéé R1TR LYo hindh A 20

meteﬂxapvm'w S wipgytpenzaryides Ny Heorryx SHPPe Y h2-E5y | ) ani n
a]nsttldnmngnh ¥v)aidinopolfopHibenarsida; bg2-(3ehlorapHahpjethala{(s+ cal | y
aas @e,ammgmroﬁﬁw@mdet h@{@qunué.r@ph@a%h D#Jthwethyil 2415

I\ﬂ‘("g"xliprzg‘i"% P Iﬂi"l"ﬁﬁ @ﬁﬁe?m.Se”RQmﬁmf S hSeazyy
( rethoxmtidiosylppinolsitionsBbgrizyraids; N@'@M"@Mh}ﬂﬂ%wmywb%w}

aFfe® &y pyhii &Swfarrﬁiiofshuéﬂme&ﬁﬁmydl ]24 Mo%-cgﬁnuorobenzyl)-z-{{(s
a 0 e
NF PSR Fi gL b A e, ARl B RERTN S ooy 2 -
3 mnyMﬁr@? gmqgﬁyl[o’\wgwqu gra pharmaceuhca y acceptable salt or solvate
Nenhgrdeff | uor o- 3{trifl uorometh
1) benzl)(Lr]oih%r Mh@&m%‘s%%ﬂyar doﬂbghngselected from N-methyl-N-(3-

|
XS T AR D oA s gporgmety A
y m)ﬂtawmwmwmmﬂnmmwwmmue N-methyi-2-{[{5-methylpyridin-3-
Nytfemin@ s@ifohytanseaipBazithitie; R-(§,b-GiflroRibBRN Y RY G nttppianls-

ofar o AR S PERRRn R dbuprie, cor

rmaceut ca
H)aawelﬁlﬂ@w'}%%&*m#%ﬁ -flighlgmbgrzy&-fi(5-methylpyridin-3-
Nyifa@jndlswliohyl} brorapiden Wyd-Jue@-3({rifubromethieyapiy 2-{ [t ot $ipRBin-3-

)aﬁmoﬁmﬂmba‘n%&e} N naﬁtlabewsﬁ Rkif2 yipyridin-3-
qup al | acce@fﬁa‘g@'lenﬁffm 2{[(5_%5;‘1} Ig_ereof

Ny jagiinglseiionyl} brorantiden zmsamewpfr(dm-armmmwmruﬂws
y lifesrbrianiosibenyiiyth e Emiae; (e a-cifidro-2 nRBE AR £ ils ey idin-3-
aﬁ%ﬁ?ﬁoﬁ@onw} e%ls%/mugaeN?ﬂl \&%hgnéub re:?z% Z-H(%'r]me]i.hyipyndun 3-

NftRmirolsy opy) pemparaiday NY B $-ighidrobenzyt)-2-J(Srmsttivioyigiodr i di n- 3-

Y Waaitb@ibsubdnginide RenaaN-gea- m&ﬁwﬁ\erﬂhﬁﬁmqwmtﬁﬁﬂMﬂ 3
acceptable salt or solvate thereof. Another

enbodi ment provi des
N-[4-fluoro-3-(trlfluoronethyi)benzyl}2{[ (4-methoxypyr
i di n-3- yl)anino]sul fonyl } benzam de, or a
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effective amount of any of the conpounds of fornula

(I'). I'n other enbodi nents are provided 40
pharmaceutical conpositions, wherein said at |east one
anti-HV conpound is an H'V protease inhibitor. In

Ve Rw7/0BIHodi ments are provi ded such phar maceBETEBANN6/00263Y
conpositions, wherein said WO 20117/ 034312

PCT/ 1 B2t 1 *61002639 -22 H V protease inhibitor is

sel ected from anprenavir, - 73547, CGP-61755,

Uk o o,
(sommeltiosneybeniEide pah - 1SR AT YPPR A BE T R
Iyhd2RGsultb)brA3%6; or E’E)'naiﬁfétﬁﬁlﬁally aeceﬁ!d:ﬂkﬁ@mor sélSéTe BaFrdof.

DVP- 430,007 eﬂrlzgd@nenl\@pr%ﬁé]m a%&sﬁﬁd seloReld ARY N-Fnethyl -N-(2-

ti pranaviir

Dpeﬂ)%egw}a {(@ﬂf:m_&alpmgr)@sulfonw]benzamldae I@Y2-(5—megxypheng:rll}ethyll—2 {{pyridin-
:{-(!@@uﬁ@}f@yl]by@armﬂy N3 2-pliedyibtindr ipyrdh-3-ylamino)sulionyljbenzamide; N-[2-
yﬂHﬁi—S—ﬂarﬁlHﬁﬂM&r@ﬂﬂe%ﬁ?zlﬂb)N 2+ Dmethyipdbibihi}.2-
e tr Ao ks gL Ry
pmhsmae@wnv&@nmwﬁp?o@ﬁmawn@mwdwm@rlwlsg%awrﬁwwwz
pﬁrﬁﬁm&m:ehﬁhidm N-@&thyi-2-({GerhaiBApgdinf 3 yyamiasTutienyR M 2-,
M@q\{ﬁehzamﬁdbwgqy Em,nﬁ%f%kxﬂ@\ﬁ { meuw dd%(dutﬁse

o FRFISHFPI G 212 PR SR 2 I eI - 10
(ﬁﬁ)inb]sLdtbdyﬂben&n(cbﬂ&,[(&&hoxypwdm-&yl)ammo]suIfonyt}-N—[Z {2-

“ ReUe Qi ek dtndy g @indoRkh L DA RRO- 4- phen
pabiian "3%%**5@5?%#1@5 F*&Wﬁ'&%ﬂf”wﬁf’wf"ﬂﬂk’“@&%3&.b?éﬁ{
pmﬁbﬁnﬂ'w)@huﬁwnfﬂmen%@é@nﬂeww@oﬂﬁbﬂ}ﬂ(&ﬁ@mm@ﬂ'eﬁn
S@)adllnaltulfb@ﬂlﬁahzaﬁﬂtﬁ N2 2-thi ofpBdnyI AP 2 (Bl dttxypyridin-3-
Y@“inmghﬁ?flgﬁéen%fn{x%zl@ﬁ?éihl Wﬂﬁ Qg.w g%@é,ﬁe{mﬂwﬁﬁ}Z met hy

CrREOARry e s B a e aen@ﬁ%;ﬂwwwnﬂnot her
eytotie]seiiylpnomidd - (2dP-aorehenptietngli2-{(ompgriytidirehs

Inbj3 Lh e zaRfide A 5—%@ |H-Biyl)é?|§mo]sulfonyl}-N—{2
ﬁhgg%orggﬂg 3@@%‘%@%%!1 8%{2Q1Xomphenﬁ]jélhzy!]%—(ﬁif%gﬂ%nerpyndux;

yﬂPmW]MmM%WWI F{4-mathaxypirdiaBotigminolshied-itt2Rboxani de

) (mﬂeﬁr&ﬂémiy)ﬁﬂﬁmatﬁajﬁbe(n&ﬁﬁé N{BERhloREhARhy-2-{[(4-methoxypyridin-3-
i Bl ARG ""iﬁ"é*“é%@ B2 e

C!'i Wp]&ftrﬂ;gl}@n@gvdsdg( (P2 p-din uqsqphenyl}ethyi} 2-{[(5-methoxypyr|d|n-

N et BplsBfodyBbeprathira( 19-{2H2, wmompytnymammm&mdnos;;mz etrah

yﬂfaFﬁlnlzz]kLIf benzamide; N[2-(2-maﬂm£phenyl)eth§}-2-{[(4~ma §Ip idin-

yridi
t $
QUL Lt R AT IRy SR Y? 5
clepiraindfonyfibenzamide) %lzdﬁhlormmnﬁe%éﬂmmmmfw
aﬂ}aﬁhmb]abrb@ﬂlﬁbafdﬂ'ﬁtfe N-Fu8 b lamiiorgphéeny) sl 2<{[ 5t ettiollyparidih-B UCh

AAhIHE fgﬁ? RRE S ARo-« SRR B E RS AN

. gamnawpn i g guorppnics v A Gratermdn
cyin@piSuianylbenzrntidegang [Ny{2{3-vbrery(infiuommeihyjphengijethyl}-2-{[(5-
dmémwmyshﬁh‘%msmmw 89 pharacdu®@BiactpEBHO Sdh@r Qlivate
f@lr la (I). and a pharnaceutically 25 acceptable
carrier. Another embodiment affords phar maceut i cal

c onpos¥eiheybodiatpareviden g compound salectasiiem N4 mothuarebenan)-2-{I(5-
f mélﬁmﬂyﬁrﬂtﬂlrh—)—yi)a&ﬂﬂ}sﬂhn)ﬂﬁﬁntadﬂﬂiés/qunﬁuWhéﬂﬁ)eﬂlylFEl{[(EJnfb&@ipynd]n

equenti al
oAbl bR, K4 AR A SRR prls® T
t Y'lé‘sit“ﬁié%fpnv&‘renﬁwﬂer '?‘rl“s‘%iPf&%&*ﬁi’ﬁ?@ﬂemweﬂzw}%ﬂ(ﬁ@}ewpvﬂdh&
eyanilos@iohybentamidelr 0 4-tded-3etandathgfheizalid- s imemgxybiidin-3-
nmet abolismof a first conpound that is netabolized by
cyl ochrome P4503A4 enzyne, conprising adm nistering
said first conpound and an effective anount of a
second conmpound to said mammal, wherein said second
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-23 fluorophenyl)propyl }acetam de). Further provided
herei n are such nmethods, wherein said first conpound

3-[3-1sopropy-5-nethyl -4H 1, 2, 4-bi az
‘@96 f"y}ggo. cycl o(3.20il oct - Qcnitinddizes

8-vyi }-1-phenyl propyl) -4, 4-di fl uorocycl ohexanecar boxam
de). In other enbodi nents arg . provi ded such nethods,
wherein said first conpound s an anti-H V conpound.

'ﬂa@haﬁrm@mﬁﬂmtmle s-aﬁ&y@ﬂ&ﬁg- ]sﬁﬁﬁl}.mt(flods
I N an N ease

I 'H‘f#gﬁh?rgﬁeahyﬁ??"wg 8 4‘r£°hn§mg° 2?‘.{5( ‘“°"rYB‘(’/‘ Gl g d such
ridemioelsuiforubkenzamitehi3d-dugrobsney 2o ey in-Gyemiolsullonyi-N-
SrRétR e REmide B (4-ARRYRAdRY - ¥ )amincul G RMIAY(4-NGEnR3-6 1 755,

J [
9&‘5?%%%@*’@‘@@%@“& %*L%Eﬂ%*ﬁmﬁawx*ﬁmﬁeﬁﬁs%%‘%@ KN
1(nqotomagpflaenzyibenzagide N %6, PD
1E2BRsuiBP)-HFEEBenzRidd: W&MQW@MGG@W)—Z“{R&mBMYPde-a—

Qhﬁmﬁkégum&%e%?rﬁm rb/l'é-&fam%ﬂemy\%nf}ﬁ dfe3-
0 ran%\é darun V|r ?rsfccﬁ E’genzm_zt_%! meg%ynﬁpg 684.

rmw@sqtfemmmyu @mnwpwimamwdlwwmbw@o&
inemﬁbﬁmﬂmetohwmﬂmaeuﬁm sctephdbidisaeor Senadmetanni de, and
osa

D oo SR dedin it Hflow s AR, % W“?%ﬂélﬁ’;smw

| iAmsherPyiE-Sytamincisuipnyi- b metHpanEaTds uprohepgylF2-{(4-

I intibanamwridin-3-gimopinclaaienyfibenkamwide; H$2(2 ﬂhmhﬁwamyj}z—{[(Memomyndln-
as ﬁﬁaﬂﬂﬂ}éhlfonyi}%lzm Fi44-AuBRL3 AR oFometnifbe /EHRY-([{4-methoxypyridin-3-

run 5
(DR B GGhropenan 2. SSPIPe 2 net hy
| ﬁbﬁ@g}yqﬂf}amgﬂmm and N-(3, 4—d1ﬁuoroben }-2-{[{4-ethoxypyridin-3-

PRRMKbBLIcAT MYhthybetzatlidamt & yHaracautitdly Scceptdbibi saiCor4oled thé@bof.

ami de .@Qr%uiep&mmn@yomm {;s'mu%rl:%mmqmémomygdin 3

enbodi ment _are provi erern

f Y‘PWOEHWWHF;@QTW[{‘? fS? pr@rr[lagauﬁcally acceptable salt or solvate thereof.
| Smytheogytiodientptobiges-N4(Bi4-H|fiGorabenayl-a4](irestbxyplydttingd 0- 8- azabi
cyﬁhﬂbﬁu:@nm&aﬂ& MlalphdrmBlRaitsiyRERPMbI st of soivete kel ebl. Ahother

clohexan 20|n hr .

b°8 e"tr?fw'd%sﬁ‘gﬁfr g“\%a'%ay‘hg‘?‘hgﬁ‘s xyﬁ‘ﬁfr 0\% ng the
pHEF‘W&E’éﬂ?MB@é@" &nora Ph?Fﬁ‘ﬁ?Pﬁ!’w'&Yfﬂc@P‘FP'P galt opgfYpie thgepof. Another
canmimhwp@vﬂeﬂnwﬂaﬁres{mfgorsaew)Bamﬂz{qempmm@namd- an

\Aﬁfaﬁnﬂ) Jstfifony Q&QAM?J 9( pﬁarﬁn@&gﬂgllﬁmQHQgalttopsoﬁ@ﬂe%a%mlather
Bre n Sag second Qﬁ% y sel ect ed

PP A O Bl Y ooty ersamice,
metdrhersnacantivaliveicrepable ehitor solvatederaob Unether embodiment provides N-(3,4-

6@ s eexyhyddibagh ﬁg%m&mmmmﬂw&&&eh&w 3{ (5,

7611.#;;?56@%/ % ézpﬂ?“%%&' tﬁo[?‘%]pyrl mdin 25

dr o- 2H pyr an- 2one, or a
phar ma!& q c“'&le‘iim%{l‘Pc é‘ﬁt B’Bﬂ%ﬂds%aﬁ“"‘*“ﬁ‘@‘ FIMPOsitigisy (ramprising an
pefteciivel eathotirg e atrieaatr @e Soropount binfodtsila (\Whamd @i phasatabtidally sdceptable

C 4R, Uﬂ@lﬂaﬁer‘%:&&r@ are pmaded harrnaceutical composmons further compdsmg an

4 1 t
Bl ) o S 0 A48y b 165 By,
I 9 g et AE YR RO EHga oamiegifons. \eess{ Bid ¢3! one
3ednReidytha R ind@polized b3 cytochrome P4503A4 enzyme is an ant-HIV compound.

fl

iy - Bt e e T @Haftfcel copdpuren ChanBidla o ofBuve
C]arﬁ%n} aq zﬁéeast %‘8@5’89&9[‘0&?‘@‘ is dhetabolized by cytochrome P450 enzyme and an
Neffecdv8)anidurt 3¢ @19 GO thé Berholistof foyrhut)Tah byibr-einbbdibenls sre tororided
P)f‘n'%rgaz%ﬁﬁf §° qos[hons dvhereln said at laast one antJ-HIV ccTng%und 1: an Hiy profease

azabi cy

mpzbltog Rbﬂy'ebﬁm@ﬁme?thPrawc?/vbdgq:g{cgmqﬂrgaceuhﬁgl CPMPAsHiRNS. whereln said
enbodlnent provi des such net hods, wherein said first
compound is (N-{(1S)-3-[3-

i sopropyl -5-nmethyl -4H 1. 2, 4-tri azole-4-yl } exo- 8- azabi c
ycl o[ 3. 2. 1] oct - 8-yl }- 1- phenyl propyl) 4, 4-
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invirase, |lopinavir, atazanavir, palinavir, indinavir,

ti pranavir, darunavir, brecanavir, (4R -N-allyl-3 5
{(2S, 3S) - 2- hydr oxy- 34( 3- hydr oxy- 2- et hyl benzoyl ) am noH

- phenyl but anoyi F5, 5-dl net hyl - 1, 3-

wWhtezolsdi ne- 0- car boxam de and fosanpr enavi r PEHITRMEP263
In still another enbodi nent are provided such

nmet hods, wherein said H 'V protease Inhibitor is

(4R -N-al l yl - 3{(2S, 3S} 2- hyd?%‘xy 3-[(3- hyd roxy-2-m

ﬂW‘iﬁhﬂ?&z %%R& a?‘sei%é‘éed ﬁod-ﬁ Rbyenitt boxam%)g c%&';%ﬁ 5, DMP-450,

éﬂ%‘dﬁ i prRnae Simse H‘E’H’é"‘rof" MEAR. BleganAy. paligavie, 63‘3333 KN
1-e13l K7z orG-11350 ICGRIeYZEsNPR 0 T3sde, PLO17T2a8RD 178380 H0 i8sag. U-

3648b4)1 RS8N DMPQsE AhE.1FRITIIK 943N vﬁﬁf:'@%air‘{a%r afigeatatir, Qfanﬁavir

bstatn . e SEEAeF ¢ CUR AR g8 s

melibaraey)emino4-mhanghutinad-Sodipethyid. 3diatolging-d-cerbexemide. and
GRENSBHAUr bafciuie 18 6the @mbédiiantshas Srovided beuh FHarMadeltical cdnpdsltions,

Pﬂé%& F%&.d ﬁf{?gp%%as A u}%{ ‘(2‘14;' ?% ft% RO e NGO sSRInSbir,
RS 4

Pdﬁi”lﬂ"‘S aﬁ"éﬂwq pﬁ'PPVI pdipavr, iPEpsy|r edamngyin bigsapayy. Hreeaspvir.
GSRNGIB 322,33 Kty By 3 dhyiras By giytbeiyioy)ed indi-4akdhenyloutanoyl)-5,5-
Q“nfe f@:ﬂ%ﬂ.&?ﬁ%&ﬂﬁ%@%ﬁdﬂo@&% rer@liN ¥dicium. A further embodiment

tpfovn 9. %‘ﬁlehi?%s Laiﬁay %ﬁp@&@é&%&{;ﬁ&% aﬁleist one additional compound is
JHN-a8yhaH (RS 35 raahtyHrpky-24l{ Fhyeroy-2-petydtianadyiamingl-4tphemitetapey]-4,5-
Qirneﬂw}lplya' mtdn@ne&&abm«csél ete, or

N- ( ( 1 Q%b(%ﬂl% é§WJe§ %ME&(JL@?WP& cgmgds%g aﬁt Jﬁgaive

dn 1
ETBYh G nLNr{umLassoerzmey«am 12 41{5plp 4+l prop-azabicyciol3.2 Tlock-
JﬂH‘ 3hédwﬂmpmmb¢wmﬁn]ammﬂ egthyl Yetdo-{@i(kst-idacetylamino)-
8886y 18 3. 1Rt DADEMeWLS 6 F-RodiRbd. 1HikiSizof,5-
C@gﬂ%%“ %%al S ( )1??) ﬂ?&z@ -g7do-(5-150butyryk-2-methyl-4,5,6,7-etrahydro-1H-

aleéqze{**iwgpm(»ot ﬁ%ﬁeezatﬂﬂv@%P-élee%z!]-l—(wuorophenvl)pmpmacetamide). at
Ji2€ton8 chhgourk dp e M8 a-pharfhaceutically acceptable carrier. Further provided

|
q\eﬂcelngaPJ n%%%(ﬁga?rpa%@@a?suc cg@éﬂsm%h kaa@@%h'& t of (NS(18)-3{3-
Aprerpretitfdiidrazele4y MPPMWF‘B?Y@%@% 11°ﬁﬁ*YB'i1tPB?"ﬂP'AWH 4-
fdlﬂuddmclol'eme@mﬁntldep rab\eastemrpaot diddrn@dal ). andisepraimaceutically
s&aéegta‘b-ﬂggénm,ot ease inhibitor is sel ect ed from

anmpr eAnoh er em im aéonds &%a@uﬁ&? corn;?osmons gdénprismg at least one

nel finavir ohavir, Ui ha nvi ra
|coppayed;iof | fowwe tlp gnd aﬁtnazra'rfﬁw OMPRHRH | #5a9| FOMbES FFSatiops for
KiNukanédusd, s&idlate? 12, seduentibll ABDinistatiby @l 45 Hiv-Rictdd Iemal D the

Déé%?ﬁafr?@é%ﬁ%&ﬂm PD 178392. U 140690, ABT- 378,
450, AG 1776, MK-944, VX-478, indinavir,

tiprafa¥M ”’lﬁ’ﬁ‘l‘"ﬂ?f‘éf\/?'? provigpd, gihadsi of intiisiRg dte) metphefisr gty a first
(carpouny! i iy me@iioi2s b @@hmd PASOpAB priz3mi wompising @dministering said
ks B pREHAZRY L) SR lamdurl bﬁmsﬂcautoamsaah& toESaIE TRl itdreid said

a{ol% %r%ogr% Plseéd&?h&? %eggogig?onnﬁéuaaﬂd wdecp ﬁ Em arg such

cium rovi d
r?ﬁ”ﬁﬁ’d&“"’@vﬂ &Ridh firgt compynd-s \9“’8‘(’?95'? @@ﬁ%mdl"drﬁ)?’%ﬁ]':*ffs-"‘
MMW]ﬁazom1&quymﬂan-2MJmmﬂ-ﬂ4hmyﬁ G-ditydro Ridupyrain-2-one, or a

%%'a&@ydaﬁy a ¥able §§Iﬁthenje<§fp|lrn Qﬁﬁwer emlﬁ:ﬁiﬁ%ﬁ%vbrfwided such methods

p‘&gf@gnﬁv{ F st o | n'?']\@ '[5:”({\'-)‘,1 %r g—g\[a yl—4H 1 2 ‘A-triazole-4-yl]-exo-8-

reyehicngi. 3 I%mep@MﬂMMWRWQmm et ydnor{8-
tl@ﬂWﬂaimﬁanﬁnﬂbwﬁubrﬁbhemm%pmfmmyuaé 9ot 4/F-ARRevan de.

f 0S ren urt
WniaS 2 REr R ke ™ Aot ¢ g&‘ﬁa»?(%?ﬂgiﬂm e
(4@;@7 Rirhlydrg-1 5- 8“'(@2[455 gsywmww@mmqr( HOdh%ll bidy - 2- 35
nmet hyl benzoyl ) am no] - 4- phenyl but anoyl } - 5, 5- di net hyl -
3-thlazol I di n"-carboxam de. Al so provi ded her ei n are

uses of a first conpound and a second conpound in the
preparatlon of a nedlcanent for the treat nent of HI Vv
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wherei n said second conpound is selected from
anprenavir, CGP-73547, CGP-61755, DWVP- 450,
nel finavir, ritonavir, saquinavir, invirase,

| opi navir, TMC 126, et azanavir, palinavir, 3. 1
YRR (275, LG 71350, P 61755, PD LTSABRINERYHe

177298, PD 178390, PD 178392, U 140690, ABT-378,
DWP- 450, AG 1776, MK-944, V)g 478, indinavir,
tl pranavir, darunavir, brecanavir, DPC- 681, DPC 684,

(ﬁﬁbp%ﬁb&ﬂ)}a&t&rﬂd’%ﬁ ﬁﬁ&er%ﬂmd& Rardln 3rel dud l?a?éﬂé@é}’wr%rem said first

Aot O R AT T A e P TRz oot
c%ﬂdu henyinrepaii-hé-difuansordinenanacaperiddle Sn Skbﬁfrﬁﬂlbs@gﬂnts are provided
VALEH Bthbds atheEreagio Ak cbpauadre anl Brili-HI% cittlotrait @tbtrier efbodiments are

aﬁRﬁu%E‘ YA rqemrcl@ %J}QP( kdid ?n'il-»-ﬁ\p&ﬁq‘bbﬁnu 153{;11%0 rﬂ?o\’daEe inhibitor. In other

I'nvirase,

| ﬁ%ﬂoﬁ@wq are @Wg?ﬂﬁ”d? mewuﬁgﬁu} satdblf,l\é eﬁ’f‘?ét\’ﬁ iphlbltor is selected from
(aﬂrﬁ)'enbhraquﬁ 73847, (QS-3135, ZDMH’\-yﬁJ rretfinawir 3fitb@avin  yedjuinavlr, invirase,

rl@i&év@‘f‘iﬁcﬂzﬁ AMdzadavE RERa] Gé 353, m14m4mm e L BB €GHLE1755,

y
b s 26 50 B g B Phan sty S S e
e%oMMﬁ&wtlndmﬂvjw|ﬁaeeavsutawn@re;'e9recanh‘érr OPR-68% HRE-GP4 c (BRAUN-allyt-3-
B—ﬂydréi -3-{({3-hydroxy-2- methgdbenzoyi)amlno]—4-phen3dbutanoyd}-5 5-dimethyt-1,3-

Getellbndl S ST LG U e
3§‘l°'h|"52‘8‘l’ﬁ '"éPaE‘a*i"B&k%%F%lﬁ‘ ibiiey] rig ﬁ‘é?c‘ H’Bb&f‘?f@“ﬁ't"& nelfifavir,
piitoravid sagirebir, Uswase, Whieavei Blazaavit, paidavira mdindvirl dprdrevir, darunavir,

ShrBushdv@neous, (S@)Dﬁél@ltse{(zs%}z @aﬂ,u,e 3. aldroﬂﬂmnghﬁﬁd'nﬁ;ybﬂho}dh

fﬁ}eg’?b %"%’rg?cld“eamr%" %Glgé%%lﬂ e and fgsargprena\nr Zalcium.  In

prrefha eRtiogimers fareprpiden @W&)whemimdowwgmmgd is (N-{(1S)-33-
PI3ai SPRAGAHIHYRAHE 5,2, tria -4y [526-648 £hbie RINBORI6E-8-A}- BpHBBARTBIyI)4 4-
V\@ﬁ;@ﬁ,hﬁb y-1R rb&x%ﬁnge 25 compound i s selected fromthose

O )

or mu sai d second conpound is
Dbt b P PLE PSS it BTGBl TP G e otetcs in o
swehmal o€ firshisenmurd, semmisise edmidstaiogped fidt cenppddd (ahd S -effective
3ErRouhtSP B ELEN compdlRl [)ekia themdhal, wherein said second compound is selected from

2,4-1 zoI e~ 4 abl
[t(')"% 8 gorrrﬂa ‘)elE"]erl Qodﬁnerlfpromdc y sucﬁ) ['nefhods wherein said first compound

4*54519v°f°|r’ @ R aﬁwﬁs%?r&@)? -dimgethy§.2.4ltrtazolo(1,5-alpyrimidin-
12-pebihy-B-h ¢ X PP, 6B re BH-pyraiFd-oh@) -08- § Spharmaceutically acceptable salt
f lnbkadr O PR frc)vﬁi[z@%u] B .%K BG4 Clifalenr At irst gampound Is (N4(15)-3-3-

] 88{%ﬁpﬁ&% yh-gf 524 éqaf)%ﬁyﬂéetxg-tagt o ?arzo 1]c:>l'ct-8-y1}-1 phenylp pyi}-4,4-

NdifluorrSicBhéxaratarborgBidt)s obut yrethl- 2- met hyihdo48-H355-3{ackigtamindiyd-(3-

dﬁ&robﬂr&ny!)propw]-&azatr)icycllo[fi 2.1joct-3-yl}-2-methyl-4 5.6, 7 -tetrahydro-1/+-imidazof(4,5-

] njhﬂ?\ée. uofgpﬁ)én;‘?rld) %F( §8et(§'§)ﬁ“§% |9kfm§t—4lfgér)g{/em3§¥d-o-1f-f-

almagiibhelppgidis - ﬂmﬁ%’rcw S he-fuerprigtferopygacetamide). A

( Nrtfef eBPpodnérBpraviopy ey mdihomstmieinM#d first compound is (N-{(1S)—3—[3~
nsgprtfbyltff-ﬁ\m@1 4 4xﬁako¢§as pe‘io.%mtc%a DGyt %g)sﬁénwﬁ

[ 0 Xanec, oX
ke Rty o s'ae o OB £ v, Ho LR vhore
B?Kb&lﬁbmuﬂdsisaﬂ ﬂﬂ#'\bmwwe Inngthesi ampedimaxtso pigeprovided such

e H@lﬁﬁsmiﬁafd@ndﬂlwébﬁiﬂoMS &San KM ﬁioﬁébib iSiter. 1S BB & ehbodiments

O%%g:%@%ﬂséﬁlbm%lhﬁ WQBrenf ng\f%grraga%? m[hg rHoar1 is ?Jec{%é z'brn amprenavir,
s G340 GOP-§1A8H, PMBéSO P%Pﬂravmawr Wa@rﬁmwram@amv.womﬁ

pathianavit] palindei- 88383, KN 1213 KBi-24ENLe-72358, cbte 17$85¢h 173608, PD

U850 EY P 3%, Eh Aty el Aggre Wiofe s

i [RefPayisy fpranawp datunphir | DrERAPRYIa PPF-58hr BREARA i RHbRIgHBRS 35)-2-
40 DPC- 684,

(4R} -N-al | yi - 3-( ( 28, 3S) - 2- hydr oxy- 3f ( 3- hydr oxy- 2- net hy

| benzoyi ) am no] -

phertyl but anoyl } - 5 5-di net hyl -1, 3-t hi azof i di ne- 4car box
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conmpound is (N-{(1
S} 3{3-isopropyl -5-nethyl -0H 1, 2, 4-tdazol e- 4-yl ] - exo- 8-
azab|cydo[32 1 [oct-

yt}- henylpropyl) 4, 4-di fiuorocycl ohexanecar box
v(g é{)"?[{jé'tj 1- endo{ 8- (( 38) 3- PCT/1B2(HK6 llll2639
(acetytan1no)-3-(3-ftuorophenyi)propyf]-8-azab|cydo[3.
2.1 Joct-3-yl)-2-nmethyl -4, 5,6, 7-tetrahydro 15
1H4n dazo[ 4, 5- cj pyddi ne- 5- c&r boxyl ate, or

Myér&él,@[(&%yﬁr&y%rm&nﬁbﬁnioaﬁhmsmtaﬁbny%umg I5=tfin ey, Lihiazolidine-

A S1OdoBPIE FRRM 1 P STRIIDS/R e Pvided such methocs,
Jvdotemsatylfqv drotegse ithiperdspteieniod fram epRreaasc aelineiit alonaviy seguinavir,
nﬁmssed@pﬂaaaﬁ QtaSaHallr, BSiRsir, iMfrevICiphanadr, 8hrsaGiH BEcaraFPRRINIaliy--3-

3 rr[t;% ﬁ,@&ﬁs&fﬁf §9Re8@1renzoll)arrr 30]-4 -phenyibutanog5, 5—dlmel.tn§1
@aﬁo%taAg;a :}afude and fosamprenavir calcium Inv still another embodiment are provided
pﬁnenmbtpasd@pyhe)elm sdid ¢inf bmmascadyfmtmhuexm}emme{&ams)sl@)ynmy -3{(3-
m&l‘i@éhﬁ%&nﬁ’rﬁ?&l -SHffbu s.m%uﬁl ﬂ&%&&@h&&?&%ﬁ%e

2%3%% v eprpel PRy 3@%95} ﬁ’?@ﬁ%?ﬁ' ERRHo5 i ) v-nfctad

croanpeali somirsing edrdusteritg forseihmarspelcan@eatve @Rt PBSAR compound and
Cﬁ%ﬁ@éﬂéﬁnou&“&?a s4&fAd cotftobrdNaerdin safd 1P @dhgoundsia @kl HIVardlication-

ras

By 3Snods P pRE YA sock oy & %%@@Y%@‘%‘f%ﬁmﬂp@
1ww6embpﬂymwwzwes pEsh1mehegs) wheysing seish st compound (s G
ABPropy8. maBiyiiHd § 8 4-ridfsieldffj@xo-8/kzabidvt o\ ot B vi)- 1 mnmww 4
t hibRERAMhdxansd@bokBAME) « 25 BR@CanNaVvi {.gndbllfa% 3 (acetylamino)-3-(3-

(D’E&TSW‘%\JPP{}X" S pzphicydold &y 1og Sl AmeRY- 42§ TSI HYPdiamidzeis.S
viginesfeereyiiatam ero] MO Bl wideu-tepur)-2-Brethvidi St thtyahydio- 1H-

smch_ioﬁzsa&mydmeﬁ&aﬁbbw et-8-Apd3-nlashBRN R BYAcklamide).  Yet

gl lar“SF}.boébn ArEWJeQCdTG& Jﬂﬁﬁ& ergw ?a%g F'rstu un‘éh? rr@-t('ibya-[a

sal secon

BRI SPRSTA -1 & PRI e AR PRl e ST oo
| diplongpiohexamazenaide) | stil qnahernmvment gicidm auch methads, wherein said

t il HAN@Wpbund GAHHUIR Ylolease HMHRRR N Vil fther embod:m ent provides such methods,

I 0
i Y ey '%*ebﬁ%syaﬂy%é’rﬁ”ﬁﬁa?mgm% ARG s
W PaVI ronaY, aazvewvm ipirase. 'ermﬂb'bmﬁﬂa% atazgngyr, Pﬂ"nawr 6$-3333,
fma:mmifmam LG ad50] CHR-61A58) PD @73608YPD A 7 7298/tPODI78300 CRES 178392, U-

S%Ebousﬂx%% 37%5(&5—45\) S ﬁjrgﬁeﬁﬂ Wﬂﬁo q%ahrs npranawr daanawr

N-al | % oxy
(e ) nhPiorLa DREAG b Y P gL b S hry2-
3methyltaepayiEminel-4pleaylibtsoayii Sdsdimdthyl- b3-thiarolidinb d-carpoarhide, ar e and
PloStiprtRsViraaMiuRf éth%naiﬁmmims +.&%¢u£ieﬁ1ah&m WRRIIsdl HIV

t hr§tsas§ m&%‘?cmsnsle%ct Og]m (r)Jna f niwu'r rﬁ%rﬁap d d[ i(r%l\nra?e lopinavir,

occurs seque
a?lézam"ﬁ'v |Pa@a”'rar1'§ﬂ'r6?" 't W@’nﬂ‘@'t Wéf&%ﬂ"lﬂe@@ﬁ%@d HRINERIN-3H{(25,35)-2-
whyerogy-Ji(3-heroxazhniethylissnzcatdmin]-ophespbhuthnbyissa-dirastioyl- $, 8-théaadlidine-
CRERQAGe, 406 Wsﬁm&gna%hgaw ALdydHRr ellnﬁbdmehﬁ wdes such methods,

enbodi ment.s are prow

g AR G R AL RS
mﬁhﬁwn@w}%ﬁmkt@hwébtmm&5mel%1 Hitakoligine/-casbyenidel and
an  AQuf frevidell \HeremNas! Nies OF adiirst QOTRMAL aRCE Q5cdhd)BontpBund in the

f or;}?f'gggn ‘JI:A% QFcélcaSngenQ%é H @%ﬁeﬂ%phﬁl fa{ggl rlno\é‘riF1 glﬁﬁq}%cl:{gdh mammal,
pwiaﬂfeé’aﬁéi firsh Rerpricunst is sqlqgted frpna thosarof FiN0BW3I2id second compound is
PérTanti BROGIHDOMNE 6 BAther phdvidedrberlh S8 Bich uadsCwiibrérV daitiesdcditl €dinpound

t ho
B cctel1 IR Ebon fobh i PodEaag b Ao liopids 2 foco
DR ARSERY - & 1difluqeagyFiohexanpqaghmuaride). %hpwwmﬁﬁaﬁ%\@@o%&(&
| opi navir, TMC-126, atazanavir, palinavir, GS-3333, KN
1-413, KNI-272, LG 71350, CGP-61755, PD 173606, PD
177298, PD 178390. PD 178392, U 140690, ABT- 378,
OWP- 450, AG 1776, MK 5 944, VX-478, indinavir,
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azabi cycl o[ 3. 2. 1] oct - 8-y) - 1- phenyl propyl ) -4, 4-ditl uoro
cydohexanecar boxam de), ethyl 1-endo- (8-

((3S} 3{acetyl am no) - 3- (3-ftuorophenyl ) propyt} &zabi cyd
&321 Joct-3-yl)-2-nmethyl-4,5,6, 7-

W@ I 0- | H- i mi dazo[ 4, 5-c] pyr i di ne- 5- car boX IABI6Y639
N-{(,S)-3{3-endo- (5- Isobutyryl 2- et hyl -
4,5,6,7-1 etrahydro-1
H i m dazo[ 4, 5-c] pyridin-1 - yf? 8-azabicyclo[3.2.1
419&&1& n%rt]%ﬂr Aapfeidid, qu&p&&mk&g&r&yﬂmmmmm il

her e ment s’ ar P é tyrr;Et olgﬁ_d\gdggrm n 5

tci%dding-rﬁo‘arb%y@ CO L{ﬁ-& #)-3—[ -endo-(S-I 2-me <tetrahydro-1H-
(iSgzpld SycBy B e )i-arplyieyciSiid 1 lopte- w3 Iprophanyliipeapplagetatnigd). ] - A
A PreCemiRdimbht Cafeld® [sdehZmébthods, wherein said second oompound is (NH(18)-3{3

£
el Rl bl P

reifupreqrgoheydnesasionertignd  Yptragpther embedimam provides such uses, wherein said
csycn‘nw [eejcyihd - e{nZHmzpr&désetumﬁtqsrym dirtherderytofligibhydfbrdS sch Suses,

%M'%@cﬁcﬁoﬁhﬂégh f@gaénWJthP 86P7254728GP-61755, DMP-

I oxy:.

u"é d‘e'ﬂ éu”i‘i’“a"irr?é‘mt"@f"ﬁé“ “E& s T %ﬁqa‘“ﬁ"ﬁ%ﬂ %?H'?“@S 35-3333,
NS &I-27R, LR BI350, GSErF 1753070 1713606 E’D ey 28% AB 478388 Paswsz. U-
habeon Ast-bmR, LeMPT50HIAG- 1778 MAR-okd) B4 T8 MAAMSEE fib@h&IAC Marunavir,

Ir% Sa\n{ Ege 8—5@? '_I!)I;é é L eg ﬁﬁ-‘ﬁl a||;<|/§-§(l§H§§)‘-jzt l{ﬁmaéyéﬁﬁ&%mxyé

uman ' | muno ef i Ci
ewé'vﬁe"mmﬁ@m?le’rﬁ%"@!tﬂ@%éﬁ@gwew 1a%‘“‘&%°&¢!ﬂﬂh’e?ﬂéﬁ°#m‘4?eans and
Sedatip@abatl carineyY alresber hantbodmernt Bdvided ackhC ades, Wheréimgaid second

Séohwtls eéueésudamm %ﬁhpmvf?t ae@ﬁaﬁn%&mt ?dqﬂihéw fnb.e.@@ tlanrQwr

carbon ato . Exa such rou | nc
e P e Thea Cartior SRRy (HatA s 2
rhyEnaxyyaH{{3-hyiivgxy= Zsmwbenmvlumtneﬁphbmbyiaﬂom mﬂbfe‘r Hhiazolidine-
f&&ﬂ?xanﬁdécﬁr@?&%h‘lbr'éndm&ﬂkﬁinﬂ IS RIHSF &ﬁlﬁdmeﬁﬁf@ﬁﬁ&ubﬁuses wherein
e I r C | C

HERSE sRnD | GmpBiyY CY R | € NI SGRISHLGAN ehrony 2.
SRy bgRZdIIRINPeahgrpb eyl f. 5:9!"@%& Hhipzpliqina-gagpoxamide.  Further
Cariblodigperag providecsucid DsHsy Wherany seidopedidagent i€ foc lsiopRanb@inydeparate, or
Ceb lhegﬁbgmrinislug%ﬁgd;&%;ﬂ’lteﬂmag r?@ﬁelbqnméﬂ@%ﬂﬁw The te:im od

t om 4o Sl oo BT s AR BB LB A AP R Bmedafigntfor
ligredndohe Pharmaspkingtizy o baids segpndseomRougs diup gmammedl, hereinagid first
%&pm % 0MctddL Bt thdselof ZonMstd ()] Brdilsafd Ga&dnd o&n&&&l is meéBhdliedd by

0. PIHREY, C[Jrcnr%%d EPQQJEE *ﬁé’és wh-gn%ghg 8Bnd El?npo%]q's (NH(1S)-
ggmows@h:%wwe 1 PdltpeRie Tl oo Sl 2 e G PP
mdlﬁtemmdome@arhmmlde)cydyr ethyg US e di-dngo-8-((BS)-Brzmetdandino)-3-(3-
pﬁem@{g o bﬁ] s;ﬁmqaatoup hagh@m@y@wetnwsémﬁaa rb-§H-inQdiazo(4,5-
PRl Do % B bl sant Pty g G
c'a‘id%’ﬁ‘ 5<a\‘t1R;(ﬂ‘ﬂ'"F Hi8-presifycRe: Host-§-diur Cferesheratinseryllasgiemide). Also
| prelizpe ad andhl usess @h@eaih skt $ec@idcOinpobngi (N-{th S)31Blistirdpipl-5t it y-4H-
p{ DY {n§£:|e-4f% xé-ﬁlﬁzai)#cﬁ%[ﬂf 1;0%%&}.9.5&3% 9|§§an ot contain

e atons oOr cent
DA e 9. Cruhh TRSCSS el 4iHse Whgn S5 second
compeind & qodily eiptEasecinhibitopi Anothen entpodimerit @fieds SAERs oses, saetein said
g&eesmomamndo@ samléd%ai Amﬁréamz%ﬂmdr RSF 175 DAMPLAYG, nelfinavir,

het er oc nt a
AR Fiove gk SRS s B8 ot g €A e i fharg, o
a27§tL&oT1é501@G81§M§étﬁm173§Q§r PRAE@PA, BD 183380 PR 1gBIRA-MAG90, ABT-
cmtmmam@xusamm@v»am AWiRdvlr A Rave, AeRRAVIc Wrecanavir, DPC-881,

n en atom ai.n re.t

CORCRESD, = O SHEkh o BSO ABh PO AP B b Al
i Rheqydutapoyls. S¢imedivst %@@z@nﬁwﬂmwnﬂ% Andafogpnpnavir calium.  Also
het erocydy group contains a sulfur atom said sulfur
atom nay be oxidized with one or two oxygen atons to

afford either a sulfoxide or sulfone, An exanple of a
4-menbered heterocyclic group is azetidinyl (derived
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2H pyranyl, 4H pyranyt, dioxanyl, 1, 3-di oxol anyl,
pyrazolinyl, dithianyl, dithioianyl, dihydropyranyl,

di hydr ot hi enyl, di hydrofuranyl, pyrazolidinyt,

i m dazol i nyl , |n1dazoI|d|nyI 3-

WOAMENBIB] 3. 1. 0] hexanyl, 3- azablcyclo(4 1. O]Red IBHNE/P02632
3Hi ndol yl and qU|noIIzInyI The term ' heteroaryl," as
used herein, neans an aromati c heterocyclic group

having a total 25 of from®®o 10 atoms In its ring,

aiﬂ&g%@ﬂér@' ”sQ.cﬂT L&@“ #hetd th%;d‘:%e e% IRE lsas'&f&cx g%% ?lﬁ%reﬁavlr

a OmS eac
onelfigeviin a‘ow" TR LN, mpwwrs 6%{* tpﬁ@ar'i ingfir. tipranavir,
Sddnchag Graparcide SARIEN-alplA(28138)-2- Mroaﬂlﬁ-m-mroxmwaemmnmmamino}

5, SAASLYTE, &m%dih@i-@irﬂﬁyﬁhé C and)! BHRBrehdlr| ¢8lGum.

bené\%bgﬁl&;%atgaga&%g sg&eusebﬁﬂa%‘ﬁl szaudI of rormt I 8 is (4R}-N-allyl-3-

P25, 38)-ehydpdxy- i §-hedrexy-£- memﬂbwz‘a)d)w’no}ﬁyh%xlplﬁmoyﬂ% S-dimethyt-1,3-

t @latcadicd-didarbokadiiod. . thienyl, isoxazolyl, 30 thiazolyf,

oxazol I

0xaz0l oo 350778 Fum%yﬁﬁﬁgtr%ag%ﬁ#*n% pefpbitr;of g mogicamen

cfonmPraving the R’ﬁ'&ﬂ‘éﬁ%‘f"ﬁ in ARl Py seoarm FPAIPRY Y fherein  daid first

pg:unipdmmmyélect&drlrmmw accbrging ot ddmydly (1), nd rshidi segdnd  compound is
:Y-"lfl50 t burﬁ‘lgf' ﬁé@éaﬁ Iara s%%@@y\lﬁmrem said second

benzo rta% ()@} RO e0z 240 A% Mhcyetors 2 tjoct
AN éﬂ 'ﬁulﬁgﬁgF?

n &ﬂhtmwmw M@W@lmwmwpww The ethat er obpAgp-(8-(35)-3-

0 (RetPEmingR S PiofopireniipRBAIE-2bidyiss. aphadﬁmhﬂrﬂ-@mhmmwm

D38 Piflelia s EBlish B8 LA Ggie” 7 ﬂf@ﬁ&&%ﬁéﬁ% 4567
“M%&Héwmlﬁgﬁpw@w‘ o MO
n&;ordpmnbﬂwﬂhoélaﬂdyl A!éd\im»idad:bredt)ch oses| wheckirvsaid-s8sopd compound is

( Ge-49,8eD68Hopy ik, R4t 2 & RLoRIER ox A GkabiRlof 2 1 400

s
L T KA T S@%w%*au‘wm
opa'wcmdwmwﬂ% isoAfieH1Y profpgecinhibiior. SAStEY athediment &

" wRGEINSdid adbiCbompoiRa Sselebtad fribrh @mpperi, fGE@RI7 540 CGPBe S SDMP-

”Qsoshﬁﬂﬁﬁ \hrtH LS saqu'ﬁla\gr J@%é@ oS, %42& %9&% yg&&‘\ﬂ GS-3333,

nsubst it ut

TRRg iz wﬁ%%%g%%foﬁ%ﬁp@ PRI RIS 88X, POy R, U-
ondose, ARTEFE.S OME14RY. UBBNES, IMK-948, VK-4hR indiuher,stippdvit Watunavir,

i Br&dasmcorrnmg:més of pbbRshHr esca?;u -allyPBLRIY, ISP B-nMAGH 3 3-hydroxy-2-
al |
R Pyl o Pt A E et Fcarporamiag. | and

véﬂsiﬂ‘ﬂf?"é@' Gleiug |Alsp l‘f@’”ﬁﬂddﬁ@'"mﬂ URR VBB e IRFaid sprend compound is
r estaiedi thgn \axlp@n&as nelfinasit) Cior@avir, Qdaquifvial Rvifasd, | Bginddly, atazanavir,

ﬁ.ﬁé’&}efhﬂmmf u&%m | Sarunlaiw aore(::gna@iF yJ4RFl(I-gI 3-{{2% 3??'2 %?Jrclx?—g-[(&

TR MU= T frd-?'mftw Fabazp g gprhwamice,
u n@elosﬂﬂwrﬁﬂa\t'rhaldums utrlather grrbadimen aeovidesopush upARSs bdrein said second
| @driipoGrid CaisboNndRLaRA-Df(25 I3R2-Girar§-34(3-hidnBy-2 Brelhbdnkddjamino}-4-

p the emai nder of the
gﬁ%g&ﬂﬂﬁﬁysﬂaﬁﬁﬁqueﬁ%alﬁeg%% Fs bonded, m nus an
add| ti'BIRRer M'f"ﬁfﬁ}% Afe, Praviged anypé ‘“&)mB“PFP dageriped hareiy whemia the

I edrginisiiating ofl salrefirdy el satcpdsonPoerdeaetrs bauerdallyt 0 one
hydr Oglﬁ Rendd Q’HBOE!QIB&!S Iaxle drd¥akd an\{f%l! ﬁ)@%e%ds HisHob@ hdr¥in thEraﬁ the

resent 10 ounds |s saidt
b@dm'ﬂ?‘ﬁ'ﬂ%ﬁ T’Jﬂo‘{ﬂ"éﬁ” dise g"%‘?"“ﬂ'&"ﬂ?‘ﬁﬂ?? taseme “'PFT the ar t
woul d lnritierestbedinderits ar¢ provides anethbdsatf tréatie IO incamyHIVinfeste@mammal,
c %rﬂﬂﬁ]ng’t‘édﬁ{’fﬁsténﬁ%rﬂ' sBiti RGmiraRdn eﬁmvetmuh%& bt S colpOSHE and an
ti

uns ted ca ach

oREESFig APBTL AT A pasRoR s SRR dlg 4F I oRe SeRdmps A povided
" s@hvra@tb.qu. abermseld et r@mmahy an ﬂh‘armimejtmlmm y In other
acceptabl e solvate form of a conpound of the present
invention that retains the biological effectiveness of
such 15 conpound. Exanpl es of solvates include, but

are not limted to, conmpounds of the Invention in

3:
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25 the present invention that retain the biol ogical

ef fecti veness of the non-hydrate form of the

conmpounds. The term "pharnaceutically acceptabl e

salt,"” as used herein, neans a salt of a conpound of
WRAMINESERt | nvention that retains the biol odiCd4B2006/002639
effectiveness of the free acids and bases of the

speci fied derivative and that is not biologically or

ot herwi se undesirable. 30 The ‘terns " cytochrone

P4zt prla#ooﬂem %m%m%ﬁqﬂo ﬁﬁ&%ﬁ%@ng ¥hlftted from

activity-in amun erein, refer
PR8I tCET 334 % oripfobias r BY T‘?Uedw{ﬁaa""déteff%"éséaqt"ﬂﬂ’" invirase,
alopinayir, TWCef26, m}dzmtahtr Gaiipa) 66-32337 e 41 30KNIR7D AGH13H| GBP-61755,

Cp %6663@1%5@ PBNZYHE, pp 1$93‘99f0ﬂ406190t REr- e anemesd, 88-1776, MK-
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By;p,@u@qi.h.ﬁshl-dxy sy_diﬁﬁfo-ﬁ}epmed by nmeasuring the area

under &H&.glﬁ @@s wwﬁﬁg ang d1sg'fe£rlélrns |HHLBII' opén, non-

concent r I on ormo

c Rngegef ol | ovm ng adm ni stration of the corrpound to a
10 manmmahs usbiBerkis, the deh EHIV mzhs Bimadf IminbaédicRacylder The term
the. l@rt?(tsgrﬁ'e@tag' 36k %Qr@.nsﬁnﬁéh@tm H Q!smnun§(ﬁﬁc§eﬁ19} RAks! Iﬂﬁ%rase
of a conpound al ong the ordi nate axl s) agal nst

al off?The abscissa (X axis). Generally, the AUG for a

pﬁr ti Ctal asqncgjgag gmoca@msg@ h&ak cmL;ﬁ; %Qmu&u %ﬂg?aﬂpgﬁmm
B hinol HRRAS aaemud ki ot ot S o6 B g atoms.
afsrple OfPH‘ﬁ?M irelpdegbut Sie|netigdes to,methzR sthiViarepe| isrevie n-butyl,
Newbiidrakd tet-azy., 1996. The C. value Is 15 defined as

the ey, im- 60@93%5@',94;“ of gnn?ﬁmgﬂ]n}? fl9 m%%@'o?g&rg doleyaiic

the serum or

abid Sredys %ﬁ%ﬁtﬂ@f offir@ 3&%Hﬁamnr19@toﬂﬁe&mmpf suciggoups include,
Vaitae nof imiteqxardytienmpgly cyclotiry) Optenta BycdBerBRASLYE Bitbx i Sirdkheptyl,
el dHaskank povvn to those of ordinary skill |n the art.

The p,\t%r ases, 'increasing bioavailability'

" | npr oW AY™ e ChdY e JRPh Berpismeang @ Qi?}@ddqﬁ%ﬂde’m'f‘ A &fpmatic
t hsitocerba coptalbiegrirgm Gwaid @lbioh bibyis. OExamplbs biSLCICHOIRS tholdde, but are
measured as AUG C,,.,,, or C'i, ina mmal is 20
greater when co-adm nistered with a conpound of the
present invention than when such co- adm nistration

does not take place. The terns "adm nistration”,

"adm ni stering", "dosage," and 'dosing,' as used
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a pharmaceutically acceptable salt or solvate thereof.
Such co-adm nistration can be perfornmed 30 such that

the first conmpound and the conpound of the present

i nvention are part of the same conposition or P
WP2IBHe uni tary dosage form Co-administrat FGH! '3‘10%"{'2639
i ncludes admnistering a first conpound and a

compound of the present |nve25t| on separately, but as
part of the sane therapeuti reginen. The two

CRIRMBE R |i§he %Br ﬁgﬁ‘fhﬁ" $ﬁae(5rﬁ'g ISI'?QEH BhéplY as DRANeRBAL mean a -CoHs

necessar | e . admnjstered tially the sane
t9°eHE; ThR ?rﬁ’olﬁfﬁﬁ"t?f"é'?e fFhBeFF s'gﬁ‘ggi‘ 9%€%. " 35 Thus

co- adfhetegt'Eat b brerpaydiad ased héregin, mearsrpR-aromalici mingdyelic. biggrlic,
amcfyuiesi oG RUMO roEh rendg Ato@PAReH B th 1fators Mats PRESEIBH, and containing

Yt §Gt5R 2 at%r%%onj;dq‘roe dé’%gc?:? L&Jato%géé‘eﬂ%dgp‘%r&‘%%y BidbieHom o,

t e sarre 1 on also
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C & idinlsD G@Etas Atite ringBeb cos@itihg/fonb2 @ RAdA kRins agEFSonk @ four

" GhGH A SadH iR bth) Qllocil i 855 BAY Rlehh Uiy .6 BRLE! hdiThe ing o

erators suc 3uat ef nary anmmonli

< 69 GBI e 2 PR SOl B8 By SGHeER|SoRomSy | e pigevcic
nproups tisuda tbenzo-haed riggd lsaesmarlfxaeples sfuedomsiis hetandclytlic grdps are

bﬁﬁﬁl%ﬁ”lfﬁl@amlﬁnﬂrﬁhﬁmyl' PRk, u%i@l ;ﬁﬁmﬁﬁltﬁmmlﬁ%rﬁ'ﬂﬁgﬁyﬁﬁgﬂzom

yum ear nd s
RIS, KRB P SRR P g
pawarév@yl ch??@ﬁge@da@brb H@@"ﬂ"@a@h@a‘e’lﬂ%mmmw | tgaziny, IsoindoM
p pefcage chuprowvd exasiazaynd tHidadzohh,i Keazarde pesndonigzany, beothpiiRnyl,
oseneasﬁéz&gdeﬂanzm @ﬂ%haypeawxmw' hﬁyﬂﬁ.pﬁcanﬁ k;lfraﬂyhc}{n)n The

con |"at ed arnaceuti ca

i ot b e L e R RO Sancgop @oup
t Besiveddine PyERIt ayehel AT o (Nrattachd@bor peabipl (G-atizsbgih Futher, a group

f @Jn%d!'érfh |wﬂd!h§ol6m¥y BaGHAik o1 - Rachbt} Br iRIBE 0O RO4Ehed).
accor

Presant i_nventi o Al t rnatlvel
such fé‘??ﬁj haé’ﬂ "gq’&ﬁ’htaé|“?1°do"}??51 of“eﬁbﬁ rine, SAYBERjYnine or
obdighe present Invent| on and one or nore addltl onal
ant i - Hhy 5@ edbstitutddTemdaas Mat' thé Bpdaiidd ﬂ&p"ﬂr\%die%pﬁda%nb‘m more

h ficien Vi I
R0 L S AR ARG S0 4 o oo
pF'@s‘ém DWtﬁ"a\UY 'étrbe"f“‘eﬂr megnsyihay the spesifiedsgrerp is pnsybsiityted 9ueﬁshtuted
as in a manmal, such as a human. Such inhibition may
be acconplished by adm ni stering one or nore anti-HV

compounds to the cell, such as in a manmal, in an
HI V-inhi biting amount. The quantification of
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adm ni stered over nore than one day. The terns
"anti-H 'V conpound' and 'H V-inhibiting agent,' as
used herein, mean a 35 compound or conbi nati on of
onpounds capable of Inhibiting the replication of H V
‘T92%”@éPF2 such as a cell in a mammal . Such PESHBROGL63Y
may Inhibit the replication of HV through any
nechanlsn1knomn to those of ordinary skill in the art.
The terms ' human i munodefit#®ency virus-inhi biting

agyofrle détero(se:'!stf nl nhgsbllF :sqg bg wﬁ)rfersgdod tha?%dth?] Ic_:llxypounds of fIhe present
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I on |
i R §BR moepyle o é’\?e?ﬂ‘ﬂpﬂlg'd% 19k Ui %’éségte'"lfﬁ"“%ﬁa?"t YA ""W"Uﬁ’fﬁ‘e
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C i3 HirdsbM Nnvedh fhat Riddin 1l Sididgiea (BN ene I d hdHridrate form of the
pro hyl actic treatnent for the pathologic condition;
dul ating or inhibiting the disease or
condl t Thentem ‘Rharmagguieady iaprgptalies saligvas ayprenerein. (héang a salt of a

r @brh VA the PRseht MERGE thet retdatHel bidlgical lefi@tivensss Btihb Agb acids and

e§ We%gecﬁ%? &ehlgaugt% ach%%? 9 blglﬁ@géy‘ or QEﬂem% u:(dfé)able

re I evl ng a or allevi

condi t i &R BFSt eSSt %11"@'*'\*‘%@?9 F’“?f@"f?"ﬂm%%%%ﬁge‘mma
o rctigityrighititing Amoent.y as useel heeain, mgferatn anndmoammaett a0 cgmpound required to

I QSdARES e %ﬁdw&tcyééi%rﬁsﬁdsﬁ Gndyh8s bingl s;ﬁ&iangﬁ&héﬁawsoosnme
resi| st.anc

it o

' r'séfs%’ st "ﬁﬁ?‘” o 5“°'&s°8r8"°ﬁ'é°lr e%é‘“‘i’e"f ] ﬁi“‘\?méﬂ% qsd‘mase"
déﬂ?ﬁh@mﬁé’f*?%@wq astiietand e ;R oW plssugh &/ pampound required to do so, can
Pat Hétermtinad bydtidtgds KnoWh BRdse bitidialyadil W thdartdNd tHaaetioBs described
”Rérhﬁt ant to a particular anti-HV agent or

conbi nation of agents usually nmanifests an increase in
25 H VIREi'9RP ippige” e Spvbiien. casepdieen. efRiiiciestepsig tppckity of a
t ngochgena 4% enagerk snzyessisipg anapentirayis bapabib biudtreasing such activity
g%nQF Mmtrgor :Wﬂ%d“?l@&atﬁn Elétn‘?aHn@P such ad Qﬁunm'lvsgﬁnrﬁﬁbhﬁn may

as occurred nmeani n

nga&? g‘e*g‘h%“ﬂ omgpund &w‘elﬁ%elms%r i the cediogel RISY PRI gr enzymes. In
| atritioattior ctidty ot suctke syta@hromnb 7450i aneygnes may bé) degpragsicin e pofsence of
an and-H V agent or a conbination of such agents. The
ternms 'protease inhibitor' and "H V protease

inhibitor,"” as used herein, refer to 30 conmpounds or
conbi nati ons of conpounds that interfere with the
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including those in the Exanples that follow, and also

i nclude those generically described or those

descri bed as species. The termalso refers to
pharmaceutically acceptable salts or solvates of 40
VR4 Bkhounds. DETAI LED DESCRI PTI ON WO 200 7£TI8%4/402639
PCT/ 1112006/ 002639 -33 The conpounds of the present

I nvention may be administered to a nanmal, such as a
human, in conbination with af-additi onal conpound SO

t h%ﬁ tclé]rg rogncf %ﬁgg (l.hno‘?reg %F‘&Eﬁ tretv{eeﬁ &?‘Rﬁiﬂ gd tha %m&:ﬂnd doas not

I ncrea I oaval

c@hmmmdFur@aﬁmaw- susihinbbiaREY bp ﬁowpﬁ@ve me‘@m ﬁ@{w“"‘“"
Oés deBiibaxIT.Fi g HabaepIo! IDiqiMbtabbliem NTEBRDekkar lac. INswMork, 1999.

" SR MMBkE m%rc‘beu %Iﬁeﬁ%f ? qumor &l dyQehd18r a combination of both,
an ad

concentrati on I gnal or second COfT'pOUI’]d In

t Pnggetedsdnpym ‘3‘“°?Pﬁﬁ’rﬁ'ﬁ'l"a'§ MipBeet ed over a period of
time. Mrusechberg@siee ofm fbivavaiiebiins wies oftheasystamicavaliaiihaef a given

agfbuni &b B @herfai c%ﬁ.samai a&mmmm a%nmlae m@wmpmm dskdsshd by
adm ni. steri ng %e add| conp

RS 0P 2 4 Ao P A RN clpaftanon
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usi ng opriate anal ytica sucCh
| Pl Goneraio TR AU Sl A OB FRTRRONTS o PR BBy MR MR R to
nraeg of pfipéry eiditio fh art Fbassigsrebesitini@.3. Pankert MedermRhprenacautis, Druas

pHaRfcelicdt ngl v@fMatdaﬁaemees@ntYomu@ r\bw [T 6, value is
Cg Fa%JJ%s P erirr?u tl;ﬂn t?ne?fhuge gl(Tt I %?S%hg'ﬂved [S %osre]rumaor plasma of a

Cc mmeﬂrﬁ@!mﬂ?wm&"ﬂ?" ofthpcoppaadia thetmagmak thha Frmx t3lugief 3 particular
d esregotridnian bamdaduied B aRthbdsainbantoande iof eAinalakial fhrigmt. The
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area under ate
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i grepterewhen gergdinisiered wittea cemppend) of thehmesepirievertiop dhag rwdien such co-
akhganaididoss reOERas of the pr esent I nvention affords

a n’eaS.H_l n9£ a&ﬂheustraug [+ e'gérrﬁmstenag Jaos}a X"ann UJD%BQ Cﬁs u?% herein refer

addi ti onal
rrﬁh%!’a“"eﬁh‘é atcemﬁ%md o B'E?Ellﬁcé‘*“aﬂ"é accem saft gesavgie\fiwreoh qepf a
' alisraacditid® corblvsitianomeateinibg Bé capotidrer acmM&cetm«my acaépeapdest or

2Qol\t/a‘ﬁe thé?é/o‘? t& Q%aﬁﬁ\gﬁ;um'ﬁg%g&ﬂn ﬁﬂ%%a serum or plasma of
W{wgeabl y throughout co- a mnistration to
of a conpound of the present invention and a

secondTher teaméd icpiadminibtraionteo Uerdadministadeasc ps lveed hdwein ersfensyy the

O @8rhkhisttisalve b b@ﬁblrﬁddﬁww&&n&ﬁmd &0 AREMEYIRd @fmatde@ent inventlon, or

r%ﬁ%@ .éugéﬁﬁ%éegtﬁb@.ﬁa‘ﬁ Fgo?vﬁtg%ereop gu%t coba%mmlsra orqydn%el rporrned

A|sw°ér“ﬁéthﬁ9@f PmpeyRd w"%\"'e&?m@ﬁ o e mesgrtinvensignpigj Pat af thyysame
s watpotifivat ort pret 25 the e Luntlarp rdosgerfomn d Coafimitistestipr eise fiicludes

i rae{rﬁ;ﬁtelmg a%rsecomps&.@ rarm i &in??% loHé eftaseﬁnmte%h sbp%rateuy, but as part

G0 S pebAe pmor e st L BFBHHAAS Sprahoresd not
pm@f@éﬁw'v Ph pEmitistepd atrﬁswmﬂ? He saog trje, sihwggmithey genfbedingotdesired.
adalistch @draihistag@nicudes, Dhexalpié, AbSihisaing @Mrsi@yhpodnd sk ap&oa@&nd of

;m el &eﬁ%%gz% a%eéwa%ﬁlh Blahds W 3o'§aogf%”ro%%p QP4 SarRREfnhe?d co-
Ime 1 n criol ce er to ncluc?
t H@“ IRISFRHN AT Nglpdes SPRFEARITIniStratiome dﬁﬁ@@éﬁ?s anﬁmw PEH: i n
t he safe télrﬁ-sf'pmmalcamtadmaasptabheromddhmr ophanaghedtical Gomposition,”
a%? :ﬂ%e% HereinMredH & chrinakidhosM 2€ %&ﬁo of EE wRbrudk, e rgla]:{h)lrrn:aceuhcz’llly

he art, In accor a convent
- SEEPRE S Sqiyate theqeot.and g Gpmey, digenhcaefor qrcRipnts, gt espompatible
f eittimal @spduad ©f thet mesdm@pim@ttiobhandiomot ddfedrioisstot the rqapiertt thereof.,
of attachnment of the noiety or substituent to the
care or backbone structure, In accordance wth another
convention, in some structural 35 formul ae herein the
carbon atons and their bound hydrogen atons are not
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but differ with regard to the arrangenent of their

atons or groups in space, In particular, the term
"enantionmers" refers to two stereoi soners of a

conmpound that are non-superinposable mrror imges of
YWAGLHABMEr . The terns "racemnmi c or'raceni ¢ mPXTUBBNG/HR639
used herein, refer to a 1:1 5 m xture of enantioners

of a particular conpound. The term "dl ast ereoners”, on
the other hand, refers to t¥e rel ationship between a

pai r _of reoi soners that conprise two nor )
DBy Torednpay @ on roa o TR P 4B G e skl in
atheatteFor efdmple; hapornmrdadsof the hresqat ipaatipn cambeiemiutated yithy common
ha,se@em&wmatsr brCcafidisDENA farinedTto Htigs, cBROIBS aAd thblliRe. Examples of

r“c}é%#r@ dd?l e?lrs gnlgleca %Stﬁaq | &l‘{%ﬂt flor su ,nn%eﬁ%,ﬁg %% followlng

N us
a”BGtat“é%i‘tm%’c*Wﬁe‘Wﬁ%”@Fm e!i"aﬁﬁﬂ"i ﬁr'd|==l“ﬁ%dwﬁb°ép‘?i'@m Beﬂﬁ'&ssuch
f BO BarasyHEret tdlCloasrtidonhen icaliBsd Seri@iaes algibated) djeatr, @nd Ipalivinyl

h ﬁfgﬁ'rﬁﬁnsﬁ.nﬁﬁf 5&&[&&@# as gty@Jrut Dtedrhd QBen QUTh %5 emvidone

her sol1d or do?? ed we
dé‘ﬁ‘f“&‘t SUeh Bfecofateg ﬁ?"“ﬂ‘s WW%W“@'&‘P% 93 t°8s @'%“%ﬁ%[ﬁ?"a'f’oa“d
i paffugaliirbohedd; ageritsyfot tetardirgalisealiuton rsech ashiewifini wsqutig accelgrators
bguch lafGatefR-amhdoniL® cOREAR! sﬁrféclé\@&hv&&@ﬂ@'sﬂ&ﬂ Ss Syl &ilRol, glycerol

| EOLLOR. RYRONLALY JIOF £ (A0 e SR T dard o s e

carpon atom ose conp

| e3ieunt andgagsnesiumh gpriate PP‘b?ﬁ"%Q‘;’WW gycols-a Fisgiphamepgytiqal forms
meaybe g, tabildls, @atddrd, Padngdl dacime ScatHelscorstetis padksqapowen! ahd the
nﬁ@”&ep&%mﬁ (GTS 'ﬂ?ﬁr wédrﬁ Qmemﬁuse&lsﬁdtﬂ{onﬁy St% E&cl’ﬂ&{}ecohgmplatad that

om one mre asymretr| caroon

de
L T R e S R
onactvd@iruediewed@e ekanpiie shat folpwlaties frrag rmotain eworen hamoepd corepound

C 3EdaRiRg & BEBrebdht Inh@iSR BeGANEP Wih fofnulBBAB mal Coriditlbdaa thore
t hatpoﬁl ds ol“a rgs r?tlinvgéﬁﬁnz%%r Fehtgg{o ad? H)ngl anleﬁl%saen 1T a

dér ive Usé nventron i s a
base, ﬁ\ed&ﬁl -rrmamﬁ@htv Eﬁléatbﬁ!' m&h@mmﬁb mmaarmmar\ws@.bﬂ.@ virus

IUOd .Qﬁé’r‘(‘.’ﬂ toII té?: acelma Eéjyrgse gn vﬂroe agytbe%fresg %vivo such
ase w norgani ¢ acl

hyﬁi P’c?d?ﬁ"mai é"ca@a a hEmat: o'iiyp'b'nhﬂetwaﬂau b° SCGPWBFW by adinistering one
Niot hre ara:q-u\dconn:barﬁp keakid @, sadhi ad in aaﬁdnrﬁ&nam ani te-jnhibking/driolnt. The
a'&uzﬂﬁ%h Gt iﬁlqgﬁém%\d 95’ r@ﬁlpﬁﬁrﬁﬁl dceﬁi%hg‘l aerLl %{aﬁ\gép E&i\ bs measured

sucdni ¢ |
adr'ep ’“‘iiWi’J{?‘?%’“ deihoge 069'55"?’% Ské'c'f’ ipe agy \'ie'oﬂ"F'Ep‘%\éP &““‘H'V compound
salay by droinistered fo » pemanlosiheydionacr ds paLYR BeMiFcetically péceptable

a@dnqusﬁan gabapga%?a By M6k 66 wilhbiBRA trbhY tHe OxYhnif hifd, messmdanm HiV
ar C., ac

as nJ{;slrir}CU'ne s%%lgg (Tazsbe %Iakl,?'; ntfslé\g éngﬁilad’s ar 03%@0 Iecr!:f orgiaary ski Crhlhe art. A
bé?ﬁ*ﬂ?i’P'b‘"é)@i amaget of FYndks e thegample erntrgmd & the H“O%Ufewddsthe biood
P-bbtork LenpBdibo B neai dord lantfiil aB@sdhdsORdURI refresdi! inBitiGhn of the
t %l.éahdf,eof Hﬁ»%sf in %ech%rnln%atm sdrmaa.% b brdSor %tmﬁtnﬂi coInB&mds

ntion . is an acid epar ed

P S Bt & BT RBWRIL B P08 AEse o AErGrpIAg. n he
t cesatofEre Bn prreddseelhe godesl naly tbily adminisieredrigang dayoer they may be
ora@a.nmsfe@a&emorsuﬁho@sda@n am ne (primry, secondary, or
}’15{1: IOX{-%) rfﬁl I-h@lolmﬂ&;%% n@tHIV-%lhllsﬁl | n e' rstuns %rgtl: mean a
| RETRoM %P@’ﬁﬁi‘aém‘?s af @@WL@@W@H’ g H'@S‘Mﬁaﬁn‘“ﬁ (599&‘@“‘3{‘50@15\6W a cell,
asud ag @i celbinanelansrhali ISLEhesompETNE ey, intiliti tide icatiBe oDIIN aliryugh any
arar@d%ﬁ.smownwosgq&mw s@.ﬂg.u@’ﬁ' i ¢ amines, such as

pi perlﬁ_; ne I ne erazine; as well as

i nor gaHIede@y| 'f!‘%"%é’f“?‘\‘/’@ﬁerf“?"ﬁ?n“%&hﬁm‘g gt R|V-inhibiting amount,”
pebd JHY mmicatmgrmﬁinu ramonmhgames e\preinr Gefer te CHap@Niqunt Cfi ancanth-HIV
Al bAoA Tor 2R rlal efu W Bccdbrabls QAnR telﬂ%réom'éaﬂi%?% hifbilTEREation
a phar maceutl ca y acceptable solvate formof a

speci fied conmpound that retains the biological

ef fectiveness of such conmpound. Exanpl es of 40

sol vates include, but are not limted to, conmpounds of
the invention in conbl nation with water, WO

Py o et o~ 5ttt e A v v v v o~ o~
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benzenesul f onate, benzoate (such as chl orobenzoat e,

nmet hyl benzoat e, dinitrobenzoate, hydroxybenzoate, and
net hoxybenzoat e), bicarbonate, bisulfate, btsulfite,
bitartrate, borate, brom de, butyne-1, 4-dl oate,

w894 ddet at e, cansyl ate, carbonate, chl oriR{g/1B2006/00263%
caproate, caprylate, 10 clavulanate, citrate,

decanoat e, dl hydrochl ori de, di hydrogenphosphat e,

edetate, edlslyate, estolat®- esylate,

et hyt succi nate, formals, fumarate, gluceptate,

gcpf fHJgiag m'ﬁ'l‘rl?fi%{lﬁ’ﬁ'fcé v:n.@ VEQL;I'”I Qfoesuch as in a mammal, or in vitro, The
gbmyonattclf wich corappuhdatrenuirdio taxsartie inhibitoncae bd d@eralinediwithout undue
hgg¥ireRatoh GhiRgvh&inodd YELERBARERCand tRYEKNRRE @MIEof ordinary skill in the
hydrochl ori de, y-hydroxybutyrate. iodide, isobutyrate,

| Sot hi onate, |actate, |actobionate, [aurate, matate,

mal r atTée termb Ghererevtiaimefiebtie @moynE ey | 'affeet,ivermoapiﬁcﬁpﬁ@ﬁ herain,
15ledﬁEtahaﬁ@mr&LHf faOdbadpBund Rk, e Whrhidiktered to a mammal in need of such
npé;ﬁ{%fj Fsosgﬁl_ i S&flgtt%m%{t iﬁtu% naﬁ%?fgl){\t @s all?eraﬁwtlcally effective

PP & eﬁme@unb%%n%unaéﬁma@m? AL o orie o bt the
padivity bobd garticulpasitzghdmettce biolpdl@nyrb@sesuat ¢t a disease condition that is

P RSN OL 36 %f s..l%‘ %H\Q’nz@ﬁ:@ EHr&PaI tﬁ‘olog%ﬁlt $dedd & reduced or alleviated.

DE%B'E@%%{W%; “ ob'F"& ‘F-‘B ﬂ%ﬁ-’% \-ﬁﬂr gaﬁ%gﬁ?ntégﬁée target or biological process
pipeleiohtasyh aot @rn Itquq iniltigrenf e HE/rdteass errpme arddnhiblioneof the CYP4S0
S bRRRAL AkiCas tﬁd@ﬂ:lfsak gnzymeiCCi nate, sulfate, 20

sul f onl%t ?drms tt’geqaﬁﬁ.ggnarr]tgt‘%ameatt tré'ﬁ%tlo argl Lfe%%a?]hg any disease or

tosylate, trie

c BATEHRARE MEPmelRerisylany @ruman, gusrirgude; () praventiodhalisepse of gpndition
Nadnbl beuréifigein @ 3ptdk GhicH miycte redigpaaed Wititbecondition edugh bt the treatment
db{nﬁﬂi&%op%ﬁé&lé tr¥‘5tﬁ1 tYo?'iHa%ﬁol i Ecﬂé\[ﬂdn (ﬂ?ﬂ\gd@d'ﬁgga&' 1&1lb|tsng the

AR PP BBV i e epstp o G, .

deasisipgigbression opthe dis¢age ortagnditiaiitor b} Irgfieviigsaniian alevidting the disease or
C edBiRH U the bynhidnsHERARY Yo tﬁalfmséaw cdnbiGdn, b. Berke;:i@ﬂ@ ET iﬂfﬁmmgtory
I ca ccept a e salt an
eéMe witﬂ?ut gdcp&q @g Fnﬁgr*)qng fh?éésez %acrk:ﬁ‘ P

"G the free base
c onpo u?l’a ‘56375 f ?séifﬂhe'ﬁf'smw'tﬁﬁ‘d desisiankilVi” aeused ﬁgj@ﬁt"efﬁfﬁ?ﬂ““’ virus
S tdreshadigtd rgductinnvesensiivineto b pbticlar i@ eA basmaltigedied with HIV that is

p Fb@l'étgrﬁ@cﬁéjﬁddﬁﬁllarl %n HW?-,%@HB %hﬁmtﬂgﬁ oraeHrd d s%]ly %‘%Iﬂ*ests yﬂ fcreass in

Se CO ound

" Byt s SRro il tions) e AGaL PrAgo L J agite mey be sither
C eeanplBRin dnednincthihat & obistion it ihe MY/ gepelisi wakbenthasnipasumed. orfphererpic,

S %@ﬁfg @kt reBbtARE & disdbvedl BPdlbdasshily gﬂomn@mb@ﬂw QuitSreS o I Gifus in
T b0 oroR o AU odeAPy § SRy S0 YRR DpCh B8 S0

or hano on evapora f the sol vent,
t he delde rees sE)'PtP%Fes'w"’EW ando i Prﬁ@éPe Intriitor.” R8s ysee feraip, gfer to

S adnipogrels cadosdinitieng sieommiubdatieatl inferferawan 8@ |paperdimetdning bethe HIV

f r%@askaaﬁﬁnﬂerlhz@% r9£pg|?smlacforséﬂa|a¥r%'\5ngb§(mno§%¢ Mﬂagprgtgln into the separate
ﬁ‘p{g pr % %gie | or organic add to the solution.

TREEE® 35 f°%he present invention that are :

aci di cThertemg iviral doadt and Gt aivll lvadT asfusedhbangin. nivas the gapynd of HIV in

Wit kircdRlirigtilbsa phamBraea) e &5 AuhadC Crdnriahter SBLirGdE the blood of

Eﬁm&% 6d de?%%ﬂn%c{s@ J\%g{ ﬂé!hé‘ﬁ nﬁrggf HI@%N%LHF@L ibttoﬁﬁglﬁs% nidthods

kal | ne-eart Frtic

s BP9 056 o etngersy il mthertt <. These salts are all
pr epar téw, eonpoant ofaiatresed Glvantigulasiers T enyCdoapdudalof formuta (1),

bRsEngWls& 1 tt%ﬁ?aﬂ"ﬁ@s%a@ﬁ:ﬂcﬂ@%%ﬂs ﬁ\duJtho% g@@ﬁ%u} d¥cribed or those
phar%eutl cal acc\%ﬁfj base sal

Bhoraries- 118 ey *eﬁbarﬂaqw“%)a%epﬁa'g &allg gr pavates of
wihese compouadsi di ¢ conpounds of the present invention.
Such non-toxic base sgtf&EDiqﬁEEﬁ|wose derived from
such pharmacol ogi cal |y acceptable cati ons as sodi um
pot assi um 40 cal ci um and magnesi um etc. These salts

can be prepared by treating the corresponding acidic
conpounds Wi th an aqueous solutlon contalnlng the
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acid, mandelic acid, fumaric acid, malonic acid,

pyruvic acid, oxalic acid, glycolic acid, salicylic
acid, a pyranosidyl acid, such as glucuronic acid or

gal acturonic acid, an alpha hydroxy acid, such as

WO 2078343 d or tartaric acid, an amino acid, PEEAB2IGH002639
aspartic add or glutamc acid an aromatic acid, such
as benzoic add or cinnamc acid, a sul fonic add, such

as p-toluenesulfonlc 15 aci®#-or ethanesul fonic add,

or the like. It the inventive conpound is an acid the
desi r g8 preRenE elPe ratenlnvaptoa W&%@d’@%{?‘?’%ﬁf magymal, such as a
puspa.riecbnibination witls en ddgilidnet com pduodiso thad theesiasnhagase of the exposure,

t srest fBEse & tHoNSoaldifRinA6H He WditdnA RohRRhE 2 iaR u‘ﬁﬁrovement in the

or.gani base Su as. ‘an _amn y.

R Ee or 5 S, et i, B IRl, Yoo 37 piasete: 3% vsed
e@m'rh matr tmymmtraﬁ@ of an additionplj & eseconyl |cprgpoupg intke plasma of a
exafiial Q6 mRbsuddidval R tifie.| ACIntEe @F Bidakposutd) ofSerhdntmal to an

d?crdlh&'ﬁlpor sgt%mi Mpgpnd%gr!u gasmea§ﬁ+8(h%ﬁﬁsé g&rxiﬁlktgrﬁma %daddtlional or second

a?ﬁ'ﬁﬁ’@'ﬁ‘d ‘%ﬁd‘“’&w h@"épﬁrﬁwgle fagr) @R @s%ﬁtﬁefmecﬁf e, g sominralon of
neumpboidiohie avehtig, wikt@ging ﬁasrrmrsdmplénoﬂ g@nétemineditintes, and measuring

d@k iaMEicht b tdorpicd T msaulagiwmngaﬂta ﬂgmanglﬁw%%hrbm such as

n ese, ron, um n and I th|
| TR chromaloqramty o g PO iosfarb-tandep) Tighs SPACosrapy: The same study i
utheie repeates ekppptt thay ecomRunt! otithe rprasent inyention Wawddmtatste@s with the
l meﬁiman H&e@&ﬂE&H&dﬁd Tﬁegﬁﬁﬁust AR s&lidnSl dFB¥CcoRK Echipodnd present In

p%r eQtat gragr?a nq me |s g rrn%nra? PJ]llhg c(f:n%gn fi naalnld Ur(%fe data Jonclhall the
ar & PRt end Ae S¢6 of '1he present

i Pﬂ?@'ﬁ.aw'oatﬁ?jiwuafwa Therasen upder "’f‘ﬁé‘"\'ﬁo‘ﬁﬁﬂ%&?ﬁ aa# afforyis the
pExpeRnt ofitiveamrhd o thegoripeunti OTheLHiflRteEk ih KHeGareas under the curve In the
Eé&dﬁ@&ﬁutabéé ng@ﬁdH tﬂé‘ﬁn iﬂ»‘éﬁmf&ﬁ h#b?&kahﬁag}% bt theHeNease

nmaceuti ca orm recogni za e to t

o PN Soeu1245 e pRlog PR 2B CBIRMIHA Me REFE P e mammal. Tha terms
c ol lamagunddr ﬂtemswe handridrepundercth ednsentrationtime curve® are intended

t pRarRd daife MebdingHAd Rb mﬁwmmg&hw @hroughout. east one
COI’TpOUé]g %L— ér{-]instparl esegatm M. ?nF %ngoﬂgd gfgth? Brase{nt lnxﬁ;'\tjon and a

pharnaceutlc & Caf rrer or

p PR ereltiditiens| CQE‘H’P?WdeF%dQQﬁ@PQJ)?@He-nﬁ?N pvesuchdat 8 sppepund or
Otorkplogride df. thdpeesapliravefios &k presedbih He@arse BimtuladisrCdsQserdditional agents
SYSEMARE abbdl C anddGhidtly Qucnaag%mbim&{ hidy b@cébﬁ%-hr@sterad such that the

magnesi um st ear at stearjc and the |1k
¥y CPTRpUT © EE&‘P PTWE‘“QP@""QW ersse"\deaﬁw'aw thas sgparate
ofrdm thedpiraylatigmid whickethe addiionaBage@iis¥ourdr If the corundy egmtpowrds of the

C Qﬁm&h\tehﬁm%rd'ﬁabﬁmisféﬁh H&}ﬁrately‘mmdﬁi a%M:tad?r‘él Jghr\’ﬁ’su&ﬁd%ﬁ%@aﬂon may
Suc

TG00 R o 2R o Bty Pl PGB e el iral beggep, oo choie
walk whetheh g inglhde,the ssempound, @F eeryRgrnsis \af et presaskeinyaslionsia the same

Mty dtioe bdde ayditabat agent drfagents ik @ithid-ihe kivededgelsliohé viesdirary skill in

e¥glapi €ents may be added to achieve the desired

formul ati on properties. For exanple, a bioavallability

enhancer, such as Labrasol, Gelucire or thgflike,

or
f or mul 'BPEFRrdaRsE yith gcorveptiop wsad iy e edghmermvol ¢ &t s ypeddr jtructural
P@miytasdeseindm deplicy e bynd tat is BiE@oihpal lafrehingit eftag ingietp br) substmynt to
bghe addes) babi@badCithure Wb 2Q4nk AR L2t EorBRRR 64 QARE 3Qctural

lid h I t t
ﬁogmiaa%@; 8 e egiend ot So-0 Eatin alePaZeirBherelely dpitc.
added when preparing a Mforwl ation. If

aegol I'd" car rl'épﬂisedtss dsthyl ighap,prepar ﬁ%tsbﬁn ethyl group,
table ed, placed in a hard gelatin capsur i n powder

q et form or formed Into a troche or | ozenge.
TTE ’ nt of solid carrier may 5 vary, but generally
be about 1 If aliquid
carrier ﬁ%@%’ygﬂgégggg%?atlon naygbe in theqforn1of

syrup, enuIS|on soft gelatin capsule. sterile
i nj ectabl e solution or suspension in an anpoul e or
vial or non-aqueous liquid suspension. It a sem-solid
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pol ysorbate 80, glycerin and the like in

concentrations ranging fromO0-60% of the total vol une.

In an exenplary enbodi ment, a conpound of Fornula I

is dissolved in HVWSO and diluted with water. The
WORPHAB3Ibn may al so be in the formof a sol FGTYRZYE003632
salt formof the active ingredient in an appropriate
aqueous vehicle such as water or isotonic saline or
dextrose 20 solution. Prope¥-fornulation |I's dependent
upon royte of adm.nistration | ect.ed, r . _—
P e sl Sekeesam oo ReoBi e R oehe=| ey saiyton
| by ¢iffer widmrepary toliee dmenaemind pibRiriatams ohgIoMPs ISPEre] IBPRGRUET. the term
p*eﬁineérﬁéaé Yeterd t@hm&ieedo@gﬁ&abd a/ccﬁwnatuhév bR dohkdpnmposabimirror

a%lla L olfgnefaﬁot}il Elpdrte R nrgceem% §r #é$i9 Rm%r' as g%\éghrgénor%ﬁgla 1:1

ransnucosel  adm n N,
p@ﬁ%‘tﬁr%ﬁft@“%ﬁﬁr%ﬁwfﬁ‘t"@f PR, Db teyEy FF%?W"E?”OQ“ the other hand,
paramaanme Golaloship Derdednra falh of stedsolsiers ihalcompbiise lwge Reteraaysetric

te&%ﬂﬂr@'n&%i#&?ﬁ’%eédﬁo&e@ﬁome@” For oral

a m ni stratl on npounds can be fornul ated

conbi nf ﬁﬂ??é’"‘ii‘c?fl%m%%‘ﬁﬂ‘mﬁ“% here BHEMSEE &I’f’?"c%i‘?'?"y The
abmdpdiathé eompmunds ef Qwelqﬁawn inventibin enapbe deBueeihhecedr viingrassolid line

fe ?ﬁhltég: 2 S%gl ot S cﬁﬁedl mﬁg@gl Qn'"ioﬂpe s & of a solid fine to

| PRRisH peds fepar SSY""'BEF“"SW[’BD §’°m§ fs lﬂaﬁ?té%'”d'%lﬁ% ﬁg PasHiRle giprgoisomers
t liIlGhdt taimn afosvardinaided. e Std @ vitheya wlid oroteitwet g thdepict bonds from

§Rele carfdn iR QserHHnPtﬁ |mdﬁ£t§ 9\%{ @ﬁy’ Mﬁeé&%m@:r ﬁbwsﬂé ﬁ1e§rﬁ‘ﬂ: be

e obt aj ned a sol

¢ e %st | 5Forabi it eatmsnos Gfe Seemism a1 M RO e
re%@tatqwg bvi thase rcempagrdy. e gereefaA sRid finecto depicttbgrds frofn asymmetric
Okt la®ms & haaht 8 AEiEAOthS Wil pRBHIE st8rddibdmeny dr&Seant th be included. The

dgssal oli‘ g gouij :r% tg Qx%pﬂ &n&%egng opnj{'lorg ﬁéy%%%tng ggrgo% atam%Lljri %P-n ﬁound of

sugars

I @ewg@m Q@Pc'%ﬁ? of Patoid Proqoﬂ%wedss o bass fregm gther astme‘"c
C edribon| are i treEamMA icbripBnd & Glea® X4 Mpkate thabh fddued ofrdidatereomers is
@y starch, rice starch, potato starch, gelatin,

S 0 dl uﬁft Bé}v )?Ly:sr%{ ﬁf}rregcra?t%/%lrogéégﬁv%ﬁ%ln rlrseg sl.a- gedlesllrléltl.i gasrlemay be
p oegaedrbylapy syitath chethas! KnPw/Rp the 4, Welgiingdwatmdatof the brep ase with an
a@6ghric amysdae as RdRGbrc S4E my@@ordﬁﬂ@ﬁﬁi bd\‘lﬁﬁ:dacﬁQ{stHd/éﬂthosphonc
PG Ubd B B9 an Uik U600 5P b Lol 58Pl S 60 oot
Wwewcﬁaﬁwef%w mﬂg&c acidppyryvigisgidpdrplis s G'MH@@H’tﬁaW@oPc'd
S bgbsidys adid ) kikoh RS gli@iyonid @cidl selactivanic Reidalphaytirogytaid| sich as citric

g 8‘%“7 %tghagellge.oagayb Geid, ra@éhxsg 'a£BéLuc a&a Bpgm.gﬂ@sﬁ.d CRRBRRRY, Y8 as

Bt ASH gn%”"@’“?@&? SUE‘ETHFG'P stupte a5 pt P'Lﬂ‘Hemsg'fPP'a &°'d pr, pibanasulionic

setidierddmeslikeand suit abl e organi c solvents or solvent
m xt urles derw@stuuédf IR R méthaaIe mesnmwn earngided dtegre& B&t may be

Bk Edc iy SIHE ORI AL SR L LLERIL 0 AL L0 i o

ht CConbl hat I GHa i Ve a
PW&S%&%&{%&P%&%M@@W (Rigty. tesendps qaseéawznaapw metal of
i aledlioe] eanbusdial fhiytroxidep sruthe SkenafEk@mplbs ofSsulidleadaiti inclade okgdnic salts

ager®& from %ﬁﬁb%d§%%%ﬂ@g& %imggla"f\‘trﬁoﬂlaaﬂ#naﬂ secondary, and

gsiiclzer ol
PR oo e S s 1 R ReBhRe TOURS. T P, 28 el o
| orgenid %@ttweevamftom spiliyn, gsalgium, petassiien, magresion gnanbdnaske iren, copper,
S Wed) alaGinsrh, AR ANSH. and/ or | ubricants such as talc or

magnesj u Le t| onaII stabilizer

sof t c%pgs%’? ® {’?Bde "{'/eeana ?"B@%?P‘éé% 5°“’3 69”“ of a
swﬁéﬁﬂd@wwwd U@uretf%l“@ l?'qkwal@ecﬁwehs o sughzempoupd.| Examples of
| baated ifgmdea biti dhe ndd fimiteld Ga) icompadhas el e lirRBRio® InyceMbigation Rith water,
addition, 10 stabilizers nmay be added. All

formul ations for oral adm nistration should be in

dosages suitable for such adm nistration. For buccal

adm ni stration, the conpositions nmay take the form of
tablets or | ozenges fornmulated in conventional
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20 and a suitable powder base such as | actose or

starch. The conpounds nmay be fornul ated for parenteral
adm nistration by injection, e.g., by bolus injection
or continuous infusion. Fornulations for injection nma

We pedemt ed In unit- dosage form e.g., in DIOBHEGH02639
or in nmulti-dose containers, with an added

preservative. The conpositions may take such forms as
suspen5| ons, solutions or e sions in oily or aqueous
agopgoﬂgno? 8 dar‘aol meg?%%\megpgﬁoxldegﬁﬁga ﬁth-Hérﬁfas Iygcg'msrﬁidé W) athyl
mwmch@aﬁman@emfm ertmlﬁwss theseol.par ent er al

adm nissphawnaddichll @tddplebleGraoiiRn®o kd.rhéan@Satohat rdtékes the biclogical
AGifbbt6nebO RO el Gl TR Lﬂieowsgur(ééduéman@' Ldfrtaining

d
suspensi ons g‘? ﬁﬂé active agent
apprsEeiedtely asrepiable Alenstang it @Mf@ﬁ@\v el B en gl Examples
| dfpptphmdcbuicaipl ace&mtasieosalts/eﬁuudé ebut 39e i roc llioniee!  toatdcytatel lagrylate,

S%&n@:ﬁulf&ﬁ@ar@nﬁﬁe (sBéh ¥ nmdeﬁzogt@t %mﬁSérQoﬁét §hifobenzoate,

h t t t
AEBRE PR aﬁ%@‘éz&n*g Sl Sl SeutipEOaRTES borte
t bromnide, jbptgmrectrsdoatd, calainsasiolatt spmeyiate, lerbangieriileadeperproata caprylate,

aaaﬁ@ﬂbw MieAd, DERENHTEE, N Wihydesthtbddle O SBydréyeRghbdpRate, Bdetats, edislyate,

@Jt%‘&eéw %)%{g?{h%&.].a\/e folrite, R ?en@kc%ﬁatqa%ucma?‘eoglﬁlglﬂge[aig@coﬁate.

Zers or agen gase
s@rcamqrﬁawteof hw@%ponﬁ@%&t Hdieas owhpysresprigate,  hydrabamine,
PRy Rafoaiide O Myarbehldtigsn | yhyéonoenhts aticidieS Globidtyratas isofibnate, lactate,
Ala&%@%' ke .%El&e a%feé(t? Haﬂﬁa%j' Pn w@i@y yl%t@ REUEHEphate,

formftor constitution a sui't
sF‘é‘F?ﬂ%“’Wf‘&d@M“\" & Wmﬂww@‘%%“‘q ﬁafﬁ&ﬂf’tﬂﬂﬂﬁ“aleﬂﬂ
t hdforfate; niapteticleosg-sufersaty; ined, albaiw,eoxalulee pommapoiemticnaef, Halhrdtate,

pﬁeﬁﬁﬁ'm\até nvenhiBcet@Y 2l &lenﬁﬁtfvfaw ul a}{eﬁﬁbr@p%naedepqshmalate
%{ ion Such e

%'IQ%D& ‘B‘y | E%Prg?attl ng??%apasgk@ﬁ% proploXate propiolata,
setﬁmbmhfébuemme i saticylalr S\eerptar [sybacatate, bgﬂbﬂeie succinate, sulfate,
I BB ANe,) S, Binndtd) ketfite, @bttate] Ribigate, tiathlo@aga gal @alerdtl Salts.

conpouﬁ,q%ﬁﬂ%\a 3%t Mg&ak%g OX\{thhareséé ik ARkre an,%gu fd: forming a

or hydro r exanp , . as _an

BB PR B SHPTEsSHth ey PRGN Sl 3Pty Albaygh scysatts must be
Paibmide2ficly 80286 for a@8nignatdnangénalscis s n8an desiraldesin practice to initially

SRaktk gl abmﬁalnel Bt Ge ¢ sgenm&ehﬁeﬁsfmw reees.sm re @S Fharmaceutically

P Rab el 2ol Rt Dol B RIn > CyE et Srmy ot Friren

b!!ﬁ'Z?‘T alkdling Feggent andnsybgsaveally eonveftdba latar frea base to a pharmaceutically
WadcBitabife £25di dbdiidn @40 aHé ScidabiyoiBaks obthélbaRR cciiﬂid@ﬁbl 8 tSiAveAtion can

|
VBEP PR Y g s bR e M KRR oS R oo
oML OFIRRIE P inep) raﬂ%tsmf%mgb PHaRSUisHe oaaﬁlac el fugh o
p oletprariohyrl ettraaclg IUpgodva@plion ofigedmivap. the daspddusetd $ah is obtained. The
ab&%&&a sBit a.armb be & Q(Eﬁmapa SoRlidkINthe F¥eSHa8dTh GV Eghnic2¥ent by

3R dextrose in water
‘ipu Xhi pm?ﬂatem'g%rggr anlc cW'th em V8 ssol ves hydr ophobi ¢

c onpoulYse REPpuNdshihe Pﬁ%ﬁ@! 'P"ebli% dhatassaddisip nadxg 459 eapablgb fprming
S sk B1ifis GritR Ciow phbrfnadologitally daeptddble@pidhd. | BX@@plesadl sih salts Include the

cgmaﬁmevawam%m.tesﬁﬂ@frm ngjamﬂy tNea:!ohsﬁrq 8““ foQUlm sats. These

destroying 1ts s tf OXI C

C P PRSI TP ST yhar e s resgens
C & fsephredine phemapbiivalyt asceptalyle bese walls obitls infeption agachowp wbich form non-

OtRiE bade QM ORI 5 5&6:0'?;9:’3;589]1@ lof §1H rpf’e@&'ﬁ ﬁ‘l%ﬁon”@ﬁcrpﬁonuéﬁ%sa salls

o Py B Rocsrag et T P DR e ar R ANGS o8 AR tiogsom

pmlmm magyesiuap kta.c Ehespesity eantPp| peanered) by/lcsoling tee, gyeresponding acldic
P @drypoirdy Wit doGeolisiEon camshiitedesifl gRbimSacBibgically acceptabie cations,
pol ysacchari des may be substituted for dextrose. 15
Al ternatively, other delivery systens for hydrophobic
phar maceuti cal conmpounds may be enpl oyed. Liposones
and emul sions are known exanpl es of delivery vehicles
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t herapeutic reagent, additional strategies for protein
stabilization nmay be enployed. 25 The pharnmaceutica
conmpositions al so nay conprise suitable solid- or
gel - phase carriers or excipients. These carriers and
QAP E may provi de marked i nprovenent i n ACHEB2006/002639
bi oavail ability of poody soluble drugs. Exanples of

such carriers or excipients include cal cium

carbonate, calcium phosphat'@® -sugars, starches,

ceII | ose deriyat | d I

55 ?U%Phyfaenglnﬂgl\ﬁﬁc uﬁ‘]ﬁc'g Eggﬁlfnﬁtlo ngn&@ rgg %f lud%r re%H&E p@é?ssura
eAlemaiveint theys mah alsgs b@@feaﬂ%er )mvdr@a'awoq"'@wlc seeﬁons of the acidic
Loahbcﬂlﬁdid 4nic) the dsalbdcamal mbthi, alomids @EotyeE,Cdng then odposatg(thg resulting
Eﬁlﬁﬁ:ﬁ' %P%E "Flﬂﬁé: el rﬁJr%eraaQq)efoEe th lelifer SRY, sgﬁ:hlgrﬁ&ﬁ: quantities of

armaceuti cal conposition , ,
I "PRQS‘P"{:)?JP afte@a*b'r BAERIPY 18 RPRY t9,20E e campletegess piy Gpd Plnum yields
cf thg dekiredtbbilpyodeent o the skin. It will be appreciated

t hat tlfhﬁ‘a |ﬁ%%|cﬂ&§ﬁﬁ§§ bQie thg%eéﬁ‘g@ ﬁa%n&guh{:ﬂ §cceptable salt may

I nvent i ar ccC I a
e By vcHiabp ML sz ‘ﬂﬁ&‘guf‘if ¢ el 4

mtijeandlﬁorga@is agidnsupti 8% hysltochieric mﬂdhmf@élvparﬂc\dcmﬂa\c agidy fetnc acid,

%Siphor&@@ld@h&@.@ﬁi@ Hiith gn bigad K@, subhes gebdddd Raleit Beid, Beecinic

agc:d Mg#dre] ac1 f\llugtggcla%lg ﬁrlflalc%%}a?ep)?dugriceaﬁim QQI(;'aQ,H Cg f,&’c %Clb r?sa!icyﬂc
nw agvew'aw e U glugenig agd Pbﬁiﬂ’a&‘ug’r"? éPld saéta'R'iP‘“Y“"”‘Y acid,
chanttdad tiwn acid botartait atid, 2l ramitoSdcidastich Bs aspattic @e BPY!atanyic acid, an

dé%rl'léﬁc q'g§ e;.ucgleag %Er?kl‘, Xa@mtuwdﬁg aéﬁﬂ la lsulF&ﬁic E&cﬁ TR QIQ H—ttoltgnggﬂonic

t o, about wel g ) courses

?”@é"fﬁ‘ﬂ?ﬂes"l"%‘e% edMst*eppropriate intervals. 40
Fur t hdfrtheimeentive lvempslaad irat ecid, itheadebited abaroprentishlly acceptable salt may

f&rdﬁﬂaﬁﬁ b?ﬁ\ﬁr sQifabiB Ry, Q)‘é Sfﬁnplen%%ﬁﬁdwﬂﬂ HeB¥e adiOithah Modanic or

pre I ent
ik I h
%r%rnnc%g%eu tsn.uc‘.h s Gn aén(::ngzp mapy #8 or ter‘ua ‘? an a a%eta ydroxide or

281'@1@7%1‘1 B‘G‘IMO’F’@T?' 1??1"352 0‘%![@3'@*2@@9’9'95 9! G“'Ph'e pailg fnclugle-prganic
asatsdEsivdt rodfamind @tits, 4@h BglYche alDatbinizd) BRmody, pdriarf, s&Adary, and

atgl‘%#% a*@aﬁgn&c‘}degﬂ zt.s ;légg Hyendlmp rmotﬂ'hame gﬁ%mllge ARy |Lt99amc

rom a 750
%[B%fm'mf’d'% ?B“%bmiﬂss'%om?ﬁj‘ 5“6‘?* WGP BT %’nﬁ'm
tajuratmuandﬁmli_)mrrg or from about 50 to about 500 ng, or

from amufcasﬂeQ;@ tHat a?@@dliﬁs Wmerszw%fsé .anua& Inxhe driiRat the
mu%r EmceUt | gaa t?gr%esgﬁs rréaﬁtexlstqr gH'Cat ! Oqg'la ;&!yn}owhlc forms, all of

esent |nv arn
p‘F’B%"@fﬂ intpprigd mbia mﬁhm *a? scapa i de peee it inyentian &yd speeiasfammyles.
sal t Ohe sohpaings ot herpaknt hveniod AP e trodnbiewa arti® pharBadputical

VM&%@ /l.apsodég?'lggﬂ wo%quarg fhéjn V\%E)hﬂ:glq%out i%%btlrpthgm% artisan

roma
f?s ?ﬁ"ﬁb%‘ﬁ? les W/%“MC%WS"?‘B‘S\MW%'“Y?F“"“f"P’BPﬁsaﬁo‘D?ra%B“"a”Y
Vefissdve oaredvoiu ol b Igas\Wie compeuoin ddbibet présentwinyérgiero aadb camt inert,

5&3%3\6&@[,@14@365&@&9%5@{d||p§rﬁvent di seases or conditi ons
medi atT%g la_|t!el\14h:ala HE'? n?lgfeldtl gabe ellﬁ QB%SIr‘ii u?cp é)xfem ary solid
e P SR e rry

|nvent|orri‘|nasu t1on m i st er
CEATSISPAY PEPReviuERSealplc) gaigi 2036 Pactia AcRcia-Mpenggjum stearpte, stearic acid
codithe éich. f Bxenpbat liyah cafiera acosyppU pehnaf oill Hive pil, egtantand the like.

| vt tﬁmln%%a%m%mﬁs%tmcﬁ:@é hm&'!!e%y%g BR-rolBBYe Rferial known in

R RR ot a8 o Sand ot B iRl Ml o et fvgpese.
aydoeaspyletbylastiigse Umthybiethatidatp oe Jwrike.i Aurat additivesaes eagipients

153@5‘6{ batRd hdGdhRM BB taksidl Fdin@Bn Qfopémése F%mekah'lﬁleva DBVHISbility

| east one ceuti.cal
V\?]nqa cermﬁjx%b%s %ag[aécgw %’&@ or eth a{*& %r r“ ogmu g tor, Osu%gsn?)he (carboxy-
eRethyirelyiase). BA dprenyighegivenh & PECHpalyethiardoiviol)amey qsraéé@s Selvgjre®,
of the active conpounds into the final pharmaceutica
preparations. Alternatively, to treat or prevent
di seases or conditions nediated by HV, a
pharmaceuti cal conposition of the invention in a
suitable forrmulation is adm nistered at the same 20
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The conpounds of the present invention, or a

phar maceutically acceptable sait or solvate thereof,

may be administered to a manmmal suffering from

infection with HV, such as a 30 human, either al one

B0 U of a pharnmaceutical |y acceptabl e PCT/1B2006/002639
formul ati on, once a day, twice a day, or three tines

a day in conbination with an anti-H V agent. Those of
ordinary skill in the art wiP{- understand that with

rﬁ%@nﬁl—%& tv%h»%]bﬁualc%ar u&% IQJreqaetrmP%mWI ﬁler%:sturg\fx%%ﬂdﬂéﬂbn may be

part nmaceut | cal  tormu atl on sage,
afdfet (9. H@Pﬁ%‘?i’aﬂjﬁacﬂﬁg'@?“@?'%ﬁ per day to a nmanmal
r equi rif mgplic caprer is et theeprégaragiorocat betablited, pocedfin ahard gelatin capsule

pﬁ‘arﬂotvﬁén”oﬁ Bell@tr}&-ln SForibe InBGLRch br Iéﬁﬁ‘&t Srh@afodht Bf kLR RS may

rdipary s In the
A it SR o 0 1 1 o Bt L Mo carr R, e
e RRgRATtioR MEnbe ivthe fdfo pf sgprapiuision.selgelatn cabedld. atede nigrtakigreolution
Us.esuesens@m b Gl iof Al oAQﬁlquSethIiddd\éusterﬁsf& i dhi-dekt lchrfer Is

% qul oD {c])}\ %ﬂa gé’%‘ J‘lee%ngb ﬁaerdsfnrﬁ{% slf s(ﬂe formeellons The

er Vi C avai
[ dvg?'ﬁ‘r% WWS'B‘WI ?jﬁllRﬂ@P’eHe'Ql unifglogage A |appmmate deodhe mgde of
Themicistrapai aglspatentetahe ofaf aﬁrﬂmmraﬁonvent ion may be

adm ni % @t‘jtﬁrda s&b@%@r %}biaoﬁbstJrJﬂ Qghanﬂ&gu&éw Q&epﬁﬂg it of a

c{sfor he treatne

S e s BT 1Y PY SVIE0ES BOB RS 5 s ogaric or
Bmoma@st acld, 9126 390.3 Masblution of sifcaitie paichonitrichacitih 6 a lsiiplaysat épsm is not
Abldtanig\idSagrt Inly @d ssual 8 a ARG .cofdiverd BY chidhaiionsl o &RGEeNts.
HIE{()an\?)n?egddf shl%ﬁle%oﬁ%qtéé ?rp%&{ abad: B%pﬂ&fegg?ﬁ:éloﬁ‘o Cy‘(’)"lhngg‘nat{] ) 300,
WPBYROLES 5B ShpAg0 e Ko ancapaloR cangng i 69 o ek um. I
buat emmmﬂodsmbﬁieajcdnmpuﬁdrMﬁrmumsei diksolad inll OXSEY atdadieted with

i Y bl 9651 4550 B RRANT X PMICER o e
ey S e e ) A
f @d¥ton i nhi bitors, conpounds useful as

| MTUNORFREk idwh Q4tiSn is QEPFREAMNSESN The adutel o BdrRhistratidnGelbtidd. Foelinjstion,
b)é'le%?anltg]& ﬂ'lg?ﬂﬂpom *aﬁﬂé &E@enﬁRIJHBH H'QZ bé’lfgrﬁ'ruféleF n?oragggg% ?c;lu_tions.

erpes Vviruses,

[ ﬁf‘*@&bly\)%§“¥39ﬁﬂi°85¥ H‘é‘ipéu%b@é‘ééu%%fd*"%? SO HRBTREpLtion. or
upfsialogiea shiiny boffent e dransniocdsait airdnistritiat, pensgtrabls appreghiatento the
C QahbMebd &ﬂnéﬂe& Bretubh in the rorMITREM NSk Egnel}ah@ akf g%% known in the
inyention include, but are not limted to,

(grrpr enavir), CGP- 73547, CGP-61755, DMP-450,

nel fi nberjgral aﬂmh’é‘rﬁ% tthe Wnﬂawrr bet ifq'iivti"?"ais@) 90mbining the active
| @prhgandsiwith gidkenakeflically adcaptabivaidinbrs kiin il 188/ar. ,Subhad@3 Bnable the

b i R il i e o

DIWUQ?SGIUM;ERS-S}_'W onm ogf-pgl ingpﬁian ﬁé\ﬂ §ubject o be lreatad
t iPhermaeeviical preparationavar oral baaet@am\mbtainedma@g @8dlid eRENDerd Bvigdmixture

f Qanamaraema\m;;redraﬁl(sdemmoﬁdaamly\gaamnglﬁb QW@H&&H ERNEHEeEEng the
d%{'%'%ggﬂféa%@“d@%‘fgﬁge guélg)qﬂ %4030 &%:?d .frb)b thql_%or drages oores
SviRbsergpieniGinglude: s> 35ch/p pUgalD)ipClgHT, Ioqtane S9SWse. mannitol, or
KhsibrbibD 38d ce[ldllesi' pedtRiond, & BLEAGR, mhike- stdéh, wikSt Sabdh, idEtddh3potate

UlefGr4- 03 7 B
AR M, ”%%95'?5 o Z%%? @a%%e“‘ﬁe”“'m sodium
(WP 3‘] EVB?GO()%‘}/F )3 3"{ cteglred disintegrating agents may be

hyadlcredxgnclﬂam@ttsh!yvk@ammw panalidand, adarpin elgipic lacit amosdltthefaobswdh as
| rg&t,Ja,y&;g,J,ate 3-thl azol i di ne- 4- car boxam de. 20 Conpounds
usef ul pas i nhi bi tor of thiﬁablHl V rev?rse transcrrggt ase
enzy me"EA%: oM grepev ?Fs‘?é&'i SHIPE SRS A PINS BUrRase. opgentiated sugar
c Gohtionnmiay tefusednehighrreay optiongiby pentein gum drabisl pedieiny! byrtolidenes Carbopol
not limted to, abacavir, FTC, GS-840, | an vudl ne,

adef ovir dl pivoxil, beta-QUO o-ddA, zal citabtne,

di danosi ne, stavudi ne, zl dovudl ne, tenofovir,

am:ioxow r, SPD- 754, SPD- 756, racM, reverser

o o~ a — e e o~ & B e~
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conmpounds of the present invention include, but are
not limted to, TAK-779, SC- 351125, SCH D,
(N-{(lS) 3-[3-isopropyl -5-nmethyl -4H 1,2, 4-tri azote-4-y

- ex0- 8- azabi cycl 0] 3. 2. 1] oct-8-yl ) 1-
ﬁHeZHW'Bf’dbyl ) - 4, 4-di f | uor ocycl ohexanecar boxarfi¢dé)p2006/002639
ethyl 1-endo-{8-[(3S)-3{acetylam no)-3-(3 35
f 1 uor ophenyl ) propyl ] - 8- azabi gﬁ/cl o[ 3.2.1]oct-3-yl1)-2-ne
thyl-0,5,6, 7- tetrahydro 1H i dazol 4, 5-
N§¥ {‘1%9’“%% éw étfalqgrg dlaxi:¥e I)thuer solull%us and sugabée %matnlé:tsPI;ents
h9"(ﬁ°b’°‘}‘ Fqu_ixtures Dyastuﬁs or pigments maybe added to the tablets or dragee coatings for
| Werdidaodndr Eu—cb:}rwaﬂlda diffslenydonbBativasdi edtiycagefis. 2. 1] oct - 8-yl

3 ff f a 25 made Q
G(N 873@&&%&@ ;smeae M@.@ft msd@), nny.EéQde Ms@nn adtlies made of

A e S Aok a5 cofeps madeLof SORE R 2 iy e gsaret o
4@0@@hﬂmmshﬂr¢anwiphcm Isentaiotp aivriogresfients treadmbausseith filers such as
l rautew; bifderd dleh belQarcHRbllandvbeiutitidintd dubh bLeictoP magodéiurd 1@48ib, and,

- PloBRE st W 3o Bl U B ol V) e FSole™ B86fbec i
Aok S0 o Do AaPeafaLy Kk pebatons s, I addton
C statgiizemn iy te sdiled SBdomolailBs &8 0r-408Mstratian should be in dosages suitable

Stdivgkh g&u.ﬂwahm ‘ﬁbﬁb%océradﬁﬁﬁsbﬂ?éﬁ"ﬂedﬁnﬁcﬁfubdé%dy\h@@ the form of tablets
dISC| 03035076. Fusion Inhibitors for the

t P 8&3%%"1 °"B‘?at REPVERERENABE used in conbi nation with
t he cEarpdinisiatenfintahasalyras S inhaldtio dhetcomppupdsdpruige accpyding to the
apRséh® invdntidh rh&Cbet dnRAEAMY Ideiverde In(tle BED of dr de?A, sprab presentation

A t di '

VB Ry a5 A o DN G2 36 Sikd .
i AR YPeitypemethangy \M"’r‘f%fl*’*"ﬁﬁ?“’ﬂf@ dedetetpivomeipitat PR Rioee- o
t lowercnitgbLgasisin te chiveof p IpesBritedianenh the dosagmaiiturhg be detérmined by
ar &JWHI% Ldiaid @éﬁvetr @ meferldWRlobnt CEYbsuidd ek 3aRidges PFQ‘L&%Q?& use in an

ovir,diso
TR I 58 %H?ﬂ@%?""“%‘ﬁ%%"{ﬁ@@ neBr R PR
t eeda shishie Rewderherg Gudh@ptactese o Bttt i on from viruses
ot her tHwadempdidddindy be@imulaty firepatbter! admirsdativn v tidjetion, e.g., by

""'b&ll]& f8Gioff %P%H%ﬁs @Fusi F&Fnﬁ:? g ok 1 '}ie%ﬁﬂh' ri?ar} be"rb&biBa in unit-

but are not ac

pdPERT foaTi &9 i pRpseles B&Qt"&I’Fo%F%%‘E*"ﬂELVE‘f“ "E‘F%’o?r?ﬁ?fvf‘“"e The
C yorogmeitiers cnay takg siamierme ag)lsespensions; poldiosane emulsions in oily or aqueous
f QaFlici@adhRinthg Cbeiain forMatoR) LehtE such 88 aaF&B.n§ QRbilikiNg an&lbiSdispersing
292245 KNI - 272, val acyclovir, virazole ribavirin,

vgﬁganm clovir, ME- 609, PCL 016 Conpounds t hat act as

i nmrunoREATIRCAYSH doravialionipr pRRentes @dMiRiStEaERINGHEe jaapows $ofitions of
t lte activa corbptpms ird@atedsolidheiofnr. eaidiBdnallyNareminsiang of tRE hdtidkeagents may

b% p e@Qg ad’gl'oﬂ?iatteeglytlr{?ecuﬁl%ué&ﬂsion‘g‘%trﬁ&ngle Iiﬁlﬁﬂir@ olvzréts or_vehicles

Interferon ﬁlrl 738,

EfMElde PR z%sw %ﬂ?ﬁ‘ﬂf’ Pht%E FYEelG Y gPh AT GYfheas iyl oleate or
mirigtyensidesg e @msemsﬁ s Aayealisa inenipnf sugnensions | ihay2contaimeubetances that
glirkRuid the Lifdoki\be he WespersidRRfacH as sddivinEGrbexymithi t-BlluRbe, sorbitol, o

d'd?)hJHX ! ?ﬂfgﬁﬂ% a%ﬁ%?n?s%ﬁ%%ﬂ_ﬁ%%ﬂ%m%mlaglg %%lsz?g%r %ﬂents nﬁ:;; increase

s therrbifty ?{{:P"%R%?ds 'q sé'Pr‘Fj fpgthe Pma ? o Qg Parsatratedt
human GBinath@Q, thebdadivef isgrafienbidndyebedn pdsd&HdidGd 28nstitstinh sMith @ suitable

;F%m&w %Pﬁsﬂld SroghiRRiwalRE BEBR Iuse, f act or  (TNF),
ucare

reconbi na, interferon beta, an
B o g 5o St bR e B S e e dyerton
i mag Aidoi beaformuutatadi #shatdepot croenacitimd s Sudh lptgeactinge amtations may be
| RYRRkeRE bmrhymmrbqtm ag@mpet suscmﬁeagryt @ iRlaPUSHAICor by

azi e hr o romycin

t frramuscUlds @qufon pyr | n@i ﬁ%n‘fﬂﬁ ethe r}da Bﬁagryﬁ formulated with suitable
CIPP'Vm%meC hydrophdble prenag dial exemplel asco reaneisor in waesmpltqbie ofipor ion-
om dyl, eflomthlne pentam dine, rifabutln,
spi ramycl n, intraconazol e-R51211, trinetrexats,
daunor ubi ci n, reconbi nant human erythropotetin,
reconbi nant human growth hornone, negestrol acetate,
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In addition, the conpounds of the present invention

may be used in conmbination with anti-proliferative
agents for the treatnment of conditions such as

Kaposi's sarcoma. Such agents include, but are not
WORY@HHYD, inhibitors of metailo-matrix profféJ4B836/02639
A- 007, bevaci zumab, BM5- 275291, hal of ugi none,

i nterl eukin-12, rituxi mab, paditaxel, porfimer sodium
rebi mastat, and 40 COL-3. W 2007/034312

P%%&%Pg%gggﬁﬁﬁgw soﬁﬁlemﬁvafj\% éércéé!?{@f['e ggglsggﬁ ng,§ sélble satt.

trona agen or "agents er o

f act or& PRATHREPUHEA ERTRIAS NRIRPARECoBRUNES 2 caEpNER) SYffl comprising
C berdjitaicatnl, @ hortphiar sdavteal, & betengisdiicayenid polithe, gud et pquabusphase.

f ﬁg@b&-sbl%t @Etecg :Prﬁg bk la gJ@@ BabiRGt E,fst%ﬁ\t @D i B @ohheﬁ Bf 3% v Wenzyt
L RoBh BRI 8 Bor R B vequietn B 73 o wyie Y Siaen Byeot 0o

ofmagmyp tacelime lpsbdolutecathaoeindie YRheo-Sivent systeai (NGO RO gonteins VPD
t gmddd 1thammeemm£h.e~mrsﬁwmll s oivée syefemt diolves hydrophobic

PR 3. RORBPHDLSox oy o G BRI o progorions
ot agPseve Ao B P9 Syl P19 Aftbouh ARFUEWTY esaiHalld and toxicty
Wichanatetistios d B@thenper ihesdundty iobthe clHegvecoenpponeds iy teharied: for

pteﬁa%epm omawmkkm nBRb1aP SurREE med 68 @leir%teg@gbbm%@@w the

bov addi tiona
+ et Sspirbionf AR By, 8P gl By ot mey repace
s@f"ffé'wleng alycph efor eptyvinet wyrrplidens; end vsmrtﬁuntm orpolysgichagdes may be
Als{istitutdd ioSteikteds@it ed conpl ex (ARC), or any ot her di sease

or co nQI'teHaR%IyV%eFEBlw yﬁLrﬁ& Bphyarggﬂogf: Srfa%dﬁguull%t A rgog%s may be

H V virus | nat

a SERPdl LeRomet Fﬂi‘te"};\"st?&’hﬁB lh‘ﬂ%!""o?’ BRIgP I APy yghicles o °a”1°“‘ for
p hggenphbbid drvgsn Ceaain @gaplc spivardsesath dsrirtdieiseioride dlar may tetemplayed,
asitfddgh Adi Btl 1Bkt o@ﬁﬁﬂér%x@ﬁﬁﬁuﬁ hohﬁéioﬁ&%\{ﬁe of DMSO Add:tJonaIIy the

(Bt Y bl oot TR ARL DR Y, R0, Gfatione
V|"raH'§e%‘PIéh"d1"_’1drPHaP‘° Pﬁuﬂ%m@wm they therenppiisuasge. Ofarigus sustained-
P Ir@&88 aletibitailé Bian astsbligHe a6ire kiwa b MosadkiAEd if thetdratSustgined-

S‘?‘Q@Js@(:fps ésorm H&flﬁrﬂ'{g%l LﬁJuJ éP\E‘mEJ‘ n%clglegéa%ea&gdg%ung ﬁ)lr a few

conpoun oun

Rt Y meaww'@an@ngﬁ%m-wwﬁbwm gf the
atmrapp@n edlagea edtiitionat yiteglenidnirotbi ttalileatiommaplye emmlogedp| ace

conco nﬂ@dﬂﬁ&nﬁce@ﬁm&eﬂb&mbﬁsﬁisb Way\bdi'rlﬂn@%mﬁﬂlﬁ E@B—r dr 3&iPhase cariers
p %F I eQ Esht ITﬂEse I cgm'legegr\tﬁe gxcu |e-r|1-l|g eraagrh g#fl&%h ?r‘r:'ur!ﬂ S rngrg in the

oun Dresent.
| ﬁt?évﬂ'?bdlw °29°°|”¥1 sq'tﬁ*ls deugie Ei‘w?a PP FRTiEES & H@rpm&. ipciug galcium
agembnate; caden piospratesighisn stidies ketudse digavatvbs, ajartifand polymers

Ol hiyeditlchd guwstﬁﬁhé}ﬁ,sm abBEvel &\aﬁa&én\g%u&%ﬁ%ﬁdmycmm

re the r 0 out
5 gﬁ@@%%ﬂ D LR R RIB o, PR SR AN discitR ey e vsed
a\FaMea kﬂ?e@hma@h@al&wmwmga@pmw@mam @skigypajcht fprgelivery of the

ardfugloR&tly dryb ta/kinl abl e. The preparation of certain

enbodi H‘?Jiht@a éﬁ{xa&ﬂ?ﬂ Tﬂ%tetﬁaemual Qo\éﬁ%% oPHe 3 ‘gé ent52 eﬁ%h&eﬂn vary

in detail exa

oPGTOFNEyo E‘R PRiculrPaep deing Psee\n thy Paf‘@‘é,’i'ig’ﬁ'i‘%"é'“"”t fﬁraw'ateﬂ ghe mode of
pradpaistetivippsd te sariculbesie. fast, e disessed ibbiyg wxitept Subst okiled in the art

PreiRgt ro&v@rtuarﬁf d&ﬂﬁ%leﬁﬁ%@n %Etstulﬂ Glew oPEe Se@ﬁgnm'eﬂm%ta' 8 a given

For exa eS| S non- exe

PRSP RIS, 50458 o AV e o FoTHilrep Eon A PP Egton.
byﬁn remn!ancwlr duse gensRly employedwill ive Gom shdul 0.80) b mbauh 200&migfkg of
€ by weiht, wan:laur@é;rov Pdabet rsﬁeete@atabﬁgpnhmn%faﬁr i ng gr oups,

by cha ng to ot er s

a1 of g pivind Pt T s B4 byl ignien may
c oARisip P Gﬁrspoum Qfé'rerfﬁ*tsﬁvéﬂvynﬂomtm e Pharmaettically sccediable [sgs polvate
herein or known in the art will be recogni zed as

havi ng adaptability for preparing other conpounds of

the invention. The conpounds of Fornula (1) can be
prepared from conpounds of fornulae 3 and 4, as shown
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yl am no) sul fonyl benzoate (1 eq) and an appropriate
conpound of formula 4 (1.5 eq) in CH3CN WO 200 710 343
1 2 PC71118120 0610 0 2 6 39 -44 (0.35 M and heating

the resulting m xture to about 110 C for 30 m_ hutes in
WO MudPbBve. The reaction mixtures are thenPaFiiB 2639

to cool to about roomtenperature and the solvents are
renoved by evaporati on. The_4ro(§sulti ng crude products
may be further purified by nethods known to those of

%f#&dﬁ,ﬁﬁ ah atdoliftof Abﬁumb fhgadd About YT Ing Sr frdtPabbR Q0 ﬁ]fgltééHoLtQQOO mg,
gel,. C omat ogr a 1 Ng ng% ropria ol vent [
PRl S e 18 o Bl ik o, SEfen dbout 10
' RSoRPOURSI0 PR & frivn Rbqut 253ngio aRet $88 mgpor rom ppsuliio almst 50 @g. or
* trdriNibolR 188Mng ©abdBt 500" R4 , R NR2 Ny R2 R1L Rl 3 4
(1) (;8 o Ctﬁ grrf»a%m;#n a% Igﬁn ﬁcﬁ?@flﬁg& i ma
congpun?jﬁs)u OQ' eO I’?U ae gn B%;?DYG:L \}\],Eer ein Rp, E%g%\feﬁﬂ({n y
Reontairya compoupd of the praset ipventian, of MafmerBRiORoEeRiAkte) i g! soivate
atheted® irsanl ano@i ir&n Gbouaﬂ.&ydw,% ta shatas\wiwds.ar am bmum éout 95
G@m[. & ok ablhh awt Q@%\%}Wﬁ%’orbﬁ?%ﬂ t SFWARA 1d 5boat|nrs Wik, or
aproti c _SspolLvent, u as.acetonttril e 10Ol X e, a
Rt o P P P S o Bab S SBRE chout
75 C, Teolreabynmrsvent fissates 28 @nditgngl magiatel ebypHYs en pharpiceyical
bésposition biltidihventda SsSsuitdbd fbith@iation i HdmisRred @i colnbiatioR ¢itrl £ jeast
| DO ARANSGBRS & Romiii6 fordS tBQB??é:'nQEUnS% RO RRLeSt iNNen®RShd M at
carbonat 6 or %ﬂexanp"ﬁe? or organi c asgg%e s'uceﬂ as 2
nigesh Pt-HIYARSt @Y e ReeReres_by; REPIRIDY & therpgiraly piipetive gmount (.e. a
exgaephree P4Sdfirthibitingaemausl) pf atdeasteme wammgesd of dtiecameseafinveition (as an
C UFROHGShieAT whtPEHLr hore ARBIVOReMS B A feadd ofd! iphaHRb@ulR8F Ruitable
T N Cr o DSLRET of Qa5 A0 Gt SUBnPARE BluaR o
atfii ol IR "t YRRt PP B SN o as PRES 58S 88
wizgifiat pregessingpbiie adfvpecompousiintg the dnal phaanagewing! preparaionsh e
art angeawetpetodesersri precknVdisBibied or Usddions mediated by HIV, a
€ Xy dcsﬁ%ﬁ & pBdhion Zﬂrémﬁﬁsﬁ In23 B&bﬁ%mﬁ%ﬁoﬁﬁ SRinRtereRat hBeSsame
N iR g st ne et + 170 ==0"0 R RS-Neb™ p-
R@’?—'{as /at Ijgst gne Nwmﬂﬁ?gem that is in a separate, pharmaceutically acceptable
formulation. Such a dosing regimen may be designed such that a compound of the present
invention is administered to an HIV-nfected mammal prlor to, at the same tima as, or after the
administration of the pharmaceutical formulation containing at least one anti-HIV agent. The
pharmaceutically acceptable formulation of the compound of the present invention may be
prapared by combining the compound and at least one pharmaceutically suitable carrier, which
may be selected, for example, from diluents, exciplents and auxiliaries that facilltate processing
of the active compounds into the final pharmaceutical preparations.

The compounds of the present invention, or a pharmaceutically accepiable salt or
solvate thereof, may be administered to a mammal suffering from infection with HIV, such as a
human, either alone or as part of a phamaceutically acceptable formutation, once a day, twice a
day, or three times a day in combination wilh an anti-HIV agent.

Those of ordinary skill in the art will understand that with respect to the compounds of
the present invention, the particular pharmaceutlcal formulation, the dosage, and the number of
doses given per day to a mammal requiring such treatment, and the choice of a particular anti-
HIV agent or agents are all choices within the knowledge of one of ordinary skill in the art and
can be determined without undue experimentation. For example, see “Guidalines for the Use of
Antiretroviral Agents in HIV-1 Infected Adults and Adolescents,” United States Department of
Health and Human Services, available at htip:/ gidsinfo.nih,gov/quidelines! as of April 16,
2004,

The compounds of the present invention may be administered in combinatlon with an

additional agent or agents for the treatment of a mammal, such as a human, that is suffering from
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Rl 2 3 Conmpounds of fornmula 1 are conmercially
avai | abl e or may be prepared by those of ordinary

skill In the art wi thout undue experinentation using

met hods found in the literature, such as those found
WO 234312 at, Synthesis (1992), (12), 1203-4PCHBARINGR2639
at al., Pesticide Science 25 (1994), 40(4), 293-7,;

and O ehr et at, United States Patent No. 41743, 294.

WO 2 00 71034 3 1 2 PCT/lBZd861(102639 -45 Conpounds
Ol |t1f95t|9?r‘lv@1 the W\?wﬁ:’sthéé RQQJE%E&' &ln};l){x emh I@thothwseps% or

ose of ordin he art

o v dh 8288 o Yo A B, S T SRS 1% b e i
t ¢penbihgtipe witht the egmpornds whipe presqnt ippeatiandndvde. byt are nbtdidded to, those

dasmr asbﬁﬂlv HEERL Nahiblttre, Hhistirdel wasdaﬁtaiah:ammhomr &UdBoside HIV
P4§ecr)se anrB?asg MEBI%&DéTMbd%rs%?EB ltjegga CCkE ?‘lhlG[o?sts, ﬁwcrusuw |nh1b|tors

Vent ron
t‘ES’"‘P?W)@SeUSB’F' agjipmpnomaduiaiess, SproPospdy "tﬂh@h'brh'ef Htycdrus by an unkrown
duesunantshe conipetrals Nseflf air thexaapled of Beges Mousks, Sonpouddshuseful as anti-

@%%@ﬁ'oﬂ%)ﬁ?dé%&*b@dbegolﬁfsg 185 269 86 and

| ascek and Vi ed,
M O BPPEfArs ussil asrb‘éamteﬂszwbmméﬂw b&ﬁamg’bmw"ﬂ%m
escenmpingssof belpteaprd inkenkipnt ingigde.cbutand ot tirpited kd, AW S (@mprenavir), CGP-

Dﬁarsh QIPaf 758 TDMALIEE MeBingdr, MERVD BRI (riviRd8)) idpMBVrAITRIC-126,

t§zaﬂ‘a‘3¥” nprl.ﬁr%(v‘it éef#ab i aif}é ﬁl%ﬁBeLGo 13%%4&‘6’1?% 'P‘anlaébe PD
oi @W%é?q?’%up@at?éam Hﬂl‘ro%rf‘&lﬁé! (AMPASPAG-HETS, MK 944 VX-478,
f adihavinitiprgnastie Samuhgplr . tostasavie OPC-68eNPEB4, Gadasprasaviy Giciam (Lexiva),
a!:énzé?@{uﬁélarﬂﬂgdé?ﬁ&ﬁ&rmm iR 083N fldka, Ro\WBLARS, vX-385, GS-

B EEa PCAHE Sioptits LA B4 L oled B 8b s

skrpPride 71262 ¢R-13% RAId . SEHPSEHAGBE003, BpiR9ath V\-7GP03, BMS-182193,

- Lams-assh ey, sShysdobessi &-ditiel. 6s-o0, taﬁaeQ4wr¢5mmt{(2sfssu-hwroxy-3{(3

P S U B0 T conre

posi t iSPEPYIESEgibasyiphibiors o §a v m&?’@*’o‘ﬁnﬁﬁ“{"ﬂﬂ ?i‘zﬁ“%l‘ihih'??g be
t udee jn camblaatits eithtthd @mpaumat of the ptasert santiot ihude) taieare not limited to,
SL@E&Q)HC' Bs-84t) VaeHivallSe, aa‘&ovﬁglpws,mtb%meaam Izaalabma didanosine,

p%%'"%é‘@%"”g’" T'ﬁ"%‘”% 3°%5m%§9§§‘[ 9’@{%@ ir, fverag) (DPC-817),

@szso 11173 b%iﬁb*é‘i%&“@ﬁ 1840 H. M'Hé"hﬁgbvl@ml':éf)ed%m PARR. entecavir,
rasﬂm dmtdcitdbine Tdhe alovu@met i ons wer e assayed by

hi gh- [ (WP,
i [STRAHbE et o UM OER @E&f% it fansprase enzyme
j thetgeay "B;}‘“M‘é%‘f?ﬂﬂ‘?ﬁt“f‘&ﬁ Bfpupdsaf the preset dvengipn inglye. but are
TodT liphtexdt s efadeez, HBYREP | neyvilaping, TNC-1h Gaplkidreh | TROCH 25, agawviline,
Sﬂaameorapc 088, DPCIERI TMC-2D, %A%am @Wﬁamsewttd@%ﬁa&%qt olide,
S Le.recor 0 r rnstrunen

of)rgrmaf |'?1€Y%m{d "%gemzvesa dﬁ%ﬁﬁl\%@ og@%_‘g wer e recorded

at 75 Qempounavpselyh 88 GRS ehittors gt arnqarela’ geed [HVGSOPRIERtien with the
Caﬁlpaurﬂobfutﬁel mesent (nvergion tne1cksl But pra mbt, ||mu@d 18,07 AB7 9, S 281 MSASCH-

the r :ﬁnsop?&p?ihthdrﬁéand é-ﬁl—? ,15,35p a%@: 2. Rct-8-yip-1-

RIE %tm' ke ?F@g’a’@a“daﬁw?”@; e ﬁwsrmcﬂmww

aﬂt@mp@pﬂ}moeﬂl-&atznlecwldﬂ P Olnftricy!) anettiyhoh 6/ 7-mtrahgire- 1 fiireidazele &
pyriGihdgtAtoxyidle, = doukl@k)s- T—endot (5-\sBbuBii- zmemwmdeti B dro-1H-

bI
I A e e
a9, 30 SHV-873410(Ano-412B.AK-608 r ar ed spectra were recor ded
on a RingbundElusenr £TmhiﬁhoSperCHNOHE§r€£e 8%zyM& akat OhdyS be %§ed in

K%mb[\‘»ﬁdol'l W the %m pﬁ‘%?ﬂ m\.-ﬁ;l}orl .né\%;% Me no? Pr% edqo GW-

wave nunbers
oBt033'n é&"a@'ﬁ'w@'q_e@%é igcderivajives diggidspd n'gWQoQSﬁergO‘hrcempounds
uncorrected. Al final products had greater than 95%
purity (by HPLC at wavel engt hs of 220nm and 254nn).
Al'l elenental anal yses for conpounds herein, unless
ot herwi se specified, provided values for C, H and N
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40 as "C, H N WD 20071034312 PCTI | B20061002639 - 46

In the foll ow ng exanpl es and prepar ations, 'LDA

nmeans lithiumdii soprrpyl am de, 'Et’ means et hyI

"AC neans acetyl, 'Me' nmeans nethyl, "Ph" nean
WASHYIIHHPhO) 2POCI neans  chl or odi phenyl phosﬁﬁgf'éz"“"m“g
"HCl" means hydrochloric acid, 'EI OQAC neans et hyl
acetate, "Na2CO3" neans sodjum carbonate, "NaCOH'

means sodi um hydroxi de, "NaCf™ neans sodi um S

GREGH fevo 0@!5‘?564 &E?&ﬁdst didcel 3V @6‘0@@49690 F F&hy&’éﬂﬁﬁmidinw

tetrah}/dro uran means. _ dii sopropyl car bodi't m de,

§“"FFS/41§°[9W HER2EPPYEz01 e, ' H20' means water,
" NaHCBBsionriwnititers Swdheuneshipedt gfgeivi ttebimap ibetuegd in KEEI@Rition with the

REBARBn A %Sdréb@htqwehfaﬁl%@de b&t/%g'hot RS eRfNitig@120), T-1249,

ns |s " neans
AMDE)&Q’A GRY @feﬂ%fmﬂ QYo dis os ﬁ" g?h%a;ﬁsul f oxi de,
AcCI Oﬂnwwéw?ﬂ arwfelmh@@rs of il thpbmayhe alpes! ﬁﬁanwwéwewth
Gt ®mbélads dQhe’ PrisBR invaitiamn mcliaa! by laret noblititgd top BbigHle CODVRX-355,

A ?M?%ytéﬂq% Eﬁ?c%bglﬁurﬁaép%%%r@g@? abqRs P 2003119157.

means CREPHMAITSEN I e 39333?"50" anagen\gnt of [pfectioa fram éﬂ"‘lsﬁs other than
i indr majgye USEHXEHinbInai@ngth dmatompiunds o theanmeberit ki@eftiomripelds, but
RS A% Hinkdd taydéi}dﬂ:?ﬂr Gnivirsbr @m::SerH PMBE hdetanocin G, AL- ?21 cidofovir,

b
g b s

692% Kwrz)va\m%mu@mq rwavafnsfafc.awév@ HEROP.JIELHA6
3- pyr Ddfhﬂﬁﬁﬂsnﬁat (ettSesOm@unodb@uatbrd1anal payl e USHB BNohbinatiodMyith the
T&mpéuﬁ @ WfeSant 91§§1l13n .n&ﬁe Cbmg a?n nﬁ&ﬁ' b, wmgﬁg Alpha

[ ot ect

'S ‘CHCI
BT g Bl SO ARt CL BT ELAR PP BT plgero.
sadnuibdytermacrdphage cdlory stimitrdingsfetterelh2simme neeglebutinparestneet, BMREG-1,
ttRRE®S-2 SintiHidl didtiyl dithid Sarbdiatel hlsﬂaqnﬁ&femt MEBIBnifeLdak¥phakR MTP-PE,
%ﬁg eﬂ%g n r%%laﬁn | @éﬁ‘\ r\é@ls’ne\’\@égf rr{bpiaé?a go‘le bleapgna\/\aéo‘i.
ora d % & e crude pro ude

‘ﬂtwm*,‘ta'%§“éf§§ bl 4tYH@1°ﬁ?r\‘i" Mﬁ'ﬂ' amﬁtfacméﬂ N b fucaresol,

Eh@ﬁmnanmmmdiebubad and ibtarfeedntatis n-3.The product rapidly

cryst ahd. fn?eagesoﬂ':st rﬁmbaalfvstgs fin MP’%"“IV&%"@% de oﬁmQ present
ng% uéec%fga) noé (ggggsal?vaquoie ﬁ)uEh nsyiin gﬁtg?mﬁjm ngg'noprim
t@vaﬂgxap[p mrigethgraine, Zafprubiciy,colifidamycin Wit 'prir@agun(mq, flugongdole, pastill,
Torfad, (dnornfthind) penhtadiidine( Mrabuin sﬂraﬂz&:d SintradéPazol RS 12PN DA Rate,

0 I r Eg MY |

Jar'iombﬁﬁd%&b% "X}Faﬁlmﬁ di;r?onyf] enzan‘ A hB"Qanp ,9{3"6%'1} ihﬁrg';mne'
d“‘?ﬁeﬁéPLﬁ‘%tath‘“ﬁ%?'ﬁyﬂ"d 2’"1" PR YR
yl am Aolfeghis oy Injdycnzaat ¢ cdmbdglionanith e appsuwbds blathe present

aRlaRRn intiude, B5tard dat s %Qulgfﬁngm C@ﬁfjca E&éﬂglnnlga-ﬁﬁl fReHbate

30 m [utions
e flsaEtniia, hERuro) SRt RS PIPIFaR and 1 ho
sol vethenaamreynsp SYebnayche UTEN MRSt vaH et sgmemunds of the present
Ahmehtoh @diutiy b 02not Boite@ @, Btiiancdal aidahRE! cphyr, ARXEBIUS 233623,

e TR AN A g
qe Tpeabreptide segye(ise; lfisodiym phosphonoformate, probucol, and RBC-
SCEPﬂDthyIpyrldIn 3-anine (0.5 g 4 62 nol) in CHzCl z
( 50 mip adﬁﬁﬁr? m@&qﬁ&nﬁlﬁﬁtlmﬂ%tnﬁe&@n Gh m?useﬁlj |r630nmm{|c)n with
g-prrg%erat){va agen‘s ftralrI tl?er tr%%tmmegtoorf]Xonzh o%g Egc%ta(se K!pos: B sar%oma g.lch agents
include, but are not limited to, inhibitors of metalio-matrix proteases, A-007, bevacizumab, BMS-
275291, halofuginone, interleukin-12, rituximab, paclitaxel, porfimer sodium, rebimastat, and

COL-3,
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noi ). The resulting m xture was stirred at room
tenperature for 1 hour. The m xture was then 5 diluted
with saturated aqueous NaHCO3 and extracted with

CHzCl z. The organic layer was dried over Na2SO4

WO Ra0@pBaIzand concentrated. The crude resi due PREEBL006/002639
purified by flash chronatography (0-8% l\/aCH CHz2Cl 2)

to give the W conpound (0.476 g, 34 % . 'H NWMR (400
Mz, DMVBO- 06) 6ppnil0. 25- 104%2

( m I H}%pgé»&éagijla gl’]an adagb(’-glo Zr agé'l vnlg%gﬂd%ﬁ')a nuﬁ% Zuf é}ors

OB SRR 5o 1 RS 49,1 SR 5 o) B S v
2ofditiod errvetditiphsbping dtahedBthe ydeylt&nof tre)csmpduadior] chiopaurdsedf e lpypsent
ﬁ’ﬂv@uﬁﬁﬁ hﬂ&h@adﬂh&{al‘»ﬁg@m fshars treer |ée[n(,§ o Ry *ayama Ic&h&uﬁus that

am n(iagdsuhm?ﬂ%nbenz d&égﬁ%ﬁ%ﬁ L %ﬁ 8%[{')'% %r'd,%%;ams of

lll.eon@troo and3ie adilitanalcagent ar agents is wihimipe knoedaesah prst df ordicary skill in
WY et afd &dﬁ%ﬁadeﬁﬂ!ﬁ@!ﬂhndﬁ@exp&%ﬁcﬁaﬂper ature and the

I
; ‘Jr ?’felﬁlﬂ(ie dp\é@go EA’:@&E %@é?u 'f“Tm""““{]?gﬁg his %ﬁ‘ﬁ o&é@n%uon with gy of
W%%YWF'W'&HGW%PHWP treatment of 8 mammal, such as a human that is suffering
Zro{n]ah Tfeztidn vdix iy Yitlohims, 2408, ADSirelaibdseafplay (ARDR pz@ratother dBiease or
ToondRioR WARR i réméahexmwgg ﬁpﬂt{??ﬁaﬁwv ﬁéussr sin Qo&ﬂ'urlélﬁcﬂ\/ﬁay be

et 1533 mamiral i ot Eiiopd o porjeoiigs o b Gisker Y ggisp are
mf@ﬂm In the $ame fmld@}iom%‘hadmnm desstiibed jabaye.2 Bitermalvaty. such a
(cibﬂbmubn Afcbel ddMinRielet id £ maAmalRBdrifgirdminfedtidl with 1he HN\Bvirus such

#rﬂ% cofﬁ‘ép M}ﬁ o%%%rg%s T'# trthoﬁllés%nt u‘cliremon QIe ep%%gnﬂ wWQ?ormulation that Is

| ecte I on was

tséﬁ%"é‘i‘ AP armyiaien ﬂt”@lﬁ?’”vﬂ’? Rddifors! (32‘%5" i P“"é’nd"é‘i& geeued or
wotnhouEBIEthg BresenPifivention are afiministepsiisepeedeoirgrathe edditiayad agont, such

}/ﬁﬁztﬁg\rm%mﬁ% M?&C&@%&ﬁtﬂtﬁﬁﬁyéﬁeﬂﬁ&ﬁmlﬂm% a‘BNr@ﬁnawmf time in
|

i e B e SGR I Sl ESU500 7 S ippigon
do Mscans fchsufaz'gn 66%9 addlwnmmer(t@oeaqmﬂlzs WI!WB@)B [dBgwigsig ohene of
-or@nadylski| MthedrtH) 7.69 - 7.72 (m 1 H 3.84 (s, 3H).

St ep %he Mﬁveﬂ@%}?ﬁ%%%’a&'bgg%pﬁ so ut o TE: aﬂ%%s%th%’!chemas

3" tf\"ﬁfﬁ%" K09 Iaitgraniquss avaebledfy g atiising siagtiog Pefelgs that
m@re(amlvfsa?aﬂgble 5¥6e pmt))n ioh cexieid Giribpdiments) ofvibes prebent ingention are
BeSiBdoasl détéllbﬁth@'ﬂ:ﬂiovh xBflplad, bk 24ds& oil Rt na;jQ:kih Hthé art i eec%me
20040 f@%@ongg;rub%g 005190258, i dB T SRCL1 00, TLALUES. o
adto 1o mterrﬁ' ur 6, P 8r T Jt ea ™ freris
(HAeFepHinventiat oFos R¥ample; B sniiesis ofmomtentp@‘est °‘§(!P°H‘?_df Bccping to the
Ciovelition enthy Clegerformed &y enodifissisre apparat] tthese MBS he art, e.g., by

fapwo a@@ p%&uﬂgqfqmﬁw 4:@11,,@ ctytcﬁaneaag Bro%er aﬁaa(éémg&m RHAA in the

qurtr Io? Pycg?ﬁir@r{ouu%a §t rgca ns r?éﬁ?ﬁ‘r%" condltmns Ldtematwaly other reactions
Aisclogedheehn oxknpyt in énemrtawlwe)mm]i gsihdvion pddelability fen breparfg\bther
QomPytihdshi hein@nnCH9 CH2 , 0'CH2 HN'50 O N 0=5=0 0 C

N1 CH%‘hvsz &9’!. n§§)clf f%)'nglg ’(/féan%e E‘SEA?&Q%W?&%H of %mﬂ?a% a(and4 as

(%%%?e&g'dw F%‘ﬁ??}b@ﬂi'&?&"t' SOTROUEER Of ARMIA T aerpin Rl Re Fe' K% R

K'i RY ad R3weras herbitbeitre definmh 4r@RTds Q-Cip alkyl, Thag be aliowdd o eeact with
V@ﬁ\p&“nbéﬂf %M«I vnergih W'"%@ ﬂ"%%(m@nmn&n &ych rgaqhoné may

0 |l ayer was

ct e {zﬁ?l rgani.c
T RErstingn Profs STE0 Sith 50 SHEBIT iof BETPFLE 3 Frgere I the
rrerge dh] émwaeoupﬁﬂ G focioly 15§ FGiddr exartpieostatitolyP 3Pand (0ptic®slly in the

NRé¥eHce GHAowave leRer§). \FRr @ainBte LokPRinds! df fofim PRy BE prepdred using
rrl\u/&y{ %%pw%;ﬁammo)sulfonw]benzoate by preparing a mixture of methyl 2-{{pyridin-3-
ylamino}sulfonyijbenzoate (1 eq) and an appropriate compound of formula 4 (1.5 eq) in CH;CN
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DMSO-D6) 5 ppm 10.56 - 10.66 (m 1 H) 8.55 - 8

1H 7.95- 801 (m 1H 7.86 - 7.949 (m 1H 7.

7.73 (m 2 H 7,34 - 7.40 (m 1 H 7.021s, 1 H 3.83

(s, 3 H 3.73 (s, 3 H. Conmpounds of fornul &)

WP ¥9aPEAI2usi ng net hyl  2- ((5- et hoxypyri di n- 3P 1532""6"’"2639

yl ) am no] sul fonyl ) benzoate by preparing a m xture of

met hyl 2j [ (5-nmet hoxypyridin

yI )am no] sul fonyi } benzoat e @l’ eq) and an appropriate
a(ui he'émrg%e foblitind Rbdrd © a§c"§:t Mo <@t 3p Rl G‘ga higroR48Utrhe

es In a ovvave The sol

ngh@n g}l’ftl{f%e?j'a {tnrgg u&tmed tl% coo ggo t; mﬂﬂpﬁag X tb?] scﬁvents are
gwiovasinty MMVfapé'hfatBSdU“gme Pragues pep e furiber\purfied by methods

laru&vh fd ke Qyor@é};smu Grithe/8r) sCIA=0 BRLLEE brAMkgel chfbriatogiaptyaisibl an

aratio
%.Df e g‘)?{/rf)'if/ﬂ% pé&v nmﬁmeﬁ%l rl]'sul fonyl } benzoat e

Ste 1 4nethoxypyr|d|n3amneOCI—BOCI—|3 QZN H2,
PdlI C H2ZN N MeOH N To a sol uchwf

4- et hoxy-3-nitropyridine (2.5 g, 18.2 mol) gion MeOH
(50 L) s R25 added Pd/C 10% wt/wt (®5 gf) |and t he
m xt ure ti?®ed under 1 atm H2 for, hoMr=R"at
room té& e. The reaction mxt ¥e iltered
through cgd i hgoand fi I/Hoate was concentgategy The

crude resigdyedwas PypTied_hy flash chr gr aphy
(O- 10%N§B—F€ Cl 2) lto give compound g4 (8; 875 g, 44

9% . 'H NVR osz wasooe)5783(:‘ Irh) 7.70 (d,
1H)6.79rt, 4.79 Is, 2 H 3.79 s, azH). 30
Step 2: net R‘

2- { E(4- et hoxypyr| di n- 3-yl ) am no) sul f onyl ) benzoate WD
20071034312 PC111 132 @4 16111112 6 3 9% -4g OCH H2N

OCH3  Bihgotihdd & Jormdta @Gty BiNpparéd hordesmiauilis @EtEmuied 1Nnd 2,
m:;rgl §p| Fth Boﬁ‘ % F% HE‘RE‘GESX&W{ ddsr}le%m%porggef‘\gﬁ %93 les CiCw

D e i et B o Y A R ot
Sbivent, eckhCi acaonilé foa bxaimplemati ciegdparattrel irethe Tnge of ot dboe 0 °C to

\WBsut 9'5 *dﬂ‘o‘? ganpfeQb&ﬂEyfcataﬁtgm %%&U&ewﬁm ngble bases Include,

B RTRI . e bpes o, B g B e b e o

reEan Ry er ofganic pased, Sych @s 1§t priop or N drtimetiyeminepyriding feyieyasmple.
altdradtideld, B €edohd dgBivalénH CHértdmpouhti BINGR1(14 Q thaMzused DRCuRtd)e tase.

a'bhg’?w_?ﬁ%f thgétm gé%r% ﬁtg‘%l %&/ Jdil@qgé&q%liale offé %mai& as
e\:@sgimthp \bbk ne-of qrgm e Al a é:angaq_q)em:ned without

@oqlqa@tmdoerméhorf ormula (1) were prepared usi ng met hyl

2{[ (4- met hoxypyri di n- 3- 1@cehham no] sul fonyl } benzoat e

by preparing a m xture of nethyl

2{[ (4- met hoxg™pyri di n- 3-gsyl ) am no[ sul fo

eq) and arf Rﬁprlate a ne (1.5 eq)gi

M and he b s ab Bt B Cfor 30 m

m cr owaveR® The Jgol uti on re arrowed tR ¢

t enper at ur g-gP t he sol v |;1t Rwas evaporaafed’ ‘0The nude

products wer® purified by S102 col unrrt t ogr aphy.

15 Exanple E: Preparation of nethyl I

2{[ (S-cyanopyridtn-3.yl)anm no] sul fonyl }be z&®t e Met hyl

2- Q(5-cyanopyridl n-3-yl)am no] sul f onyl }be‘hzoat e was

prepared followi ng the procedure published in

Schar @1@4\1 %l

2004, %’%"ﬁ”@fé i"‘mcﬁﬁ”‘?e%%?' §a ewa?‘a& BeBlebd by those o
ordinary skill in the art without undue experimentation using methods found in the terature, such
as those found in Kim et al., Syathesis (1992), (12), 1203-4; Bastide et al., Peslicide Science
(1994), 40(4), 293-7; and Diehr et al., United States Patent No. 4,743,294,
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HNA O OCH 0 N Na2C03, K2Fe(CNb 0 O N~ 20 " N
Conpounds of fornmula (1) were prepared using nethyl
2{[ (5-cyanopyridl n-3- yl)am no] sul fonyl } benzoal e by
preparing a mxture of nethyl 2{[(5-cyanopyridiri
YO 2486} ul f onyl ) benzoate (1 eq) and an appr"dﬂr’ﬁ“é‘{“@““mg
amine (1.5 eq) in CH3CN (0.35 M and heating to about
110 C for 30 minutes in a mcrowave. The sol utions
were allowed to cool to 25 r480mtenperature and the
sol ve
pur | Cep e BRI nd Moty AL e ol fbfarod oy toso of
Waﬁ@é‘l“é“ ¢ art \mthout undus experimentation using me s found in the literature, ar
Ny, bik gtepagédwsing Zhetiiodsplaskibad hdreipl et hyl ) - 2- [ (pyr (dl n- 3- 30

| met of the presen
>F’>CFTTF Eﬁ% )85% l%AZagxgte]éa@m slo W@ G 7&0%3%pound f the present

1ivefltlog can ?ralngd szg%m%o r’nel.ﬁodﬁ/éwmrgl? (hoa_lassk II Hn l}\&ag and the
Ynefhpd degcihedherpin. 1 Forigkantplel se@-Masisem pitFo Feashi ioghys Arta. RS 185:
1266-38:Cand SFedidscdk, ISTH. | Ostatsl 28 5ertfad OMYlang Vidd 3M.0ndidehann dJ,, 1988,
\ _@Qs MeOH (300 nL) were refluxed for 2 days. The
sol'vent "was evaporated under reduced pressure. Water
was added and the mi xt ur EXPLERt racted with CH2Cl 2
( 3x1000e entainplesbetovbaraintgadad only ta jlestate\pertieuler emtizidimedks of the present
VWRahRH akd grbnﬁ%am 6 3%mvealmn%?ﬁ'lar{ngﬁ(25o m),

bri ne 50 ford u
conpotth &' "Tri%%s %scﬁg“g??\%%"?“‘rﬁfhg“%? uw&’j 'mfﬁﬁg‘ﬁ % e
f fallowing deggtntipt preadn Pegrees Selsiys (OC) anthlhparts and percentages are by weight,
ZarkeRyirdichddoepisaet hyl t hi 0) benzoate (3): A m xture of

conpoypds, ¢ {%gnﬁ'sgomgtaﬁa% 4 %mgﬁ%&d"‘s wore Fum@w merc:al

1- (br ononet benzene
SUP%’%QS% S AQH%F Eharienl %@@Yrﬂ’ Lpneagtey %a@“ﬂ%tf“i’ u%{@d‘sed without
ome*mnptgﬂnaﬁMTmsmtb(wmwvagdal | owed to cool to room

t eﬁpeﬁ?B lrl{a@uoﬂg g?jtffbf{ht &ro@dvereTBé?fofrﬁddtd’n@Jrea Miaifive pressure of nltrogen
concentr. eq . .unaer ressu

V\%Fon or v?tﬁg Orq,wl [ambmn? a(rli%areltuaga(urﬁests ﬁ;tha!&s&l %g g |r56-61 rous
nqg)vemsrw@alv\cgaﬁqurapremtwé waD psioresd 0“\/9&%'@&*‘% silips gy 60°F
Nesd Giles (ARX22Q0 (07d5) mmadng relufed @B Othérlappropiiate Nseivénd GdliodTivv). The
%gcug{s gg O\.é%[éyelélagys% &u?ar IEM@%%E}@D ph'Fh I-H"EE) or thin-!d'-.lyer

h%@gmptm({l’ 'héranﬁ Lﬁ"PIF?l?;daat |iﬂjﬁ°d thhgf%(ﬁ tion of staning matenal The
2TLOmlatdsciere-Buglizerstyivy| shasnbyrhxbybio pad siainl of iddine sBin. a
SO| ut |Lﬂl@s§f}ﬂ16fﬁl§@%l&ﬁe@ 'R0 @ctraOwetd Zocoi®d bn hrBruker instrument

op Enlz;'zg and 'CAQRI eztﬁcﬁcferg d%grgea]‘ atqgl hld_lg I(Hallz cga were

portions feacti on m Xt u
wepsaineg jap 0:9(5 oF 5BfY slipns (zeperied 'bRPé\% msgﬁfh‘%ﬂefmm@e reference
sfiavied (1.bepmt and 7@ ppiiioe DMaD-d8/AER.50 @pra AR d9.52 hn)). Other NMR
SQJN‘éﬁQtweV@%séde 'gf)vn%gd ndWheﬁ %H&C %!hg §§lére repa-%g thehfollomng

resi due was 2 V\ﬁter rgacte
EPP5VIESRY 2B )“54% S F é BHP w*—mmm ff“a plet14 & b&aﬁ@sﬁé‘d =
2¢publatyad doytiets. gUif lSIS‘-tb@U Oft taplgis- Cyupding\canistats, Nvhe ) givedClare(rg@rted in
NMigrtzand extract ed W|th Et OAc (2x1 Q The conbi ned

ot oo :o,a iechBR0 6 o PRl R L1 SSRleball bt nept gt o5
ak¥raele i?'uz'%s 3yd gherprpogried prg; i@. warenuRbers) (o ) Tt frass

f snet:thewre obtalned using LC/MS or APCI. All melting points are uncorrected.
All final preducts had greater than 95% purity (by HPLC at wavelengths of 220nm and
254nmy).
All elemental analyses for compounds herein, unless otherwise specified, provided
values for C, H, and N analysis that were within 0.4% of the theoretical value, and are reported
as “C, H, N."
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purification. Step 4:

N- (2- met hyl -1 -roar phol i nopropan-2-yi)-2-(pyridir-3-ylm
et hyl t hi o) benzarni de(5): 25 To a solution of add 4

(2.75 g, 11.2 nmol ) and

WO ae7M3A3 121 - nor phol i nopr opan-2-ami ne (1.12 ni PCTABA06/002639
mmol )) in anhydrous DWMFI DVSO were added EDCI (2.58 g,
13.32 mmol ), HOBt (0.182 g, 13.32 nmtl) and NWM (3. 35
m-, 29.6 nmol) and the m xt4re was stirred at room

t WO 21107/ 034312 PCT| L B200618026 51
v er i ol SETReS A1 Gy 2 TR AT disoprgeg amide, ¢
aukdns pthyh B¢ meaneacetyll (Metimeans edhvhi"Rh" imeans\eienyl. dRIQILEOCE greans
v@hb&dighﬁﬁbrzsphﬁbe “1QCIY Ahbaks IhRYRAIGAONAES DR Neéhns w(adatata.
. e, ' n i REnd m
et e o dBLepel s e
uihlgede. ' SElyc apeanp  Wethypreine neTHFesMBRmE (R4aNYBIBRAN; RIS geans
odibapropyl@Hndinidep IHGAThyesns hidrap bepedtiazble, R pedan® water TNaHC Oy
Irmeshs Sodivth ﬂ%ﬁ&ﬁﬁi carbbrated '}‘QCO;SQT%BHS bR EARRatdHRieoH" means

Ratd

CH C m 8. 46 ) 8.43 (dd, 1 . .
Rl ‘E#m?.ﬁf?@‘g-%%ﬁ;ea? Rty utaly) o
(mgang dﬁ)amylgu_[f@(ide. yals ) nfeaps goepd chiprides '@I&,Clz'l mppns methylene chloride,
A \I8ESmed l&etﬁﬁ (-butd [nér, SOMF2 fbdfs iyl iofk{ried fﬂ)qch‘o‘ﬁxeauls Brionyl

< - . Q 2r - 2= - . .
RIS HE bRIFGHE AR PERS0gr Kiekns sl dod -0
i e8P ARetin agpEinde. (9N gnears dsetenitiiagang KON CeRns BoiEesiumy hydroxide.
VExaen pladcl MethfRNByridio-360dhinp)sulfony]b@itatemol ) and | BX
(0.142 g, 0.507 mmol) and-the dgegaction m xture was
stirred at room tenperaturg—for 1 hour. The m xture
was diluted with saturated qdkous NaHCO3 and

extracted wth CHzCl Z The/sg?gani c layer was dried
over Na2SO4, filtered andioicentrated, The crude
residue was purified by f h chromat ogr aphy (0-5%
McOHI CHzCl Z) to give cogpolind 17 (0.028 g, 18%. 'H

NVR ( %ﬂﬂ%@%@% .19, BRI noif Ras(Rued to Hkirda Sofution of

8.11 :

73-Bdinaming) (159 8. FOSoPTRIINFA OB 4 Mi-)The tegperatyreipse 4o 85 (Cpnd a
| srhd)l aBouflof redBIsty @)l separated du). CHENAB0 B, Bdectath with adnfleribs)4és fdiled to
vl YRS o SRy Ahc 1 TR S0 Glro Shipol s 6 Ll SPues
cey oot wetesn SR a8 BB Biriotests Bishiess el Wb efine wes
eebraziefto pigihp cudgpredyyt. Jhricrideeradiict wag dissplsed e e ainirous apgpunt
Cotfhar Et8Ad1aHdIvias diluldewili extetl I Bhe lpfodiidd RipidR| chyetaBbd todt 450 @her t1 hour

i o rystah _
Tl P TR Fin Ry b g il usel A, T NRRARIIRE, cocr 5
| B-Bttat B PSRRI (B iH7-BQ0t 2 e WBedin HI-Ph(td FIFIS3Y b 725
ofm, 120062NH3EH MeOH that is applied in 3 portions. The

e o (apgRal, SO MGRUET ) - WRFETROBLEL Liing \ AGHA { Bigrian.
U T i U e N e P A S
Oyiagming)syifaqylibenzpaty| (TEM) 2P an [2ppgperisteNming (1.5 embirVGHs&N (B3 M) and
HitatidgQo atdut 6102C Gor BR aivales infla?g‘rﬂcmwava. The solutloTs were allowed to cool to
A s AR ol A g

mn chromatograpl

Exampie B: Methyl 2-{[{5-methylpyridin-3-yl)amino]sulfonyl}benzoate
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HN OOCH3 ON b~l The title conmpound was prepared
according to procedures described above, using nethyl
2-[ (pyrdin-3-ytam no)sul fonyl ] benzoat e and

3-met hyl butyl ami ne. The title conpound was further

W zkiABdiZoy dissolving 2.0 g In ethyl acetat @TABUEG2639
and heating to reflux. Wien 5 conpound had fully

di ssol ved the resul tant solutlon was | eft to coot very
slowy to room tenperature? The resulting crystals
were |left to stand at RT for 3 mn, after which tine
they were filtered usi fgannél , washed with col d
ethyl acetate (20 ni), \ao/ar(ﬁd under hi gh vacuum f or
16 h to afford the title cd am as a white
crystalline solid (1 67gH ({() "H NVR (400 MHz,
CDCI3) 5 8.64 (s, 1 H 8.746 8.43 (m 2 H) 7.60 -
7.68 (m 2 H 7.45 - 7.5 2 H 7.39.(t, 1 H 10
7,12 - 7.21(m 1 H 6.Ga 6.17 (m | H 3.52 (q, 2

H 1.67 - 1.79 (m 1 H) 1°57CHg, 2 H 0.98 (d, 6 H).
Exagp;riﬁuor oo of smem{g din-3-amine,_ (0.5 g, 462 mmof in CHyCl é)sg mi) ware
N (LB BR TG i S i S il 5 T
comgilo Thelreswitiog mixturrawasdtizasad rodin taynperatuperiercldgur: d9e mixture was then
dRGed wilh Qe ¥ReolsNaRGO, sRteRdctad with CH,Cl;. The organic layer was dried

ZovFr(hgggdd,gfgﬂ‘e ™ 'c&{ILJ&QQFﬁ u‘h{e%ﬁ.?ﬁ a?ﬁ&%%@h@méiv@ flagh chromatography
pOBrerNeOlY B'Skcgl g giup (e fite PoPepne P-HF @—P“("S)oo HAMR (40 jHz, DMSO-
OEB) 6 by Toegst- |1m§;2 WS it APS.8vest BH) het-h.o8 gn, 180764 - TTHegm, 2H) 7.54 - 7.64
r(ﬁ,sw_,ﬁ {&qtq nggrw %ﬁ'a%l 3\a§re then slowy dissol ved

dded to conplete
i 55 OLOBPATME FhAoTmhE, db wert o roaPt osH MBY S0 preyins

tapiesadienyibetater gt Rlepiring 20 sfitgwre 1 oh. mahye Re$Trnethyipgridin-3-
o ﬁ.h@}iuﬂoaweszostel(h et #d aﬁ@ﬂprﬁb’nbﬁ@nﬂmqeﬁ R i8 EHYAE WHE M) and
fIPeEaUn%Qci ? | thH&lﬁ% %r S{{ %u?jglgs tn|§t4 %&on‘p ungd Iu?%éd’%l—?zlowed to cool to

ne so
Dmemearﬂtgfagndme |se'ven1w%) evapraies. (The crydg-prodycts werecpurified jy Si0,
ScoRinn Cistomatogrdphy?. 66 - 7.78 (m 2 H) 7.50 - 7,65 (m 3

H 7.39 (q, 1 H 7.23 - 7.29 (m 3 H 7,09 1t, 1 H

4,54 (d, 2 .. 25 Exanpl e 63:

BB TEbiC: 5Pt BTRA) FA TSy EIR oy benzoats
NSterH3-bran®-Emet@yyadire7 10 3 4 312 PCT(I 82006/ 002639
-53 The titl egro ued was prepaggd accgrding to

pr ocedur es descr|6§ abraoMe, DRMFNQ y['CH;
2-[(pyridin-3-yl ag o) sut fonyT f ben gre and

n- butylam ne. The title conPound was further purified

by di S8aIsetiapofB, Spipremprwidg (1000 #4:3 rmmeli) DME 10 nplig inrflesk with a

vmuaubremaddeﬁddr BEDM S tien 25X wt/vE IO LKLY it thdinixturd was heated to
RRER &koqudm méeédeoWa ﬂ&psoﬁe nq]g r%waa Lk ® TEGE LBk was

ﬁ? btain qq uti an. e resu g
\°6?P"1/65'§Pﬁ'8élf’? afé’td pted ‘F'B'r Eﬁ#‘&ﬁ?ﬁ’aﬁ*@%w MEBE 3?5 mL).
r‘érwpmﬁmg orgeyliq iglers weereowashes with ¢£@ (2, x Axart h duedwgiveriNazio fittered and
e&ohwmmetmeeéamwae tHeR XoA&Duddby) highdREuui o G0 HAWELlo dhelhe title
S SR8l i b BT AL o SRR e
I\)FJZ"MIDI\/@@)DG)SQQO-NOO(ml 8.73 it, 1 H

Ss_aﬁgarﬁeu%zyp@mn-:ﬁamﬁ).n 71 - 776(m 1 H 7.61- 7.70
(m 2 H 7.4% - 7.575(m 2 H 7.35- 7.44 (m 1 H)

3.25 (g, 2 H mma(nﬁ ) "M N28cy 1. 40 (m 2
H 0.90 it, 3 anpl es o, 59 393:_THe fol'l owi ng
exanpl es were prébared according to anple 2, using

t he apoRRInictd-Bromo-5-methoxypyridine (5.2 g, 27.5 mmol) and CuSO,H20 (1.37 g, 5.5
mrmaol) in NH,OM (5 mL) was placed in a sealed tube and heated at 120 °C for 10 hours. The
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compound of formulae 3 and 4 (as described In Schenes

1 and 2). Conpounds of forrmula 3 15 were prepared as
descri bed above and conpounds of fornula 4 are
commercially available or were prepared using nethods
WAWH0331% hose of ordinary skill in the art EEEEWQG’““%-””
Structure Hams 'H NMR No. (400 MHz. CHLOROFORM+ D) d
ppm 8.33 - 8.38 (m 1 H) 8.25-8,30 (m 1 H) 7.72 (d,
1H 7,58 (d, 1 H 7.52 mNJ1 eihylo ethyl-244 |- (d,
?eau)on anéuaewas thé!‘l | to]'oo'ﬁp temﬂeraturg 'ﬁu&é@ J«Hﬁ adl(ﬁfrﬂs) r Ak Bitrhcted

trn9-
("Hﬁ‘ EPPﬂ)ﬁz 396"LJ @h @mm?d %évh) 'ﬁm \rw k?é?fz'%ﬁﬁ% fﬂbefed and
Zortdnteeg t@ affhrd Zhe3Ble(domp@ind et [jes Lisdsi6in ma 5& (step with no further
Iﬁbjr;hm'il (s,8H1.29- 1.42 (m I H 1.14 - 1.27 (m 3

g%?—% Tﬁ%ﬁ%ﬂm%wdeQ%%m}ﬁﬁ chﬁ 8. 53. 8. 64

(m | H) N41,1dindhyl-2- 8.19" 8.23(mg¥™H 8.07-
plpsridln-l-ylethyl)- 8.14 (m | H) d\, 1H
7.80 (t, MNGh~Z04g, 753 (m D O (Lollf - BH
yf easno) suHtyl) het 1% e QH, 747 T~ HHND®,

7-15-7.22(m $'H) 2900=8:®F (m 2 H) 2 - 2.80 (m N
|l 4 H 1.53- 1.63 (m & H) 1.41 (s, 8NH) 400 MHz,
DVB0-)8) d ppm8.35.8.43 (m | H) N{ rr91hy42-
8.11- 8,18 (m 1 H) 7.92 7.99 m 1H)77ﬁ""(d 1H N
N py T4 4 sdiutidr desytathoybiridin3-amif®31 o inkyhdine (0.4 M) wastdddbd nfethyl 2-
g ARSI BSR4 ooty ey o
prturp sy d‘W("‘f‘ﬂ‘ sg@urﬂyd gquegys NpHGG, erhil exirqptspbvd_t e('g; 6Th|a|)orgamc
(IayBOwdstdried deki NGESTR Citbved &) cdndeqirated. Bite- ddude Bqsidudlwas/pulifiéd by flash
'ﬂ)ﬂ%ﬂéﬁg% m ﬂ}é’blﬁ%éi g‘) %Qaﬂ?ﬁ tha title coH)pound 'H NMR (400 MHz,
ww T SRR T RS T D Fsy s8] im A 1B afsq(m,
H)H)?S? 7.73(m, 2H)7.34-740{m, 1H)7.02 (s, 1 H)3.83 (s, 3H} 3.73 (s, 3 H).
Compounds of formula (I) were prepared using methyW 2{{5-methoxypyridin-3-
yl)aminojsulfonyllbenzoate by preparing a mixture of methyl 2{[(5-methoxypyridin-3-
ylJaminojsulfonyljbenzoate {1 eq} and an appropriate amine (1.5 eq) in CH3CN (0.35 M) and
heating to about 110 °C for 30 minutes In a microwave. The solutions were allowed to cool to

room temperature and the solvent was evaporated. The crude products were purified by SiO;
column chromatography.

Example D: Preparation of methyl 2-{[(4-methoxypyridin-3-yl}amino]sultonyl}banzoate
Step 1; 4-methoxypyridin-3-amine
OCH,

on OCH,
2
(] HyPac N s
. ———
N MeOH N

To a solution of 4-methoxy-3-nitropyridine (2.5 g, 16.2 mmol) in MeOH (50 mL) was
added Pd/C 10% wtiwt (0.5 g) and the mixture was stimed under 1 atm H; for 10 hours at room
temperature, The reaction mixture was filtered through celite and filtrate was concentrated. The
crude residus was purified by flash chromatography (0-10% MeOH! CH,Cl,) to give compound
16 (0.875 g, 44 %). 'H NMR (400 MHz, DMSO-D6) 5 7.83 (s. 1 H) 7.70 {d, 1 H) 6.79 (d, 1 H)
4.79 (s, 2H)3.79 (s, 3 H).

Step 2: methyl 2-{[(4-methoxypyridin-3-ylJamino]sulfonyl}benzoate
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07.08- 7.2D(m 1 H 6.06 (s, 1 H 1.42(s,
611)1.26-1.38 N I (m 1 H 0.43 - 0.56 (m 4 1) W
2007/ 034312 PCT/ 1B200& 002639 -55- 1S6D2 ppm 9. 74 (9,
1H 9.24 - ONgn Il NI OF

W paBsarhenzyl ) - 2. (PyddMo 9.39 (m | H) 8. 2RCT@EB0g6/K639
5 HN i 3vMam( )s dianyl)bsn>snlde 7.83 - 7.80 (m 2 H)
7.48 - 7.65 (m 4 H 7.21 - 7.36 (m 2 H) 7.14-7.22

(m 2H N/ 4.54 (d, 2 H) 4460 MHz- OMBO-D6) d NH
ppnB. 01(s.1H)7.61- 7.77 (m 2 H) 7.28 -.7.46 (m (/ 2
H 7.05-7.23 (m 2 H 6 2-(2,7 vyl daftt lyl } N-pn

")-N pyridn 5J0cH3- - 84 - 693&‘? 3-3.8¢H: 0 3.81
(m 5H 3 4, 3- 48 y i'J |znn dgtnanM e 1
H)293303|( Z HY -2 1.93(m  INH)
177(m1|—|)l~141n—$'0m 1 H NH OWHZ

OovsO- 06) d ppm603@s 1 H 7.70. 7|65(m 2 H

7. 36 7.49 (m 2-(2,7dio" MX3.5)n.s 2H)7.17.7.27 m 2H)

7 0 Jeagolejag okF-mghayrgidies-griine (1 egln pyridine (9.4 M) wappddey! methyt 2-
Vit bss o | sadkte (Mg brdithe’mikiire 3ab &:n(aa ovethigh) at ooBiGempeZitd The

T L e

MG M St i ooy TP R o o
(momaﬁgﬁpﬂﬂ)to Givbatioed thi 1O cqrpourd. Y NBIRKIOMHEDMBO-DE) 5 9.35 - 9.57
fl@ﬁ‘ﬁﬁﬁm 25{41%0'@'2% 7 -6 24%-1 -+ Hh 724 - £.53 '_Sx3 2’F|)77 &t 178738r1n01 H) 7.32-
Y,
QEB‘”& B’fm? m@:‘#( r\f"%gae'é% 3%)64 (m 2 H 1. 51 i
1 84 (Gempoungly of . forpwla 1 (1)3 9erenprepatid) ESi%J@tm@ﬁW-mﬂ)oxwwdiW:"
( ARRINdEfonyIPDEREdald0 )by d preparing @ mixture of methyl  2-{[{(4-methoxypyridin-3-
yllaminc]sulfonyflbenzoate (1 eq) and an appropriate amine (1.5 eq} in CH,CN (0.35 M} and
heating to about 110 °C for 30 minutes in a microwave. The solutions were allowed to cool to

room temperature and the solvent was evaporated. The crude products were purified by SiO,
column chromatography.

Exampte E: Preparation of mathyl 24{[(5-cyanopyridin-3-yl)amino]sulfonyl}benzoate
Methyl 2-{[(5-cyanopyridin-3-ylJamino]sulfonyl}benzoate was prepared following the procedure
published in Schareina, T. et al., J. Omganometaific Chemistry 2004, 689, 4576,

HaN oy N PJ(OAc), NMP o
I - + o OCH3 HN:S\\' Q
0
N 0=3=00 Na:COs, KoFe(CNs |
o] N |
-~
Sn

Compounds of formula {lI) were prepared using methyl 2-{[(S-cyanopyridin-3-
vijaminolsulfonyllbenzoate by preparing a mixture of methyl 2-{{(Scyanopyridin-3-
yl)aminelsulfonyl}benzoate (1 eq) and an appropriate amine (1.5 eq) in CH,CN (0.35 M) and
heating to about 110 °C for 30 minutes in a microwave. The solutions wers allowed to cool to
room temperature and the solvent was evaporated. The crude products were purified by SiO,
column chrematography.

Example _ F: Synthesis  of  N{1,1-dimethyl-2.morpholin-4-yiethyl)-2-[{pyridin-3-
yimethyl)sulfiny(]benzamide
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ppm9.75 (a,1 H 9.24- 9.37 (m 1 H 8.26 (d. 2 H vy
WMN'~~ 0 3yem benzyl)-2-(pyddin- 7.64 - 7.78 (m 2 H)
7.50 - )eWnyl)benzamda 7.2 H 7.23 )7.32 (m 1 H r+
7.11-7.21 (m 2 H 4.50 (d. 2 H) (400 MHz, DWVSO-D6) d
VORGP (a, 1 H) 8.24 - o cry 8.29 (m | HPCEIRH0602639
8.23 (m "+(/'Nterlbotyl7.(2{(pyrldin-3- 1 H 7,79

(d, 1 H 7.64 (t, 1 10 yfankno*l Conyl)6enzpyi} H)

7,50 - 7.58 (m I H) 7.43 257, d zaapfo(3S}| mane- 2- -

750(m1 7.33. 42(ml 718- 28 (m 1 H
carbnto” 3,48- 3.68 ( 2 3. 02 H 1.809
- 1.77 n@mms-@g& t') 126 (a9 H WO

21) 071( 134ET200PCruth B2 026R8ucmb7 J pI r,~ (400
MHz. DMVB04S6) d pixn B-8.32 m H "N I8 23 (d 21 H)

7.81 (d.11+.H) tort-bukyl 2-(2{(pyridin- /.88 ((, 1
H 7.54 - 7,81 (m 11 ~0 y18m no)sutforryr)benzoyl) -

7.48-7.52 | I ro[ 3.5 7-
'Z‘D:e 7. 3@;0|-(m( 7;%\(?‘4 az% O[ ]”°”f‘§e4e<e

1
7 -
2 H 3.25 =3 31(fM
156164(m4f£j)136(s & ||(400|sz
M |
8
5
9

DVS d Fl~y pm 9.75 (e, 926-937(m1
H 8.22.8.34 (m 12 HN, b H-benzyL2{(pyr| dyYn7- 2 H)

7.65 - 7.79. (m 2 H ytam na)&WNon d[ benzani de
7.49.7.85 7.40 - 7.48 (m 2 H 7.32 - 7.39
(m N) 2 B W73 }.33 (m 2 H 4.54 (d, 2 H (400
VHz, DMSO- a ppm10.27 (s, i H 8.18 - 8.32 (m 2
H 7.81 291 (m ".J 2-Q4{4 1 H 7.65- 7.75 (m i
H 13 H "o Buwnphenyi ) pl perezfn-1- 7.54 - 7.62 (m 1

Hﬁ_ei.14&lethyl imeaapthtanzoatddg)r Miht 370.07%3.1(my)), 12:S8) (2FmR2.37 mol) and

7-a§ﬁyd eOHBIRRN Verdl AR © ddys Hhe Soifdht was EvabBratedundér rbluced

Npressura V\Z:-ﬂer v&as ad e'j)ang tI§e mlxt%ra v;sfs(emmc%edmm CD%%I; ((5131000 mL). The
organic layers were combined, washed with aq. NaHCQ, (2x300 mL), water (2%250 mL), brine
(500 mL) and dried over Na,S0, to afford crude compound 2 {165.0 g, 89.6%). This was used
without further purification,
Step 2: Methyl 2-{pyridin-3-yimethylthic)benzoate (3); A mixture of compound 2 (70.0 g, 0.4167
mol), 1-(bromomeathyl}benzene (82.8 g, 0.5 mol), K,CO4 (350 g, 2.49 mol) and CHZCN {500 mL)
was refiuxed ovemight. The mixture was aliowed to cool to room temperature and filtered. The
filtrate was concentrated under reduced pressure. After addition of water, the mixture was
extracted with CHxCly (3x500 mL). The organic layers were combined, washed with ag. Na;C0O,
(2x200 mL), water (2x300 mL), brine (300 mL) and dried over Na,SQ,. After evaporation, crude
compound 3 was oblained (64.0 g, 59.4%). This was used without further purification.
Step 3: 2-{pyridin-3-yimethylthio)benzoic acid (4): To a solution of compound 3 (55.0 g, 0.212
mol) In MeOH/M,O (300 mL / 50 ml)was added LIiOH. H;O (17.8 g, 0.425 mal) in portions at 0°C.
The reaction mixture was stirred at room temperature overnight and TLC showed the starting
material was consurmed. The solvent was removed under reduced pressure. The residue was
diluted with water, and extracted with ELO (2x1 L) to remove neutral impurities. The aqueous
layar was adjusted to pH 3-4 with 1 N ag. HCI (50 mL) and extracted with EtOAc (2x1 L). The
combined organic phases were washed with water (2200 mL), brine (300 mL), dried over
Na,SQ, and concentrated to afford compound 4 (35.0 g, 67%). This was used without further
purification.
Step 4: N-(2-methyl-1-morpholinopropan-2-yi}-2-(pyridin-3-ylmethylthio)benzamide(5):
To a solution of acid 4 (2.75 g, 11.2 mmol) and 2-methyl-1-morpholinopropan-2-amine {1.12 mL,
7.4 mmol) ) in anhydrous DMF/DMSO were added EDCI (2.58 g, 13.32 mmol}, HOBt {0.182 g,
13.32 mmol} and NMM (3.35 mL, 29.6 mmol) and the mixture was stired at room temperature
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6 H WD 2 00 7103 43 1 2 PCT! 1B2006/ 002639 -58 /

NVCHy (400 MHz, DMVBO. 06)d CF% PP19.56(s.i H)8.33- 14
HN a N (ted4uty2-(Pyrid3n3 8.40 (m 1 H 8.22 - B.3U
(m O yfam w)sWonyt)banamde 2 H 7.58 - 7.68 (m 2

W w0703d12- 7.55 (m3H)7,20- N 7.32(m 1 H) BCBORM6/(H2639
H (400 MHz, CHLOROFORM / N 0) d PPm 8.48- 8.55 (m 2
H) 7.50-7.89 (m2 H) 7.29 F~C.N.9=0 O
I\I-nslhy42Hp|perkI|nI - 781-(m 3 H) 7.20 - 7.27 15

1
Yo b s YastEmaviL iny A ool addiipor watd; B9 LT miilee Sa
rexmdemmm CH,CH The omgaigr|agag werp gonbingd weplied Withj Nnea( e (15 mL)
Mriter (m)ﬁﬁha @0 mPand Bridibvérdgsd.. he soiva wasl removednler Rduced

%f‘%%gﬁmp 4 | f%lal;c%é matog ’é(giﬁ‘ﬁjg IHétOF\cf tro@sfém 1:5)
8P S LN R SR b1 A . DR .
/H)d’65237 Ea (ﬂn 6B) B4570. E(O{nn 1 B) 7HID - 3241, 2 H‘$? 58- .18 (m11 H) 6.85,(93 H)

g&?@ 117/ OéﬁB Ipan.BA) g O£639 o A 41 (m -
1rf6ropat‘1 )':\g( (‘IﬁT‘ y lﬁ‘%ﬂ M;’(B): To a

SSO’B‘FOH(thHtBImWa‘@ 10214B,d0-370-r@r(i0l}lin IGHCTE (@@') -wee @WOC( FLNEr (604 9.
107016l imd0ana et ey QY @doT Mol -and 183sdclion hixide WasORimbd- atlroom
Hgmpe?ﬁ%é %ﬁﬁo%@af%m?@ﬁgw% dlh?lecgé}qisglh{m%g queZusngag%% an‘;ld eg'n-acled
H)'Ithﬁ-gCI; 'ﬁhe@p_ga(nﬁ]layer nqp yer rei Q. pj'freg acq%\csmtqated The crude
Obtde 869 putified/by Neh plpmaﬂo@abhy @-Sﬂaale(cml Cﬂzdﬁl) to give compound 17 {0.026
(16‘%)”5& RW Ab@%%%‘oho? 01;9 'Ti HP8.6P- 37117(41 1 4)81 39-
Pt TR At A

sz(&gsﬂ)tmﬁ—mg%mssw 3.67 In. . 2 2 H 354(3 NN
3H)2.88-3.10(m 2H) 1.28- 1.85 (m 6H) (400 Mz,

BERAD ol hps ot 119 £.67 (5. 1 1

a solution of an appropnate BOCprotected amine (1 eq) in MeQOH (0.1 M) is added
DOWEX 50WX2-400 ion exchange resin (10 eq) and the mixture is heated 1o 40 °C for 3 hours.
The mixture is then allowed to cool to room temperature and fitered. The resin is washed with 3
portions of MeOH. The product is then liberated from the resin by treatment with a solution of
20% NH,OH/MeOH that is applied in 3 portions. The basic alcohol washes are concentrated in
vacuo to provide the desired, deprotected amine.

o)
R Ko,
Sxliis "
y O
/0 w N
8540 Dowex resln =0
g Domrn§O0
. o
I /|
N Na
oo
Q\NQO ) QO%'
N
Lol e
"— Dowex rosin =
HN Jowexresn, w00
o | =
Nx N l

Example 42: N+{3-methylbutyl)-2-[(pyridin-3-ylamino)sulfony!]benzamide
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NW*2-U(4 19 HN'I 0 7.69-7.78(m 1H)7.56- 2 50 (d H)

H 33.23qg. 1 H n CH yQmo~ kJe 73-.85 80 ((ma.,

, (.2 H 1.46. 1.57 (m 2 H 1.28 . 1.42 (m 2 H)

0.90 (L 3 H WD 20971034312 PC VI B2006/ 002639 -60

wWd oMz OVBO-{76) d N~ p(410.10 (a, 1H) 6PGT/IRI6/1363I

H B.24 (d, t H 7.77. YI"Y S=0O O

N- pyhdkt 3-y1. 2- (pyffnW -1- 7.84 (m 1 H 7.64 - 7.72

(m 20 Hry'O11 1 H)7.52-7580(m 1 H) |

MAénzeneautlonerrd 7.41 - 7.53 (m 2 H 7.21 - de 7.31

(m 1 H3.43- 3.52 (m I—D§188-3.01(m2H) N\ 182-

1.88(m 2H) 1.66- 1.61 CH 2t HN,5 00

2{mar pt W k. a. ykar bony944#- §0 pyr gkl - 3-

yt benzeneauBanani de ™~ (400 , DM5O-08) d pgn

10.56-11.12 (m 1H) 0O N (5 cyanopyridin-3 yl}2-

8.65 (0, I H 8.52 (g ¥ H 22 HNO (pipeddl n-1-

7.88-8.00 (m 2H) 7.68 (i, 1 )twbo |lyl)benzeneaW mam

H) 7. 3be fife comppgnd mvag prepgred poqqyding e pepcgriies dpegripgd pbove, using

trhethytd 8 ((Pyritin-3-yianfing)satfonyi]idhzodte Sdnd - 3+Batibutyitanine.~ ~ IRhe titll) compound
1 i % i . n

vyt Salb il i, o
pougd had ity glsspvad Aye7egfiam Solufgn WRso'el 1 SRV TR om

WirGreeiurey The resullifg ¢ryptalsiverd lef7io 4tand at RT G 3¢ mrin, afi@ whigh(ime they were

gﬂé?rb@usﬁxg @MnZeIJ\%sgegavzm g&]ﬂletﬂ-yi EﬂemteY(btgHL)[‘Q}d;M t\#&&ﬂibﬁﬁimudrﬂ for

, : s 2. m <

17 ko o ol il o eyt I3 04 e, o e

KEDCHDS B¢ (S11 1#)8.26 - 843 (m, 2 H) 7.60 - 7.68 (m, 2 H) 7.45 - 7.59 (m, 2 H) 7.39 (1, 1 H)

7.12-7.21{(m, 1H)6.08-6.17 (m, 1 H) 3.52 (q, 2 H) 1.67 - 1.79 (m, 1 H) 1.57 (3. 2H) 0.98 (d, €

H).

Example 43; N+{3-fluorobenzyl)-2-[{pyridin-3-ylamino)sutfonyl]benzamide

H\/©\
- N [
o
0

© O

HN’S'
-
N

The titte compound was prepared according to procedures described above, using
methyl 2-[(pyridin-3-ylamino)sulfonyl)benzoate and 3-fluorobenzylamine. The tile compound
was further purified by dissclving 25 g in EtOH {300 mL) and gently healing using water bath to
80 °C. The resulting solids material were then slowly dissolved and more EtOH (50 mL) was
added to completely dissolve all the solids. The solution ieft at room temperature to crystallize
for 1 h. The resulting crystals were collected and dried under high vacuum for 16 h to afford the
title cormpound as a crystalline solid (21 g, 84 %). *H NMR (400 MHz, DMSO-D6) 5 9.76 (s, 1 H)
932, 1H)831(d, 1H)B.25(d, 1 H}7.66-7.78(m, 2H)7.50-7.65(m, 3H)7.38(q, 1H)7.23
-7.29(m, 3H)7.09 (t. 1 H) 4.54 (d, 2 H).

Example 83: N-butyl-2-{{pyridin-3-ylamino}sutfonyllhenzamide

H
%N\/\/cm

'
HN'S'b ©

=
N
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8.72 (61 H 865- 8.68 (m ~01H 852(d, i

7.91- 24 MNb 2d(5-ryeno nzamlS 7,85 (m | H 7. (, 1
H ( yl)anl mno)tullpfl4penzsmde769(6I H 7.59
58 (6 1 H) HT. 47 - 7,54 (m 1 H 3.23 (p,

WIH743%3®. 59(m 2H) 1.29 - 1.43 (m 2 H) 0. 9BCT*'1'?-20*3"“¥'|}6-"‘-’
(400 MHz, DMSO-06) d pm8.11 - 8.21 (m 1 H mdd, -)
7(. 51-160777H)7.41-7.51(m I H 7,32 N CH

-7 41(m 1 7.24-7.31 2§¥3,5-d' nel hyl pi peridin-1

yI b nu% A up% vé? R‘eg%ec?' aé}lﬁ?%ﬁ lﬂy’oi%_‘%s S;ie bed ﬂ)ove using

!f‘aéﬁwﬁ*flf"délbsnzi%" o iagring. Hp tile @wnemas furgher
Ipbnféd %dlsso&m@@ 0§ I ety éﬂ)etalhlmﬂlmﬁﬁ Hexa#®(was Itid) Qd@3-drdpwid5 to the
Ga?.ltjoﬂ- urlﬂh it ge(ﬁ%a tlg 93 fe(v\naro le")iyl gce@e werQ U‘l,él:l' a& lo]obu)n a clear

e g 80N Wil 35 st AR v

Colipdgd. rWashey ithi-28% athyi Retalphexape (X3 Mig. srdedriedHin@ler high vacuum
Nv&ﬁ‘dhr art & atB:dGRY 1tid .cOmpodrld &Na SXAtAllind lsBiat(ﬁﬁl g2 VMR (400

f

PyoEG00 oo 1 U 3572 G 941639 (2R Py 7 10
FI)51777QW B9) 149 - 757K, 2 A6 --7.98, (m11 t*hi% 23 (qHp HY1.811.54 (m, 2 H)
2026 4ty @R YPO.BEE I3¢hL- 7.60 (m 2 H) 7.34 -7.44 (m
HN 1 H) 7.22.7.26 (m 1 H 28 ON) Y9~-pYndh3-
4, 75(dd 1 H) 3.86-4.08 ynenzenesufarlemde (m 1 H
xgmoles1todddyy | H) N, 3.09.3.25(m 1H)2.82- 2.98 (m |
H 1. THe follobing @x{mples whrehlyepdreB becodling8o Exampl A)sing the appropriate

%ﬂg‘d é%ﬁhl%&é)aﬂd 3—%5 Jdeéﬂ-baﬁﬁﬂ Sél‘leflﬁus 1 and 2). Compounds of formuia 3

were prepared as described above and compounds of formula 4 are commaercially available or

were prepared using mathods known to those of erdinary skill in the art.

Example 1
No Structure Name H NMR

(400 Miz, CHLOROFORM-
D) d ppm 8.33-8.38 (m, 1
0 H) 8.25 - 8,30 {m, 1 H) 7.72
(d, 1H) 7.58 (d, 1 H} 7.52
- 7@‘0 N;L&‘;;ﬂm:f“ d, 2H) 7.42- 7.7 (m, 1 H)
. HN” cH,

yilethyfl-2{(pyridin-3- 7.32-7.40 (m, 4 H) 7.08 -

7.47 (m, 1 H) 2.85 - 3.0 {m,
ylamlmm::‘-:yﬂbemm 2H)2.71 (5. 2H) 2.33 {1, 2

H) 1.56 - 1.83 {m, 1 M) 1.54

{s.BH)1.29-1.42 (m, 1 H)

1.14 - 1.27 {rn, 3 H) 0.85 (d,
3H)
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1P 29074352 51 (m
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3.58(m 1H)3.07-3.10 (m |

-164(m 1 H 1.

4

a00 CH72i (3,3 di mathyl pEperldirl-1 7.

29 HN N n-3- 1H)7.
7.29 (m 1

2.79- 3.
32- 1.48 T

LI\ f\O’)f\‘l’)

{

' 3 H 0.93. 1.03

-63 (400 Mz,
10.26 (m 1 H

/~1
781-7. 71(m S

26- 7. 43"6'??{'
H 3.48 -

8.28 (s,

1
H)

1
&MIGIUI}ZGSQ

02 (m 2H 1,51

m
fa
\v)
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L A0
=+

—0—83—m
ORM S~ 0
2
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D ylsho
e (m
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CHLUOROF
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7. 44
yl puni
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H) 8.88 (ks, Bok) (400 Mz. CHLOROFORMbo . oilsd B
1. 05(m B3 I(m |l H 1.33 (m H? ]966(11H)asg
2{j,(5t|net ] pydiih - 31 SeFamehrpecanel) | & §3$§7o<
102° ")t Y8 C I, YO ami| nahsybEtiiv .y (15) 25k (m. )715:31 -
4. 21 ("@ H 5.90 m 2H}(smsa{d)23|§4so(d{r;
M)} 3.79 (s, 6 H)
{430 MHz, DMSO-D8} d
qu\o"’"' §78- 544 (me 1 H0818-
i N{&meﬂnxybonzyl)-z 839{m,2H)7.84-7.681{m,
48 b [{pyridin-3- 2H)7.45-7.83(m, 3H)
ylamlnosutfonylbenzamide 7.20-7.31 (m, 2H)8.92-
N 7.1 {m, 2 H} 8.73 - 6.89 (m,
1H) 4.49 (q, Hz)H} 374 (s, 3




O ,xH methyl propyl)banamide 1 H) 7.41 - 7.47 (m | H

) iCJ~ 7.51- 7,61 (m 2 H 7.74(3, 1H 7.99 (s, 1

H 6.07 (a. | H 8.72 (ba, I H WD 2007/0343 1 2
P071112006/ 0412639 -86 (400 M4, CHLOROFORMd) d ppm
|ogen 43y (m 3 H) 285 (a, 2 H) 3.10 (s, 1 REI1B1@4002639
4.04 nH~ 2-6(4-& fnypynd' al-3- (m 2 H) 4.28 - 4,99

(m 2H 6.65(d, .15.79 Hz, 1 H 103 ,o0

>4kr +tinlenyl-Ni3 6.79 - 7.1.(m 2 H 7.13 o

BuaroGenz 1)-N7.26 (m | H 7.32 - 7.45 (m o0.CH

ritelhyl 6err78riade 3|H) 7.47 - 7.64[(m 1 H N 7,74
t, J-18.94 Hz, | H 7|85 - 605 (m 1| (H) 8.27 (dd,
Js5.54. 3.02 H | H 6.49 - 8.75 (m |1 H (400 MHz.
CHLORQFORM d) d ppm ,d\ 2.53 (a. 2 ) 3.10 (8. 1 H p
3.36-3.7 m8 H 4A 1 - f N13-1u oQgnzy)-2-1j(4- 496
m -2 |H) ¢ §8~(d™cw, 104 'geo 0 net hnrypyridi n-3- J=5| 54
Hz 47 | |[Hew®792 - 7. 09 HiNnethyab aieOb- [ myl JN- (m 2 H
7.13 -7.@ (m 2 H 03 G‘l‘*ﬁ’é%%@ﬂzam de 7.30.7-47
m 2 K¥~7.47 - 7.65 (m 1 H 7.75 (4 J=7,81 H6 ( H
1H) 7./89 (d, J=3.02 M¢- | H 8.29 (d, J-5.54 Hz, 1
H) 8.50-8.62(m | H) (400 WHz- CHLORCHFORMH) dppm (cH
D.99 it, J=7.43 Hz. 3|H) 1.16 08~ H |Cra, it, J=6.8p
H 3 H) 1.47 (s, 8 ~yrA N1, 1d|rrelhylprrpyl)-2-{[(4-
—1—-69—(g—J—F-55—Hz1 2 H) 105 = H)
6.2 H;| 25. yl)am no)sl|il onyl)benzertl ide 5.75 {s, 1| H
8.62 (d, J=5.54 117, |1 H 7.33 - 7AT (m | H)
7.48.7.64 (m 2 H 7.76 (d, J=7.81 Hg, 1 H 8.23 (d
J=5.54 Hz 8,62 ((s. 1 H 0.73 |S(4odMHzl)nuédl&Qa MHz.
CHLORQF PdM 099 (L J=7.43 Ha., s
HN =00 N-{cyclopropyimathyl)-2- 2H)?az 775(m 2 H)
48 . [lpyridin-3- 747 -7.58(m, 3H)} 7.20 -
> yltaminosulforyflbenzamide 7.33{m, 1 H}3.18{d,2H)
) 0.88 - 1.10(m, 1 H) 0.41 -
N 0.48 (m, 2 H) 0.23 - 0.31 (m,
2 H)
¥ CH, (400 MHz, DMSO-D6} d
$=00 CH 8 é’f‘Fm"TL‘;’é 1563 (m
HN"& 2 N-isopropyt-2-{(pyridin-3- o L) - Sk A,
@ . © _ ylaminojsulfonyllbenzamide 72.’42’-7??1.(;:{; f-rlr;'v?:;}-
| 7.38 (m, 1 H) 3.954.20 {m,
Ny 1H) 1.19 (s, 8 H)




f H C(s, 6 H 1.89 (q, J=7.55 Hz, 106 B Q 8C/ aH
N-(1,tm' prop)f2-0(4_ 2H). 1/)6.68 (m 35. 7~ 5-77
(a, 1 H 6.86 (d. J5.54 0)nk%bu[ | bnAbenzeni de Hz, 1

GP 7.42 gl, J=7,43 Hz. N1 H 7.48-7.59 (m 2
ORBOI0NH=7 81 H | H 6.27 (d, J-5.54 Hz, HCTEDPZ‘“'GI""2639
8.47-8.54(m | H) 8.56 is, 1 H (400 Mz,

CHLOROFORMI) d ppm H Hs 1.02 (1,J-6.67Hz, 6H) 1. 14 Nk

(1, J-7,05 Hz, 3H)1.21- Cly-M-31 (m 3 H 1.79 - 1.97

m Lt +Sf B2 Y\J/pfriri 7-0(:21- 401 I—I) 3. 61 - 0 - 4 22
3.02 1 H(m 2 (d|) 5.89 107 dlio

emdno) suf cn, | 3benzgm de J$.56 H 1 H) 6.62 (d. [Hy

yt)

1=5. 54| Hz, 1 H) 7.44 (|1, J=7.68 Hz, 1 H) 7.48 -7.60
1 H 8. 6 H,, 1 H) 8.93 (s, 1 H 8.68
s, | 2 PCTI | B2006/ 002639 -87 (400

m 02 (t, J=7.05 Hz.
- mwmo 108 '6.p 0 CHL
3.60 is 3.88 HN ep0|~
. (d. O yI]snkIab 111i de J=6.61
, 1 H 6.66 (d, M| (m 1 H1750|-7.62 (m 2 H)
Y.78 (d, J-7,81 Hz, 1 H 816 (d, J=5.54 Hz, 1 H)
3.53(s 1 H 8.82 (s, 1 H (400 Miz, OMBO-d8) d CH
ppm 10. 19 (a, 1 H), 7.]90- 7.94 (m 1 H, 7.80 (d, AH,
J-7.83(Hz, I H). 7.64- 7.7L (m I A, 7,54 7. 6L (m 1
¢ NH N-O6ry4lnmsopad-3-| - H), 7.42 (s.|1 H), J.387. g,
109 ne| hoxygyrldin} (m 1 H), 7.13 it| J=2.40 Hz,
yl wni no] sUl 1Cny 4, €e8ZAmids 1 H). 3.74 3. 60 3
Hy, 3. 49 dt =13.20.0.66 Hz, 1 H)| ;ﬁé&%‘%m 2
H), 0, 3. L—,I) 1N%%—d(ddd LF117?5-g3 774 m 279
D=17. 56. 7126 7 0T Hz, |g"Osdmuboybanyly2 |70 (m 20102 128 (m.
'j yiaminosulionyllbenzamide 8.63-6.72(m, 2H)6.49 -

N

6.63 {m, 1 H)8.26 - 6.43 {m,
1H)4.43(d, 2H)Y3.72 (s, B
H)

\l*:'éul
e
Ny
=T
154

A
0 e
=33
m—
o
=T
=

—

{400 MHz, DMSO-D6) d
n ppm 11,15 (s, 1 H) 8.61 -
9.84 (m, 1 H)8.13 - .44 (m,
N-{ 1H-indol-4- .
52 470 4 [{Mdhﬂf“"‘)'z 1H) 8,16 - 8.44 [m, 2 H}

’ 7.63 - 7.86 (m, 2 H) 7.48 -
° viaminojsulfonylpenzamide | 63y 3H)7.27 - 7.42 (m,
| AH)BH8-7.13{m, 2H)

Ns | 685 (st H)4.75(d, 2 H)




H, 1.06 -1.18 (m SH) (400 Miz. CHLOROFORMd) d ppm
1,02 it J-6.67 Hz, 6 H1.14 VC ~ (4 J-7.05 Hz, 3H)
1.21- 1.31 (m 3 H 1.79 - 1.97 (m 110 0

-12-Olnettlyl propyl } &1 (4- | H 3.81 -
\%&0 33 °0 O CHL edwzypyddin-3- 4.00 - 4, 2£CZ’H?2°§‘5’ 639
5.69 (d, ys)em no)wNan .gbenznnkla J- 8- 56H7 1 6. 82
(d, 91 pvCryl J=5,54 . 60f%11|—|) 7 H. 1 H 7844-
t

it J'L 7.80 I\I\I(mZH) ‘77(d J-7.81 H. 1 H)
823 —3=5"541; 863 H—868—(s—1HH)
(400 MHz. CHLOROFORM d) d ppm 3. 84 (d, J=1.28 Hz,| 6
H 4.87 (d, J=5.81 Hz| 2° H)68(a, H)B.82

N448w oEenzyl ) 5met | nz| r-2- J-6.8412. p3 Hz, I H) 1]1
pp ~ |, | I aaypy@dl n-3- 7.01 (d H)
() (" 1H@E ﬁﬁ*lo s 1id yl}benra [k m”ﬁ,*tgy"-‘%m,

il H|7.42¥47.5 . 0 O nif)-2-7 8&1&70«82&&9 Hr -
187 'W%(e 1 H 63&%&4% Toskh i) |HL
(400 CHLOROFORM d) 1.1 1.02 (Lseds= 54 H,-t«ﬁd.H)
1,15 H- 1.38(m 3H) [L.75.2.00 HfYS GH’C?Wﬁ)”’NI{"({t-a
R) - 121 Oknet hyl propy@+(4- (m 1 H) 360 (a. 3 H) 3./86
- 112|4.15(m 1 H) 5.91 (d, m ~CHL y1) Hni no$u
yf)banzanfde J-8.81 Hrz, | H) 6.88 (d J=5.54 Hz, 1|H)
7.37 + 7.49 N\ (m H) 7.50.7.62 (m 2 H 7.78 (d
] (d, J=534 Hz. H 8.53 (a,
D071034312 PCTI 1B20061002639 |- 88
pp1.0.93 IL 8.45 Hz. HH) ~ 1.t6
P-ff(5-em nopyddi n-3- 1.47 - 1.58
DN 0 CH,

5 €3 Teyciapropybme 1lH 8.81 m 1 H)

51 24 b3 - 7.99 (m
prémlfmyl]bmzam (

ude

=00 N-benzyt-N-mathyt-2-
55 0  lpyridin-3-
'ﬁ ylamino sutfonyllbenzamide
Na.




3 H 7.63 (m 1 H 7.70 (m 2H) 8.85 (d, J-8.08 Hr,
1 H) (400 MHz, CHLOROFORM ) pprml. 18-1.27(m 6 H)
1.42 (m 1H) 2.00-209 (m 1 H 3.43 (s, 3 H 3.53
2%5 smhl ) pyr5dtn3- 3.81 (m 1H) 3.61 - 3.71 (m 114
WO280703431 3| )snko)su N "P Py N2 H) 3.76 (a, PCTHP2®6/00R63Y
(m 2 (2-metmMAD 1 enzanl de H) 7.00 (s, | H 7.32.7.43
(m2H)751781(m1H) 7.58(m 1 H 7.75(s, 1 H
190 (a, 1 H (400 M, CHIFBROFORM: 0) d ppm 1,02 (t,
17 2 [ 2LN0 121 | ')1 2
J- IT J l._UJ J \IIIIIL,UII} - o L U I 71
1.79. 1.97 (m 2~(4-ea(4- 1 H 3,51 3.22 (m 2 H
115 HX' 0 0 yl)am Ioiawtony) N(2-14.00 - 4.22 (m 1
H) 5.89 (d OCH, net hyl bNy) 6annrrdde| J-0.56 Hz, | H)
@972{&1 9:82

6. 62 Ja5 54 LH 7.44 (L X P=
748- J:EZH) 7.77 (d, J=7.8] 3
(d, {5 b Glafranyintd 8| BRI GO ﬁi);‘ H
(480 w%i ey CH_%Q"% d ppm (-

5H 1. - ~S0 0 2-((4-nmelTnXypyr dﬁ’%%‘%m 7 H
1.82 1 1.85 (m 116H"02H)2.27 S. o
3.19-3.40 N)ani no]solton14) N{2- (nm§p 1 H 3.38- 3.54
(ml1H cm nmethNoutpA) benzamde 8.2 (a. 1 H 7,33 -
7A9 (m 2 H) 7.47-7.8L (m 2 H 7.6f (d, J7.61 Hz ||
H 8417 (s, 2 H) 8.58(a. 1 H (400Md ppm 1H55.
4.51 ((d, J~.81 Hz, 2{z-1[(5-am nopyfidur-3- H) 5.
(bs, 1 H 6.78 (s, 1 |117 yliam no)apapnyl FN j 34-
7.25 (7.43 (a, 1 H) 45 - di hronbengyl ) benzsm de 7. 53
(m 2|H) 7.57. 7.66

.
(M 4 H7.3. 7.77 (m 3H O.
(s, s Z(Pgnw&@. M. ,,~1>, CHLOKQiﬂm.d&sodaspan p

LT ONl~l
\-70

)

o

ppm 8.75 (s, 1 H) 9.24 {1, 1

e N-{4-methaxybenzyl)-2- H)8.32 (d, 1H)8.26 (d, 1 H)
57 l{pyridin-3- 7.84.778(m, 2H)7.52-
.{) ylaminosulfonyllbenzamide | 7.59 (m, 2 H) 7.25 - 7.38 (m,
) 3H)B.90(d, 2H) 4.45(d, 2
H) 3.73 (s, 3H}

N (400 MHz, DMSO-D8) d
ppm 8.72 (s, 1 M) 8.00-

_ | 9.13{m, 1 H)£.22 - 8.37 (m,
58 S % N{2.3-dhydro- 1H-den-2 2H)7.80-7.75 (m, 2H)

3 yiF2-l{pyridin-3- 7.47-7.58(m, 3 H) 7.19 -
I ylaminojsulfonyllbenzamide | . o'\ '3y 7.11 - 7.18 (m,
N 2H)4.80-4.75 (m, 1H)

3.26 (L, 2 H) 2.98 (dd, 2 H)




X 0.69- 1.19 (m 5H) 1.10- O NN(2-neth 1.50 (m 2 H)
1.82 - 1.85 (m 118 >Iri S0 0 ned)yf yr3. (~ 2 H)
227(s 3 H 3-19.3.40 6acH,

) anYp( st Afonyl ) banzamide (m 1 H) 3.38 - 3.54 (m |
‘xmt"tif“w'{a 1 H 7.33 - 7.49 (m 2 H) 7.47 PCTABYP6/002639
(m 2H 7.67 (d. J7.81 Hz, 1 H 8.17 (s, 2 H 8.58
(s, 1 H WD 2007/034312 PCT| B2ML611102639 -69 (4X VHz

CHLOROFORM d) d ppm 2?0 0:85-1.08 (m 3 H 1. (L
J6.92 Hz, 3H)126139 CH (m 3 H 50-1 8 (m
2 H T O NTSeWwrtyt F2=(4—3-68=-391 (2t ') 406 119 HNH O

etlslixyppidin3 4.23 (m | H 6.17 (d,
yl) eni noJsXonyl ) benzgm de J7.81 Hz, || H) 6.62 (d, |J~
oY, HHz 7 H 7.34 - 7.45 (mm . |<4ob|)4Hz70t-143R0F8R~7 60
80 ( H 710 d. J=7,al Hz. 1 .19 Bdeenpe aﬂ 1
H N . a7 (e fﬁ"‘ &40

M—%- ; ORM d) d [ppritH-@oderg-2( | . @.ﬁ'ﬂl??;!;mw)@;g@) 1.20

7Aym 3 H) 151 |- g e TS9N m, 1 H) 2.56 - 3,66 (m
N{ seodXdyl p2{((4- (m| 2 H) 3.54. 3. 68 413408 2H)1.51
ndl wxypydt | fn& 4,09-4.40 (m 1 H) 5. 691 (*b%m%@#;:’
y4) ani noponyr yben20nfide J8.08 Hz, 1 % o'
J-5.29 Hz, | H 7.35-[7.66 N, (m 3 I-I) 7.76 (d. J=7/81
Hz, || H 8.26 (s, 1|H 8.54 (s, 2 |[|H (40D M7,

CH FORM d) d ppm| CH_0.74- 1.13 (m 3 H) 1.161
2

1.43(m 2 H 1.54 - [1.80 (m 0 CH| N (secWyf}2-0(S
3 H R.27 121 HNs 'D ~~,rybl.~ (s, |I3 H 3.97 - 4.29
J-8 Hz. yl)enblo)su [fonyl )benzemdg (m | H) 5198((d.
SH 7.B1. 4,48 (m 2.0 H N 7.46. 7.5 e, ssbibe 4 - 68
(d, i ppm 9.75 (s, 1 H) 8.87 {1, 1
H) 8.31(d, 1 H) 8.25(d, 1 H)
HN.§=OO V\E; N-I‘Z-{S-motlm_yphonﬂbmyﬂ- T62-7.73(m, 2H)749-
60 P 2-{{pyridin-3- 7.58 {m, 2 H) 7.40 - 7.48 {m,
He ylaminosulformfoenzamide 1H}7.18-7.31 [m, 2 H)
N 8.81-6.91 (m, 2H)6.74 -

6.81 (m, 1 H)3.74 (s, 3H)
3.50(q 2H)2.84 (. 2 H)

LN
Hng 0 N-pentyl-2-{(pyridin-3-

64 rj ylaminolsulionylibenzamide
L}




CHI J=7.81 Hz, 1 H) 8.17 (s, 2 H 8.57 (s, 1 H
(400 MHz, CHLOROFORMid) d ppmfl~ F

0.79-1.27(m 3H) 2. 47- Z-f(4-alsy Wn3- 2.97 (m 2 H
309(SIH) 7 d. 122 0 y1) .

WO 39348y ul ~} N. ' t n~e81y1N{4 4.88 ( 5.13 (m 2 ilfjauoeinzely
6.34' (MAOfFO INOIb 6.82 (m 1 H) 5.85 -7.23 (m

o~ch, e 2 H) 7.29- 746(m 3H) 7.47- 7.67 (m 2 H)

7.74 (L J8.56 Hz, 8.09%s, 1 H 6.25 (s, | H
5.88 (s, 1 H) (400 I\/HZ CHLO?(]:O?I\/I- d dppm "~r
Z— (At toxypyT $di ||"- 2784 (e, 2 Hr 310 (s 1 H

N] em noNl df onyl } Ni nel hyl -N-f4- 3.37 { 3.71 (m 3 H)
4. 38 4 123 9y UlMl4oi tl1yl penzy4)benzarm d 5.14 [m

2 H) 6.68 (d, J35 29|Hz, 1 H) 7.31 -mﬁ%—&“(m4
H) 7. 5§- 7. 5(rp,\Nl /radi 6 30 (s, 3@8( 31&69
(m 1 211071034312, P 061 m. 4Po
Mtz L OfL JRO ORMH) %6’6“"“‘3” *’%‘8‘21 I 23;4 o
2- & 44t axgpyrldl -3- 2 W@wwm@ ffong O O7.40 5784 fm. ) THN [ - O
0 F yl)ﬁwls fonyN{ 24 3.87 (8..1=59 Jbgiiym'ﬁ? a2k
M aohan®$) - $ 4. 19-5. 13(m 2H) 6. 34- & Chies inemas6ezen] da
6.82 2 () i.21 97 4e|(m1,23 3 () . ?!"W‘-“‘?‘f"é?"(m
2 H) 7.74 (4 J=8.56 kz. | H) 8.03 (s, 1 H 825 (a, 1
H 5.66 (a, 1 H (400|Md, CHLOROFORM d) d ppm H,

80 (s, 2 H 306 (3 1 H N\ 348 369 (m 3
1.31 g N (2-ffwobonzyl}2-0(4- 4.96 (m 2 H 6,68 (0,
125 HN " 0 O F nethoxypyrldln-3- J=529 H 1 H) 6.92

|

+7.16 | yi)am n*Wanyl }{N- (m 2 H 7.18 - 7.33 (m

OUCH3 [net hyl beazanfde|7.20-7.31 (m 1 I(&,OJHL%Z.SO.DJ,, 48
m 2 |H) A48 (.68 (m 1 H 7.74 (d,pedd H)

7.94 (la. 1.9 625 (s, |1 H)_8 64 (a 1 §',‘7 aﬁ:EH';tH

460 NHZY “butyk-2-{(pyridin-3- Fer- 770 (m, 2 H) 7.49 -
@ ylaminojsufonyljpenzamide | 7 o7 (o 5 1y 7,35 - 7.44 (m,

N 1H)3.25 (g, 2 H) 1.51-1.54

(m, 2H) 1.29- 1.40 {m, 2 H)

0.80 (¢, 3 H}

(400 MHz, DMSO-DE) d

n\/o ppm s.aaH{s. 1 H) aa.gg .

8.9% (m, 1 H) 8.21 - 8.38 {m,

1.1 NA 2 2H(;13f.64-}7.73[m,2i-!{;n

6 HN R cyciopentytmethyt)-2- 7.45-7.80 (m, 3H)7.19-

. pyridin-3- 7.32 (m, $ H) 314 - 3.27 {m
ylaminojsufonyllbanzamide | *“5\n'5 4.2 24 m, § H)

N 1.67 - 1.80(m, 2 H) 1.43 -
188 (m, 4HY1.19-1.38 {m,
2H)

=/ ozt




CHLOROFORMI) d ppm 0.95 - 1.30 (m O H) 1.40 (d,

2- Q4al | gxypyridbt3- J=7.05 Hz, 1 H) 3.38-3.98 126
HN S:p O yl)sndno)sSonyl}. N isopropyl-N (m 10 H)
6.63 (d, J=5.29 H) (2wnet agtethyl)bennmde Hz, 1 Hz‘
WO3eTo3y2 - H)7.2(1, / OVCN, 8,01 H& J 8. 25 FECANB204/002639
8,60 (s, 114) ) g~r (4WMHz, CHLOROFORM d ppm
1.21(d,J8.80H, 5H) O 1.40 (g J=6.80 Hz, 1 H HN 511,
0 0 Ni soprdpyl - N-( 2- mat haxydPhyl )- 3.38 3.48 (m 3 H)
3.46 - 3.72 (m 5H 3.73 - 3.91 (m 127 p,CH, n
yI=ni o aut ronyf Joenzemiae 2 H) 6.0607(d, J=5.54 Hz,] 1
6ir H 7.31 .7.48 (m|2 H 7.49 - 7/]61 (m | H 7.69
(t, J48.81 Hz, 1 H 7/92 (e, 1 H 828 (d, J-5.04 Hz,

1 H |8.52x(e, 1 H ~H (4011 MHz| CHLOROFORMI)| d
ppm 0 1. n34 (m |B N 3.35 N-kape Wg‘lg

xyel hyl F d4f3 3.58 (m 6 H)|ga&lzm, g
12%HI‘ ,_w %-lﬁchoJ Ui | onyitbeid gp-des 4 %HJZ&Y %(m725) H)
7. 7:410 (M 1 H) | #ed@sforBatami 2 thinemt VEOZ o
- 8.12 (Mm

2
it H 8.37 (a, 2H) WD 20( 1740324@11H 24325
PCT1162(+#61002639 -91 (40D Mz, 4Hr ‘TALBEESNED)| d
ppm / 2.27 (s. 3 H 2.89 (a. 2 H 0 N2-1Mwbanzy|)
Nmel hy$.2- 3.11 (a. 1|H) 4.23 - 5.14/(m 129 HHe-:0 O
F Q5{nme4l pfddin-3- 2|H 8.84 - 7.15/(m 1 H
yDemayl)bhervemde ¥, 15 7 27 (m t | H 7 30 -
7,40(m 4H) T. 46-7.70(m 3 H 7.90(., (1 H 820(a, 2 [CH,
O-c (400 MHZ~ CHLOROFORMd) d ppm | H,1.09 - 1.48
(m 5(H 226 (s, N43opr Opyl - N~2-nmeBnzY")- 3 H)

3.35-3.49(m 4 H 180 s p 0 2 j((5{mlh 4B|yddln3
) (400 MHz, CHCOROFORM-
3.53 4 3 E]’\Euj'b 3,75 - D) pom 8.51-8.56 . 1 H)
8.28-8.35 {m, 2 H) 7.73-7.80
66 M50 Mﬁ%}‘;ﬁ,‘_&_ (m. 1 H) 7.54-7.72 {m, § H)
: i 2epletimitenzamide | 743748 (. 1 H)7.20-7.27
I P {m, 2H) 7.14-7.18 {m, 2 H)
. . m, -
3.88-3.82 (m, 2 H) 3.12-3.21

(m. 2 H)

Q\WO {400 MHz, CHLOROFORM-

D) d ppm 8.42 (s, 2 H)
500 2-{plperidin-1-yicarbonyl}N- | 7.81-7.68 (m, 3 H} 7.31-7.42
67 o pyridin-3- (m, 2H) 7.15-7.21 (m, 1H)
ylbenzenesutionamide 3.924.12 (m, 1 H) 3.84-3.65
| {m, 1 H) 3.24-3.49 {m, 2 H)
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U 7.73(9.7.45 HZ | H).
)ermrIo)sedtonyI)benzamJ@ 7.59 - 7.69 (m 2 H).
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8] 9Qy-tp )wamz-wamrm £.GH s |
?“3. %, 3] Gl 08 ’(mzuaw@aue) d
m9. s, , .)8 (a. 1 H. 7. g’geg’qf( ;‘ﬁg@g Hz,
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4.75 (d, 4-4.55 Hz, 2 H), 3.78 (s, 3 H W
2007/ 034312 PCTI1 B200 6100 26 39 -92 (400 A9-1t,
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J+7. 71 %2. 1 H), yI) mﬂf&?mﬂenzm 'Tuzéfm (d,
J+7.56 Hz, 1 H), 7.00.7.11 (m 3 H Bﬁ%g wa 3
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—|z.|H)2730(m, H- 3 H 7.49.]17.69 (m 3 H)
D. 01 (la, 8.39 (s, 2 H (400 M. CHLCRCJ:C]{;QI\M d
bpm 4! h 1.40- % 29(m 3H) 281 (a mﬁc’mm
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9.23 (br.s, 1 H) 8.21- 8,31
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1 H7.67-7.74(m 1H 7.95 (d. J=202 Hz, | H) 5.05
(d, J2.78 Hz, | H) 8.58 (e. 114) (400 MHz, ppm) 3.22
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WO 200783342 el hyl } 2~( Smot avWp edl ozypyddi | r - - P THB20p6/002639
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rethyf)yridiM3- 1 H 7.29-7.38 (m 3

7)6engzami de 7.40- 7.47 (m 2 H 7.61 "!'r~~/A 7.64
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WP 2003/0p4p312 | CVS ESI: 364. 20 M+ (400 MHT~  ( 2-PGTAB2044/2639
CH8.27 (d. J 478 Hd pH N-~OcN, 1 H 1 8.-15 55
(3a. JH, 1 H 7) 7.H .78 (s s, 1 H 182 HN~D O

N- ( 2ant hoxysi hyl } N~nst hyl - 2=83% 53- 7,56(m 2H) 7.32.
p(5+nethyl pyrdin3 7.54 (m 2 H) 7.07 (d. yt)enk
sul f onyCbenzam de J=5.04 Hz, | H 3.58 - 3.86 (m 3

3.29 - 3,54 (m 4 K) CH3.22 (x, |l H 3.03 (s. 2

H) 2.24 (d, J=2.01 Hz,| 3 H LCMB E5]: 364.20 M4+ 4N
| F (400, MHz, CH.OROFORM d) d ppm Y 3 2(5400(&%&&?@6

B. 20 (4, n\f@&} 3.|4di f uongaszyl ) -
) 7.7Q (dl ¥=7.81 163 H1SQyQun3 953{m1H)891 sm{m1
|

Bu o0 pYr n- 3-yt) am royammw}ww:»l
L H) yt benzam dgq 7 3B ensgide oy (81 754 7753
m 3 H) 4.27.4.95 (m| F 2H) 3.06 (s, 1,|,5 2 ggzmmgwcn
CMVs ESI: 438,20 MH (400 MHz, N CHLOROF dppm
27((,)2 H H I H 4, 8.13(x,,17.01(, J=14, 86
| W0 7.56 - 7,85 Q CH (m 2 H 7.35- 7.45 (m 2
HNAI N-rnet hyl - N{( 3-nel hl | butyl }2- 7.07 (d,

1 H 164 / |H ([(4+neOrylyrldin-3- 3.62

) 7. 3. (m yI)enEna)squor;_'yN ‘2

( 92 |(a, 2 H 2.25 (|dg %1*%
1. 6501, 79{m 1 m(z_;lmggmg,}ﬁz ( sm) 81 012H1d
v 8 0. 78%dd, 04 ””
8
H_

i

=

(JO

U)

T, TIE D
>
\]
(0]
o

®¥c

MH+ (400 N 'wma (d1 mi{?sﬂ@
yF2-0(4rrathyl pyrld vFl 6. ﬂ}s B
7

30k
e
w

B = T

[ERN

%L):E/‘N {400 MHz, OMSO-d8) d

Qm - B.89 (s, 1 H), 9.44 (s, 1
. B.08- 8,15 (m, 3 H),
N-{2-chiom-4-cyanobenzyl)-2- _ )
o | T, N e Il e Y
Jaminolsufomyjbenzemide | g5 by’ T W), 7.37 (s, 1
H}, 4.83 (d, J=5.05 Hz, 2 H),
2.19 (s, 3 H)
(400 MHz, DMSO-d6) d
Hy ppm 8.51 (3, + H), 8.53 (d,
i J=9.80 Hz, 1 H), 8.1 (d,
CH, J=B.08 Hz, 1 H). .10 (5, 1
0™ Ge” e N-(1-isopropyt-2-mathylpropyl}-2- |  H), 7.88 - 7.74 (m, 2 H),
92 N h {I{s-methyipyridin-3- 7.52-7.62 (m, 2 H), 7.35 (s,
y EN yamingsuifonyliberzamide 1 H), 3.88 {dt. J=9.80, 8.57
P Hz, 1H), 2.2% (s, 3 H), 1.84
- 1.95 (m, J=13.39, 6.82,
cH, 6.68, 6.89 Hz, 2 H), 0.84

{dd, J=14.40, §.82 Hz, 12 H)




(e, 165 so yl)mino(sWi [)-N.(4- | H 7.50 -7,72 (m

5 H o (tdOuorematlryl)bsnzyQoertzemd 7.38 - 7.49 (m

3 H 7.10 (d, c~ e Ja4.78 Hz, | H 4.47-5.08 " (m 2
3.11 (a. 1 H 2.89 (S. 2H 2.28(x, 3H LCMVM5S ESI

WE2M2349 WO 20071034312 PCT/ 1B20061002639 PCHABIAEH2639

MHz, Y ~Cl~ CHLOROFORMd) d p4.7 708 (s, 1 H) 7.00

(d, J4.78 Hz,1H)6.92(s,1H)6.44 0 (d. J7.55 Hz, 1 H)

6.29 - H N-(3-8u -ni M wlhybf’énzw}z 6. 38

|||2H)J 15828 (||| ; rl) 594 (L i n", 1:
yi ) am popul | nyl )benze 5.77 (m 3 H 51 17 ﬁ1 m
1 H 3141 (4, J-2. 79 Hz. 2 H) 1,04(smg?. % (a.
3 H) LCVB q4f4aRO| M+ (400 MHz, Ji? (m ”8 l?
8.37 (8, 1 8727 (d P 2.qd.B ,, mi?‘i}
a,nl H 7he° HNas ((Eqé“m*}(, 81 7 by Firr B e
\- (4. 80 3t net hy 6enz yPokuignigegzandy o 24 Hf’;‘ zg Jz;afmw
m  167°¢H 9(4-mMiTM I H) 7,24 - 7. 3k 80l
yl ) am no)%ul | nyl ~enzam de 7.17 - 7.25 g “Qg
. J5{04 Hz, 1H) 6.95-7.05 (m 1 H 5% {"L.,
2 1lH) 465 (d Ji5 79 Hz 2 W) 2031 \a-,—’%—H)—;.-SO
d, J1/76 Hz. 3 H LCVMs ESI: 414.20 M@MdF
CHLOROFORMI) d ppm 8.27 (d, J-4.78 %}, 28(‘
s,1 H 7.78 (d,»J=7.81 168 tp o C N r62 7{n111‘|)
7.55 -|7. vyl Qi % 1R 45
752| (Moria, 1) 7. 32 %Wm % ?B“‘”i“m
m | H)%"7 (L J- 8. 6akrpojsuignylpprzan 7}'8
N1 H)|6%82(s, 1 H 4.88(d, Ja579HH’;)* el
H) , H), 4.49 (d, J-553Hz.2H)
3.84 (s, 3 H), 2.20 (s, 3 H),
2.07(m,1H)
{400 MHz, DMSO-06) d
ppm 9.60 {8, 1 H), 8.63 (s, 1
H), 8.10 (d, J=4.55 Hz, 1 H),
| H 8.09 (s, 1H), 7.68 {1, J=7.58
05e, @ CH, CH, Hz, 2H).749-7.58 (m, 2
e N-{1,3-dimeathyltustyl}-2-{[(5 M}, 7.35 (8, 1 H), 4.05- 4.15
95 mathipryridin-3- (m, 1 H), 221 (s, 3 H), 168-
yhaminojsulfonyliberzamide 1.78 (m, 1 H), 1.46 - 1.55
{m, 1 H}, 1.24 (ddd,
cH, J=13.58, 8,40, 5.86 Hz, 1
H), 1.15 (d, J=6.57 Hz, 3 H),
0.91 {dd, J=9.60, 8,57 Hz, 8
H)
{400 MHz, CHLOROFORM-
dyd ppm 0.97 {5, 1 H)0.58 -
1.05 {m, 5 H) 1,28 (m, 1 H)
70 1 W) 370 330
2{((S-methaxypyridine3- 543 S
% O3=p b ”mngg‘ 2 ! (5.3H}'a.1t(1"(16.m})
H‘(O\O/« 7.44 (1, J=7.71, 1.52 Hz, 1
H)7.51 - 7.81 {m, 2H) 7.73
{d, J=7.83 Hz, 1 H) 7.57 (s,
1H)8.08 (s, 1 HIB.70 (s, 1
H)
(400 MHz, DMSO-d6) d
HE, ppm B.05 {d, J=7.33 Hz, 1
(L‘:} H), 7.87 - 7.85 (m, 1 H),
N 7.78-7.84 (m, 1H), 7.65-
M, N-dsopropyt-2-{[(5- 7.76 (m, 2 H), 7.54 {d,
i [ Y’ mathoxypyridin-3- J=7.33 Hz, 1 H), 7.52 (dd,
97 0"y & O y‘i)amho}suforryl}-ﬂ-{ﬂ-metm'l- J=3.92, 2,85 Hz, 1 H), 7.32
{8, 1H), 7.17 (s, 1 H), 6.90
g )d)mothyllbenmnide {s. 1H), 4.91 (d, J=16.67
Hz, 1 H), 4,62 {d, J=1B.87
N Hz, 1H}, 3.74 -3.81 (m, 3
o H), 3.63-3.73 (m, 3 H),
102-1.12{m, 8 H)




LCVS ESI: 434-15 M+ (400 MHz, o, +0 Cl4LOROFORMAd) d
ppm 8.26 (d, J=5.04 Hz, 2 H Hz, (, 1 H 7.90 (d, S
2H)7.60-7.70(m 5 H 1 +d ,oH vl kanl nop~~ I) N4 4-
8.16 NM''d (nel hyfsu8anyf)bcay| penzamh 7. 44- 54 sm
WORMOTMIGR (d, ,1=5,04 Hz, 1 H 8.88 O, J6 "FF"FE‘ 6/402639
H 4.82 (d, J6. 04 Hz, 2 H) 3.03 (s. 3 H) 2.28 (a. 3

H LCMS ESI: 480,20 M+ (400 MHz- CHLOROFORMEd) d ppm

| H 8.27 (d, J-4.78 Hz, 1 ##-cy 0'CH3 8.15 (a, 1 H)
7 76 ( . 1 l—l) S!\_L(’)J-nnl hnl(\lllry/ll I\Lﬁuxe’t_h*]__._L_ng_
7.86 (m 2 7.32 -|170 HNC . 0 Q 44l I0U B

7.54 (M 2 7,997 (¢, ~CH, y1)andw) su b q
)=5, 04| Hz, 3.58/3.86 (m 3 H 3 Bg'g §4ﬁ(mi7??4 H)
3.22 (a. .H,é ( Dw-RcnoryotigsReloprbrihz- oé’\% E)
LCN® ESI : MVHH ( OR

6.34 (h. 8.2 (d ﬁ'éﬂ“?%gamﬁﬁ’f“%’ H 19301 (me)H)
7.71 (d, .81 Hz, 1 H7.54. 7,53 H() 3s0m &V

pyfl dinat 7.1~-H (m 2 77(m4234)108md J=14.85,
yl ) minp)suVinyl }-N{2- |0 d J-478 Hz. 1 I—I) 5.57 Hz, 6H)
phBoxyel hyl')barizam de 7,1 7.00 (t J—
. [97umg H 6.62 (a 1 H) ,&“E?é’aﬁ,“
=5.48 Hz, 2 H) 2.30 (sH)12G1B9(mL3®NEZ
2 mazmwww :gbﬁ%%i‘?gfgg
Ve Cuh)w F33—426(m ??114121F
81 (m 172 0

Oytl 7.1.71 - 87 (7R 8. 78s G rir a9
m yl|l)snmh o$i 4f A) beprem de 2 H 7.01®=7HE8 MM 4 |H)
[~ 4. 8T -4.98 (m Z[H 3.08 (S,

=

{400 MHz, CHLOROFORM-

d) d ppm 0.8 {t, J=7.45 Hz,

H.r\rcu. 0.6 H) 1.02 (1, J=7.45 Hz,
2.5H)1.22 (dd, J=6.57, 3.28

Hz, 5 H) 1.4D (d, J=5.82 Hz,

. m’ :‘n‘mﬂ 1.4 H) 1.77 - 1.88 {m, 2 H)

100 0 | SEminoloufonylh-N- 2.86-3.09 {m, 0.4 H} 3.24
He heopylbenzamide (m, 1H} 3.47 (m, 1 H}3.80

(s, 3H)7.22(s, 1 H} 7.32 -

7.39 (m, 2 H) 7.56 (%0,

J=7.58,1,28 Hz, 1 H) 7.81 -

7.65{m, 1H) 7,96 {bs, 1 H)
8.07 {bs, 1 H) 8.14 bs, 1 H)
N {400 MHz, CHLOROFORM-

4, d) & ppm 1.04 {m, 3H) 1.31

p (m, 3H) 1.84 (m, 2 H) 3.82
2-{](S-methoxypyridin-3- (5. 3H) 4.10-4.20 {m, 1 H)
101 0§2o 0 CH, yllaminojsulforyFNA(1RF1- | 5.91{m, 1 H) 7.21 - 7.28 (m,
0 mathylpropyfbanzamide 1H)7.43 (m, 1 H) 7.54 {m,

LT 2HIT.72 (m, 1 H) 7.97 (5, 1

. H} B.05 (s, 1 H) 8.8 {bs, 1

H)

Q\{Uu, {400 MHz, CHLOROFORM-
did ppm 1.05(m, 3H)}1.32
. (m, 1H) 1,33 {m, 2H) 1.81 -

1 2-{[(5-methoxypyridin-3- 1.73 (m, 3H) 3.83 (s, 3 H)
102 00 H, yllamino)sutfonyl}-N-{(1S}-1- 4.11-421(m, 1 H)5.80 m,

AL H mathylpropyflbenzamide 1H) 7,41 - 7.47 {m, 1 H}
He 7.51-7.61 (m, 2 H} 7.74 (m.

2 1H)7.99 (s, 1 H) 8.07 (5. 1

N H)8.72 (bs, 1 H)




1H

2.

88 (s, 2 H 2.27 (s, 3 H LCM5 ESI: 432.20 M+
(400 MHz, CHLOROFORM) d ppn 8.07 Id, J-2.27 Hz, 1 H)
AN 7.92-7.99(m | H7.53 7.92 (m | H 1,04 eo -
5-nmeth x yddha~- J4.06 Hz, 1 H) 7.48 173 (m

7.59 2-Q
WOHPOTRIZE27.40 (m 3 H)

yl)yantlz frryl]-f FrRCIAB20U6/K263

et-N-(2- 7.16 (t, Ja227 Hz, 1 H 6.93
phen0. yel hyl ) benzam ds - 7.03 (m 2 H) 6.8T {d, J-8.56
Hz, 1 H) 3.82.4.44 (m 3 Hgs3.77 - 3,61 (m3H 3.51
-376(m1H)328(a Il H 3.08 (a. 2 H LCVMS ESI:
442.20] N+ (400 MHz] CHLOROFORM d) |d ppnuehud. 42 (a.
1 H 527 (d, J4.78 |Hz, 1 H 8.18 (a, cmo FORY) o
H{Nzéngtloxi ygs%w 2{ (4- (d, J-7.81 H 55?;‘% L(7:I4_I
. , ]
y1) anhp*d i bénZa deyl %Md 7“‘““
é;“@ 1 ( 3.87- B, . oAy 2l i 1ré'aaz(H
J 5- 04 ;%Eo@cm) 3. 3b. 3. zf? ’Z"“‘ ;gEJgg\;
LOVB 8514 B50. 15 MH+| (400 Mz, OVBO- 0B). s mmRire
(S. 1 H. 9.31 (a, 1l H, 7.98 (d, J—2J'583}052H2-11'UH)9 1
7.92 (d. J2.02 Hz. 1|H), N{3-d Joja2-I hi 8{Bafzyi ] 2-
7.78 - 783 (m 1 7,67 - 175 4(5ipheltl rfdk|3-
7.74 ( I 7. 60 t, yl)am | oJsLMoryk
F]7 20 2((1, J7.45 Hz, 2 (33"?4H( {4 ‘I:I)
17,53 1| (LvodaRoudhaia: 1 Mol ook 55h 0,
B 50458 W, 3 74 (a,m 400 gtz ﬁ
ppom 9. 89 Las 1 H) 8. 10 (o | mw,,m‘ﬁ
7,99 (d 1. 22 Hz, L H) 7.91 (d. xs(oss(an Nﬂ enm 5-
J2.01 H 7.78-7.83 176 HN (m 1 )829 m
1 H) N)errho] a.ifan,)heroa+n3de 7.53
7
400
o WW‘QMEW
g Ei i
R0 N-{1, 1-dimethytpropyt)-2-{[{4- 5 (g, S99 Mz
L ¥ Sl o~
Hz, 1 H)7.33-7.47 (m. 1 H)
7.48-7.84 (m, 2 H) 7.76 (d.
J=7.81 Hz, 1 H)8.23 (d,
J=5.54 Hz, 1 H)8.82 (s, 1 H)
8.73 (s, 1 H)
(400 MHz,
CHLOROFORM-d} d ppm
f, ?ﬁ{hf :Eﬁ?iﬁghiﬂ
3 H) 3,50 - 3.85 (m, 3H
o NQ"%W sesfon | g1 Smatoropy 2 s 57 1(’,:15:52 232;: f;: %5;54
H’81 yhaminojsultonyfibenzamide 18) e s 2k
7.75({d, J=7.81 Hz, 1 H)
8.27 (d. J=5.54 Hz, 1 H)
8.47 - B.54 {m, 1 H) 8.58 (s,
1H)
CHLORgI?gR%}dppm
BN L
ARG ‘ 1.31 (m, 3H} 1.79 - 1.97 (m,
Lok N-(1SH12-dimethylpropyl}-2-{(4- | 1 H) 3.81-3.92 {m, 2H)
107 HN S0 1 ethoxypyiidin-3- 4,00 - 4.22 (m, 1 H} 5.89 (d,
yeminojsutforylfbenzamide |  J=8.58 Hz, | H)8.82(d,
AW, J=5,58 Hz, 1 H) 7.4 {1,
| J=7.88 Hz, 1 H) 7.48 - 7.60
N {m, 2 H) 7.77 (d, J=7 .81 Hz,
1H) 8.23 (d, J=5.54 Hz, 1
H) 8.63 (s, 1 H) 8.68 {8, 1 H)



J-2.39 Hz, 1 H 4.87 (a, | H C 3.76 (a,3H)3.57(LJ8.29
O HZ, 2 H 3.32.3.41 (m 2 H LCVMs ESI: 352.20 M+ WD
211071034312 PCTI |1 B2011614102639 -100 (400 Mz,
CHLOROFORM-d) d ppm 8.43 (s. | H 8-26 (d, J=5.04 A
wo Botdsbe, {d, J=7.81 Hz, 1 H 7.52 - PCT/1B2006/002639
N-(242- medhlpherrA)etlry2- 7.61 (m 1 H 7.38 - 7.49

(m 177 H (((4-mVhyl pyddin3. 2 H 7.22 - 7.29 (m 1

H CH, yQem no)sullanyl)bendfide .1 &4 Fi~1 (m 3 H B
2) (nQil\rL\ '276({11 1=7.05 Hz_ 2 H) 3 03 (f

(s, 3 H 2.30 (s, 3 CVS HSI :
400 MHz, NCH, CHL }Mpm

27 (d, J=4.78 |, Sroq i c 1l

-1.38{m, 3 H)175 ZM

tno (m, 1 )3ao(s aH)3.88-

74, 1B (hn, 1H)5.81(d,

byl)arri benmﬂ T )%"?("jgm
/" cH) | 1(H) F‘%g (d, |3+4.70 2, 1 N 3?931*#’ o |H)
2. 30 a, H 1.48 -| 1.57 (m 9 H L( 20
M+ (400 MHz CHL ORM d) d ppm 8/4 ”(‘gi%&ia 49’ |27
(d, 3./5.04 Hz, 1 H|[B.18(a, 1 H 7.69 H3
(d.J8./08Hz, 1H) 7. 58- |0 N-(3+nethyl Mt ”{%Nr(z (m
1H 71.52 179 HHg' 0 CH, pym-ib. -1
H 7.41 - H 0 yI)arrklo)sufn,’)@ L@@Eﬁ
7.09 (|d, H 7 O 8 08 -
3.59 (Im Oy isoprorg (swg: 150 -
1.%2 ( ; }"én)a Jé
382. 2( Dl\/ISOd6) d ppm 949824&{1&233?5
9.16 (|t, o.J 1 H, 7.98 (d, 2.@?%1 24 ¢ I),
7.90 (d. ©92.02 Hz. || H), 7.78 (d, N{lZJ=G'~565mC8kme
J=7.83 Hz 1 H. 7,66 (td. H), 1.06 - 1.16 (m, S)
{400 MHz,
CHLOROFORM-d) d ppm
H, 1.02 (t, J28.87 Hz, 6 H) 1.14
(t, J=7.05 Hz, IH) 1.21 -
@\’rn\[/ic“’ 1.31(m, 3H)1.78- 1.87 {m,
0 N-{(1R}-12-dimethylpropyil-2-{J(4- | 1 H)3.81-3.92 (m, 2 H)
110 S8, 0 CH, sthaxypyridin.3- 4,00 -4.22 (m, 1 H) 5.89 (d,
HN 0 yamino]sutfonylbenzamide J=8.58 Hz, 1 H}6.62 (d,
7 0. _~CH, J=5.54 Hz, 1H) 7.44 (t,

J=7.68 Hz, 1 H) 748 - 7.80
| I (m, 2 H) 7.77 {d. J=7.81 Hz.
N 1H) 8.23 {d, J5.54 Hz, ¢

H) 8.83 (s, 1 H) 8.68 {s, 1 H)

{400 MHz, CHLOROFORM-
d} d ppm 3.84 (d, J=1.26 Hz,
6 H)4.67 {d, J=5.81 Hz, 2

M\& H) 6.45 (s, 1 H) 8.82 (da),
J=8.84, 2,53 Hz, 1 H)

*‘F’“@ o | T G2 1

. - i m, . ’

‘o, | Waminojswonyfibenzamide | (g a1y, 4 1) 7.42 - 7.54

o (m, 1 H) 7.88 {d, J=8.50 Hz.

1H) 7.98 (s, 1 H) 8.08 {a, 1

H) 8.42
{s. 1 H}

H, {400 MHz,
CHLOROFORM-d} d ppm
CH 1.02 {t, J=7.05 Hz, G H} 1,15

) -1.38 (m, 3H) 1.75 - 2.00

5.0 ¢ (m, 1H) 3.60 (s, 3H)3.86 -
| W% MORM2-Gmethvroot 2064 | ™ 1g m, 1 ) 591 (6,

o. J=8.81 Hz, 1 H) 6.86 (9,
2N Vo, Waminclsulfonyfjoenzamide | 25 54 gz, § H)7.37 - 7,49
\ | (m, 1 H) 7.50 - 7.62 (m, 2 H)
X 7.78 (d, J57.81 Hz, 1 H)
8.28 {0, J=5.54 Hz, 1 H)
8.53 (s, 1 H} 8.62 (s, 1 H)




180 c¢" 24J(5-nmethozypydd } J7,58, 1.26 Hz. | H).7.56
yl ) am noasul f ny9beri zam de (1d, J-7,71, 1.52 Hz, 1 H),
7.43 (dd, J-7.58, 1.01 Hz, 1 H, 7.24 - 7.32 (m 1
q. 7.12 (t, J=2.27 Hz, | , CH, 7.01 (t
Wq{z@?!wm 4.54 (d, J5,05 Hz, 2 H. 3,76 (s, P%“FBZ"”“%?”
(a. 3 H (400 MHz, DMSQCd6) d ppm 945 (a, t H), 9.32
(1,rJ48OHzIH),798d J=2.53 Hz, 1 H. 7.91
(d, Hw N-(2.3di fuaobenzy2~(5- J-2.02 Hz, | H). 7. 81
- 1q1—ne1—hnrypyﬁ—0ﬂ—3—\r=7—8\s Hz; ._I‘I), 7,667
yl ] amino) aul{onyl ) hannm de (m 1 H), (66»1!%. 2
, 7031 -7A. 39 {nft 2 H), 7.17-724@114(*%%7 ug
(i. J:2.4%§‘q§5 H)|, 4258ak =5. 81, 72
- 8376 (m "3H) MO 2( KRt m-(F!@T(
-101 ( [ DVMBO- d6)  d ™ PpiRrg®es? ~s,’5&f@f SQ ‘“‘(d.
J-8.DB Fiy 1 H, 7.9a (d, J--2.53 Hy2H)BB5Hi)J=8®P®1 d,
J-Z227 [Rx, i H), 7.80 (s. I 0 CH Nl
182 J"Wwypyrld~n-3-1 7, 7D (td, J-7. 45, (&na@:f“todopom
yl ~I n*|df nf {ds™H), [7.52 - 7,81 (m 2 wgﬂ B92770.49
(m 4 H. ™ 1-2-40 H~ | H) . G-k {m(,’a‘:?gls?
J, %a24., 7.0 1 H| w38 1:64{4 61 3746, 52
Hz. 3 400 NH7, |DVE@stibsptnytbenzismen Fﬁ‘ S S
9.27 -1 9.8 (m | H)Y|, 7,9a (d~ J--2. HLTS{LT m, 1A 02
(d, y |4=2,02 Hz. 1 H), 713 (4, J-6-&2 7%1%0 ».1H o1
(%1 (183 H). 772(td, J-7.46.1,26 H7 |  Bg -
7.60 ((m 2Z H). 7,48 (dd. J~a. 84, Z. 33 U RX. 1T H)
7.25 (td J-8.53, (QH, 2.86 Hz. 1 H). 7.12@40MH-2 40
Hr | CHLOROFORM-d) d ppn
. 1.02 {t, J=6.67 Hz, 6§ H)} 1.14
Q\Wn\iﬁ {t, J=7.05Hz, 3H) 1.21 -
1.31 (m, 3H) .79 - 1.97 (m,
S;" 2-{[{4-ethaxypyridin-3- 1 H)3.61-3.92{m, 2H}
115 HN” yllamino}sulfonyl}-N-{2- 4.00-4.22 {m, 1 H) 5.89 (d,
o._¢ methylbutyllbenzamide J=8.56 Hz, 1 H} 6.62 {d,
& Ja25.54 Hz, 1 H) 7.44 (3,
Nay J=7.88 Hz, 1 H) 7.48 - 7.80
{m, 2H) .77 {d, J=7.81 Hz,
1 H) 8.23 (d, J=5.54 Hz. 1
H) 8.63 (s, 1 H) B.58 {3, 1 H}
H, (400 MHz,
4 cn, CHLOROFORM-d} d ppm
o PR
s | o ® B s | 21227 (5,3 ) 318 3.0
P . methylbutylibenzamide {m, 1H}3.38-3.54 (m, 1 H)
| CH, 828 (s, 1H)7.33-7.48 (m,
Na 2H)7.47 - 7.61(m, 2H)
7.67 (d, J=7.81 Hz. 1 H)
8.17 (3, 2 H) 8.58 (s, 1 H)
{400 MHz, DMSO-d5) d
ppm 4,51 {d, J=5.81 Hz, 2
%Lb/ 2-{[{5-aminopyridin-3- H) 5.50 (bs, 1 H)8.78 (s, 1
117 yiiaminajsulfonyl}-N-{34- H}7.25 (T.43{s, 1 H) 7.45 -
difiuorchenzyljbenzamids 7.53 (m, 2 M) 7.57 - 7.68 (m,
"w\o/" 4 H}7.88-7.77 (m, 3H)
9.35(s, 2H)
" {400 MHz,
QLo SRSt
=0 1.58 (m, 2 H)1.62-1.85(m,
g | ™o ® e & | 2 H}1£:2?3{.-5; 3H318- .;s{:'o
4 Wemojsufonybenzamice | {0 S8 3540
s 2H) 747 -7.81{m, 2H}
CH, 7.67 (d, J=7.81 Hz, 1 H)
8.17 (s, 2H) 8.58 (5, 1 H}




J-5.56 Hz. 2 H). 3.75 (c 3 H)

ppm 9.88 (s, | H), 9.33 (~ J-5.81 Hr
J-2.53 Hz, | H). 7.93 (d, N 13.5-dfiu
J-2.02 Hz, | H. 7.a2 (d. 184 0 noth
WOZVB®MHAIZ 1 H). 7.72 (td.

(400 MHz, DMBO-d6) d
7.99 (d.

1H)),
mbwiLr y+2- U( 5-
oxypyTi dn- 3.

J=7.45, 1.01 H7 i PEF/IBIME®2639

~1) wnl aoNuf f onop*~nkie (dd. J-7.71.6.1~ Hz~ 2 H),
7.59 (d~ J-1,52 Hz, | H). 7.09-7.10 ~m 3 K), 4,55
(d, J-5.81 H2~ 2 14). 3.748s. 3 H) (400 W~ DI\/SOI\/D
pp‘qnlor\gl . OQ/I /f_ J _Q1 Hz 1 04
(s. | C7.97 (s. L' H. 7.86 (d, gm%
7.74 N~ dk *vvob" Y2- ~(5 155 nst hoxy {m~a-H)112(t.
(td.J-[7. 4 I H, 7.62- 7§ &; iﬁ"’é‘M
- 7.61 (m 9 (t o
Gl 2} 240 T A
4, 58(n 0.43 73 Lsﬂwmm@mw(mﬁ& L34 ks
CHLORCF d)"d ppm|9.49 (s. | H). 8(m713)7(4_?j76Q](m2lH} T7
H4 | K)."B'D4 (d. J-P.53 HL I-eq | H)|, g Gda 58
Hz. | [or ~DH). 7.79 (s. | H- 7.64 (|4859(sGNs8s- ss?(m
E(2-nRtorjbneyl Y2-a(5- J=1 26 HA 1 H) 7'%32”1 7_63
186 nof hnt yrkk~~(m 2 H. 7.55 (a. (421
yj)al\/kl\/] B Dn cle (qd. 3-7.62 1@&&‘%& y
7.40 ((C s \qrs\cu, B4 Hz~ .1 01 H), 7'03(4J=(f§5di=-351a?2t13.
. T7 CN pLxot 97 i-(s@%uqﬁ)ﬁ.hm-' |'|)(m2 )38 " m, 3 H)
J- &008| H I° H). 6 éﬂrmmmres H? |aoK44o(m4mms(dd
D=5, 61| HAYZ#) . 3. 87 "G e lz
PCTII B 0610 0 2 B39 - 102 (400 NHLsHmu
d) d ppm1.17. 1,28 (m 3 ‘“’523";)”)35”’2
(400 MHz,
CHLOROFORM-d} d ppm
Gy o IR
. 4 o4 -1, m,
124 S5 0 Mo duta) 2-0(5- THY 227 (03 Hy 307428
ety o | (M 4 H)5598 (d. J=0.06 Hz,
d jaminojsultonylibenzamide T H) 7.31 - 7.46 (m, 2 H)
| 7.48- 7.50 (m, 2 H) 7.88 {d,
Ja7.81 Hz, 1H}B.17 (8, 2 H)
B.57 (s, 1H)
(400 MHzZ,
CHLOROFORM-d) d ppm
o oy R
2-{[(4-sthoxypyridin-3- 87 (0, 358017 o
2 | I st | 387 6 712
0 ¢ thybbenzyfloenzamid | 6.82 (m, 1 H) 6.85 - 7.23 (m,
O ACH 2H)7.29-7.46 (m, 3H)
. TA7-T67 (m, 2ZH) .74 (L,
J=8,55 Hz, 1 H) 8.03 (s, 1 H)
B.25 (s, 1 H) 8.88 {8, 1 H)
{400 MHz,
o oy R
2-{[{4-m in-3- " ! : y
2 9;[“ amioisstond Nmetbyivie- | 373713 H)438-
*o (iuorometnylloensyIoenzamid | 1as,29 iz, 1 H) 7.31 - 7.54
’%’o‘cu, (m, 4 H) 7.58 - 7.95 {m, 5 H}
8.30 (8, 1 H) B.47 - B.62 (m,
1H)




A H)1.33-1.45(m 2 H1.59 N j(vlJ (d,J=4.04Hz, 1H 1. 67-

H1.77 (m 2 H 2.04 (s,2 H 3.75 (a, 3H) 3.90-3.99 /
Nt ydoheldcy, 2-((5 (m I H) 5.91 (a. 1 H 7.21 (t, 187
nmet hoxypyddi o-3 J=2.27 HL 1 H 7.38 (1d, 0.0~
WO pertiod) Woony) benzami de J7, 58. 1. 52Hz, 1H) 7. 4 PCIYIB20p6/12639
(m 1 H 7.50 (Id, HJ=7.45, 1,28 HL 1 K) 7.65 (d,
Jn783Hz 1H)791(a 1 H 7.98 (d, J-2.27 Hz, 1
8.57 is, 1 (400 MHz - 9OMSO- 06) d  ppm 1. 45
_11 62 H 1G’)-17_‘L/m 4 H) 1,74 HN -
183 H)l (d. J1263 HL2H)22(100 2-
hydrox - 2, 2 H 3.61 (d. g@g"omﬁ;ﬁ;“
adsma yl -Q(S-{{ 5.8 I|¥, 4 Bbr( Od(§1H}3 H)
OrH ydo?/ddl n3- #B. 3Getiels 2.5. 16 f@dsﬁim 3 I
vl Tzé e) Q/ypl,] benzem detgebédil-s. | Ifdfazgz, §,$§35 723 2
H 7. 70] 20 HL| 1 (At (d. J2R B8, M(m:LaH
71(“‘1H)799 s.1m8.41(a,ﬁ;‘2§ﬁ§71m’1“1&;|
H) (400 Mz, DVBO-db) d  OH ppno, 78(tpzsce1+9& s O]
1 36-—425{m—3 .., 1 28( t—F5—J—6-—324—Hr—1H) 45
1.55 HK(m | P4 - 3.32 (m | lo_  weoms
N414hydnx yl)-2- H 3.34 -BSAeSiiek 5
3.63 [189 81wgd, J4.55 Hz,| 3&- 369{m3H)431
0(5-et xuy nz3 ¢l H .m%*zf“‘l—l) 6 ggg,ﬁnlggg*% T
0~"R) M Oiké~ed H) 7|44 fimndmfna®. Hz, (82 71573
J=7. 33| HZyTleh) N 7| 65 (WVeeeeriis3 HL L&Zﬁ |
H 7.8, 1 H 886 (a. | H 9.72 I18},77 p ( #00
MHz, CHLOROFORM+ 4)dppnD. 92- 1.04 (m 2744 ‘I{"ﬁ:’ 1) B1
(m 3 H 1.42 NH - 153 (m 3 H 1.,56- 1. 5 H
1,89 (H, J=12.38 / 0 N4OSf2K ydohe, WA-t- Hz, 1 H)
3.69 ([d, 3% 190 0 (tydmxynel hy1) et h* Bsib- 6. b6
Hz, 19 SNy 088130 (m 8 ) 14010,
g 2-{J{4-sthoxypyridin-3- J=7.05 Hz, 1 H) 3.36 - .98
128 Hu’s“"o 0 yiaminojsulfonyl}-N (m, 10H) 6.63 (d, J=5.28
{2-melhoxysihyl)benzamide Mz, 1H} 7,35 - 7.47 (m, 2 H)
AV L 7.48-7.82(m, 1 H) 7.6 {t,
a JaB.44 Hz, 1 H)8.01 {s, 3 H)
X 8.25{s, 1 H)8.60 (s, 1 H)
H‘CYCH' CHLOR(!)?SRMA:&'{U d ppm
N\/\O'CH’ 1.21 {9, J=8.80 Hz, 6 H)
2 338+ 5.8 (m 3 1348 -
a | S ety | S72(mSHI3T 391 (m
T Waminolsufonyliberzamice | 2 10K (m, 2 H) 7.49
M - 7.681(m, 1 H) 7,69 (1.
J=B8.81 Mz, 1 H)7.92 (8. 1 H}
6.28 (d, J=5.04 Hz, 1 H)
B.57 (s, 1 H)
He
YCH' (400 MHz,
Rl oo da
20 08-1. m, 35 -
128 o ° " Htﬁimw}. i'li? i{rn:i;(:l )139?7-35387(T{
7 yiaminopufonyibenzamide | 'y 50 7.73 fm, 2 H)
b 7.92-8.12 (;nH; H) 8.37 (s,




CH, nethoxypy$dl n3 4.00 (dd. J=11.37, 3.54 Hz, pia

yl ) am nopW oyl | bennmde 1 H 4.36 (a, 1 H 8.37 (d. O
0, J8.59 Hz, 1 H 7.45.7.53 (m | H 7.55 - 7.65 (m

2 H 7.81(d, J=7.83 Hz, | H 8.01 (dd, J12.00, 215
Wi 202/0693 1000 211117/ (134312 PCT11R2906/ 002639 rCA/1BDB6/002639
(400 MHz. CHLOROFORM D) d ppm 8.59 (H 8.02 (d.

J-2.7B Hz, | H 7.92 (d, J=2.27 Hz | H) 7.66 8 (d.

Hj 2- (2. 4-df uor ophenyga0$) --21-37.83 Hz, | H) 7.50-7.57

91 4(5-nethnrypyddin3d- (m | H 7. .37 - T.45 (m 2
ri yI pnb V\hyl bapzem da 7.28. 7. 5 (m 430@ 7.1
7,22 (In 687(m 2 H) ; aom%%%H
8. 81(al 3 Qm 31 > 6169
7 1292 H)yye 5&4@0 I\/H'z A ﬂi’%“ dng" mf? AR
3.8.71 5. g1Ypghelpaigepliveceaniy ([o.7.12- f?- %%
7,28 .7 (m I H) re~ H(3- d4orrbenzmman 0
nefhoxyprl“(ﬂinB 1.381 737(m 3H) 743 HBSI
Iyt bj stionypbenmgant de (S, 1)y 7-@ga=7-5tr{mriH7 D
p7.53 frlﬁ"ZH 7.76 (d, ‘]:7'58%% 8
d, JE 8.07 (d, J-2.27 F1 it ol
s, 1 H) \ oo |sz PHI-ERECTF d g a,
IlBO! 6 ji' /ga! 1 I_l) j "-‘Q' .’ (i@ﬂw %;l I'
H, N ay hyl propyl } 2~(5- 7. . 82 17 5117 , 2Hf | 55-
193 net ddin-3-17.85 (m 3 H), 7.47 % ,‘.’.,‘“
vy 2mi nol adf & 4)berizarnlde (m 1 H) | 6 08 (d 1=8 84
Hz, 1 H), 4.00-4.09 (m 1 H), 03.91n§
i.68.1 79 Jp2H), 1.53 - 1.64 ( ‘a’m{,mﬁ"ﬁ;
, 03- 1] 08( ) MHZy.2 Gk.LQROFORM (@.J=1.01 Fz, 1H), 806 [,
H) dpprL. 17k 21117 82 m,m%t% ((dr o 07 Pz | |
H. 1 56‘31' 70 (M 2 Prokblie il h-el)sé(u-smﬂaq‘m I
.\ 428(!.{1 J=15.16, 6.06 Hz, 2
' H), 3.88 (s, 3 H}
] o {400 MHz, DMSO-d6) d
ppm 10.35 {3, 1 H), 7.87 -
7.9t {m, 1 H}, 7.84 - 1.B8
ni | (m, 2H), 7.62 (s, 1 H). 7.58 -
NHO N-{4-chioro-3-fluorobenzyl}-2- T84 {m, 1 H), 7.46-7.57
132 {(5-methoxypyridin-3- . {m, 3 H}, 7.29 (ddd,
@ vileminolsulfonylibenzamide J=15.22, 827, 1.52 Hz, 1
H), 7.01 {s, 1 H). 8.90 (L.
°~cH’ J=2.40 Hz, 1 H), 4.51 (d,
J=5.81 Hz, 1 H), 3.94 {5, 1
H). 3.67 (s, 3H)
{400 MHz, DMSO-d8) d
pom .85 (s, 4 H), 5.08 (s, 1
H), 7.98 {d, J=2.53 Hz, 1 H),
um 7.93(d, J=2.02 Hz, 1 H),
7.78 (4, J=6.82 Mz, 1 H),
133 o~ ° ° N<2.8 dichlorobenzyl)-2-{1(5- J=;fgg,{1sf1lzwé,7isr‘;)€ig:55
,Q “m'&mm {td, J=7.71, 1.28 Hz, 1 H),
7.48-7.53 (m, 2 H). 7.48
{dd, J=7.45, 1.14 Hz, 1 H),
Q, 7.35-7.41{m, 1H), 744 (4,
cH, J22.40 Hz. 1 H), 4.75(d,
J=4 85 Hz 2 H),3.78 (s, 3
H)




. 2.05-2.14 (m 1 H), 2H (3R 3all,5R 8eR 7R)-7-
2.61 -2.67 (m 1 H, 3.023.11 (m | H, 3.19 --3.23
(mftxynethyl)hexehydro-3,5 (m 2 H), 3.23 - 3.28 (m
1 me9renogj dopenej b(pYnul z., 1 M. 3.35 ad, 194 PO
| (2H)j 4) earbony 45- JH7 58 H1 7)), , 3..42
WD 207412 \ asa VIN7k 0° C yl ~enzenea rk*w m 8%“[82““5’0”2639
3.71 376 (m 2 H), 430(a 1 H. 7.15-7.18 (m 1

H. 7.27 - 7.33 (m 18). 3 - 7.38 (m | H), 7.44
7.53 (m 1 H) 7.59 (d 08 Hz, | , 7 88 - 7 96
tm—t 799 (d 3227 ttr—F 5 29 ta— WO

20071034312 PC1/11140061002639 - 104 ( QﬂmM‘!WSo-dsd
CHLORC h0.81 (t, J=7.45 100
cil, HL, 35(.J 702‘(;) ’H‘.L’), )

(t, J=7.
1.52 - . 1, 682kl 1. 92 s{qzagnum

3.@2.3{?‘ ylwﬁmmwpw T vye i
H, 3.14)- 3. 1 % Chir 7.1, awm 742750
nol sull{dny0-N- H), 3 28-3.30 (m 1 ) Tl e
prOpyI pef7ani de 3.47.3.60 (m | H), 3. BsrsBsiysGm
H, 3.183 (s, 2 H. |7.26 (t, J=2.15 Hz“’ﬁfs%’fn?““
7.36.7.45 (m 2 H), |[7.59 (t. J'7.58

7.64-7.69 (m1I H), [8.00 (e. I Hy, 640 lwg
8.15 (|d, J=10.36 Hz,[LH) (400 MHz, OH 37;(

8) dppns. 2?;. 36 (m{1 H), 3.38 - 3. E>1J=gmHz.Im 88(3. 53

=

-7 3.64 (m 884 (d, J=1.26 Hz, ("(s, 1
F H, :

4. 67 (mg:;h ), 4. 15 %dgﬁf}m’g Ol&’%ﬁ‘%’%}m 0,2 |

C

H, 4 88, 2=12.YimnincigtogyBpenzpmide ¢ 16 (m, 2 H),
df | uoper f'w ) mar pwn- 4- 432-4.63(m 1 | J"‘“’? 7.20,
yOcsr HonyN- (5- meyddi|n_ (dd. J=12. 88. 7?5'@& S o) |
J=G5IH-Z.3H)
(400 MHz, OMSO-06) d

ppm 9.73 (s, 1 H), B.97 {s, 1

H), 7.85 (d, J=2.53 Hz, 1 H),
F 7.88 (d, J=2,02 Hz, 1 H),
. " N-{2-2,3-dlfluoro-4- 7.78 (d, J=7.83 Hz, 1 H),

198 I methyiphisnyljethyl}-2-(S5- 7.85 (d, J=7.33 Mz, 1 H),
methoxypyridin-3- 7.58 {1, J=7.71 Hz, 1 H),
yaminojsulfonyibenzamide 7.45 (d, J=7.58 Hz, 1 H),

7.00-7.44 (m, 3 H), 3.75 (s,

en, 3H), 2.45- 3.54 (m, 2 H),
2.91 (1, J=6.95 Hz, 2 H),
2.25 (d, J=1.26 Hz, 3 H)

{400 MHz, DMSO-d6) d
ppm 9.86 (s, 1 H). B.88 {t,

J=5.05 Hz, 1 H), 7.88 (d,
J-253H1.1H) 7.91 (d.
ofeg ¢ J=202Hz. H), 7.79 (s, 1

M N-{2-(3,4-difluorophenylethyl}-2- | H), 7.77 (d ( 1.01 Hz, 1H),

137 {I{5-methaxypyridin-3 7.67 (i, J= 52 1.14 Hz, 1
yiaminclsulfosylibenzamide H), 7.58 {id, J=7.71, 1.28

- Hz, 1 H), 7.34 - 7.44 {m, 2

H), 7.08 - 7.16 (m, 2 H),
3,75 (8, 3 H), 3.46 - 3.55 (m,
2H), 2.87 {1, J=B.95 Mz, 2
H)

(400 MHz, DMS0-d8) d

Hu’\©:°' ppm 2.34 (s, 3 H) 3.75 (s, 3
H) 4.48 (d, J=6.08 Hz, 2 H)
@J% CH, 7.4 (t, J=2.27 Hz, 1 H) 7.26
oo . (dd, J=x7.83, 1.77 Hz, 1H)
138 s’H Ny, N{a-{ﬁhs-methom FE | 738 Jes 08 Hz 1KY
7% | yilaminolsulfonyfibenzamide 7.42 (s, 1H)7.55- 7.63 {m,
& 2H) .71 {t, J=7.07 Hz, 1 H)
7.81 (d, Ju7.58 Hz, 1 H)
7.941(s, 1 H)B.01 (s, 1H)
9.28 (t,
J=5.84 Hz, 1 H) 8.88 (8, 1 H)




a 3yl ) berssenesul f bnnr Jonanl de 4.93.5. 06 ( 1 H).

5.09- s olctt, 5.19 (m 1 H. 8.87 (g, 0 0 J=6-25 Hz,

|l H. 6.94 - 701 (m | H. 7.30.7.37 (m 1 H).
7.38.7.52 (m 1 H 7.54 - 7,81 (m 1H), 7.61 - 7.65
WORORAOMpIZ 7.68 - 7.74 (m 1 H), 7.97 - 8.03PLHIBA06/002639
H, 8.08 - 815 (m 1 H (400 MHz CHLOROFORM 0) d ppm

m

8.57 (be, | H) 8.02 (d. J=2-53 Hz, 1 H 7.91 (d,
J4.27 Hz, 1 H) 1.67 (dd, J? 83, 1. 01 Hz. | H)7.54
N2 5—a—FHuerpherbd)ethye—2—d—3=7+58—126Hz,
1 H [192~((5- ypyddkh3- 7. 43 (r|n | Hoo 0 (nl 1
H) N)|s aqu&%de 7.15 - 7.22 (CﬂL RMA) O8m ()
i |1H) 8096-7. 03 (|m bithezyimdy@e- 8./987 q?i“ S
6.%(m wPl) 3.80 (|s. Ma. Zd}sai(nﬂ)slob 83t D3
(t. Ja. . 2 H (]400 MHz CHL G&Wp?gg)ﬁa‘ﬂg mﬁw
(e,2. 1] 3.13 {s,| | H), 3.84 (a, 3 H jusoduidin- 4|50
m 0.4 , 4.56 ~O~N\ 465 (nD.3 H), 472-462
N-( QU 0-7,H. 5.03 - 5.18 (m 168 0
ycm-el onyl}On)--N- 0.6 . 7(4@41{;: 7.1B
(m 1 . MRinkwd-dapmadl de F?HLO A2y
(Mme 1 71“%%“’:}3;}%%32;@ 202 ol 2 5 563
1.9 M ek yasik: m1m;75 SSHM,
8.10 ( 1.6 H WO 2007/ 034e1: oot 2y
PCTI I B 61002639 -1105 (400 ~ Jg n Z I\/HZ, DMSO- d6) | d
PpmT—2- J.p.iJ.n)HJ.L:dZOJ\a."rl)oov\a

7%

1H 4 (|(c 1441hbr obenzyl F2- 3. 70 a, ,(40'3Mhi) 4 1} 50

0 (a, 5 9 drloxyel hy2- U(5- 4. %?(ROF +4) d 8P 0K

(s, 10 L Ihoaypyddmkmﬂm&az(n Hiot2 4‘8 !

| ) #81 no§W anyi ) b. nzjsnl | eleyns (m 1 14%,1837 04d,

J=7 45 ylaminojsuifon ido | J=7.68, 4,68 Hz, 1 H)7.23 -

7.30 (m, 1 H)7.30 - 7.48 (m,

% 3H)7.49-7.88 (m. 3 H)

B.01{s, 1TH)}8.3%(s, 2 H)

(400 MHz,
CHLOROFORM-d) d ppm

QY?H\‘/@; 110-1.20 (m, 3 H) 2.81 (s,
X 2 H) 3.05 (s, 1 H) 3.58 - 4.09

2-{I{4-ethoxypyridin-3- {m, 2H) 4,40 {s, 1 H) 4.84 -

) 4.84 (m, 1H) 6.65 (d,
L ylamincjsufonyf-N-{4- J=5.29 Hz, 1 H) 6.97 - 7.15

0. _CH, forobenzyl)-N- i
g '~ fm, 2H)7.20-733 (m, 1 H)
] methylbenzamide 7.30- 7.51 (m, 3 H) 7.48 -
= 7.65 (m, 1 H) 7.73 (dd,
J=7.68, 3.65Hz, 1 H)8.01
{5, 1H)8.28 (s, 1 H) 8.58 (s,
1 H}

142

(400 MHz,
CHLOROFORM-) d ppm
. 2.80 (s, 2 H) 2.06 (s, 1 H)
O th ‘ 3.48-3.69 (m, 3 H) 4.31 -
N-{2-luosobanzyl)-2-{[{4- 4,96 {m, 2 H) 6.68 (d,
s o] methoxypyridin-3- J=5.29 Hz, 1 H) 8.92 - 7.18
i aminclsutionylr-N- (m, 2H}7.18 - 7.33 (m, 1 H)
0. meathylbenzamide 7.20-7.31{m, 1 H)7.32-
Y en 7.48 (m, 2 H) 7.48 - 7.65 (m,
. 1 H) 7.74 {4, J=7.55 Hz, 1
H)7.94 {s. 1 H) 8.29 {8, 1 H)
8.64 {s, 1 H)




Hz, | H 7.74 (d, J=7.83 Hz, 001 H 7,85 (s, 1 H)
7.931s. 1 H 859 (a, 1H 9.81 (a, 1 H (400 MHz,
CHLOROFORM d) d ppm 9.79 (s, | H), 8.09 8.20(m 1H),
8.03(d, [/ 11 J=2.27 Hz, 1 H, 7.75 - 7.83 1 H (1
WoCHOMBBTIMULY11. 2-Q(5 H), 749- 7.58 (nb6 2 20@CI/IB20060Q63Y9
nmel hoxypy6dl n3- 6.50 (d. J-4.80 Hz, A H).

yl ) am no) sSbnyl ) benzam da 3.96 (s, 3 H, 3.32 - 3.40

(m 2 H, 1.70. 1.87 (m 4gkh. 1.6-1 . 1.14 (m O
J=10.80, 7.33, 3,69 3.69 CH H2 2 H., 1.22 - 1 33

(m 3| H.L1 00-1.11(M 2H) (400 MHz, QHLOROFORMF d) H
ppm 123 - A H'1.81 (a, 1 H) 1 78081 (in
4 H 1 04 (s, 1H)218° %2 A
3. 80( s, ~NQ4-Rdrddenzy(3N-inykb- 283 &1H 4.2k)4.56(m3
L Frsish
kén 3 cHH) 7.44 d’ ey all 7.50 (m, 3H}754 783(n1.
yl ) enkg]~ nl 4) benrarnkh 1 H 7.58 (di’H?JH ?21 L
H 7.57 (dd, J=7,07,01.26 Hz, 1H) 7.71 (d*’ 73
| &) 7 o5 (d 12202 Hz | I—l\ 8 05 (d—J.253 |-|7,_ ]
8.61 ( HZ, CHLO?G:O?M
d) dppn - 8.20 (m 1 HY, 80(loo(ndz. J-227
Hz, D {iGhrethg-f(slmetilpyridinl - 92@? % g(m 71
1 ( Ly yigmigdsy «7. 68¢ 1y D 0
D- U 5- aghoxypyr | dk | Sopgetmikenz e .54H)(;n? 740 Hl?zNL
rn(m) 30fQEN{3- 6.23] (4 J=6.89 Hz, 1 T s
mel hyl cycbhe’xO) benzerrkde 3.J=2.02 Hz, 1 H) 224 (d.
1-4 04] bz - 100 'CH- (m| 1 H 171 (5| |
H) 1.60 (a 1 158 (d, J-2.02 Hz, 1
H) . 1, 40- g @E __0.94-1.01 (m(3H), Oufidud)- 94 (m
I H (400 J:N%Mxmw}-u-mmwz- 2.28 {s, 3 H) 205 BAT
146 {{(S-nethylpwyridin-3- 3 H)4.90 {d, J=43.06 Hz, 1
vieminojsutfonylibenzamida | H)7.32 - 7.50 (m, 4 H) 7.51
.7.74 (m, 6 H) 7.88 (s, 1 H)
CH 8.22(s, 2H)
{400 MHz, CHLOROFORM-
%j d) d ppm 3.81 (s, 3 H) 4.73
E& , N-{2.5-difluorobenzyl}-2-{[{5- | {d, J=5.81 Hz, 2 H) 6.52 {m,
147 methaxypyridin-3- 1H)7.18-7.28(m, 3H)
yiaminojsutfonylfberzamide | 7.45 {m, 1 H)7.48 - 7.58 {m,
u,c’“\(;"" 3H)7.73 {m, 1 H) 7.93 {m,
1 H) 8.06 (m, t H)
(400 MHz, CHLOROFORM-
e | LT AR
{d, J=2. . ,
o iﬁgg | At
methaxypyridin-3- (m, 2 H) 7.45 (m, 1 B} 7.35
Y Warninojsutfonyljbercamide | (M 19T 23 tm, 2 Hy
¥ 831 (s, 1H}3.79 (5. 3H)
183 (s, 6 H)
(400 MHz, CHLOROFORM-
d) d ppen 0,84 (1, J=5.56 Hz,
3H) 1.15 (m, 2 H) 1.27 {m,
% 2 Hy 1.88 (m, 1 H) 1.74 -
o 2(mebagpyidns. | 13 0T
148 N me{'hmmm T {n{ 1H) Sh1e16
u,c’“\(j (m, 1H)7.23 {d, J=2.02 Hz,
1H)7.33- 7.47 (m, 1 H)
749-7,60{m, 2 H) 7.72 (m,
1H)7.86 (s, 1K) B.08 (s, 1
H) 8.60 (m, 1 H}




d d ppm3.80 (s, 3 H 4.83 (d,Jt6.06Fb, 2H)7.00

H (z- cNar o- 4~, +Jenobenzy|}2- 7.08 (m 1 H7-18(m J H)

203 Q 5-nel hoxypyrldkr-3- 7.39 - 7,46 (m1 H) 7.55 -

yl ) em nol sul bnyl ) benzam de 7.64 (m 3 H) 7677 m
PgT!d)Iiz{P?égﬁ 02639

\'QOFWWN?'# (m 1 H 7.88 (d. J=2.02 Hz,
J=253 Hz, 1 H) WO 2007/034312 PCTI I 82006/ 002639 106
(400 MHz, DMVB0-08) d ppm 9,75 i's, 1 H), 8.59
(d,J-8.08 Hz, 1H) 800(d J153Hz,IH),791(d
42702 <o q= 1= 9= Z] | 7691t
+y ~ |4.7. 1H, 7.59 it |c-w‘%}§l 90F
N- (103 dkn SQ(5- J-7.20 Hz B A,é*
201 T bwz = 1" 714?" 1'27-"1
y 1 9% ber 4 W@'ﬁ% 402 L e 5-
4.15 ( ( SPm3eRfonvipersygide g (mxHH)sum
1.45 H, 1.23 (ddd, th,'ﬁﬁs‘ J&“JQ;
5.56 H (d,J657H23 dd.
F=9-6¢ —{(466——H—E—PYY——d p... 164 H
m LOK OFORM (m 3 H) 1.ebmbNBHckordrm3. 80
C N (g 5- (s. 3 H) 4.08|-Od%pmoeunant)
205 | met h cypyQdi n- 3- | &.528¢ e e
7.21 1 y ¢ prnylk bartsxﬂnum(ﬁ) 38
- 7. 48 Yiartisubotibecderdidy 7. ﬁgoq (il i
7.94 ( m 1 H 8.64 (s,
CHLOROFORM  d -los(s, 2H),7.76 (4, J:?ﬂ B¢ |,
7,58 YFN—(Schb 0-2- nel hyl benz 1) - 2- m 2 H),
744, 7,50 HF 208 O( fet -3 (m T F, .41(3 TH),
yl ) am nopI dt nmyl }benrani de 7.33 (dd, ~4%1MD®:2E;HL@J@08$MHE
2NH?],_:7 16 71 I;z 1 H), 6.73 %“Ez;g‘i-_g”l o ((d,
e "ﬁﬁl‘h&g‘wnmz 7A9-7.0 (m 3 738
G Wemisingiosaarice | 745 21079, 151 .
7.95 (d, J=2.02 Hz, 1 H)
B.05 (d, J=2.78 Hz, 1 H)
8.58 (5. 1 H)
{400 MHz, CHLOROFORM-
d) d ppm) 3.2 (t, JsB.72 Hz,
2H)3.82 (s, 3 H) 4.5 m, 2
Q\!‘:\m H) 4.62 (m, 2 H) 6.37 {8, 1
Dugey N-{2,3-dlhydro-1-benzofuran-5- | H)8.77 {d, J=8.08 Hz, 1 H)
153 yimethyl} 2-{[(5-methoxypyridin- | 7.1 (d. J=8.34 Hz, 1 H)
W Iyleminolsufonylfbanzamide | 7.23-7.31(m. 2 H)7.39 -
7.47 {m, 1 H) 7.561 - 7.58 {m,
2H)7.73 (d, J=7.83 Hz, 1
H) 7.97 (d, Ja1.52 Hz, 1 H)
8.04 - .09 {m, 1 H)
{400 MHz,
CHLOROFORM-d) d pom
g A by
A N-mathyl-N42-{2- 2H)2.74 - 3.21 {m. 3 H)
154 3 methylphenylJethyl]-2-{(5- 3.29-3.55(m, 1 H)3.60-
Hy" "0 mathylpyridin.3- 3.88 (m, 1 H)B.54 - 6.99 (m,
yilaminclsutforyl}benzamide 1HY7.05-7.23(m, 4 H)
X | 7.27-7.45(m, 4 H) 7.49 -
cH, 7.66 (m, 2 H) 7.87 (4,
J=49.35Hz, 1 H} 8,05 - 8.26
{m, 2 H)




H, 2.47 (s, 3 H (400 Mz CHLOROFORM d)d ppm 3. 81

(s, 3HH4.74 (d, J=6.06 Hz, 2 H) 6.5 (m

N-(2,0-dillual obenzyl}2-0(5- 1 H 6.98 - 7.10 (m 2 H)
207 r(HL 011.00 F nel hatypyrldin-3- 7,15 - 7.23 él% |
WO 20074832m 0 PM N) ar al no) sui f ony) benzenke [CIHjBZM692639
- 7.61 (m 3 H 7.74 (d, J=7.83 Hz 1 H 7.94 (d.

J=2.27 Hz 1 H 8.06 (d, J=278 Hz 1 H (400 Mt
DVEO-de) d ppm9.77 is, | ", 3.78 (1, J=5.58 Hz. 1
H~—8106—(d—3=2—5%Hr—+H— 79+ 5_2. 02—+ 1
H, 7. J$7.63Hz, 1 )4) 7.69 |t. (EboﬂHLCI-I
2-([($ din-3 J-7.45 Hz | H) o 4559

208 NHi y AN 5 eyl s 2 ,z“m J..-,g
(lissh. 2. Qs ~// ~ ctvboreiat (o ;a 3
H, 3.2J81"'1 (ddd, J—%@’W sugripsrzanie 06 ‘"7 ?{,{‘ ,
3.08 ( J=13.1. 0 6.57 Hz, | H), JLJ{'B& m)w]wm 39,
6,73 Hiz, 1"'H). 1.41] - 1.52 (m 1 H), ’d‘d‘ﬁ!
_13.\..0,7 33, —07 uu_,l ||/, 8—39 0, o \n;u ||/ WO
20071(1134312 PCI/AB2006(002639 -107 |(400 Mok,
CHLORQF ppm 1.18 (dd, J=11.62¢Ho & tropm 2 H)
1.26 (|t, 0 % 2 oo 2.0 Z2YES i
4H)sd..81*"'2’°’°1 92. 92 (m éw di-b2 (1)d zmrasun 2H)7.16-

N42- qyeFqpxrty M n- 3- agigsupgyiepramids Ky 2540 3%1 Lo g%Q

0~"0 n wyp)rtwnj- (9. , 3 3 H H) 50’5 HT.

7.20 .|12D {L 0 yl)am|o) suOpyl ) benani de 17154700 142 & 1H)
O(td— 147 52 1.164 Hz | Hy 7 53 (gd 37 37 1 39

Hz, 21H) _7.68 (g J7.07 Hz, 1 H 7. o 02 HL 1
H) 8.0%;13 78 |Hz. 1 H) 8.66 (a, 9{“ Fg 3 Rz |
)=
HN

| J=5.79 Hiz, 2 H) 8.40 (s, 1 H)
\57 -5 (s 701 (L J=881 K 1 H)7.16
-7.251m, 1 H) 7.29 {s. 1 H)
tﬁ)\ yheminojsulionylibenzamide | "5 35" 'y 49 tm, 2 H) 7.50 -
7.60 (m, 2 H) 7.72 {4,
J=7.55 Hz, 1 H) 8.18 (s, 2 )
8.51 (s, 1 H)

F (400 MHz,
y\/@ CHLOROFORM-d} d ppm
o 2.28 (s, 3 H) 4,86 (d, J=6.04

ol Hz, 2 H) &.81 {t, J=5.87 Hz,
© N-{3-chioro-4-flucrobenzyl}2- | 1 H) 7.18 {1, J=8.56 Hz, 1 H)
158 p. {l{5-methylpyridin-3- 7.29-7.38 (m, 1 H} 7.39 -
I yllaminojsufonylbenzamide 7.48 (m, 2 H) 7.49 {dd,
CH, Ju8.80,2.27 Hz, 1 H)7.52 -
7.60 {m, 2 H} 7.69 (d,
J=7.55 Hz, 1 H) 8.17 (s, 2 H)

8.42 (s, 1 H)
0. 40 {400 MHz,
e 27 (5. 3H 303 ls 5o
. " 3. . 8,
. j‘&m}‘;‘fj’rm“"{i 4,81 (d, J=5.04 Hz, 2 H)
158 o (methylsutfonyt onyl}-N id 7.00{, J=5T79H2, 1 H)7.33
”"'e yfpenzam -7.5% (m, 2H)7.52- 7.72
{m, 5 H) 7.87 {d, J=B.34 Hz,
,ﬁ 2 H)B.17 (s, 2 H) 8.42 {8, 1
cH, H)
H (400 MHz,
§Hs CHLOROFORM-d) d ppem
Qﬁ“‘/\o’c"’ 8.61 (d, J=6.04 Hz, 1H)
Yy 8.25 (d, J=5.28 Hz, 1 H)
55 O 2-{[{#-ethoxypyridin-3- 7.99(s, 1H)7.64- 7.77 {m,
180 yi)amino]sufforyf}-N-{2- 1H}7.51-7.63{m, 1 H)
Oy methoxysthyf-N- 7.33-7.50 (m, 2 H) 6.64 (g,
| methyibenzamide J=5.54 Hz, 1 M) 3.50 - 4.00
Ny {m, B H} 3,39 - 3.47 {m, 2 H)

3.28 - 3.37 (m, 2 H} 3.20 (s,
1H)2.99 (s, 2 H) 1.15 {t,
J=6.92 Hz, 2 H)




d) d ppm6.16 (d, J2.02 Hz, 1 H). 8.05 (d, J1L53 Hz,
1rtti~H. 7.81 (a, 1 H, 7.79 (d, - "o GHr

2- ) 5aet | ntypyddi rF3- J=1.01 Hz,1 H), 7.70 (s. 1 210

N t"ett slcvop~yl)bonzasnde Hz, 2 H), (7 49 1

WO 2B H) | 8. 13 (d. J9.85 HL | H). 4. 10. HCE’WS"I‘P{"“?”
H, 3.94 (e, 0, 3 H, 1.23 - 1.28(m 3 H, CHlL 1.00

1.06 (m 9 H

(400 MHz,

%

LOROFORM d) d ppm O, 99

1.09 (m ( 12H) 1.90 - 2.00°(m 2 H cN, 3.81 (a, 3
H—382—3787 ‘\llr ‘i4aup| apyt=2=ctmetir tmpy2=—1+H)—5. 85
(m 1|H - - VCH 211 -g(5- mcig&d@é@m& 3-
7.25 (m 9 S I H) 8.27 (d. J-4?aHz.1pt?lT
A) ant 1ir o) ke fonycl)beram(zdﬁu&,,él,ﬂz.-mﬂ 498. mwgmut;gm 2
H) 1l 7H) w60 - J=8. 08 Hl— W 07( H)
8. 04 ( F~2H53 Hz, 1 m H)=5g
CHLOR(C q3.002H7 74 (d,"“%’,ﬁ,@é 1
1 H), |7.56 - 212 eHe o N{2. Nhftwrld B2 3H1832
7.71 4 7.54 (m1H)|, 7.45 - 7. (m Q%Ei'ﬁfm'f“m
(t, J4.27 iz, T H),[6.89 - 6.95 (m z H),mh,.,z_bd -
6.89 (m XN Hrw 4.72 |(d, cM J=8.06 Hi 07 | a,
3 H |(4 A~ OROFORM  d) dppa3. s;ofé’{gﬁ, (d.
J=5. 56 I;LLs:?ol-l) 6. 52 |( m2-mdifaRAGa-0-hed2} uombmwzmtt - 1
H'"%.03-] 7712 (m 1 |H, F 005 S s
fanmypl@\ & -3- 7.21 (m 1 7.25- 7 (nBSH}am 354{m aH)
ylYheni®®ridde 1 H) 7.]41 I'td. J-7,58.1/5 gﬁ%f*ﬂ
H)1.4E-7 58(m 2H) |7.70 (d. J=7.83 rﬂLcmeéifm (d.
J=2.04 ., I H 8.04 (d. J=2Z2-53 AZ I Hf WO 2(10 71034
312 C@(\/@i’lOOZG?@ - 108 {400 MHz,
CHLOROFORM-d) d ppm
8.25(s, 1H)B.20 (s, 1 H)
u’sf 0 N-{(34-difluorobanzyl}-2[{5- | 8.13{s, 1 H)7.70 (d, J=7.81
1683 HH g fluoropyridin-3-flaminclsulforyl}- | Hz 1 H)7.51 - 7.85 {m, 1 H}
oz N-methylbenzamide 735-7.51(m, 3H)} 697 -
| 7.33 (m, 3H) 4.27 - 4.95 (m,
N F 2H)2.08 (s, t H)2.87 (s, 2
H} LCMS ESI: 438,20 MH~
(400 MHz,
CHLOROFORMd) d ppm
G 3371 :(‘d. J=5}._’047Har; 1dH)
. | . .
o N\/\rCH’ J=14.Bsi‘:z,1l-})7.56(-7.65
N/s:’ 0 CH, {m, 2H)7.235-7.45 [m, 2 H)
N N-methy-N-{3-mathylbuty)}2- |  7.07 {d, J=4.78 Hz, 1 H)
184 (j/m, {I4 pyridin-3- 362 (s, 1H)}3.17 - 3.24 (m,
7 yhaminojsulionyllberzamide | 2 H)3.16 (s, 1 H)2.92 (3, 2
Ne. H) 2.25 (d, J=3.78 Hz, 3 H)
1.85- 1,79 (m, 1 H) 1.38 -
1.52 {m., 1 H) 1.01 [d,
J=8.04 Hz, 3 H) 0.78 {dd,
J=14.35, 8.04 Hz, 3 H)
LCMS ESI: 378.20 MH+
{400 Mz,
CHLOROFORM-d) d ppm
wk 8.20 (d, J=5.04 Hz, 1 H)
N-mathyt-2{[(4-methyipyridin-3- | 8.10-8.20{m, 1 H) 7.75 (s,
165 © ylleming]sdfonyl}-N-{4- 1H)7.50-7.72 (m, S H)
o {triflvoromeathyi)benzyllbenzamid | 7.38- 7.49 (m, 3 H) 7.10 (d,
cHy ° J=4.78 Mz, 1 H) 4.47 - 5.08
! {m, 2 H) 3.1 (s, 1 H} 2.89
(s, 2H) 2.28 (s, 3H) LCMS
ESI: 484.20 MH+




(400 MHz- CHLOROFORM- d) d ppm 8.03 - &9 (m 1 H),
7.96 (|. J=1,69 Hz, | H), b 7.70 (d. J=7.63 H7- 1 H).
7.48.7.59 (m 2 H). 7.38- 0_07,45 (m 1 H, 7.22 (q.
214 ~ NH meU oaypyddi n-3- J-8.57 Hz, | H), 4.43 (Id.
WOPEBi43e) sulFonygbenzam de J-12. 89, 5. 68 Hz, PCT{B2006/002639
3.81 (d, J=2.02 Hz, 3 H), 3.58 - 3.85 (m 1
H,2.10-2-19 (m 2 H), 1.96 - 2.06 (m 2 H, 1.63 -
1.94 (m 1 H. 1.69 - 1-78%r 2 H. 1.61 - 1.67 (m 2
(400 MHz  CHIOROFCRMt d) d ppm 1.00 - 1 .12 (m 3

1.27  1.38 (m 8
H 1.58 | RH 1. 6% (ED“: F)‘-’,J;fg‘j;’f';‘a}

SQ(2. 2. 1) hept . 2- yIHzi G}Ii@-(s %H)gga
b(3-fuord-4~nlkyGonzti2- ( S o 1

)Z¥I?S(Wm@ tew Bﬂ.HzH)H}
ing| uoOny enzal\/déggglm

.20 (1, J=2.40 Hz
Is1 (m 1 H 7.55 1(01(,;3%%55%
Hz 1 H) 7 95 ¢ X _
bz, | H) (400 MHz.ch

(d. . J-77, .58 %w?ffﬁn"%

=

, 83 ( Id. 0~"0 O Ory %) J-?B1H:,1H}753
(4-d et hyI b e M Z M. Mgord-a-meliigibniie- 27“15?8; HZ}??;‘?I 71
D 16678 ( | dl n=3- 7. 40 (l@metyduc®302 Hz , 5] m )
! ols G | 7.17% 7.25}m, 1 H) O{d
y1) er nf knyl ) benz aiffetfeiongineg: J) 8500z “g%,’
m
7. 20( L 7.15-7.19(m 1 H). 8.77 fm.ﬂ;;gﬂ%" 1
cry H). 6 (d. J+./5.58 Hz, 2 H), 3 8l4)231( D) Bn{cB H) .
2. 41 (E. H (400 ML47. HH CHLOROFCRMVH}®HE>H ok
S ONV) (e, Z H)y 8.25 (0, J-b,b4 0 (4oow¢z.
- Q) 4~ ydd hz. | H 7,77 (d. 8R! 17
HN' O P4{2- 1 H 7.51 - Hjﬁm
« N-{3-chioro-4-fuorobenzyi)-2- Hz.1H)755 umm ZH}
188 {i{4-methylpyridin-3- 7.45-7.52(m, 2 H)7.32-
yilamincjsutfonyfibenzamide | 7.40 (m, 1 H) 7.17 (¢, J=8.68
Hz, 1 H) 7.10 {d, J=4.78 Hz,
N 1H)B.52 (s, § H) 4.88 (d,
J=5.78 Hz, 2 H) 2.30 (s, 3 H}
LCMS ES: 434.15 MH+
(400 MHz,
9.0 CHLOROFORM-) d ppm
\):\r!\cﬂ‘ 8.26 (d, J=5.04 }{-iz 2H}
§ B.16 (s, 1 H) 7.90 {d, J=8.31
Q\!,U j&ﬁm .{‘1 Hz, 2 H) 7.80 - 7.70 {m, & H)
169 e (methylsufonyiibenylibenzamig | -4 7:54 (m. 1 H)7.08 d,
] a J=5.04 Hz, 1 H) 8.89 {1,
" J=B.17 Hz, 1 H) 4.82 (d,
J=6.04 Hz, 2 H) 3.03 (s, 3 H}
2.28 (s, 3H) LCMS ESI:
480.20 MH+
{400 MHz,
H, CHLOROFORM-d) d ppm
g 8.27 (d, J=4.78 Hz, 1 H)
N B.15(s, 1H) 7.76 {s, 1 H)
Lol N-{2-methaxyethyl}N-tethyi-2. | 7.53-7.86 {m, 2 H} 7.32 -
170 Hy >y {I4-methylpyridin-3- 7.54 (m, 2 H) 7.07 {0,
> yijamincsutfonyljbenzamide | J=5.04 Hz, 1 H) 3.58 - 3.88
AT (m, 3H)3.29 - 3.54 (m, 4 H)
N | 3.22 (s, 1 H)3.03 (s, 2 H)
2.24 (d, J=2.01 Hz, 3 H)
LCMS ESI: 384.20 MH+
{400 MHz,
CHLOROFORM-d) d ppm

8.34 (s, 1 H} 8.28 {d, J=4.78

,@ Hz, 1H)8.20 (s, 1 H)7.74
o {d, J=7.81 Hz, 1H) 7.54 -
m”fo 2-{]{4-methyipyridin-3- 7.66 (m, 2 H) 7.43 - 7.53 {m,

m pamiosufory-tz: | LTI T2
10 {d, J=4, H)

@ﬂl’ phenoxyethyoenzamide | , oo (t.(J=7.43 Hz, 1K) 6.90

N -8.97 (m, 2HY6.62(s, 1 H)

4,23 (t, J=5.04 Hz, 2 H) 3.98

{q. J=5.48 Hz, 2 H) 2.30 (s,
3 H) LOMS ESI: 412.20

MH*




OUCH, 737 8.87 (m 2 H 31 H .88 (g N J=6,88 Hz, 2
H 3.59.3.78 (m 4 H 329 - 344 (m 3 H 1.09 - 1.22
(m 3 H CHLORO ORMd)dppm 8.65 it, 2 H 6.28 (d,
Js5.54 RO p N (2a9nxyethyl}2.8(4- Hz, | H) 7.76 (d.
wegueassrz 218 HN O ypyddhl 3- 1 H) 7.50. 7. 85 PCik{IBRRIGA) 12639
QUCH, yl)am np) udt pnyfpenzm a 7.30.7.49 1 6.30 - 8.80
(m 2H 3.8 .67 (q. (qp HJ.6.838 Hz. 2 H 3.64-3.78
(m 4 H 3.58 (q. J-6.97 Hz9-2H) 1.04-1.26 (m 6H WO
20071034312 PCTI 1B2(061002639 -109 (400 MHz

L m865(s||—|)860- 1
H 8.2 @ @ 7, 1 2-Q 4alnx yrl g BOFOFI)'-GWW
d, J=B. %lﬁrmnﬁmﬂéhweﬁﬁ‘” Bﬁ(ﬂ%ﬁ*

7.82 ( gmwm be] rvzenm:trem 2143< %
VERPPIREIEIETEB 123" Bkl B o)

nH 7

~a~~~ @f (t J=5.04 Hz, 2 H) 3.72 | 1H)2.88(s,2H)227(s, 3
L 4.03(MAH) 0. 09-1. 25| (m 3 H) (400 NHP LOMS ESL: 43220 Me
C ORMFd) d ppm [8.42 (dd, J4,68,] 1.38 Hz, T H

8.38 (f, J1.76 Hz, | 7,42.7.52(mll \
N- ( 2- (Rt hl anphenyQot 7,24 (m 2 HS %%Fﬁa"mzzo

*2-
N d f[4-Rre i pyﬁh 3- J-7. 43 5. 92 73(H?1HE? 5
D- Nl efir $ N ed e( (s, H 4.14 “‘Qﬁ); 7 H)
D3 s

T=

CH, 4. ,° J=7.05 %2%& 2—H}? enan) 4
H 2.34 A2.49 (m 2 (M’S,%Efﬁﬁ{@ﬂi 81
m 2 H +@&1 - 1.44 (m 3 H LCMVS +
400 MHd  CHLOROFORM d) d ppm 0.63 (s(“‘sfl‘; 58
m | p 2-j(4nme8nxypy dh-3 H) 772-7 82 1(,.. .08
32}7~' Oenmno)s yl} N(2-j2- - 7.59 mES*WHyW? 39(-
. (400 MHz,
CHLOROFORM<) d pom
ﬁ 842 (s, 1H)8.27 (d, J=4.78
(i A Lo
S
@ﬁ“n yemincjsutfonyfiberzamide | 1y 5’ (e ') 3.67 - 378
g | {m, 2 R) 3.84 {t, J=5.04 Hz,
2H)3.35-3.43{m, 3H)

2.29(s, IH) LCMSESI:
350.15 MH+

{400 Mz, DMSO-06) d
ppm 8.87 (s, 1 H). .31 (s, $
H), 7.98 {d, J=2.53 Hz, 1 H)

"Q“ 7.92(d, Jx2.02 l;% K '
3 chioro.2- | 7.78-7.83(m, 1 H), 767 -
175 o=tes e {[{s_mt:wpw""“"b‘h_"z;'" 2 7.76 {m, 1 H), 7.50 (¢,

N Js7.20 Hz, 2 H), 7.52 {,

iamincjsultonyljbenzamide Jn7.45 Hz, 2 H), 7.24 (L.
Ja7.83 Hz, 1 M), 7.41 (1,
J=227 Hz, 1 H), 4.57 (4,
e, J=5.58 Hz, 2 H). 3.74 (3, 3
H}

(400 MHz, DMSO-d6) d
H ppm 5.89 (s, 1 H)8.70 {1,
~on =554 Hz, 1 H) 7.99 (d,

0 J=2.52 Hz, 1 H) 7.91 (d,
877 0 N-{2-hydroxyethyl}-2{[{5- Ja2.01 Hz, 1 H)7.76 - 7.83
176 HN™ g methoxypyridin-3- (m, 1H)}7.65-7.73(m, 1K)
yilaminojsutfonyi}berzamide 7.53-7.62(m, 2H)7.11 (1,
“ ' J=2.38 Hz, 1 H) 4.87 (s, 1 H)
Na LCH, 3.76 (s, IH) 3.57 (1, J=6.28
0 Hz, 2 H} 3,32 - 3.41 (m, 2 H}
LCMS ESI: 35220 MH+




—~

| ARwm ane8r oxy) phenygsthyl )be (m 3 H T.19 - 7,31 (m
3 H ('yd nzemde 6.67 (d, J=5.79 Hz, 1 H B.07 -
6.25 (m 1 H 3.77 (g. J-6.80 Hz, 2 H)3.47-3.67 (m
3 H 3.09 (L J-8.92 Hz, 2 H (400 Mix, CHLOROCFORM d)
W0 p348163 (e, 1 H) 8.49 - 8.59 (m 1 H)6, PETABN6AN263Y
J=
-

5.7971 N-[2{2 | kraopl am 4) aStryAE2-Q 4, H) 7.755 -
, 8,81l (m 1 H 7.49 222 nel hoxypyddin-3- - 7.50 (m
1 H 7.39 - 7.46 1Aknho|s,11°)tbnzenhe(m 2H) 7.30 -
2120 [ o 1 LD 210 2Q [ A~ 2 Iad nc a 1A
T. 90 \Ill L II} T L0 l. yae) \Ill J II} U.[JU C l. L =T
(m 2 3.76 (q, J|/6.55 Hz, 2H) 3.84-3. S@oMpan 3 H)
3.08 (t, Jg6.67 Hz. 2H) (400 Mz, G RGBT, ¢
ppm QO-, p(%{?nm 4 8.28 (d. JgSt{i:SJﬂ-t)aHA po e
N-a(4-0(4-Y, ,‘T& 7 .S ﬁiﬁiém’? e cy
nmehfar y . 3- H 7[{6%% 5! 81 72:5029(;11{({“

p
O emnt rw Fmil4) henr pnfleelpligsibenzanides () 7
c9 1 H »&7 (d. J-5.54 Hz, Hz, 1 H iﬁ%ﬂh_?@ E}En
4K) 3.52 - 3.63 (m|5 H) 1.08-1.24 mﬁ:&a

2007/ 084312 PCT/ 162([106/ 002639 -110 ({
CHLORGFORMA)—dppm 63 (e 1 H) 8 R 26

(d. J5| S%I H) Hxo a 2- q4ne0t oxypyrl tMH;:% 7. 79
(d. J=fr, Hic) |7.53-7.6(m2H)7, 49HL3 m:d)&mnda
7.49 1) 3 7189 - %434 2H) 6.88 - 7.01(4 )13{288(% 81
, 5} Kidhr-58)2-ha-dinyigfrial S <d4-l-

3.9% (0. \abu48 Hz, | 2bieepdueyPamis gﬂz
CHLO?CF%JE‘E) d ppm HF F 8.54 (a, 1 | j?;":*’g:,}
2-4(5-mkhyl pyridln. - J-5.29, 1.78 |-|z14821s gH BOMs P25
% yl ) ami nopul onyl YH{R- (2- (d, J=7.81 Eﬁ'% %49

{400 MHz,
CHLOROFORM-d) d ppm
8.43 (s, 1 H) 8.27 {d, J=5.04
Hz, 1 H)8.38 (s, 1 H) 7.69

i H
{d, J=8.08 Hz, 1H} 7.58 -
20 \/ﬁ/c ’ N-{3-methylbutyl)-2-{(4- 7.84 (m, 1 H) 7.52 - 7.57 {m,

179 Hﬂ’s“o 0 CH, melhylpyridin-3- 1H)} 7.41-7.50 (m, 1 H}
0 l)eminojsulfonyljbenzamide 7.08 (d, J=5.04 Hz, 1 H)

£t .08 (s, 1 H} 3,51 - 3.58 {m,

Iy 2H)2.30 (s, 3 H) 1.63 - 1.89

X {m, 1H)1.50 - 1.68 {m, 2 H)

0.99 (d, J=6.55 Hz, 8 H)
LCMS E£85I: 362.20 MH+

{400 MHz, DMSO-d6) d
ppm 9.84 (8, 1 H), 8.16 {1,

F J=4.42Hz, 1H), 7.88 (d,
J=2.78 Hz, 1 H), 7.90 {d,
J=2.02 Hz, 1 H), 7.76 (d,

o ’r =
50 O"?';o N-{22.?&<{ﬂs_ﬂ:nn;u-3-mewmm)' JJ-rTégs. &114}:3'17@?{, }t.ds's
mmm]m%m (td, J=7.71, 1.52 Hz, 1 H),
7.43 (dd, J=7.58, 1.01 Hz, 1
H), 7.24 - 7.32 (m, 1 H),
q, . 7.12 (¢, J=2.27 Hz, 1 H},
i 7.01 1, J=8.84 Hz, 1 H),

4.54 (d, J=5.05 Hz, 2 H),
3,76 (s, 3 M), 222 (s, 3 H)

{400 MHz, DMSO-d6) d
ppm 9.85 (8, 1 H), 8.32 {t,

F J=4.80 Hz, 1 H), 7.88 {d,

o J=2.53 Mz, 1 H), 7.91(d,

L] . =

o "" N2 3dflvorobenz 245 | et i 6T 1
Q “m&mm (m. 1H), 7.58 - 7.62 (m, 2

H}, 7.31-7.39 {m, 2 H),
°‘c,,, 747-724(m, 1H), 7414,

J=2.40 Hz, 1 H), 4.58 (d,
Js5.81Hz, 2H), 3.72- 3.76
{m, 3H)




(trieuapnet!toxy)phenyQenyl)be 7.57 (m 1 H) 7.37

-7.47 (m nzandda 4 H 7.23 - 7.33 (m 3 H 6.22 (L
J5.92 Hz, | H 3.78 0'4 (g, J=6.60 Hz, 2 H) 3.10 (t,
J=6.92 Hz, 2 H) 2.28 (s, 3 H (400 MHz. CHLOROFORME)
d ppm 6.57 (s. 1 H) 8.16 {d, J=4.28 -scp p |

W 20PRBRppBr ryl ) a0t y2- Hz, 2 H) 7.69 (d" k7PgY1§06/002639
226 Hx 0 G(rtmMVpyddinl | H 7,53 (1. (=7,43 Hz, 1 H)
YI | Em b+y}be 7,38 - 7.47 (m 5 H 7.11

726(m2H)6 14-6.32(m x 1°¢H 1 H) 3.81 (g. J=0.55

);\l

: ‘H)JJ.O\LJOOIHL,L)L.:SWOO
MHz, N, F CHLWNB) dppm  8.55 (al imid wEnid s2od.
~0 | J=4. 148 2 H 7,89 227 Q| J=808Hz 1H).7.88(d,

A 9
N{ 2- (241 u )0t y{)-2d(S (d, J17 ézi”w%z‘u“,’w’lao‘&’u
7,52 - °‘$oa maa yl Pyt tarGhoretitiz: (i, 78K I-01 81 H0a, 1
H ™ yl|) WM weany| } Benaaititeesehcs 1. 12 m 7. 21
- 7.29 1 H 7,04.7.15 (m CH 2 P?Sﬁ?@](mstszﬂlﬂl—l)
3.79 (g, *)-6,55 Hz,| 2 H) 3.07 (4 Jz6.87 50 720 1
228 (9.3 H) (400 Miz. CHLOROFORM: d) (¢hpRa o 8655,
1 H) 817 (s, 2 H N-(2-e0_oxyeQry2-- (S? 7 (d
J=7.58 Hz, | H) 228 sa nelh)fpyrldin-3 400 PH2EIUSO-AETd 61
(m 2|H %87 - 4) anmmo dfa,y|)b-emaF@';g"é;“vH,EPz:z{m 2
H 8.72 ( i .66 - 3.90 (m 4 H }2529;;:3“1779@5 Hz.
2 H 426 (,Mgos (9 'lod 1.13-1.35 (m) 3 (A0t k|
DF ) d ppm| & <8, 0B, B2 i73{45)1.26 @ ~p
24(5-4(%<2- 2 H) 7. 72 fahy erhdZ | |“=~ g§£§<W251 -
7.65 (Im o2 H 7.40 |61 yl ~~~v"- - 7. 47r 1Ry 28 -
7.35 phawfta (m 2 H) 6.89 - 7.03 (m E;Epﬁgﬁ 613
(a, 1|H 4.24 (t, J-5.04 Hz, 2 H 39 Hz.
2 H) 2.12-2.40 (m 3H WD 200 71113 4 3 1 2H)
PC- 171B20061002639 | 111 {400 MHz, DMSO~d8) d
ppm 8.88 (s, 1 H), 9.33 (1,
J=5.81 Hz, 1 H), 7.99 (4,
%*vél mee i ne
s64 ofeg © N-43.5-dluorobenzyt) 2-(5- JJ;?égsuzo,m}.'?.}z td,
=7.45, 1.01 M), 7.
Q”" arincisaryosnamida | J3745. 101z 110 163
7.59 (d, J=1.52 Hz, 1 H),
O‘CH, 7.00 - 7.19 {m, 3 H), 4.55 {d,
J=5.81Hz, 2 H),
374 (s, I H)
{400 Mz, DMSO-08) d
ppm 10,03 {s, 1 H), 9.34 {1,
J=5.81Hz, 1 H), 8.04 (s, 1
‘ARt AN
xf, Z, b
- osfep ¢ €@ N2 3dichlorobenzy} 24I(5- | (4,407 45, 1.26 Ha, 1 H),
»@/ Hmm"'mmw’”'”m 7.62-7.68(m, 2H),7.54 -
7.61(m, 2H), 7.39 (t,
: J=T.83 Hz, 1H),7.21 {d,
oM, Ja2.02 Hz, 1 H), 4.60 (d,
J%5.56 Hz, 2 H), 4.58(s, 1
H), 3.73-3.78 (m. 3 H)
{400 MHz,
CHLOROFORM-d) d ppm
9.49(s, 1 H), 8.13 (d, J=1.77
H\Q Hz, 1 H), 8.04 {d, J=2.53 Hz,
1H),7.80(d, J=7.58 Hz, 1
i N I . L
186 N ™ e methuxypyrfdh-)ﬁ-ms' m, .ZJHI; -6,2.551 {ik 1;{“).17'-;51
yheminojsutionyfjbenzamide 7(.%' {dd, J=7.45, 164 Hz.)'1
1 H), 7.34 (id, J=7.83, 1.77
EH, Hz, 1 H), 6.97 - 7.02 (m, 1
H), 6.95 {d, J=8.08 Hz, 1 H),
6.80 (t, J=5.88 Mz, 1 H),
4.71(d, J=5.81 Hz, 2 H),
.87 -3.92 (m, B H)




(400 MHz. CHLOROFORMH)d ppm 8.27 (d, J-4.78 Hy 1 H)

8.14 (s, 1 H 7.81 (d. / J=10.07 Hz 1 H)1.57.7.86 ~g

0O O Nbuty(-Hnmethyl-2{((4- (m 2 H 7,38 - 7.45 (m 2
230 Nla" 7.07 (d, J~5.04 Hz 1 H) Cli~

W ywaPHeNsol f anygbeni enbe 3.24 (m 87 H) 3. 18CT/ABR046/(F63Y

NI 2.93 (0.2 H 2.25 (d, J 3,27 H 3 H) 1.37 - 1.68

(m 3H 1.14- 1.30 (m 1 H 1.02 (t, J=7.30 Hz, 3

H LCVS ESI: 362.20 M+ (408- MHz, CHLOROFORM-d) d
opm R1Q/c~ 1 LD ﬂQ/H 'I’)'-_\’)|\||—|7 l|—|\707(d

I

J=2.01 Hz, y Oa 1lH 7. 62. 7. 71(m IH)(aon ~CHOOROFORM:
N(5-nmgt ho . pyrCln-3-lyl }2-{(4- 7.52 73’1% ;ﬂf;;tgg)
7.28 231 7.6 (m 4 H 7.17 - 7.29 %&1

4 H 4.71 4 4 (ml1H N6l od], gm?—wsz
00f | benzgnegrt| forl em denciuckedrzge3, 85 ,,r’nH} gw 3 ﬁt
3.%5 (Im 3.12 -| 3, 3# n-} 2 273420 8) Sﬁ@d H)
2.68 | 200 a1, ;9’“1@” N JJ&Q;;’\?S}

I

452.20 M-t ¥ 00 M—Iz CHLOROFORM d) .48
(s. 1 |H 806 (d. J=2.77 ~5 0 Hz. | " Bﬁ*@“’@ﬁ,m)
J-2.01 Hz, HN 0O H 7.70 (d, J-7 T—T %J H2-1 H)

j (5tnet oxypyddi, 3-|H 7.54 - 7.60 m 1°?ZU’ 50 P32
[ yl)gmdt Q)ysulTorTyB NA(152R}2- - 7. %4 114

. TO N I Opherlykydopropyl)banrsnl| de fm *I{%)"“ﬁﬁbf‘

7.28 ({m 6. (s, I H 3,81 (s. @;71&1{32-3114
3.16 ‘5@26-2.36 m | 1,351 ﬁﬁ F@
H) LCI(\/% I\/I-HM(%*W%@EDM-IA %xnz W V)

N

d me o;L H)| 8.%¢e 2455 5 = 1HZ.2H}3?B{3 3H)

1H}57Bés1

2-ft('=+1t52§1 )ff"f d3 B gutbry a8 4-| 7.0, 1 G

7.72 (d H 233 MVWRII 1(]%1???@;3%4*“

7.56 - 7, 66 (m 4 H) 7.42. (et hyku( @=7zdl1benz@n d
H)7.99 (s, 41(s,

7.50 (m 1 H 7.19 -| 7.22 (m THI7S Gt 8.

(400 MHz, DMS0-06) d

OH ppm (.76 (t, J=6.85 Hz, 3 H}

1.16-1.25(m, 3 H} 1.28 (d,

. H, J=6,32 Hz, 1 H} 1.45 - 1.56
HK {m, 1HY3.24-3.32(m, 1

| 324 345 (m, 1H) 363
N“MW”;_"&WZ (8. 3 H) 3.81 (d, J=4.55 Hz,

. 1H)4.74 (s, 1 H) 6.97 s, 1
fleminojsuttonylioenzamide | |7 24w oy 20 Hz, 2 )

7.58 (d, J=7.33 Hz, 1 H)
7.65(d,
427331z, 1 H) 7.77 (5, 1 H}
7.86 (s, 1H) 8,38 (s, 1 H)
8.72(s, 1 H)

189

H) 1.22-1.31 {m, 3H) 1.42
-1.53{m,3H)1.66-1.78
{m, 5H)1.89 {d, J=12.38

N{(15)-2-cyclohaxyl-1- Hz. 1 H) 3.69 (ad, J=11,37,

(hydroxymathyl Jethyl)-2{{(5- 8.068 Hz, 1 H) 3.83 (s, 3 H)

methoxypyridin.d- 4.00 (dd, J=11.37, 3.54 Hz,

vi}aminojsulforryllbenzamide 1 H)4.30 (s, 1 H) 8.37 {d,
J=8.59 Hz, 1 H) 7.45-7.53

{m, 1 H) 7.55 - 7.685 {m, 2 H)

7.81(d, J=7.83Hz, 1 H)

8.01 {dd, J=12,00, 215 Hz,

2H)

190

HO_ {400 MHz, CHLOROFORM-
@ d)d ppe 0,92 - 1.04 {m, 2
HN
o
N
s




el H 6.90 (L J-6.04 Hz, | H 4,81 (d, J=8.04 Hz, 2
H 3.81 (s, 3 H 3.03 (s. 3 H LCVBESI: 475.20 M+
WO 21)07/1)3-1312 PCT(102 00610 0 26 3 9 ~-112 (400
MHz. CHLOROFORMH) d Pprn 8.73 (s. 1 H) 8.05 (d,
We208m3431 ., 1 H) 7.95 (d, J=2.01 Hz- 1 H) 7. PET{BR006/002639
J=7.81 Hz, 7 H 7.50 - 7.59 (m | H 7.37 yp
N-(3-(2-rreboxyphenyQorop 4)-2- - 7.47 (m 2 H) 7.15.
7.24 234 ap ul Q5- ne81al99pyr|di n-3- (m 3H)
Q Q0 (m LI\ | Aocnll anuchonzandddl o 6 97
V. UJ » TS \ LILE ] I ‘l_l7 y' } ulll ||U/ \JuLl A Al MNCUITTZUTTINT O A\ B4
(0. J3s. 6.46_(t. J5.54_Ha, uotmidcreoreommy a
(a (q ) 2.79 (t, J=7.1 3“ 7,,2“‘&9‘,“9’;-32
1, 93- 7. LCI\/B ESI : 456”“’%0 %
), q
TR | gt i Tl %@%
J=7.B] 2- (((5- rrethnxypyr % L
J=7.55 p yl)ani ]autfonyl Jﬂ ol 5&?’2’7 -
phenyl propyl ) barzﬁ%@ﬁz&{ﬁh 4
A J.J-o.ocju', )
Hz, 2 H 1.96-2. 10! %ﬁ%ﬁgﬂ vs
(400 MH? CHLOROFORM ﬁﬁ}g 81
J-[1. RGs@iordeiyplzlie 1 % H)
& ret box (e m i o
238" 0 13| 7hs (53 mmm(d
yl)am w sul t onyf bm snugﬂg“-},'.ﬁ}—:l}; hi22| (L
8-90 (s. | H) 3.91 (a=2zBurjieais w0
-+ -3 60—{+—IF=5—G4+Hr—2>—+—3-—35
H,(I’r 2 H) LCMS ESI : 3§|9.bg FOMdSmeJ
9.45 (s, 1H), B.10{s, 1 H},
8.03 (d, J=2.53 Hz, 1 H),
N-{1-ethylpropyl)-2-(5 7.73-7.82 (m, 1 H), 7.55-
methoooypyridin3- 7.5 (m, 3 M), 7.47 - 7.53
ylamincjsutfonylbenzamide | (m, 1 H), 6.08 (d, J=8.84 Hz,
1 H), 4.00 - 4.09 (m, 1 H),
391 (s, 3H),188-1.79 {m,
2H), 1.53 - 1.84 (m, 2 H),
1.03 - 1.08 {m, 8 H)
(400 MHz, CHLOROFORM-
d)d ppm 1.7 {4, Ja11.82
Hz, 1 H), 1.35 (d, J=10.61
H, Hz, 1 H), 1,56 - 1.70 (m, 2
0 H), 1.80 (s, 1H), 2.01 (s, 1
g e
PN 2{1{3R.3aR SR,8aR, TR}- 7- 261 -2.87 (m, 1H), 3.02-
i et | SN
194 0 1':‘2’%”};* H), 3.30 (s, 1 H), 3.35 (d,
. 0. melhourypyridin-3- J=7.58 Hz, 1 H), 3.42 (s, 1
sn\O/ CH, Abenzonansfonamids H), 3.71- 3.76 (M, 2 H),

4,30 (s, 1H), 7.95 - 7.18 {m,
1 H), 7.27 - 7.33 (m, 1 H).
7.33-7.38(m, 1 H), 7.44 -
7.53 (m, 1 H), 7.59 4.
J=8.08 Mz, 1 M), 7.58- 7.86
(m, 1H), 7.99 {d, J=2.27 Hz,
1H), 8.29 (s, 1H)




V IV CHLOROFORM d ppm p 6.84 (a, 1 H) 8.05 (d.

J-2.52 Hz, | H 7,86 (d, J=2.01 Hz, -0 0

N- (2- al hoxya0114)-2-Q5 1 H) 7.81 (d, J=7.81 Hz,

237 met hoxypyrldln-3- H 7.59 (d, J-4.03 Hz, 2 I-g

W9 ¥WRPBPRI df anygbanzani de 7.41 - 7.49 (m 1 BfTAE 21!@6!(‘(0&639
J=2.39 Hz, 1 H &7 (3, 1 H k Gaw 3.60 (s, 3 H
3.68-3.78 (m 4 H 3.80 (q,,J=7.05 Hz, 2 H 1.23 (L
J-7.05 Hz. 3 H LCWVs ESI: 380.20 M+ (400 VHz,

GFORMO) o857 (s 1H—81 =277

J
1 H 74.94 (d, J=2.0Y Hz, (I -,1 | H 7(‘;*3}& %}8‘3’5@;
2- ) 5-jma6l oxypyridkrf.3. H 7.49 8 - . 1H§’ 45mt1
) 7.36 4 O ank10pul f onyqg- N{ 2- |-H) ﬁ’ h&?
7.31 ( henOxyel hyl)banzam de J=8. im, 71 22

(L J=2. L 1H6. 9L 7. 04 . 23 o'%W{rrﬂWMﬂH 3
95,40, (238" oN y!- ?’{rn1
428. 20 MHo\WOL2260 7103 n@p 1184 1:%@6 363 113
(400 NHz, CHL ORM-d) d ppm 8.82 (957,725{ J*Igl)’sﬁg B (d,
J=2.52 Hz. 1 H 7.96 (d. J=2.01 Hz, O 45(m, 2H)759(t.

N{ 2. ng0loxyet hyl -2J(5- | H) 7.80 (d, J’;’Iﬁ ”912154 9 239
HR 0 MsWo) yridin3 H 7.55 - 7.61 (M et 5 2530

yl I am|no] suOanyl } benzenka - 7.49 (m |1 H) 'ﬁ?@ it.

J=Z Z/Hz, T H 6.63 (S, I A N<C 3.80 (S._ 3 H

3.70. 3.77 (m 2 H)|3.63- 3.70 (m 2 ”S"gﬁh%ﬁf{é".:*a
H LCMS ESI: 366.20 MH+ (400 Mz, CHL@Bz@F@R 1&1 Hhm
8.42 (|dd, J=4.66, 1.838 Hz, 1 H) 8.3 3f$,6§g‘m;,

B,
H 7. 711 0 0 N(2(3- Diissonhn L 1] 2-
7.24 ( dd, 240 J=7.43, |5*¥24 4’254@
5. 65 o 5088 ( m

5nj ~ {959. (s, 1. 314354
HW@WW - 3. %’m*&’m@
Yilcarbonyl-N-(>-methaxypyridin- | (1"ya 19 202 Ha, 1 H),
4.93 - 5.06 (m, 1 H), 5.09 -

5.19 {m, 1 H), 6.87 (g,
J=8.25 Hz, 1 H), 6.94 - 7.01
(m. 1 H), 7.30 - 7.37 {m, 1

1 H) 4

R}, 7.38 - 7.52 {m, 1 H},
7.54 - 784 {m, 1 H), 7.61 -
7.86 (m, 1 H), 7.68 - 7.74
(m. 1 H), 7.97 - 803 (m, 1
H), 8.08 - 8.15 {m, 1 H)

(400 MHz, CHLOROFORM-

D) d ppm 8.57 (ba, 1 H) B.02

{6, J=2.53 Hz, 1 H) 7.81 (d,
Jx2.27 Hz, 4 H) 7.87 {dd,

Ju7.83, 1.01 Hz, 1 H)7.54
N{2-{2.5-dflvorophenyllathyl}-2- | (19, J=7.58, 1.26 Hz, 1 H)
187 {l{5-methoxypyridin-3- 7.43(m, 1 H)7.40 (m, 1 1)
o Yo yeminojsutfonyljbenzamide | 7.15 - 7.22 (m, 1 H) 7.08 {m,
HE 1H)8.98 - 7.03 (m, 1H)
6.87 - 6.96 {m, 1 H) 6.48 (m,
1H) 3.80 (s, 3 H) 3.76 {q,

J=8.74 Hz, 2 H) 3.03 (€,
J=6.69 Hz, 2 H}

{400 MHz, CHLOROFORM-
d)d ppm 2.91 (s, 2.1 H),

313 (s, 1H), 3.84 (s, I H),

HCs 440450 (m, 04 ). 455 -
| fuorobe 485 {m, 0.3 H), 4.72 - 4.82
““ﬁm,ﬁéﬁ“‘s (m, 0.7 H), 5.03- 5.16 (m,
e g yl)aminojsutfonyl}-N- 0B H),7.04-718{m, 1.2
u 0 methylbenzamide H), 7.20 - 7.27 {m, 1.3 H),

Sf N “CH’ 7.31- 7.48 {m, 3.5 HL 763

00 7.65 (m, 1.9.H), 7.67 - 7.73

g {m, 1 H), 7.97 - 8,08 (m, 1.3

H), 8.10 (d, J=2.27 Hz, 1.6
H)




N~ OdH, 2.49 (m 2 H)

1,80. 1.92 (m 2 H 1.71- 1.81

(m 2H 1.31 -1.44 (m 3 H LCVS ESI: 446.10 M+
/yam (400 MHz. -~y FH, CHLOROFORMd) 2.5 8.83 (a, 1
Ky 8.05 (d. d, J-=2.52 gsO a Ocly Hz. 1 H 7, z&d’ﬂmzssg
WO ZHH934H2 a N-124sopropax)ethyl)-2-q(5- 1 Pﬁmﬁ o3
(d, J=7.55 Hz, 1 241 netlwxypyrkon-3- H) 7.54.7.62
(m 2 H 7.41 yl)en no]sul fﬁEyI}GenzarrBde - 7.50 (m 1
H)716-713 Nd01{~(m 6.66 is, I H 3.80
™S, 3 6 65- ’ —0. )
LCVS ESI 4, fH (400 M—|z CI—ILC}@%-W”W%
1.23 (|dd. , 2-40 Hz. 3.5 H) 1 '(s 2
Hz, 2.|9 Hl 2.77 is. 1'*,‘;118{ - 2. 0‘:2"6‘
2208 H) gﬁ(. J=5. [225 ™ B (0. ..‘Jm 168
.. 325 ' VPEhémireituleppiberSamnid® - m 3 Hy? eﬂ-pi 50
(s, 1.2 Hp n-1 adel hdxy) bsnz 5&7 R4l 3
(H 3 . 4. 64 - 5.03 mna@(sAH J(sGHWl
—6—F 1(d 322.u0='i, :rll), 2625
(m .60 (m 1 H), 7.68 (-‘-00'9“'42919"-0?&3 1. 7
H) (400 MHz. CHLOROFCRER~ Qi m
1.24 .25 Hz. 4 H), 1.zzv=u%e)tz,7?é: nes 2.4
M. L 3 N{oneimeti 2q(2 . 32 5
2.8 ( 2 Sameuﬁwﬁme% W issad. d'HW-Hadh)r 3+
3.13-3. , M TR e A el
(1. =1 .yl *Imnol au I| 9 e hvt a5-
3. 60. 3. : , 4.63 n~ ~'“°°°;’33 369,369
(pi perli di n. 4-yfoxy) benzani de 4. 71 (m T“ﬁﬁim 1411(§ .98
m—o6—H-—6—73 6—80—(m—= 62 {(L—J=2-1 Flz.
1H, | 7.23-7.28(m 1 H, 7.58 (cdmrJHzB:H oe:ml
Hz, 1|H), 7.91 - 6.00 (m | H), 8 07 paenizy H
WD 2007/ 034312 PCT/ | B20061 002639 (m, 4H)1E4(s 3H)?_o4
PLREY
201 N-zmigss H)7.21-7.24 {m, 1 H} 7.42
0=%zy 0 yeminojsulf nzamide (3. 1H} 7.44 {d, J=7.83 Hz,
e A i T 18
X Hz, 1H) 7.71 {d, J=7.83 Hz,
1 H) 7.95 (d, J=2.02 Hz, 1
H) 8.05 (d, J=2.53 Hz, 1 H)
B.81(s, 1 H)
(400 MHz, CHLOROFORM-
d)d ppm 9.71 (s, 1 H}, 8.11
-8.20 {m, 4 H), 8.04 {d,
J=2.27 Hz, 1 H), 7.81 {dd,
J=5.81, 278 Hr, 1 H),
N 7.79(s, 1 H), 7.71 (d, J=2.27
% Hz, 1 H), 7.56 - 7.68 {m, 2
0%f2q 2{[(5-methaxypyridin-3- H), 7.48 - 7.54 (m, 1 H),
202 P yllamino}sutformyl}-N-(3- 6.23 (t, J=6.89 Hz, 1 H),
'Q methylcyclohexyllbenzamide | 3.81 - 4.02 (m, 3 ). 2.18 (d,
J=2.02 Hz, 1 H), 2.4 (d,
o J=4.04 Hz, 1 H), 1.79-1.90
‘oH, {m, 1H), 1.71 (s, 1 H), 1.860
(s, 1 H), 1.58 (d, J=2.02 Hz,
1H),4.40- 1.52 [m, 1H),
0.94 - 1.01 (m, 3 H}, 0.83 -
0.84 {m, 1H)
(400 MHz, CHLOROFORM-
d}d ppm 3.80 {8, 3 H) 4.83
{d. J=6.08 Hz, 2 H} 7.00 -
N-(2-chloro-4-cyanchenzyl)-2- 7.08{m, 1 H)7.18 (m, 1 H)
203 ) {I(5-methoxypyriiin-3- 7.39-7.46 (m,1K) 7.55-
yilaminojsulforyllbenzarnide 7.64 (m, 3H} 7.67 - 7.73 (m,
2HY7.77 (m, 1 H) 7.88{d,
J=2.02 Hz, 1 H) 8.01 {d,
J=2.53 Hz, 1 H)




-114 (400 MHz, CHLOROFORM d) d ppm 1.22 (dd, J=6.

2.91 Hz, 4 H, 1.36-1.48 (ml H, 3.23 - 3.28 (m

H, 3.32.3.41 (m 1 K), KFd~ 3.44 H), 3.52 -3.62(m
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7.80 (m 1 H. 7.84 (d, J=83 Hz. 1 H), 7.87- 7.95
(F—H— 8-804 H—5-67(8—J=3-53 L1 1)
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Hz, 1 1H %400 MHz, CHLOROFORM d) d ppgn%;ww Py =7| 33
Hz, || H, 1.03 (L JE7.45 Hz, 1 H), |34%e s 1
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pray | befizaptieted (M 1/ H), #z&%ﬂ* 2 J=2. ‘éozmz‘méé miH
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o e N-(3-chioro-2-methylbenzyl)-2- 1D 741 8 3 H
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“oH, J=19.39, 6. 73 Hz, 1 HL 141
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J=13.88, 7.33, 7.07 Hz, 1
H), 0.89 - 0.93 (m,6 H)
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yl) Bnknpu7pnyl } N-net h) -5 (2 rplgtn-4- et
cxy)benzam de 4 72 - 4 8.. - 4..99 99(mm , 0 0.4 4
H). . 68729 (m 1H, é" (L J=2.27 Hz, 1 H),

f.

62
23— J=22F+t+F— H\ Sérlud J= J

[} \ [} |\ [} 0¥ l
1'H), 775 - 7291 (n] 1 M), 7.93.7 988 .ﬂﬁﬁa%hﬁgﬂ
8.04-8 11 (m 1 H WD 2 00 7103 4 3 1| 788hz 21 1.28(t =707

PCT/ 182110@%2639 400 Mz, CHLOROFd%M”a?;ugf“%'gM 22
2
20

(dd, Jp.69.Llg 3.5 H. 1.29 (d ?.
) ol Ban 2o (03] MAPCEmZ g i"%’%“iizﬂﬁﬁ H'am f.
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211 ! £ e, {l{5-methaxypyridin-3- 7.25 (m, 1 H) 7.26 (s, { H)
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| (d, J7.83 Hz, 1 H), 7.58 -
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o N-{2.4-d!Muorobenzyl)-2-{[(5- (. 1 H), 7.45 - 7.50 {m,
22 ﬂhm?nmmhr:;mm 1H), .42 (t, J=2.27 Hz, 1
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(m  2H)5.65(d, J4.29Hz, 1 H ( H) 8. 38+b.187

4,88 d. J579Hz 4H 3.87 (q, J 6,8 ;%f;!r%?”

1. 07- H, WO 3007/ 034312 PCTI 153&&&& d (m-116
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1-8. 84. 2, 53 I H 7.07 1-ylnl hoxy) benZ IVJ%EL ) 2
H H |7.14 (d, J=2.78 Hz, 1 H 7. 26-7H, H,LI;D
7.47 4 7.57 (m 2 H) 504 0 d=2 7B e 1 H

{400 M¥z, CHLOROFORM-

o d)dppm 7.98 (s, 2H), .73
{d, J=7.58 Hz, 1 HY, 7.57 -
7.83 (m, 2 H), 7.47 {id,

cH, J=5.43,2.78 Hz, 1 H),
N-{4-chiors-2.methybenzyl)}-2- | 7454 1u3 07 Hz, 1 H),

o’-z;o ¢
218 {{S-mathoxypyridln-3- 732
. 33 (d, J=8.08 Hz, 1 H),
maminclsttonyibenzamide | 4 40 i 1) 7.15- 7.19 m,
1H), B.77 {1, J=5.31 Hz, 1
o, H), 4.6 {d, J=5.58 Hz, 2 H),

3.84 - 3.89 (M3 H), 2.41 (s,
3H)

(400 MHz,
H CHLOROFORM-d) d ppm
NS 8.64 {8, 2 H) B.25 {d, J=5.54
"o Hz, 1 M) 7.77 (d, J=7.81 Hz,
) 2-{I{a-athoxypyridin-3- R
217 o yljaminc}sutfonyl}-N-(2- ?1.3};’-7?".5511 (Iﬁ?: g)hsz.sT-
O, methaxysthyljoenzamide 8.87 (m, 2 H) 3.88 (q,
| J=888Hz,2H1359-3.78
Nay (m.4H] 344(m IH)
1.09-1.22{m, 3 H)

(400 MHz,
CHLOROFORM-) d ppm
N\/\oﬂ.c", B.851(s,218.25 (d, =554
0 Hz, 1H) 7.76 {d, J=8.31 Mz,
28 | wo® Ny 2% 1H) 7.60 - 7.85 {m. 2 H)

30-7. 36 -
P Warinojsuforybenzamids | g '] émr-i;a}.;}f(q.s
. J=6.88 Hz, 2H) 3.64 - 3.78

{m, 4 H} 3.58 (q, J=6.97 Hz,
2H) 1.04 -1.26 (m, 6 H)
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N4d- 81wmB- 7.79 (d, J=7.81 T&. 255
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mel hoxypYt 1dl n-3- 7.|53-7.66(m | H)7. 2%’3;5 a&y\g'ﬁlzﬁ
yl)aniino)aul finyl)-N 7.47 (m 4 H) 6. 0-
met T Tyl benzam de 2 H) 6.68 (d, J=5.54 Fg,
Hy4.19- 4.97 (m 2 H 3.48 3.76(m 3H) 3 0@0 H)
2.83 (|s. 2 H (400 MHz, CHL(R(J:(RMd)M ':ga. (a,
1H §2 =7, 30 3. 4- d3f | uar abanzyl }H d4J=17B-Iﬂz.1H} H)
7,77 (d. 3£ PYF1H)751-7’6‘,‘2$5R4%Q 57
HH, ¢ pyddis-(3 Hﬁ‘@ﬁ%’gﬁim ammsas
NJem ro) ld.onyl ) benz nmameigsuiba 2 “’J“Q onim. 2
(m I2'H)6576.73(m2|—|)4. Hz,
2 H) & .80 N3 H (400 MHZ CHLOROF q‘g‘ég
6.64 (a. 1 H 8.06 (|d. J=2.52 Hz. | |Hm "
J-2.01 Hz uorophetlyl)edty(i-2-Q5 1|H F:6F0MT 77
lnn 1 I_l\ 259 LM 1 o | NER H2 rfl |!"\If\x\lh\llIfl! a '2
Ty e < < )'I‘-’)' L""
7.45.49 -m7 .59 1 H)7.38-
yt)errir Ifonyl Qarri de Hz, H, | W,Bwamg 2
(t. J=2 1H)828(dJ=554Hz,1
2-{[{4-methosypyridin.a- H}7.72 -7.82 (m, 1 H} 7.50
221 yhamino]sutforyll-N-{2-[2- -7.59(m, 1 H)7.39-7.47
{tAfloromethoxyiphenyllethylibe | {m, 3H)7.18-7.34 (m, 3H)
" nzanmile 8.67 (d, J=579 Hz, 1 H)
8.07 - 6.25 {m, 1 H) 3.77 (g,
J=6.80 Hz, 2 H} 3.47 - 3.67
{m, 3 H) 3.09 (t, J=6.92 Hz,
2H)
(400 MHz,
CHLOROFORM-d) d ppm
8.83 (s, 1 H)B8.49- 6.5 {m,
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HN™ "0 yhaminolsulionylibenzamids {m, 2H)7.30-7.38(m, 1 H}
o. 7.18-7.28 {m, 3H)6.98 -
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CHLOROFORM-} d pprm
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22 o methapyidn 3 7.37-7.50 (m. 1 1) 6.68 s
%"‘cu, eminojsullonybenzamide | ") 667 (d, Ju5.54 Hz, 1
Naw M} 3.67 - 3.75 (m, 4 H) 3.52
-3.63 (m, 5H)1.06- 1.24
(m, 3H)
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8.57 (s, 1 H}8.16 (d, J=4.28
o Hz. 2 H) 7.69 (d, J=7.81 iz,
%0 © a2 | 1H)7.83(, =7 43 Hz, 1 H)

7.36 - 7.47 (m, 5 H) 7.1 -
l Yjeminolsuffonyfibenzamide | ;o6 i 5 Hy 8,14 - B.32 (m,

H, 1 H) 3,81 {q, J=6.55 Hz, 2
H) 3.16 (t, J=6.67 Hz, 2 H)
2.28 (s, 3H)

3
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(400 MH2,

H £ CHLOROFORM-d) d ppm
8,55 {a, 1 H} B.17 {dd,
4,0 J=4.81, 1,89 Hz, 2H) 7.69
N-{2-{2-flvorophenylethyf]-2-{[(5- (d, J=7.81 Hz, 1 H) 7.52 -
227 methylpyridin-3- 7.56 (m, 1 H) 7.48 (s, 1 Hj
] yleminclsutfonylibenzamide 7.30-743 (m, 3H) 7.21 -
7.29{m, 1 H) 7.04 - 7.15 {m,
2H}8.21(s, 1 H) 379 (q,
J=56.55 Hz, 2 H) 3.07 (t,
J=8.67 Hz, 2H) 2.28 (3, 3 H)

{200 MHz,

CHLOROFORM-) d ppm
8.75(s, 1 H)8.17 (8, 2H)
~"0 e, N-{2-athoxyethyl}-2-[(5- 7.77{d, J=7.55 Hz, 1 H)
20 methylpyridin-3-

7.53-7.61(m, 2H)7.37 -
o wjaminojsulfonyljbenzamide 7.47({m, 2H}B.72(s, 1 H)
3,66 - 3.80 (m, 4 M) 3.58 (g,
l J=T05Hz. 2H) 226 (3, 3K)
€, 1.43-1.35{m, 3 H)

(400 MHz,

CHLOROFORM-d) d ppm

o~ 8526, 1 71805 827 m,
0 ‘ 2 H) 7.72 (d, J=7.85 Hz. 1

29 w0 jﬁmﬁm{t H}7.51 - 7.85 (m, 2 H) 7.40
B dmiviravr i A 747 (m, 2H)7.28-7.35

g (m, 2 H) 6.89 - 7.03 (m, 3 H)

e, 6.63 {8, 1 H) 4.24 (t, J=5.04

Hz, 2 H) 3.85 (g, J=5.20 Hz,
ZH)2.12- 2.40 (m, 3H)




262 H-o (5ine4l r
yl ) sm no) ardl enyt) bsnzam de -

pyddl n3 H) 7.52.7.63 (rn,
7.53 (m 2 H 7.30.7.39

2 H

7,41

(m | H 7.21 -7.29 (m 1 H /w OCH 7.17 (t,
J=8.89 Hz, 1 H) 6.48 (a, 1 H 4.67 (d, J=8.04 Hz, 2
W 287823(3m, 3 H) LCVB ESI; 450.1011-1+ (400 PHAB20&H2639
CHLOROFORMd) d ppm b 8.78 (s, 1 H 8.05 (d, J=2.77
| Hz- 1 H 7.98 (d, J=2.01 Hz, 1 H) 7.72 (dd,
J-7.69,1.13 Hp oo N(2- (1’11msftxy 80ryl}2- Hz, 1 H)
A7 - 7.56 (m 1K)y 263 (1(5.pmatPig 2
- 7.44 (m 2 H) 7. 20 yl)ernl no) ar 4l cnyQoeanﬂe 7. 80
(m 3 H 6.95 (L J=7}30 CCHFiz, 1 ‘gg ¢png| 56
484 (s, I|H 3.53 (a, 3 H) % )&31(
2~Hh 3. 02 0. J=8.42 HZ -"'10 "% ‘11_’5 .E,I :
Y 4oc2> M;zz m—% %L '07( énﬂﬁ j))
fino i
o’g]enryi 12! (??"s 3.81 (a, 3 Hégaﬂggggu_a H
oxypyddn3-|4.88 - 4.79 (m ) 147 098 (mad H)
yt)am w*ffany5-(pl pell An-4- 7.15 (m 3‘)‘—% 3’&&@3“
yt oxy) benzam de J=2.63 Hz, | H) 7.21 -7 3 s 1 Hj
48 +—58—(m—2+H+—+—+8(d+—3=8—"64+—+—H-—7-87{d,
J=1. 28| 2H WD 200 34312 PC11l 820061(]02639(4001'!!8 400
MHz, d B8 (d, J-4.29 Hz,| ¢l By sae O 10ks
J=5. 43 N 3.67| - 3.77 lrn, 4 H Hﬁ%?(TSI'ZDSHzl-I‘
N- (4. 8hankfezl | } 2d(5F 4.21 (L J-5.43 522 }ﬁ;;;;’
axypyrken-¥ 4.82 ( (p u]w ﬂ‘&“‘(ddm( 7 - 12m,
yl ) or Nn§ IrcgonyQS( D cakraibsd onEBdeI- s 47&%){ "gﬂ
MAPhO p-¥yleedwxy) ber | nm de 7 14 (m 2 (m% %122
J=2.53|Hz, 1 H 7.2B/.7.37 (m 1 H )?-89733)7%1;1) ?
H 7.72 (d, J-0.84 219{m4H}LCMSES[
452 20 MH+
{400 MHz,
CHLOROFORM-d} d ppm
u\vﬁ 848 (s, 1 H)B.OB (d, J=2.77
L Hz, t H} 7.97 {d, J=2.1
m,sgo o 1Z'H)7.)'!D(d.t.l=7.81 HLH:,
0 24l(5-m 3 H)} 7.54 - 7.60 {m, 1 H) 7.50
232 @ yhaminojsulfonyl}-N-{1§2R)-2- {;117-;"“”(}";-_3‘2'*({333.;};2
Ny g phonyicyclopropylioenzamide | 7'y 7,18 - 7.28 (m, 4 H)
6.40 (s, 1 H} 3.81 (s, 3 H)
3.08-3.16 (m, 1 H) 2.26 -
2.36 (m, 1H) 1,35 - 1.45 (m,
2 H) LCMS ESI: 424.20
MH+
'0“0 {400 MHz,
e, CHLOROFORM-d) d pprn
*¥ves sog e
g 2{[{5-m n-3- Hz, 1 H) 7.84 - 7.96 {m,
233 e 'f,’ ° Viainolsulfory]-N4- 7?522-(3.';5_(1&31?12)'71.3}-
[j "“w"““w)ﬁ‘“m” 7.50 (m, 1 H) 7.19 - 7.2 {m,
N 1 H) 8.80 {t, J=6.04 Hz, 1 H)
ot 4,81 (d, J=6.04 Hz, 2H)
3.81(s, 3H)3.03({s, 3 H)
LCMS ESI: 478,20 MH+




1H 7,93. 6. 04m2H (400 MHz, McOD) d ppm 1.93 (dl, J-1

5.09. 8.09 Hz, 2 H 2.35 (s, BH 2.57.2.87 (m 2 H)

3,70 (5,3 H 4.00 (L 5[3-(dl mat hobwz ) 2-1j(5- -

,28.08 HZ 2 -8.9 268 (441uorobenxyl}2H[S (1, 2 H)

WO8® 70332 J=8. 64. ne8i oxypyii dn3- 2.53 Hz, FPCHIBRIGU263Y

-7.02 (m yl)am n)suManyl )benzamde 3 H 7.13 - 7,20

(m 1H 7.33-7.40(m 2 H 7.60 (d. J=8,04 Hz, 1

7.82 (dd, J-9.35. 2.27-RZ= 2 H) (400 MHz,
1

: R /|/| l—l 1_
1 H) T {400 MHz,

' ' CHLOROFORM-d) d
12-1 28(m 1.3H) 1. 72, 1.64 (m 1.5 |Hpsi oo ohe

1.9 H)| 148, (dd. 267 p 0 4ahl”o- N- (5|,
J-12.H) 1, ( 9 3 H 2.63 - (Zﬁ % %EE‘.&?&} 08
0°,y1 |- 2- 4 3- mebr | pi YSeappoprenmpeonn2 (m 74ninee 8

t1%'y B&womwe““(rmwué&u.(s.w %34'4 tdd,

o

68 Hz, 0,2 H) 455 - 4.72 |(¢§. 0658 Hl3 & 04.

7.12 (Im"™~fe"H) 7.18 | (d, J=2,02 Hz. G ’93?&”? 20 .
.1 8S7. 4.67 Hz, 1.3 H 7,94 - 8.01 wmzanh%asuaoge
1.2 H|(400 Miz, CHLQROFORM d) d ppm sméé’ lfgf
8—28—fs—+—H-—8-—20(a—tH—7—75 -o 34 :'1, 1
H, 7,068 (s, Ca, 1 H), 7.44 (ddd. JE M@Z . B9
Hz. 1 H) , 36 5-chpbro. 2-q5-metgzyp ?%Jm J=2.52
J=5, 05, Hz, . 266 Hiq}:é?ﬁ J;;g?&rg_
yI)emtro) fanyl) - N- ngf, ;3495(,, 1 7| (L
J=m571 Wdntyl benzan] deybie wﬁi S (6, 72 HE 76 10
- 2,122 ©3( 2.96 0 (m "Eﬂ)‘mi mieg | 27;15;4“0@,2% (d.
J-2.53 M ~d*H), 1.16 - cli. 1.27(m 2 53 mm 82
Hz, 2|H), 0.87 (L J-7.07 Hz. 1 H (40F; }Es,mm
MH+
(400 MHz,
315, 118,05 (0, JooTs
8. I | J=1,
H\/\/c"cu, Hdz. }E) 07695 (s, 1H}7.73
. i 1H)7.48-
238 H~'§=° ”43’:m:_'m5' 755 (m. 2 H?;Zaa -)7‘47 (m,
p shaminclsutfonyfibenzamide 1H)7.22 (t, Ja2,27 Hz, 1H)
6.90 (s, 1H)3.81 (s, 2 H)
g T 3.65 {q, J*5.96 Hz, 2 H)
3.80 (t, J=5.54 Hz, 2H) 3.35

(s, 3H) 1.90-2.01 (m, 2 H)
LEMS ESL: 380,20 MH+

{400 MHz,
N CHLOROFORM-d) d ppm
§ 8.84 (s, 1 H) 8.05 (d, Jx2.52
T Hz, 1H) 7.96 (d, J=2.01 Hz,

=08 Retoral 25 | )75 (0 Jurgs e, 2 )

237 0 methaxypyridin-3-
7.41-7.49 (m, 1 H) 719 (t
@\ ylaminojsutfonyibanzamide | ;5 39 He 1 H) 6.67 (8, 1 H)
NP 3,80 (s, 3 H) 3.68 - 3.76 (m,
4 H) 3.80 (q, J=7.05 Hz, 2
H)1.23 {t, J=7.05 Hz, 3 H}
LCMS ESI: 380,20 MH+

{400 MHz,
CHLOROFORM-d) d ppm
8.57 {8, 1 H) 8.06 (¢, J=2.77

Hz, 1 H) 7.84 {d, J=2.01 Hz,
Q 1H) 7.74 (d, Ju8.06 Hz, 1
~"o 2-{f(5-methoxypyridin-3- H)7.49-7.82 (m, 2H) 7.36
238 e i=0 0 yiaminojseifomyl)-N-{2- -T7AS(m IHYZ.3 (L
o phenoxysthylbenzamide J=8.08 Hz, 2 HY 7.22 (L,
J=2.27 Hz, 1H)6.91 - 7.04
JCH, {m, 3H) 6.85 (s, + H)4.23 ¢4,
J=5.04 Hz, 2 H) 3.95 (g,
J=5.48 Hz, 2 H) 3.81 (3, 3 H)
LCMS ESI: 428.20 MH+




CHLOROFORM d) d ppm 8.65 (s,

H)7.70-7.92 (m 1H)
Hf O 2.1J(4athoxypyndl n3- J=7.05 Hz.

7.25 289 f O-cc,

y)

WD BRTPUIN=5. 04 Hz,

7.48 - 7.62 (m

am no) sut | onyl

(m
met hyt pherryl ) et hyl Senzeﬁﬂil’é“2
5.97 -6.21 (m 1 H) H.) 3.85 (q.

2 H 8.13- 8.29 (m 1
| H 7.42 (L 'YN
1H 7. 12 -
242-
M ;RG’_I”JZ()M
J=6.97 Hz, 2 H 3.74

(g, J=7.05 Hz, 2 H) 302(%3J705Hz 2 H 2.27 -
247 (m 2 H 1,04 (a. 09 123 m 3H WO 2 00 71034
3T+ 2 PCTH1+B2006165"06 1197464
CHL OROF 4 ppm 8. 83 (s, "2 H 8. 2B mnomwmgm Hz,
1H T, b d<Jusl Hz, 1H)7.40-7-64 ‘%Hleﬁfz?‘fff
N{ 1+, ydopigpybl hyl f|2- &*2%%-57 #81 nao{alxz 2
(e 276D CH  e8uxyppM utcyiaias b4 H,Hn s1§;? ,
HN O J-#%55 Hz, 1 349 -ﬂh'g‘rwwwybmmS (anm; e
J=7.05wQCHEN, (in, | |HL. 2) 48 (m Swaﬁn“sg;;(sa
H , 3 H 1,3.36 N!IN (d, J-6.55 HZ E60l.|22
(m 2/Hy 085 - 104 1H 042 )6oasmou&+|—n . 26
(m 1/H (400 M, CHLCRC]:CRM d ppm Qoya,oﬁMﬁE,l (s, 1
H 8,81 (s, 1 H qd 822 (d J=5 54H';}[ %70
(d. J::7.®%|221, 1) [271 HWO 0 CH 2! (% S’adma.
Hz, 1|H) yI)smn)SuI}O\/{S ?@ 1 H) 11H)
6-27 (L T B “"’i.);lgg
3. G H . ls Qd) - 466 GH1 H)
1. 64 wﬁ Y 0 =105 2100 | 3
H 0.84%%:5 (m |5 H (400 Mz, < SGrREFBM: &) ]
ppm 8.60 (L J-5,79|Hz, 1 H) 8.24 (d 3_155;5-§H%| H)
7.90 - ESI: 446.10 MH+
Ay CHLOROFORMS) 4
(:H)L/\ oim‘ 8.83 (s, 1 H} B.05 {c{. A282
|0 Hz, 1 H) 7.97 {d, J=2.01 Hx,
wese O N-{2-sopropaxyethyl}-2-{[(5- 1 H) 7.80 (d, J=7.55 Hz, 1
241 0 mathcuypyridin-3- H) 7.54 - 7.62 (m, 2 H) 7.41
yllamino]jsulfonylfbanzamide -~ 7.50(m, 1H)7.18-722
Sj\ LCH, (I"I"I, 1 H) 6.68 {S, 1 H} 3.80
a {8, 3H}3.65- 374 {m, 5 H)
1.19 {0, J=8.28 Mz, 8 H)
LCMS ESI: 394,20 MH+
(400 MHz, CHLOROFORM-
4) d ppen 1.23 (dd, J=6.69.
240 Hz, 3.5 H), 1.29 (d,
J=6.82 Hz, 2.9 H), 2.7 (s,
o 1"szl-‘a){a %i.sf -szi:ers m'zaiis)_
, H), 2. ug.
w2 : ey 2 3!013(?'. TOH) 3‘15? 325
m, 3. M & W 1. '
mlmWHz‘ 76 308 (m, 3.351-!). 4.0; -
9 Jeenzamide 4.22 {m, 2 H), 4.84 - 5.03
{m, 0.4 H), .71 - 6.78 {m, 1
H), 8.81 (g, J=2.53 Hz, 1 H),
7.20-7.25 {m, .2H), 7.50 -
7.60 (m, 1H), 7.88 - 7.99
{m, 1.7 H), 8.07 (s, 1.1 H)
{400 MHz, CHLOROFORM-
d) d ppm 1.24 {dd, J=0.57,
3.28 Hz, 4 H), 1.27 - 1.34
(m, 2.4 H), 1.85-2.14 (m, 3
H), 2.15 - 2.32 (m., 1.8 H),
2.78 (s, 1.3 H), 3.02 (s, 1.6
Ur;f‘\\ N-isopropy-2-{[{5 M), 3.13 - 3.23 (m, 1.9 H),
243 . methoxypyridin.3- 331 (L, J=11.24 Hz, 1.7 H),
yheminolsulfonyf-Nmethy-5- | 3.80 - 3.89 {m, 3.5 H), 4.63 -
Kﬂo*“ {piperidin-4-yloxy jbanzarmide 474 (m, 1 H), 4.88- 4.98
Py (m, 0.8 H), 8.73 - 8.80 (m, 1
H), 6.82 {t, J=2.15 Hz, 1 H),
7.23-7.26 (m, 1 H), 7.58
{dd, J=8.72, 3.41 Hz, 1 H),
7.91 - 8,00 {m, 1 H), 8.07 (d,
J=2.02 Hz, 1 H]




8.06 4 H 7,66 -
(m , 1H
\{:_5’200%{0%

(m 2 H 1.23-

1,20(m 3H) 0. 91-1. 01 (m

7.79 )
2-a(4etwxypyrkltF3 7.32 -
8.83 (d, 272 e 0 yl)em no)sWwn)-N-matl tyl -
3.71 -4.00 pentobenzndde (m 2 H) (m

12 3.20 (m 2 H 2.78 - 2.98 3 () 1. §§T4'&2°a%002639

"W Y 1 H)

1.29 (m 2 H 1.09-
2H0. 84 J7.1

7-49 -
7.48 (m 2 H

3,46

8H i H (400 MHz,

J.82 .82
N- J 5. 54

~H3 CHLOROFORM) d ppm N GH®-8.00-8.07(m 2H) 7. 89- 7.98

(m 2 H 752 7 68 {m 02-0(4-e8wxypyddh 3- 2 H)
729 740(m2|—|) 273 HN SO 0 C
yl ) en no{sul anyl } N- Faopr opy4N- 7. 17 g"%&a %0"’1 H)
3.72 |mettyl benzen fle -4.10 (m 3 H) L B |/
ONCHs 2.75 (s, 1 H 1.39 (L J7.06 (d,
J=8. 8D H;, 2 H 1122 (dd, J-6.55, 33.“2@ é{“g VHz,
CHLOROP®R d“vppm W_L_(M,HZ 1IH)§. 85221;%H}( .
J28. 54 90 - 285B8hofymidnt H) | ‘7 Ty L el M
CH 1 G| PeEfeR R enzegy e {ﬂm)n; 7.20 (m, 1
N- but y 24ch 4-leJh aypyrk vs-3- 7.32 - “fi’éﬂs({ .I‘ﬁg?'glil)
6. 83 ~0 Y{)8yw) su8nyf)-N
3.71 -4, 00 msl hyl bepzsmyde (m 2 H) Aﬁ’ﬁ%mﬁ mln;gzl H)
-0OvGN|[3.03-3.20(m 2K) 2. 78- f \/N 2. 98 J=;lsar-d) q -
1.64 (m 3 H 1.35 { 1.46 (m 2 H
T. 23 L, 29(m 2 L. 09 1T.20 (m 3 H O 18 Tiz.
1H W02 00 7/0 343 1 2 PCTI | B200 6103{) pﬁ‘&b&.‘;’gmc
(400 MHz ¥, SHLEBROFORMA) dppm ////~~~~,1,H);IUSIIIIJHI;45HZ.1
8. 52- 8 68(m 2H) 8.15(6.30 | H) T.74 (jm(,f%”?;’%fa‘;ﬁm Hz,
1 ;9 9|4 7.60 qir 2kgsmenceyadnd( 4- km ol (M 1
H2¥ 36- %QH) meww W*’ f:%’ a1 -
7.27 (m 10‘3>-I) 752 -7.80 m, 1 H), 7.60 -
7.72 (m, 1 H), 7.95 (dd,
Je5.05, 2,02 Hz, 1 H), 7.99
(s, 1 H), 8.07 (d, J=2.53 Hz,
1H)
(400 MHz, CHLOROFORM-
d)d ppm 0.77 {1, J=7.33 Hz,
1 H), 1.03 {1, J=7.45 Hz, 1
H), 1.49 - 1.57 (m, 1 H),
1.64 - 1.82(m, 1 H), 3.03-
18 (m, 1 H), 3.23 - 3.31
n,c’o“-"‘(\/c"' (n?, 191-!;1.1 3.132 )(5312 H), 3.38 -
N-{Z-methaxyethyl)-2-{[(5- 349 {m, 2 H), 3.53 - 3.68
248 (ﬁo methexypyridin-3- (m, 1 H), 3.72 - 3.77 {m, 1
o yijaminolsutforyll-N- H), 3.79 (s, 2 H), 3.88 - 4.02
3 ‘j\[j CH, propylbenzamide (m, 1 H), 7.17 (L J=2.40 Hz,
do L, 1H), 7.31 - 742 (m, 1 H),
7.48 [dd, J=7.58, 1.26 Hz, 1
H), 7.52 - 7.59 (m, 1 H),
7.62 (s, 1 M), 7.68 - 7.74 (m,
1 H), 7.94 (d, J=2.02 Hz, 1
H), B.08 {dd, J=5.43, 2.65
Hz, 1H), 8.12 (s, 1 H)
(400 MHz, CHLOROFORM-
d) ¢ ppm 1.22 (od, J=8.57,
2.27 Hz, 3.4 H), 1.28 (d,
128,52 Hz, 2.9 H), 2.61 -
2.80 {m, 4.1 H), 2.78 {3, 1.4
4,301 (6,17 1, 586
Nsopropy2(5 376 (m 42 H). 361 (o3
247 siemioojsutionyiimethyis.(2. | H: 3.82-3.89 (m, 0.7 H),
Y o e | 403447 (m, 2.1H), 488 -
morpholin-4-ylethoxyloenzamide | 4 99 (m, 0.4 1), 6.72 - 6.79
{m, 1H), 6.82 {t, J=2.27 Hz,
1H), 7.21 (1, J<2.27 Hz, 1
H}, 7.54 (dd, J=8.59, 3.79
Hz, 1 H), 7.75 - 7.91 (m, 1
H), 7.93 - 7.98 {m, 1 H),
8.04-8.11 {m, 1 H)




0.0~ r YIW~M et hyl ~enzandde J=7.20 5054( Hz,

8.30 (
344- 3.

(m 3H)

WO200303313H7
J=8.06 Hz,
ro 7.50 -

H) 1.
-0. 70

L H J=5.67 Hz.
85 (m 3 H

nltl

| H 3.74 (q.

3.02 P. J7.18 H7,
CHLOROFORM d) d ppm 8.61 (a, 1 H)

H) 7. 95(d,
1i Nl 8C0 O CHI

Jt2.01 Hz,

t19-CHI

5Q

1H

J-7.05 Hz, 2 H)

2 FDZSl 2 47
| H 7. f@T(

A) ocn

1 ¢

39(d, J- 6, 5511
(m 3 H 0.29-

D. 98 (
CHLOROFORM d) d ppm

-5.54.1. 26 Hz,

L\ 7 292 7 A4
T r. "1T°T

=7.30, 6.04 Hz

AN
chLdfprRMy
%1 2 (masaa

, 35 H 1%_6{;‘1 8

2

I’ﬁ]Z?

DRy Ll

ZH) 278[8 13
7H§wmts1s 381 (5

%
Hz=2 a0lHz,

.59
ity

21 (L
))? Bied 7

’Ggﬁﬁa

( 5

d,
é2li(}6!002639

N41tydoprpyb| hy)-2.(J(4-
7.61 (m 2 H) 7.36 276 net hnrypyrl di 0- 3-
7.45 (m 1 H) 723(LN\

=1

25

0-

i Inod

LY T

.
: Oémbké%’mg“h

1p 85503 tHgﬂ.Bz
APERETT
T

1.52 (s, 9H) 1.17 {1, J=6.92
Mz, 3H)

1)m

(m
0

(00

250

241 -3
ylaminclsulfonyl-N-{4-fluoro-3-

{trifluoromethylbanzyl]benzamid
@

{400 MHz,
CHLOROFORM-d) d ppm
8.64 (s, 1 H) 8.39 - 6.62 (m,
1H)8.21 (d, J=5.54 Hz, 1
H)7.74 {d, J=7.05 Hz, 1 H)
7.64-7.72(m, 2 H) 7.50 -
7.60 (m, 2 H) 7.38 - 7.47 (m,
1H)7.22 (t, J=8.19 Hz, 1 H)
6.70 (s, 1 H) 6,63 (d, J=5.54
Hz, 1#H}4.71 (d, J=8.04 Hz,
2 H) 3.84 {q, J=B.88 Hz, 2
H] 0.98 - 1,18 {m, 3 H)

251

NH(3, 4-dIhJorobmzy'I)-2-{[{4-

yl).amho}sdlomd}-ﬂ
methylbenzamide

(400 MHz,
CHLOROFORM-d} d ppm
g.57-8.74{m, 1 H) B.AS5 -
8.33{m, 1 ) 7.85 (s, 1 H}
767-7.78(m, 1 H)7.52-

7.83{m, 1 H) 7.28 - 7.47 {m,
3H)6.96-7.23 (m, 2 H)
6.65 (d, J=5.79 Hz, 1 H})

4.24-4.94{m, 2H) 3.60-

4.08 (m, 2H) 3.08 {8, 1 H)

283 (s, 2H}1.02-1.30 (m,
3 H)

252

N3, MlMombmzw}-Z-{[(#

(d00 Mz,
CHLOROFORM-d) d ppm
8.86 (s, 1H)8.40 - 8.62 (m,
1 H) 8,23 (d, J=5,54 Mz, 1
H) 7.79 {d, J=7.81 Hz, 1 H)
741-7.67 (M, 3H)7.25-
7.34 (m, 1 H) 7.01 - 7.22 (m,
2 H) 6.85 {d, J=5.20 Hz, 1
H) .33 - .57 (m, 1 H)4.88
{d. J=5.78 Hz, 2 H} 3.87 (g,
J=6.63 Hz, 2 H) 1.07 - 1.27
[m, 3H}




Hz,
7.71

17.31 57 44 (m 25H 8Hz,

4. 87

WO a4312 H)

H)
(1,

7.97 (d,
J=7, 43 He,

00 J5.13 54m

J=26.19 10 Nitopropyl2-0(4- Hz I

279 HNC 0 0 CHI
| .66 )
HHzz, | (d,

I J

2.73 (a, 1 H1.87 (a, 2 H

H)
~mel hoxy FN-

O C- nWyl Whizam de (

=5.54 Hz, 2

5 H WO 200710 34 3 1 2 PCT/ 1B2006/ 002639 -121 (400
MHz. CHLOROFORMd) d ppm 6.80 (d, J=10.07 Hz, 1 H)
827 (dd, J-5.54, 1,25 Hz 1-118d) 7.93 (s. 1 H) 7.70
(dd— N= 1=7 _30Q 8 0 Hz, 1|-n7:n-or~nw
N-kdyl - 209( 4- medi ouypyri d413- 7. 63 (m "Aaeaﬁdppm7 44
(m 200 HK' 5*0 0 ylPtinno)w la h-N H
J-5.54] 1, 28 | bpnzam ds Hz. 1 H) 42%33 1 05
He, i PLOR -53(au{¢ﬂqu):oe§ﬁ)%r53 J-szppm
2-84(s) 1 H (5 SJJ k. 07-
1.29 (m 3 H 0.95(4|" m%g 0.78am et 71867 . 18
Hz, 1 H N( (400 MH; CHLOngG;Y" B
9.10-8,26(m 2 H)7. 93(d S"' 0 CH1 N4aoprraf, ke ne=t
vI-2{((5- J-25.43 Hz| | H) 7.51 - 7.67“‘2@% *—@7
meM\pyridin3d (m 2 H 7.41 (e. | H) 7.3
yl)em p)sul fOnyl )benzam de 7-39 (m 2 H) 4.91 - 5.03
m /|1 (e, |2 H 2.75 (s. | | N, I H1-30 (d.
B8OHz, ( 2 fha, 3 H 1.71 a. 1 CIHbOh&lz.MSJDJ;ESu £ m
3 LY, 400 PE:HLJROF ) d ﬁ d-"“,%sa
m | H) H N yi} nﬁﬂlde(rr (maH 3917(s 7e d
dd 0 - doigﬁ’opyl 2-0(5- J=7.93, 4.86 Hz ¥H) 7.53
- 262 b'I'0| medt azypyddn3 7.59 (m|1 H) 7. 31-7.4()
m  HN YD) enml'iQO)sul fonyl W 2 H) 714720(m 1
H net|ylbemamds 3.74.3.86 (m 4 H) 303R§J 2 H
- FORM-d) d
.75 )1 d .8)0 1H.65 z. 2 H) PSRl
525 (d, J=5.54 H2, 1 H)
0 8 £ N{4-fivoro-3- 7.78{d, J=7.81 Hz, 1 H)
258 w33 (riflvoromethyibenzyl)-2{4- | 7.83-7.75(m, 2 H)7.53-
o., mathoxypyridin-2- 7.83 {m, 2H) 7.41 - .51 {m,
l‘f)/ cH, yi)aminojsutfonyfibenzamide +H) 7.18- 7.24 {m, 1H)
Nay 6.68 {0, J=5.54 Hz, 1 H)
649-6.61(m, 1 H)4.73(d,
J=6.04 Hz, 2 H) 3.47 - 3.70
- (m, 3H)
(400 MHz,
" F CHLOROFORM-d) d ppm
E\’/@ 8.52-8.74 (m, 1 H) 8.28 (d,
F N-{3 4-difluorobenzyl}2-{I(4- | J=5.54 Hz, 1 H) 7.88 (s, 1 H)
258 ’sgo o mathoxypyridin-3- 7563-788(m 1H)7.28.
N0 yaminolsutfonyl}-N- 7.47 {m, 4 H) 8,95 - 7.23 (m,
0. methylbanzamide 2H)B6.68 (d, J=5.54 Hz, 1
| CH, Hj4.18 - 4,97 {m, 2 H) 3,48
Ry -3.76{m, 3H) 3.07 (s, 1 H)
2.83 (8.2 H)
{400 MHZ,
CHLOROFORM-d) d ppm
257 L0 F ma,ﬁmﬁw.u@ 1H)7.51 - ?(.a'z (m, 2 H)
S © ylaminolsulfonylibenzamide 743-749(m, 1 H)7.24-
7.33 (m, 2 H) 7.05 - 7.22 {m,
# 5 en, 2 H) 6,57 - 6.73 (m, 2 H)
e 4.88 (d, J=6.04 Hz, 2 H)
3.80 (8, 3H]
(400 MHz,
CHLOROFORM-d} d ppm
! 8.64 (s, 1 H) 8,06 (d, 4=2.52
A Pty
1 B7-7. .
268 el 0 ° N{z-(z-mm 205 | 7.49-7.59 (m, 1H)7.38-
° yhaminojsulton e | 745(m.2H)7.35(t )=7.43
yljperzam Hz, 1H) 7.18-7.29 (m, 2 H)
N ot 7.02-7.16{m, 2 H} &40 -
6.21{m, 1 H) 3.73 - 3.87 {m,
5 H) 3.07 (1, J=6.55 Hz, 2 H)
LCMS ESI: 430.20 MH+

1. G T/IB2WG/04p639



OC-1.22 (dd, J-8.55, 3.78 Hz, 3 H) (400 MHz. Hi
CHLOROFORMd) d ppm N /CFi, 8 8.00 --8.077 (m2H)T. 89
T7.98 (m 2 H 7.52 - 7.88 (m 263 HNO O CH,
2d(5-sdtosypyrldin3 2 H 7.29- 7.40 (m 2 H)
YOSH814uSony - Ndsogopy! -N- 7.17 it, J=2.27 RGI/IBR00B{02639
3.72 m"benzamde - 4.10 (m 3 H 3.03 (s, 2 H 2.75
(a, 1 H 2.39 (I, .1.7.05 Hz, 3 H 1.29 (d, J-8.60

Hz, N OCH 2 H) 1.22 (dd, 44B-55, 3.78 Hz, 3 H (400
Mz, + EH !mlmn:mn/mdnnm 8 25 - 851 (m 7|—|)

7.94 (a, ~ FFN—(’, 4Sl\/UarobenzyI } \I-rredrm{mm,l
Y.49.7/6 FZE4 HH~s 0 0 2- (pyf |‘~’gi‘§
J=7.39 | am no) sut myQoenzsni g 7 m

028 (m E L ik 1 L) 280 52 1
3.08 i ﬁmﬂ 94 Qjm”ﬁ,‘) Feq400

IN 8HO9 (d( S CHLO?O:O?M dZH)ﬁo ea.78 fiz, 1

E .

'l'\al_
-
z’:\l

N(é,4:>|" raoben 7.84.8.00 (m 2 H) 7 %ﬁ? SHN S
D O rrebgzypyri dh.3. J=8.06 Hz, 1 H 7 49'JMSE N+
4i“6gi':l:uuy|\r \||| 3 H) 734 +—45 (-n |/ WAL,
"benzamide 7.23.7.34 (m 1 H 7.08 OGNS dFort)
363 - | alogl (i Newo[C 1 H) 2,40 (d %@am&
W 3.77- ¥ 8 ms% .06 s |H2. 88 s2H % 12
PCT11B20 1992639 7 3B 2- MR MaR 5 S d
pprh 9 @, 1 H) B8.|1MeniisuBeyPergaiis 4zm|(,, ﬂé}? (a,
1 H 7/%5) so o N{3, |4-dHOuaobenzyl) H 858 (m,
J=8.31|H, 1 H 7.57| 286 Nn 2-~(5- wﬁp’ﬁﬁ‘ *H E,,;m
.62 (m | H 7.44 (s, I H) yl)am no] suee Japds reiH)
F35— 7 42{m—2—+H)-{726—F 34—+ “,‘jisémROF+'
m N, 4.79 (d,} J=55.90 Hz. | H) ahiedihsb @, Hbod-|82
bz, 1 H) 8h_(a.c3|H 2.28 Is. 3 H *ngm‘f;gg‘yc O
TLI, 2|3 as poi Mt - H%n&?%@ 3. | J77:81 HZ 1 H)7.51-7.65
261 el O oo | (m, 3 H)7.39 - 7.69 (m, 1 H)
] 7.17 {dd, J=8.08, .78 Hz, 1
& H}6.68 (8, 1 H) 3.70 - 3.80
R | (m, 2 H) 3.65 - 3,70 {m, 2 H)
3.43 (s, 3H} LCMS ESI:
336.20 MH+
CHI.ORgI?OORmd
F ppm
B8.48 (s, 1 H)8.08 (d, J=2.52
WX T
.74 {d, J=7.81 Hz, 1
w | o T | 7% Y 1
-1, m, ) -1,
@ isminolsuitonyllbenzamide (m.1H}7.21-)7.29{m.1H)
M, /CH, 797 (1, J=B.69 Hz, 1 H)6.48
Q (s, 1 H) 4.67 (d, J=8.04 Hz,
2H)3.82(s, 3H) LCMS
ESI: 450,10 MH+
{400 MHz,
LK, CHLOROFORM-d) d ppm
Qﬁrﬂ 8.78 (s, 1 H} B.05 (d, J=2.77
Hz, 1 H)}7.98 {d, J=2.04 Kz,
! e ie
H: AP-F. m,
= | s |
g o yjaminclsufonyfiberzamide | 1) "1} 8,91 (d, J=8.58 Haz,

1 H)}6.43 (s, 1 H) 3.83 (s, 3
H)3.81 (s, 3H)3.71-3.80
{m, 2 H) 3.02 (t, J=6.42 Hz,
2H) LCMS ESI: 442.20
MH+

{400 MHz, MeQD) d ppm
1.80- 1,80 (m, 2 H) 2,05 -
2.18 {m, 2 H) 2.93 - 3.05 (m,

nf\& ) 2H)3.18-3.28 (m, 2 H)
N-{4-fluoratienzyl}-2-{(5- 3.81 (2, 3H) 4.81 (s, 2 H)

meathaxypyridin-3- 4.68-4.79 (m, 1 H} 7.05 -

x *O’“w. yhaminclsulfonyf)-5-{piperidin-4- 7.15(m, 3 H) 717 (d,

yloxy)benzamide J=2.53 Hz, 1 M) 7.21-7.3%
(m, 1 H) 7.46 - 7.58 {m, 2 H)

7.78 {d, J=8.84 Hz, 1 H)

7.87 td, J=1.28
Hz, 2 H)

264




uLhaxy M/~
MHz, CHLOROFORMd) d ppm 8.42 (a.

J2.52 sO0 o x 2-Q Sadaxypyri dhf3- Hz,
J2.01 Hz,

Rz,

2

|
H)

CHL

1.40

ORMd) d ppm 8.07 (d.

olH 7.

73 (d,
(t,

J6.

63 -

2
04 Hz, 2 H)

J-2.52

7.78 (m 3 H)
VOaBueBhet hyl Wenzl 4] benzem d 750- 72H) . 27. 4 PCT/1B2046/002639
14) 7. 8 (n (m 6.81 H)7.18-718 ,
H 4. 4.03 (q.

J=7.05 Hz, 31i8) (400 Mz.

N) ami na) sLdm\Wan i ds M+ N 0MCH$ (400

H 8.03 (d.
1 H 7,90 {d,
288

H 814 (L J=5.

Hz. E 7.8

79

J-7.05 Hz.

5 -

7.
J

H)

J
J

=7. 30
(m 1

3 g

(400 N
=2. 52
=7. 81

95 (

m 2

H 7.67 (
1 H 7.50

P

d, 10 1-(3,4 d
-7.63 289 '0 0 ¢

m}qﬁ Mﬁxl be

(d,

R

.91 (d. J=1.51 Hi
's 0 0 N-(3.4 31

ﬂ"%m 3
A
H) sa825s iy msms H

| B2 2 .

1H)7 7 H
ol LR

-dlt

~1e( ~
hbr dbenzyl

7.50 - 7.8Z2 (m
emde - 7.47 (m
(m 3H) NUGBE

SO APIBe g2 | GH

001 H 7.73 (d,
).2-{((5- H 7.51

|
-{(

i

1.9 JSZIS
)l{ Zﬁ‘sé%ﬂis
112 ety
GHHA3 - 720 (i)t HY .
"i%?&‘t%ﬂ: ’H%z“’m‘f

227Hz, H}

W

3-8.04(m,2H) |

J=6.08 2.3 HDFAB Hz |

267

4-fluoro-N-{5-methoxypyridin-3-
yl}2{(3-methyipiperidin-1-
yilcarbonyllbenzenasulionamide

(400 MHz, CHLOROFORM-
d) d ppm 0.81 (dd, J=19.33,
6.44 Hz, 1.5 H) 1.02 (dd,
J=17.84, 8.57 Hz, 1.5 H)
1,12-1.28 (m, 1.3H) 1.72 -
1.84 (m, 1.5H) 1.85 - 2.01
{m, 1.9 H) 2.4 {dd,
J=12,51, 10.98 Hz, 0.3 H)
2.83 - 289 (m, 1.2 H) 2.8 -
3.14 {m, 0.6 H) 3.30 - 3.59
{m, 1.1 H) 3.8% (s, IH) 4.44
{dd, J=12.78, 3.66 Hz, 0.2
H}4.55 - 4.72 {m, 0.8 H)
6.94-7.12{m, 1.0 H)7.18
(d, J=2.02 Hz, 0.9 H) 7.65
(dd, 1=8,97, 4.67 Mz, 1.3 H)
7.94-8.01 (m, 1.3 H) 6.09
(s, 1.2 H)

288

$§-chiore-2-{[(S-methexypyridin-3-
yhaminalsulfony-N-methy-h-
pentylbenzamide

(400 MHz, CHLOROFORM-
d}d pprm 8.86 (s, 1 H}, 0.28
(s, 1 H), 820 (s, 1 H), 7.75
{t. J=8.34 Hz, 1 H), 7.66 (s,
1 H), 7.34 (ddd, J=8.34,
4.67, 1.88 Mz, 1 H), 7.368
(dd, J=5.05, 2.02 Hz, 1 H),

Hz, 1H),3.18-3.22 (m, 4
H), 3.15 (s, 1 H), 2.93 - 2.96
{m, 2H), 1.71 (s, 1 H), 1.42

{4, $=2.53 Hz, 3 H), 1.18 -

1.27 (m, 2 H), 0.96 {t,
J=8.82 Hz, 2 H), 0.87 {t,
Ja7.07 Hz, 1 H)

3.85(s, 3H), 357 (\, J=7.71

289

2-{}(4-athoxypyridin-3-
yhamino}sulfonyl}-N{2.{2-
methyiphenyllathylppenzamids

{400 MHz,
CHLOROFORM-d) d ppen
8.85 (s, 2H} 8,13 - B,29 {m,
1TH)7.70-7.92{m, 1 H)
748-7.82(m, 1H)T42 (1,
J=7.05Hz, 1 H) 7.12 - 7.25
(. 3 H} 8.63 (1, J=5.04 Hz,
1 H)5.97 -8.21 (m, 1 H)
3.85(q, J=6.97 Hz, 2H)
374 (g, J=7.05Hz, 2H)
3.02(,J=Y.05Hz, 2H)} 2.27
-247 (m, 2H) 1.64 (3, 3 H)
1.06-1.23(m, A H)




291 el hoxypyddt| - 3-
y1l) em nm) sul (onyl ) bemam de J-8-18.1.84 Hz.
J=2.14 Hz,
J=8.04 Hz, 2 H)
WO 2000434302=. 92H 3H WO 2 00 7/03 4 3 1 2

|
4.87 (

o"cN (t,

d.

7.50 (m 2 H)

1 H 6.52 (1.

4.03 {q, J

7.31 (dd.

7.21 N
1H

1H
J-5.67 Hz,

=6.97 H7,2 H)
PCT/1B2006/002639

PCT/ 1B2006/ 0U2639 -123 (400 M. FORMd) d ppm
CHLORO 8.63 (3, 1 H) 8.05 (d, J-2.52 Hz, 1 H 7.94
(d, J=ZOS Hz. HN O 2-E(5-etthoxy)yridin-3- | H) 7.65
- 7.76 (m 1 H) 292 vipnino)sufanyry-N-2-(2- 7,50 -
7.59 (m 1 H) 7.33 -| nsl hyl pherl yl p84) benz q,g 7.45
(m 2 H 7.13 - 7.26|(m H 1 ~CH J37c@8
3.76 ([. 0 Hz,,2|H 3.03 (1, J$-|4& m 5 )
(s, 3 H LN(LAIF7.05 Hz. 3 H) (400 -,764(m2H)
CHLORGFORMEH I Dpm | | wfrcibloptoprisBii (8, 7% J,w (m B‘C‘(hag :
3982 0 wWitH, TiH)| 7, 93%@2 7,55
7.71 (. SIHHz, ll’l')""’/‘gsz-#7 3PP BS
Nj cydox 2-{(15- 17.47(m | H 7,201 "".ﬁé ?lmmg
et (Maxypyri1 dhkl 3- J=R.27 it., 1 H) 6. 2'82 eﬁhHiﬂl%H)O‘!(m
Y111l bf71ae 4.02 (q,|J=7.05 Hz. 2 H) 0.4 @%1““@,*%9
(dd J=7.18 587 Hz 2 H 128 1 1 (m D
1 1.17 (m 1 H 0.49-p.67 (m 2 H) 0./33 (q;,-tooimé 70 Hz |
2H H (400 MHz, NyCHy 8..55 55 (c {0. ”F:E 3 me
8. 0. 04d) 2p4 (Af J-2.52 ,SL ONG & gt
7.93 (O, oy 2enHh | 294 HN o 770(d o781t 1H)
N- () er - butdR) - 2-a( 5¢ et Rdkemormery 1 |H) 57 B A B
J=7.81| Hz 3ay!) ar NENQRIIdeAs: nzam-desmzflVHM?fA? 2
(m | HEOA~2"718 7/ 77,35 2 (m | h,g;%*g 1"8(;41
4,02 N 1 (,J 8%H 2 1.44 {533 (400 g} 158
ppm 9.98 (s, 1 H), 8/ 74 (6 J"5.31 hK Li%H% f@mtb‘g,s d
EHJ
{400 MHZ,
CHLOROFORM-d) d ppm
B.60{t J=579 Hz, t H) 8.24
{d, J=5.54 Mz, 1 H)790 -
i 8.08{m, 1 H)7.85- 7.79 {m,
RPN 1H}7.49-7.62(m, 1 H}
o cH, 2-{](4-ethaxypyridin-3- 7.32-7.48 (m, 2 H) 6.63 (d,
272 S50 yhaminalsulfonyl}-N-mathy-N- J=5.54 Hz, 1 H)3.71 - 4.00
%0 pentyibenzamids {m, 2H)345-388(m 1 H)
0. _CH, 3.03-3.20(m,2H) 278 -
i 2,98 (m, 1 H} 1.80 - 1.84 {m,
N 3H) 1.35- 1.48 (m, 2H)
1.23-1.29(m, 2 H) 1.09 -
1.20(m, 3H) .84 - 1.01 (m.
2 H}0.84 {t J=7.18 Hz, 1 H)
(400 MHz,
s CHLOROFORM-d} d ppm
N CH, 8.00-807(m,2H)7.89-
Y 7.98 {m, 2 H) 7.52 - 7.66 {m,
2°0 on 2-{[(4-ethoxypyridin-3- 2H)7.29-7.40(m, 2H)
273 BN S yheminojsulforyl-N-isopropybN- | 717 {t, J=2.27 Hz, 1H4)3.72
methylbenzamida -4.10{m, 3H)3.03 (s, 2 H)
OO, 275 (5, 1H) 1,38 {1, J=1.05
| Hz. 3H) 1.28 {d, J=6.80 Mz,
Naw 2H} 1.22 {dd, J=6.55, 3.78
Hz, 3 H)
{400 MHz,
CHLOROFORM-) d ppm
860 (L =S T Hz, 1 H}B.24
{d, J=5.54 Hz, 1 H) 7.90 -
h 8,06 (m, 1 M) 7.85 - 7.79 (m,
N CHy 1H) 7.48-7.62 (m, 1 H)
0 N-buty-2-{[{4-ethoxypyridin-3- | 7.32-7.48 (m, 2 H) 6.63 {d,
274 %0 © yhemincjsulforyl}-N- J=5.54 Hz, 1 H) 3.71 - 4.00
methylbenzamide {m, 2H)3.46 - 3.88 (m, 1 H)
AV 3.03-3.20(m, 2 H)2.78 -
U 2.98 (m, 1 H) 1.80 - 1.84 {m,
R IH}1.35-1.48 {m, 2 H}
1.23-1.29(m, 2 H) 1.09 -
1.20 {m, IH) 0.84 {t, J=7.18
Hz, 1 H]




J=2.53Hz. 1 H. 7.93 (d, J=1,77 Hz. | H. 7.78 (d.
J=8.59Hz, 1 H), 7.66 (dd, a O

5-chbra2-{[ (5- thozypyddk 3- J=6.46, 2.15 Hz, 1 H),

7.59 2 M5t ny (d, J-2.27 Hz, | H), 7.15 (4 KJIC ni
WEt2Bs7/084y pul I)bl)bannm de anl de J=2.27 Hz, RCTHP2006/002639
3.76 8 (&3 3 H), 3.24.3.32 (m 2H), 1.62 - 1.73

(mJ=13,34, 6.95 6.71, 671, 8.71 Hz, 1 oH H), 1.43
(q, J=7.16 Hz, 2 H), 1.17 (a20- H. 0.91 (d, J=6.57
Hz, BH (400 W5 8 52 2 RMQd) d Inm 8- ()4 =

1./1,0NHB. | H (d, Hz, (a, H , [d,
. J-2.D1 J=2-52 Hz, |1 H) 7.70 (d J- §L2PR E% CH,

}8.15-
4{d

2$(5aCxyfm) 4t -Ny H 7 (m 2 H 7 o im,

yl) em nopufQ = T. 4§ 46 I—pﬂj'”er@Hﬂ‘

rethy| buty) Benzekite I3 o H) | Gl 3t Al | N
3.92- 4, 2 H) 3. dbbyerdibymadde (m 720( Hile,86(d, -
1.83 (M} 1.53-11.83 (m 2 H 1| 2324 ﬁfﬁ;j&ss
H) 0.86 1703) 6 H WD|2007/ 034312 PCTI Ilﬁiﬁb@ﬁ b2

124 (9, 1 ORMO) d ppm N 815 .15 (s, q;,}ﬂqm‘ass 71W-
d,1=2[27 Hz, | H 7.97 (d. J=1,51 H " H

D

=35

7$5 (d| J>%. 81 Hz, I|.66 297 HN S-~O 0 ggfﬂg@g
n-3-vy|} W57 (L JIn7 115H() 6oc mammn)ﬁ“m
Ff1 ut k| anig 4.00 (g. J7.05 Hz, QEP&;‘L
H) 3. 48 ey 9=6407 1z mobokoredOakl Bl "t
1.9%. 2 m 3 H 1.39¢ 602 H H 7230,
. 14-1] Y m2 H) if‘”%%‘& kﬁﬁfﬁ,‘ﬂ’;‘i%},ﬁ’

- , b= rnevr eri di n-1- U n= 1 J=6.55Hz, 3
D 3, B¥ Oryl pl idin-1 dmeL VB AIIBS (.
H)0.88 - 1.02 (m, 1 H) 0.44
-0.70 (m, 3H) 0.29-0.43
{m, 1 H]
(400 MHZ,

CHLORCFORM-d) d ppm
H 8.51- B.67 {m, 2 H} 8.25 {4,
\/\I/C“. J=5.54 Hz, 1 H) 1.74 {d,
20 2-{{(4-methaxypyridin-3- J=7.81Hz, 1 H)} 7.49 - 7.81

w5 O CH, yhaminolsutfomyf}-N-{3- {m, 2H)7.27 - 7.47 (m, 1 H)
o methylbutylibenzamide 8.86 {d, J=5.54 Hz, 1 H)
#~ e, 6.16 (s, 1 H) 3.42- 3.84 (m,
| 5 H} 1.63 - 1.80 {m, 2 H)
1,49 - 1,82 (m, 2 H} 0.98 (¢,
J=8,55 Hz 5 H]
{400 MMz,
CHLOROFORM-d) d ppm
8.80 {d, J=10.07 Hz, 1 H)
8.27 (dd, J=5.54, 1.26 Hz, 1
H) 7.93 {s, 1 H} 7.70 (dd,
) J=7.30, 8.04 Hz, 1 H} 7.50 -
7.53(m, 1 H)7.22- 7.44 {m,
2-{J{4-methoxypyridin-3-

s j | 2H)6.88(dd, J=5.54, 1.28
278 o 0 ”MWQ:”'”‘N Hz. § H) 4.12 (q, J=7.05 Hz,
o, tyloenzanm 1 H)3.58 {s, 4 H} 3.08 - 3.20

CH, (m, 2H) 2.68 (2, 1 H) 2.05

Na (s, 1H) 1,50- 1.83 {m, 2 H}
1.38 - 1.45 {m, 1 H} 1.07 -

1.29 (m. 3 H) 0.95 {t, J=8.80
Hz, 1H)0.83 (1, Ja7.18 Hz,

1H)

{400 MMz,
'?H, CHLOROFORM-d} d ppm
N CH, 8.61 (s, 1 H} 8.27 (d, J=5.54
\l/ Hz, 1 H) 7.97 (d, J=26.19

s(:o o ¢oH N-uoprnpyl-Z-{[{d.- Hz. 1 H) 7.71 {t, J=7.43 Hz,
“Rg J methexypyridin-3- 1 H) 7.57 (t, J=7.55 Hz, 1 H)
o yl)amingjsutfonyl}-N- 7.31-7.44(m, 2 H) 8.68

“cH, mathyibenzamide {dd, J=5.54, 2.52 Hz, 1 H)

4.67-5.43(m. 1H) 359 (d,
Na Ju5.54 Hz, 2H) 3.02 (s, 2 H)
273 (s, VH}1.67 {8, 2 1)
1.05- 1.35{m, 5 H)

27

279




298 NFf 0 yl)<arbny8-H{5adl ezypyridln3 y

| ) Leruenesal t onam de M+ N~ |
CHLOROFORM d) d ppm 8.60 (a,

7.92 (d,
WORMNEHIE opykt hy) - 2{{(5- 1 H 7.71 (d, J=7. 81 REA/1B3106/002639

Hz, 1 H)

J=

O-CHr (400 Mz,
| H 8.02 (d, J2.52 OY
2.01 Hz, 3'' 0 CFl

HN 0 al hntrypy*bbt-3 H 7.51 -7.59 (m 2 H 7.36
yl ) am nopW onyl } benzani de -7. 48 (m 1 H 7,08-7.24 |/
(m 1H) 625(d J=7.B1 HZ2!'"N' 1 H) 392-408(m
2—H—G-EH——33— A8 m-6H-0-—83—+64—m—hh0—45
0.e9 (m 4 HO,22 - 0.43m 1H (400 MHz| childroForMmd)dppm
CHLOROFORM: d) dppm 0, 99 (1, J-7,43 It aa&,wf H;g?z
rCH3 [(t,[J36.82 Hz. [3 H) 1.47 (s, 6 oA e oudh )
J-7.55| Hz, f3efh 5 CH N7 1-d; rratl;{f-fg‘r N3 IRTC( ~
H) 200HNC Q,Q €0l oxypyfthn a.% ¢ .'J.{s..;dz_ ‘(a,
1, 1 H) 8. 6.62 (d| . 6omefbenzihe’. 54 EAVILR
yOemi np ofYfj benzami de / Hz, 1 H) g DA s 20e H)
APHRLEER (m 2 H 7/76 (d, N- 0ACH J(lharhsb-lzust
6.23 (d, J-5.54 Hz 1|H) 8.82 (t. | H 1&&7’3‘"2#
CHLO?OFO?M d) dppm 8 50 (a, I H 7,99- 8.8m H) iH)
7, 89 - n‘? 7.83 J=7.8i Hz.||l HN-O O
\- cydopz L 49 (7.56 (m 1 c;hoﬂgmmtgq;m
5t hoxypyri tfs- (m | H 7.33. 7.& mrn2 F96 (d.
am_nopll L,pﬁ}gt‘) béﬂzanldsl@ubﬂ-ﬁaﬂ%ﬂ(ﬁ JLﬁ ol 1,?,},1; N
5. F02.189 3A02(m 4- 1,'8m h r 739(m 2 H) 4.81 - 5.03 {m,
L. 29- 1) 45(M 3H) 0. 87- | 0.°98(m 2 0,70.0,5%%;2”) TG ,11100
VHz | ORMd) d ppm 8.62 (a, 1 b0t By 10
m 1H) 7.93(d, J-2 01 Hz,1 0 -cyebhexy4‘2‘8([2€@.‘H}’ 7169
o J—-'. 8t HL, T 362—HN-S—0 ci‘h‘uaypyu@ﬁMH‘za 4 7
7, 58 7 35 - yl)em nopul | onylc&@%mga&m? 45
m 1 (.,L QH—Z 27 8,00 {m, 1 H) 7.63 (dd,
0 N-isopeopyl-2-{](5- J=7.83,4.86 Hz, 1 H) 7.53 -
282 ,si o mathoorypyridin-3- 7.5% (m, 1 H)7.31 - 7.40 (m,
yiiamino]sulfonyl}-N- 2H)7.14-7.20(m, 1 H)
maethylbenzamide 3.74 - 3.86 (m, 4 H) 3.03 (s,
-z 2H)2.75(s, 1 H} 1.65 (s, 2
] H) 1.30 (d, J=6.80 Hz, 2 H)
Ry AR, 122 (dd, J=B.55, 3.76 Hz, 3
H)
y (400 MHz,
§Hs CHLOROFORM-d) d ppm
N._CH, 8.00 - 8.07 {m, 2 H) 7.89 -
ol T 7.98 (m, 2 H) 7.52 - 7.88 {m,
S0 cn, 2-{[(5-athaxypyridin-3- 2H)7.28-7.40 (m, 2 H)
283 HN"TTO ylaminclsuffonyll-N-isopropviN- | 7.17 (t, J=2.27 Hz, 1 H} 3.72
methylbenzamide - 410 {m, 3H) 2.03 (s, 2 H}
. e
3 . . 1
N 122 (60, Jo6.55, 3,78
Hz, 3 H)
(400 MHz,
Q\(?i,/@:‘ CHLOROFORM-d) d ppm
N B825-8.51 (m, 2H)7.94 s,
o] F | N434-dfnorobenzyl)-N-mathyt 1 H) 7.49 - 7.68 (m, 3H)
284 ,s{:c 5 24(pyridin-2- 7.37 (q, J=7.39 Hz, 2H)
ylaminojsuffonyllbenzarmide 7.28-7.37 (m, 1 H) 7.05-
7.28 (m, 3 H) 5.05 (none, 1
: | H)4.25 - 4.97 (m, 2 H} 3.08
% {s, 1H)2.85-2.84 (m, 2H)
{400 MHz,
" CHLOROFORM-d) d ppm
O s
1ol F N‘(S':fm"mﬁ}f'ms' - | =808 Hz.(:nf-l) 7.49-763
285 Wy Yo yilsminojsuttonyi}-N- {m, 1 H)7.34 - 7.45 (m. 2 H)
methylberzanic 7.23.7.34(m, 1H)7.08 -
“ 7.22(m, 3H)4.53 - 4.84 [m,
LN 1 H) 4,40 {d, J=9.32 Hz, 1
H}3.77 - 3.83 (m, 3 H) 2.08
{s,1H) 2.88 (s, 2 H)




Hz, 1 H 8.09 (d, J=6.08 Hz, N1 H) 3.92-4.10 (m 3H)
00 Gt~ 2.06.2-17 (m 2 H 1.62 1.87 (m 4 H 1,14 .
1.51 (m U% WO 20071034312 PCT1182006/ 002639 -125

40D MHz. CHLOROFORM d) d ppm 0.99 (d, J=6.57 Hz,
‘&6’2&07*?443'06% J=13.28, HCH 6.82. 6.69 Hz, |PCF1i5'B§1°@@P?639
(h1 5 & Fo-2-1)(5-mal hoxy *Idln-3- J7.39, 5.94 Hz. 2

H 303 1A~)s}N{3 3.62 (a, 3 H 8.05 (s, 1 H 0 7.09
(1d, J=8,21, 2.53 Hz, 1 Oo®2cH nel hy6utyW benzam de

H 7 17 - 724 (m 2 H 7 73 (6d,J=8 59 5 31 Hz_1

H  7.197 (d. J=2.021Hz, | H 6.06 (d] J=2.®emiz 1 H)
8.45 a 1 Mz, CHLOROFORM d : e e, p7
(m 3 |H G5 5T uar 0- NMdsopr opyl - r(z(1597 grs. 1H) 728 | d.
3k 82 WA S 1y 704 HoginmmmOR s | G ey
3.02 (s H 3.77 | 5. 9%85 - 7/42 M2 mza H 7.
18(( J-_.R7 0 11~0.Q11, ~namTenl~ Hy’, ,gg* TgRe.
7.58 (m 1°H) ~rY~1 7.93-8.00(m | H) i n] |
H (400 Mz, CHLOROFORMS) d ppm 7. ()225{5@ SHIZAPBHY | |
H N~ 7. d. J=1.76 H. 1H) 7.87 (d| I H 7.65 (d,
J=7. 81 N-{ 5- e HoxypyOdl n-3-yl)-2- Hz. 1 H) 7.54-
7.61 (|m § HI\ " ~~0O (nwP1105n{4- 7.30 - 7,41
( 2 |HyPsd8 (L mhorrydydl:buhmsul | ang,.J 45 -l a4 HZ,
|n}%5 4.18 -4.25 (m @g@%ﬁm@ m 2H) w8, 82- 3| 88
(m 2 .71- N 01-~ 3.24- 3.44 (m 2
H 1, 33 ANg5gH (400 Mz, CHLOROFORMd) d ppm MR
8,62 (la. | H)804(d,3252 HzZ, 1|H 7.94 (d,
F=+—78—Hr 7Pt =7 B Hr O H
T.49 - m 7,38 (400 MHz,
E? i CHLOROFORM-d) d ppm
8.42 (s, 1 H) 8.03 (d, J=2.52
. Hz, 1 H) 7.90 {d, J=2.01 Hz,
- grmeonionflichans. | 1237 070
(iMuorometyllbenzyenzamid | 7 4g (m, 1 H) 7.18 - 7.28 (m,
N oﬂc,., 2H)6.84 (1, J=5.70 Mz, + H)
4.73(d, J=8.04 Hz, 2H)
4.03 (q, J=7.06 Hz, 2 H}
1.40 {t, J=7.05 Hz, 3 H}
@ g @ 807 . Ix2.52 Mz e
" 7.85-7. . 2 H) 7.67 (d,
ol f N34 diuorobeen) 25| 7,30 Hz,{:n H) a0
289 5o WW":‘“ {m. 1 H) 7.34 - 7.45 (m, 2 H)
“::‘;‘;M Y- 7.31 (9, J=0.57 Hz, 1 M)
7 I benzamide 7.00-7.24 {m, 4 H} 4.78 {d,
M 0 eu J=6?.73 Hz, 1 H)3.93-4.11
] {m, 2H) 2.86 (s, 3H) 1.34 -
1.48 (m, 3 H)
(400 Mz,
CHLOROFORM-4) ¢ ppm
va‘ 8.48 {3, 1 H) 8.03 (d, J=2.52
(L b
200 Hn’s‘;o 0 N-(3.4-dmmmbm:‘_yls}_-2-ﬂ(5- H}-,Tf?d i 7'55H(";-.226H’77§8
Yiemincjsulfonyljbenzamide | .3 H)(r;.n R im. 3 H)
Nas, e 6.54 {t. J=5.54 Mz, 1 H) 4.67
) {d, J=8.04 Mz, 2 H} 4.03 (q,
J=6.97 Mz, 2 H} 141 (¢,
J=8.92 Hz, 3 H)
(400 MHz,
o] CHLOROFORM-d} d ppm
QYQ\/O: 8.4 (s, 1 H) 8.04 {d, J=2.52
a Hz, 1 H)7.92 (d, J=1.76 Hz,
28 1 H)7.73 (d, J=7.81 Hz, 1
e "o N-{(3.4-dichiorobenzyl}-2-{I(5- | H)7.51-7.62 {m, 3 H}7.40
291 . sthaxypytidin-3- - 7.50 {m, 2 H) 7.31 (dd,
| yliaminojsutfonyljberzamida J=8.18, 1.64 Hz, 1 H)} 7.2
NG NP {t, J=2.14 Hz, 1 H) 652 {t,
: J=5.67 Hz, 1 H) 4.67 {d,
J=6.04 Hz, 2 H) 4.03 (g,
J=6.97 Hz, 2 M) 1.41 (¢,
126,97 Hz, 3H)




08 yl)am no)sul tonyl)6enmmlide - 7,45 (m 1 H 721 (L
=2.27 Hz, | 'H 6.12(x, 1 H 4,02 (g, J=7.05 Hr, 2 H
CH 3.42. 3.59 (m 2 H 1.58 - 1.72(m2H) 1.43- 1.53

2 H 1.40 (L J-.92 Hz- 3 H) 1.00 J=7.30 3 H (400
W(n'?mmOFORM d) d ppm 3.63 (9.3 H) 4.68 PCE/1B2006/002639
J=5,al Hz, 2 H) 6,43 (a, F}2-U(. 1. 7.2-(n¥, 17 ,
(m7H 307 1 ned oxypyrldn-3 7.1919. 7.28 (5,2 H)
7.41 0~ yl)am nobufcn I)heAZanitla (dd. J=8.59, 5,31
Hz. 2 W yO- CFy 7 75 (ddy J~ 72 518 Hz 1 0 O H)
H 8.08 (d, J=2. 53 kddo,mrd, H)
1034312 PCT/ 1B20 % %ﬁ%‘? -
JFORM d) d ppm 6| Bt th 5o ti)‘ 823

, 21[(553“?”;‘"_37 2 ( 1H)7%'ﬂ_78

dgentiiee (e il i,
, PO s wy;mgxxp%@ldﬁl. 3
(m t H, 2.77 - 285(m 1 308 J:aaOHz.zH}aos({?.
yl }2-j(3-mat hyl pl pedgdh-1- H). 2-71 (do=sa #,(s, 832
vl J<adfyl ) beOzer naut f anami de HL 1 H), 211‘5‘”2""5'5‘ It
1.2 J429-Iz,|H).p1.77dJMm-Ei9HL

J

E)D' i @ ). 1.58 (d 1| g '
o . 1. . -

128 (s 4 D3 (m t H. EﬁT fz%msf
J-19-53,|@4%HL 1 H/0-79.0.9 OROFOR D ﬁggﬂ(ngﬁ?g
MHz,, QHL M “d) d ppm 8N&FF ARG 7, )7
(771 HEZ .65 (dd, 5- sliakiis Ol

5. 56 HzN<ENgrnod- 43 |m (t, J-2.15 Hz, | jaa Wa 09
ni~ N {ddd, J-8234.4]04,2.02 Hz, (0 1 Hmzmsumwmon
117(m1H)049 0.87

menyl bennmi de 1 H). {m. 2 H) 0.33 {q, J=4.78 Hz,
2 H}

(400 MHz,
CH, CHLOROFORM-d} d ppm
Lok >|’ 8.55 (s, 1 H) 8.04 (d, J=2.52

Hz, 1 H} 7.93 (d, J=1.76 Hz,

3
J
0
(m

3 H, 3mh~3 15

O

204 N-{tert-butyl}-2-{[(5-ethoxypyridin- | 1 H) 7.87 (¢, J=7.8% Hz, 1
3-yljaminolsulfonylihenzamide H) 7.47 - 7.58 {m, 2 H) 7.35

= -7.42(m, 1H)7.18-7.22

(m, 1H)5.92 (s, 1 H)} 4,02

Nx 0" cH, {q. J=6.88 Hz, 2 H) 1.53 (s,

9 H) 1.32 - 1,44 (m, 3H)

{400 MHz, DMSC-d6) d
ppm 9.88 (s, 1 H), 8.74 {1,
J=531 Hz, 1 H), 8,03 (d,
J=2.53 Hz, 1 H), 7.93 (d,
J=1,77 Hz, 1 H), 7.78 (d.
J=8.59Hz, 1 H), 7.66 (dd,
5-chkoro-2-{[(5-methoxypyridin-3- | J=8.48, 2.15 Hz, 1 H), 7.59

yhaminolsulforyl}-N-{3- (d, J=2.27 Hz, 1 H), 7.15 (L,

methyibutylloenzemide J=22T Hz, 1H}, 3.78{s, 3
H), 3.24 - 3.32 (m, 2 H),
1.62- 1.73 (m,J=13.34,

6.95,6.71, 871,871 Hz, 1
H), 1.43 {q, J=7.16 Hz, 2 H),
1.17 (s, TH), 0.91 (d, J=6.57

Hz, 8 H}

{400 MHZ,
CHLOROFORM-d) d ppm
8.62 (s, 1 M) 8.04 {d, J=2.52
Hz. 1 H}7.93 (d, J=2.01 Hz,
1 H) 7.70 (d, J=T.B1 Hz, 1
: 24{[{5-athoxypyridin-3- H)7.48 - 7.81 {m, 2 H} 7.33

208 yhlaminclsulfonyl}-N-{3- -7.48 (m, 1K)} 7.20Q,
& ] methylbutyllbanzamide J=2.27 Hz, 1H) 8.13 (s, 1 H)
s ~ 392-412(m, 2H)341-
@ CH 3.64 (m, 2 H) 1.67 - 1.83 {m.
1H)1.53 - 1.83{m, 2H)
1.23-1.43 (m, 3H)0.88 -
1.03 [m, 6 H)




H. 3.80 9 ( (sa,3 3 H. H, 33..03 (s, 1 H, 2.90

(s, 3H. 2.78 (s,1 H, 1.25- 1.34 (m 4 H),

1.23dJe8.57H 1H (400 MHz, QOVBOC6) d ppm 10. 07 (s 1

H, 9.29 (1, J=5.81 Hz, 1H) 6.03 (d, J=2.

Wi 20020881 d.  Schbr o- N- ( 4- 8uocobel t zyl } 2- J- 2"65"%““%""2639

H, 7.82 (d, 310 yab 9(5-nsl hoxypyddl n3 J-8.34 1 H),

7.65- 7,72 yl)am nol su8onyl Jbel vankle 2 z), ) H7.45

(dd. ). (. i H 5.5 .58 Hz;%#-H), 72 2p(e H),
H—ede—3 64 221 0. g2 W2 449 3=5; 81

7 A

7. 4 Hy—4-49 (d—3=5

H, 2 H. &J7 3 H (400 Mz, CHk:&BE@QM’Lﬂ bpm

8.61 (Is, 8/05 (d, J=2.52 O Hz. |laibfs. ;a&sm@

J=2.01] HL 2 (d. J=8.06 HL I Hl‘gij%

N_(gls syd%ﬁ),rsé v st hyl } Z-QWQ. ’

7, 31 hpxypyddn- 3- ; 1“

Nl ami nol g&imopy| benze W@f”ﬂ% *1 i-?p 5 éﬁq" 1| H)

3.81 (b.Nn3 ) 3,56 -|3.70 (m N 0" clmJ=as7 1ma@gt.(:|,

J=6.55 Hz. 3°H1O®88 { 1.02 (m t H) onkﬁm, A

3H) 0. 20-0.43 m 1H (400 M-LL CHLORGFGIRIT) 'sdimppm

Ay Ng- 8.87 (s, 1 H 8,15 |(dd, (sMiorosi ¢81

| Fz-c;(s 49,1 364|H ,5 7.502 - .80 (m7.60 ( 312

HNs, *d| p F Jy 72"} m, N)anknol sutljony9benzandde 2
7. 30-,78 H  2T2BnefoRGdtm i \bdh By Hduelaiar

1=2%g7l " 4.73 (d] M52 "ﬁ)zz%c'(ﬁfwgsko hO

2007103@3 PC171 B2006/ 002630 127 (400 MH3%
o QenCH3 CHLORO .0 8.39 (d,| J=2.27 Hz, | H)
. S.Op O 8. 15 (dd| J-8.44.1.64 Hz.| 2 HN O

N( I, 20R ﬁl ptapyl 32iQ5- H) 7.70 (0, %ﬁéhgp%ﬁ;appﬁ H)
=0

3
E

8.50 {a, 1 H) 8.02 (d, J=2.52

Hz, 1 H}7.82 (d, J=2.01 Hz,
4 1H)7.7% (d, J=7.81 Hz, 1

-3 0 N-(mef-ﬂ{& H) 7.51 - 7.58 {m. 2 H) 7.38
-7.48 (m, 1H) 7.08-7.24

< Waminojsuffonyljbenzamide |\ Y'Ly'e'o5 id =781 Hz,
VH)3.92-4.08 (m, 2 H)
NS0 en, 1.31 - 1.48 (m, 6 H) 0,83 -

1.04 {m, 1 H) 0.45 - 0,89 (m,
4 H] 0.22 - 0.43 [m. 1 H)

© {400 MHz,
CHLOROFORM-d) d pom
4 0.99 (, J=7.43 Hz, 3 H) 1.16
o1 X oH, {t, J=6.92 Hz, 3H) 1.47 (s, 6

c H) 1.89 (q, J=7.55 Hz, 2 H)
% g€ cn, N-{1,1-dirnanndmm2-{[[5- 3,83 (q J=6.97 Hz. 2 H)

ethoxypyrid
5.75 (s, 1 H) 8.62 (d, J=5.54
yamincjsulfonyllbenzamide | ) "y v 337,47 (m, + H)
7.48-7.84 {m, 2 H) 7.76 (d,
J=7.81 Hz, 1 H) 8.3 (d,
s J%5.54 Hz, 1 H) 862 (¢, 1 H)
8.73 (5, 4 H)

(400 Mz,
CHLOROFORM-d) d ppm
o 8.50 {3,  H) 7.9 - 8.07 {m,
\v 1 H) 7.89-7.96 (m, 1H)
7.83 {d, J=7.84 Hz, 1 H}
o N-cyclopropyl-2-{(5- 7.48-7.58 (m, 1 H) 7.43 -
301 athaxypyridin-3- 7.49(m, 1 H}7.33 - 7.41 (m,
2 ylJaminojsulionylbenzamide 1H)7.18 (t, J=2,39 Hz, 1 H)
| 8.53 (s, 1 H) 3.94 - 4.10 (m,
Ny o cH 2 H) 2.89- 3.02 {m, 1 H)
) 1.28-1.45(m, 3H)} 0.87 -
0.98 {m, 2 H) 0.70 - 0.80 {m,
2H)

1300 Mz,
CHLOROFORM-d) d ppm
¥ 8.62 (5, 1 H} 7.99 - 8,10 (m,
o \O 1 H) 7.83 (d, J=2.0% Hz, 1

H) 7.69 (d, J=7.81 Hz, 1 H)
302 HN Yo Nmﬂ& 747-7.58(m, 2 H} 7.35 -

7.45 (m, 1 H) 7.20 (t, J=2.27
Z yeminojsulfonyfjbenzamide | 1 ") 6 09 (. J=8.08 Hz,

1H) 392 - 4.10 (m, 3 H)
N 0" en, 2.08-2.17 (m, 2 H) 1.62
1.87 (m, 4 H} 1.14 - 1.51 (m,

7 H)




313 mw An" 3" 7.51 - 7.61 (m 3 H) 7,39-

1Al emhapul | anyf)baruamda 7.49 (m 3 H) 7.31 (dd, NI
CH J=8.31, 2.01 Hz 1 H 6.59 (L J=5.791%$ 1 H) 4.57

(d, J4,04 Hz, 2 H 2.28 (s, 3 H (~ o (400 MHz.
WOL0$IORERM d) d ppm 8.39 (d, J=2.27 Hz, 1 HPQ/iBg06/002639
(dd, J=8.44. 1.64 9d 0 N{3,4dchbrobsnzyl)-2-Q 5- Hz,

2 H 7.70 (d, J=7.55 Hz, 314 H O met hoaypyrMdn-3 | H)

7,51- 7. 61 (m 3 H) ytprmtdsudonyt) henzeni ds 7. 39-
7/|o/. Hy 731 (Qd—08 31 2 01|

=

h5. 79 He, 1 H 4. 67 ld (d, J4.04 H, “%m“zwﬂﬁﬁféﬁ 3

H) N (K00 N~ CHLOROFORM d) d ppmswa 4864, 1324, Hi)
5, 18( s {0 70 , J=7.81 5§.7 g psge. oy
PA44- cy QFBYIW hyl ) - 21 Wﬁh ) (7,3 1505 3.1 B)
rTeUryI Dy I C'zb& )&I‘lﬂlﬂd‘( A)OQW J=8.21, 253Hz.1

4) sni na)sul-‘lrﬁ/l eenzam de 3.57 - 3.70] (dai=ek ”LW”’
a, N3 H 1,39 (d, |J=8.55 Hz, 3 CH 797@?3 (ﬁt’%’“lB H)
0.30" D043 (m 1 H) [(400 MHz, 8.15 (Jekjs:sHPémMS(snﬁ}

LCRCJCRMd) "3 8.3/ 1T B, 21 7))/
T 560, mHt 2 Hlo r (tdStw onel hyfu “ﬂ%’qs

it %@ FRECS

7. 20. 7 : Z”‘”F”"I ?743( i
J=5.79 cu a, 3 H) I\/B (400 Wbli-,soo}m?ﬁ)aoe
CHLOROFORM) d pm 9 39 (d. J-227 Hz,| 1 HBM®YRI O s

1,247 mst hyl propyt f Z4(5- 8. 16 (dd. JFS. 44,(4nolmhﬂ_r-|z 2

317 HN| O hylgddW 3- H 7.70 (d. U ) dpon-)
yt ) anmi no) %@zmtde 7.51 - 7.51 (?g;cﬁ m8

7,49 (m 3 .31 (dd N J=0. 31, 2| EI{" 59
’ . ’ ) 1 54 731
%05 " %o © N"Wf’““‘ a4t (m, 2 H) 4 13:3
morphotin J=2.27 Hz, 1 H) 4.16 - 4.25
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3.24-3.44 (m, 2 H) 1.33-
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J=2.02 Hz, 1H), 7.82(d,
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N 3 H) 1.39 (d, J=6.55 Hz, 3
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Gy L | oo
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o (400 MHz, CHLOROFORM-
(AL e s
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| s i
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3H)




e~ ( 4H)6.01(s, 1H) 8.50(d. J=2.77 Hz, 114) \ (400 Mz,
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NE O ity - L S
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weRRpoTop3en0 (m | H (e40 1 M, H), a.5 8. 8WPEA8BIude/002639
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0.752 {m, 3H)
(400 MHz, MeOD) & 6,448
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NN 2.89- 3.42 {m, 4 H) 2.79 -
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© -3.84 (m, 5H) 299 (t,
126,20 Hz. 2 H)
{400 MHz,

CHLOROFORM-d) ¢ pprm

" 8.50 (d, J=1.76 Hz, 1H)
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3.929 (s, 3H), 2.848 (m, 2H),
o m“"‘*“"’"”m*j‘d}'“' 3,260 {m, 2H), 1.824 (m,
& | propybbenzamide 2H), 1.041 (m, 3H), 0.753
Ny -CHy (m, 1H), 0.825 {m, 3H),

0.185 {m, 1H)




10

15

HN yl)em oj sLdfanAl N- 3,260 (rn. prtpyl benzam de

2H), 1.824 2H). 1.041 (m 7H), 0.77553 N~ 1| CH (m

IH, 0.825 (m 3H), O~ 0.165(m 1H) WD 2 00 7103 4 3
1 2 PCT/1B20061002639 -140 N (400 Mz, I\/b(DL b 8.150
WO-LWH34IRY) 7,948 (d, J10 Hz, O 0 0, 1t, 1H) PCHIBANAG639
IH). 7.515 24{3, 3-dknelhy Iperldin-1- (m 2H), 7.422

(m 1H), 391 F81 o yl)relhonll|-N-(5rnet cxyp)Tidin-
3.909 (s. 3H), 3.602 (m 1HJ40- 34)tfenranesu|fonen) da

2 12920/ /m ’)l_l\ 290048 fc- ill\ 1 7261457 m

A b\
uuuuu =00 T 1T ZO0—1% y \||| T

1. 083 316. 8 Hz, 3H), |0.909 J- 3. 2
Hz, 311) CHLOROFORM d) d |pfihe

H8.32(d, =227 . 1m;r%'z4em) u&) 73’% s,
1H) 7 (‘i J 2 15 {{3 3 dimafhyitperife (m, 21, 7.422 (. 1H)
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7.96 (d. 02 Hz. 1 H), 8. 14 (d. JZE Bt ,H?

B.51(s| 1H) ~ Eanple G In vitro acti vii 24y trcie) assf 089 (m,
Exanpl es 1. Determination of conmpound K {F#A2IH
determ nation of thelK , = of the co

rm.ound_s_o.f_t_hL
nvent | on agai nst reconbinant 5 CYP3AcI ‘g{?”ﬁk@%
per f or rred_ as follows| The assay was pe I)2 ﬁnﬁﬁ H, Elso@,
100mM sodium sghosphat e buffer pH 7.0, =5eamii IEP 7ah
cont ai ni nd di et hy| AEteanberty i na |":,7§,, mw‘ﬂ)

content ali @ V@ add St e 788V, 1 ), 7.59
nhi bi { o ":A@bl cal [reaction for thel di@niiiahisn | of

=

KI ., , Vval ues s carfied at room t enpematoers e=2brHza H),

solid black Costar u{bottom 96-wel | p&‘?ﬂr’?ﬁ‘ﬂ‘e‘ﬁ@

Al At A Ln oo~k Ll rocaondhkbl nant ONV/DAOAA o=y
Fate—tnr——each—reHH—reconrbtRrant—CSHP3A4 enZyie \u 5 nM
r 8 nM final
Example G: In vitro activity data for Examples
1. Determination of compound Ky

A determination of the Ky, of the compounds of the invention against recombinant
CYP3A4 enzyme was performed as follows. The assay was performed in a 100mM sodium
phosphate buffer pH 7.0, 5 mM TCEP and containing 2 % dimethylformamide (final
concentration) upon addition of substrate and inhibitor, A typical reaction for the determination of
Kiage values was carried at room temperalure in a sofid black Costar u-bottorn 96-well
polypropylene plate. In each well, recombinant CYP3A4 enzyme (5.5 nM or 8 nM, finai
concentration depending on the commercial source of the enzyme) was pre-incubated in the
presence of the inhibitor for at lgast 30 minutes in the assay buffer. When pre-incubation was
completed (~ 30 min), the reaction was initlated by adding NADPH (200 uM, final concentration),
and 7-benzyloxy-4-{trifluoromethyi}-coumarin {BFC) (5 uM, final concentration). The oxidation of
the coumarin substrate was recorded by a 96-well plate reader POLARstar (BMG LABTECH,
Offenburg, Germany).

The initial reaction velocities were measured during the first 5 min of the reaction when
the release of the fluorescent product is linear with time, in the absance and in the presence of
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10 concentration depending on the comrercial source of
the enzyne) was pre-incubated in the presence of the
inhibitor for at least 30 mnutes in the assay buffer
When pre-incubation was conpleted (- 30 mn)
WRAWIPYAI2nvas initiated by addi ng NADPH (200 l‘J’QlT”??“H%{?MG”
concentration), and

7-benzyl oxy-4-(trifl uoromet h¥l) ccumarin (BFC) (5 uM
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birietatRAH i @8ETHned hiter MBitRIidn fEHbighf mindél ByREhAEANO B iandard curve
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| onspray Voltage (I'S) 5000 Curtain Gas (CUR) 15 WO
20071 e31312 PCTI 1 B20061002639 - 142 Nebulizer (NEB) 10
Collision Gas (CAD) 6 Entrance Potential (EP) 10
Compound Trwt sl eon (elf) "P PP CE CRP Ref. TFns

VY th/ME3120st er one Anal yte 305.4 269.2 56 170""21“‘12806“’02639
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gRitoived for the netabolite. Sanples were anal yzed

in the, %M%&p&:n §(‘s&a%rdo‘5>d wé%l% tﬂ?ﬁl’ﬁ ICSOs a&?bulated

spectro I osy stens a/
"apﬁﬂ‘éf“d'a?b@’ﬁﬁ‘ W‘“ﬁ?drfa'r%?db‘aﬁﬁ%w Sr??""&fsfa ons (for'example:
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The sample injection volume was 10 L and flow was split post-column with 0.4 mb/mlin
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spectrometar settings:
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alfkyl . -C" cylcToal Kyl,” Cs-Qgno aryl. ¢Z2-C

hdt erocydyl . and heteroaryl groups 1s optionplly
substitufed ith one or noref R14: each R14 |s
iLndenendentlv del ected from -Ce_al kyl hal bgen. |- CN

CF2 and -d?12"; and each | is independent Iﬁy;
selected fromO0,1,2.3.4.5. and 6: or




a pharmaceutically acceptable sail or solvate thereof.
2. A conpound according to Claiml. whereini: R, R
R3, R are independently selected from hydrogen. C, Ce
al kyl, . (CR12i RI 2b), hal 0, -(CRI ZaR12b) | CN,

-(CRt 229t 2b), CRt 2*. - (CRt2agl2n) IN(R 2rr Rt 2b) and
-(CR12aR12b), CFy and RIO and Rl | are independently
sel ected tram hydrogen. {‘@Rl bkt 2b) 1C, . Ce al kyl ,
duR12ARI 2b) , G C1, cy- clcal kyl. -(CRlzaR12b)1Ce C p
aryl -(CR12"R12b), C2-C, 0 hererocydyl, and

L (FCRIR2pRE RO et eroaryl . wherein each of said C 1-Ce
al kyl, C3-C, 1 cycloalkyi. C6-C,p aryl.

C2- C10- hat erocyclyl. and hzel eroaryl groups i S
optionally substituted® Rogle or nore Ru; or a
phar maceuti cal |y accept alf seql or solvate thereat.
3. A conpound accor di ngf’t &f clfai H'2. wherein: R, R2,
R3, R4 are independent g g@g@ct ed from hydrogen. CCs

al kyl . halo. -CN, -ORlzeY and -CF2; and R5 is
hydr ogen; or a pharnag 5IIy acceptabl e sail or
sol vate thereof. -150- conpound according to
claim 3. wherein: Rlp isghy rogenégr Cl1-C5 al kyl; and
Is selected from-(CRh2aR12b), C1- al kyl .
1CR12' Rhza) 1C3Cn cycoa kryl.-(CRI 2aR, 2b) Ce.Cta aryl.
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3. A compound according o ¢laim 2, wharein:
R', BZ, R?, R* are independently sclecisd from hydrogen, C;-Cy alkyl. halo, -GN, -OR2% and -CFy; and

RS is hydrogen; or
2 pharmacoutically acceptable sall or solvate thareol.



Rs is hydrogen: All, R, Re. and Re are hydrogen; R

10 is hydrogen or-CH3; and RIOis -(CH2)Ce C,0 aryl or
.(CH2) 2Ca. C,0 aryl, wherein said C6-C,0 aryl is
optionally substituted with one of nore substituenls

i ndependently selected Irom-C and -F: or a
pharmaceutical ly acceptable salt or so val e thereof.
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| hyi -1, 3-t Nazol i di ne- 4-car boxam de. and | osanpranavir

calcium 14. Use of a firsl conpound and a second

conmpound in the preparation of a medicanenl for the

treatment of HHV inlaclion in an H V-infected mamal .




inelics in a manmmal, wherein Said first conpound Is an
anti-H 'V conpound and said second conpound is seisCled
fromthose according to any one of clains 1 to 11, 18,
Use according to claim 17 wherein said anti-HV
conmpound i s anprenevir. CGP-73547. CGP-61755, DWP-450,
nef f navfr, nlonavir, saquinavii. invirass, |opinavir,
7MC-126, atazanavir. palirddlir, GS-3333, KN 1-413,

KNI . 272, LG 71350. COP- 61755 PD 173606 PD 177298

Drp'%to led | [7 a: Honyl}-M-
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- 4 ma in- no su!l benza 2-(2-fuorephe-
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no;ﬂ"l”"‘%""?‘“ ‘HVP‘“I” | hi azoi d. 1e- 4car boxanl tde. and

|19 S hahhRbBIRMbknbosifort kot j‘e stthcive abbulrR IRRL B G&Q&,%%m&\; &y one of
any@ne! ©f, 6d sphdfacduiciiPactepivietfer. t he treat ment of
Infection in an H V-infected manmal ,

13. A pharmaceulical composition according to claim 12, jurther comarising an HIV prolease inhibilor selactad from
amprenavir, nallinavie, dtonavir, saguinavir, invirase, lopinavir, #lazanavir, pafinavir, indinavir, lipranavir, danmawir,
brecanavir, {(AR)-N-aliyl-3-{[25 .35} 2-hydroxy-3-{(3-hydioxy-2-methylbanzoyllamino|-4-phenylbutanoyl}-5.5-dime-
thyi-1,3-thiazoliding-4-carboxamidae. and fosamprenavir calkcium,

1d. Use of a lirst compound &nd a second compound in the praparation of a medicamani for the ireatment ol HIV
inleclion i an HIV.intected mammal, wherein sald liret compound is setected from those accorging 1o any one of
claims 110 11, and 532id second compound is an anti-HIV compound.

15, Use according to claim 14, wherein said second compound is {N-{(15)-3-{3-isopropyl-S-methyl-dH- 1,2 4-triazole-
4.yl}-¢xp-8-azabicycko(3.2. 1]ocl-8-yl} 1-phenylpropyl}-4 4-diffuorocyclohaxanecarboxamide),  ethyl  1-endo-
{8-{{35)-3-(acelylamino}-3-{3-fluorophanyl)propyl |-8-azabicycdof3.2. 1J0¢1-3-y1)-2-methyl-4,5 6, 7-telrahydro- 1 Himi-
dazo[4 .5-c[pyridine-S-carboxylata, or N-{(15)-3-[3-endo-(5-isobutyryl-2-mathyl-4,5 8,7 -tetrabhydro- 1 H-imidazo[d,5-
c)pyridin- 1-yl}-B-azabicyclof3.2.1] oct-8-y1)- 1 -{3-luoropheny)propyl) acetamide).

16. Use according ta claim 14, wherein said second compound Is selectad from amprenavir, CGP-73547, CGP-81755,
DMP-450, nelfinavir, ritonavie, sequinavir, invirase, lopinavir, TMC-126, atazanavir, palinavir, (i5-3333, KN )-413,
KNI-272, LG-71350, CGP-81755, PD 173608, PD 177268, PO 1782390, PD 178382, U-140650, ABT-378, OMP-
450, AG- 1775, MK-944, vX-478, indinavir, lipranavir, darunavir, brecanavir, DPC-581, DPC-684. {4R)-N-aliyl-3-{
{25,35)-2-hydroxy- 3-[{3-hydroxy- 2-mathylbenzoyl) aminal- 4. pheayibuianoyl}-5.5-dimethyl- 13- thiaz olidine-4-car-
boxamide, and losamprenavir calcium.

+7. Usa ol a iirsi compound and a sacond comgourdd in the prapamtion of a medicamen! jor improving the pharmacaok-
inetics in a mammal, wherein said tiist compound Is an anli-HIV compound and said second compound is setecied
from those according to any one of claims 1to 11,.

18, Use according to claim 17 whersin said anti-HIV compound is amorenavir, CGP-73547. CGP-61755, OMP-450,
nelfinavir, rilonavir, saquinavis, invirase, Jopinavir, TMC-126, atazanavir, palinavir, GS-3333, KN !-413, KNI.272,
LB-711350, CGP-61755, PD 1735606, PD 177290, PD 178390, PD 178382, U-140690. ABT-378, DMP-a50), AG-
1778, MK-944, VX.478, Indinavlr, tipranavir, darunavir, brecanavir, DPC-681, DPC-684, (4R)-N-allyl-3-{(28,38)-2-
hydrowy- 34(3- hydroxy-2-methyibenzoyl) aminol- 4- phanylbulanoyl]- 5.5- dimethyl- 1,3- thiazaliding- 4- carboxamide,
and losamprenavir calcium.

19, A compound according 10 any ona of claims 1 lo 11 for the treatmant of HIV inlaction in an HIV-inlecled mammal,



