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WO 2007/ 034312 PCT/1B2006/ 002639 -1 THERAPEUTI C

COVPOUNDS This application clains priority under 35
wWO2@7/03431119(e) to United States Applicati on NeCT/IB2006/002639

60/ 720, 151, filed Septenber 23, 2005, No. 60/723, 115,

filed October 3, 2005, No. 60/725,469, filed October

11, 2005, No. 60/762, 256, fited January 25, 2006, and

No. 60/821,664, filed August 5 7, 2006, all of which

are hereby incor por&l&ﬁf’%ﬂ%&%@i ntheir

ent i maisYpplicdBACKEROPNAty uhber 36 Yt ey 1 o®) B4hRed( Bl Aication No.
6%?1% G ﬁgcf’ée%@rﬂb%r 3e§(5b%n|§6 %b/?%sﬁ% fﬁela%c%b?r%r %b%f 195 '6‘81%504%9

fﬂeéié?ﬁqbv 1éx%PP%t'\@d6%§ﬁ2t2ﬁ% f‘lﬁédvuawaﬁ,@%@ At Rio- GP/ﬁ%1 Sﬁﬂafﬁ?da‘\ugust
Treet@bal of shitiodre Berethyandorpdrateg By yerérice in@hér4biretgnzy me

system can markedly altef dK'&%b‘UNDlO phar macoki net | c

(PK) 1Jorofl e and_can resu ub-t herapeutic

| evel ge 6>F°°Pf|961§£’469 ﬁ?&?“f‘ﬂ) é?zyrewfa ﬁ)éc,ten] i, resppasi Ire é% tl@fbxotransformatlon of
dwdtsi fromrefcet e nectivi eretgpylitessta larearsadily extdtauicpythe bddy. Furthermore, the

r'aﬂ? @8I W@ﬁaﬁsdrw theI @‘Vﬁ%@%‘iy}n@ Eﬁfe)h \z‘ér’f Hm%rk(a&ﬂ' Vhker their
infe
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e o el rarqaRaN gt Rfeclivaraierasy . cHIcHIaY tispiEedskeinfantingj gt as human
iRlpodefibitihey Wiu€ (H10) infeStioak)i suért $ublierdpBiltic Rirdg ;ﬂé’éﬁxa IdvRls can lead to an

%ﬁéa%gﬁrgs@angd'é&he%ﬂ enzyne, is also used to "boost"

rmacoki neti1 c ‘exposure of many co- adm ni stered
ant i F%'té'i'ar"lﬁﬁTNélSs’a m V profepse 'P@b"aé(fﬁé*ia&tdéﬂ to{js afjlity to inhibit the
&tociitbra@ P30 3 GNiyiieC Rralso gasitts Hobdtetsé phaarhacokindic RREcaN® of @any co-

aSJn‘H‘Fste%of ﬁtre?rolnré %\N@%r eNSE so<’§\e lﬁﬁ'clqu#a"l)ry El@ﬁﬁant%ggromtestmal

Adnmini sterin 0ses 0 onpou
wdtfvﬁt%a'tcewe SRR YOS SIFY TS HelFTRS 7R SIRIPRE e Alpsiering
ib dosee biac¢ampnurafwitt ipoigat antdralstcivity may alsa cestribdite ki the sefection of drug-

r@geﬁﬁlt sﬁ;Yr%?aMw NRh&Jet @memmt& cesabkéoa?%sésﬂgg amb.ravs! dsHrSctively as

T PP deertany s@iat ¥ lte? il b rPugeant asvanages
mdgmrﬁne@t&n@luadvﬂmttragfe@nt drtbse Refleanseitan ipfegiédnuwithi the Hivevirus. The

prégeat .n\%nﬁon%sctobw&nﬁ;uﬁrfde_rui\dﬂgref sl ihheemhibish ¥ thé Clvbes0 enzyme

?lgl/:%t\ea/mvén%ur%éc}ls-g%] SJFedO {oegen I n %rn talc% Eneg ; g%p}g?u%%%&%ggprglﬂls%red drugs,

igguding reafiTatravisg/s- be tuglsel @'W‘%%@hafmﬁ@ukﬂﬁhﬁm@wﬁe?Q"@P”S'ng such

@XPOEIS, eneflodCE nading thied| AldetbtHdidig ssing théel udi ng

anti-retrovirals. It also 4i es pharnmaceuti cal
i o2

for rrul ations conpri Si S npounds, nethods of
naki rgorefstpdinpet aFF‘e‘tf%C%Q CHFPOH%‘ISR{;f°E"H’é3rH SUMMARY I n
one enbodi nent are provi ded gonpounds of formula (1),
R7 R8 R6 Rlo R9 N, RI1 RERN.S? R4 R3 N/ R2
RL (1) wherein: 30 R1, R4R are independently
sel ected from hydrogen, g R
- (CR12aR12b) t hal o, (CR12aR1 _(CR12aR12b) 10R12a
- (CR12aR12b) t N( RL2aR12b) , R% é’amzb)tCF:% and
- (CR12aR12b) t C6- Clo aryl; |% hydr ogen or Cl1-C6
al kyl; WD 2007/034312 P I 6/ 002639 -2 R6, R7,
R8, and RO are i ndependenfl v eI ected from hydrogen,
Cl- C6 al kyl, -(CRL2aR12b)th&l of® -( CR12aR12b)t CN,
- (CR12aR12b)t CF3i _(CR12aR®b)tOR12a ()

R12b) t N(R12aR12b) - (CRl12aR12b)t Rl2a,

_(
as Cﬁll%a%%é?)iécs Qal w}é%ly%%leiétecli from g)%ﬁ)]é%r? F\él;2(32)agkycllﬁ'('CRQaW2*’)thalo,

(CR12aR12b)tC5-C10 aryl;
R® is hydrogen or C4-Cg alkyl;
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het erocyclyl, -(CRl2aR12b)t heteroaryl,
-Q(CR12aR12b)t R12a, -(Q(CR12aR12b)t C3-Cl1 cycl oal kyl,

WG20(0RB2AR12b)t C6_Clo aryl, -Q(CR12aR12b) 1C2-BIDIB2006/002639

het erocycl yl, -Q(CR12aR12b)t het eroaryl,
O CR12aR12b)t OR12a, and - q CR12aR12b) t N( R12aR12b),
wherein each of said Cl1-C6 atkyl, C3-Cll1 cycloalkyl,

C6- C1Q aryl , C2-Clo heterocyclél and heteroaryl is
opti GhalR'y Foulad i RueEd Niepsndgply splectadp framRivirodRn Cufd alkyl

-R:Rll%sa%ham d(eaéntl%mN Y(CRETRIEY @R, f(CI@1FPRW§omR5@e(ER1zaR12b) N(R'#R'®),

C| oaI E&Qb Gi&{l C %}Gloal%@lgwﬁ%‘s 12] ag?: géléjzaRmb 4Ca-C1o

QkaY *arfQ(CR'**R™)Cs-Ci1 cycloalkyl, -

i e, R
o((:aﬁmﬁmzha t gt er@ERVIR e @i heteragyalylof -G@RETRE p@Broaryl,
bKV*R%F@wﬁléndcbdéér@@h“@%lN(R@ﬁ"@lQNr%Fé’rl eackrar &0 CrCo alkyl, CoCy

S Bt G G SR W R0 e, SR e v e o

rewgBi*her with the atomto which they are attached,
formee® Gad @Oarehﬁ&éﬂeﬁd‘eﬁ@ ¥ble@EOURm ARfrdgaRALCR™2R™) tc:1 -Cs alkyl,

sLid uted wit n re R13 1 B a
f@éjz ﬁuﬁa Lacper Qké(ﬁﬂc S5 dege Yo n&ﬁ@%@ %&n A ¥aprcpy anc
YR )tb?terP&ﬂaW*zﬂFﬁm P&Cﬁb)f S@l@@e@hékyw\ﬁ?x Fw@a'&t‘o%@@ aryl, C2-Cqo
Hbfﬂr&bcl)tl h@y haéreard Gtoadie EptichaNy BuLatitad Wihlore yemea IRy br  or

C2- 1
el ot od™ Forn CPHE Vi e %ﬂ"afﬁmﬁ’e i AR R 2 e
hetergey9¥ RrPYR Pticpally S““Ft“ﬁP&? At 21500 PR
_( CRl2aR'Zlant 85" i€htlemyddntipsdigcted fromﬁm&_&%ﬁd)()&@%”@d
aryl R1za%pd Ré%&&ﬁ@mpﬁwg Q%m% Q/hllatﬁh%rlé}g X@Jcmd form a C5-C44 cycloalkyl

heter oaryl
%(‘Qg%@ﬁ WEURE10 aryl O(CRlzaRlzb)tcz C10
het er@dydﬂ/'ls 'nd@@ﬁmmﬁﬁﬁ@ﬁ% Hestme rods ylkyl, halogen, -(CR'R™)CN,

(drCRR29BE20) d? bQ E)gca Cyy cycloalkyl, R123R12b)t06 Cm aryl,

-@2%%%25%%% e85 Ff% LR R c.c,

arfl IR R ;Ctzsqocmmqw M@'R%ﬁﬁfb)é\af@ward\‘ @a.”are CAC@AC-Cs alkyl),
_mFK?RWb %1@1}% CXCR@RFZP()Mj(O)N@?aF@?BO (GRV*RQI’@?maCJ(aRmaRmb) S(O)R12a
t 1BH an 0 t

Jshgb tR@th Lé’a( RS %@‘?e‘ineéa%ﬁ Yéa.cgg é‘ep%! e EE @}ﬁp , €6-Cyg aryl, Cp-
&1 BRERY é?YG'é'n@’ld>he’§@P’é(k€t'%’cﬂ’S fSrQBFﬁ”éiy 5@2@5“5’@9"1““ OWFG‘Q&B - CN,

- CF3, eaain & ™isORdspandentynsblegtd lirotn €.sCi dligk paibgk@ntdNy -CFs, and -OR';
@l ected fromO, 1, 2, 3, 4, 5 and 6; or a
phar maceut | cal %%B@ eptapl e salt or sol vat e t hereof.
30 | rPaghidt Resee tﬁ‘? o & o Pedd ceo?r‘pounds of
f or mA pha(mapsutivdiie aeepiablddalt ORquvaRfiherM are i ndependently
sel ect ed from hydr ogen, C1-C6 al kyl,

( CRIDARYS %m?ﬁfataﬁéﬁ%ge%%%%%%ﬁ;ﬁﬁf aw | o

hydr FYJeR’ &, Ropreciadeppridghtly sREsteqirom Rgirogan 1% alkyle-(CR™*R™)halo,
mép@n@&m«tw‘zasé%mfzed(cwwbmwzag@ andCleiOBREYKY),, 35
thal 05 a|&y 2aR12b) t CN, (CR12aR12b)tCF3i
‘%"d&fz s 8N CcR12aR12b) t N( RL2aR12b)
(cszaFaz "t ROgaR’ (TRUpdRedFMICTeledad dipal dadrRgan, Cr-Co alkyl,
ACFERRZDRAIR b)ARTER ELON a(OR 2R cmaem%ﬂ@% CIer'*R'*), N(R123R12b)

1 V] RSTS 2 )12 12a512b
oy e WL R
*@ém%mi%'?t&s Jbgtergpyh -O(GH c,m R128 Rcchi@s -Cr1 °V°'°a'kY' -
dn(elﬂézﬂzf&"y«:&% aryq @E(méﬁm%gzzt et enetsmngclyl —O(CRmaRub)theteroaryl -

erein eac

§'8‘1’”8’é|%ﬂ10 af(‘:(scﬂcfm h%tFS?FVC'Vb?”‘tT%efH@Y'é? 8‘359'&%"% P”bSS‘Hﬁd with one or
mee&‘paryl is optionally substituted with one or nore
R14; WO 2007/034312 PCT/1B2006/ 002639 -3 R10 and R’

are independently selected from hydrogen,

-(CR 2aR12b)t C1-C6 al kyl, -(CRl12aR12b)tC3-Cl1

cycl oal kyl, -(CRl2aR12b)t .6_C10 aryl,

(CR12aR12b)tC2 ClO heterocyclyl and

P . | o, o I Y L = ) P~
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0 -(CR12aR12b)t C2- Clo heterocyclyl,
-(CR12aR12b)t heteroaryl, -Q(CRl2aR12b)tR12a,
WO SodRIBaR12b) t C6- C10 aryl, -Q(CR12aR12b)t C2- (AOI/1B2006/002639
het erocycl yl, -OQ(CR 2aR12b)t heteroaryl,
-(CR 2aR 2b)tC2(d -C6 al kyl),
(CR12aR12b)t N( R12aR12b) _( €R12aR12b)t C(O NR12aR12b

ggg@ %b aRIZb)tS(Q Riza and. o
— CRIGARTSDY 1 SEO SR, RBP ST o BfoeEar GRCR B+ Cs al
éﬁﬁ(r“)ﬂRm) C3C1dvcloglieh, oﬂCR’ﬁR *)Ce-Cil arviar- @R”ﬂ@?’)ﬁﬂl@ heterocyclyl, and
hﬂf%ﬂ'@@tb{&ér}ééryl AReif e&&ro@aé.avb g QW}SCSLéﬁ Qﬁto‘aﬁ?\'ﬂ atld,; anyl, Co-Coo

e
- CF3,eaeR” a@RRiEamdemn@pr@mq*ected.frsm.hvmwemcém -Cayalkyl; or
sel e®"®Ednd RBMIethek witk the 3tomAe which RBWarb attd@hed, Brm a C3-Cy cycloalky!

cceptable salt or sol vate t her eof .
dgg E?%%tgdcg‘%{lhr&paenbodl ment arecpr ovi ded conpounds, of

for m?la%h (Ff)'S {iAepeaqently Relectes froms Ciq alld  hlerepen@BntR 'y ICN,
gH'8RPYdrFS r-r'EREH0GEN, (mzaEbe)ﬁL EMI cychak, (C@N R'?)Ce-C1o aryl,

c@&ﬁ% Co éwﬁ#ete;@%?él |, Reriz d))ﬁg{e%g i L )E g%é‘@%'a%,ce -Cio

are | n Yeelect e £.0m) -
e A S
(C(R‘ﬁ%%ﬂﬂﬁwmwmﬁﬁmwﬂﬂ&wibORmaﬁaRm’)pR”a -(CR"*R'?)S(0)R">,

anﬁ C(Bih%f@ b, RERLZRRI2Dh of sa(oQBlc% lel- ally, 010 aryl, Co-
hﬁterocy% fgﬁf%?,ﬂ Qﬁ}é&f@ptm[r]%llyé};%sg Wltﬁlne c?r more R

(CRezetRB ) Diiepeedeptyr splected @m%m@bﬁalﬁu&Za ;CN, -CF3 and -OR'™;
an@® CR12aR12b) t C3- C11 cycl oal kyl , - O(CR' 2aR12b)t C6_C10

aryl 0
ycﬁﬁ?%gg%%g?%lﬁg)ste' eﬁO% %fZ%élﬁ)t?ﬂ?lZa and
QCRPEQ’R@QM'?WF@Q%FM%?FO eigithpredhch of said Cl-C6

al kyl, C3-Cl1l1 30 cycloal kyl, C6-C10 aryl, C2-C10

het enpwgma oS ntaﬁta%g?wédc At &%@Jnh% E%R%&H ut ed
ghe, of ,nore Rl 4 RL é Xl e
sel e&e‘%{ Rr Griieyefiepgdenty selegtedSromygpgem Scls alivkjpplo. -CN, -OR
and CE2aR12b) t C3- C11 cycl oal kyl, -(CR12aR12b)t C6- C10

aryl ,g54 ‘ﬁgRIZb)tCZ C10 heterocyclyl and

- (CR Z2aR%2h)qt het er.par n each of S Cl1-

al k;/li i LYcTodl %y’[‘dep%re@fh'osﬂie gd T %?[‘509335 C1-Co alkyl,
-RER Goaie. y(CR Zaﬁafd’ (Bhbt-EIRO AR )C w@% R aRTE GRIFRPINRZR'),
-mm%mzq) Rt22d<cvw%ah”m0§cmcyaw@n RLE; 1%@@%&%%@%@13%@ }C2-Cio

ha | t oLyl
e L e R
R'TMesCrar evht tAERER " fthrQw ah@?ﬂ)@m‘ cy‘é(ICB TR<1§7)theteanaryl

ca(c@?aﬂﬁbmfé’t afidd QY CR IR YINRIFR ' BackneRlB edch df REiG ST @yl \.-Cyy

CRQJJQ%FC% rRaggqbél ngetgjo%l aﬁbgﬁg%ﬁ&ﬁ:én%?%zﬁlﬁe&j\}hth one or

2aR12b)tCS Cl1 cycl oal kyl, -(CR12aR12b)tC6_C10
ar yI R eﬁ@@aﬁlﬁb@ﬁeﬁ@n@l@elh@éerfmmyaycydagen -(CR™R'®)\C,-C, alkyl,

“fgﬁz‘ggmﬁ"%@"@‘ T g %@12&%’015. it opResy

(X y e er@ beren 9P oEsal fﬂ)’ché Q;F)Sf {oalkyl, Ce-C1o aryl, C2-Cso
hetg(cCR1Y2 &Rd Ré}yrodrgioeupsis yitionally smmasaﬁm nE0RHEE R
a' KYleheh Rua(m@m h¥n drOéen an?dl %1 Cs alkyl; or

258} %%d‘?ﬁ%@ﬁﬁgﬁ tf&ﬂa@tamazs? 269 513+ Cr cvcloaty

qm@p'@norﬁ'e@va%gm@al d Cl1-C6 al kyl, C3-Cl1 cycl oal kyl,
C6- Cb@craraﬂ is fadapehdeRtiy %Bl@ét&ﬁ)fféhﬁ"@ AnglkNehQsRAr yéCRnaRmb) CN,

Go g8 ad 1:ta yied with o
Rg;'?: )‘ 3 s i b}éF % té*fe’é@ﬂ ‘B’CIP?'% C{fR@{ a?‘(%l/cfm aryl,
1R R enc- C@Netem@ctal (ﬁﬁ etparyl, -Q(RR IRIBIR'E, H06CR“R™)Ce-Cro
i ndependently selected fromO, 1, 2, 3, 4, 5, and 6;

or a pharnmaceutically acceptable saI t or solvate
thereof. 10 Still another enbodi nent provides

compounds of fornula (I), wherein: Rl, R2, R3, R4 are

| ndependent ly sel ect ed from hydr ogen, Cl- C6 al kyl,

NN A N NN " N —~ ——
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het erocyclyl, -(CRl2aR12b)t heteroaryl,
-Q(CR12aR12b)t R12a _Q(CR12aR12b)t C3_Cl1 cycl oal kyl

WOL@RL2BRL2D) t C6- C10 aryl, -(Q(CR12aR12b)t C2- C1PCT/IB2006/002639

het erocycl yl, -Q(CR12aR12b)t het eroaryl,
(XCR12aR12b)t(P12a and (XCR12aR12b)tN(R12aR12b)
V\herel n each of said Cl-C6 afkyl, C3-Cl1 20

lz’a 2b 1@ b h t 283,12b d
e SRt e S na OB R HEEER, Lo B G
[RRI“REANR' sRﬁ%)dﬁ@@‘éarﬁt‘%ﬁ (QNRER'BI KGR'“RRDIOR®, ERBIR'RB(OR™,
afna O(IG:RJZ(F@Rﬂé’(@Bﬂz%) M@euC&acalokéQd, Cr de(ERJ,IIZ aRE2R)didekyCole,, aryl, Co-

(9 {%@@g@{lg%n)d hé%roei/ﬁgr%ug§ 8t|onaIF sts‘?{uMag ‘with one or more R';

- ( CREZURR2 ) 'ﬂw@@cieewgﬁlectememeq%rpe g, balegpnofCNs aff. and -OR™:;
4od- C6 al kyl, C3-Cl1 cycl oal kyl, C6-C10 aryl, C2-C10
het ery OURS tlonaIIy
subst ?‘?M% gcl!epeﬁcﬁqtoﬂ%k%@ﬁcf#b 1Fg§ S '19%R§2a and R12b
is |ﬁd’@ﬁ'@ﬁ&%ﬁ?qwa@éﬂ’té@%?&W?"b’ﬁ’ﬁeﬁiﬁﬁ%gen and Cl1-C6
al kyl; or Rl2a and R12b, together with the atomto

Wm cfst.ii me%@boﬁﬁeﬂmaﬁbes E&ﬁd&@sgﬁro% Qyme%i kyl or

C2- ¢ £Le 12
 nGetaTiiehs Ry oS denee SRR VAPRg) S Rl s, <N, -OR
and FT2aR12b) t ON, - ( CRL2aR12b)t CF3, - ( CR12aR12b)t OCF3,
_(CRhE&RJ,&.h@gnCS Cl1 cycl oaI kyI (CR12aR12b)t06 C10
aryl &I._, ngraggtreczm & er%?%c X‘rﬁﬁ\zgydrogen C.-Cg alkyl,
C‘d} zaem E% (551} wzaﬂ%”*’)m@( R%: " CICREB™)INR™R™),
(GR'ERBGREY, )/-tCRmaﬁXz'(j}@;@ﬂFélla&)liyhet—ﬂ]R?&RW)tCG -Cyo aryl, ~(CR™R'®),C,-Cyq

1ta h2) 3 12, 122 12apy12b
i@.@éﬁ ﬁig;ﬁ{?& SRR AFEE A, -
O &szak&sfb teﬂhzao(c WeerSio b etesoeyr 2a0 '?anweteroaryl -
O(QRﬁﬂﬁmﬁ?) tu( CO)(QRTEIéZb)tN(\MéaRé"F)n wreedin edchsdiseid CL-Cglkyl, Cs-Cy
ik, Ccémg-);]} &YE], Rabi¥om, SRr el ¥ Optlg?a'lly gbgiltrted with one or
hetggocyc yl," and heteroaryl groups 1S optlonally
BSti t ut ed vvlth one or nore R14; each R14 is
i ndefétisleysrdogn eel-etatd; f r om C1- C6 al kyl, hal ogen, - CN,

CF3 R1a§1dseléﬁdlaﬁom —ngaﬁa‘;er | ey, nd(@ﬁewe);%ldﬁ cycloalkyl -

ar rra u({"i 5’3’] I (CRlzaFéeBi?%%P é’eggﬂci’c%bra”gd(‘g t B t)ﬁgtFré’B'?" wherein
S@E‘ 206 G348 BXYIPCTCHBAOOBIYD(2639aryL B-Aur héterpcyplylowid] beteroaryl
dmmpeisraptaﬁaly&ousaamwadmn e dralorar™a (1), vvher ein: R, R,

Béciﬁi@’ a'n@ ﬂ @ r}\%%gé/ntlyc’ geleg%g %%g léd(i]B 9 'kg'ﬁ‘:?[’ Co6

#3%2‘" apg R nwgﬂbermt%thﬁyﬁmd@ywch theye Ripchertilony a6 cpcoaly
cﬁicgemalbﬂewcyclyﬂgroups sel ected from - (CR12aR12b)tC1 C6

al kylogety (R@R;lZ P&éﬁﬁ? sGidcded C@LG %"i o, hglegen, (CR™R')CN,

f?g%%ﬁ (CR 2R Sop Emﬁﬁqﬁb Ener e%'a?'w (\ﬁﬁezﬁpé WsCro aryl,,
@&éﬁR%bﬁ.CS% HetGbeyCHl, e(CRWRm){BBteﬁSM(I Y CRBMRBYR', CECRCTR™)Co-Cro

A, yJO(C@?R@?) et ﬁ‘eﬁé?&c\é&% yJO(CF@“ﬂ”*) RHELIA Y bemaFQZb%@Zg%e alkyl),

E ary1¥b a2l 2 2b 1 2a 12a
R AR b R A s e S A i o
aaﬁdo&ff Ff%):saomyl % wherdR geh airidFLZh alkylo@eCh eyclasikiihCeBig aryl, Cs-

C?{/ Iﬁf@r&c@clyﬁnﬁ het%lt?oﬁ | FEUPs @tobt%‘ﬁgl@%bstltgfem/@h Srits deinbre R14

| 122,
i s I% epen&eﬁ{ﬁpend%tfy %e@ata‘? rP'BO(:yC ?%iufﬁ Cﬁ\gr(g:de?{’d -OR
an@cmzamzl)to\l 15 (CR12aR12b)tCF3

_E %Q@Rﬁﬁﬁebmﬁ%llygel@@ﬁﬁmam B,ZQ$ S,C%\g)sfdég' ?Zilokyl ,
- . - r a -
P BRSARLCAN ok RSl on seh b TR |

-Q(CR12aR12b)t R12a _Q( CR12aR12b) 1C6-C10 aryl,
-Q(CR12aR12b)t C2_C10 heterocyclyl,
-Q(CR12aR12b)t heteroaryl, -(CRl2aR12b)tCO2(Cl-C6
al kyl), -(CRl12aR12b)t N( R12aR12b)
_(CR12aR12b)t C( O NR12aR12b (CRl12aR12b)t OR12a
(CR12aR12b) tS(O R12a and (CR12aR12b) t S( O) 2R12a
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each It is independently selected fromO, 1, 2, 3, 4,
5, and 6; or a pharmaceutically acceptable salt or

waeolo7ase12 hereof. 25 Still anot her enbodi nent BET/B2066/002639

conmpounds of fornula (1), wherein: 12a, Rl, R2, R3,

R4 are independently selected from hydrogen, Cl-C6

al kyl, halo, -CN, -OR and -&F3; R5 is hydrogen; 30 RG,

R7, R8, and RO are hydrogen; R10 is hydrogen or Cl-C6

al kyIFurtiRt proyided heiR1ara FATHSYRYSSE foTiied Pytheraither ei n sai d

C6- CH, R )1, R sreGrifebsnaantly YelSdaiStoht Hyti@gen(VCi-bs &ikg haloy-CN, -OR',
nmr R13 each Rl2a and R12b is independently sel ected
From’ hydrogen and C1-C6 al kyl; or 35 Rl2a and R12b,

t ogetH&rhydiPeam: t he at om to which they are attached,

f or mr, E3RTAdd Royeed ln@tdgyd; or a C2- C10 heterocyclyl

gr ougzo; 813 ¢sc| ependently sel ect ed from Cl-C6
al kyl 11E”id;°g ' (

CR %

( CRF2aR1 59 Ct“t'écﬁ a%ﬁ%zﬁ Pl c1(fR 3{% i‘giri“ | Gyeloalkyl,  —
(CB@FR‘?aRﬂb)atyce(mﬁR ‘hty*la Cto he(e@mmm@b)(eaféiﬁ)meteroawl wherein
QR F Q8Y &), ralk @] Baky, h@t@E)‘é@T ¥d,-C.o heterocyclyl, and heteroaryl

%ﬁsth

t C6- C10 40 I,
ef&v&w@ﬁiv B CBIER Ry | ary
- O CregaRT 2y Rife tsérdeagngently sqlwzram@m%@zq Ei-Cakyl; or

al kylR' and é%&%%&MM@%Bb)hey are attached, form a C;-C44 cycloalkyl
m%% NR12aR12b (CR12aR12b)t OR12a
A 2a VIO 2007/ 034312 PCT/ | B2006/ oozgsgb
-6 arfdch ( SZ&‘F@@B?Q‘"@( Oeered dromertei Akdadalogan. iR R CN,
@IR'ER™lcky | (CRZIREDDAFY,C HORPIRY)C.CH- Sbbatayly HCRIZR'*GLOC,, aryl,
ES&@F{@%}&C by'heteﬁore% Jﬂe(c@ew@vbyﬂete%a pé(dRsza@% hwad;(bwzapamb>,c6-cw

PR 1 Cou PSR oo PSR B (SR B0 Ry o
_(ml?R’]ZaW‘IZE )1KGR128%ﬁm(B)%Zém12bt GC§12FR] Hﬁp%1ﬁad em ?R12b)tS(O)R123
§rﬁil @ﬁf\t@ﬁmf é RP?  dheréin e§oh ﬁsaﬂs& 8N&lk\p C3-@r11 cyé!oalkyl CG-Cm aryl, Co-

rmaceu | Ci ate Q]
B BHEROEH el b i e SO o' D B y
(1), sddeReiinindgendargly segiedRpmaEeCq alkib feledemntFl, -CFs, and -OR'
gl ected from hydrogen, Cl1-C6 al kyl, halo, -CN,
Rgm‘af%c tléglggggdengsbecﬁgfrﬂéghygré)g%qar@&R?l kR|8 g?_?_
is -(mazmgm'@@ﬂ@m@b'aﬁeﬂoré<?'V qierec2aR12b) 206- C10
aryl, wherein said C6-Cl0 aryl is 15 optionally

su bSt %JII %Lcﬁ% FJ&! r%}l(?ai%rrds Soum%of gﬁ?@ﬁg (I)qugé?'elﬁ'n d R12b

i's inde en and Cl-C6 2
al kyl R’ %&ér%'ﬂﬁepmdzﬁt'v selseed Pi‘é? hygre ﬁ”’t%ézﬁé‘{k?ﬁ'nW% “CN, -OR
miml-chathey are attached, forma C3-Cl1 cycl oal kyl or

a C2- g gggg,qocycl yl group; each R13 is independently

sel ect@d fgo | k hal ogen, -(CR 2aR12b)tCN,
(%Rﬁzg‘RfQ%%; ngda?%éIZaRl%) t OCF3,
(CR' Qk&mwpme@@reﬁqe Il oal kyl, - (CR 2aR12b)t C6_C1D

aryl,r"s ‘2aRh0 1t Gy, %@relﬁ%ﬁﬁ Ry Cdrf ks: optionally substituted with one
or(CRl aRl )t het eroaryl, -Q(CR 2aRl12b)tRl1l2a

2aR1262b)tCG Cl0 "aryl, -QCR 2aRl12b)tC2- C10
het or easy B nd R {iirdepamientlyjselndeciraraygiogen qnéi@y-Cs alkyt or
2aR1 2R A0 lodethenlitiythe at%m (o?ﬁ%]cﬂ&ﬁll Zb)be;ItN(rBd,Zérﬁla?@}Q 1 cycloalkyl
2aR12 CR12aR12b)t OR12a

ﬁ‘%&%% %ﬁ%% 2a and - (CRL2aR 2b)tS(OQ 2Rl2a, . ..
V\,her epasheBcls didepaidentiyy sssted| fkgm | CcSe @y dplooem| KGR“R™)CN,
GBREHY xRy (CRZR2FDCEL0 (naf"-w%ﬂmgahylcyckmn@l hecle‘rza@éffpe Cyo aryl,

u Y. (SYbgtah GRE) QN2 T ) G-
JeR e f CPMeltqueLg!‘éI%q é@é‘ R g #ggﬁy'mbg% mR ‘P1< -~ oyﬂil %Ce-Cro
ﬁg{] @ Rd\pz-Q@pgterogWa/ (CR R %tC (Ci-Cs alkyl),
(CR126R12b) N(R12aR12b) (CR12aR12b)tC(O)NR12aR12b (CR123R12b) OR123 (CR12aR12b) S(O)Rm',
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each t is independently selected fromO, 1, 2, 3, 4,

5, and 6; or a pharmaceutically acceptable salt or
waeiwase11 hereof. 30 Still another enbodi ment pPeDB2dE#002639

conmpounds of fornula (1), wherein: R, R2, R3, R4 are

i ndependently sel ected from hydrogen, Cl-C6 al kyl,

hal o, -CN, -ORl12a, and -CF36-R5 is hydrogen; 35 RG,

B, 15 Al € h i s hydrogen or Cl-C6
T R Do LR 7 o PSR s A €4y Sepmtslocry o o=
Gihleatespycly ednd h@@om@r@pyls optipnaljyisilstitatel with enelas tiotetR'& d

Wi t h eatheRls ilBRpEndBT; selRddd frbd d1XHrRYIE Raisen CENCECH KW oR™>:
Fd 40 each R13 is |ndependentl aﬂ(?ec?g%lanfrom C?
A

kyl, hal ogen, -CN, -CF3, and -OCF3; or a
phar r?a?f‘éuﬁ'i“%a?ﬂd9ntbl@@'éﬁ‘fda‘m”é0,éa%i3, 46, agbyat e t her eof .
WO 2GQRar34a Al 4ctéptaBrRA6 6ORREEB thereof!l A furt her
enbodi ment provi des conmpounds of fornula (1), wherein:
Rl, R3, and R4 are hydrogen; R2 is Cl-C6 al kyl, halo,
“ON, Yetﬂi?mi]?aembeﬁ"mG@P@V'de%mf-@ows plyemylgéh whesin: R7, R8,
and RY Rir®’, Rﬁ/m“emgeﬁendenw@elecmdhmﬁhrr@gegbnow@]aﬂ@ﬁhab kgh, -OR'?,
aidJed,;s - (CH2) G6-CL10 aryl or -(CH2)2C6-Clo aryl,
V\her?\;sn sai d C6-Clo aryl is optionally substltuted
wi t h &Y geﬁbre R13; 10 Rl12a is hydrogen or Cl-C6
al kyIR RiriRf, adl ¥ aR1Sdrbgent ndependently sel ected from
Cl1- O@zwaékmtogem@lgg@gam CN, -CF3, and -OCF3; or a

phar paceu 1h tabl Izt, r. sol vat e thereof.
I n aﬁt {d %/Fs?é a?e g 1ol’é “GoAYoUREENGRId CoCro anyl is

OPQ!ﬂ“ﬁ‘i}’ISabs(tW”)ed witeneer frore R'5 R3, and R4 are hydrogen;
R2 i 2adBR'CanaRRYis lndepQ1dentI}Fselect€B\|from %r‘?en afd 2Ry @
ar%

- CF3; 12a 1% '/
h%(dr (I;gen Ii gg q{ep ﬁ‘ptp% ggt’r[]‘l té??lhlc_; g?efafrogn a C;-Cyy cycloalkyl

or &te@iﬁy%ﬁ’?}‘lp or -(CH2)2C6-C10 aryl, wherein said
06 CeéchaiR)lis | isdep@tdentiyakdlgeteds lﬂb&t lct; ot eﬂkyWI tdogene (QR12aR12b) CN,

@%@F a@:@”&@‘@%&g@?’ -EC%(*FE" El&%ﬁgel(e&bﬁgzb WD aryl,
@# %a @ﬁw %%?rf’%yc'ﬂcé@ﬁagm>@et§raﬁrf/' &KC%OR/a)t% " RSRER™)Co-Cr
aph -PIERTRTCadothhteroceivh c0(GRITR “Anaerpargy { ORTREQURERGS alkyl),
(@R%@F"wh&adq") (om%ﬂi@l)tﬁ O)N@l R12R3-(CF@F*Q12*%R&F e (&W‘@hf’%[b Rz
12
aﬁ? étr“’%gﬁ% Whﬁ'gm egﬁ ofﬁgldé.‘ﬁ- sﬁg-B %g(‘e,hcycloglbyl F&GCPW gryl C,-
qwlgapewgqﬁyl &pd (l}tgeary@[pups\;ls oQt@pﬂly Sipsitgted withdneor more R"
- ( CH2)cAGH" ©lkdeparidbntly WhBIBEIEd flors @&, SRyl Gldibgak, Y.ON SCFa and -OR'*:
aAptionally substituted with one or nore R13; and each
R13 i s independently selected fromCl-C6 al kyl, -d,
_F, SeeNtisinderendeiiy selestgddromd) 1, 23, dhaersEant i cal | v
accepipbddmacesithily aocepsblesat & sbihge @efeor. 35

Still another embodiment provides compounds of formula (1), wherein:

R, R% R’, R* are independently selected from hydrogen, C;-Cs alkyl, halo, -CN, -OR'2,
and -CF3;

R® is hydrogen;

R% R, R?, and R® are hydrogen:

R is hydrogen or C-Cg alkyl;

R'is ~(CH,)Ce-C1o aryl or —(CH,),Ce-C1o aryl, wherein said Co-Cyo aryl is optionally
substituted with one or more R';

R'® is hydrogen or C+-Cs alkyl; and

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

a pharmaceutically acceptable salt or solvate thereof.
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In still another enbodi nent are provi ded conpounds of
formula (1), wherein: Rl, R3, and R4 are hydrogen; R2

WO 2007@8312 - OCH3, or -OCH2CH3; R5 is hydrogen; PADIB606/002639

R7, R8, and RO are hydrogen; R10 is hydrogen or-CH3;
WD 2007/ 034312 PCT/ | B2006/ 002639 -8 R' is
-(CH2) C6-C10 aryl or -(CH2)2C6-Cl0 aryl, wherein said
C6-Cl10 aryl is optionally substituted with one or
nore R13; and each R13 is independently selected from
Cl- Ca\ f@{%yémbodlﬂemt prdvides éapourdE 3f foiuth (H,GEERBin: or  a
phar utnld are oq,gg%Ept able salt or solvate thereof. 5
In a urtéh b ovi ded conpounds of
f or miy’ &Qﬂoﬁa'kml"eﬁh‘!'o% °"&3’ and R4 are hydrogen; R3
is CR(Gyabyenl, -G, -F, -CN, -OCH3, -OCH2CH3, or
- CF3;56 ; R6, R7, R8, and R9 are
hydrci)? RJ?OR[R%TC?l S E]rgrogen or -CHs; Rl11 is

CHBgosh Q?e'é?fﬁfCeP'M(CHz) 2C6-C10 aryl, wherein said
C6 CH)' iar-y¢H,)Cs-Oayparyiom al(Cly)CoGlasarylt wheesn ##id [CGmeandris optionally

Sgpsrhejtejgjqﬁthoa@gn;le@ gach R13 is independently sel ected
-CN, -CF3i and -OCF3; or a

phar rﬁacéﬁﬁ;g’ij@%ﬂnl"ychg%ae’gl’g M e salt or solvate thereof.
I'n a eadr Rfisindeprndetityrestacteg fremi s BB dhaloaey dibh & sgind -OCF; or

f or my ghafakeutitdi@sRbpiable Sk or SSRatedlited’d are hydrogen; 20
R3 is -CH3, -QOCH3 or OCH2CH3 R5 i s hydrogen; R6,

R7, R8, and RO are hydr (? R10 i s hydrogen or-CH3;
R11 il8anqiEHopmgimeng &proy earcomwpeﬁ)%é%mea@) Hpeyein:
wher eR'PR% aidR*GR-Hyddgeat yI is optionally 25 substituted

Wi th ene. of aq@lc%, F]?.J_?m}I €H3’ qg,_, B3, @ l.ndependent | y

sel ect ed from -CF3, and
- OCF3’ igfydrogeny o maceutl cally accept abI e salt or
sol var’ert REredR® ard mydspgén; anot her enbodi nent are

proviged h%?S@RHﬂQﬁi of formula (1), wherein: 30 Ri,
R2, a e hydroge
S b BgdRaRes S el IV ST At gy
Wetrttag:emthcnneor@@eRgﬁanl is -(CH2) C6-Cl10 aryl or
- ( CHZ)8PR 3 GeliRke erantIy‘éQ&ﬁéﬂi ffbnﬁ@i-(ﬂ; afkor; C1.0F, acy - ClﬂSand -OCF3; or

Ioﬁgggag;?]h& rX%c[eﬁc'uca St cctel'{gtg ?a\ﬂno‘ sol\%peqhé?'gdpfnor e SUbSt I tuents

phar maceut i caI |y acceptable salt or sol vat e ther eof .

| n angishemnoesiabodimat a@peovidedstntbethds onfpauizdl, vitrein:

formma( |l 40R1R2R3R4 R5, R6, R7,
aIlz RR%AdRWP 7 en RlO i s hydrogen or-CH3; WO

2007/'@3%1@6%&7 Céa*zom? @BSHs9 -9 R11 is - (CH2) O6- C10

aryl RYis hydddgad); 2C6- C10 aryl, wherein said C6-Cl10 aryl

'S Re, R7, Ra, and R® are hydrogen;

R"is hydrogen or —~CHg;

R"is —(CH,)Cs-C1o aryl or —(CH,),Ce-Co aryl, wherein said Cg-Cqo aryl is optionally
substituted with one or more R'®; and

each R™ is independently selected from C4-C; alkyl, -Cl, -F, -CN, -CF3;, and -OCF3; or

a pharmaceutically acceptable salt or solvate thereof.

In still another embodiment are provided compounds of formula (1), wherein:
R', R® and R* are hydrogen;

R? is —CHa, -OCHj, or -OCH,CHs;

R® is hydrogen;

R®, R, R®, and R® are hydrogen;

R' is hydrogen or ~CH;
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optionally substituted with one or nore R13; and each

R13 is independently selected from Cl-C6 al kyl,
whadoogees12 - CN, -CF3, and -OCF3; or 5 a PCT/IB2006/002639

pharmaceutically acceptable salt or sol vate thereof.

I n anot her enbodi nent are provided conpounds of

formula (1), wherein: Rl, R2; R3, R4, R5, R6, R7, RS,

B et b Sl SRl o 5 Gy Sty

S@Pﬁﬂtumda\llthyn%wmelﬁutae@ with one or nore R13; and each

R13 ie§cH mﬁd@m@epe%aéduys&e%{ee%ﬁ@ ot oy, Cér F6-oN, KK, .and -OCFs; or
hal og phar naceutical | y

acceptpﬂ%rf“éaces%'fai"y %CCépt%?e i 8rcnﬁatPéhefe°?15 In still
anot her enbodi nent are provided conpounds of formula
(), wherein: Rl, R2, R3, R4, R5, R6, R7, R8, and RO

are o ' aryl or

S, BT S e LU

opt | a?l%f‘dﬁjlﬁé?thy@raﬂeéd with one or nore R13 and 20

each RREX,iG alkpoep eh dantdgH.s-eloeistiddorf-com Cl1- C6 al kyl

hal ogen,p, arg&g -CF3, and -OCF3; or a pharnmaceutically
acce%tgabl t, or sol vate thereof. Further provided

are rﬁxo na‘%d%farefryprﬁ%‘?“a (1), wherein: 25 Rl, R2, R3,

R4 ais hdiequemde®tky sel ected from hydr ogen, Cl1-C6

al kylr' i GHZ)C(;-@\!, aryl QRLLEM,),ca8Y arfehherdiy shig dl)t%fé?g% optionally

sare independently sel ect ed from

ﬁﬁg%‘t”géé‘é”h‘ﬁ"ﬁ”&"‘eg% ey pd (CR12aR12b) t hal o,

- CszsatFaéb)'rtd@p@nder@miez@mzm)@@aalkw  -CICR1 ZARGHp )an ORIGE; or
_( CREugaR2bgutitd(iydciadtdbianalt oddivate ¢l R12b) t R12a

_(CR12aR12b)t C3-C11 cycl oal kyl, -(CRl12aR12b)tC6_C1
aryl, é“«’ﬂ! 2aR12b)t C2_C10 heterocyclyl

_ ( CRImaRIhes prfediesnbae Providedsomrapd R iR h avhersin:

_ O CRI RERIRIR tafsdy@ddenc y cl oal kyl , - O CR12aR12b)t C6- C10
aryl ps; C10 heterocyclyl,
- ( CRj YN LN ﬁlggér%fr%y - (XCR12aR12b) t OR12a, and

qcﬁlfdﬁiri%‘%”t N( R12aR12b) wher ei n each of said Cl-C6
al kyIR®, RE3RTCArd R°@yectiydrapday | , C6- C10 aryl, C2-Cl10
het eroTy gjdrdgen a@Hpet eroaryl is optionally subst ituted
Wi th

n Wi.t h
the. 4% O Fa Y sy (R EE b AERCHeri P Gz, Tl optonaly
@ft“é'ife@dvtblow orgrosiR’; ap®t i onal | y substituted with one or
nor e eBanR" Radbpdndehly sulsdtelRlréh 0,8, bikdeoedemt loe, sak essred:

from n 2a and R12b,
t ogetaﬂ)é?rrmgg?%ﬂca{ﬂﬁgcce Jfab?%taﬁ‘ OR/%JVQtﬁ%}eﬁe;% are attached,
forma C3-Cl1 cycloal kyl 40 or a C2-C10 heterocycl yl

gr oupn yéﬂﬂnoﬂﬁ@gmlﬁbaﬁr%ﬂﬁar@ﬂ\/ideazaﬂﬁduam Pmula PweRGh R13

is ingd %w‘)@rg%&dt ed from Cl-C6 al kyl, hal ogen,
- ( CngaRi 2aR12b)t CF3, - (CRl12aR12b)t OCF3i
- (CRI2ER? @C@Pfacycl oal kyl , - (CRL2aR12b)tC6_C10

aryl R° nsr(ydrlaae?laRle) t C2- C10 heterocyclyl,
(Wﬁlﬁb%rﬁmta%r%%y n - A CR12aR12Db) t R12a
C?%@ aryl, -Q(CR12aR12b)t C2-C10
het erocy &Y e” OGCER12aR12b) t het er oar I ,
aR}EsztGEQZf(@SH C6-(@HPL-$1o dByl, wherein said Cg-Cyo aryl is optionally

suée%ﬂeaaﬁﬂ 2R drioreltiBdih R Rt indérfeRdetdorddieh LDk a2 b

o %%a%lf%*é%%e@%%ﬁﬁeﬁ?#@&g of saild CL- 08
al kyl, C3-Cl11 cycl oal kyl, C6-Cl10 aryl, C2- Cl10

he:J eﬂ@&%ﬂe%&mbo@’ﬂﬂnt% ;ﬁ‘é\mﬂﬁl )tém;ﬂnhﬁ’dé%‘?fohﬁulé)@t iRy
substi tut 0Pe LOr,7 is

i ndepende%g Iﬁﬁﬁéeﬁzegt ede r om &%13% hgﬂ?%ﬂﬂ“ hal ogen, -CN,
- CF3, andR'trhvipgenorgfili10 each t i s i ndependent |y
selected fromO, 1, 2, 3, 4, 5, and 6; or
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a pharmaceutically acceptable salt or solvate thereof.
Yet anot her enbodi nent provi des conpounds of fornula

w@Rgo7/osdzez ei n: R1, R2, R3, R4 are independent|BCT/IB2006/002639

sel ected from hydrogen, Cl-C6 al kyl, halo, -CN, -ORl2a

15 and -CF3; R5 is hydrogen; R6, R, R8, and RO are

hydr ogen; R10 and R11, togetéer with the atomto which

they are attached, forma C2-C10 heterocyclyl group

opti onal | R 'Stib&HeAGetCer a0 Ph—GHe-GrCrarepk BN 59 oy anl s

R12a optihalikdistitutediwitd epeondert RS, as€l ect ed from hydr ogen

and Cl-C6 kyb ; h ~4h

atomto Wh?ééw hfxt ﬁ meg%%@ty?éggﬁgég% ¢ Qﬁ%ﬁk&ﬁ%%ﬂfﬁ ONEF, and
c(?co:al%yl or a C2 C10 heterocyclyl group; each R13

i S | ndependeartdayeutelpatcethblersatroiGbivas trerdofs| ,  hal ogen,

- ( CR12aR12b) tCN, -(CRl2aR12b)tCF3, -( CR12aR12b) t OCF3,

IR B B e
- (CR12aR1B)R*He BT, BARIIR', ROBCF{.@Z% Rare bydreena

_O( CR12aRE2) LEHEE Ayl or = 28RN eI CoCry aryl s
heter oF%i'b'y C%l\ZaF%le()))t et et oaryl,
b} D™ 8 ARG

(CRlZaRlZ’B‘)htN Rlle%m@syﬂy aetem‘zém&)qe@m RPABARENp -CFs, and
- (@Radr12b) t OR12a - (CR12aR12b)t S(O) R12a and

- (CR12aR1 aid Cl-C6
al kyl | & eRye cyc‘1g f%?m%%@b&g%fﬁe - C10
heterocyclyl and heteroaryl groups is optionally
Substin stmtaeoiheMembooUmm are proided deingound® ofdaraialalR), 4vhergin:

I ndependerﬁaﬁw ﬁeheﬁwd ATk R jlikydn; hal ogen, -CN
-CF3, and %i_é ‘and each t iIs mdependently
electedﬁ 12345and6 or a

phar maceutR’ oal—l((széﬁsfﬁ‘eptaabbe—@alszeemo sof, vettegeint lsgd 6BfCqo aryl is

35 Iy mlyfmsst@mcmhmm@r@a%ﬁw ded conpounds of

formula (I e
i ndepende e%‘?hngeﬁ 'g%elpgbdl?zt Ve Bgité%l e ‘"’@f(ylcg"‘“%ﬁef%y]cr\l -CFs, and
hat@:Fs-@®N, -OR and -CF3; R5 is hydrogen; R6, R7, RS,
and RO ar e payeHaeg@cully dddeftidit andr Blldie tHea@et her Wi th the
atomto which they are attached, forma C2-C10
het erocycl yl group, optionally substituted with one or
nor e R fPW%?FMmOﬁWUYaBQOHW%%w -11- Ril2a
is hdeeraﬁ RS mreide@éndantly pélectarfobneiadingd] 8,-Csalkyl, halo, -CN, -OR'?,
é,ﬂd@;pendently sel ected from Cl-C6 al kyl, hal ogen, -CN,

or a pharmaceutically acceptable
salt %Hn'ySTOQ%ﬁ‘e thereof. 5 In still another enbodi nent
are at’f c¥deRl, codpBlnais iofepbrsientyl @elédyd fisherhgirgen, RL;Cs alkyl,

-Ra?mﬂmjh% @fFﬁzaﬁMCQ,g- {12222 Clsg %R@ﬁv@’tdﬁﬂ; dn:@lzaﬁmb %&Rm)

20, 8 120 2 h [ 09 .
ér e E]{ 3? Ro r(lc;'g;gi T%f ’dn‘a '%W 1 X ﬁél)‘cv\;t"h hé&gt Bm1CzCro
h%erm@ﬂh t(‘ﬁ% V' RATdetgropes h@ER ’f%?"mﬁe“’a CR(ARITBR™)Cs-Ci1 cycloalkyl, ~

DEREFRIEYCI Gl GROUPOCRIERBNaLdY HbtbBkyolyit ed(ON”FFU%Wé%r&FyL -
g@%{ezlagib Blzﬁd IOQ’(tCF}éq{@ﬁ\gIQu%ﬁZb)f rwheredf‘ii_ll K s‘?{adc eé’éca% Cs-Cy4

epe d y Sel ected
waPiyd r?e-C@w' Cfs hetgioayclylpari3hetesparyl ds mtlaaailﬁ@@ﬁt'twéﬁmﬂy one or
ace®ft abl e salt or solvate thereof. 15 In a further

ahngggliﬂ%n& gr etﬁgerﬂ%\“mgtﬁgﬂg O'tjong/ﬁlcquthéyogrgu&écf(eh) form a Cx-Cyg
heterocyclyl group, optlonally substituted wuth one or more%

each R™ and R'? is independently selected from hydrogen and C4-Cy alkyl; or

R and R™, together with the atom to which they are attached, form a C3-C44 cycloalkyl

or a C,-Co heterocyclyi group;
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R2 is C1-C6 alkyl, -d, -F, -CN, -OCH3, -OCH2CH3, or
-CF3; R5 is hydrogen; 20 R6, R, R8, and RO are
whyarogen, R10 and R11, together with the atonP@DIBM0I02639
they are attached, forma C2-Cl0 heterocyclyl group,
optionally substituted with one or nore R13; and each
R13 is independently sel ecte@d-from Cl- C6 al kyl ,
hal ogen, -CN, -CF3, and - OCF3; or pharmaceutlca%‘l%/12b
acceeebIRE is aingengrdesty \paleded: Heome G- <o 28kyh haleaeRer(CRTR™ICN,
eoiBdifyery -aR'BREJ,0CENPEIRIUR'EC.-Car cpdbatky,| HCRFRBEFC1, aryl,
F%R”a CI{j %ﬁgroa”c I %E?mﬁete%é? SO(%Q@%%&%lO(CR1€5h422635-C10
e, -GG R Cafis NRToY i TR B Dpaganl ORI Ko 1)
VER'HREhE(RERR),L aCRIRCAOBRZR'E, (CREBTRMR FoFBRER™®)S(O)R™,
R &y ] - it 6C, aryl, Cy-
a% ﬁkﬁfn% %(95;1 %ﬁm.a&&w&f sa‘R)Eé F%%in R %dﬁﬁkgr% 10 aryl, Cy
S PRy (PRI PoP a8 o ST giore
- OCF3sactoR™ isaingpandente seidcted I flom @c%eqﬂwhbbleg%\a’rQN 0Fs, and -OR™;
sfl vate thereof. 35 In still a further enbodinent are
prowded conpounds of fornu I reln Rl, R2,
AN tfigind Aqe@sefﬁ@tegéomb%g&asz‘%% %den; R10 and
R11 qxvﬁg@tﬂ@@ﬂ*CWPWePtﬁ@e aqlt@ﬁfql\@te\ﬁkﬁr% they are
attached forma C2-Cl10 heterocyclyl gr oup,

opti %rloyher?‘éjr% theH{‘:ﬁ % eq%nr?dsgf fon?%“a )] @Jﬁ% nd 40

each epen al kyl 128
hal og&nR" RGﬁ afe@F‘i?PeréjlﬁfEf‘y Séeﬁ%d frogt hydepaeih Sr-fraibtheloaichy OR ™
acicept abl e salt or solvate thereof. WO 2007/034312

PCT/ | 820Q6/,092639 -12 In another enbodiment are

provi ded, conpounds, of formula (1), R7 R8I R6 Rl't
RO %&Rnﬁ NS 2pVdP9R% R3S N/ R2 RL (1) wherein: 5
R1, F&” a8, R' Ratogatieer i withepe refemtto whish| teeyt 8¢ ftfaginad, form a Cz-Ci

héféégg rou Jep%alﬁrl edidtituted (Wit i) i h a' o,
( CR1%% 2 Ri“s Rfééldﬁgié rﬁlﬁggéeg?%)mg}yg den and Ci<Bs ?J;%yl or
RO

aI kyl R™ togrier vmhdhemormoevhich er@perﬁ@é@ww fag|agtCarpycloalky!
y@t@@@al gfelp:C6 al kyl, - (CRL2aR12b)t hal o,

(CR12a : enl Rieh) el (CR™R'®)CN,
BES iy (AL A0 W Sl pgo, e
(RBependEnt 1(9Rs& e)(ﬁcecd f(PBmﬁwy)d:m‘}geﬁycoa W }Ce-Cro aryl,
(Cmmm)ﬁe@bc@yl a{da?‘laR”"),he(téE&MaWR@R@ 10(CR™R'®)Cs-C1o
%ﬂ'@ 12 tCZ(CCRi]!gt Dt&@R@iF@"’bﬁJ(e)éhﬁrw L(CR™R™)C0,(C+-Cs alkyl),
< D R R SRR ERM - cl¥mon (R RDISOR™
ahdytR'“RE) SR c M/berlenhy:hqh dCBaiCCoCanlil, CsC2r @tiBalkyl, Cs-Cro aryl, Cor
P:%th@tre%%ﬁjl Yha he?é?(%r)h Sltoﬁﬁs(?%ﬁ(tl)naw QBB SR RhE BNAdrk 1™,

substituted w 122,
© oget PSP Rt Heppraasnyt SAEse L Fr -t APEOST rnGE ond O
ot ma C2-Cl0 15 heterocyclyl group, optionally
Substéécmiedudw&lﬂeray sén&eeatfromrmeua,lm,@aﬁd“e;laaZa and R12b

iaIS kly ln de q?ﬁgc%mcal}g/ accep%% e sglt or sc(i)lvateh %ereg}g en and Cl-C6

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

R, R?, R% R* are independently selected from hydrogen, C+-Cg alkyl, halo, -CN, -OR'?,
and -CF3;

R® is hydrogen;

RS R, R®, and R® are hydrogen;

R and R", together with the atom to which they are attached, form a Cp-Co
heterocycly! group, optionally substituted with one or more R";
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R12a and R12b, together with the atomto which they

are attached, forma C3-Cl1 cycl oal kyl group; each
wRi®7i33independent |y sel ected from Cl- C6 al kyPCT/1B2006/002639

hal ogen, -Q(CR12aR12b) tR12a 20 - Q(CR12aR12b)t C6- Clo

aryl, -Q(CR12aR12b) t C2-Cl10 heterocyclyl,

- CR12aR12b)t heteroaryl, --@02(Cl- C6 al kyl),

(CRl@Rle%tle\l)%ﬂ 2 2b C(O) NR12aR12b and

(CRRZa t81% each of said Cl-C6 al kyl ,

C6- ChocheR'Yib ind@Rrdehily swped froy &gk alkyh helodreat ©No&Fy,land -OCF;; or

gr OUB%hérﬁla@gﬁdaW@EépYabﬁ%ﬁw%N&@%e\@ofh at | east one

R14; each R14 i's independently selected from Cl-C6

al kyl, hal ogen, and -OR 12a; and 25 each t is

[ ndeyiieﬁitue@wneyers@ld@‘@nwe ﬁﬁ@?ﬁ@?mmun®,0f®rmm (Nowhezgitl 6;

or amh-argmge%lhmgey acceptable salt or solvate

t her | Hent s are provi ded compounds
of f%e q1cgli2‘5| I% %ﬁb% F?ia:R’Z R3, R4 are

mde;ﬁ%ﬁd‘é‘ﬁ?gey sel ect ed from hydr ogen, C1-C6 al kyl ,
- ( CRR2aR Phridird e, hydroddR 2aR12b) t CN,

| CRABR B e e WA, 0
heﬁa%%%wew lonally Bbpiyed Wmﬁnﬁyamﬁgn Cl- C6 al kyI

“( cmzé%mzmgehat@ -CooMGRARAR12D) t CN, - ( CRL2aR12b)t OR12a
and LG &MMB&%Q% Cy %‘%l@ﬁ%k&%%&z _CF3, and -OCF; or

PCT/ | B 006/ 00263 ‘“are I ndepéendently
sel edt™ %F“F?%‘HRE‘EPWF%"@%’% Sa‘?@ﬁp’i‘ﬁﬁ’éf?ﬁ Yt C1-C6 al kyl ,

-(CR12aR12b)t C3- C11 cycl oal kyl, -(CR 2aR12b)t C6- ClO
ar Y1 In a fuliR} Saktkigdkeht Qp@d&ﬁoﬁb%§&ﬁérmulaﬂﬂ wherein:

20k e oaryl wherei n each of said Cl-C6
al kylr\;{%a @f a‘et“‘f , 06-Cl0 aryl, C2-Cl0

het b &yaiCy Ry aﬁ'@l Fhé%’\br%fsy'locgb%p@f R optional |y
substR5tsuiyﬁdgémth at least one R13; or 5 Rl) and R11,

t ogetfa ,JOaRrsE grg to Whl ch they are attached,
form i roug optional |y

substﬁ ! AR w.tqgﬁfhar Wl”éé@ﬁ a@ﬁ‘etORl’ ch gey r?r??f‘ﬁ%?h&?}dfom g F2Cro
He@rdcyudhe greurd eptibhally subkitatbeditf ane ot ingrd R&'ga and C1- C6
al kyleachcﬂ13 |B}]n% eﬁ&&tlﬁé‘e@&tad#@rﬂ@ I&?%ZEQNhEIGanh%Nat@EaEQ OCF;; or

ar e cycl oal
gr ouﬁp %&%E‘i‘?"*@fﬁeq‘%@%Sﬁ&@bsé’%@mefe;?fsel e%:/t ed from
Cl- C6 al kyl, hal ogen, -Q(CRl12aR12b) tRl2a

CR]farﬂBﬂ@moHﬁ@nt@for% ¥dmpourds GRbARBYB Wnetefn2- CLO
hete cﬁ\écl IR,4 é%{%RlZaRle)theter oaryl, -Q02(Cl- C6
al kyIr)Q aRI2b )t N( RL2aR12b) wher ein each of
sai d R°B- Cﬁﬁeé'mypl -FOENC1CHy WACH @2 @10Fs: het er ocycl yl
and Reisaw@ageyt) groups is optionally substituted W|th

-R14 is independently sel ected
from%l t%n%d%%reiﬁé}g% and -OR 12a; and 15 each t
i s | rﬁjeﬁ@ngenttqgﬁthgrel""é’bt'&japl’“ofﬁ EYh'C'!L they are attached; fopcp C2'C10
Haterazyclyhgrplia bty ubsithtby wittcane pt rabrleaﬁsaidt or solvate
t her egfy, R”’ 1 m%;!?eﬁ&enﬁﬁ&%@{eq%ﬁu% LS %ﬂfhgl‘é%é%e%r\f?%ﬁ?’%ﬁ‘%a or

of fornmul aé‘S«,l%l{ rein
hydr GFBAMapeyt 'Wepéqﬂ?o?? ﬁ‘esr?{"gteg}eéeobr ovi ded conpounds
of formula (1), wherein R6, R7, R8, and RO 20 are

hydr ggg# s fdnner%msa.m@fn@@cyrme& éon%@nde Bprwn%ctn) GRRALNdS

of f Qr Qi R7, RS,
and %r%r F% Er’gy\& R ?Pdglﬁ%erhy@ﬁ%e@dl ment s are provi ded
conpiineaw &', ftcmletﬁiﬁﬂ a/ltf( Ithe, ataime foevhictREney sardyatiadbgénform ra Co-Cio

r@t&t&%klﬁ&@@ﬁbﬂ”ﬁﬁﬁﬂ%@éﬁutﬁd A Gedr peerMUgEs of formula

1 n R10

AR S s e P98, A Bt Ry 7 and -00Fs o
cycl @&hmceuﬂqammﬁ gpsolvate therepf. |
- (CR12aR12b)t C2-C1 heterocyclyl, and
-(CR12aR12b)t heteroaryl, wherein each of said Cl-C6
al kyl, C3-Cl1 cycloal kyl, C6-C10 aryl, C2-C10
het erocyclyl, and heteroaryl groups is optionally
substltuted W|th at Ieast one R13 In other

Y T L o o o
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-(CR12aR12b)t Cs-Cl1 aryl, -(CR 2aR12b)t C2-C10
heterocyclyl, and -(CRl12aR12b)theteroaryl, wherein

weawnodf1sai d Cl-C6 al kyl, C3-Cl1l cycl oal kyl , EEF/1{E006/002639

aryl, C2-Cl0 heterocyclyl, and heteroaryl groups is
optionally substituted with at | east one R13; and t is
1 or 2. 35 In other enbodi reats are provi ded conpounds
of formula (1), wherein R11 is Cl1-C6 al kyl and
-(CH2) C6-C10 aryl, wherein said Cl-C6 and aryl groups
are Qpino®BAdrbydimbi Ste pravided corhdobndatof ot (1), one
substi tuent independently se&pcted from Cl-C6 al kyl,
hal ogen, and -OR12a In otfherjenbpdi nents are prOV|ded
conmpounds of fornul a (I)R e RnFF&l is Cl-C6 al kyl.
I'n other enbodi nents are prlovilded N:on'pounds of formul a
(I), wherein R10 and R11R° 47 tmgetﬁer wWith the atom
to which they are attacheg, ,‘@rﬁia C2- C10 heterocyclyl
group, optionally substit ed®with at |east one R 13
WO 2007/ 034312 PCT/ |1 B2 -14 I n ot her
enbodi nents are provi ded ounds of formula (1),
wherein said C2-Cl0 het yokdyl group is optionally
substituted with at |east gne SubStItLtﬁnt
i ndependently selected fromC1-C6 al kKyl, C6-C10 aryl,
- OH, wherein3, heteroaryl, and - CO2(Cl-C6 aIkyI) wher ei n
sai d KOAR?, B (' areyihdeperdieftytseleaad fyém bydogps CaiCe atspt {@RZRIZ)halo,
bk ied ksl saptoenreeRmor Gl G5 al kyl

gro enbodi nents are prOV|ded conpounds

of fd:i"ﬁiﬂyﬁr°??r)°ro\1/vﬁ@?'8’i' 'n said C2-C10 heterocyclyl

gr ouR®i R'seR’ecingdRt raven iddepentientivasplestes] 3roB] mudrogeny |C-Cs  alkyl,
forfi=gi2 %Qép IR O@R@aaﬂ?b)owﬂﬁ RS- @3?(11%51“2*’) N(R'22R"%);

glngg I n SRuerrE1 %%]gy S%{%‘%sgyfrroll Ckm“‘r?tb "Cs alkyl,

<RR'ER {2?9@3-5;1owp|ppl[<y1 —_ﬂ(CR‘f’(ﬁ{ ®)Ce-Cqo aryl, -(CR' aR ),Cz-c10 heterocyclyl and
gcbmkh?%e@mw WRr&lY leRdnne 1shid i03-Cl akll) -0y leyetodi( pa,«mb @iy)-Co-Cro
iaatéll'octyﬂﬁ' | né‘?\gteroarlylyg dJ ? %%W?ﬁ’sr%ﬁéé gwtrgl?tlleést ong y[ am no)
sul fo'ﬁyIaPE) zatﬁﬁlelﬁf’@f th( Ptcm At 3y are attached, form a ‘C>-Cyo
6l Girdap, bpydneltylyibslitufd fntpytriéaai cme?é%xl am no)sul fonyl]b

enz anéag R12NénQi:|R'1£)é%<€pJn9 |Ll séied@tfm I‘@ijayén)ang C:-Cs alkyl; or
L (pyr] Zral | amh nr h en %y ar% attached, form a C;-C44 cycloalkyl
N- ( 2-RT (0F Bbe fpagihgrvsth fhe sl ioR ¢

gtbanri no) sul f onyl | benzam de
2- (2 Jacm@zgsnaega[dént@] £Ri3ted - HInf @, o9 dy) hblogenr i-GioR'BR'ES R,

o e R et R By <o
G4 @@hzﬁﬁﬁg‘i‘ﬂ %b)fmamﬂjze), “C(O)NR™R'® and -(CR™R"*)0R™ wherein each of said
b&@yami@@d ard- &Y RétstbdyciA; é’r‘ld&fétef&)ﬁyrbup@nybdtlblﬁﬂi anbistiteted with

7y 3?%6&%2y| -2-[(pyridin-3-y Ian1no?su|fony|]bquan1de
; t er each iy ys*,mqep?@e[i ﬁylpq,tgg frgC4-Cs alkyl, halogen, and =OR d

yl am a@h siglifiamylidiogstaiet fro@ 07,3 8225 phd ®o8. 5] nonane- 2-
car bo I I n-3-

yI ari %géarrﬁ%a%utlcglﬁl EceEHBIX tjﬂ?or‘rsav%é dﬂgr%bfd

Zoy | azas ro[ lnonane 7-
car bok rgf@nboﬂmg@tﬁgwprox Fte mqot’n obformyla (D), whefein:
yl am md)uRY, ahyik jildepenaenitig eglected from hydrogen C4-Cs alkyl, (CR'ZR'®)halo,
%Cﬁk4#@ﬁ% Iggnqp@ hh&bgghaa@nﬂyRyhywprbonyl} N-pyrid
i'n-3- enzenesu onam

N—(teﬁt55ﬂ¥%P9°@%fgﬁ Yldln 3-yl ani no) sul f onyl ] benzam
i de; REnBELhRE-2d R’ are independently selected from hydrogen, C;-Cs alkyl,

((@hpqwbpuara JorrkRan bar g(ljF)mN”P)iﬁH”d'aﬂd Jextienparient)f onam
( nethoxypyrl in-3-yl)

(plperldln 1-yl car bonyl ) benzenesul f onam de;

N-but yl - 2-{[ (5- met hoxypyri di n- 3-

yl ) am no] sul fonyl } benzam de;

N- (4- met hoxypyridin-3-yl)-2-(piperidin-1 25

yl car bonyl ) benzenesul f onam de;

N-but yl - 2- {[ (4- met hoxypyri di n- 3-yl ) am no] sul f onyl } benz
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N-butyl - 2-{[ (5- net hyl pyri di n-3-yl )am no] sul f onyl } benza

WOorR@e/n34#1y 2- et hyl - 2- nor phol i n- 4-yl propyl ) - PCT/IB2006/002639

2-[ (pyridin-3-ylam no)sul fonyl ]| benzami de;

N- (1, 1-di net hyl - 2- nor phol i n-4-yl ethyl)-2-[ (pyridin-3-

yl am no) sul f onyl ] benzam de;-13-

N-[ 2- (benzyl oxy) -1, 1-di met hyl et hyl ] - 2-

yl E';mﬁ('lo)"‘%%?/'? gﬁ% T\Beé)ﬁadgﬁ(ilydéelgcted from] hydro[gger? y (CR423R12§)tC1 Cs alkyl,
-@R[‘ZCR]?%MG}GTW | qyclpw(yaz—i((ER1i"’R37T)03e: axbamly l-CRERIFPCLL 5 -hdterocyclyl, and

E{rﬂb@é&ﬁryl O\We‘r'@u ch & Qé{é C-Co alfyl, GGy cycloallyl, CeCye anyl, ©-Ce
hetg&f:ﬂ:{y c({jlbleegérgadﬁ gro ugsrg Qp(g nally su%rs] tut CP v?uphzact) eait%hg e{:,, aZI ne

N-[ 2R dampbﬂﬁ‘ylt@getraomm hiyd Bto@- fo phich dhiey-Be yettactiediofoswla 62-C1o
Ha% lokw IB e&.onéﬂy Gdbsthotdd Wl RULRAORY! ) - 2-

v (o ot £ By (P75 Py e o o
2007 thqg%l@)@p 0Omag @hich they are attached, form a C5-Cy4 cycloalkyl
aydugym no) suI fonyl ] benzam de; N-ethyl-N[2-(1

H-pyr, Q\%} E:j’ﬂ‘sf Yr!d)eﬁ? <,yn| n} s%leg écp ¥randb nCG alkyl, halogen, -O(CR'R'®) R'?,

I a
LC{P('HER NG ﬁr ePICR 7R Wp. Sodelsasya.-RIGR TR Ghirtegoaryl, -CO(C:-

Ol dikgi zed e SR OREMNERER'?), wherein each of said C;-Cg alkyl, Ce-Cyo aryl, Co-Cro

h'é'fegﬁyJWtana/ h&sb¥rotind i Bptohdtl Liodardtb PRI hORY! 1 Denza

f1 uo8 y4 ? I")de'?enf’?'}y?{/ peiesied frgm);?“ &ﬁ?‘hﬂ)'@lﬁ?p?’b ﬁnﬂ PBgan #9%hi de
;N (e2¢h2-idnaepeidghtyrselpgted frdn §, (1034131 4115nan8 650r
yl amag)ﬂirﬁiél:éﬂw | LReNAAIH6; solvate thereof.

]I\Ié)éﬁirbﬁg%g% ol mgn*%s are Xro?nde?a cl)l(nggunds ofreormulg (|§j‘thr%)n§'*”r{ Olghyand R*

GN‘-'(YQEOGQI hoxybenzyl ) -2-[ (pyri di n-3-yl am no) sul fonyl ] ben
zam gesthdNerBbdivéntd\rd BiotiYdd-cdmbdupls brdéruid 1), wherein R®, R7, R?, and R

QK% n? ) sul fonyl ] benzam de;
l? opropylrrethl) 2[(pyr|d|n3ylamno)sulfon Ia]b4
enz am eilaer epbodiments are provided compounds of formula (1), wherein R, ,R®,

R’ sRipsr@RPlare2ryifopatt. i di n- 3- yl am no) sul f onyl ] benzami de

N- ?r q’i‘pyti‘ler%m[:)ﬁm&t)sdérgpl% |de§i| %&Rbéﬁlﬂr@mgk Rﬁ&é?ﬂh P?%dro en.

] b eni’h?}f]%feembf@mﬁptf qre provnded compounds of formula (I) wherein R" is hydrogen
ard i Rdisl <@RIRTBXGYDs) allds, [ (@Y PPREN -8y byl SIERIERT)Gem@n aryl,
ﬁ‘eu che! %eﬁlzroqydwtah@x(bheﬂ@? P‘)efe?oaryl whereln each of said C-Cg alkyl,

@ %:/{ylglf)%lgy iﬁ néji)ﬁs I'N_ters?%ﬁ%)l ang %‘ftﬁﬁ’ﬁ?ﬂi YRS § optionally substituted

with ahfeasd P f-ony| | benzami de;

rl\nl- 3§mze|,\tb?rumﬁ@duhydts e Br@ﬁ&éd'c@ﬂnﬁoﬁdé’éf@dﬂnﬁ]@llﬁ whéreipy| ] benza
ph oxyet hﬂl sgle gd fr|r°|md| - 3 Rff’%?mcﬁo%”éym 1‘%'?1157 Bizabhgﬁn?yﬁlga'kyl
R\{] %ﬁb\/ﬁegh G400 %/R) E{Chphatereryelyigand -(CR" )heteroaryl, wherein

éﬁb}aﬂl (21 EJJCE eyl Ihenzasnsig), dyd,e a@l— @, ftydréerdeyclyl, and heteroaryl

%Jg@g%%o%al sLbs% u% QQVYtﬁ !atqéagt o%e ?25

sul'fo
N- (3- but ok&?ﬂr"é yl) - 2 [ (pyri din-3- yI ani no) sul f onyl ] benz
am dén other[eghbodiments are provided compounds of formula (1), wherein R" is C-Cs alkyl

+§ (Eﬁ )Boéx BRF Wgr)eﬁtsF\M%;‘r ar{d(a?)){ ﬂo rErégoQﬁ!or{fm]y Q@stﬁﬁ{gé \Q.Wét least

e 5‘1’HSWB§"§ WF?%H%”}IWE %% -Ce alkyl halogen, and -OR'%,
N- py fii ather-eBibydimehty 4rd providddatompdaingd ¢Fifqpauiadl), wheérein R" is C;-Cs alkyl.

yl) caf besy é&%m@%wp?ﬁ&l@m&?pwnds of for, ula (I) wherem R and R",
N- but pyrid 3-ylam T

N-
togeirer %ﬂbﬁw mtpwr t@Y[a(epfg}tF?*&P o 9 2 dﬁsegqﬁwvbﬁwrj geipnally
szmwuwgwﬁmatjyastof@m -2-[(pyridin-3 20
yl am no) sul f onyl ] benzarri de;

2-[ (pyridin-3-ylam no)sul fonyl]-N(2-pyridin-2-ylethyi
) benzani de; 2- (piperidin-1

-yl carbonyl ) - N pyridi n-3-yl benzenesul f onam de;

N- rret hyI N-(2 phenyl et hyI ) 2
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di fl uorobenzyl)-2-{[ (4- nmet hoxypyri din-3-yl)am no]sulfo

wogiopAod3net hyl benzam de; or a pharmaceuti cal | CT/IB2006/002639

acceptable salt or solvate thereof. WO 2007/034312
PCT/ 1 B2006/ 002639 -16 Anot her enbodi nent provi des a
conpound sel ected from N ( 3,%-di fl uorobenzyl)-2-{[ (5-

nmet hoxy@yrl di n- 3- %Z) am no] sul fonyl } benzam de;
N (3, OEPT PRIBRABPREF, P ) Rrevided csmprypeR, Plolermi ) guherein said Cx-Cro
hetefyapaiyh orlos Isf aptigHaliyoibzttinedieith at least one substituent independently selected

fM‘n{ @’1»(9'”8 gp &l @1ro néyll Lod,{ ILéteﬁoa{FﬁtM | @5{(@ dENadn, wherein said Co-
f

su on benz @ﬁ@

tFr8argl gr’ [elRB’P tsl"l'%t' uﬁegﬂ\ﬁt{) |a least {)l[le( 'Bal‘WET Hrﬁ Fﬁﬁ alky!
gﬂpum n-3 5 yl)am no] sul fonyl } benzam de
N- (3,1 oof ealnf@am ) prejidel (BmpBRIND XY RV SR -viherein said C-Cio

am no] sul f on

RT3, 57 i HoP o e Ia a0 27 plmey 2
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I N stih bdoth@nenidagimestiR6kidee Nt(3 adaiufrbisbniyilex[(4-fd@bxypyridin-3-

ﬁr&ﬂ&%ﬁmTW&%hﬂfgg%Ho % ;ﬁ\!ar?#aggﬁ' gaél{/ F{lg&égle galt o?solvate thereof.

PWOQ‘W@PWPM@@‘I’ fjl’afﬁbﬂﬁy') aﬂﬁr{@?ﬁmxwﬂ%%yl }-5,5-d
yi)aneinbiydifedyl}Bertzémhiae, of 4 ghameacdutically acoeptablel ealt ofsdialtathereof. Another

eerexma%gf%fuvﬁ&f rgté' (8le %&m&%&aﬁ L6 m&rwpyrra& HV
G'}fgri”ﬂ]r“"gff’@&’?iﬁa'{’ ide. 97 H‘aﬁﬁ‘?‘?ﬁ‘ﬁ‘lca"é{ﬁ"@f"ﬁ%??'RPéS%\Y?i?rdrﬁ‘ire%f Anpther

eniboditmentermyidesdt[4eftuoro-3g(ifl @l dreattiyl) em zdirBa{(methbxyayrgimela nd

)@Qfﬁﬁ&b’tﬂi@myl}m&érﬁﬂﬁ oﬁ@éfﬂrdﬁéc&&fcal@@@&%ﬂg saltSor 8dhvatd tNereof Another

TR e Pk Prop s PRAE st R e o engpepamice,
Qﬁﬁ@t‘ﬁ@lﬂce{’z‘hﬂ?bﬁﬁcmﬂb'eﬁﬁlbﬁéfﬁé@@ie tharehl. Meethes@mboditnent providesay-@.4-

di qub@berﬁﬂﬂﬂ@(ﬂ@d\oky@yr(dm-d-y(l)iﬁ)no}guIfoayl} N- lmethﬁlbenlzrj\mlde ora8 o

r I azol e- exo- azapni
dhﬁ% ?@X%Iy c]g&;t{y%“%ﬁo%% ﬂhégnill propyl) - Z 4 15
dl fl d%r@ﬂﬁ”@ﬁ@%ﬁﬂ%@é‘? Wﬁlﬁ? rma@gqf(gtyql composmons comprising an
cifeetingl @ambpéht [of AF@asBefeamatpplraingf M@uld-(),3and a pharmaceutically acceptable
JaeréPrIQ QM@T&*QOHIRQ&Q’ La;le I?ov%é@?lha‘?%& thzgl Cﬁm?yosmons further comprising an

e?t?f? amout aS'easé]’%’fPP"a?wa st EQ?GE?GR'W%%CW%'WRE P45p3A4 enzyme.
IS)ott®r eBbeiirckms( &e |pswided pharma@utioat bopbpoditidns 6wherdire baidiay tast one

coﬂﬂpo'bnd that is metabollzed b cytochrome P4503A4 enzyme |s an antl HIV compound

an '[] (’]8 in-1- az abicycl oct - f}/

1 3 F R iern P BTG BEa Ry oo PO ARG 1B ofectve
amrboidef rad Meastpone vaotieennd Wi isTexetalbalissd heytashmme £HE0 Ehayse and an
&@Eﬂ@@ 'éﬂngudt Bf ArlyFof (hla%mgodnas 310f0rmula (1). In other embodlments are prowded

p arn%ST@Xaé c?mﬁogh?rx wlgﬁe}m iald % aZO| gfﬁ/ éﬁml&)oun)é is an ﬁ&/aprotease

ighilfitoyy oln wthec brotedixienis e bfgyd@ﬁﬁ auel) phasﬂaqemtlcdwemh@mons wherein said
enbodi nent affords such nmethods, wherein said

anti-H 'V conpound is an H'V protease inhibitor. A

further enbodi ment provides such nethods, wherein

said H 'V protease inhibitor is selected from

anprenavir, CGP 73547 CGP 61755 DNP 450

. o
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preparation of a nmedi canent for the treatnment of HV
infection in an H V-infected manmal, wherein said

wo poogo3onpound i s sel ected fromthose of for nedEHIE20)6/002639
and said second conpound is an anti-HV conpound.
Frut her provided herein are such uses, wherein said
second conpound 40 is (N-{(22-

Hﬁ) PSS aaﬁ? C@@rf’tS %y Eelictejdo%{‘rx 8ar§‘rﬁl;§n]éilr  Gab 8oL Y S 450,

nﬁfff@wylrﬁnnewysgquwa\dr diifabel dapinayic [ToIRet28 necandyo xainasie ) GS-3333, KN
letdwalﬁzzenGmis% E6B.8) 758; 018G @360k 2B APod-Ho3188d0, PD 178392, U-

ﬁgg%ﬁ 8 gép(P l/f& g% i\ﬁ?% Cl\é?%mz lrflnawr tipranavir, darunauvir,

66%13"'3 yl P t hyPPG-684.6, 7¢“ReNraiPd28,33)-2-hydroxy-3-[(3-hydroxy-2-
nidthwlﬁerdaﬂ)@hﬁlo@- phehyiyUEan e e5- 5m6ﬁljlh‘3xtﬁlbﬁiuﬂne @Earl%xérﬁlae and
fo§zm;§er£a%|r %5]98“ ( ﬁ] olt?%Perwél’nyentszargEr%\nXed such phafmacevﬁlcal C0l¥pOSI ions,

WP‘FFP'B SB[V BoEpssyRhitiPs $elsqted immpanaseneyic Ingffirgvip ritgnavis s@wipavir,
invifasd.- 1o13Advir, uajazapﬂve nydlineuir,oipgihgvinCtipkaavicl @drunafr, BrébahdV@) brecanavir,
(ﬁmoéﬂill (QBS 3@ 0%5( %Lfgl'h Wﬂéhylﬂéﬂ%yﬁénﬂno?@'p%n?d%&tgpoyl} 5,5-

0
e p pedithet, %%0*)&'@3 P4 fopFmRgEn3Kie calciy] - Asfthgr apgsiment
Pieyid¢sofush Pharmpasgticalgeopipdsitibng Inenanginpadipat lldastdgnd -additional compound is
(zﬂh)-f\ll-emQBQ(QS@S@EWW@@%@I&&?@@%&WI%ﬁioy@eﬂ@rﬂ‘@ henylbutﬁrgyl}-s,s-

i men 0 |d Sas uses, wherein said
dcong|d1 :{T@'am"&nex g?ease i nhibitor. A further
enboﬁ”%'tehte”@f"?"@?f@?r@@éh pharmgceutiaah egreniopitiatai chnpasiondn effective

2R ouTP o NE-{{ 155)- S-¢3-i8spk P ei- 5E s SURDI-AF 2@ Ao -4 fpiekSs- 8 3 7afbiCyclo[3.2. 1]oct-8-
ylg%ﬁe@}l&%gyl 4!2'1\/5) ﬂuodtégdohg%hééaﬁ) ya'n(xde)% %\é&or {g ,{[(3%)631 %?tylammo)-

VIT
3 rs%ﬂiomg(ﬁqyl)pr@j ggga§lcyq_qj3 ?(Noq:c 343@'}@ methyi-4 DB tet@@(dyq;%mldazom 5-
cloYERinE- %8B pxyRER, 1786 08+{(1BEB-[B7%A2E G- IsdBltyd/i83 yl-4 B[8, 71t€@d9dro-1H-
infiblazdi4
: | az?{n g%{%rgmdlm IE @%%Blf% déﬁ%rt] g% %37 R@rog%ﬁﬁlzfr}ébyl}a}éxamlde) at
eﬁgen%gqnpo% E‘é’ﬂ” a (I), and a pharmaceutically acceptable carrier. Further provided

hgraiRpreNsugh PRdrm@sefticaSoB8)sitBrd pompising an [eff@tileyahicantyef 2N-{(1S)-3-[3-
isBRRbIYYS-RRMAQYL ) BATHBR] e Ayl]@i@-@%&%@&@y l1}oct%—y'|:') 1%hgﬁ}lp!?<¥dyf) Jl 4-

o A S BB 80 S PR R Sk hamacutcaly
aGkARipkls $aM@Ei d second 15 compound is sel ected from
anpr Aiveér lembbrhdrit REvtS phéirmb@IABOE ComSRASHsNBhdrising at least one

cdnﬁvghr(oa%? foergBI )avénd an aa&ﬁ‘ ﬁﬂp%\érlnpdun ?!%I gng%mtimed preparation for

snznyfl@ec%g,aémﬂat% c{r(%u%lgl %_rrnl;lrgsatlgllon to an HiV-infected mammal for the
tréejroend &fyHIB in[shid mayhettabX y - 2- net hyl benzoyl ) am no] - 4- phenylb
ut anlgyc;tl}er %o&#néﬁﬂ labél prl)wt?édt rﬁétﬁ&]@ %qﬁhrb?thgqlaac%reg?élsm o] ei first

enavir cal cium
P8Wd§§”¥[ﬁ‘8‘ﬁb‘ug‘f€§y WRETAN P49 Menewed famerising Gdmiistedng said
ﬂr@maynpwnwahy br 8HeC(VRSNBE)t-oR alvgchng xymBuhd B-damdidmayal, vhdin said

séﬁBrﬁden%ﬁ‘rﬂno’m‘ | s\a@&b@ mam 4ndib eo‘ﬁYérmUlE am oyl'*lu}tﬁe? r{ggovgi!eﬁuaw arb such

mpbh Bfe7a e e e SR o - Comiy e e tipIce- PGS
d'@PfMl'ﬂ tZeﬂﬂi@Q?elQ [1.5adnydamiding; y)oethylsebydeony-b &ldingdtorRitipgtin-abhe@nor  a
pﬁaﬂn&éhtﬂalmlabﬁa%lt thRot I 18 3 BBEH enfbodibbr- aréjﬁr@w&gd fhch methods

wtﬁér&r‘?‘ ;s?fgfﬁggé‘lorr}?oo% |sa Ni{g%gg %"F%P%yl%?tb('/ 4lﬁé 2t4ﬁ%azole -4-yl]-exo-8-
azﬁh‘@f"ﬁ’%ﬂ?‘i‘réﬂ'ﬂ é@hw'p@ww 4ditusrngyddbmproesacbokamide) reghyirtrbrdo-{8-
(38K Rietylamitiof3 t&frusrbpheaﬁ)p&@ap@mdlcyoﬁ)[ﬁzéi]&@E@ﬂzfn{eﬂmi hgse

r S
Ry B b Berol B BL R REE N BTDRR s ey amety:
455 ZFF”@%’EP IS IREON: §Javrts'ms1e>é>o‘-h@za@@wb&mpct &YINGE(1°S) -
3-[3-isopropyl -5-nmethyl -4H 1, 2, 4-tri azol e- 4-yl ] - exo- 8-
azabicyclo[3.2.1 ]oct-8-y|}-1-pheny|propyl)-
4, 4-di fl uorocycl ohexanecar boxam de), et hyl
1-endo-{8-[(3S)-3-(acetyl am no) - 3- ( 3-
fluorophenyl)propyl] 8 azablcyclo[S 2 1

-— . 4 " L D ) =
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WO 2007/ 034312 PCT/ 1 B2006/ 002639 -26 i ncluded herein

are such uses, wherein said second conpound is
wa@edogosed f rom anprenavir, nelfinavir, ritonaReCT/]B2006/002639

saqui navir, invirase, |lopinavir, atazanavir,

palinavir, indinavir, tipranavir, darunavir,

brecanavir, -23-

(4R) - N-aIIyI 2S, 3S) - 2- hydr oxy- 3-[ ( 3- hydr oxy- 2- et h
f'y?fb%ﬁaw'l"%{ﬁf?ﬁ%ﬂ" e). Further provnded heréin are such methods, ‘wherein said first
odmpduadyid [V (AB)eB/I3Jisobropy-aHinretityiH- 1,4,4-Biat-die-&-3ipboch-arebidyciogr2bt Joct-

Wﬁalrghgﬁylpr@d')}g 4&%@%53@8%‘@&0%)&%%} h'-:l o@\@perﬁ%ﬁlments aare provided

odi nent PTOVI es 'such us er el sald seco

e} 5 vyi? e(n4ﬁd Kfit 8q>r11%9yndgs an anti-HIV compoun In other embodlments are
pfc(vzisd &) -nthegsl manesein3afd (aBti-Hivdsooyurd-isret HiYl dyaerse yrihbiaer froother
e}nbﬂduﬂgﬁé‘){ﬂe%v%@@)ébc}h r%tl%ﬁgwmﬁﬁethyslard]{wlle'protease |nh|b|tor IS selected from

thle%é\g Iéojﬁ%lp?%é.(r EE %Eﬁ%"oﬂﬁﬂ: trﬁ(gn VF’e g %t‘r ﬁquér}awr Cinvirase,

lepingvic IMEnt26, ateranavirppabnavings$- 3?&33p*ﬁ‘éi-ﬁ‘§e lSN'rZYét 1 &8135, GBEP-61755,
PORIVEBd6, PDH 127296,aNty883NPD uTeto2, WaeiedoN ASBBTE, bivpsiso, AE1776, MK-

99;9”%9%%1 u#a?na%.‘?'@?aﬁqﬁ% dErBH'avfrh%E%nQ\ﬁrC Ol ol B BFC feQz[ "kN-allyl-3-

{ %bwwyﬁi@@yd'PW%"H@PY‘R?PERYD%@W] éw@erylyeﬁnqygég dimethyl-1,3-
tiuelidne-Saivodarsiee camd fosampieoauircbaiciim Nin{ ¢tler embodiments are provided

sﬁ):h l?he hgdé %ere%pyzild ﬁnﬂ%@éée %h’b@m’% %elegtéoaﬁ&]n eam%reyng\llr ﬁélﬁhawr

-azabl
réorm ngtw?%éﬁy Fﬁf@aw%mawf RRFRFMio PHEE SRBR Y SRARIYEx SFfnavir
hegpnaviet hy|  1- @REN-a\B3{ (@S $F)-Z3ydroxy-3-[(3-hydroxy-2-methylbenzoyl)amino]-4-
ewuhéh@msma.m&hﬁa3fth.yzenmxﬁ&ydo}aﬁ.@@>élnlj fssa%aehmyeémn?: In

dh
St AR RRUTR b etoR sk Fad B Birpound s 93145
isgp{op1lSymehy-43H-4 Fddrigzele4e/iiexa-§-pzabicyclofied. Hgdt-84/11-4-pherylpropyl)-4,4-
ﬂ@blﬁ@fdbﬂéx@nécarboxamlde .

I m r a \ s e
] oct Irg%v%\?l% er_bl_t?o Erle%% Artg Ipr%wéedy ll'n%:t)hgds a‘e}gkrgy &4 Q\Lspaar . ce&tngt(t)cs er a
PRHE (Péé figgt é"o'@%ﬁd Lf@é'@r |S|r‘gf@¥r@]|s‘ten§%|sad diest geropoerhprsup effective
dnsount(ohe §dcbnd compound to said mammal, wherein said second compound is selected from

t@se %f {oﬁndlasﬁ’)p J Bt)‘ller e%braarngﬁ{lé)rov eLSLJ%h ?ﬁeth%&@%vﬂer@n %alé{ IfIJGf &:?r(r%ound

'fﬁ hg ﬁWC’B'IF’Mﬁﬁ qlet@f"%”f“ﬂ’b? ¥ 815@9? R hE K RFUL§-5-alpyrimidin-
Fyiitethgli-4-hyday deedimrip-2knylngses, onhar piam&eutsalyd asepteme salt

tREER O el p?ov@féd IﬁﬂarVnBFe%@ﬁ%@chdo@ hmmeurpgald PR B8R lind is (N {(1S)-3-[3-
use

S such
RO P K el P SRR 2 ool g e bropy-s -
dfiepogyriphexangopfeoxadBd®), nel fi al@vli r, ri f-endeddB1l(3S)-3-(acetylamino)-3-(3-
f@a@puena)pwpyu 8B lcREs.2. | ORBRALinkathyTNES ¥ 2rah itk ATARMERS[4,5-

TIATA  IWR EMCa SIL ——

imida@mgeyf'dﬂéiﬂ)%ab'm)ﬂﬁ@@@d g rBrigoromengppyligetarige). A
futti@di ReWvbdimeriti Péviag \suth m@mbds)ahetein $4id lrse cani@vhd s (N-{(1S)-3-[3-

ii%pgﬁ%?@o% g% Uazolg dyIlgxqu8 qeabicyciofs.2. lacl Byl t-ohenyipropy)-4.4-

myclohexanecarboxamlde) In other embodlments are provided such methods wherein
datintrety tonapoumio]s- b piitetly | doutpeundy | In- Ghéy- ehhiweitriapts -ate Provided such
r%&hddg' \M%réih % %Q)ﬁ-gmcgrﬁpouﬁdqg anfl-ﬁ’@ ﬁmﬁﬁﬂMblfor Cﬂ'&ﬂg\" Bhbodiments

Al'so i ncl In are 3@ uses erein sald
%e@w&ew&a@md? vheeeity gl | Arqtease bl ris §pipcted from amprenavir,
CER-73AVIAR-6 1765, MiRv4 50, nedfiaapini mienavir, saquimaiir, aisiease, lopinavir, TMC-126,

HRRhARY pdiinavit! B3BRSY KN 1-41BAKNIBS! Le-7h4431 Ba¥isH755, PD 173606, PD

{ﬁ% & V'7E§ﬂodgﬁﬁ?%5r%)1?c%3§% %Zé QIP-480, AG-1776, MK-044, VX478,
indinbvio x jirr@raviet lisrubeinz dydciranir,nBPCH8phORGIeBUt R NIYIB;{@SE®S)-2-
i met hyl -1, 3-t hi azol i di ne- 4- car boxam de, and
fosanprenavir cal cium Anot her enbodi nent provides

such uses, wherein said second conpound is

(4R -N-al lyl -3-{(2S, 3S) - 2- hydr oxy- 3-[ (3- hydr oxy- 2- et h

yI benzoyl ) am no] 4

o o o I
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PD 173606, PD 177298, PD 178390, PD 178392, U 140690,
ABT- 378, DWMP-450, AG 1776, MK 5 944, VX-478,
WO p@i7/3ws12 , tipranavir, darunavir, brecanavir, PORB26&1002639
DPC- 684, (4R)-N-allyl -3-
{(2S, 3S) - 2- hydr oxy- 3-[ ( 3- hydr oxy- 2- rret hyl benzoyl ) am no
] 4- phenyl but anoyl } - 5, 5 d| rfélﬂhyl
i azol i di ne-4-car box osanprenaV|r cal ci um
hv °’i¥t3H@rhY8'ﬁfS‘b%fFﬁ$‘WP§"Z%\i')%m'B?]&\Rha@’a’”tag%r? HEPABY, 3 thiazolidine-
4ydapnides andfosdmpremadit @B i Imbthéi driodimsnts enieemtveield Buchmethods,

vRBRheaRHIV f)roﬂa%gé inFBAGF rs selebtbd Wé%ﬁrgne}%ﬁg“l\%lﬁﬁﬁ)ﬁ" i tonavnr saquinavir,

lrtvlr?jsleaﬂ%\ﬂv‘r,’a?%g?emﬁ ﬁ[lr}awr Iémg\? %oéq,?g\si Parunavnr brecanawr IE‘R) r\{ allyl-3-
{3 RP)- Ny dxy-B-[(@-hfdrog-2- 3@ yt@noydanino)-4-Rh¢nyButhyad!} 6 Gxdimethyhi ,3-
tiRaZBbdirfe eicambkarmbd Mfos%mprenavnr calcium. In still another embodiment are prowded

s Q’teﬁgt"\ b&éhﬁﬂ?rwn}sal% I§IV rae atsg){nhlb]tb ({ﬂﬁ%glly‘éj (£he 3S% Z%ydroxy)% -[(3-

renaviroeal cl
héﬁ’f%c?rrn@hw@néﬂvéarpiﬂ@xﬂrpa@wbstaw}ﬁétww iBrdhiazplifiinetfecargpxamide.
pr ot @a&keri éitbodlimbttrprovided Ahods- @lidhiting HIV replication in an HIV-infected

rr?h %onﬁ&)sm? aQMWs@ﬁQ{ t§ §£ éﬁ\amﬁglr W%‘e%u gSMIA‘. QQQIFS?XArgp%UAd and

?ﬁl&ﬂ ?fa‘?%teofzﬁ i%‘(?’!ﬁ’o‘i?a‘ﬁ?‘%ﬂ'é WBTRIT A St SAB BRI SN 1Y replcaton-
umbamg dedpsiud rndretit cdeonieengdund shesldcted b tindel efHbhula (1).  Still

dl'm%nt provndes such methods wherelnﬁ_?_ldl fll:??t compound IS (N- {ﬁ18) -3-[3-
éorroéx&% r%ethyl LI—?1 24 hp azolg 4- yl] exo -8- azaglcyclo[3 2.{]Joct-8 yl& 1- phenylpropy|) A}/ 4-
daiIZGrMVeiyth@ﬁ@a@oxa]Tm 8-yl }ethv pheny| pemfoy8-)(32);A4acttidmirm)-3-(3-
R6YHe %@ﬂﬁlﬂabi@%ﬂm H8dat- 3-@1# P¥lethlr£5)6l R1etr8hydro-1H-imidazo[4,5-
cﬁp&rlds l? ﬁt ¥ ! am n% (fS) :?3 erlzdﬁl % %ﬁpugyr%l ) erth%PX JS ]5 7§etra%y%ro 1H-

'm@ﬁo ydd'nﬂw)ﬁqaabzwpq[?’g 1@Ptpﬁywr1d(ﬁﬁléor5pf@asﬂ)emy}|a@ﬁt@mda)r Yet
ahbtfdr| mbodinfedt padldes( Such Sty riHerelr s8d Mt compound is (N-{(1S)-3-[3-

sé]:pt%ﬁf g mettlﬁ} ﬁl*gl?}éq tr?azgla -4 r%/I] ixo ? 3za§|cyclo[a3b2 1&0 F gP é pEenilpropyl) -4,4-

d}fksef?ws'ow?nefaresxamfe? | 218 ﬁeﬁ#ﬁéﬂfymquﬂmm}da@mha?ﬁt@éi Wwheigin said
ant-HBf coepbodiisanitly patensp mbivitode A fenthehemigddived sprovides @iidh methods,
v&h@%m BRHIV Fo¥a&ormaidnd sél&ted from amprenavir, GGP-73547, CGP-61755, DMP-

4| FL %&Bav% rl cg!?gb:s%i;l awF é‘uw?si Ioplnaw TMEI-1]2'6‘ Zataiaﬁarwlr ap%al?nla\?lr é8y3333
KNDe! 3, 8NH2T 2, LG 84y EP61b%55) POL 1 28606, PPUBT296yRN H1863(RBJ 28392, U-
m@m d\@)r 378, NDRIPINBD, ABDEM, "RKbS, aVR 4T, ONAISHRR, 8#&HAvir, darunavir,

bé c(a:rl\a(\)nrrjen . \“45%66%' nt gzepgféér IS te . W?Lf'p"g’ 155 £5)-2-hydroxy-3-[(3-hydroxy-2-
mqﬂlylbes}qoylmml ?PBE"{YPE;EHOW} Bbwimethiky1.3-thipzglidnpthcpdoxsimislel, * and
f&samprefduiri ddlciugh. NS@ll @ather embodiment provides such methods, wherein said HIV

Q{Atgagg hﬂ%hér is se[lﬁgﬁ ?%% a?mpr%na%r %ﬁiﬁgnrzlji_lén%% Q(i]uma? r, H\Vlré%% lopinavir,

use

a%zé“at‘j'éeéla'i“ﬁ""t H@‘i’“?a"tﬁ’pé?fa”%‘i'bndarl‘”a\w t P'i‘?@af@é'hs@R) Nlllrg4@S.35)-2-
Hperdet-3(3-iyd@x-2HthyibnZoyl yaminntist-gha npbutan oyme m dekih gi1ehiyzolidine-
4véaft}6§amnﬂ1 %n& %s@nlorehgvy dgﬂhfﬁgr ﬁ%@r’cher @rﬁb&&ﬁ%t El%(ngésnsucg dnethods

nmeans Human nmunodef |C|en%y Virus I nt

"@ﬁ‘fﬂ}‘rre Sa#hef"'lsbr nfomepunes k)ﬁR) -ally M@@B%éﬂ‘&r?ﬁy SriSAydroxy-2-
ressity e GO ATTIOR Y oergihtaivy i SmTEbHI 3-hisdilitin-g-obaviamge.

st r aiaght rWdeer@FgﬁhQrg JARd 6k §St @&'ﬁjpoﬁﬁmgr% Q's@&)n& qub&unﬁ &h the

6 ca bon a i ncl

SEPERH o1 DB o R RAeL o, Mspigpyt on g gpemmal
wiretsint spid, first ceapobd igIselecgrdrometheseofifoyrhula @5anthemidtsecamd compound is
an@At-Hivi coﬁ%%n@almeﬂer Iré'ﬁé’éaﬁe?émseﬁ‘é SicAuSL, WRRER SHE dcbnd compound

fuse 0 ucture _hav
e R AT W
rheryRragyibh prslifliigredyolalexansparpoxamige) n@thyll i- mctod&[(ﬁ@ 73 (acetylammo) -3-(3-
cycl opropyl, cyclobutyl, cyclopentyl, cyclopentenyl,

cycl ohexyl, cycl oheptyl, and adamantyl. The term
"C6-Clo aryl", as used herein, nmeans a group derived
froman aromatic 40 hydrocarbon containing from6 to

10 carbon atons. Exanples of such groups |nclude but

o N RN NSNS NN APNA PN O FNAVT ] L NSNS N S NN SN N
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10 conmpound. For exanple, such a group may contain an

oxo atom at an avail abl e carbon or nitrogen atom
W@E@n/0343¢2 oup may contain nore than one 0xo SUPSTL/IB20@¥102639

if chemcally feasible. In addition, it is to be

under st ood t hat when such a C2-Cl0 heterocyclyl group

contains a sulfur atom sai28-sul fur atom may be

oxi di zed with one or two OXY en atons to afford either
TR PR B SaDIEHS 1o ok RH- GRAIIE ool ek atoaept. o
clpgridinecbeopddokytatgr oo  INS{(E63-843-ehanys-Isalesil-g-ercbtHyk B8, 7-tetrahydro-1H-

uﬁ@@z%ﬁ%l-dﬂﬁ/)ldln 19 @‘-@lz Hb Q 119&-835,1]5 g‘ﬂﬁ@%h@%l)%@%&%&e’) C A

e PO oTent S oF e O B SeEeheP G FOrRRRATHD scHEIPr S5
isoproby-EmedYBAHh bR ditrpeyle Hyll-expricarplicyiciofs| 2uidet-8- Bl -phenyieropy)4,4-

d|f|hﬁb%/§6\we&éhecz§}bﬂ%aﬂ‘dleﬂ| M'anotﬁ&ﬁ%@dﬁ%r@{ H{vi@@é’ Luch uses, whereln said

rof ur an i en e

8A°HX PORyT (gny '_{' Gf% ”gibﬁ?f () p% g em{’ffdﬁ‘ieﬂ" G% " uses,
wﬁ*erleyﬂrﬁaldla%ondtqqme@mﬂpmﬂlqcm fromt anirgaravily ICGROT356F, GRAITS5, DMP-
48, @t IFichivin Ykona X 8dq@insiin, inliRk& tapMitlin, TR aRLEADI, P¥lnavir, GS-3333,
M%‘?@Wﬂl 272 I?é ?ﬁ’%é%%cgp %9759)%2{3%65’ bp 39'}2@%% {%590 PD 178392, U-

hi aze
130556 ABT@%% DiE: 459” PGy MK DA OV K44 i prenayi,, darunavi
bédehryir,any DPCéBox anylPC-684,3- dl(mmmmw{(zsmso 28 @rdxPBH(3-hydroxy-2-

n@tﬂyrﬁgrr?zg me@] A pr\e%llﬁ\.ﬁa}(rloyl -5 Sihlmé?&lolw&\ﬂ%ﬁljm%ﬁ ﬁ:i\/r oxamide, and

u¥n UI‘ an P razo

c?sleﬁn g%edlr ﬁ% i rﬁ\rﬂgl?b |e[na?qm pyv des such uses, ‘wherein said second
cappdyne y |s@[ac3ed]_ froh hawagnalir, r@isavabrioyadro sdquinad@l, Heyprasen ydpjnavir,
atizhria@el OpafihavikN Gncitalin OlifrZraty | darJrﬁ@r t %Egna\lﬂlet @RPAN)-3- {(2§§S) 2-

B T e L R —.

4pAtpoxantideanns fpgpiprepayirxatciymo Aduthstembadinrest ripikes suaim usere wherein
ski@ f OWécondnet eemjoams eagh i (Hﬂ@-ﬂ%ﬂﬂ-@ﬁ(zb)@s%ﬂhﬁﬁ&@-@ [B5HOdFbxy-2-
n%’thy er@gﬂ)aminagpgw “%%Lna ﬂfS B4 W%lcll lazolldl carpt%amlds Further

sal rou acen
etf\%d"a%l]tSaereWée Sichtusps  Whetsia Slﬁ‘@t '@?Q!f@y‘él‘tl ig; for giraipreols sprace. or
sberatat ddudregdratidnng s/ s aremsl for Bé&l’ﬁﬁthﬁﬁt obHIvar omat i c

het eUQ&M‘Cal ff.rs‘f c&ﬁ&ﬂp@ rﬁiraeseccfm +o'af{é in tHerB ész%Fa%{@# L' medicament for
ri.m azo triazo

PR B &‘"“rﬁl F“CSt%.Sé'HﬁeGO"Pﬁsz‘a%P Y1 2 TR Yhespiy [said first
corpozod ylseleptgabfrbm dmst vl fprrrrugpr(t)odarydlspldq;ad:dmdlcbmydund is metabolized by
cltoeheBe 50 NWlirthet &Q\@ée\ﬂlare Ken Zéem vﬂ@?em s)é|d secé?\@ QEHB&%@EXNJ{U S)-
SBé-QQ%%f%F%yFthyﬂ% §+ ?ﬁx#ole AP g]oﬁxﬂ 'CyCIB[B'tzé %cbq H ?’ -phenylpropyl)-
4ﬁcwfluwypycl°bs«a@ﬁca@e>ramlde)t hi ad?ttMoI yl ,1- énd&é&ﬁ?ﬁ)ﬁ (acetylamino)-3-(3-
fib@EphehpragA I Bydzabib BB 1|]UCQ@hFﬂbhlethyl 4bﬁ3"ifé¥rgﬂy%ollf-b’ hnidazo[4,5-
ﬁz%%)%stéfgay}hat q“br”a%?{]u{sn)é T3-en UKQ'F&alV ¥nﬁ:&yl S Frfranvdro-14-

"@‘Fﬁi’-afﬁé ARy Siding Y'&:B*&?Etb&dﬂ% @Pctﬁyaﬂt(&ﬂwhwaprepwa@rﬁm@) Also
ppoiged &k euchkses, wWhsikiaraia se@nd Edmpdurdts (NE{'(ﬂS/)%Ct&fsb&Hbyl 5- methf/l -4H-

ﬁ;élrtggo@ 4%3(%9 g. Eg%fckc%[ﬁ 3 1]}6& 8 aﬁl' 1%5@%‘}'@% 4 pyrrol -

‘fromlmdazole

%}0%@0’?%%8\%’6@@@”9) (Fl‘dft'éﬁrtpé%’l'ﬁjééi)ar% SUShhiugRgz dihersiny paid second
céripaatd mcngtly profdase indibits. ‘Ahcthed gebodirasrd affdred Quch uas, wheén said
s&%ﬁ@ b&mpomg SEIE&E&H frd?f? am&rglj!agﬁ '&ﬁ:’ 73&%59 'Eec-ﬂ:eeﬁés Ijl\m:dlléaenelfmawr

he term' stituted peCIer ,g
“E?Pavffo?aev S‘/a"Bé%‘Fréseol?E'“@f" FM? é26 ﬂtez%‘aﬁ%f’?"t‘ﬂ’én?% 33390 K iéMN'
27T2hSuN8E0 EGP-Ed755, AR ATRS06, Pdt 1772es, BDatd3bo,dw 1788420 Uk1eeaos, ABT-

3?@ owfsb | AdL@FYeSMK-0dd Q/xt4% fiﬂdm%ﬁ bR, B{jaﬁuHQﬁrt ﬁr&éé‘hs‘\ﬁ’r DPC-681,
t hat t\r;%égem %%DIS unsubst it ut ed
i tuted WO KRS >1yéz[6dyﬂr@@2%@9thy'b%°nﬁwol 4
Pmlb@ﬂHOMbﬁé -dimeywt-1,8-théaabligine-Hicambexatmiebenduiestersénaddcaidat.  Also
in the conpounds of the present invention when a
group is said to be "unsubstituted," or is
"substituted" with fewer groups than would fill the

val encies of all the atons in the conmpound, the
renalnlng valenC|es on such a group are fllled by

o P~ o o o " 1
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15 conpound. Exanpl es of sol vates include, but are not

limted to, conpounds of the invention in conbination
wWowam/osuster, i sopropanol, ethanol, nethanol, PCT/IB2006/002639

di met hyl sul f oxi de (DMSO), ethyl acetate, acetic acid,

et hanol am ne, or mxtures thereof. It is specifically

contenplated that in the pr2esent invention one

sol vent nol ecul e can be associated with one nol ecul e _

irpfudech Bereip i@otHEl diSeso fVherRiB SBIF seeaRf CPMRVIRE iiHPelected dIRmaaEnpgenavir,

rlafickivirt Btondvlf 4y@inBMT envirase, iopinayIre atakaraail, | palicoint iedeviat tganavir,

Elﬁgwrl %re%gr]a(/peﬁﬂ ﬁsawg é(bé‘%% ljl)faﬁ)xy gﬂé ﬁ%&%@ rpéﬂﬁllbenzloyl Yamino]-

4o?he"3t'q"|'@”%¥'}n5p%‘ﬂlﬁﬁ'§y'df3 tf"ﬂ’é’“‘i‘ﬁ’l‘ee%%ﬁﬁ'i°x?'ﬂ‘9% NN OSYTRIpPaYE  gploium.

Athothgrd eraltodimeAd pliotidesnsuch yuses|, whersinsga@icsefcorgiadédmpound is (4R)-N-allyl-3-

ez%fs?mo%x?@ [(t3hi§<t;lroh)32 h&ﬁylﬂéﬁﬁﬁ:ﬁé?ﬁmd]ﬁ%ﬁéﬂylb@t@ndy@%% ke 1-1,3-
sol vent nol écul’e may be associ at ed

R T HE® conpounds  of the present | nvent | on,

such Als ingludeciienginl erattee. use Pia firstepmeauad indlog prepasalion arslicament

i ﬁﬁbﬁﬂhg |tHéV|§ﬁFrhé%Bkn<'¥Ht|@s mON nampbRsres séb‘éncS %W@hl&ﬁ whbrein said first

resent | {
SHEHY S dperd T ol 82 LA, bl Pl b
méiebolized rRyoREBOMFH¥SP o r W thes e idgeE etie |Sé%h Piﬁsawb%fﬂ'ﬁ &Bif esecond
&flpbund IQINYEBEB-13Qs0RIoPyI-5HRHIYE4HR1 2 8l itaz61é-43]-exuBvpabitydiof3f2. 1]oct-

és?}ﬁ eﬁ@&@ﬁg 0 4&%?%%?9% oEQéEecEr%EgéHh%)t he Q{h9|| Ofg' Claelndo {8-[(3S)-3-

ac
@ﬁﬁseqmmoéra (}BroraphenyORIoRYAE- aﬁ?&‘tﬂ'ﬂ? et 3@:'}&1 raam& 51516;7 -{gjpanydro-
™H- hﬁfam[éssc]uyrtdmeﬁrcatbbajlatéO ofl h&/-{{1)-Ba3-Ereiy{ Bisbrubyrpe 2-methyl-4,5,6,7-
BpQarb- ARk zoggs &Wm ey @anblc96($[@§ huaameyuR%O enzy rre

activit
TR or o AR 4P LA B8 L WO o LI compound
Aelt iS)-B{3yisapFopghya-methyl-dhd . 224 Baxolerizl1eiss 8-arabigyqiid. 2. loeHSaf-1-

;SHéﬁ Wym cﬁlﬁ@r@c BKé&ﬁRecalbé‘»@f\ﬂ!é)'n FLﬁHhEhﬁroﬁdie%SéiQG&thses wherein
ar.t | .Co

?eg%‘rgl X gmp%unfi 630 ﬁn hp\réprg;ﬁ% 'réhrl]bzltorrre nacla’é er gB?odlmenp anO{dﬁ such uses,
\amymsald)ﬁecs epna)oermp@elﬁfaedrf&miam@ranqvm GBPEEAT CoPP-8 5pPMP-
£h} fiRhre Gtodyir, GRS, ifvR@eNoditavk, TVER128f atadabivitagayinasikids-3333,
Krﬁ‘l Jif%em{i\rzkz q_'&dn%g& c'é%td?%%s Pg‘?%’bb %@775@ Slb ‘i‘Fsaw @D 178392, U-

4P, A% 80 DMLY A B MRy VEATE npTc PErRI AR,
ﬁa@ym Or BCZGETRS UBRGIGB4AN AGR)N-allyhn{(23,35)ed yaokyes-itd-hydroxy-2-
gﬂyégeﬂ% Jhisdt! quhag&bméh&m 5 5§‘du¥uélr%f -1 b'ﬂué&bﬁd‘r{é 4OcrarHo§brﬁ1'de\,/o and

ammstralor} Q.2 as a rrﬁ_g di
SHRIPIANT B LD TS {‘%(E'Q I %‘ﬂ&'é“i?;? "t’*r?ée"b??ﬂfo%‘ii gompound s
tlantdd nigonali angdniayir, t welfink, aijanedhr wrenaRil5 Gvierszy fapingyir, atazanavir,
E;ﬁé(/ﬁe%\dmla\ﬁr ti%FilquJu‘ QRrunbdte bALhdavit ﬁmpfq aﬁ}l‘-@@(ZQ)’BBP@WdQﬂF3 -[(3-

ggﬂfémg Eﬁ%j’“gﬁb‘g@ra@tﬁ%ggyl} gq 53);% tﬂ@ﬂ% tﬁlazo?dme 4-C hear oxamide,

aivefasampednadi eaigium. biAneiheiprivedimen ipravides emms awmretnh%ﬂld second
EMpREHENd  oes (4RQN-alljIBK@SPERE-Rydrdx i B BAYArBNyE2-m&tiienzoyl)amino]-4-
Bhengé’dtantoﬁfs Ef%%eﬁg ?t’ﬂB%.h @é X %arbori%ﬂ\ggovngglt 'f t Lo dbook

of Dr'o@th%ﬁrawrm%\fﬁ arwaiowéefd Mlek e, mathpels degqepd\rsrain, wherein the

380 stratidoLis Baid fitsi Aot bécond ¢oapolnes oetie cequestBisi Ng i N
\ljl tr oln%EheI:] Qrayddﬁr?en'?éyéé g%;i;] dogny ‘t“h%'ﬁ? tl%%g 'dg&[‘(&{d fg%tlfh wnerém the

ose n ar
a‘?’?'”'St,&ﬁoﬂfg &¥d firatrasp ﬁeCOE“h%’"Ip%‘ﬂ‘?ﬁ G%Fréétltﬁ? F%‘Eﬁ fime y 1 ef ers
t 0 t hie o8igsénaivtitnents ard @dided tigthods d treativig HIV iaaw tit-infedtedcamammal,
%mlﬁ&‘%drﬁmf@r%y @c‘fjsafi’dj%rmﬁltaﬁ ﬁgcg\t/eoan%uwlann -HIV compound and an

| oaval can be assesse neasurin

BFRGEE ameent i A\vRmPRNECSGFINgHR farrye Wit ﬁi“Bigd"B?” i rovided
swhcmsethadat iwbere §diirearf-HHf cor@unthdshanglélf protepseofnhigitor.  In other
conmpound foll owi ng adm ni stration of the conpound to a

10 mammal . AUC is a determ nation of the Area Under

the Curve plotting the serumor plasma concentration

of a conpound al ong the ordinate (Y-axis) against tine

al ong the abscissa (X- axi s) Generally the AUC for a

T |
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20 greater when co-adm nistered with a conpound of the

present invention than when such co- adm nistration
waoelo®s/0s3t2 t ake pl ace. The terns "adm ni strati oPCT/1B2006/002639

"adm ni stering”, "dosage," and "dosing," as used

herein refer to the delivery of a conpound, or a

pharmaceutically acceptable®alt or sol vate thereof,

or of a pharmaceutical conposition containing t he

LURYBEHR 2re grovided RUph TRRIAGE hgTein saldfl¥ protgse inbibfigr igsjelesigd from

Sgranatie CGReTIHAT, CGEH-675mMNR-450, ofelfihdvirt ritdnavirc crafudnanid  ingirase,

IBAROF, BRAE-128! QataR&irS Sk 06 s-BARSKR 1-8f3, KNIEr 2Bl P50, CdHes1755,

ter “co-adm nis [ '_ar _"co-adm ering.. as

R ot PBi A 2op ool edep. PRarei OBt 813t BP0, 21776,
HANBKAZR, imtinagf, teranayis tdasioavso brecknayicl P Ceip BBAG8H T (4R H¢-allyl-3-
IS588 Dy drdXY BBLHYAroxy23-me By RSy TR AR 4 LR el yloVitaRdy BB ARty 1-1,3-
e R e
giepstiads. otherelnesait EHé Riotgaps, dhibites s gelectshfrem GImprenavirs ggtinavir,
(RENATAR SHalirRir, Oifvifasd, t oghhavir, N@aaam, Yalinkd( Yhdthasadierah®Ar/Tarunavir,

- nistr r L

RRAT 0 and eSS 382 B STl S Bl
rhepauianeyiyp, S-fmethyd  3yhipgolidigg4-gaioxamife defosgsnienayr calcium.  In
stiesg iemeodimehtsaard provided spadnestiicels whéreia thelHiN grbteasednhibitor is (4R)-N-allyl-

SEPAEHDE Jroxy[b@[?sdhﬁFb&y-z-ﬂm%ﬁw%é%%)%éﬁin?]%-ﬁ‘ému{ﬂﬂta% L8l giRbthyl-1,3-
essenti a l%ﬂ%ﬁﬁgs nme tine, alt

ssen . ough they can if so
Hiagfiggyt-c R MR UT T4 31D g”’.‘"ﬂ%"l %‘a‘ég‘,e‘hf’%r‘"hefem the the
awdiip| e,compenndi stier i n@y-{& Sf-BiXBisopcawmiFonetioyl-dind, 2at-tdamie dutiexo-8-
&fabicyciag.mq&fﬁ@p\gJpﬁeﬁ?mohp)m,a&ﬂ@%@w@bﬁne&.a@g@ﬁd@,rethw 1-endo-{8-

e forms, at, the s t.me - . Qi st.rati
SR ESRRAh R Bt Binely o b ateb Bon 2 e R Py 7.
tetrahgdro-A Hdmidgroldipyciryriding-S-carbrayigter ersN{(Rlat-ideecdnSiieohtyryl-2-methyl-
QE,G,EMt@Wd&)-ffDiﬁﬁﬂéhcﬂh,Biam')'/r;]dﬂﬂ-ylﬁﬂ?ﬁama[ﬂi’C}C&Jt-s-yl]-1-_(3-

I y u .

AR Mhappael A g rtclineRER o BT BAHg s Ghortin e
AFBYt aloBPURRt off s ofNA&YSE3{ThiasneRpy-5-mety-4Hd @i trigzele-4-yil-exo-8-
shabicyeint3,2. Borts-gif-1-@ Mehiypropyik-44-tilikocaddhexap Bqaetiokdrhiee) M t h a

conpqy r&ﬂepgms&iﬁneﬁfseac‘r@ rHrovian’ @l‘]ghi @Qhod@,%eirén L first com;iound is 6-
del eterious to the rec 7/ 034312

( recipient thereof. WD 200 2.
PP 7 SO GRSl e et 34T SrgIof T SRE
PrenefhyippraydeakyHyp-ditydoeitpyes-2kanewn t o t hose of ordi nary
ski | 1 ad ibed thBRin2ke- telfR! “cEXHRRY Cand REuGRFRALNES iRfinelrMBen, non-
I|or.esent i nvention can be fornulated with conmon
AUNOSP%Rt s, diluents, or carriers, and formed into
t abl et sAs gsgddgrains theaann tHIE rhdake HuEsminptuaedefi¢iency Virus. The term
exciipi ifBjrase,"dad UL BereiRNHednarihd GluSar MAhurdt6icRHdyt Wkl Bntegrase
fornéH%h formul ations include the following: 5 fillers
and'@xtenders such as starch, sugars, mannitol, and
silicig l@l?’f i"clmactai ?m'eﬁl abiygel gé}}eitﬁ,ﬁﬁ@ér}% s]?alw;a}%ed @Rnovalent hydrocarbon
car hoxyne .cellul ose and. o r cellulose
R0 APV ] o iR ey HE safangl (GOr dyip o caon atoms.
Bxamplsk powplegrownsi irdude. but arg netdiaviedstogmethyl. syl Prppybrigstpropyl, n-butyl,
db-6itptA@fabitag agents such as povi done, sodium starch
gl yc t S0di I ho hyl cel | ul os a : ,
cal c%hr%}]t%gr %Sgéit% g% lgag(ﬁ g m)%'gsgél lsf}r{ﬁjr%tlg% zﬁnr%qgwgl{céggeé{‘;8n%§£'fpap'cy0|'c
Figt AR R BRvo @4 efpl| of frere A tas Tl carbar ringeatentst iEpamplessad pyshigepyps include,
B ael ret intited ®, dyloplop, cySobiityR byRlobérty, cadidpahtetyMcGsshBAN Betscheptyl,
awgkggghﬁctive agents such as cetyl al cohol, glycero
nmonostear ate; adsorptive carriers such as kaolin and .
bent oHiet &M a5l @' ERE Beieif means A group dgiiver! fpmap aromatic
higradoruconaingg fames @nid cabbn diopel Eednipids@neuchlgywupd Biclude, but are
Fi nal pharmaceutical forns may be pills, tablets,
powders, | ozenges, saches, cachets, or sterile
packaged powders, and the |ike, depending on the type
of excipient used. Additionally, it is specifically
contenpl ated that 15 pharnaceutically acceptable
formul ati ons of the present invention can contain nore

.
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25 may be adm nistered to a mammal, either alone or as
part of a pharmaceutically acceptable fornulation.
w@k@oa3ssanpl es may then be withdrawn from t he PErTE2006/002639
and the anmount of HHV virus in the sanple may be
quantified using methods known to those of ordinary

skill in the art A reducti28n in the anmount of HV
Virus in | e conpared to éhe aEDunt found in
ohnigf B’OBhe”kﬁ'é’F 8? YHRIRTE QTN GA° FPe¥hePSaEethiyran. mean a -CoHs

govpi Thel tefnC'benzpl el ssadnetedh, mequs @ SEHIC-Hadmoupi t i on of the
30 T afb {eh@id, @) Hferdd Wbk 1S hérBin triEnd BB omatid) ﬁwonocychc bicyclic,

Bl e P 8 b R SRS + R i BOTRATER g
fromritb 40 daskns atamszand &ern ere fo foutliptaseatonsrpaghhadeperaiswtly séleatasirfiom O,

s Aam, arbemﬂ@reqm\ﬁsb%adms ﬂﬁ?g di’Bé{d &6u eg bt sanerrﬁ?o raar]ac@ﬁt@ atoms or
[ han

B aenl Bk PR I eV R0 by BB pogete
@gqsmg systgygs. yRlar] SHEY EPURS Mk & opfionaip bengpfgRdn d\dgitionally, such Cz Cio
re&rd@ydryagrb@a 2y cerbeifpardxd Suummbétenpévaranlblatmhtthm @illtr&@lt in a stable
Joﬁ‘rﬁnaﬁ atFlgro QﬁﬂfgleHLl}éhIJ]gé%ﬁrgy c%ntag'rugrh ﬁ)satgm %I? J‘r a\/ﬁatﬂe c?rbon or

ound Icatl o
nijrogen r’r?reu?grh ARyuP weemﬁrngrﬁf%ﬁwe%o ?‘198%‘@”%? ChS’F‘G?“M igagile. In
RKitior], it Isro bendamstbod thatevtes Blme a 'd%@n‘bﬂleteronyuyhgrohefaoouaemayulfur atom,

ééidrédﬁhr aﬂ)m Ry | b@%rcﬁ%ﬁ With -0 one o Y clyBh Qian% rt’cgaiﬂ)@é'iﬁ‘\ten a sulfoxide or

*‘h‘g?"& 0 ?XQ'F‘E‘F o %4ﬂ?@1bgrﬁ6 hﬁ?fo‘gﬁ%gﬁmgfﬁqzeﬂr\y} (demed from azetidine).
/mmpmdn df a omegbgrhd heteroevalici anaub listhiazotyb artdzn| examspié of 20f0 membered

i€ glol¥® |E@Gif10l|nyleﬂbﬂrkﬁéj(aﬁ19eé mudrp.ld?_ cﬂo%le'r&?cﬁyl greup\émcrude but
2oo 034315 I?CT/IB

od n?te ypyrrgl%rngl/ %%r y%rofuranzl drhgljrgfﬁra%yé, tﬁtr%\ydrothrenyl
tﬁ*aamwpyrqavl ¢lwdmpvrﬁ@vl tqtr?éydrca rwylorflpeeére% nmmmwnw'@morphohno
thiexcanll) @ibeltagingg,a dsAidify.C Bxdtamili Qhiéthrd) Kadpiberidogl esxepan@d thiepanyl,

. . g
ILLAON AR oA ERIARBHS S, TERLS €,
Frheyranyly ¢ AHpYeRY, t dioKanYE t Hehdprelaey.c apyrarolwk e (dithignyl,  dithiolanyl,
dimydeopgrany r difiyefolrgeniyli wihyaratcanyl, 'pyrasolidisyd dinfidazelingl, imidealidnyl, 3-
é’z@b;@ﬁi@fﬁﬂton@ia I, §9£QB%9&6{4‘% B]ﬁéptan‘{)ﬂ“ﬁli‘m@&iﬁbﬁli z%*/r to a

such treatment, Is |cren a]
effec%ef%;fheﬁeﬁrv' S GeTE B PRSP EroDigle roup hing a oo
¢firemazite U0 ietoas liryitsefng earntdi cpmainiagripum e tao? cagdnextdnisvamd dnamaneg to four

mer@t&feraa@u.n&pb@emy%ea&d §ohn euf> fahd:u el wite ur@qﬁwsattr%t Bk ring of
arti cul ar,

1 0

St ok ot B Yoe dton: o, RS b BhiacBE Ao THE hesoescic
gr@upion%arb&ﬂ@duw gt $Y9tems cﬁxa@ueSh oaﬁroer@wﬁeteroarcgeurogws are
;Wrrd]hyD Grhigddolyl) bRBRSS) |, ipGrardBl weeelyl fyraain}i Q&tra‘iblﬂdfu ryl, BRIk S&zolyl,

tﬂlazotl ﬁeo@gg qu(’c)f?&g@lgl %ﬂjc;'lklblc}u‘nglﬂgpfrso%uﬁairntrl 3#40%/[5 %&El%%tazolyl

?r@rofrr?rm t&oliny!, IPq4RPIM; rfrde'ﬁmrif Phifalaziyly RyFdsziBds dricginyy fpgindolyl,
geridinyin hpdaingl,i @Radizolylh ethGYEAH) flﬂ’zZMUESenZSMQBar@[S bdiothiophenyl,

IQA%%I‘PE mgln%gr(}@xazg l}\eqﬁrﬁefzgﬁryl EJlr?o%lrn% a&:pfﬁ%d‘nolgand ﬂ‘rﬂ%yndmyl The

treat any t

heleroanih efPYRS S12Y Pf Caf‘“ﬁﬁ‘ﬁ?rﬂl N-atigchief! waere syohys pgsrhﬁm‘??r insfange, a group
denieddifichen: py(ﬂo'? mgy b pyrtol-fry (Mh@cnhdss agyeol-Gtyl (©eatieéHet o rFurtter,angroup
&aaséarﬁemg.dézere%a§ H@rnﬁ&tzorw (t50RYa) BEmRERHS- We@%@héo@ the

condi hl on, h(f ﬁ“r\ treatment constitutes
proph Pdeiec El?ggﬁt ?ﬂ?n 2P, PS 358 NSERIM, B1981) MO BE NG promine o

ibding nodul ating or inhibiting the disease or
0nd|'lth'eQérm sutftitutedl R8I iﬂgc thé §peQﬁé/oebr9|HHT§1nﬁmret§/'blebrl; one or more

gﬁtijuee\étlg{] g'ﬁe Ee‘rm ?]nsuﬁa%%%e e8r|13 tbﬂﬁ%ﬁ stqe(ap{ed ?up(tie95s nogsubstrtuents
T@I tere/opiignalin guistituied reeanatfhah@\etsmmdqi grearsie upsubuted or substituted
condition or the synptons resulting fromthe disease
or condition, e.g., relieving an inflammtory
response w t hout addr essi ng the underl ying di sease or
condr tion. The terms "resistant,"” "resistance," and
"resistant HIV as used herer n, refer to H V virus
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prot ease enzyne that is responsible for cleaving | ong

strands of viral protein into the separate proteins
woredoros3up the viral core. The terns "viral | ordi/IBE0eh/002639

"HI'V viral |oad," as used herein, nean the anmount of

H'Vin the circulating blood of a manmmal, such as a

human. The anmount of H 'V vi429s in the blood of 35

manmal can be determ ned by measuring the quantity of

tHl ape RIANAre) seltsitugito ol itidd PRy Unastsiped $hat i BRrFomMBoUnHy Sk the frresent

iVedlfidashgn Skgrdub id $hid lB@etiiisubsiiiRd,t e BT subsitURo Wil fedier §ris than

\%)r{ufdsfﬁmﬂe be{‘e‘ﬁ ﬂ%é op%]lhthg% offls S th %%W%?W&ﬁ% 9{9 { fgp,gysl o

HPUPOAre filked @d@y@rﬁwe Fg’éﬁéﬁ"iﬂ‘:‘ﬁ!flayc@%@&"?“Be%lscb?a"%d’@%'w' herein, s
slestinutddngitl oas addipaal @sbstiibre, dne ohoraihae skileih erresart would understand that .

QJQ@E %Po‘ﬁg lﬁgé ¥ %Lény po@fﬁ&%%@m @arb%ﬂl aﬁo?‘nsocff tr%\?%V ? S lnltlé} %osntlons,

ese conpoun ED DES
P R EOU 538 Sh FTELAFS B OS8R T REop GO minus an

addifienst substituenty tddeavadjri Inseheased, theoremainingringérborsalorhs &g eaeh bound
tlatunerhydaogbnc&ml teafml 8 %l&rl&xe@n sr;a,qmnp | ipRat, g@na@wqh $0 present

that there. is . an nerease su

oepuss s i ©oe arBRUERT SRl bues RE L an, e cersend o
wearpbeintie Corandmas dprachearsiams temaining thap laeer wisdleiiuiedt | These three
@fsuﬁshl@te&@é}bdnl SR ar€ €4TP 86UNA td dive hitRogdh ataR to fillthér VaRhdRs.

) eXpOﬁ‘u eq scﬁ\?éte?’sa%qlsé% Eeq l? I npe'apg S }Jﬁgrﬁmaéegt(fa@ﬁacc%ptab C? solvate form

concen
¢the cﬁma@ﬁﬁ ahfthey prementgg e 48@ine dheo Bigleigal p@ieFtUEf‘eégr of such
tdmpBundArExarmiilésod Selvaids ihdiele Sbp are ubiintted &, taarpsahdstodtha invention in

@og%snu.o%n@hh %ate$e@9&§>daﬁammgm fafale agmaﬁwm&@uémgoat ethyl

m ni sterin tional ‘or secon ngooun
FRSIRiFPCctiock CBFIRSITS, S TRHISE PR T SR eBleEp ettt n the
prasenbidventiinsing ablvemh molecude cap bepergnidied fith bre melgcgletar tha compounds

wtﬁmg@w .n@mﬁﬂnam a§@rn9ér§ts, annr@rn%#@nteg e@uﬁéiall bd’ﬁ?e‘énpla%ﬁ(ﬂhat in
measurin

e SRk b BCS a0 e Bop bt st ipPlog Pkoue o
the painpbupdr ofnthe opsen iyvedsion.| fugiuiagl acdirvdietet ofedifionsgllyt ihisdepaeifically
B plaiRa Gitdt 456 @bésenThﬁer&i@ﬁT%s§ thdl Ynd §olvehth|ﬁ361edfu%p|ﬂ§} ®fassociated
el)t%ceg { tobecxﬁle of ggen%?rﬁpr{qus otI g‘% ;Fnreseeﬁp Ipn'i/entur}r\( eguch darg éshemlhydrate

co-adm nistere I'oha
ESip®9rfal SCIVERS o HSURTESEBT INteREeNARI FAnfestRiated is S§E{ét85h€|f compounds of
10 Uit dnyhiBendt refdin thé @iojpbias NfediVenassC 6 thainbn-hydide fBm of the
gﬁp rﬂ}sned and the concentration and tine data from

the 15 sanples are plotted to afford a curve.
ar ea UNRdierm ¢ paEmaagitipaly; accepighie,sab'es PR B¢PIBr 8’§a'ish% Sa't of a
eonposndr & thefprashg invantiva lthat @taink ¢hedrioquizaireffectiVéressloffthefreeracigs and

gé’égée E\‘?n{asrpmd ld@;ﬂ,‘é{ vetahégthgtl-g Nd? blblggléé])eor o@feﬁﬁ%@es@glge

sent, Lnvention a
a meastfe®8r t%npr?r?fﬁ? éjad'g%'" 'g'f"Pgt ﬁ@m&pla%v?“émlf'g 'f’ﬁeFI B G enzyme
adligitytintdaitmb aorousié casnebed dersu mederi ta anhanpintigira aofpeune required to

H&iﬂ%@é theTel&ﬁi/ltP 8F BRochrofé 180! Raymes @lr £ daOlfle rcyt%&]ﬁorﬁél PA5®, enzyme
der the Concentdra tine,.c

FRPmnGL88 ATS 1 20 PRl e Whel 4 P e ot deprocces
Pyieciogia 41452 envye ativisl ghbthe amsing pf sweh adempeusg reawreérﬁo figso, can
Be BASREd BY math6fR KRGV tdke bRIMAFYAKR I thé BV B the® Mebdd ddscribed
ﬁgggnd or additional conpound, as described above, may
occur_such that a conpound or conpounds of the »
pr esefte eAGeRbibidng” ar inhpities castusehherdip refere deqseasip &eiastiity of a
aﬁodhhu&le&’dsb érizghabr eag@is Sisingl@rsayentaied isalapube. of decreasing such activity
QAo 0Ab bVl oY Gl %stpaﬂgwo A, T 8 hﬁﬂhﬁa 6% fhBlon may
SUC 0 e

oun r conmpounds present

f3¢ alaes Wnth%lF‘éfnﬁﬁ’F’@;%@ ing g{regflyfte) Fﬁwwafhr%e Ff?&tenwe or enzymes. In
aditmn ahe actilityomstidhecyfoctiromié B4500emzyneswidyda detreaszddh the preadnce of
agent is found. If the conpound or conpounds of the
present invention are adm nistered separately fromthe
addi ti onal agent, such adm nistration nmay take place

at the sanme or sequentially with an appropriate period

of tinme |n betmeen The choi ce of mhether to |nclude

o o o N Y a1 e
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CH3 ,~\ e.g., represents a nethyl group, ) 't 'CH3
represents an ethyl group, ,~ represents a

weywropsnt yl group, etc. WD 2007/ 034312 PCT/IB2006/002639
PCT/ 1 B2006/ 002639 -34 The term "stereoi soners” refers
to conmpounds that have identical chem ca
constitution, but differ w3bh regard to the
arr angenent of their atons or groups in space. In
Syt @ pepodrd whenesugidifpct birdigretiwsak ihg engyeTecand thepcompernd does not
tsieqlaeel BRIBITre)uch iMhditpPo haylbd &’tﬁﬁpetﬁwe non-competitive, or uncompetitive,

{A%Qscﬁwﬁ% JI' FR%&P ShalfbdkoPbru M@FA Sm q\/lquJ] Sel@(gro y&eﬁew J—(E}E 1999.

SrUélp é‘lplb[tl@'\ Qanbeldgermlryg llﬁnég ’6fV’tr€r?éfﬂ Y/\@n%l(ﬁtgm%forg combmatlon of both,
Y3y trethudscknowrotaytimse of. ordifeey skidinthe' ait. ast er eoner s”, on the

ot heryshabfhereih, ettm@ tEe?‘mt Hoévglf%\bﬁlt?l @Fe'rsotestﬁé %/stéﬁﬁé’\ﬁ%fbbmty%'argwen
of stereoiso

T & SR PR A RFoc 5 et el BraSHY FARES akgced b
rn@asmmng ks ared ubdee tr e@menfAUChorethe ineimyaysehay er plasmanesnedniration
)b&ﬂheaﬁ&ﬂﬁgea- Rm c@‘é%&p&fnd&&]l@wﬁ@ﬁ?ﬂﬁ@ﬁéilo@fof QhBQ:ompound to a

rFr esqnt nlgergiegrml?ﬁ |o% °€}Ed%e% Lf der, e {IF%I%EIOHI g%tsealm or p‘#asma

meeﬁg@atrm ef wemmumé alopg the orqmte Yorxige B@amst tiomdleng ihe gpscissa (X-
HEY. NB@efall; tHeNUTOBr AbNitalat SonfBdatcal Be taliliakatuging Mathod!khown to
tRc?s%%\‘ %lﬂ gar§ %Jﬁlr ﬁ% ‘?JL?\E %s d%tcnbteg ?nt G %aédé%%} @B lgﬁaﬁnaceutlcs Drugs

cat Sgancos, 3y Fnilpror OoRg DiSH YaoRE: 1296 Eiitret/abe s
cﬂelﬁmladczsttlm médatuno ndngertdatonstf ¢eeompane kctddvedvn the sen@ant pldsta of a
RSmmal PSR Sl s‘ftraﬁo% FPhe §6rpplo§nc; B#He n%m@uth%max valhg‘ﬁ a particular

i nventi on nmay contain nore t an one as

STPBOY] BF SITeERITL U TN A Oriee fL S UBRLERUT g o The
phirases timereheing bivavaabdily” Pr tmprawdngrthe bharpacoligtibohastsebere mean
tnmretsy;tamb E@llm&)ﬁoﬂah?& coalpburiaqagasbrle@ass;\m N S&m % a¥idhmal is

RS kMot S o[ B A b el B S en o
administreiinmsloeangt igke pladge | nvent i on and the use of a solid
or dotht @fimyedgistratiode RdminisRaRS S'dbsagen rd N@sing,S ¥4 118_E hér6in refer

tt%%ﬁebé)eﬂve?# & 'E'Scoin'Bo#nQ r%"’k{ﬁgrm%%ﬂﬂ%ﬁi gcce&atgg &l or %8@@%&8’# §ofa

reoner
elervasatical sorprasion PP”E%’i‘é"gﬁ%ﬁ e ?'T?epflaﬁ’i‘ﬁéﬁ‘f"icﬁibi apegpigble salt or
anae, thededtl@s b achngabbuch frayth eomppuerpia abxbriay iridihe Seruihab piesma of
]:ngmgla,known to the art, incl ud| ng treat msnt of the
ase with an i norganl C aci such
hydr oCHI s C&adﬁi“”'sﬁ?t?PoB ‘i‘haé*mé{‘ts?e&“g s@p f‘ﬁ?‘i’ deglty gefer to the
adntimistraticuaif d corpitetiphdrai ficst campodnd ad @ chinpound kighe reseni itvention, or

QBha‘Prﬁ&%E\lcQIly%ée‘Btabl% WGIPora3ivaE Slklesr. %brdeo-émhrﬁ‘dtr@tlﬁ%lq be performed

S a5 3 Peeg e QRSO 4 R e g P o e same
samippgildni @ part @f thepyaregh vgilady dosage dorms u dle-adminigtrationr a3 includes
@&rhudst&rng @ 3iksB6dnHoORY &hdaCofpoundl BitAe Mﬁernomna&i séparstan} hbuBSs part

CfI tF\e se%me %grla?eax% reg%{eﬁ'\ar'ljh hngocéogﬁd;onen}s 9 ?mlmstere% eparﬁah need not

b@ﬁ%@f il bg @frginigtered |aﬁ aesantielalbe game time. ciihauigl ey cars b i Sages'fed
pmts @b- u@masttdmsrnmlMee,%r@xmpwatach]ﬁmasmﬂgfammt Eomp@amdknd arempound of

&réseh(%nveﬁgonl gs geé)qggel X&g%e\é u%)gggal Bm‘i %ugg‘t[ !ﬂgdsalqlg tx € co-

ntion
'@ﬂ?t‘%ﬂlﬁoéﬁluéeﬁﬁf’ﬁéﬁ aﬂ'ﬂ'ﬁ'\?\tf?t'?'battdﬁéreﬁtl’t'f“es ARD ar(‘JY Cﬁ‘{fr
t r eat Trernternaf pﬁdneaciantteeilyaubceﬂ)tauetfh‘rrﬂlatlonf O fpharraceutital composition,”
o %e'h%renéﬁ%an §Uc%nlbiﬂ§tnoﬁ'?af ar@ommp f.é(vem%ﬁcg}ny Bhafmadlically

tertiary);: Ine eart

ReraniRg EPét or 6?"’38?1 E‘eTePfk é"d ISE %'ge%fanglei Pxgipieats dhat F@ °°’“pat'b'e
witic b udmpaungd afiitiee srebdns invergion, vaad i§ motmiedterioos & thdsresipiett thereof.
as glycine and arginine; amoni a; primary, secondary,

and 35 tertiary amnes; and cyclic am nes, such as

pi peridine, norpholine, and piperazine; as well as

i norganic salts derived fromsodium cal cium

potaSS|un1 nagne3|un1 nmanganese, iron, copper, zinc,

.
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acetate, acetic acid, ethanolam ne, or m xtures
thereof. A "pharmaceutically acceptable salt" is

WO pdognsksa2 t o nean a salt that retains the bi ol Qi/m006/002639
effectiveness of the free acids and bases of the
specified derivative, containing 5 pharnacologically
acceptabl e anions, and is nd®l-biologically or
ot herwi se undesirabl e. Exanpl es of pharmaceutically
Rerraseuipd! ©rselptios Fatchemiepared by PepceAurRStknewhietizage Pbordmary skill in
tRE at. At R exanipley kidt @mpounes aiamesredehtinahion dae be Garhdatéd withcommon

%égsg%(%[)&%né%%s gﬁ& FWJROX Qahs, cgisme%)ra‘m%bz%t @xamples of

enzoat e, enzoa e i carbon

F'E'E’I‘t? ai’l!"ée”tsb PR, PR thahyprp él" apletier sugh Oé'f‘%latm”?a P“B'Hﬁ?ed@e following:
flierts wimeexienderd sueh be stach, | scgarmmeidtbladrd silicadeiydtivese pinding agents such
SRR Shyi Eélﬂufaéé Qﬁd oﬁw@rpﬁéﬂé\gs% déFl@&i(/%' %tgﬁ\etegogelatln and polyvinyl

cl avul anat e, % no z X q g‘t ¥
F?i’ffﬂ&‘i'a’?e é‘bﬁ’?ﬁﬁ%‘%ﬁ&?’&s Suhets Pécem of i{” @%? ad 398%? Sty & povidone,
ediyinattach elydvidtes sodiim soiatboxyfrethptedliolosef, @agir agap  calcium carbonate and
%Hﬁﬁﬁaﬁ%@ate QHgHﬁ’c@ Irf‘tiitr&ardﬁi; Wl SINBIoR ,sudh HCHYrdfft; @asorption accelerators

%’gi ﬁ ?Ug%{)“%é’lsaﬁngmg%tnﬁdoailp el né%@ﬁ%e&éﬂ%%‘g‘éﬂt@ st C?S %Etglaa cBhol, glycerol

mm@@rﬁqeo@qsa@tweycafrm 2ely 196 tspoliatasd b?@an"seandu llrisents pugheas talc,
¢FoRkMaNadgResitni Gteata®, andl sat EddjetmiatieeglydoB L rFiat phammhdtiial forms

vgg} l?rzr%ﬁ talgaL &&s I%&%gls%l-l%s CF?@Q' é\'ts?enle%t:léagboﬁﬂ}aa’g &nd the

%nﬁqy@mg)@ﬁlﬁmygg gfaQe@lpleWuJ@eaq eAqu{xaB%iW ltaIF épecnﬂcally contemplaied that
mpﬁﬁcb@balm excdeptablel fbronatians of thp hirdsatdmentdn Sah tottent eore than one

£Htl d AbRdied! eﬁc;reexarqﬁlgl alkk: for@l@lgmg Gnéyedgﬂ@ﬂ%&)a than one compound

ate, ant ot henat C
%ﬁarﬁw i PP TR PR B el ey conain one o more
pinpepwals ef tok myh@sphwmon qudnbrgﬁgamaaqwtmat@tl -HIV agents.
pr opanesul f onat e | onat e, propi ol ate,
by 1 OpHBSBRATRDISY L SPRISRIET rheaht e i pypgdeficiency vinus
giaeditagivrein asuetheﬁla:h@ cels mexhaaesent ig ulré, at & may B@present in vivo, such

§é"|lnfa%n$al s9eH 4 J ﬁ)maﬁagﬁﬁtlﬁublﬂoﬁrﬂap 8k gccohﬁlﬁaﬁé@ﬁﬁadmlmstenng one

t rieth | erate sa
PR AHALY BI™RHEI? BEGht SRS A DA A b WilGing apgort. The
nlanmcetloaroélnblalqu¢fé4héfrepﬂ@tl¢n NG cgll. suptties ip&rmapryal gfan be measured
dén{gf rﬁétﬁﬂ% kﬁ@}\}nttﬁ thelsé Br dﬁﬂﬁdr)oéléil ih er=@aIFoEesamie O&rgamiHIV compound

s h
Q@%g F%rglplster ough _s Uacmma 8 tB%r amﬂétor be Hanp 1Ia£ gﬁaqggéeuﬁ:c%w cheptable

or admni s
@é@li“?t'a'bl Blopthsarigst mayehandPe; whtﬂr@\ew frgm thesppramdl apf) Ehe amont of HIV
giaRPahhshnple rhdydepuatitstusing mebdskAovr 6 osdé ordiraetskid m the art. A

f%gé&.&( f tﬁ?arﬁoﬁh&rmg tnlm ﬁw@lsLMplgE nlyt{%?e%({@ Qﬁ:aamo@nt?&ln& lnatﬂéj blood

nvert t free base
éﬁ%@ew&*ww rcégpﬁaﬁtmmwww*&ﬁoapwﬁ% Wauld GeRiRSATt ‘ghiRftion of the
saplxatapues AtV yirus ontie mbminble Thabdrainistfatigeoflvas er mare anti-HIV compounds
RNag Egn%eﬁ b&iRlal Yamrd q#a%am e Rfrh & A dob OB Sakits oflilsg%s In the

acid addition salts of unds of
0 T B 7S 5 T 48 BY e, BT el o they may be
admipistaned over mareghaudpsdat i al | y equi val ent anount of the

sel ec{bierd R&6-AlV BImPBLERRKE * mw.rm.bmng agemmus%@j herein, mean a
sol ven sol v

BORGh RONBRIeE SPREHEH: COmC VRSB BRI CERr i EHPIA @ co.
sehes i cell frha mdmgial eBuch gbiepusds may Ishl@bmarqutwﬂwfé*lv through any

AR Sishe kASino i8bd or6RMadlsApnlR 7 eci pi tated from a
sol ution of . I8 DA% Serls

addi nghe terms %P%iﬂ’ lménugom nerglwrus-lr%r %g:‘lfgéngtvlﬁotmhw“% amount,”
504 dﬂ'VdPP"CE‘Fﬁ@rm'b@mrp@e'H@saSoﬂseﬂ Hherejsy é@f@rn&o thenpagent g an anti-HIV
tchgound, Or AFHatthdtelitiRaljatithRbla bt of aphand tRerddf, reqUirsd dnhiditagsication
salts with various pharnacol ogically acceptabl e

cations. Exanples of such salts include the 35 alkal

nmetal or alkaline-earth netal salts and particularly,

t he sodi um and potassium salts. These salts are al
prepared by conventional techniques. The chem ca

bases mhlch are used as reagents to prepare the
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If the inventive conpound is a base, the desired

phar maceutically acceptable salt nay be prepared by
w@roo79843tabl e net hod available in the art, forPErREBPIE02639

treatnment of the free base wth an inorganic acid,

such as hydrochloric acid, hydrobromc acid, sulfuric

acid, nitric acid, 10 phospbpric acid and the |ike, or

with an organic aC|d such as acetic acid, maleic

ofy e chumeu dremyriogeficigafyairusrii el | o agol 2s fily AeParemakcqr 7 viro- The

aFRLIRBE Such CorilbouRyy rétiired Baktke stutaihhibitidadad be gbty@oded evithout undue
eQﬁ%n%lentgt%ln Iug Xiingthoﬁ%l g*]ﬂbe% hREinAG ?n'ogél Igm@rq {oqh s8 HFJF%. skill in the

ronic a acturoni ¢ acl d, pha yd r oxy
a&md such as citric acid or tartaric acid, an am no
aci dTh(S teeins athe@pqeicdly effetivedarosuny| ant* aﬁfdcttveaamcmnt ‘ags used herein,

n?eraﬂygé ot ia §Hﬁd%ur¢h5th£‘te%é?1 erﬁﬁétgregrto Gl ABAMLICn febd of such
a sulfonic acid, ch to u&hesu 1%nl C

TS 8 T Co ESELTSRFon: 8 CPEE Ppp (0P AR gty Hectve
oo rifedtiige amownt otla corhmutteisi  euhniith arffitient ta meduldts or inhibit the
a%ﬁﬁt thé"@rﬁcuﬁabﬁzyﬂalfargebgr tf?cfl&ﬁ@f&&:ebé’s@ﬂl/hasHldtsa&le%ondltlon that is

r&e;]'i qtqu:rygagmltx 06 F&Q% Oap egmnbea%ggt or blolocqlg%:aleprgcgegse lsar%du%ecy\llmI Qlewated
Expmblemefyhe masllgtiafear wh@ntlort@mpﬁram tar@he'awnetargehertbeioglca‘ process
iRide Ot 416 néNimitad s ahtiibien 6@Rd MV iFRLake Byrgine xndienibitoh of the CYP450

egzisémees SIulmlku Béﬁ%ﬁy‘geﬁwl es of suitable salts include

rrved from am no acids, such as
gl yciThe teime el fiieaing", anthisptEenty FTerde gny QAR &F 3Ny diggase or
doﬁdhﬁdnaf ¥ maimae particilzdy € yahancardniduge:, (i) pregéntiagthe disease or condition
n‘f’&!’cb gﬁi\ﬁ 'aeﬁgp %&%lch rﬂ‘%y a8 &e@ikp‘b@écﬁ%'tmﬁcon@i% KA HekR e Greatment

rom soalum cal clu

GRS PR A JABEB: o1 10 RSB IUDT (10 o o s e
@seelsd ortdondiion, ilen driasting éts developragnéiiisretidvang tiagr eiseaed proepndifian, i.e.,

éaﬁsn%?&r@%dggﬁ tr#%ymsfem-%% cSsitibh; %Fl(n}) rﬂehtafh@g adlor Em&u{ghﬁb digkase or
I ny. IV sa my e
%PP‘F‘?"@ éH\F sxrp;g}gr{\%"estgﬁlnggrgm&%qls ﬁse or ]g:ond%gn eér lreﬁe\flng an, lnflaﬁ\matory

mem@nseibpd @ddressing ghewnddiing disressereprdition: t he present
i nv e nlthb dima Resisiate Cirdsis@fcd "Gh it sidant Ve 26 QBACHSRIIS reddr td HIE virus

g ons a lnquJ%] l}égutittllono f?\ se |V1R/qo Lﬁgrmﬁllaggr%g !Al?ﬁa%mabmrected with glr}]/ that is

y
ﬁﬁaﬁm@a pRriculigr aff’fd‘r*'\*r@ﬁ@é@@ﬁﬁ"?’%'% ofqgents usually 'P‘P"éfﬁﬁts an incrdass in
Bvtvirel ®ad daspitd edniigues Wirhiailttation dPiteragat @tidgeo@! Resistance may be either
%%El{yaé'rﬁéaﬂﬂg tl'f%ft t at#;?\ﬁetﬂe Hﬂpg&\Q{mﬁbléeup‘%as occurred, or phenotypic,

apeutl C ective amount of ne,
EEMPE eags ﬁlﬁegeﬁq AT AL A %Ve?*ffwes OTHIV virus In
b aresance oftancali-HiV ageteps edoibdaticardf sush agantsdi | uent . The

ph alr nﬁ'\%etgrtrﬂsc %l’otéé@é fh®l” WJHW BidteaBY lnp@ltd? b b REedSRdréifl refer to
or |

i d.
cqQRPP é or {;%{Ttﬁnat |o£¥?rw)ourgi§ étila? Beé%rtelvw C%gqeﬁunctlohmg of the HIV

pragaesinaymesthatds agseonsiblederrdegviemiond steands offvirall oragein into the separate
ERIMP hakidg umgéu,,@mrl ers are syr up, peanut oil, olive

oil, ter and h ‘
conpo ttergﬁ;s %(9 (f nag? lﬁ-ﬁv wfa? Ir%aed daﬁ used ¥1ere§1 r%eénnt}‘? Qrtnbt}ﬁ?of HIV in
thatciseuiating Rershah aj mammeahesuely as a RumeR. J8e @qnm pfyfrllv vurus |n the blood of

Hﬁamﬁﬁltceﬁlbawffrrneglbyar%sdnggdihstqe@\ﬁ@tolwm Illi]l‘mtr?inﬁ:ie m?ctdmsmg methods

e roxypropyl met hyl cel | ul ose

E@Fﬂtq$ hg%Fm ?éfgpwtﬁe i ke. Further additives or

exci pr@nt?@f“ WOW@ od dgeriesed inueRijosY Efarie Ay spipepynd of formula (1),

fneludiy tadseithg Epedidsitiess folldnp indexsainelude thasddenericallyl dakriribed oy those
: h ) ' '

%@3?&?% sg Hz% Tﬁ% é hﬁ%é‘%%é %) cug:rarg%%/bﬁéldé)lﬁ a@opttbl® sditk kP solvates of

ﬁﬁ?ﬁ%ﬁ@@”ﬂﬂlose) PG (propyl enegl ycol ), or PEG

(pol yet hyl enegl ycol ), D EoepEsdRERTIOE| ucire(r), WO

2007/ 034312 PCT/1B2006/ 002639 -37 a sem -solid

vehicle that protects active ingredients fromlight,

noi sture and oxidation, nmay be added, e.g., when

preparing a capsule fornulation. If a solid carrier is

used, the preparatlon can be tableted placed |n a

o o, . o s I o, r
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I norganic acid, such as 0.3 Msolution of succinic
acid or citric acid. If a soluble salt formis not

war@ioashe, the agent nay be dissolved in a suPCHIIB2606/002639

cosol vent or conbi nati ons of cosol vents. 15 Exanpl es

of suitable cosolvents include al cohol, propylene

gl ycol, pol yethyl ene gl ycol.3300, polysorbate 80,
glycerin and the like in concentrations ranging from

0- 60%hefcompandsotfdite presentritvention magpe @ﬁmmrptegadyo a mammal, such as a

Iﬂméﬁ dh H&ﬁﬁmatléh \ﬁ@\rﬂﬁ‘éﬂd’iﬂ)nﬂfoo:ﬁﬁﬁuw E@thét thebe Q'atﬁ fRled&chs tha exposure,
on

%r an. mch?]sg IP (;dlrwjemgl(g?valle}:bgltgl %?Peoﬁddgfon% ogﬁpnFon?b?rn?rb fm;}r%/gme& in the
Fé@tma\?@'“"ei"?ﬁg peilie anditiong] campeup inotpe imermanah qlikeoigsn (eEbrsee e as used
Sedgi) rafBrsWatt®y cadteritratdh Qi iab aﬂﬁildnﬁﬁorCHec&iﬁMoﬁbe@ld iRthe plasma of a

r‘ﬁ&l’l#‘léliag;lneagjrgcp&;e{ %g%rl&;lo%r{'u? eCl# Isnargg%ed? qn%néx &B%nof tahm% mal to an

Ion se BTt on
2fJipRad orgTecqnd SOMBRYAG ERfRe "aﬁaSltr?fébxpfrr%t@éth'Steﬁ%ﬁhe ?‘éﬂﬁlonﬂyr second
toenpbatdnol laah@aal it an agpeopoals foso laudl irothe absepteebiatiabdnyinistiation of a

wﬂ%ﬁurﬁlo@%b %Iarht%n %H&?%lhﬁléﬂ@é&&ﬁl%ﬁ t%\'{:fdg eﬁﬁne‘ﬁﬁ'@ apd measuring

sol uti on |ne

on Si o i ca
SR g o i R
lmpid rcopmitagrapityoor tifiéd @Sonizénorapey-tatdenbmagsepetrascopy. dhesarmetldy is

ﬂhéh Féasaté@reawpamapa cor%aahu eemetplféeﬁtsn@ﬁteonqgra&m hi¥tered with the

SRS e coBB gy i D B BB frShing BGpaupg present i
bemsonnds awetdin inasnistesninecand e sersepitatpn andctme fate fom all the
KInpWB aldpibte t@ibfford Sulie. CBreldre $hdemBiblcervé RecalcGREP B/t Efrds the

%{poéul%e%fl’ Ipevﬁlgrtnh?ﬂo tth% c%%agugﬁ rrH\l %Iﬁfﬁ‘:gen in tﬁ?grggs undFrI tl\é §Urve in the

@asea%swdéhsena%f atOﬁ'@pqumef they rﬁ?seatr'&wen?qa srtia‘» @Wewrea?f the rrease
&ty expdsutedio lre ddbiéa@iabedt.secoRth ednip@OLib itteadlasplaep tie adam@iab The terms
e%os@r&al arétPénd&fe gﬁv %é‘*éﬂ@aduﬁdéﬂ #9c céﬁrlah?/tﬁ?écduflle egllé intended

dmixture wth the active in en agent
@ﬁ?Yeéﬁ%ﬁ’"’]”i? HEhe P’f?gl“ﬁyt?é ”F*‘é’s‘,’ﬂ}FVPhar‘i‘geaHyﬂf&‘fgé Utand

pr oceSsh rg-atihigistratiox taua enagimag plaa ybresouad tob the guketentgnvention and a
§éébr¥da€}1 S4dfibndl chaﬁduﬁé,asl JesBsd b6sle, tay g@éualsﬁbhttﬁal £Sfdlnd or

e exc
cqRos LG eer st goreah Focame Hepden o mar Bral soeres
dﬁscr@sd SHPYS t Aliternatively.ceich (A oerebinatier arast lieo Administered such that the
e%pBTHdEr cBBpaldsSéfaicCiteseB@htichladd fasent inGeEfofiuiliemthat is separate

ﬁ%f’ra%goygl‘?%%ﬁ %PTE l%%k dle ?na?%g}nt lsr?gls gy llf theeclo!ngoun§ or compounds of the

Efa?eBHRWW? @@rlmlﬁw@%@pafeﬁe'yﬁfewm WWW 29814 eHsh admipstiajion may
dake ilesiat ®d sarté &isaiuegiady \l\/ltm@nagﬁﬁgbr&tel’myod)ﬁ tima thd2tleers UTHA choice

SouihR? %A 'malap@' ﬂ%oLa% {,ne orPYnd] ebadq U he %Qg@ém ,r%mr'ah % HeCsame
aci of su

or a sa sodi um
Erutaien edbine 2ddfiwal A9gioy é?f"(ﬁa 3 W‘“‘é’h?h? éB‘P"\éedBS af ?rl?g% ordingy skill in
thkas. pur pose, concentrated sugar solutions may be
used, which may optlonally contain gum ara

pol yv, zﬁ

PO B Bl P SaraRohe hx?%b%?’ 0] e in stuctra
foreHiasrhetein 19 HERichthe Rond Eﬂ‘é" 15 Fhéé’a'ﬂte?f alghuentehde "m%v or substituent to
thelicb@bdrebackbyeen situcticd. vV Bndcsordaice suith \aadithermmﬁeut‘ @S in some structural
RS 06 BLOTEORS ofENoPARY SRochf A 47T Sl gopioea
di ff 3 conbi nati ons of activVv ents.

®bar mateut ireméseps epamethyl ogrsu, hat * carbtbe repsssentoranl leghyl group,
I ncLuge push-fit capsules made of 5 gelatin, as well

as , seal ed capsul es nmade of gelatin and a

pl& ci zer, such as glycerol or sorbitol. The

p’ sh-fi tepf:eam&;glopﬁmgramabn the active ingredients

in adm xture wth fillers such as |actose, binders

such as starches, and/or lubricants such as talc or
magnesi um st earate, and, optionally, stabilizers. In

soft capsules, the active agents may be dissolved or
suspended in suitable quuids such ‘as fatty 0|Is

Y Y L o L Y 1 o s
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providing a valve to deliver a netered anount.
Capsul es and cartridges of gelatin for use in an

wo pdvaloa31nr i nsufflator and the |ike may be foroTiBEN&@02639

contai ning a powder m x of the conmpound 20 and a

sui t abl e powder base such as | actose or starch. The
conpounds nmay be fornul at ed F#or parentera

admi ni stration by injection, bol us injection

or cdhe [N oTReIFPMeS Bfers P&Pmnuags ‘Bﬁé‘af%'ﬂeflt'?ﬂ' glenicshcongtijution,
Hoediffer edlerpard td the irfingemaOE &6@ afodisr gréus .in space. apReitLias the term
Qﬁanhd?ne'f@’”réflarsqgﬁﬁoeﬁéw&%h@%ro? a é’&mﬂ)gun%%é’%%jee%n slp]p%nmlposable mirror

Ereserva Ive ositions nay take suc
BEH ShIedgihers Jf‘%ief’%éacsff"‘?e?fu'la%‘?r%g“x U oAs| Yyecoteraiy (RERS e @ 1+1
@gureh erentisneraeic paviyula@nhpdund f Trenteinatd@stpreargest sn thelother hand,

rérsIS P ?é"éilbﬁ‘é%p bebwabrh b b#i agte@agérﬁ&s tHaBRRpAdRo 0ARGE ESmmetric
t | Onégbor par ent er al

R Ao o o PR o B0t st ons of ¢ he
act i Vibe compaugrist e preatné invedioulvtay Heve asymiwittictdadealatoyns.  The

HRHEEDEINE ecslﬁpo@ﬁdstmh@@{aée\ﬁemmm ﬁlamy deP@ePhABRNLSHY 8Ssolid line
apprOﬁrlate oily i g|§ct|on suspensi ons = Sui tabl e

(T pophi@l o WeAss et s oF ok Hptiedetedan (AT Mo dhe gee 9/‘ $qlig fine to
depictboads fe@sarymmeirit carban asgnmng i eleart td iaditafe theti atl pesstolr ssrecisomers

at Hﬁhca?o%n alofVdre HEI%EGTFPJ uselof bi@LYL&Nid HeRitededhd BASATBSnds from
ueous | nCJ e?gtl on SU @ ¥ ﬂg"l ITHE/ cont ai.n subst ances tto b
FHTO b T SOBLrs Do SeIGHRHE! Jfn A Tigen t be
ingiuded dit @mpa%hléaﬂmynmpmas & diel inMeotive, maygpigéin glore tioan one asymmetric
RAsh aRkh.  (ARhds@NBMbdLindd, e @éscﬁ%ns%h@We”t@ydealbt%n@é)ﬂ;na'a@mmetnc

Hﬂoﬁ aTB' e ssntqé”lb | Iln%%erzte that alﬁ% r‘:{le st%rre? %RNIeP Cirs {arl]ﬁgnt to brc]a included. The

Phie conp
Yse eb%ﬁ-oéw llr&rfo 8ePidh PR irore OPR Y M eYHIMStic a@rbmomsss a compound of
thd tnesnfiat bivelhy usé bea adikli oy @ottedgieage @NBepitRYorlae oM diRWESmmetric
Ja%ﬁnafoﬂ{% ifr %Séah%%hg&n)ﬂmé meﬁb§ ufn& @Q& that X%mt&rje gf ?iSStgec%mers is
sterile pyrogen-fre efore use. In ad ronto
Re&™Y or mul ati ons descri bed above, the conpounds of the
pr eséind denvatMetusedin thaynethod of the ifventivd |ligb edscas desiek@patt may be
d@%ﬁw@tahp Quuaﬁy %thl)@ REBWAES ihB gnf.ﬁéumg%st%ﬁt 8% RE base with an

t
e BB s Mstom b S AT A U s niic aci: phosphari

dcidt prdine disk.agr Withj anceorpair. acithsech D Rceix adl maleit lagd; succinic acid;
rﬁ&ﬁ&@%i@sfuﬁiabi’c aey; fr@mylaa& rutt ki Sd%blfcae*%‘deglydaﬁﬂ M. Edli€ylic acid;

pyranoér(qq:r %\Is g ugur?rylc %‘+d o(' %a%rﬁ%%ﬂe alggagtlygroxy acul suc?l as citric

PEPr F%%W@@Q'@sgic'd Zoh @(@qaarﬁgec@ ersdlytamic geid; ggomatic acid, such as
tfep:afd ﬂgi M GrinatlRl Riddaunbv@bdiy, &Sch ADp-tdREACERIKRIC RR AR ethanesulfonic

:%B csoluble salt. A pharmaceutical carrier for
dro Fe conpounds is a cosol vent system conprising
ben Z)}'Ip a?r{yalry@wsechmrqu] ﬁ@‘hgqi okthe firyentighfs aryacid, a desired salt may be

prepiaesd -byiasy slilable Greghad keowpad YHaesit, inslidingatifreatipnecfite PdeadR). with an
JA? nﬁQﬁ giggﬁgbas%y%ﬁ ?3. Wmlpg(pgmyrj? %egzgld%?l 34%?‘55 rf) y%ta\?%’l metal or

a solution o

aéha 't%%aﬂh IR | Ryproxds: o5 e ike- Ees?ry@%ﬁ pfatuiiabizpsalts, ingluge orogpis salts
dedvegdeitdny bwine agidy sudh &0@ycinenand eargifiind; amnainianprimany, secondary, and
t@rb&? |ahﬁtn@s e‘tatnl.@ @W% amlTane syéﬁl%scﬁ?peﬁ&hé/ %btrph%mt &4 pﬁp}éP:Qme 5;}@ well as

'ﬁd a 5% dextrose In
'%°<5?EIT{° SBIT. B?H?dsfr°8‘os°§'8m ﬁﬂ”"&ﬁ@?ﬁ%ﬁé%%smwa?e&%f%u copper,
&m&mﬁamm@&awémmwnand itself produces low toxicity upon

syst @m SolvaMignfshéicdt io0ReanT B ethrrrr%Q&quéII? rb%cep@:f)le 3olvate form of a
vari ed

588 f?e comﬂcajn§¥lgatt §%ﬁ'%gt¥? BPIOQI%% 8%?08%%?5&; 51?51 comlgountd Examples of
S@H@Eﬁ%@?'éﬁ*ﬁi Sutj are not fimitechier fmjweundts lakthe dreention in aefmbingtion with water,
co-sol vent conponents may be varied: for exanple,

other lowtoxicity nonpolar surfactants nay be used

i nstead of polysorbate 80; the fraction size of

pol yet hyl ene gl ycol nay be varied; other bioconpatible

pol ymers may replace polyethylene glycol, e.g.

ponV|nyI pyrrolidone; and other sugars or

S o N o " R . e A -
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weeks up to over 100 days. Depending on the chem cal
nature and the biological stability of the

wWo b@rapsut i c reagent, additional strategies foPCPIBX@I/102639
stabilization may be enpl oyed. 25 The pharmaceuti cal
conposi tions also may conprise suitable solid- or
gel -phase carriers or exci r8|5ents These carriers and
exci pients may provide marke rovenent int
PR, PUBH e 08 OSSP D UM AT eSS (BHF) sty

asetath, acetfcracies thapblamine iopmixiutes thenef.ude cal ci um
car ban %a@ma&@ﬁcﬁl’lﬂa@:éﬁg@@ Qlé\f“isqmteﬁt}ég ?d' rﬁeansatért fﬁgﬁétams the blologlcal

e%‘?ef;t'ly/‘%‘lﬁ% ngg g{eb F%g Io\él“gdss Iﬂ%& t Pfa r%hea d@ﬁ%/ ger(l)vlatlveh contalnlng

pea(rmapnlcmrqaﬂy Fgeptebesaniced, gud is eaétro)olog@ryrquth(rw)ae urBi@sirable. Examples
olf-aph}némécélftlﬁally é&ppftmlsélfs) lnclh@é”&gl éf'@ Ol ok rm’mtetP st Qéeééta acrylate,

bErclzreP%Sélffor)a eh ebe Fﬁf‘kj ng%u%ht? acl 10508%8 F‘t Ingﬂx/ ngnzo%g dinitrobenzoate,
hyqdre@bwp@tfzeand methoxyberizpaie)p Alcarhorfais; bc?elfatwéwlf'@f bitafigate, borate,
bedrbige, BityrRCt 4-Yiofd) teicitirh edetdte, l’d:améﬂlaté/\/lcérborﬁ% EHYPBE ChpbdeRd] caprylate,

c‘ablﬂgnawq emt@a% u?écarqo%?‘ea%@drgzh d&n'&? @ﬂﬁﬁ?% pthgtle edetateg edltslyate

cul-ar
eé@laﬁag e%Y?é%l etht"ﬁ‘é?"'ﬂ"&? tfcpr@aqeafpmergwp@gqep\p@nghfcepqm|gy§a§@te iyeoliate,
ghdlacshnila®S adéntermbaér atHegyne-1@Adoatdie  paxytrésottinate, Si by@rabamine,

I-Q%Emm%g d h Jir%&ﬁ'o‘?ﬁe b 2 h)?)gox i tg d 1od-EQ oﬁs%bt?t?ré e, l qg{)tﬂ'c{ha{eh ele\ctate

usi n onventil o e ‘det ermi nat N
I3qiekignale. f3veate x pakiengrriente. dra@ %Paf‘%rma”dﬁia‘i?erf"esé‘é‘i‘?pd‘ﬂﬁtﬂl’h039hate
mryana-sale;hata,l metmnaulfmlmodmyag@@pﬁ@phae giucae) rapdyla@f naphthalene-1-
39&1% mhaleFQ& safoﬁéte aﬁlnét@' &éeft@t 6x9|§te pafodX %nmoaéta(/} almitate,

ener a e from about 80
LM R E AL WA AT T
thpsrate/tinhbsphelp e at iygaidctuagmpieo pr pregapesulitretey al opiah@te,  propiolate,
FHbﬁJb hdiDr Syrogurﬂﬁe PEAEIRC editdraial bibadtaePE@ale, succmate sulfate,

g%n}éuﬂﬁ'te Fan{x%% %F%% g*‘ﬁ) atfﬁésé’ﬁp glﬁtth g?de B valera{cl, salk

phar rfie seropasiads| of thg ereeent inknéonsihatiereghasia il natitecarg\g@pable of forming a
v@Ml&ﬁéfmreFﬁggﬁsl R QBLHRAEFR and 8Qartid ¥Ide OAlihough sédh salts must be

p%gpn%n&{hgallggggé{gbi%g a[mun sgat% k:l) %l'gn n‘?a%ogls %Fen c%glratale %rg(@gel'lt{) initially

from
Qe omggpungl PBWP%QI% "‘1’9"“!%'@ frery tagisagtiony 5@‘“’1‘&; as @ pharmggpytically
lmbcveptatié)saltr@d then aithpiy torb@Otheriterdackf to twfradbast c@bpaopy bhydreatment

Oéﬁt al F& et ncf 5&% Qﬂl tconr%grtttﬁb QQQL“F eEbQQe 18] p%rmaceutlcally
out 100 7

rom a mtg n‘%h i t1onal Y t he
ﬁﬁ’ﬁ%ﬂ%@@ﬂtﬁp@%ﬂnpﬁ aTé‘Eé‘ﬁi’ aozﬂm@n ]s%t's tp%qus GEMREHINds |k this |nvent|on can
her resparet by treating ihe hasegympatiot with ansubisterdiaffyegvivkienf aniduat of the selected

rﬁlﬁ&&%ﬂtordaﬁw 804 inodh anéou@ SENWAT ABHEN bi i 3 sluVab%Cdeaﬁk%Blk/&t such as
er eof

t or sol vat th
Ttans s ot e wiRps e B Ehaatt Cered b S0 HishdpSe. e
@Bired\gigtalt ean alsp bereebpigted from/as9itian chthe free aBe Wy anogrgapie solvent by
ddnguaiPrprifte Winw dr Brgahtpdd:td tofe W, or from about 10

\glo\/\p\/\/;'ﬂ\:/r\ﬁ/seab%%%ungg ofv%e prgserﬂ mvlér(tlgﬂhgt%%%cndl in H\gture/ arte%a&?fgl& forming

hase| B3t aih p3yioy Rhaf"%@C?iWWB?@EQEEaPBéP“O”% oﬁ@@ﬁ'ﬁ% pfsHchoTlty 'm‘éude the
Al @fetal &hlkarheééaﬁwmbtalmaﬁs 4na pBafdE LAY, Qe $oGiuMCHAl PotadsRmedaitd. Mhese

&aﬂ%k dVMy L]}v%ﬂo*a??%lqu&ﬂgh@ hxc Ib%}e@%i@ﬁ areAsed as reagents

P NARAIE] ﬁ@phﬁnﬁwc%ca&? Qccg%%{)a bagqﬁqlts pﬁ tl;\,s w%ﬂ(?n %ghowewhlch form non-
tprie pase editshyithapsrhdidid cugnpaurkis ef iap eretent mlbvérjloref $.eb hbrv@xic base salts
|ﬁém)‘éntho§e' défved fbm 9&&13%%%@09? AROadc MR Lditg MR‘H pBthssium

| east one conpoun resent 1 nventjon
%'”ﬁbi’ﬂd\}%agﬂ?ﬁgweﬁ Cerlf§seiritsaB he PEPARD P IreRing th?—lFVea‘@j’@%?%ac'd'c
@nghodrids vitlast agoeums piaiomenmiining drel deyired pharaddolegicalip agce@able cations,
whi ch may be selected, for exanple, fromdiluents,
excipients and auxiliaries that facilitate processing
of the active conpounds into the final pharnmaceuti cal
preparations. Alternatively, to treat or prevent
d| seases or condl ti ons rredl at ed by HI V a

. o " Y "
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The conpounds of the present invention, or a
phar maceutically acceptable salt or solvate thereof,

woreap7lose3gzdm ni stered to a mamal suffering froPET/1B2006/002639

infection with H'V, such as a 30 human, either al one

or as part of a pharmaceutically acceptable

formul ati on, once a day, twsd€e a day, or three tlrres

a day in conbi nat i on with an anti Those

apst HTeﬂa‘T‘VﬁF’%%W Ithe; pesiiting sejufionfo Fryﬂﬁﬁaeprgfﬁgﬂg ”f‘Fﬁitre%\c?q‘l press“re
Att@sgiedy, they tbe alsortpopremisedoby niiXng owersaienolicnaoiiéns 0of, the acidic

c&rn&)upéér SrdCHe ﬁésw@chgkmﬁéféita'lkgme {ogétﬁ@t” &l Rk e\famatﬂgﬁﬁ%sultmg

he nunber doses
SUBUIT PGPS L e CPaTRER 2 St 1o UG FEE. BRCpeve auanites o
rezgerits @e baferablytempi8d i Ocdea@eansurmonmga@nesg ofiieection andeipsimgmyields

omgbgsnegﬂg@ d@ag(yp{ edge of one of ordi nary skill in the

2;:3 eﬂ’r%l?ﬁslmeg{] ‘f eg])mp?_ug |s a :?TS,S twle tdgsgrg P r}m%ce f.mcal é’ CF%E)tab{ e salt may
bejpeepared byamy auéatbiedw?roalavaxe@mrstm At Eprgxample fredmnes ombarrt%%base
Wit Gn ASERRRCRIAL Such 26iMydreshioRt atieShydepafic @ity safuric bedlnithe acid,

pﬁ#h&% a§§ Ehé ikE ?r wfﬁ\V%' Argakﬁsc ac%d eliclh r?% S?etlc acid, fma eic acrd succinic
agig, ma@ehﬂac'dﬂf@'m?f‘f‘ea%ffﬁl?[]‘ﬁ&%‘do‘fyr%"ﬁéc‘ﬁr S Byl Pish saivic

abiElya bgragdityindci] suckds ighceanibadidti gaacrdnle &, a@didha-hyoroay} acid,

ﬁaﬁ&t cifhk aag %maﬁarﬁcoé'mdt Qr@ aﬁrngaatcﬂeglkh %E a@paﬁﬁ%l or gﬁjm &d, an
uman, IS sufrerin rom WO 2007/ 93431

PRI BOD U6 208 21 SRR Gt P H SR o, e 7 Roenssulorc
agid ougthanabulnic Alido8-theellkat ed conpl ex (ARC), or any ot her

di seqse Fﬁ(lenh&e%mpédngrb %hécfch theQieglﬁ%h %h%a&éﬁtldaw &%&ﬁt% salt may
ent s

SE SR O Wl TS B aaTHaSr G Y (e gl v organic o
argapie b rsushnas andaming (primary esegeidatyi Cth"@ﬁﬂy)t @ alkatjgredal hydroxide or

eﬂk&ﬁfeLHartI@&eidl P dfKied, @RHE liken NiuBirdtios exarrplel of @itNeSRilts include organic

s%ﬁsade§ &aasrrﬁno ar&ﬁk Qhé Oe[s?ycﬂgﬁ cgéighﬁé’% &%NF'\?Vmg?/s%‘é&{d% and

ase I n ors o egrase
t@:@mamw 8N4 @yl anines SHES RSP INAR: BiorRhpiée and: E)‘H‘?S%‘)?Lﬂ?d%”d inorganic
selife fietlved Sroi NEvtite e thitng tpotassiunt, ogEDESIS, hdrgbnese hifdbj toppére zinc,

a?—,_lﬁm\ﬂ, | WS, an unknown  mechani sm conpounds usef ul
e treat nent of herpes Vi ruses,

as arW fhe cpger of @ggnisdlat amgRplids ﬁ@r‘g‘d%f§t°%f’e‘éyctP sﬁékf?eéie” g\ﬁ/a” that the
iSentjye wodsoundse bgdntsand bAlY npwy ekietdrs differatitichystelonr olirherbhigrigyms, all of
WHeh YRS fehddd mltﬂlﬁttﬂe%eod@'o? mewégent ﬂaOer@Q'm:h@ @p&ﬁle@fomum

%is?@ﬁp(!fog}\égl{rﬁd% ;%)Q tl@gcérelélqg 52@%0&%52}6 rf!ggf rmugkﬁge tgo&armaceutlcal
qeebésitiony by deseribed helem in any ahﬁnmmwi'qal feinnigrqgaizedje to the skilled artisan
alsodbilrﬁaéﬁitéble TWQ&r&uE&uhcaﬁ&cﬁﬂ)@ﬂ%ﬁb lof tHeanlenbon Eomple 8 Idrapeutically

[ th oo pie) biaund F, fscgseniigpdug dne TR iner

mhRImageicallpaopgtzise cayier 9uentx. 478, i ndi navi r
tipr amawharmad@r@naarmdrs ebple@d mayi be, eithi?GofiBdr, lqu}E’C-EGéhﬂ-plary solid

%%%rg?é E&@é’e‘ cﬁ)@% %I&J gelétlneﬁ)y %Lctlg ggg '?\%%Hgsﬁﬁ” Jt&pﬁénsggrlc acid

erjvatives 0Sée

6.5 T o Bl SbE) corisr> 942038, PeOT. 9 2Iveplh 1T a0 the Tk,
SihilzB9.bd yvenfite dohPpsitiots By Viclutle tiDi/Eel854  ime\VI&BE Odéterial known in

ﬁ\%ﬁ_t ésgé}hgas flﬁer}ﬁﬁﬁge}tearé‘tgoy g}l%@%b dlétg?arétg’ Qiond - v@tﬂ%’wagEet%Hulose

rgﬂfgxyfmlfgfhylng%ﬁg gT%\y mjéa%g:t? or (t% @‘G(Z)é:%m%ﬁﬁ dlddltheS or excipients
rizfhe hHdel |ty lactBeve (RSISBId @rrhlyrdp@)pyapgmfze( 3For example, a bioavailability

Jmst{cexxéuaw pe i hyrhdeengondibers nel md; gmwduéwt anAYds} cfre icaﬂboxy.
T R o S O

enzynme that may be wused in conbination with the
conmpounds of the present invention include, but are
not limted to, abacavir, FTC, GS-840, |am vudi ne,
adefovir dipivoxil, beta-fluoro-ddA, zalcitabine,

di danosi ne, stavudi ne, zi dovudine, tenofovir,
andoxovi r, SPD—754 SPD- 756, raC|V|r reverset

I NSNS A ™\ I N AN 1 ~\ 1 . AP NI I A PNIS A AP\
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D,
(N-{(1S)-3-[3-isopropyl -5-nmethyl-4H1,2,4-tri azol e-4-y

wO peogxds382 azabi cycl o[ 3. 2. 1] oct - 8-yl }-1- PCT/IB2006/002639

phenyl propyl ) -4, 4-di f |l uor ocycl ohexanecar boxam de) ,

ethyl 1-endo-{8-[(3S)-3-(acetylamno)-3-(3 35 flu

or ophenyl ) propyl ] - 8- azabi cy«cd76[ 3. 2. 1
Joct-3-yl}-2-methyl-4,5,6, 7-tetrahydro-1

%em*rp@'az@%'eie that RIptRSHT ALV BUSdieals [Byfiphit r@olstye @pd oxidation, may be
adfed3 e jg3 wRdndPepabngl ssaapaiteforyiutaBoret hyl - 4, 5, 6, 7-t et rahydro

H' Za o Ad %arrle]' is used the prepariagon an be tableted, Iplafed ina hjrd gelatm capsule

-azabl CycC ? éy
'm PO"ide( qr irq"%rd?r@p Hrefﬁsfnej’ ﬁﬁ%ﬁw?@cfét'%ﬁmefhe PPQ@-"“ Phte) r may

V@i But3deheralfyCnit-b4 18, abalt B Bg. to Gbngolugrd st aii@fidubardss is USed the

drngﬁgﬂbﬁ fﬂ%]g?elqﬁ th'é“fovm oﬂéﬁﬂ)r @rﬁﬁsn@r{‘ %%Iattln %psmﬂ@)étehl% uh’e%%@e'sﬂlutlon

3 SRS P GTRRHE O Ko APRORGPN O Crorih Epobipgibcper i
Ube®- thmpfhkuon diay @e:m tharforoxefrtiatieandesoft weletinveagsull othuatiens. The

ihvantD EcHRREEE ) ark OprRRIAd $n \Oﬂta&ggé Q& th3 bgpropriate for the mode of
%%T/SI BﬁOOG/ O%% ngaral ore% &Bn' sed in WO 03047564,
WIS aTREs S NG 9 99690, and

5- hy dicostyghy pistblgi et 0lulleypRsx TR R PRSP acpwicallycagoeptable salt of
ErpEUrase thel plesé iMBADR OAy. beFdiSbIOR inrHhidaiidons Soldtion ot &reorganic or

{\i gﬁﬁ%@t su%F\ M Q}ﬂﬁlomysupc% éjefbgddor cﬂ;cca%b i réasklgﬂg s%f fBlpn is not

oun resent 1 nvention inclu
BPEDISo 1) J0RRTEY TSR Puiiable posplypnt o cqmbjgtionsgof cosalverts.
BEXebipEd @D suimhid dosihedts tindiugly cdidobol c propydana dgycdi sdyettytede igiycol 300,

p]o’l-';lslgrg?(tg é(r? @@ge"ﬂn afd 18 fike GPEBREL RGNS Fé%mgaﬁ&n OB®E Mthe total volume. In
TR BBOTHOLTST: ¢ REVBBLERFTTHO At FOiP ) DIRED 3 Fllet win

water. nOte ¢dmppsited roay, alBobeulnl the @D, of FNBGIEEHE of a PRCIOBH 2f the active
ﬁ&@d &16n ah %%&\éler adleSRPYMitlel sUch Bt or awzbn@ogmw B Gextrose
iclosed in JP 2003119137. Cbnpounds useful in the
t'nent or managenent of infection from viruses
ot her Propeafermulgiopfis\depgngent yagn theroyteend] adrpnigteagies) seigeted Aor injection,
e bfentd e tHe @BALYUREEST BF ptdaent pivergien nay by/RMIUIEI intd) Bduetke, solutions,

rgflerabglng p&% Olob‘&% égrqpétlgle b%ﬁ‘é(rg lsgﬁ 53’ I—Llefxrfgg]]s_é{lhtro IQlP%ers solution, or

oc
Qlyglelﬁ@@aéﬁal‘pprthger, nﬁant@nap%ﬁqlll admsg@tgﬂepenetrants appropriate to the
beomar woise erradated iare, usbdinthiectbroviation. fSusic panaiedntssoelgananallyl kgibgn in the
4922, KNI -272, val acycl ovir, Vi razol e ri bavirin,

val anC|cIOV|r 9, PCL-01 ds act as .
o e SR8 o oy BRSNS L3 7 e

tdmepourks with pipousrdsticalfy atdeptaple egrders knawndmthe e $uct Carders enable the
Bittpoiic® R He invietioh €5Ipd Qrmdﬁbddfé’égtebl&p' ﬁ_ﬂfkgdradt\.'eg’ h:apsules lqu|ds gels,

lgir_]l.tipgr ];Erﬁggl%lwnsﬂgn‘??g f?r% tllé«ref It]al mgg? ugﬁrhy a SP éect Eéd) be t’reated
Reasmeqshitingeprensrations fat erahisachm ge pl@t@mﬁusmw@hd peipipRiin admixture
@h@ﬂﬁ'abﬂehr\'&dd@ﬁﬂ@@ﬁhﬁ) optibii>gdnding [ihdRiSaitihg mixuke, Ndn@lprocessing the

x?uhe th r%ranlules afﬁer g%; q%%m%%"aﬁ%lgggé |f2de§ r%!ﬂ %% gt}ﬁ/% i Q:ble}s or )c;ragee cores.
Stifahia| AxeipiAgs :‘;’E‘ib‘t"br filerss fyAReAs FUgess, *nﬁl%@@?tﬁ%?n@mﬁeu ppgnitol, or
baibiah akdésllulddd prapbatidne) fonexammpla; rRaizeSHaREH] O6&R Starcs,olce blareh, potato
Itérc“hygjgﬁﬁrpt 'r umt UMk, Peccreﬁlﬁés§ f %Er?)qylpn(o-;gymﬁgthyl cellulo?je sodium

fucare CO | Na human lnter
Fﬁﬁ?‘é‘ﬁ’f‘%‘l‘%‘?ﬁ*“‘ﬁ?sﬁa‘”rﬁ’°‘3"'“YJRW‘P“d?r}?f(8¥ﬂ Vedesiedafisipiggrating agenizymay be
hdiled,caubl Ashitrowinked pdiyvinhlepyodlitpae agks, @falginiveacidrop s ealt thereof such as

LOMEDLgiRRe | ncl ude, but are not limted to, atovaquone,
azithronycin, clarithro '

' ovaP RBRET 5 PR A2 ceiio FGbEPHose, concenteted suger
sdlitiookamycherused, which mayregionatie contdirumonaatid, eglyvralstyirplidone? Garbopol
ornidyl, eflornithine pentam dine, rifabutin,

spi ranyci n, intraconazol e-R51211, trinetrexate,

daunor ubi ci n, reconbi nant human erythropoietin,

reconbi nant human growth hornone, negestrol acetate,
testerone, and total enteral nutriti on. Antlfungals

1. i Y Y L T Y
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include, but are not limted to, inhibitors of

nmetal l o-matri x proteases, A-007, bevaci zumab, BMs-
wWQ7Z®203431hal of ugi none, interl eukin-12, rituxi ma@T/1B2006/002639

paclitaxel, porfimer sodium rebinmstat, and 40

COL-3. WD 2007/034312 PCT/1B2006/ 002639 -43 The

particular choice of an addi®i-onal agent or agents

wi |l depend on a nunber of factors that include, but

ash @olyr§tviene alyqob@nd/es fitaniye ioxidai laganer seiptionandrayiARle Ofganinaplvents

dr c8@dne phixtkdde CPadtifis o b@mentﬁi oagbé bdiad af the GibBistdr dragededatigys for

é%{l\ﬁﬂta@oq or {or},ﬁarh(ggag hl]gfé(rerg rhaﬁah G BP gét'it T o atls conpounds of

ent or
agentPgam@ﬁqijqu grepra@twp? {hﬁt & bgweda%{allytmcﬁﬁ%pu%d‘%?ﬂﬁwa% made of
deladi, &5 vaell @s beft, Repladsegsulas rhade af géldtie ane mpiEsticiZéh@uch as glycerol or

Rk FH Ash ﬁtl'bg%&u%s edn Jonﬁmqm@\}énﬁbr&f en&mmcs; wﬁz’rf f|lle|ts|'§§ch as

I nventl on and on E la% : 4,
RgiRse i hitdRregR a%?tarﬁli’f'é 6’?dl06|J f"l“?ﬁ ysugrk ﬁa ﬁma{"rheé'ug'rsceaéﬂ?j an

aptionalie stabifizersi inrvoftcapsnidslsheaglies RORBISt rBAY f@ndlswhed or suspended in
éﬁ@émao uﬂl]§ Qiknh bE @aﬁ? 0B 8iRid ipBRRL érQHUIMMIy&I@I@G rgyobist @& gdhition,

Sé%é ﬁ?rg mﬂﬁ? ?(ﬁdgd t 19\! L g{n%%?ns f]Qr org r:.Flammls raqlon (sjhcw d b%%!i??a?n'as suitable
fpigach pdmigsifafiesy fﬁgbucqetbacfmlwﬁtfaaw Fhsfceremqs@?ns\mqvﬁak?ﬁ@ Tpym\f tablets
Hiidzbisges Atrhiffatedth ESavertibad edne@pl ex (ARC), or any ot her

di Seg% oﬁ 8{_'? %%%jﬂ Jnlragg?\ﬂg hlplgl |J‘|f§a r%)&l ﬂ\%%gmb&n&%re&s%'ag&rdmg to the

wth't nati o

RIBRPNhINENEneTRL P SPnMRIATEY d%‘tﬁﬁfﬁ’ \Hbg fogm 86?&)6‘?5??8' Fyay presentation

mnmmd&emfpabltse opraesenalnserth thenuser ef gorseitablet piopeliahie e.g.,
oJlfBBrngetﬁgr{eo ﬂlcﬁlﬁroﬁ&b@on?éﬂ'gah& | QBRrot BRI SRS CédrthdR ddioxide: or

ternatively, such b%e
%’?ﬁSH‘f%’ieé?P% diniip cgs frﬁT%[FSSg‘LFF‘F' é?rf’?rﬁl;gth? giﬁ?ﬁ‘? HY' ‘9%’1‘3‘ fe{grpiped by
privading d/vahiertol delisereime&ed araeunt. heapsderpand rertriggescad gpatinforsuse in an

.ﬂﬁmérfbe.ngﬁfﬁas&%d the\rf%é‘ﬁmb@ﬂa %Frﬁn@écﬁ&ﬂtﬁhnb R pRwld mkbiahd &Mpound
lation in which the

?ﬂ.‘i‘o“\ ﬁult%#aqowgedé’ﬁ?e Su%h 7{? °§\°c? 29 gar‘fqﬁe conpound or
c onpolhedeempsuntis may pe dsmulated jas perieatarahacmninisiigiion ki isjedign, e.g., by
m&ﬁﬁ&@h Yor ér@Radub énfidibill t ForR@htioAd &R tinjecBaiCRay be presented in unit-

c‘rflosg%J nllofr}l c-ﬂ]agf 19 gm?ﬁyes o@kr?mBlln %gsee {bﬂﬁfﬁgﬁn \Rng’lnér{( degcrirgreservatlve The

mrm&qﬁvs mﬁMéakewewaem@r a%’é@%‘é’P“St é°"|'t'ﬁ?ﬁl ecRUsiaBS Moty G AgHeous

@hicegna uiitgl Soradin fdreulEog agetts sual enduspenddg) stanilitifearsizamgispersing

é\%% | ati on as the additional agent or agents is

thin the know ed%e of one of (?rdl na % skill int

art. TREMoRVISAItoRPERINS o ParRaiPrah B PR B eI RE; "’rﬁ‘de‘%“ﬁéd“t'""s of

the acitve oompootsars wateresolyia tidves iAdditrphllynspensisnsc $eractye gigents may

be br@ﬁ‘érec?gpgﬁydpﬂﬁe Bhﬁ‘lnﬁe&@)h @héﬂ)@ﬁs‘%n@v alitpR! Ifodhnc tsglﬁ‘en@;r &r vehicles
gﬁlas e gle?leate or

*f‘ﬁ'%depfag’bgﬁ a?”i"% eale} ?Saglgr?'lal nsyé’f%%c E’bﬂ?’ eSt‘f’ F 65
triglyeaniti¢so rer dipesom8s. d Atipguseidliestion chupren$ioisnmanh é°'fti’]'|’ |sghsitanges that
RYRAR! BS ws&Hlty df Mes@isgtnsion, sy saaigil darboxynielh@l cdidioss] drbitol, or

Ic,iex?rargJ nbgtlor&all he Gsu%;n:‘%sngr( %Q}?gla@t% ﬁtg% sglﬁaglgr agﬁz%{sn'qgf;g\?%that increase

wreéglelmty q>fm¢ecﬁmp%ﬁds tp@\lowefszratmreparqt'ﬁféof@whw Fengprirager solutions.
non- exiepkively, @ acpamoLeaidst reayde lirdpddgert formt frecondtifie@ntithonsuitable

Bqe 8935&?@?%‘3 %MQJ Béﬁgéhé ons apparent to those

appro r|at roteCt|n
i nt er Mdfiiy tg Fﬁu‘iﬁg‘”'aws G?F&Hl@d r‘?ﬁo"leoth%{“‘?ﬁ‘%?P“%")é of g pigsent invention
maagtot e kavouisited rs tehde®0 paapbratioor  ISychmakg-ading dartnulations may be
gaﬂlhlgtjelfe@t b)? nglfxtatfoﬁa?fgﬂ %Qarﬁ;@é“dlsﬁﬂc@c%ousw t ?r iﬂ@érf‘ldé@uléﬁy) or by

er reac di scl osed herein or ﬁ art
{HirpInUssRar, 'aleei@m 78 &% %3@?'ﬁgh%a%lm°aws|m%vyber fgfmulated Wil suabie
polgpaicion gyddphetic meterigio (ferdsxarpile,tdseani amudsivh iiroan actiaptable oil) or ion-
conmpounds of Fornula (1) can be prepared from
conpounds of fornulae 3 and 4, as shown below in
Scherme 1. In general, compounds of fornula 3, wherein
Rl, R2, R3, R4, R5, R6, 35 R7, R8, and RO are as
herelnbefore deflned and R15 is Cl- ClO aIkyI may be

e N o r
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(0.35 M and heating the resulting m xture to about
110 C for 30 mnutes in a mcrowave. The reaction

wWorRoor0s43s2 are then all owed to cool to about r oP@T/IB2006/002639

tenperature and the solvents are renoved by

evaporation. The resulting crude products may be

further purified by nethods-3%nown to those of

ordinary. skill in, the such as the use of sil

Yerangh f%wat%@ﬁ aﬂcﬂvg'&g?'ﬁﬂ ° Herivatiyes, of ppRie a8 as%ﬂav@lﬁ sofyple salt
m xt Uk phaghacsgicaieatrisr fashydreghabicummpoune Ben®sdveRl gystelR7comprising
l@?\%ﬁalﬁ%or aﬁ@npol%ls"urfaé?&t(év%%ermscﬁ% o%an IRImBgarrd anGiqueous phase.

Ef coﬂveﬁlsys m L{'na(yN%e a&l%) 8%?10(!1"5?”%?3'5 r8r a{s s%&pﬁzoé Yo W/\ll benzyl
Peabplad’ed/Vof thenepaigbeuTagans Polfsorbatgl88eand 6athav/\2polyethglene glycol 300,
M’é@' tﬁ)' tB véidme iRAbsdrte et%ol Rhe \R@ coRBLverR%ystéﬁnd/PBg5W)' &nidins VPD
d||ﬁ{e8|1q t}norSe/ gexgrl.)ﬁ%elrg Watﬁr s%&elon 'hﬁ co=50 v%nQ syés? nl( & lss’olvgs léydrophoblc

r eact
meomgs pyél} g ¥Retl Propucgs Ioa/ﬁqa)@qty gpon%twﬁpdm@g}f‘qﬁor}aghe proportions
efceicossiient bytehromag yaridly alried witelip asstrbyifice itd aomthnsy and toxicity

&%&génsgré f F%@ththehldgﬁt&yoof tﬁ@gygc%lyeﬁt %mént)r%’nt + Garied: for

resenc
PRTEE. PIRY| ‘%@X'C'tymp%resuﬁiﬁa"llsl % RRiuted '"ﬁteﬁBr"éQPfV%fbate 80; the
i @ssizesef ghlyetbylgne talys sl i ey beavabiat ather idocosipaliblemolyanetsonat replace

5Wetf@l5n@§g5p eS[Q EQIENH% ?g\'mll&ngaa%ﬁisothe?%lj‘ar@%r Bélils%&mx ides may be

| am nopyri di ne for exanple.
Nb?té‘ﬁ?\cgfrr é‘f ® a second equival ent of the conpound of

for mﬁ@mﬂt'MWﬂhﬁe deligerd syetems farinydrediokic praspaceutTalsombaindsemay be
Qf]plwa@t h@bsotnes HixCerillsichd Gird kr@walexmﬁe% @rdelﬁ&y@gﬂéléd &Nkriers for

Ire/ lr"o{m\{% ecl’l ugg Cegalrr{rgr]gamc %o% era\ts sucth as drme%wls%ﬂ oxm alPo ma&[;' %mployed

nary
@@owt@ww Aldiop GRpt ah eigater teﬁ@jtuéuees@;ﬂ@rtpwﬁtm PIAMSQ pAdditionally, the
Sedpe s Zndy7 bd dBieled URF S sustdifdddSedse Rystéin, NidhR& dendpetmeable

%Otﬁceg of g_lg I&d&hoﬁ% pNyrfprsocoﬁ!umﬁe her%eﬁl‘?{: \/daglilﬁl ;Y)%io&% sustained-

W?S%'@atﬁrl‘%?’%aeeﬂfsiawﬁg%j ¥d ar?)'f’l?]"’ﬁ 8y ?’Og‘ikﬁkl"?d inrihe &k %fsfa'”ed'
wichérocHpsulesduay, exgeedingrenthalr ickamicss hatgre relehsedse taopodndsiior a few

\tvglaﬁ‘(s Iu to&vél 1db BaysS B@&ndlﬁgc' ot mgﬁﬁen&&\"%ré Qndlﬁhém)lat)glcaél stability of the
LR

'8P ? tyagest pdqtiopel *2% dep Ji.’5°te”h%?( 'fat'% @‘§Y *?e e’%ﬂ%ﬂe‘h ehr
et al The pblarmeerytic@t cpmessitioas alst méyocomarisp4BitaRe 40lidyd gel-phase carriers
S0 di-b’ﬁé:%la' hé¥e T, édr@?@@ﬁé @a@&as ma@%r@?@%ﬁ@@ iRprovement in the

Eloavg?ljabzf"ce{ 06 g;ootry]goSILEGbleg rugsor d<|arrr]13l o Sﬁ%cq ?arrfeﬁs Qr eééug%]r?y lngude calcium

Vﬁflfch‘étﬂt calfiviiu ehesRits: isHEa: éfﬁ"iﬁ‘ﬁs PeliuiRge iverivatings. dadaiindaridnpolymers
§Ute ab pdiRerlehld @ycolr FurliiBiynobs a@fitk@adr @&kigithts HcHRiG¥MdBe®, Capryol®,
%‘%uo‘é Qggaﬁﬁi %EHO%-EEI@) bmmlé) FIecé) ? Q{an{cﬁt%@‘:yndcmgil%nﬁay be used.

nz oun
Further, the anrmaceutlcaI composmon may e incorporated into a skln patch for delivery of the

)

drug directly onto the skin.

It will be appreciated that the actual dosages of the agents of this invention will vary
according to the particular agent being used, the particular composition formulated, the mode of
administration, and the particular site, host, and disease being treated. Those skilled in the art
using conventional dosage-determination tests in view of the experimental data for a given
compound may ascertain optimal dosages for a given set of conditions. For oral administration,
an exemplary daily dose generally employed will be from about 0.001 to about 1000 mg/kg of
body weight, with courses of treatment repeated at appropriate intervals.

Furthermore, the pharmaceutically acceptable formulations of the present invention may

contain a compound of the present invention, or a pharmaceutically acceptable salt or solvate
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5 invention can be determ ned accordi ng to nethods

known to those of skill in the art and the nethods
waeleweos4serl herein. For exanple, see Mrrison, BCFIB2006/002639

Bi ochi m Bi ophys Acta., 1969, 185: 269-86; and

Szedl ascek, S.E., OCstafe, V., Serban, M, and VI ad,

"M O, Biochem J., 1988, 25#¥-311- 312 EXAMPLES 10

Th | t | t

R AR RS E RGP E T e Sl 5 i o0 s
ciifremabeut e to about 0A9 mat idomadps 1@fngttm@outrwﬁé mtgi enfroprabout 10

G B8R BB mg, bNfrdn&oBPeBITRY 18 Sb&Ae§60hd) 8o PAbBUY50 WHHBSS500 mg, or

f?‘;ﬁ%{,l\{yﬁgma%abmﬂ%wﬁ&al | tenperatures in the

are in degrees Celsius (C) and
al | nggup@algn@e Fg@@re@gﬂug@gga@p@atﬂgﬁomlqgms of therfireseat invention may
dontgin GadoR@ouoit e thed peent IiveMidhj GrUSpHatnedcktiBgly Aedeptablalsslt 8 ¥divate
tﬁérgcﬁ rln 5#&90%%%%5& Rlpjt}ﬁlﬁ/l’)qg‘ %ﬁou{ éﬂmw%&;rl?r‘é&%lbajt 1 w/w% to about 95

|ers suc
"I’."é(ﬁ’c%’ o} abgyint W 1 abpe 75 Ay, TR wovtlf%wb P @EPPREP Wiwh, or
for abbutd @ wvivehito abiolt &8 s/ves, foeframh St@ui 10ch/e% ttcegbout Bloev/w%.

I eactyiaOfsat Pt préveht Glsgé%leQVMr V&R &R i aﬁg?jd b Wﬂﬁﬁ a apdmrmaceutlcal

BBl pr 5 572l 8 B A TRUA 0 BT HUP gragnaton v o east
aeaned), agem. Arthpdinerliiormudiiors ofl a/etpgynd A tok ieser linvention and an at

1Ed3t Brtliay %ber\@ RHap 'EEtp%Er%@ by cWﬂ&mﬁ’gﬁE ftheFdEElﬂlcQIQ effective amount %’e a

Sty B s P ol PR of (R RS E st
qoliyevipgrediant with epgceri e aniishild agengRscRt Ipsttring hhameaseiieally suitable
datrigt)i vthiob hhaymed ageddqal) Yor( &BkElE, #6m tdlights| @ydRiients and auxiliaries that

fﬁglﬁﬁgﬁpc%gglr?g% %ﬁe %&‘vgkomﬁnés%tmhg ﬁ’\aer‘ gh a#ﬁ%&%?eg?%ﬁgng e

cons
vi sudltPediyelhy toU\‘é’e""tp ﬁbs‘iﬁﬂ’@ﬁb |d3$wﬁ%; Ac F‘d‘d@?f}ﬁl fediged by HIv,
phadhaneutistl ednposiitn ik gwentiot nersuitbe formdiatamtiesimiristerMR the same

HREGE laf 1946F Bnd %ﬁtplqlq'eggeqp tr?at % %%r sépgéﬁe Lﬂ)ﬂl.lavﬂ'];aceutlcally aacegtable

erati t and ectra were rec
Claon Bech RSl o Tk e SoSDE] ek 2 SRRSO present
ISRAIB isaimitisteed to(andt Girtfastedinmanppatprior tes e sdvheotinod @y, on afer the
ddhnigradon ro@ e hadiaBEldad Gorfdlaton JBRBHAGH: 164st @R BRMIVgent. The
Ta sttt aran R P AUBIE L e PRl ah RIPFT e gey be
RAFRETEE i GPIATING e EoTPRSLNhBACR 1636t qab Iphasmaceticelyssuliatie epsied which
rﬁay%e%lelé@bcﬁﬁ‘or eﬁanwléj @bl ddients] exciplehts Bh®huxilifies tﬂw#at.:lhtﬂlle%t'ocesmng

thez a tP/Eg t a ’qtc%ie Tna&%p Hf&c% tlcg)I]c re g?r%p ngt S =

oubl et o S, V\,hen gi ven,
are rTéﬁc‘PPT"%Qﬂ’”‘i’SnOf ﬁér&r%se“tl fRran d’r Sprhatmageyiiepllys acerpinblgesplt or
solvata tieedok infay bk e@minibi€rel B Spaaiabsurerel fram infedibn @it Blv, &&h as a

Hﬁﬁfan Féﬁlllér Qltbﬁ‘e or%ﬁgﬁ@o%%a%&]ﬂ%}l& Q&%gg@@% Qn ﬁ&oer J ?dtwme a

re n wave nu pectravve

d@%’toéfhﬁe@d'mﬁ§f’ Ry ten wiipen antidilV agentt j ng points are
uncorThesetad drdinAly|skifl imthé ap mdidundérstalrbitiatgrite agspect tdta c&bS8Gunds of

tRe! riedeit IGMtldﬂPdhgpﬁch$ﬁérﬁaéHurb%l i@rfmu%%m me%ga e2a$\41 Qﬁ@ number of
Gomeit 08 piat PRI Bne ol ORI Toans b oo = griedar ant
R\ @bsns prsagehia revigll rchoigdst vithin tile ioiviefiget df ene bfeudinstry gl in the art and
d4a bbbl Betermitdd altdul @GS &)@@nméh@btléﬁ FdexdmpleNsee “Blelines for the Use of

,gng%zowrgl“?gger%a in C-l-l;(\/] P’ %9 éOA%al S, inﬁ&kdo@%lgﬂtgt’ :Ejﬁmf'?l %}eg\nDegartment of

as an

paratl ons,

"éﬁalt'!;@w'd}m Sﬁﬁﬁcél% avaigple at Ritodavwe Aalinesd as of April 16,
@oetyl, "Me" nmeans nethyl, "Ph" means phenyl
( Pgr Z)Tﬁg l%?ﬁplogec%rb? Jlecﬁé%@\%éﬂpo%nﬁqa %H’]r?steréc{ in comblnﬁ%n wsth an

a Rﬁ%@@yentﬁb@q@w%Hwaﬁ?t@af*t%wﬁr@ma' wa ' w@msth@efoﬁuﬁmng from
hydr oxi de, "NaC " neans sodium5 chloride, "NEt3"

means triethylamne , "THF" neans tetrahydrof uran,

"DIC'" means diisopr opyI carbodii m de, "HOBt" neans

hydr oxy benzotriazole, "H20" means wat er, " NaHCO3"

nmeans SOdI um hydr ogen car | bonate "K2C03" neans

oy o I o s

™~ O~ A 1l
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chl oride, "H3PO4" neans phosphoric acid, "CH3SC3H!

means net hanesul fonic acid, " Ac20" neans acetic
waplydsdste, "CH3CN' nmeans acetonitrile, and " KEET/IBPBGHE2639

pot assi um hydr oxi de. Exanple A: Met hyl

2-[ (pyridin-3-ylam no)sul fonyl ] benzoate qgH3 O -~0

HN780 N 15 Met hyl 2-(chl orddal fonyl )benzoate (14.1 g,

adde tirred sol
SGPRPHA DY (5 008 ARGyt (s efmter gissse or
opriion evhyssrinTelatest iooslection it UG HIYGVins. Shelapergarthenmapbe used in
doﬁhdlﬂétﬁh width lhe%@lﬁ@étﬁﬂ@gf tﬂélbresm&tlérﬂn&idwl bub lafdl rﬁiﬂnﬁﬂad to those

u\% Iu?s Sﬁ%?ge }N%%lhors S—ﬁg rgv s\c/aetlyl nscrl ta?ee mgcgorsd rr}ﬁn émacl%ci,?@e HIV
rp\ﬁ,ése ,tré@qcqufp |rty|b;tor§“ar§1|b|t9ra etk prﬁﬁg@ge [f@ﬁﬁ,erg\,lpltgﬁ (¥ fusienl inhibitors,
dbﬁlbtﬂjhds dgeel &Y ighdduhemddalaers, berspouwas e invibit hewaY @irusasythnWaRnown

%.Ysﬁp%r%oﬁ sl tu%efgI' fx.ema q@atﬁgﬁ{%?h&éﬁ%&stes %ﬂ%o&,ﬁyggﬁm as anti-

m ano
"ﬁ?‘@&’é‘ %{Hd’“\ﬁﬁsaSSF?CU'Pe@d’eWt h ether. The product rapidly
cr ystCampoundslusefud asaiily mdtéase inbiblmsithat rhayl Heasedinabinbiagtidn with the

i? ggu%gg wtmr&emeﬁveﬁtgnm{cmué A6t drd ot firhiteldGo, G2 Mw#n Elir), cap-

% ,\,,%D%?’%aﬁsnaﬁw I_Dton?\glvga%uenwlﬂ_%mras{e 6‘8""@5}"" 'E_MC -126,
qtgzarwvisgaa(mawr 1GHp333, K8 {1/ KNI-2AR, 143-1185Q,sCCRBN7552BD 173606, PD
Fore0pn @ 83300, FATB3bA U-hdosYE MBTRYE RAIFEEE0UAENG7dTRIKINA, VX-478,

mdlr[a(np)(laranawr d%rung\ﬁra Fnen ov%as o 'DEBEéX ]Eg’%nbzeg aftoseam%Yengwr (Paﬁnum (gexwa)

re of
Benzenesybionamide éﬁyflagveé ﬁ'z@i@aeé "1("10@@95361?’5@! R4 Hooisb s ivg-385, GS-
2A33800TLTES, €n)i00, BMAMREN, (G-135, Bd-3mwd, D850, Eyv-bes0RPRWL1039,

1178493, FE?HZ%Q VB! |§$3h4” st o@é ‘UIL?WH& Vt%r h&ha8 OA Wdtog NSMs-182193,

were a

- RGi-{RsAtS el 3%‘%%150#%%‘8 qen%oogr @B‘é (ﬁ?)dﬁelb"r%{(%\?e?% -2-hydroxy-3-[(3-

hydroxyf 3-reethiyen iy itnin3-@-pb erylbotanayhys Grdinh etrgy- aphyazolﬁmmpﬂamo&mude
Met hldompounds useful as jnhibitors of the HIV ieverse trans i ptase enz me tr\wﬁbmay be

Sobh T W o B ot B

lee buthm nreHjimijgd to,
ORRIVITFTE, 8184, ilamnvugine Sadetvin dibipyxil.i letarfluBrodidA nalc(tébire, didanosine,
sfavBdineTRbding) ARSI Zarh@RoviH spies£ spROBEdratilit, eLdYeABHFts17),

8220, e 5o ek BB Dol 2 it oaefyiccn

G EUPtamisitatingt andelogkdinest i rred at room tenperature for
1 howompdun@s Wsekit 4 N WaSedside Mhibitdd df tHe@ OV WvbBe §astHpRis€ Bnzyme

tﬁzg%%? %5 ué\gﬁ'—% qorﬁ%‘ﬂ{\@%%ﬁp Y}%c}spatf % sgnt dn-l\_/lgn log rr%%gé CDut are

rle OVG

?qfe%'t foa plRYrenFHEBY:PYd ey iepingu EMGAZ) wp'wrmeéd THE-12P.agifavirine,
derammimat DRC-a§H PP OB SV 2 cafrhiaDe 2 5 W aT 8218y evxt 895634 tchignolide,

a919 W&bﬁpﬂ/r&glnér?@degvauge% @drscloéé'd N’Wo 9&%%2% 3(m 1 7 64-

76( ﬂD’EPBU‘? HHs efu 634? g{:lﬁff uztnb’_ters -}haégna(ysbe llsepb in yog@m?t@n vgth the
demp®n45i30f(t® pr&sep)inveliipn Goinde ndse oft limdedta) BAK-170, 3€4B381125, SCH-
mr epaN- &‘fb)la-??s B&ar&@mb{abth% 4{-|E1(§4 BRIRVA Vb ﬂ'aEab?byclo[a 21Jogt-8-yl-1-

qyﬁ)rqu)lgl % F %or?%ct‘l r{%?nz%ar%q%ﬁm%e) etﬁﬁ { endg {8a [(BrE))i(’: (acetyla%lno) 3-(3-
fWP’PWﬁW@PBXﬂM‘Q?ﬁ?‘PWb@&W &Yii-2-methyl-4ciRi7 -wiratapror lbfmidatoft, 5-
dpytidie-d-cardox@sg, | N CBEN) 630 d- ls@dﬂﬂ/ryl B—%Wyl% 3 @Lte?rQr%Fo 1H-

ety T Bdb oo 2 Bt A Bororiy Dipipdtmise PRo-
146|202 V-8 4404 Qrp 128t AH602Fhe crude products were

pur i fCoRgoudys DsdBR. as IhibB& WATHIC NAOEEIe0 85ARB Yihat EREYRE Cused in

°§@‘g§{ PRSP vy o o dpies o o
84978 1.5 ngmﬁwr %Cmmgg,ggfwatupm@sclosed in WO 03062204, compounds
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Bra~ Br NaOve, DVF Br Ol ~ CH3 N N 20 To a solution
of 3, 5-di bronopyridine (10.0 g, 42.2 nmmol) in DWF (10

workeoy/08431a flask with a distillation head wasPemthdos/002639

NaOwe solution 25% wt/wt (10 m -) and the m xture was
heated to 100 C for 3 hours. At the end of 3 hours -8
nL of MeOH was col | ect ed. TH@ DI\/F solution was cool ed

i roomée erature and diluted with H2 ﬁ’é m-) and
ABSHPRLT NG A FOAPREDopsS cisgieserhiy WO OBISERD, ond B BvapRyAmdoe-4-
chrbgremiie viervetivea disaabetuint¥O 68CEQ78. x 25 nlL), dried over
Nazs%lon lhilutglf%Fseﬂr @ﬁBQre&%eﬁoﬁwtﬂaﬂ‘rﬁg be W84 fneﬁngﬁgtl&mth the

c?rp;%olu%dds g%%rﬁﬁg{ Pgen or\gmgf%cé /gﬂtfa%r_pcr\"\}ﬁ du {9(?”%'7\—'?%‘3 '?26) T-1249,
AW(D@)M ®s@l tpgyclic cgmppungdsifiscipsed)in I w31713817 2 ( m 1 H)
3. 840fhes co%pbi)mds ﬁae@re dsefdd TnﬁBﬁd’ﬂ@éffM-n\y kra€linBy St @8Y MeoRbination with

th]e cogp%ugdsc'o_ptge reiseﬁﬁ H@entlon lglude tiué alf noNlrﬁutfhléo %ofA‘PI? %IDHt JI'l\(l)>?355

P&Qé@@, BYRePQE1 tergiowy, dngpl’Q(ll fqﬁﬁgqtg apﬁcqqm,gp@qs @isclpged jn ~Wé?§031 19137.
pl aceempdunds GRal iadhe teaneaid naAaje@ntads intetfionGrohDvirudd3 other than
thmgtsma T&eusg\pmrz&glyng%ﬁ%g thp%&é(gglgé)gJ thO&-@%%t mve‘ﬂiﬁ’ n mclude but

n m xt

a6 L ATEHPVPL FPVEEHD PANTSAD) BB KPVBEL Bieianggn . A-edle cidefou.
cytorBé€balvlijus iMimenec gioliin, vgtdveos, gamivganticigndt amalelodr, dosca@okt Gudiim, Isis

zbﬁzﬁ%mfdalat:ﬁo@ﬁj vRddle nEeQ/Wlﬁ %bé@k}?&dw g{?ze&fgf sEidofehe title

f ur t ﬁgrinpouagﬁ, ﬁﬁ"'f‘“l %cgﬁ. Wungﬂ%u@ﬁrsgandn%?mgﬁpus\gd tmhcomoblnatlon with the
comgduiids- efethér orep@y riiveition JncluHa, st Aes] wot llifniesy 1o} BBM29 AR5 M1 Alpha
Irtrbdkrda, m'lﬁ’yrtiréiilrmﬁneoagﬁﬁnnaw 6@4@7%L|Tl5\| FCFQQQQ anﬁnmg ifderferon,

'\;;Eulocdg ma%'r_ciJ3 haqe Ocol%nys %lam lr}g;%ac?or lE 2&6‘%‘39‘%‘({%% ulin mEavenous %REG-
RE(- 6r'@99f010§ %«ﬁw yiiorcadhamate,(alphag)interfaion methwwm eftkephatins MTP-PE,

gihulodyed cavr BiingMdting tsatterD Merh@ep eCd, UteEomblraat stTupid hu@an CDA4,

m‘f@féroq 'a‘fér' %‘eéi(&% 6%&5 %{b gﬁl@ﬁiﬁ gny%gbss%ﬁllrl %unb? 61 ? SlSaergor (TNFC}r tluréaaesol,

extracte
rFQBPINRRY Dusesn '"tf"ifqr‘f”eb@@darﬁr'fﬂer@fﬂ‘i@%'ﬂ Pat ed. The crude
r esi doteinfaetivepthai friag de iyed inashbinéiioo nethags aphyoufdd- &%be present

n'ng%K gbgecbgt)aré Qotgih}(é:(‘i t@fgtd%tﬂjoh@ %znth\’&rk\fémcc@mmm t;lulﬁ|ethopnm
trgva,ggx(acm SP%'Tethﬁﬁmni nef lgqsn cugia@icnr( mth fnrpﬁquweg@.mona-;olgélpastlIl
o(rmyl eIIorH)hlrE ®gntamiding] rifélyfin, 2sgifpmicird Jintracgnadfe-RA1211, Hmetrexate,
ddurBRbic®; rdcobindntS Burhi e?i/th'r'gporgtﬂ3re(:§mblr%nﬁ)hum§9n&@\MHd§ormone
n%fg {Irolgacetae tgstgrower sﬂtﬁt:ral%gfa Tgnutr%SI ng met hyl

hoxy B no] sul f onyl } benzoat e
by p @tﬁlg\gplﬁghqi rm»(qurueedom ¢pgtbh}91||on with the compounds of the present

iner{tibf i, Bavayedtt lilited 163 aniyligr@iginn03 123/ LaPBHihdil) ©RZBA tHRcdnacle,

ut%?()na?tg«g kgtecoﬂ%ﬁeowcbfﬁ@g% ?J%{ibg %ile énd%%corrh&ﬁ%'gg\'l f] 0a35
m cr SWE0eemPPHds et ey Bhyseft eomRinetiRRekithtter eamPunds of the gresent

invenipe naltds, @utodrel ndsthleutabdovanfannmsaremaw avedr, ARne7, BMedEs2623,
BWS%H@%S CW1_§ &Mflé éuﬁeﬁie ngtéh gglfatec %H’H&ﬁlr\@rﬁ@ Hq]fysgrrcﬂpllayucawr

aration of
PSSR aPRAED R BPPRED APy SREHE] HerePeRATHer e and REC-
C8tep 1. 4-nmet hoxypyri di n-3-am ne

In addition, the compounds of the present invention may be used in combination with ‘
anti-proliferative agents for the treatment of conditions such as Kaposi's sarcoma. Such agents L
include, but are not limited to, inhibitors of metallo-matrix proteases, A-007, bevacizumab, BMS-
275291, halofuginone, interleukin-12, rituximab, paclitaxel, porfimer sodium, rebimastat, and
COL-3.
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02N OCH3 OCH3 H2, Pd/C H2ZN N MeOH N To a sol ution of
4- met hoxy-3-nitropyridine (2.5 g, 16.2 mmol) in MeOH

W@ 20@7/0843)2 was 25 added Pd/C 10% wt/wt (0.5 g)PentB26r002639
m xture was stirred under 1 atmH2 for 10 hours at
room tenperature. The reaction mxture was filtered
through celite and filtrate4das concentrated. The
crud reSI ue was pur ed by flash chronmatograph
(0- 1 B%P i‘j‘af’%“°5g'\?8g’l§8‘rﬁ98ﬁﬁ&“' dif@“(’ﬁgﬁsm%er offgetors
thogy 'nC*l!N? KNFRare H00iniet fo, DMSONDEN § the BBmihsl, beingHeatéd, 7iBe patticular
cbndibn 6r &)ﬂdllﬁdﬂs bémd’l}eateﬂ! the !d(aﬁtlty & thd co%pgl%d Q? corr%ohads ogme present

gy G 08 pons) ot - 28Dty 2 b B A SEERAL Syt
apRPFINo0 3 eitp re 1“32@9‘6/ T%%@gllarﬁh@e@ztlﬂ& ©Opi3und 142 kpmpounds of
theyitivedtion @ndthe dddiichis afdNt SQgehtdNs WS Be ihdlidd3e ofdne b F@indty skill in

SO s PNt (1 <0 11

I he
( chl POMPPBHS P 'E%W%EY'QVGO‘P“@W aﬁ@mﬂ'hterem@aomb@atwaswth any of
thgt abovecatiditioret ajegiatforaie razonant efEp@a@INAI Suich 2918 hufhr sk B suffering

oRSan q’dféc%n@lﬂth\{“et ﬁ]v %ﬁtsgix@'seﬂnt)@%&%éon@l%lﬁg%& a&%ny other di C?ease or

organi c

e
W’I& Nﬁ‘fgcﬁ fe‘?*F"l‘ tt‘ér"g%ct‘%'hd"‘tﬁd?f’cé'ﬁ\f Ve d St a ?S’Fl?lﬂ"é"'O” may be
afdivistgred tovagnapural fuchdhadhya domasimd oc laoragvabdsgf sehyredeot igveviton are

psbrirthd %dfbMu%ﬂ&%@ﬁW%rhoM% Qﬁcqpedl\gdéve Qh@rq %Q/ sgch a

c mg’n io b ae(wm gcgp ‘r f t?? 2

? a_iL ay7 e7 |s}e a[ﬁnarﬁmﬁ)suﬁgen%gi om 7\ g n(vmh ttie Iﬁbv virus such

th;at the cpmgouz;Q of mmpgur]q); ogthg ‘preserpt. lr@gnt(omare1pregent3m FJorfrgljatiGh that is

stparale Hdm (tBs fo?mlhﬁuo@(hﬂmwﬁldﬁe @cfdltf)ﬁ]] e i koundVelithe compound or
0X

%?&ﬁtfs%q hH% %I{%\XJ\ ar% aiil[n&gtepe% se%arélcg%ﬁonakhr%%%iimc%ngl a@Fnt such

amn O Su enzoa
aﬁgpﬁwuo&mﬂ t@ﬁe WW@WEV‘?WM prrﬁ_eguentrally with an appropriate period of time in
bytwpamniThe Fieick bbwhethiebie rieniaé the cdm@and GHRempouN@d tr@mésatt@wennon

' b
|r@ﬁ§b '}Smé %rrﬁlélﬁﬂ)u ab InCERfedh g?n ¥ of fage e%@qs ﬁﬂhﬁﬁéﬂ n oxtN%d% QU of

| 0O mnutes I n
355' %At to cool to roomterrperature and the
sol v &gt invgaiéve @gerronat eechrephled usingthe rqaciduolies ane kgnthesis schemes

a9 'déécﬁtbe@d;ebw e%hdpc%mg QrQ—:' HEMhicEY QERILRAR RNV usthg sl%ﬁﬁgma?er.ﬁs that
ot BB N8l TPF GIAISIGN 5o CEPIBR PhiBR 2EseS mvention are

dmplmglpn detail in the following examples, but those of ordinary skill in the art will recognize

tht {hk (pPep@is@Ine E¥ScriBid may b beamyrée&ap%éd t%cti?ébla}eb&rﬁb% %ﬁ%@d.M@rﬁs of the
p%@ﬁg ?\&%ﬁgﬁ OIIEIA %%n% 'il’!%esyﬁ)thocea ﬁgrﬁ% eﬁ"pﬁeg cefﬂ%om\%st zﬁgordmg to the
inyeyan mggcpe Reorgied by nedficgtions reec I thope: pillenINp the gy e.g., by
afpChiBiateliptotedtiny intdifeNag Giolps, KR ERG&N) © other QitkRle Le@g&tstow@QI the
afl or Q&H&%utﬂg nﬁdarﬂ@&flloﬁﬁ §f| Qeaé’t\lgr{ o tlgrpsar ?I?err%? g? ﬂ%r re%ctlons

yanop am no ony benzo

dﬁ?@% P?’ﬁ'@ Ol ndpecari H%femqmzzd {ii’[ 'cagmaﬁmﬁwwuf%prﬁpgung other
cyhoandsebths mhdntiery | } benzoate (1 eq) and an appr opriate

am n?he(e%m%o&‘n@é of'FBrngﬁ%r(&éépaMd fr%ﬁ]lq:om {f%rﬁw&a@?gﬁﬁu as

a mcrowave.

SR FREETE & DBTetoc ol Pech HOEIP Farf, Eh" . K.
RS vasd R’ ara s beraipafere definediland B isd@-Gs @l oty baeliasved to react with

ctﬂﬁtfduﬁds%dfoh%lasl Werem®'USAY FE D50 BBRhQGHEHRIY defir B BUR rdactions may
SR PO B ot st s Fneaopiia Ry PPt g tmipprituse in the
range of from about 50 °C to about 150 °C, for example about 110 °C, and optionally in the
presence of microwave energy. For example, compounds of formula (I) may be prepared using
methyl 2-{(pyridin-3-ylamino)sulfonyllbenzoate by preparing a mixture of methyl 2-[(pyridin-3-
ylamino)suifonyilbenzoate (1 eq) and an appropriate compound of formula 4 (1.5 eq) in CHsCN



30 yl nethyl)sul finyl]benzam de WO 2007/ 034312

PCT/ 1 B2006/ 002639 -50 \ / Br (/Y O\ H2SO4 \ S |
weaoHBBCH | f COOVve O K2C03 CH3CN, ref. SH SPCBIB20061002639

23 HWRNLOHOHNI H ~'"o ~N~ Et4NBr SO ----~S O

OO EDCI, HOBt IBX, CHCI3 N G6,1IN4 5 H SAOOON6 ~ N

g Step 1: Methyl 2-nercaptobknzoate (2): Acid 1 (170.0

.1 .ol H2S 20 . 0.37 | ) and anhydrous
i i3 Berehs s eaaing TR gl §10° R iincefeon ST give. The
repgiion enidyes ateettierualidwed taechot tedabopt mesUE®Bperdldre end Weessolvents are
redU 02 Brkpbrafon T PHe UEQiING Trud torGttS Ghai e urtHel Slirfied by methods

x1000 .. The, .5 qrganic,|layers re c I ned :
ROk hrend ) SKE RIS b b Hiriope PP 9 PBrdgoranty vsing
5 anpropriete sglwpbermixdiyre efisalvents @sdheeieant Na2SO4 to afford crude
conpound 2 (165.0 g, 89.6% . This was used w thout
further purification. Step éheM%thl
2- (pyridin-3-yl nmethyl thi o) benzoate (3): A m xture of
conpoundp? (£0.0 g, 0.4167 nol), g7 ope R
1- (brono yl ypenzene (82.8 g, 0.5 nol) ql;mR(135o
g, 2.4%s8 d CH3CN (500 nmL) 10 wa /
over ni ght /—{heOm xture was allowed to cobt tooroom
tenperatBre s filteretl. The filtrate Mas )y
concent r &-8d @nder’ H¥duced pressure; Aftey” addition of
wat er, R iRture was extracted wit ¢ B (3x500
m.). The jrdanic |ayers were conbined, shed with ag.
Na2C33 (2 120@2 m.), water (2x300 ni), brine §300 ni)
and dried Bver Na2SO4. After evaporati on,R'crude
conpound 3 jvas obtaineg (64.0 g, 59.4% 0 This was used
wi t hout further purification. 15 Step 3:
2- ( pYPTRAUPHSIOFVIPTFRSIRRY M ) Beprrest toracP@pquags offferraulae 1 and 2,
10  whadintR' ort, Bf, R orfpaf)ml, =F, (chBROa:@,agOme&eiﬁefoﬂmiebinehnand R™ is C;-Cyo
0 1 o
e ol Sineto 20 SPpdfip BBl byt perla Bl aprone
SQNREY Sy as getaitie S AxeraRipatt atiePRerVe Ming Manoa stfrom ebout 0 °C to
alghb¥eete, fdnexaptpir dbbut@5 "Opdrerin the prassnce @h s based . Sultdbe: bases include,

bift @/ KA TimWESto [ iRdFARbaYEd %ﬁchré%ﬁa@gurﬁ’ le&rBoHateor sgtlgﬁn _carﬁonate for
extracted Wt

resj due wa d t ed th water, and. ( |
15 olaiBls THISEE Fph PEBIE I T AT E TP RG A e el
Algemnaftiegiie p segard entjvalsnt etthe conriduidl of faxintll 2 inalbeiaped EICH siitBBle base.
i chbic@ BOwIRer @CJs6dn %ditbnﬁgb%?ﬁMdiMnal %aﬂg?)lerﬁ%ﬂmnfb%%d 2 as
ni C. s were washed. with. er o
o HA Fi RS FP el CoriRe Rt Sulhe b bR B feekinge pgrow
ungrie gxPgriEIgielnd 4 (35.0 g, 67%. This was used without

20 further purification. St®pedlé2
N- ( 2- net hyl - 1- nor phol i nopr opan- 2-yl) - 2-[;(7pyrl:{i5 di n- 3-yl ne

t hyl t hi o) beRzani de(5): g25 To a sol ution f /facids 4
(2.75 g,R® Rfrol ) and hH RS b

2- et hyl - t phglsi n y2-amne (1. ,0 7.4
moi ) ) ®n &nAydr ous LDVBO Were adde’l E (2.58 g,
13. 32 moky§~HOBt (0. 1827.9,% 13.32 mmolrr-whcd NWM (3. 35
m., 29.6 nmm®l) and the N xture was stiR ® room

t enper at ur e N ) )
R
R1

1 2 3

Compounds of formula 1 are commercially available or may be prepared by those of
ordinary skill in the art without undue experimentation using methods found in the literature, such
as those found in Kim et al., Synthesis (1992), (12), 1203-4; Bastide et al., Pesticide Science

25 (1994), 40(4), 293-7; and Diehr et al., United States Patent No. 4,743,294.
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WO 2007/ 034312 PCT/ |1 B2006/ 002639 -51 overnight. The
sol vent was renoved in vacuo. After addition of water

W@ 1@7/084312t he m xture was extracted w th CH2QOPQT/IBME5/002639
organi c |l ayers were conbi ned, washed with I N ag. NaCH
(15 nm), water (3x10 nL), brine (50 nL) and dried
over MgSO4. The sol vent was4%enoved under reduced
pressure; the residue was purified via colum

hr ORISR PR # P itase pOmTEsreply vallablp P Prepasgd by these o
ouzdfné@rsdull B th@ afd) wiihoub@ridue exddlmmtbﬂﬂﬁnd\ﬁzmoc@fﬂbmﬁﬂzmhﬂe@)ure or
9@5&3&%&@3(@ methot®d de§ r%g’d l(é#(g H) 7.52 - 7.56 (m 1
it bkl 0 (Mhy 2 Hocdind 3 osen

19 'tenjf' llil qu)o é eB%rtO(:igr ﬂﬁ erEyrG% S)(sge Y ﬁf o ? e presen
mwgntlQn §ah be Get@mingac®rdidg td nibdho(is knagnHp tesepf &ill in the art and the
rrul&h()é’s- dBEBYS hdreifD mh&brha@ RESRRAE, M'F) %vﬁ:ﬂygldpﬂyé%o% YVioB® 185:

AN S SeAer o R e (9L s ) SR YD 2 e . 150

2We?1é -33dded Et4NBr (0.004 g, 10 O 018 mmol ) and I BX
(0.142 g, 0.507 mmol ) angxhieLgsacti on m xture was

St i r ’rr‘?ﬁdex%%%léé) Qﬂm} aq%%l;'n@etd%hf\? tJ lsttrg'te B%ﬁ%ﬂ&dme}ﬁ s'&f fhe present

"E%‘P%@t‘j@(ﬂe niMERnt ¢tz scapeef @ngﬂ"t@n IAPeeEs dri ed
over InNag 8&¥npldsi deb@ibed belovd vales ethérivat adlicatbtieallterapkeatures in the

fdil&wi O_ﬁ/fjéﬂz% O_fgﬁ% Qllérllll Eég@é&s kQ?ﬁélsfug ?‘%‘5‘ 39&‘5@5% Qg4 Qé)r@éﬁte%;gs /gre/obx weight,

gl ve conpoun 026

UNRﬁQ' zf@tﬁdmtlﬁ 'S&HLOROFORM D) d ppm 8 45 (d, | H 8.07 -

8. 11V@rwps 1st¢d)ng7rr@@nalq_5nc7 @r (nepgebisHyverg. ABchased, #0m (¢pmniercial

l'.TBpheZs QRcH 8s Albridr) crbnfi@ égnpailn(/ leh L%’nc%?er%@ztggs( J&htd gar&)lused without

m

f‘%(h%{rf‘ﬁﬁfmat@n @eﬁ%f’ g‘f“”ﬁ%i"ﬁf)%edf BOC deprotection To a

sol utfhereagions petdprpr bghaw were pB@tmpﬁ &DeaE tackpsitive pressre @ djtrogen,
atgon e Gith émrﬂqd\lﬁlbé, St afpiest terR&rM@ﬁl&@W@wﬁ&(btétw, in anhydrous
SBHERTRERLEE Wil bR By’ 1% Bt b FufBRLA IR ofloore
Zﬁ‘b(ﬁlﬁeﬁe‘ﬁfﬁiﬁe%{l (ﬂ@ ARg) and ?'@?%d"thT*P?eaﬁ’%%qr'ﬁtei%"’%srﬁ@é (v/v). The
rasiclidns Swerp Oadsads b f higviedbdsuré hiqupr @dissibtagrapiyh€PLC) or thin-layer
chn?#ﬂ%%!a}@ﬁ (fl'Lé:)rQnB kQi"mirnﬁrécﬁ Bs BMgetdrl{s‘/qFléTE tsur}%tlt)lh oﬁstéﬁ}lg%étﬁrﬂl The

1S a éJOf I.on

Tha8kies &F@dﬁ&‘l‘"zﬁga@’%’s p'&’F@”‘%&H@‘Eﬁ?ﬁ“’aﬁ‘%’a of g sRiYo to

pr ovidiesst biberdiss iindidted d&PYMR sptatd vamé nezord&d 'dn 2 EphKer Nosfument

0%6%( ;853 300 MAz INaMenMR kﬁﬁc@a kNereHléléo%TeQ Q 720M&X NERI dpectra were
R 2L PR Sauliee (PR PP RBD CPeeR e erence

stangapd (edShprnb @ed, F3.002pdnf) py IAMEIE (3.F4 rbm @d GP-H2 nyh)-etheraNMR
sOehes Were2 QO @342ddedPCWAIR2PEMR/ PRIZGIRes aR2 repBitdd3 thd\ folewing

agg‘gﬁations are used: s = singlet, d = doublet, t = triplet, m = multiplet, br = broadened, dd =
doublet of doublets, dt = doublet of triplets. Coupling constants, when given, are reported in
Hertz.

Infrared spectra were recorded on a Perkin-Elmer FT-IR Spectrometer as neat oils, as
KBr pellets, or as CDCl; solutions, and when reported are in wave numbers (cm™). The mass
spectra were obtained using LC/MS or APCI. All melting points are uncorrected.

All final preducts had greater than 85% purity (by HPLC at wavelengths of 220nm and
254nm).

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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HN N The title conpound was prepared according to

procedures descri bed above, using nethyl
wQ2q4ogfpg4312li n- 3- yl am no) sul f onyl ] benzoat e and 3P@T/1B2006/002639

et hyl butyl am ne. The title conpound was further

purified by dissolving 2.0 g in ethyl acetate (20 m -)

and heating to reflux. Wen465 conpound had fully

di ssolved the resultant solution was left to cool very

s| owiythe Blievirehse@rige At ipRaratiqge LPA'sTeans ffiu@rdjisoprepy amide, “Et”

reeane ethgf Act edb anelylatMeRmelrar ma@lyl, TP, méint @heriph '(RNID)ZP'DUEmeans

ct'lllal%}ﬁf)%f/lﬁnos{)rtalté erl-@a H%bﬁég H%rchIB{},e acng\/\alzstﬁgg Wlegl% %91 l acetate

acet a h vacuu

"N ﬁa t"B°28F £ PWB”P? “éa%mfam? e hydigkife eNaCl means “Sodium
obtog@t aINEtshemsalsi driettylabifg, , 8ATHF" mishridVRet(adBlofiveir,, "DIC" means

diddptopyiefbolittige, "Hobd nfdakbhy: droas BhzbtiazoR, lT-l)fO7m@Q15 wa?erG&chog

”gfnbsls ‘ﬁ?m }'YAFBQe-@ @ébonatémf?g mefnwoiéssgjfl eg%or?te ZMi&-g means
mettpnqlg“lfr@ch_ ngans |sgm0|éyq acezatqa-l)"N@Sgg niens naghfsiumEsdfatp] HMSO"

ledihs dimethylsulfoxide, "AcCI" means acetyl chloride, "CH,CI," means methylene chloride,

bh'éé ruaﬁ? H%R;qu%}._y et%er I\I!mdalarir\]slaas m{éy?% rz\get\ | é(ggly I_F%)ean?]éwlonyl
“\Wﬁ%depr‘@BQf efﬂea@écPBPﬁﬂ’P?f{? 3ol fribeRdirreeang ewthanesalipnighaside | AcO”
rokhgpetidamhityibie, 2€H{ONY mieghisaedonittiiaind (WCHI Infeaiydoldaaing aRfrdxide.
g@g Bak e ¥} mpound was

VRS pﬁ’?’?‘? %'k ﬂ'?@?é’?mm ]%"%&?n Et OH (300 ni)
and gently heat| ng usi ng ath to 80 C. The
resulting solids materia then slowy dissol ved
and nore EtOH (50 nlL) was ed to conpletely
dissolve all the solids. & solution |eft at room
tenperature to crystalli %28 for 1 h. The resulting

crystals were col |l ected dried under high vacuum
for 16 h to afford the MN&t1e conpound as a
cr y sivithlyi 2@hlsrobuilfdny()Benzgpte B4.1%) 60.0 trimbiMRas @ba6d fotdzstirred solution of

We{agr)e (“its B4 7659Kc§mm%|)]h{)CH38N%84 (). Ttlle EDmp%ra?aile .(:Q'e t0125h’Q: and a
ag ég@t f ecﬂ%h se?arftgd out £f‘. gg (2(2(}[&0 %otgﬁtedwv @gmw(yienesg]w% added to

rqturg@ll (T@terlgs tq)soluﬂ@ %n‘ph dheg®lvents were evaporated and the residual oil was
paktibated lbetdebd BYIACOAAA- atdt! arien®ganidl IBRAWal %%mlﬁe\mat&‘ and was

#ﬁ&%r?e@ F' 8 ve Q\e crudg\oroguc(t)z{'h%%‘r"%% éraij) <N|8?I,3 (ﬁfsoﬁe{) |8%he mlnlmum amount

%P@@é@‘ﬂﬁ%@ vbaésd@ytpq)y@\ gtb@;v e g@ptmg rapﬁigtqwtalhzed out and after 1 hour
fikerpd piy anddiazh&t wikr-agther ag sru\lncta)tﬁy tnt]eb@mpaﬁlﬂe 'AMMR (400 MHz, CDCl3) &

8%89&“13’111)%@1% 2 @%3%% 9 7%%’ %@@5 %"7%@? Egt‘éd $1168 7.25

di ssol vin et hyl

ngﬂﬁﬁéﬁsaﬁhed dropmnse to the solutlon until it
becamempbundsly .of A fbrewtadr Ops wefe eprhyéreoac @biad e retiye 2h@ewidin-3-

y@aqm‘% uﬁo‘ﬁy!ﬁ@ﬁz’&bt@ a b@rl ©@fepating©! W | Gftyturkne o'fesl'ﬁlet\i/lng 2-[(pyridin-3-
% onviibangonts,. (1 al gJ forg%fgrOX|nategy H 035 M) and
R Ryt Wtas( B} & PP AR ScP RSB35 M) an
hegtingto atwet HIOECHenaAdmaingtexin BOnicrbygveaiitie ehlitiens werd @owed ¢hcool to
ryche Mﬁéra@h&érﬁ'tﬂé"&ol@ht Wds évao?Jtéoo IehelchRe 'i)tddh&s QQQ%QMBGI by SiO;,
%@Ea crystal |ne solid (1.64 g, 82% H NVR (400
'BR%%? 3990-1000(m1|—|)873(t,1|—|)
8.28 - 837(m 2 H 7.71 - 7.76 (m 1 H 7.61 - 7.70

gx_ﬁmp__Q"DMe?hyﬁ -{[(5- Zteﬁﬂlpﬂﬂm-@-yhﬂm|Zo]35IfdnyI1bétﬁoa(tm 1H
3.25 (q, 2 H 1.51-1.54 (m 9-1.40 (m 2
H 0.90 (t, 3 H. Exanples 1 to 393: The follow ng
exanpl es were prepared according to Exanple 2, using
the appropriate
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compound of formnmulae 3 and 4 (as described in Schenes

1 and 2). Conpounds of forrmula 3 15 were prepared as
waleacis4sezrl above and conpounds of fornmula 4 arBCT/IB2006/002639

commercially available or were prepared using nethods

known to those of ordinary skill in the art. Exanple

Structure Nane 'H NVMR No. -¢#460 MHz, CHLOROFORM+ () d

ppm 8.33 - 8.38 (m 1 H) 8 25 8 30 (m I H 7.72 NXN

N-[ 1, 1- di net hyl - 2- (4- Chs59 (d, 1 H 7.52
s"=0 oH, 0 CF, neth I (d 42 - 7.47 (m 1 H)

HN- cHYPper|d|n1373-O74O(m 1H 7.08 -0
yl)ethyl]-2-[(pyridi n37§\7(m 1 H 2.95- 3.05 (m
yl anmi no) sui f onyl ] benzam ENH)OZ 71 (s, 2 H 2.33 (t, 2

N | ide H 1.56 - 1.63 1H 1.54 (s, 6 H 1.29 -
1.42 (m 1 H 1.14-1.27(ml 3H0.85(d, 3 H WO
2007/ 034312 PCT/ 1 B2006/ Hs- 54 (400 MHz, DNBO- D6)

d m 8. - 8.64 (m. 1 . 1,

823" (Ty® PR . P PRIT e B5g HELpU GG (53 my were
afifashiRatyiamirg- (0,67 pibs #62 mnbl)|and Inethyl, BENrosuIdnyDhenZoakd (108 g, 4.62
rdh3 Tﬁéﬂes@hr@ nﬁl‘t@r@w@s"stﬁ#éb @ﬂr%orh&en?pet‘l\ihre' for’1 Holr.(TRe ndixtlide was then

d&&légdoﬁ thysa@ra eg %ét.}eo S Qr%é% E?cted %l%é%H%l %N,( grbamc layer was dried
o&q‘.q)f\lfz%zg,_fmeregeqﬁ c,quﬂentrqgeq 1Th@ §rud%rep|§iue(wm(pum§|eﬁ by ¢S chroygatogtaphy

(PRNBOBIBCH,(B) bJivierthe fltlekdpmpdiing 10.4r6 @ me%hyl‘l; RMRE4d01MHz, DMSO-
D%)él n('ioﬂlz5d 15')6%@91%4)826%"5%7%? 9'&@,19)763 égégm )'?),%4 7.64
E ) 7.284%:( W@(W)?ﬂ%ﬁy% 7. 45 (m 2 H 7.31 - 7.37
(m Cbitbdupds  of | amm)(as)ulmfefenwdphemzadﬂgl nidthyi? . DR 5-methyp@idin-3-

yi lnc]su.?%ngﬂ}\l)e% ate %rtgﬁé O@gﬁ%ﬁ?% 1 %@1&( . %5 éneg%dpyrldln-&

vga ?li“mny‘} en 96&? <N| GNJ gnd e'g/em?ﬂﬂetﬁmmf ¢ ﬁ)eqs 59H-CH. 335 M) and
heating ® &HputM187C fdriBP ninutds i7 adBereware.5 ThelsoBrisGHBEalchad to cool to
r&83% 3 @rﬁthbéla)nd el s{oméﬁt'v@s Ryaorated! - The ciddd pr%aucfs \Zeré’ %ur{flg% by-SiO,

no) sul fonyl ] benzam de | m
i Pyl <)
Example C: Preparation of methyl 2-{[(5-methoxypyridin-3-yl)amino]sulfonyl}benzoate
Step 1: 3-bromo-5-methoxypyridine

y [ > NaOMe, DME ™" ® O~cH,
N N
To a solution of 3,5-dibromopyridine (10.0 g, 42.2 mmol) in DMF (10 mL) in a flask with a
distillation head was added NaOMe solution 25% wi/wt (10 mL) and the mixture was heated to
100 °C for 3 hours. At the end of 3 hours ~8 mL of MeOH was collected. The DMF solution was
cooled to room temperature and diluted with H,0 (25 mL) and extracted with MTBE (2 x 25 mL).
The combined organic layers were washed with H,O (2 x 25 mL), dried over Na,SOQy, filtered and
concentrated. The residue was then dried under high vacuum for 10 hours to give the title
compound (5.2 g, 66%). "H NMR (400 MHz, DMSO0-D6) 6 8.26 - 8.31 (m, 2 H) 7.69 - 7.72 (m, 1
H) 3.84 (s, 3 H).
Step 2: 5-methoxypyridin-3-amine
Br S Osch, CuSO; HoN I

~Z

N NH,OH

ON
Xy CH,

~

N
A solution of 3-bromo-5-methoxypyridine (5.2 g, 27.5 mmol) and CuSO,H20 (1.37 g, 5.5
mmol) in NH,OH (5 mL) was placed in a sealed tube and heated at 120 °C for 10 hours. The
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/[ 1 H 1.42 (s, 6 H 1.26 - 1.38 N(m 1 H 0.43 -
0.56 (m 4 H WD 2007/034312 PCT/|B2006/ 002639 -55 H
W@ 200084322 DMSO-D6) d N ppm 9.74 (s, | H) 9. 2ZACHIERIGAD02639
0 F N-(2-fluorobenzyl)-2-[(pyridin- 9 39 (m | H 8.24
(d 2 H HN 3-ylam no)sulfonyl]benzam' de 7.63 - 7.80
746-765(m4|49 21-736(m

eﬁ%@n@ re a/as ;hgy cﬁ_e[dg% fRog taripe(réure 1d2h7t}_%w| h HZP ?9’ rnd_?nan%eﬁracted
W) Etpﬁza&x 30.MY6 Thecombinedorgghicrlaytirawers piiecp\@r Bpi$SGa-Mere@ and

chTDcerKra%'é to afford3thé Mitle %orhl)oun(f5 that Wa® used in the next step with no further
5¥-| g.rbonyl) N-pyridin-3- 6.84 - 6.93 (m | H) 3.57

Yyl benzenesul fonamde 3.81 (m 5 H 3.39 - 3.46
Stem3: m]e]‘.qyl 2[(HmethogpyginEnyampinplpulfonylipgnzoaty . 93 (m 2 H)
1.63 - N3 1l 1.77 (m1H1.41-1.57(m 1 ~NH (400
MHz, DMSO-D6) d ppm 8, 03 (s , I H H 7045 N

2-(2,7-di,B ' 3 n-2- 7p@aingm 2 3@”3- 7.49
(m 7yl c%%éﬁyl NoHORe 3—2—H) 7HN]:§\ 207, 27 (m 2
H HN S=0 | benzepest onari de 6. 90 % 99 (m 1 H
3.72 (s, O2 H 3.56 (&, 2 H 2.86 - T (m 2 H
2.71 - 2.84 (m 2 H) N~1.68-186(" H WO
2007/ 034312 PCT/ | B2006/ 002639 -56 (400 Mdz, DI\/SO D6)

8. Sng %E}“@mbﬁf éz’lslﬁt?%‘#;g G}"E‘;‘?%fzn 'W](ig )| p(/ﬂégn%% oiad oided methyl 2-

(qloeapeiopHibRyzPate (T ¢ gnd tHp nuxstre was@rred queBRh{ ahyrood teipparatyi@. The
rmxtlyé aas Bitesiulit eaitaldaengadins dRHEO3 end éﬁradtedl'ﬂnth:gCI-?z@g TRe 8anic

v&%bdggdsgvergi?ag%%, E;I%?ed% ghf}_%rfte'élb Ig'%gud(e resi zfe'!b Rurtg%d by flash
chrgmgtegremy (QB%DMeQH 'C]Hqugo maffqgwg@ﬂ%yon@ound H PMII Hz,
DRSTEDA) S pprh 16756 91086 (m, BRAPS.&6 B.S&7(m( M) A93)s.@. (2161 (7. 862— Tb4 (m,
130 1 57 By gk P2 PREDEY  2op L Seg e 3 e 3

7. 40Compoupds @%fnformwa (1) werg 1gqapared using methyl 2- {[(5 methoxypyrldln -3-
yhamino]sulfonylibenzoate by preparing a mixture of methyl 2-{[(5-methoxypyridin-3-

yl)amino]sulfonyi}benzoate (1 eq) and an appropriate amine (1.5 eq) in CHsCN (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]sulfonyi}benzoate
Step 1: 4-methoxypyridin-3-amine
OCH3,

on OCHj
2
) HpPag TN B
~ ——— -
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% wt/wt (0.5 g) and the mixture was stirred under 1 atm H, for 10 hours at room
temperature. The reaction mixture was filtered through celite and filirate was concentrated. The
crude residue was purified by flash chromatography (0-10% MeOH/ CH.Cl,) to give compound
16 (0.875 g, 44 %). 'H NMR (400 MHz, DMSO-D6) & 7.83 (s, 1 H) 7.70 (d, 1 H)6.79 (d, 1 H)
4.79 (s, 2 H) 3.79 (s, 3 H).

Step 2: methyl 2-{[(4-methoxypyridin-3-yl)amino]sulfonyl}benzoate



10

15

20

25

30

400 MHz, DMBO-DB) d x

- 7.21 (m 22H) 4.50 (d, 2 H (
8.18 - 8.23 (m -but 1 7-

CH 8.ppm29 (mol 1 H ( O

.1
w0 207343712 79 (d, 1 H) 7.64 (t, 1 Ntert y PCT/IB2006/002639
(

(2[(pyridin-3- H 7.50 - 7.58 (m | H 7.43 10 HN s=0
o ,7-dia o)sul fonyl]benzoyl} - 7.50 (m 1 H 7.33 -
7.42 it O 2iazaspiro[3.5] n@ane-2 carboxylate (m
3.48-3 66 (m 6 H 2.88-) 3.02(m 2H 1.69 - 1.77
(m 2H 1.48 - 1.65 (m 2 H 1.36 (s,
2007/ 034312 PGG#H) 8200/002639 -57 o c
DVBO- D6) HIN ' im 8. 28 Byrigng2 (m
(d, I H 7.8L [ i
7.66 (t, | N (m

yl ami no) sul fonyl ] benzbyl }- 1 H 7.46
0 2,7-diazaspiro[3.5] nonane-7- 7.23 -
3. 77 Tps,solgtimnipd s-yriethbxypidin3-tnidkq (| £q) |r2p3}rl)1|n6(0215\/|)-wa3 added methyl 2-

(&hl&&ulfe%yl'f@engbagk )?érn& §1e(nm(turg wlég stm%d gﬁernlgrl aﬁéorﬁ géra{d}e The
Ty 3 g 380 s edpole e 20d exigobB i {fge ogganic

Iweb\gmlpd over (\lp%ﬁq4 d]tﬁetgandZ:oWntVate@E The grug@regidge \Pasltdyrified by flash
cwoamo{a@brwbfgwaxh&r@ﬁe%mo%o%d% @é‘b i, D@AsH)DsK 5435~ 0.57

5 $BLE Gohn, E i e b2 M S T 1702

M2 (®, 18) 6.9147.0 (M. BHBR7Y (M3 W 349y (380 - 7.91 (m N

2-{ [ 4ofrpoundis Hi ol -(1) Twef® &r@ﬁaréb H}lng 1r3ethN pii(18 rr{éthoxypyndln 3-
3LrH ﬁﬁ]gﬁh@ggér%?at{f é@zpl)r%)ann% 7mg;oure g} iage;t]%y -meth?xygirldm -3-
)W'”@FW@M%@W {ofmfnden qu:Bprlateoa_[nme @.518) QF\T?H@NHP 35Ny1) and

Heat®g te abbud O10(T) for230HhinBesHif a-midolde( Mhe Lollthn2w@e attowdd Zbcool to

igml ten%l_sz\Qurca\/detQQ Ztgl\ggm%vgg%_%ﬁz%_%@gﬁggg%s w%r@ plﬂ)?(e:{i:b%y SiO;

IU@Q chromatography.

Example E: Preparation of methyl 2-{[(5-cyanopyridin-3-yl)amino]sulfonyl}benzoate
Methyl 2-{[(5-cyanopyridin-3-yl)amino]sulfonyl}benzoate was prepared following the procedure
published in Schareina, T. et al., J. Organometallic Chemistry 2004, 689, 4576.

HN AN Pd(OAc), NMP Ot
| " _~._OCH; HN’S\SOO
N O=§=O 0 Nach3, KzFe(CN)S .
Cl N ] -
SN

Compounds of formula (I) were prepared using methyl 2-{[(5-cyanopyridin-3-
yl)amino]sulfonyl}benzoate by preparing a mixture of methyl 2-{[(5-cyanopyridin-3-
yl)amino}sulfonyl}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 were allowed to cool to
room temperature and the solvent was evaporated. The crude products were purified by SiO,
column chromatography.

Example F: Synthesis of  N-(1,1-dimethyl-2-morpholin-4-ylethyl)-2-[(pyridin-3-
yimethyl)sulfinylJbenzamide
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14 HN N-(tert-butyl)-2-[(pyridin-3- 8.40 (m 1 H) 8.22
- 830 (m ylam no)sul fonyl] benzamde 2 H 7.58 - 7.68

wW@eo07a34)2 / 7.44- 7.55 (m3H)7.20- N\ ' 7.32PCTB20064)02639

1.39 (s, 9 H (400 MHz, CHLOROFORM 9NQ D) d ppm 8. 46
- 855 (m 2 H 7.50-7.69 (m 2 H 7.29 H3C,NS=0 0
N- et hyl - 2- (pi peridin-1- - -A041 (m 3 H 7.20 - 7.27
15 o ylcarbonyl)-Npyridin-3- (m | H 3.80 - 3.96 (m
1 H [/ ylbenzenesul fonam de 3,45,- 3.58 o M 3.29
(s, 3H)3709-3.18¢m 2yH N I - 1.70 B H 1.29
- 1.43 ( Eodkl) o™ oz~ DIVE(. DB) gﬁ] ppm 8. 09 (d,
1 H 7. 995"(d 1 YS=0%0 N-(5-net ﬁoxypyr n-3-yl)-2-
H 7.88 ( 1H)768(t1H)HNC11(per|d|n1
7.58 (t, H)739(d 160728-732(m H)
-

I
3.80 (s, ylcar yl) bgn zenesulf 3 62 - 3 0
(m 1H /,de 3. -OH3
3.08 (m 22hy 1.417 1. gﬁ V\D
‘125!\%“@

2007/ 034312 PCT/] 82006/ 6‘62‘6’%9 9 (400 |sz
dppm1016-1 37 (m 1 H CH3865-8.77(m

N N

1 H 812 (d, 171 H)798-8.04(m51H) S=0 0
N-butyl-2-{[(5 HNu 7.83 (d, 1 H 7.69 (t, 1 H O
met hoxyp d|m3 7.59 (t, 1 H 7.50 (d, 1 H i

yl ) am no] FThenzamde 7.30 - 7.35 (m 1 H) 3.80
(s, No, 3’.24(q, 2 H 1.46 1.57 (m 2 H
1.29 - (m 2 H 0.90 (t, 3H) N(4OOI\/Hz

DVSO- D6) pPM 9.07 - 9.23 (m 1 "S=0 O

h 4 7
%ﬁp@%&p DaeRosht Féngsa%a]éég d&\c% 17(773) d%rﬁ niol)( ;800 gﬂﬁ')ﬁh %371 ol) and
b MeAH BBl s efiprhiRy 2 dayvs e 6°'Veﬂt eﬁa@?t‘iddjnd‘?[ reduced
blpssui®. Blater was hdBed bmy th2 nhiljturd . viad e(xtsactedeBi—D)EQC&SéB&O])@ mL). The

6 M eﬂs @Qe conjrbl%lé \glgghecﬁwm) ﬁaIJNf 3% BR‘E[Q&N&%F ffg%o I11L) brine
o5t o o 5 s S 3 b o

@lthoutémrtmgwpyqatlm n-3
Step 2: Methyl 2-(pyridin-3-ylmethylthio)benzoate (3): A mixture of compound'2 (70.0 g, 0.4167

mol), 1-(bromomethyl)benzene (82.8 g, 0.5 mol), K;CO; (350 g, 2.42 mol) and CH;CN (500 mL)
was refluxed overnight. The mixture was allowed to cool to room temperature and filtered. The

1 is as used

filirate was concentrated under reduced pressure. After addition of water, the mixture was
extracted with CH,Cl, (3%x500 mL). The organic layers were combined, washed with ag. Na,CO,
(2%x200 mL), water (2x300 mL), brine (300 mL) and dried over Na;SO,. After evaporation, crude
compound 3 was obtained (64.0 g, 59.4%). This was used without further purification.

Step 3: 2-(pyridin-3-ylmethylthio)benzoic acid (4): To a solution of compound 3 (55.0 g, 0.212
mol) in MeOH/H,0 (300 mL / 50 mL)was added LiOH- H,O (17.8 g, 0.425 mol) in portions at 0°C.
The reaction mixture was stirred at room {emperature overnight and TLC showed the starting
material was consumed. The solvent was removed under reduced pressure. The residue was
diluted with water, and extracted with Et;O (2x%1 L) to remove neutral impurities. The aqueous
layer was adjusted to pH 3-4 with 1 N aq. HCI (50 mL) and extracted with EtOAc (2x1 L). The
combined organic phases were washed with water (2x200 mL), brine (300 mL}), dried over
Na,S04 and concentrated to afford compound 4 (35.0 g, 67%). This was used without further
purification.

Step 4: N-(2-methyl-1-morpholinopropan-2-yl)-2-(pyridin-3-ylmethylthio)benzamide(5):

To a solution of acid 4 (2.75 g, 11.2 mmoal) 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 stirred at room temperature
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"1l CH3 yl)am no] sul fonyl }benzam de 7.65 (m 2 H)
7.50 (d, 1 H 3.80 (s, 3 H 3.23 (g, 2 H N 1.46 -

wa2®7/0843122 H) 1.28 1.42 (m 2 H) 0.90 (t, 3 POT/IH2006/002639

2007/ 034312 PCT/ 1 B2006/ 002639 -60 (400 MHz, DWMSO- D6)
d ppm10.10 (s, 1 H 8.31 (d, 1 H) 824 (d, I H
7.77 S=00 N-pyridin-3-Yl-2i¢pyrrolidin 7.84 (m 1 H)

7.64 - 7.7 20 -1 -1 7.52 - 7.60 (m 1 H)
%’?rB'%?‘bU\‘?ﬁ’%ﬁﬁz W?% F?@EMWBH%WP' ”f!eﬂ!i_gd-'t"’? obwatgr10 Bl Lghezmixtyre was
egeaced 3vth ChiyClsl The) or8ankIayer3wés@ cgrmhined NvaBhB2wiB8t I8 .20.INaQH (12 mL),
waler (31<1 @%L)‘ brﬂqe%ﬁ) rﬁlmangdr@d oler%SO} TRe sdBnt wasémoved HJnJeé reduced

NJ
p{)ei/ssure ‘the rgsugue(\%xg Hﬁ)rl?lﬁ% glalc rﬁréghr%a?og\ﬁ?p%)i sr};ﬁ. %%%@et%m 1:5)
(RIS DB 5" prit MYIRSGO0 i, CHRORRFORMI) 1 A BRI ) 8.43 (dd, 1
Hy7(52- wammm vds n7.86 yh,)1-H3-7.28 - 624 (rl.2 Hh 7HB - 8.182m (1OH) eleal, 1 H)
N g *é“” C N 7040 (o
ia% N gamey Wsin@rphdmﬁ?fmw? MFPW@@ @Fne(ﬂmsumnmperza%e (6): Toa
S8l dof Mtermbiiate ) (2.183] -01376 4nnfam) i6 IGHCWNDE 2)O0widr® Idb2EL,NBr (0.004 g,

O%lr*n%)o%/ 1992(6392 @%07 }_&F‘QOINEB%%%? %ﬁé nﬁ%@gg\gg tlr?ed atsroom
LHGR IR o o N R i
vth 19H,Glz. 4 The- organBayemwas Qne[d(qywwaﬁ(m- Biteredl 4l cdnckbtrated’ . hé crude
réd’ﬂue WadDurified %Mﬁ*ﬂaﬁd@ (b %WI—Q @chlrj % &\% co%p(l)_lpnd i 7 (0.026

% H M éA’Z SijP_égp é} m 4 d\ dj)_lg()é %é’l "E 1@739-
7I~T)3(8' 639783682QW? 1 H4.05@s.0 H)4HP($ 1512)4(@@11 H) 3.9 9:170(m 4 H)
A4, seum(BH)Hhef(dllsm {[(5-cyanopyridin-3- 7.95 (m | H)
7.85 ( , I 'H i yl)amno]sul fonyl } benzam de 7.69 (t,

1 H 7.59 (t, | H
Example G General method for BOC deprotection

To a solution of an appropriate BOC-protected amine (1 eq) in MeOH (0.1 M) is added
DOWEX 50WX2-400 ion exchange resin (10 eq) and the mixture is heated to 40 °C for 3 hours.
The mixture is then allowed to cool to room temperature and filtered. The resin is washed with 3
portions of MeOH. The product is then liberated from the resin by treatment with a solution of
20% NH4OH/MeOH that is applied in 3 portions. The basic alcohol washes are concentrated in
vacuo to provide the desired, deprotected amine.

J_EHs
OC/N 0" CH, NH
I @ [) ;\OC/
’O o =
87 Dowex resin -0
HN™ —_— HNS\(\D ©
% | . |
Na Na
1
AN @O
§00 D i /o
- owex resin =
AN — ¥ ©
= [¢]
| Z l
Na Neo

Example 42: N-(3-methylbutyl)-2-[(pyridin-3-ylamino)sulfonyl]benzamide
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N7.47 - 7.54 (m 1 H 3.23 (q, 2 H 1.44 - 1.59 (m 2
H 1.29 - 1.43 (m 2 H 0.90 (t, 3 H) (400 MHz,
wOrBOEB)2d ppm 8.11 - 8.21 (m 1 HY CH3 7. 9BCHIRR0G302639

(m 1 H 7.77 (dd, 1 H 7.51 - 7.60 (m 1 2YoCH H)
7.41-7.51 (m 1 H 7.32 -7.41 (m 1 H 7.24-7.31 3
2-[(3,5-di net hyl piperidin-1t52(m 1 H 7.05 - 7.15 (m
I H S=0 0 25 HN'i yl)carbonyl]-Npyridin-3- 4.38 -
4.57 (m 1 H 3.07 - nzemesulfonamde 3.18 (m 1
H 2.86 - 2.97 (m | K G5 (m 1 H NL I
1.66- 1.79 (m 1H)0.93- &8 (m L,H 0.87 - 0.93 (m
3H)O8O-O87(m"lNI-‘<l) 0.72-0:%9 (m 1 H 0.55
0.65 (m 3 H) V\DZOO 4312 PCT/ 1 B2006/ 002639 - 62-
/1 11 Na'CH3 N 'S=h_oll 2-[ (4- net hoxypi peridin-1- 26
HN vyl

carbonyl]-N-pyridin-3 yl benzenesul fonam de N~ 3
O /qua rtltiec}:qgnpgur{d[ W@Rprgggredz agroing HWl pRcerutes described above, using

mathiye2-fipyridiesgheinosukbnyipbizoate ko8 Vi-hethyifaylahiteN - Srhe title compound
w)éé hﬁlﬂér%ﬁ@dlgy%gwqueﬁ&;g lplet-h&/l'_?ggt%éo(go %ﬂ:’g%\d%tlr? ref@ XVhen
{)r%)ouid }tﬁd -fully§|ssolvyed8the (r?ﬁulta_pt Hj)lunop wap left o -,c]gol(yﬁry slopy to room
tefmpé@ture. TheeBuitihg [cfydtall wele dottyip st at 6T or |30 mih, 6br (Alch @ndthey were
fllYer&!‘lusTng?a féfﬁllel( m‘shg@wﬂfFNoQi ét'l'ly) &%{ago(ﬁ?( ,Tn]énam %ireb ghd% %gh chL_%m for

gﬁ'% @6‘7 28 (m H) benzenesu

% the itl%@mp?tmd s ﬁ)wh:l;e grystalling solid (@Wg . |H NMR (400 MHz,
CBCRIS B4(s( hil) 8.26H)8438@; 2 B) BEO { T$8 (in, BIH) 14517 sa(n&s& HIM39 (t, 1 H)
740 22980, 5-H)B.06 0612 (k1 H) 352 (q, 2 H) 1.67 - 1.79 (m, 1 H) 1.57 (q, 2 H) 0.98 (d, 6
H).

Example 43: N-(3-fluorobenzyl)-2-[(pyridin-3-ylamino)sulfonyllbenzamide

; I .
0 F

rd
HN'Sb °

“ ]

Na

The title compound was prepared according to procedures described above, using
methyl 2-[(pyridin-3-ylamino)sulfonyllbenzoate and 3-fluorobenzylamine. The title compound
was further purified by dissolving 25 g in EtOH (300 mL) and gently heating 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 left 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 compound as a crystalline solid (21 g, 84 %). 'H NMR (400 MHz, DMSO-D6) 6 9.76 (s, 1 H)
9.32 (t, 1 H) 8.31 (d, 1 H) 8.25 (d, 1 H) 7.66 - 7.78 (m, 2 H) 7.50 - 7.65 (m, 3 H) 7.39 (q, 1 H) 7.23
-7.29(m, 3H)7.09 (t, 1 H) 4.54 (d, 2 H).

Example 63: N-butyl-2-[(pyridin-3-ylamino)sulfonyl]benzamide

H
Qﬁr”wc“s

rd
.70
HN" S

~
Na
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1.34 - 1.50 (m 2 H 1. 19 1.31 (m 1 H WO
2007/ 034312 PCT/ | B2006/ 002639 -63 (400 Miz, DVBO- D6)

wa@l200pp08a310. 06 - 10.26 (m 1 H) 8.28 (s, | H) BCWB2006/002639

8.25 (m NraCH3 1 H) 7.75 - 7.86 (m 1 H CH3
7.61-7.71(m 1H) 7. 51- S=0 O
2-[(3,3-dinethyl piperidin-1537.60 (m 1 H) 7.43 - 7.51

- 1 7.26-7.4 1 O
o1 c oo N Portnally o Prdass? sécbloins & osopepntes gospgood apgve, using
Mty ndins glyiRoinalsulideylBergeat and mbubfjangne) The tit. ch@pduni whé further
plrtl@ by ssbivihg £ 08 in 2thi) acethteT40 mil). 6l4ex€ﬁﬁ was fibn ddd3d dro Hisé® the

é%ﬂ%ﬁt b% %}e cﬁ)u%&dgf OPS%&Z&%&%Q egegh%%ded fo obtam a clear

splties. PRy YIfgrsotytiqn vas Jef at ZLfOFIIa)PP@X'mpWiy@BOﬁ The 8estiting spjidsdwere
c@Bctbl vidshddpwipezassl iyl acethip/n@xald (3x160 AB), GRA d.hed"l)ner Hdh $dcuum

oVér&%{t kopyd L#&g&ggﬁ% Wl C&St%gne(s@_? a.ddg, 8245 1 NMR (200

Mz '&M§‘? Df) 8OEAT 70 (”B @G3 H) 828 ORGF RN H)i 7.7/ AT 76H®), 1 H)
7B) - @.7p i) BHABAS - B57 8n, 2M) 7135 -'79RG0 1 H) 3.25 (q 25H)(1 .51-1.254A)m, 2 H)
m

b | di n- 8. 04 -
%b4ﬁh%m%+()g(e§ztf@é})hlégpl(/m I3n|—|)H)7 28 - 7. 41 i N\

yl)am no] sul fonyl } benzamde (m 2 H) 6.68 - 6.80 (m |
MZI—DZZl(S 3 H CH31.57-1.70(m 2
11i¢éoliclyi 0exgl szwé'r% p% %d (aécoro% '_tg %\%Rﬁfl%pmpnate

C%%\r?rp{‘ll‘g%[] g,% §7(as( ?ﬁscrfeg_un S@ laesb1 apd 2) Compounds of formula 3
wp\;e(pgem@mawdeg:nhgt@hm and-cdmp@indsy of-for§wBt grenco@métiallf. dodilable or
wéré pwﬂaﬂaa’ udt ng7 rﬁetﬁcms krowto tﬂos%%f orduZar?lel( lmthe &

EBhREPRYH Hpy-ein (m | H) -\
Yo 2 no)sul fStvryure] benzarr de 3N5¥‘Ie 3. 60 (m 1H4~IMH) 3. 34
3.37(m 2 H 254 . 2 (m 4 H) 106 (s, 6 H (400

MHz, | CHLOROFORM D) N d| ppm 8.26 - 834 (m 2 N--) H)
7.53|- 7.63 (m 2 H) 7.#3 HN S=o OHBC CH3 Lo

N- (1} 1-di m et hyl - 2-mor phol i n- - 7. 52| (483 m2, S orOFaRA-

7.37 D) d ppm 8.33 - 8.38 (m, 1
. H) 8.25 - 8.30 (m, 1 H) 7.72
H7(\N N1, -dimethyl-2-(4- (d, 1 H) 7.59 (d, 1 H) 7.52
N CHSO\ nethyl24 | (d,2H)7.42-7.47 (m, 1 H)
5 cH methylpiperidin-1 7.32-7.40 (m, 1 H) 7.08
1 o} s yhethyl]-2-[(pyridin-3- 747 - :1H(r£’9 ?3 S
Z ] ylamino)sulfonyllbenzam | (m, 1H)2.95 - 3.05 (m,
fe ido 2H)2.71 (s, 2 H) 2.33 (¢, 2

H) 1.56 - 1.63 (m, 1 H) 1.54

(s, 6 H)1.29- 1.42 (m, 1 H)

1.14 - 1.27 (m, 3 H) 0.85 (d,
3H)




33 0 4 ylethyl)-2-[(pyridin-3-
(m 1 H ylam no)sul fonyl]benzam de 6.86 (s,
W0 2870313(1n

N4 H 261 -

(m 1 H
2.63 (m 2 H)

7.09 - 7.16
1 H 3.59
2. 56PET/PB2605/002639

(m 4 H 1.47 (s,

6 H (400 MHz, DMSO D d ppm 8.22 -

s=0 oc CH,

N [2 (benzyl oxy) -

1,1- 8.

18

.93

34 0-54-

-[(pyridin-3- 7.96 (m 1 H) 7.84 -

2\)!—\

s

c
y
. 48-
1

| B2006/
10. 31
(m |

| pi per
ar bonyl
| benzer
3.59

fonyl]benzam
42-

3.57 (d, 2 H
02639 f

- 65

( -, mgng
eri thyl)-2-

[(Byri

YT fonyipenzegy |
]-N-pyridin-3-
esul f onam de
(m 1 H 2.86
4-2.36 (m 2

(
J

p
4

7.50 (m 2 |H)

H) ’76?§¢4:Y2

de 1 H 7.59 -
7.34 - 7.42
1(402,MH{ gMSCE)G

OFIetzs
“i%m

88%m8HB7C7
7.75- mEmmMO

\/

2.97(mg2H) 3 (py

ﬁ?
- 3.07 (m 2 H
H) 2.19 (s, 3

;°4>

3

N,
SR

- D d pmn8.
et hyl am no) et hy
7.92 (m

(SLret
HN 11
i di n-3-

(m 1 H)

H 2.
T

/ NJ et hyl
7.18 P36 HN
sul fonyl ] benzoyl|}

neH1 carboxyllteNWMet
69 P d.JfW’o* 2
H (

400 rNxO*CH3

4-{2-[(pyrid
0
plpe (m 1

418 0nolHany bS]
- 8.4 (m 1
11-2- H 8.21
7.60 - 7.6
7.54 (m

37

]

7.135

D) d ppm 8. 29
i n-3- 7.81 (m
(400 MHz, DMSO-D6) d
%1% B% ,é
ﬁ#@m(
1-7.37 (m

474@J5ﬂm1
7.
%1omu1m

351:-@50(m(2|+ﬁ33 16 -

324&1 %@5@91 8€|(m

c

c

o) sut-fonytjbenz

''N3.72 (m 2 H
034312 PCT/ | B200

a0
vz - [ ¥

2 H

71 UB r.

2.81 (t,
5/ 002639

N-(1-cyclopropyl-1-
methylethyl)-2-[(pyridin-3-
ylamino)sulfonyllbenzamide

fa¥a)
O 0 Z

6 H

T \||| )

2.38 (s,

(400 MHz, CHLOROFORM-
D) d ppm 8.55 - 8.63 (m, 1
H) 8.30-8.42 (m, 2 H) 7.57
-7.71 (m,2H)7.46 -7.57
(m,2H)7.31-7.43 (m, 1 H)
7.08 -7.20 {m, 1 H) 6.08 (s,
1H) 1.42 (s, 6 H) 1.26 - 1.38
(m, 1H) 0.43-0.56 (m, 4 H)




-66 / (400 Mz, CHLOROFORM D) d ppm 8.54 - 8.65 (m 1
S=0 OH3C CH3 N-(1,1-dimethylpropyl)-2- H 8.26 - 8.36
W@ 20783432 7.55 HN u - 7.63 (m 2 H) 7.46 - 7.BGI/IRR80dN02639
[ (pyridin-3 ylam no)sul fonyl]benzamdle (m 2 H) 7.30
- 7.39(m I H 7.08- 7.20(m 1 H 1.88 (g, N, 2
H 1.46 (s, 6 H 0.99 (t, 35H / N (400 Miz, DVSO D6)

G Y Ol o O (/O 26 (m 1‘!:') CH 3

N AT YT OY OOy =

N-(21hydroxy-1,1- 8.19 8.32 (m 2 H) 8.05 - 39 HN-SI|=0
OBC| di net hyl et hyl ) -2-[ (pyri di n- 3- 12(m 1 H 7.60
- 7. 74 (m y| am no)sulfonyl]benzam e 2 7.49-7.5%3

(m mIH)470- 8&3%&: owsdob T (1
F”té o d o2t G 1 B 0 S G S
M-@ enzyl d m,

EDH OHYE & 22 (m EpH)v('arwn%fogv%e@fné s Tom am e
N-et hyP-IN-[ 2- (1H pyrdzol -1 - 7.65 (m 2HH)14-7,.24, 2H)60
' 40 ~0 0 (m 4 H) 7.28 - 7.37 (m 2 Hf*@2H

yl)ethyl]-2-[(pyridin-3- 7.09-7.18(m| | H 6.22 (t,
yl am no) sul fonyl ] bengzamde N\ 1 H) 4.53 (t, 2 H 3,87
- 4.04 (m2|—|)2.86-298(m1|—P 2.55 - 2.70

[T H)10.93 (T, 3 H WO 2007/ 034312 PCT1+B2006/662639

67 CH3 (400 MHz, CHUOROFORM D) d ppm 8. 27 - 8.36
2 9[NH7.374(m 2 H) 7.04 H 7.7,27 19 'o0 =00

2-[(#-rmet hyl pi peridin-1- (m 1 H 4. 47400MHz, H)
41 HN ykTwar po T N{pyri din-3- 3.37| ;5854 gﬁg
2.69| vy sul f onank d8a-20ib@ 51k .E E?i)?bes 7783(m Z]H)
2) 115 1|5 fa#@d-Ndyidd-3- 4) L 3@5@“)3@6
H) 0. B8] oos(m 3 H) (466"%?)?%?’”“@4&0% 34(302;8?@5{"043
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w@ 070368154 ~\ .o nethoxypyridin 3 NS H N PCT/IB2006/002639

yl )am no] sul fonyl } benzam de Hz, 1 H) 7.42 (t, J=7.43

Hz, HI H 7.48 - 7.59 (m 2 H 7.75 (d, J=7.81 Hz,

1 H 8.27 (d, J=5.54 Hz, I g4l 8.47 - 8.54 (m 1 H

8.56 (s, 1 H (400 MHz, CHLOROFORMd) d ppm CH3

"027(t, J=6.67 Hz, H 1.14 N (t, J=7.05 Hz, 3 H)
121-1.31(m 3 H 1.79 - 1.97 (m | CH3 ~0
N-[(1S)-12-di net hyl priopyl]-2-{[(4- 1(H 3.61 - 3.92
(m 2 H 107 HNoS O [CH3 et hoxypyridijin-3- 4.00 - 4.22
(m 1 .89 (d, yl})am no]sulfonyl }Jbenzam de J=8. 56
Hz, | 2~ehenO~-QH3 J=5.54 Hz, 1|H) 7.44 (t,

JZ/ . 8wl 05| H 7.48 |N-et®@peti-difyia |H 7. 77 (d,
157,81 , 1 H 8.23 |(Wemijasgfomipeimide] H) 8.63 (s, 1
H 8.684Ls, | H WD 2007/034312 PCT/1|B2006/ 002639 -[87
CH (400 I\/Hz H 3 CHLAROFORM d) d ppm| 0 1.02 (t,
J:7.C5Hz 6 H 1.15|CH3 - 1.38 (m |3 H 1.75 - 2.Q0
HN SHO 0 N-[(lS)-12-dirrethylpropyl]-z-{[(4- (m |1
H) 3./60 (s, 3 H 3.86 108 nethoxypyrlidin-3- 4.18 (m
1 H) 1591 (d, 0, vl)am no]lsulfonyl}henzan de J=8.8
Hz, ]H)66 (d, CH3 J=5.54 Hz, 1 H)| 7.37 - 7.49 N
(m1HK)7.50-7.62 (m 21 H 7.78 (d, J57.81 Hz, 1 H
8.26(d J554Hz,1H) 8.53 (s, 1|H) 8.62 (s, 1 H)
(400 |MHz O- 2) d /CH3_ ppm 10 19 «( 400|J1Hz"BMSOB6)%0 -
r 7.94 ( . 80 i N ‘]189@ 70&%%’) 83H)

7.64 |- 7. 7 (m 1 4 'INH
048CH] NliNs(g N-i soprjo thycloZ c? r?ethyl); 47%;?2652 (rs,sH)'lyz
33%@“ et oy by e s iy ) ST i

=2. 40Nz yl)am no] sul fonyl } benzam|dgs ¢, I8) 023 %12;",
3.80((m 3H) 3.49 |(dt, J=13.20, 6./66 Hz, 28 H), 3./34
- 3.43 (m 2 ,

Oy
N._.CH, (400 MHz, DMSO-D6) d
LT L, N eV
o | M8 3 yiamineysifonglbanzamide | 2H)780-7.77(n 2H) "
<h T mate:
Ny 1H) 1.19 (s, 6 H)




0 CH3.34 (s, | H, 1.

Hz, 4 H, 1.06 - 1.16
WEHOOREBORM d) d ppm CH3 1.02 (t,

(t, J=7.05 Hz, 3 H) 1.

24 (ddd,
(m 5H)

21 -

1.97

(m 9CH 3 N[(1 R -12-dimethyl propyl]-2-{[(4- 1 H)
110 HMpS,, 0 0 CH3
et hoxypyridin-3- 4.00 - 4.22 (m 1 H 5.89 (d,

3.61

3.92 (m 2 H

52

N-(1H-indol-4-yImethyl)-2-
[(pyridin-3-
ylamino)sulfonyllbenzamide

(400 MHz, DMSO-D6) d
ppm 11.15 (s, 1 H) 9.61 -
9.84 (m, 1 H) 9.13 - 9.44 (m,

1H)8.16 - 8.
7.63 -7.86 (m, 2 H) 7.46 -
7.63 (m, 3H)7.27 - 7.42 (m,

3H)6.99-7.
6.65 (s, 1 H) 4.75 (d, 2 H)

44 (m, 2 H)

13 (m, 2 H)

3 J=17.56, 7.20, 7.07
(400 MHz,
J=6. 67 Hz, 6PEH/1B20064002639
1.31 (m 3 H 1.79 -

yl') am noJ sul fonyl } bengzam de J=8. 56 , 1 H 6.62 (d,
01~1CH3 J=5.54 Hz, 1| H) 7.44 (t, J57.68 Hz, 1 H)
7.48 |- 7.60 N\(m 2lH) 7.77 (d, J=7.81 Hz, 1 H) 8.|23
(d, J=5.54 Hz, B8.63 (s, 1 H 8.168 (s, | H (400
MHz, ugggggg%AFg) d| ppm 3. 84 (d, J41. 26 Hz, 6 H)

4. 67 HN H) 6.45 (s,| 1 H) 6.82 (dd,
J§§.84 i 98 Hz, | 0 Werdpd2-fdyimnsobenzyl ) - 5- net hoxy- 2
Hc' %01 (d, J=2| Baigpulonyiberzamiog 17 H

{[(5- { poxypyridi n- 3| sk\ " CH

yl ) am no] sul fonyl } bengam de 7.04 - 7.114 (m 2 H) 7.41
(d, |n~~ 3J=5.31 Hz,|1 H 7.42 - 7.51 N(m 1 H)
7.66 |(d, J=8.59 Hz, I|H) 7.98 (s, 1 H 8.06 (s, 1 H)
8.42 (s, 1 H CH (400 Mz, H 3 CHLOROFORM d) d ppm| O
1.021(t J=7 05 Hz 6l H) 115 CH3 - 11 38 (m 3 H)
1.75(- 2.00 HN-SO 0 CH3 N[ (1

R)-12-di met hyl propyl ]t2-{[(4- (m 1 H 3.60 (s, 3 H)
3.86 |- 112 net hoxypyr|din-3- 4.18 (m| 1 H 5.91 (d, |O
yl ) am no]sulfomﬂl}bemam de J=8. 81 Hz, (hoolvi),z BusBe)ad,
CH J35 wpﬁ/@ B7 - 7.49 NN (n Y—}}g 9656))7233)
7.62 (m B (d N]:fgd[%omnzyl)lz ?HFT !724(m
J56. 94 gl 8. 53 (s, [(pykibin-38. 62 (s 1H16 B0, 1H)
2007/|034312 PCT/IBZOOoﬂEU?@@@W%”§§“E4QQ3 5$§$;ge)
d H H3%epm 0.93 (t, JE7.45 Hz, 3 H) 72(s,6
J=6.97 Hz, 3 H C=S,|0 2- {[(5 amnopyrldln *3 1.47 |-
1.58(m 2 H 3.88




113 H2N NHO CH3 yl)a butenzam desec- 7 51 (mm 11 1 H)
7.531- 7m | 59 Hm r y)b 3H7.63(m1H)7.70(m N 2
woR008/08611d, J=8.08 Hz, | H, CYCH (400 MHz, CHCROR@HI02639

d m1.18 - 1.27 (m 6 | Il N/,,CH3 H 142 (m 1 H)
2.00 - 2.09 0=8a o 2-{[(5-am nopyridin-3- (m 1 H)
3.43 (s, 3 H 3.53 3.61 (A¥11 H 3.61 - 3.71 (m 114
NNH ylYaminolsulfonyl}-Nisopropyl -N- 2 H) 3,78 (s,
1 H|{3.81 (m 2 N (3-nethoxyethyl)benzanm de H) 7.00
(s, L H 7.32 - 7.43(m 2 H 7.51 -]7.61 (m 1 H)
7.68(m 1 H 7.75(s, |1 H 7.90 (s, 1 H) (400M—|z
CHLOROFORM @), d ppm CH3 1.02 (t, J=6. @Zonhﬂ%w@o 14
N |'CH ’f‘y gnHz,| 3 H 1.21 - ~O;3 p%u@%(s(;rgq)g
1.79|- S~ o - (Y.P)
3361 -HN% 92 (m 2 H g;éz{“[‘;&"im?f’%%f o:f ’(7 U gy iy ( 2-
4. 00 .22 (m 1 H) 5yag\g!ofu nyllbegide| 5m2H)655(s1H)
yl” tyl)benzani dd J=8.56 Hz, 1 ng &é“g@dﬁg;‘f@ 54
Hz, L H 7.44 (t, N |l J=7.68 Hz, 1 48+ 7.60
p H) 7.77 (d, J=7.81 Hz, H)823(d J=5.54 Hz,
1 H|8.63 (s, 1H)868(sl CFHB(4OOME N CH3
CHLOROFORM M) d ppm g.69-1.19

o

O

10- 810 0

1
27 \4 rr)ﬁ, 3
S
8

3I4A3ZF
o
g

I—‘:
NI—I

(
fT{#methoxypyridi=8=—2—™H)

.62 3.1 .8 3(40 116 HN yl)am il fonyl }-N-(2 O
CH3 rrethylbutyl)benzamdeG(m (s )1 H 7.33 ;
7.49/1 (m N~C'2H)747 7.61 (m2H V.67 (d, J=7.81

. H 8.58 (s, 1 Hj (400 Mz,

\gpéu4':(d J=5,81 Hz| 2 117
LRGpyri di n- 3- N-@vcdpobrefds; 1 H) H) 6. 78 (

S

S 1{ y Y@ no]su|fony|;13mqgg%§g e 7.5 (7.43 (s, 1 H

7. 45 IS o 0 diflugrob enzyl H)
-N\7

benzam de 7.53 (m 2
66 (m HZNy ~NH4 H) 7.68  7.77 (m 3 H| N
9.35| (s, 2 H CH3 (400 MHz, H 1 CHLOROFORMid) d ppm
Q, N-CH3 0.69 - 1.19 (m 5 H 1.10

S=00 N-benzy!-N-methyl-2-
55 HN® b' [(pyridin-3-
Va ylamino)sulfonyljbenzamide




1.58 (m 2 H 1.62 - 1.85 (m 118 HN SO O nethyl thyl
N-(2- pyridin buty--33-- {[(5{[(5- 2 H 2.27 (s, 3 H)
W@ 2@9/034382 40 yl ) am no] sul fonyl } benzam de (m PCH)B28063B®2639
- 358 (m 1H 6.28(s, 1 H 7.33 - 7.49 (m 2 H)
7.47 - 7.61 (m 2 H CH3 7.67 (d, J=7.81 Hz, | H)
8.17 (s, 2 H 8.58 (s, | Hy72AD 2007/ 034312
PCT/ | B2006/ 002639 -89 (400 MHz  CH OROEORMtd) d ppm
6

0.96/- 1.08 (m 3 H) [1. 12 (t, HJ=6/92 Hz, 3 H 1.2

- 1.9 (m3H1.50-1.{78(m2H) ~0 CHB 3.68 - 3.91 (m
2 H|{4.06 ,S,0 CH3 N-(sec-butyl)-2-{[(4- 4.23 (m 1
H 6 17d 11bHN g et hoxypyridin-3 g; éDM%‘?D%?j
yl ) am Lﬁ fon benzam de J=781 Hz s
O-CHB JH 647, 1 H) 7.N§24phén%x éth?lgz_ ( [P STk i) 8715 46234 e,

SE|
1
o]

75660] (WE 2 H) N- 7.70 (0. dordl Tz, 4
J=5. 54@9&, 1 H 8 59 feginosgiopyibegraridy 1744( Léeﬂ? 3‘3 338

(400 H CHLOROFORM d) d ppm CH3 PH@"4°9(‘2H)?]65W 25‘5
Hz, BH 1.20 ,0-1.137 (m 3 H 1.51 - 1.82",S 0 CH3
N-(sg -butyl)-2-{[(4-| (m 2 H 3.54 { 3.68 (m 3 H)
120 HN O net hoxypyndiin-3- 4.09 - 4.40 (m 1 H) 5.89
(d, |0, CH3 yl)am no]ls Ifonyl}benzam de J=8.06 Hz, 1
H—6767(d—3=5-2Hzg 3+ +)—735=7766—N(m—S r-|“7
7.78{(d, J=7.81 Hz, |1 H 8.26 (s, 1|H) 8.54 (s, 2 |H)
(400| MVHz, H CHLOROFORM d) d ppm ~CHB

0. 74 1 13(m3H)1 16- |~, 0 1.43 (m 2 4) 1. 54 - 1 80 Lm
121 (O N0 W\ (jsec-butyl)-2-{] S,
3H) oA w4 J9 nethyl pyridin-3- (In (“"%ﬁs%@gﬁ(ﬁg

J=8. )6 o yl)am no]suN{mwcix}bbamzam 8.32 (dH)H) §26 8111 H)

HNI’

7546| (R 2 H) 7.46 é g%o,éﬁfﬂs;ﬁ?enm.de @% . Jﬂ 2‘7”;31" iz,
1 H 7 (s, 2 H aH'8
CHLORCFORM d) d ppm [. 79 1 27(m3|—|) 5 47H>373<ssH>

H (400 MHz, DMSO-D6) d
N ppm 9.72 (s, 1 H) 8.00 -
. N-23-diydro-trinden2- | 973 (0 L 822 .57 (m.
%8 "6 YI)-2-l(pyridin3- 7.47-7.58 (m, 3H) 7.19 -
v a ] ylamino)sulfonyl]benzamide 7.29 (m, 3 H) 7.1 - 7.18 (m,
Ny 2H) 4.60 - 4.75 (m, 1 H)
3.26 (t, 2 H) 2.99 (dd, 2 H)




1i | FF 2.97(m2H)3.09(s,1H 9H3 N 2
{[(4-ethoxypyridin-3- 3.87 (d, J=59.17 Hz, 2 H)

w@ kgoats43ed sul fonyl } - N-met hyl - N-[4- 122 HNI s, 0 PCT/IB2006/002639
(trifluoromethyl)benzyl]benzamd 4.19 - 5.13 2 H) 6.34
6.82 (m 1 H 6.85- 7.23 (m OJUCH3 e 2 H) 7.29 -

7.46 (m 3 H N-7.47 - 8¢ (m 2 H 7.74 (t, J=8.56
Hz, 1H) 803(s,1H) 8.25 (s, 1 H 8.66 (s, | H (400

—F

NHz Cl_llmﬂ:rquﬂ\ dpp%%cg')_gﬂ /c 2 N 13

VT iy Lo — B ]

(s, 1 H N2-{[(4 met hoxypyri di n-

= o=

3.37 - 3.71 () 3

i di n- 3-

H 4.36 - o yl)am no}sulfonyl}-Nnethyl-N[4 123 s~ o
(trijfluoromet hyl ) benzyl ] benzam d 5. 14 y 8
(d, [HN "0 J=5.29Hz, 1H) 7. 31-7.54 o d é'ﬁ:b?aﬂ)%g%g .
7. 95 H) ~ CH, 8.30 (s, 1 HW L (mgP HO57(

1 H &gm o/il\r%iz 3C'I'Mg$&@&§,{,@@2639(m%3b FB’

L] #EH ORM d) d ppm N I@yidigs 1. 77(7411 3pH @ 209

2- {[|( #Y%t hoxypyri di nj g'am'?)sgf?“yﬁbﬁﬂza"fe L obe )f,_gaﬂ :;f“g@

S~0 o F yl)anino]sullfonyl}-N (2- 3. 8(6‘\ 2H0l1.36 +5%m. 2 ) Hz,
2 H| 124 HN 4.19- 5[13 (m 2H)6. 34- oLtEHé”(“H)O"(t
f

| ugrobenzyl)-N- 6.82 (m | H 6.85 | 7.23 (M N
nethyl benzam de 2 H) |[7.29 - 7.46 (m|3 H 7.47 - 7,67
(m 2 H 7.74 (t, J¥8.56 Hz, 1 H) 803 (s, 1 H 8.p5

(S, [T H 8.66 (5, T H (400 VHZ, HCOROFORMVF D) d ppm

\ H3 1 2.80 (s, 2 H)[3.06 (s, 1 H [N 3.48- 3.69
(m 3H) 4. 31- N-(2-fluorobenzyl)-2-{[(4- 4.96 (m 2 H
6.68 (d, 125 HN S~o0 (0 F rrethoxypyridln 3 J=5.29 Hz| |
H 6.92N7.16 yl)anino]sulfonyl}-N ()p o (SPIX:i 87233] L
7.33 ( CH met hyl benzam de 7H) @1(d1 )Béi(d 1
;% 7. 3&»§=CN>\ 3 %748 (M= @m?g”yﬂ‘efﬂ'@h\dl ggﬂ“ 5 %

274 (A2 J=7. 55z, b S ooz Snide Jadmarl H
8.64 fs) 1 H (H;3c, CH (400 Mz, | GBLORCRCRNPHY
ppm [N~~O-CH3 0. 98 - 1.30 (m 8 H 1.4G w,zmmzm

Q’rHW\CHa
61 N N-pentyl-2-[(pyridin-3-

ylamino)sulfonyljbenzamide




S o0 2-{[(4-ethoxypyridin-3- J=7.05 Hz,
3.98 126 HN
w@ o783 6. 63 (d,

Hz,

H 7.69 (t,
8. 25(s, 1H) 860(s, 1H) H3C
FORM-d) d ppm N0, CH3 1. 21 (d,

1

H 7.35 -
N~ J=8. 4

=6.80 Hz | l—h

4 Hz, 8.01

1H

J=6. 80
HN-So_o

1 H 3.36 -

-0 yl)am no] sul fonyl }-N-i sopropyl -
J=5.29 (2-net hoxyet hyl ) benec@rnigte06/002639
7.47 (m 2 H O-cN3 7.48 -

7.62 (m
1 H

(s,

[-0W3 CHLOROQ(400 MHz,

Hz, 6 H)

0 1.40

\""

3. 46
3.73
6. 66
7.61
8. 28

H)
PCT/

N-isQpr opyl

Cs3 CHl..|
N-isop
3.35]-
3.88 (m
7.
7.9248.12 (m 1H) 8. 37(

N-(2 met h

127 0\ 2-{[ (4-net hoxypyri di n- 3-

3 91 (m C}B
Sl
(t
\eh Hz .

ORM d) d
-N-(2-neth
8 HN 5~~0 O
yl am no) s
7.41 (m 1

o)

33 -

B2006/ 002639 -9

oxyet hyl)- 3.38
yl ) am no] sul f ony
H 7.31 -7.46
J=8.81 Hz, 1
1) Hpyi@r-Hire- [(4{9)4nd1n12 H)

marboy lg:;az‘z:elulfonaml
oxyet hyliy -

2-[ (pyridin- 3-
ui fonyl ] benzam g
H 7.50 - 7.73

S, 2 H WD 2007

A
(.

pE K

1 (400 MHz, H3 CHLOROFORM-d) d

3.48 (m 3 H)
3.72 (m 5 H)
| } benzam de 2
400 QHZH)MS'@ Dq)
L

BB 7
(m 1H)765 7.73 (m, ?H)
7.40-7.64 (m, 4 H) 7,21 -
- 7:§b(r84|—|r)€em (@6 HH)

F

I_

(m 2 H N

/ 034312

O
oc

)

60

ppm

5.14
6. 84

1.°48

(m

H)

8. 00

C@LG

7.

N- (24fl uorobenzyl) -

3

N-i soptQ
H 130 HNS1°0 0 2-{]

e

3

N—2.27 (5, 3 Ay

(m 129 HN-S' 0 O
7.16 (m 1 H

7 27

I H) 7.30 |7,
F%Eiﬂg%«tsﬁ%l H 8 20 (s,
ROGERIAC) d ppm c~CHRudy A0, M ,

°5 H 2.26 (s}

( [ -N-(2-neth

H)
30 - 7.46 (m 3

(m 1 H 8.18 (d

LHL OROFORM

N- net hyl

3.75 - yl)am no] sul fonyl } bern

2. 89 (5,2 H)
-2- 3.11
F {[ (5-nmet hyl py
yl ) am no] sul f or
7.49 (m 4 H

2 CH

ylamino)sulfonyl]benzamide

oxyethyl)- 3 H)
( 5- met hyl py(di n-

H 7.51 - 7.70
CH J=15.86 Hz

i 55 (2'?

s, 1 H 4.23 -
ridin-3- 2 H
yl } benzam de 7.
7. (AgMHz, WS?@B)Gm
10.00 (m, 1 H)
) 8.28 - 8.37 (m,
~@HOH3 - 176 @9 1 H)
7.61-7.70(m,2H)7.49 -
757(5 ,2H)7.35- 744(m
i
m,
zam ge f-‘s @9 (m
(m 2 H N7.80
2 H (400

64

Q0

=00

(IJ

HN”

=/ o=

Na

N-(cyclopentylmethyl)-2-
[(pyridin-3-
ylamino)sulfonyllbenzamide

(400 MHz, DMSO-D8) d
ppm 9.68 (S, 1 H) 8.75 -
8.91 (m, 1 H) 8.21 - 8.36 (m,
2H)7.64-7.73 (m, 2 H)
7.45-7.60 (m, 3H)7.19 -
7.32(m, 1 H) 3.14 - 3.27 (m,
2H)2.10-2.24 (m, 1H)
1.67 - 1.80 (m, 2 H) 1.43 -
1.66 (m, 4 H) 1.19 - 1.36 {m,
2H)

15

4
2




Fd dppm9.32 (s, 1 H, 823 N N(2,2,3,3,4,4,4-
(d,J=1.01 Hz, 1 H), 8.06 (s, OFF1H, 7.82 - 7.89

w@go7/034d)2 131 | T' o heptafl uorobutyl)-2 {[ (5-PTT/I20§0102639
I H, 7.73 (t,J=7.45 gNH nethoxypyridin-3- Hz, 1 H),
7.59 - 7.69 (m 2 yl)am no]sul fonyl } benzam de H), 6.92
(t, J=5.94 Hz, 1 H), 4.28-7%d, J=15,16,6.06 Hz, 2

CH3 H), 3.98 (s, 3H) Fcl (400 MHz, d | ppm (s, |
H—7-87 - N-791 (m 1 H)y 764 7 68 (m 2 H) 7 62
(s, H, 7.58 - NH d N-(4-chloro-3- fluorobenzyl) 2-
7.61{(m 1 H), 7.46 -| 7.57 132 {[(54nmet hoxypyri di n-{3-
(m 83 H, 7.29 (ddd, |~J,' NH

yl)amn If(plnyl }benzam de J15.22, 3 (QFMHZJGHE&Rd:BRM 1_
H),'?Ol I‘ ,690(t 0324( damsrg )
(d, , : 2&, " Wi zﬁ%H)
(espoo cDI\/ISOdG) d p;;ijﬁn 2] ;_;,; 4)757939081 \3.15.7122
H, 7. |d,J253F qymg(;?$ A
J=2.02nd22 1 H), 7.79 (d J 6 82 Hz, | lmkyH) 202098 m=2a)
Cl Ny (2,6-dichlorobenzyl)-2-{[(5- 7.18 ('$-1.92 2N 7. 66
(td, | 133 NH net hoxypgyridin-3- J=7.52,1.14 Hz, 1 H),
7.56|yl )amino] sul fgnyl } benzam de ({d, J=7.71, 1.26
Hz, 1 H, NI , 7.49 - 7.53 (m 2 H), 7.46 (dd,
J=745, 1. 14 Hz, 1T Hy,| 0 7.35 - 7. 41 (m 1 H, 714
(t, €CH3 J=2.40 Hz, 1 H, 4.75 (d, J¥4.55 Hz, 2 H),

3.76|(s, 3 H WD 20Q7/034312 PCT/|B2006/ 002639 - 92
(400|MHz, DMBO-d6) d | ppm 8.98 (t, J#5.18 Hz, 1 H H),
7.95 (dg%;ﬁ. 53 Hz, 1 H, N7.90 (d| @l ChLdioror. H)

1 .. d ppm 8.51-8.59 {m, 1 H
fFEY.T 3 hez, 1 H) 0--T, _)23_5?3'2(,“ 2H)7.(r7na-783

{2; [BN Fodor o- 134 yeidin-3- (m, 1 H) 7.51-7.72 (m, 5 H)
1| e renf SR s R R b

%Géiﬁ 1 f% 53

yl ) am no] sul fonyl } benzam de 7.59 (m , (mf2 /50

Q\( I\O (400 MHz, CHLOROFORM:-

D6) d ppm 8.42 (s, 2 H)
HN® .SF00 2-(piperidin-1-ylcarbonyl)-N- | 7.61-7.69 (m, 3 H) 7.31-7.42
67 O pyridin-3- (m, 2H)7.15-7.21 (m, 1H)
. ylbenzenesulfonamide 3.92-4.12 (m, 1 H) 3.61-3.65
I (m, 1H)3.21-3.49 (m, 2 H)
Na 1.35-1.76 (m, 6 H)




o(m 2H, 7.35 (d, J=8.08 Hz, CHI1 H), 7.10 (t,

J=2.27 Hz, | " H), 3.75 (s, 3 H, 3.57 (q, J=6.40 Hz,
wWQ20dy/038189 (t, J=6.82 Hz, 2 H) (400 MHz, DVEEETIE)2005/002639
ppm 9.79 (s, 1 H, 8.75 (d, J=7.83 Hz, | H), 7.98 (d,
HNF J=2.53 Hz, 1 H), 7.90 (d, o cHNJ[2 (3,4-[2-1-
J=2.02 Hz, 1 H), 7.76 (d, -@ti o F J=7.83 Hz, | H),

7.67 (t, 'qg NH 135 NH nethylethyl]-2-{((5 ~ \
%thgxypqldln? 'I7QQ_H7 1 H)’ 7. 52 - 7 B8 (m |
H, 7.30 - 7.40 (m 3 H), 708-7.16(m 2 H), ocH,
4. 22 dd,J1402 7.20, 7.07 Hz, 1 H), 375(s 3
H, [2.76 - 2.88 (m [2 H), 1.17 (d, J=6. 57Hz
(400 Od6) d| 9Y" ppm 9. 73 (S 0 ,
1HF J92.53 Hz, 1 H), hf) 102
iz, L Lo [ 2 R by 2z 47 T B, dwsﬂm 83
e, | 136 NA nethyl pﬁmw”et hyl ]+ ‘Zsﬁgzm a8 (d,
— A1 n | ]
J=7.83"Hg, 1 H, ry~ [mEPHESBPIAIH 3- mas6r2Bbs miHY .| 71
Hz, 1 By, yl)anino]sul fonyl } benzam cé3V3545“F§@)28U(&? 58
Hz, 1 H, 0, 7.00 - (7.11 (m 3 H), 3.75 (s, 'OH, 3 H),
3.45|- 3.54 (m 2 H),| 2.91 (t, J=6.95 Hz, 2 H), 2.25
(d, J=1.26 Hz, 3 H |(400 MHz, DI\/SOd6) d ppm 9. 86 (s,
1 HJ 886 (t, i NRJ=5.05 Hz, 1 HJ, 7.98 (d,
J=2. 53 Hz, T Hy, 7.90 (d, INO—F J=2.02 Hz; t—H);
7.79|(s, 1 Na N[2-(|3,4-difluorophe nyl)ethyl]-2- H)(,
7.77|(d, J=1.01 Hz, 4 H), 137 {[(5-nethoxypyridin-3-
7.67|(td, J=7.52, 1.14 Hz, 1 .
yl ) am ngksu mbenzam de H), 7.56 g%‘\g;’;ﬁz Yy é':(?nR 126
CH3 Hz, R4 - [7.44 (m 2 H), Qm;;%n;w 2
H,, 8. 48%es, 3 H), 3-46 - m‘i‘?fn:;( (rH)ZH ZH)
ks Y 4 H -
s Bekg| 2 1\ il CABaER Ekmol des vy "
2 H)3.54 (q, 2 H) 2.95 -
3.02 (m, 2 H) 2.06 - 2.16 (m,
2 H)
Q\,(H (61;)3 MHz, CHL(OROE)ORM-
ppm 8.45 (d, 1 H) 8.07
8, oHag(\%m N-(1,1-dimethyl-2-morpholin- | = &1 (m. 1H)7.39 - 7.53
70 o 4-ylethyl)-2-[(pyridin-3- (";0"25"(2 n f;)' 474200(((;“3 1H§')
N/ ] ylmethyl)sulfinyllbenzamide 4.1'9( d, ’1 H) 3.61-3.’70 (m,
N 4 H)2.48 - 2.65 (m, 6 H)

1.46 (d, 6 H)




ppm2.34 (s, 3 H 3.75 (s, 3 H 4.48 (d, J=6.06 Hz, 2
H 0 CH7. 14 (t, J=2.27 Hz, 1 H 7.26 ,N 0"
WOR(308431Dr 0- 4- met hyl benzyl ) -2- (dd, J=7.83, 1p@l1Bin06/12639

H 138 SCH 3 ridin-3- 7.38 (d, J=8.08 Hz, 1 H a {[(
YPY 7.42 (s, 1 H 7.55 - 7.63 (m 0O N

yl ) am no] sul fonyl } benzam de72-H) 7.71 (t, J=7.07 Hz, 1

H 7.81 (d, J=7.58 Hz, 1 H 7.94 (s, | H 8.01 (s, |

g I )

H—9-—28(+—3=5-94+Hz 1+ H 088 (s | H WD
2007/034312 PCT/IBZOO‘E/ 002639 -93 ( 400 MHz, N 3
CHLOROFORM d) d ppm [(~o N-benzyl-N-nethyl-2-{[(4- 1.07
(s, 8 H 1.65 (s 2 H 139 HN S~O 0 [met hyl pyri di n- 3-
1.90{(s, 1 H _3.10 - 3.95 (m 1H NMR (400 MHz,
yl ) ani n )} benzam de 2 H) 5.89 gHORFORYDIEAT |-
6.31| CHxIm "6.63 (s M 03 %,(mwrg@mn fz,
271H) 400 |sz, I |H °f3 Héﬁéﬁ Agwdm B, )

2-

N e 34 1H)71
140 Llo o ylam no)sulfonyl]-N-[4- 4. 2848 %e;ésé%m(mj?_p ? [H)
7.05(- HN “o (trifluoronet hyI)benzyI]béWiéﬁ’P%méHW 23
L H 7.30 - 7.49 (m 3H)7.54-7.75(m6H) N 7.96
(s, L H 840 (s, 2 H NH F CHLORO{400 M1z, FO M d)
m 2.84 (s,2H)3.07(s,1 H sso p

N-(41fl uorobenzyl)-Nmethyl -2= 3.99 § 4. 94 (12 H)
6.99| 141 HN 110 [(pyridin-3- 7.14 (m 2 H 7.19 (dd,
yl anm no) sul fonyl ] benzam de J=7.68, 466 Hz, 1 H) 7.23
- 7.0 (m 1 H 7.30|- 7.48 (m N1 3H)7.49-7.69(m 3H)

[ (pyridin- 3ylarr®o)8180nx(u@pzarﬂndd-|)
I

8.01 w 9 (s, 2 H) (400 VHz 1Hﬁh|tm@ﬁmhédd d
ppm ayd. -~ 1.29 2.81 d ppmpg7 (st @005
(% [ HE8958 -°4.09 [0 2'{ *gga;egwlh?oxy; ﬁ” 1“’8%‘ L | H)
4. 40 (%I H 4.64 - |HMdmSo)sitiehbAsg .E 8 HI 740 yiH) b ( 4-
4.94/ (vg) 1 H) 6.65 (d, 142 o cH fluph @354&“
J=5.P9 Hz, | H) 6.97 |- 7.15 3 net hyl benzam.de spm 2| H)
7.20[- 7.33 (m 1 H) |[N1111 7.30 65 (m11( _

CH
% 1H NMR (400 MHz,
CHLOROFORM-D) of major

_ tational isomer: d ppm
.8=00 F N-(2-fluorobenzyl)-N-methyl- o pp
73 HN" T 2-[{pyridin-3- 8.30 - 8.40 (m, 2 H) 7.52 -

. . 7.67 (m, 3H)7.28-7.43 (m,
= ] ylamino)sulfonyljbenzamide 4 H)6.96-7.23 (m, 4 H)
Ny 4.99-512(m, 1 H) 4.68 -
4.81(m, 1H)2.89 (s, 3H)




H 7.73 (d, J=7.68, 3.65 Hz, | H 8.01 (s, 1 H 8.26
(s, 1 H 866 (s, 1H (400 MHz, CHLOROFORMtd) d ppm
wo207803(s, 2 H) 3.06 (s, 1 H NH 3.48- 3.69 Por/18006/002639

4.31 - N-(4-fluorobenzyl)-2-{[(4- 4.96 (m 2 H) 6.68

(d, 143 s o | nethoxypyridin-3- J=5.29 Hz, | H) 6.92
- 7.16 0O HN "0 yl)am nol sul#Benyl}-N- (m 2 H) 7.18 -
1

7.33 (m_1 H O nethy|benzanide 7.20 - 7.31 (m_1 H)

7.32-iCH3748(m 2H 7.48 - 7.5 (m N-1 1 H

7.74|(d, J=7.55 Hz, 1|H) 7.94 (s, | H) 8.29 (s, 1 H

8. 64 (S I H) V‘D2007 034312 PCT/ 1 B2006/ 002639 -94
H

F
(400 |MHz ~C OROFORMd) d ppm 2.|127 (s, 3 H 2.85
(s, 2 (;%( Iuo obenzyl ) - N- met Hy i «Bo e, fso- (1

H 4.|24 F 44 (4- AT DI aEAna- | 2
Hys 6. 92««- 7017 ( Wﬁlﬂ&%}ﬁ?g@m ']%6%8 67 (ﬁz{‘?ﬁ

yl ) am suI f onyl }ben 7ahm'd>$ulf¢ny@41zamld§’. ngITq1H)I73 H 36
- 7.8 m 3 H 7.5k - 7.68 (m N 2 )715(35(51)

H 18.17 (s, I 8.29] FH F F (400 |VHz
CHLOROFORM d) d ppm N-nethyl -2-{[ (5-|net hyI pyrldl n-3

2.28|(s, 3 H 2.74 - B8.19 (m 145 HN|S*0 O
yl)anino] sul fonyl }-N-[4- 3 H) 4.90 (d, J=43.06 Hz, 1
([t (f1lhinrannt hulYhoanoul 1 hoanzam A LN 729 7 EO (mnm
\L\I L AZAYAl UIICLII)’ITIJCIIL)’ JUCIILUII \v | II} T & . IJ}Y \Ill
H 751 N e- 7.74 (m 6 H 7.88 (s,|]1 H CH 8.22
(s, 2 H 9 CH F (400|WHz, i N CHLOROFORM d) d ppm (0
N- (4-|f | uorobenzyl)-N-nethyl-2- 2.28 (|s, 3 H 2.74 -
3.19 |(m~146 HNcg o 0 {[(5-nethyl pyrii wmm&oowz msd- 90
(d, J= % yl ) ani no] sul fonyl } be g%gﬁ"qgﬁsﬂl H3p
- 7$7-|j 30 (o H) 51 MizdzmethyZheW}etr@m 3 ({287 774m, Izjﬁ)(s,
1 (400 MHz, CHL W 5 ”%723 H)
4.73 N,[ N N ( 2 5. difl ylamln an ber]z%mldi ) 08 ['71 :Z 1
Hz, 2 6.52 (m (@ 2H)287(t2H)232
2.35 (m, 3 H)
@YN 1H )NclijR (400 MI-(ibz, Dnﬁlc))-
CH, D6) d ppm 9.75 (br.s,
RENS Sl Nz Emetyphenyietyl | 0% U T e
76 0 . 2(pyrdin-3- 7.40 - 7.56 (m, 3 H) 7.14 -
N/ ] ylamino)sulfonyllbenzamide 7.30 (m, 2 H) 6.,92-7.13(m,

3H)3.47 (q,2H)2.82 (t, 2
H) 2.30 (s, 3 H)




147 met hoxypyri di
O F yl)am no] sul f

n 1H 7.18 - 7.28 (m 3 H ol,o0
(0]

W@ 2®8/084312 H3c' o™ /
0
1

3
nyl }benzamde 7.45 (m | H) 7.49 -
NH 3 H)

3 7.73 (m 1 H) 7.93 $ci/184006/002639
1H8.06(mIH (400 MHz, CHLOROFORM ( D) d ppm 8. 16
(s, 1 H 804 N[1-(3,4-difluorophenyl)-1- (d, J=2.53
Hz, 1 H 7.87 (d, F J=2.027, 1 H 7.70 (d, CH
methylethyl]-2-{[(5 148 O=S--0O 0 CH3 '
met hoxypyridin-3- J=7.58 Hz, 1 H 7.57 -7.63 H,c'o{NH
yl)am no) sul fonyl } benzamde (m 2 H) {7.45 (m 1 H)
7.35{ (s, 1 H 7.13 -| 7.23 (m 2 H N6.31 (s, | H

3.791(s, .3 M 1.83 ()5, 6 H (400 My, CHLOROFORM d)
d ppm 0. 4, J=5.56 Hz, 3 H 6 7 1 NNEIthomhzﬁﬂsc(r

, 1 H 17 -\/2\@(5 rrethoxypyrldlnh 721%:5%
27718 (m\l H) S, 0 qumln yl:l g)l]%:[n : ide ésé §;§(

149 1 @ y1 ) am noj sul P By ReT c"7@8< 72 747
met hy| Iohexyl)benzam do 1 H 4.27 o(g,z Py
5.9106.16 (m 1 H 723 (d, J=2.02 fﬂz
7.39{7.47 (m 1 H N|7.49 - 7.60 (m |2 H) Rk (m |1
H 7096 (s, 1 H) 8.06 (s, 1 H 8.60|(m | H W
2007/034312 PCT/IBZO'(j)l6/ 002639 -95 (400 M
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)

N N (AY D\l { & N
CHEOROFORM—d)y—d)—d 3823 Hi—473

J=5.81 Hz, 2 H) 6.54
N- (4-chl oro- 2-fl uorobenzyl)-2- 1 H 7.14 (dd, J=9.73,
1.89| 0= ;0 0 F Hz, 1| H) 7.20 (dd, J=8. QG dGf emdb
{[ (5met ypyridhn-3- 2.02 Hz, 1 H 7. 4%)¢fimgor folatiohal
yl)amin ﬁ@n@benzam’ de 7.48 - 7. ngygpp 757

9l N1 H NZe‘Jizy(r\geth W Trides | 1273 - 1eskth), 14 )79
(Bs, 8.05 (bs, |l#emindsb@E)] ide (D W@ﬁk m, g
ppm 3. §10(s, 3 H 4.78 | | (d, J=6.08 barrBet)ibons

-chl oro- 2-fl|uor obenzyl )-2- 1 06(m

J=9.09 Hz, 1 H 151 O:?;OOF{[(SrJt_!ﬂ g“’q&"‘he’:
7.21|- 7.31 (m 2 H)7.44 (td, Hc' o NH
yl ) am no] sul fonyl } benzam de J=7.58, 1.52 Hz, 1 H) 7.|51
- Cll 760 (m 2 H 7.73 (d, ri J=7.83 Hz, 1 H 7.94

’
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(d,
CH,
@\(nv@/ 1H NMR (400 MHz, DMSO-
D6) d ppm 9.76 (br.s, 1 H)
a0 0 N-(4-methylbenzyt)-2- 9.32 (br.s, 1 H) 8.24 (d, 2 H)
79 o) [(pyridin-3- 7.63-7.78 (m,2H)7.44 -
7 ylamino)sulfonyllbenzamide | 7.60 (m, 3 H) 7.22 - 7.33 (m,

p=4
4

3H)7.11-7.18 (m, 2 H)
4.47 (d, 2H) 2.29 (s, 3 H)




J=2.27 Hz, 1 H 8.06 (d, J=2.78 Hz, 1 H (400 Mz,
CHLOROFORM d) d ppm 3.00 (t, J=6.82 Hz, i 2 H 3.74
w@ pgo78349)2 3. 81 (s, O=T--0 0 N-[2 PCT/IB2006/002639
(3-chl orophenyl )ethyl]-2- 7.13H19 - 7 7 (t, .30 (m 38
H7. 1 H 152 Hc,o NHi {[(5-met hoxypyridin-3 (m 3
Hy 7.38 - yl)am no]sul fonyl}denzam de 7.45 (m 2 H)
Q - 757 (m r ci 1H7 67-7.74(m1H) 7.95 (d,
d2 Hz, 1 H 8.05/(d, J=2.78 Hz, 1 H 8.56 (s, 1
400 MHz, CHLOROFORM+ d) d ppm) 3. 22 (t, J=8.72 Hz,
H 2H) 3.82(s,3H)4/58m 2 H) 4.62 |(m2H)6.37(s, 1
0 N (2, 3-di hydro-1-benzofuran-5 H) 6.77 (d,
i 53 H'o N NH 1H NMR {400 MHz, DMSO

[ - -fet hpx 6)d 1
%my?r ari no] sul f b y%(“gme"zy?’é 7% mg%ib( Lo 2

n

ﬁ N 7. 47 (m lymlno';sullgrwl]benzamdsg 7%4 g

Y83 Hz, 1 H) V.97 (d, J=1.52 d‘i
H) d pm 84 -

(400 Mz, CHLOROFORM d)
.37 - 2.53

I
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TFggoIgn
SZ oD !

o
(o) (o N

H 2.01 N3 CH 2.38 (m 3H)
N-rmethyl -N-[2-(2; 2 H 2.74 - 3.21
msthyl phenyl)eth/l]-z-{[(S- 3.29 -
HN—methytpyr+—ditn=3-—3-88—(m—3H)
yl ) am no] sul fonyl| } benzam de | H)| 7.
N~ 7.27- 7.45 (m 4 H) 7.49 (H,
7.87 |(d, J=49.35 Hz, |1 H 8.05 - 8.26

2007/|034312 PCT/OI BZOOJ/ 002639 -96 (40®WMH2( OOMHZ,DMSO

CHLOROF bl 2.28 (s, 3 %)gpp"mg?; 730,79

N:S]gs s orobenzyl ngth{/,g 5arﬁ?¥yqbe& 8688 t-l),824(d

J
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PO

AWO—~NOM
I o Hh
BOL 3(DC)

<

o 2
55 42 %6 155 .S o natpypy 17 )7 -
7 (k) 3 H) yl)am PRI EnPPELER Z ﬁ’% E 5”3: 147
(m 2H 7.51- 7.64 (m 2H 7.70 (d, 7 ,2';8*4( §P-2T')81
Hz, 1 H 8.17 (s, 2 H)

= DN

o 1H NMR (400 MHz, DMSO-
Q(nﬁ) D6) d ppm 9.72 (br.s, 1 H)
) 9.23 (br.s, 1 H) 8.21 - 8.31
N300 N-(2,3-dihydro-1-benzofuran- | (m, 2 H) 7.64 - 7.75 (m, 2 H)
82 o] 5-ylmethyl)-2-[(pyridin-3- 7.48 -7.58 (m, 3 H)7.23 -
Z ] ylamino)sulfonyllbenzamide | 7.30 (m, 2 H)7.08 - 7.14 (m,
Ny 1H)6.64 -6.74 (m, 1 H)
4.46 - 4.53 (m, 2 H) 4.43 (d,
2H)3.11-3.19(m, 2 H)




8.36 (s, 1 H i F (400 MHz, N CHLOROFORMd) d ppm cH3
2.28 (s, 6 H 4.66 (d, J=6.04 's 0o o
woR{4/0843unr o- 3- et hyl benzyl )-2- Hz, 2 H) 6. 42 PCBIE406/002639
(m 1 H 156 HN {[(5-nethyl pyridin-3- 7.04 - 7.15 (m
2 H 7.16 - yl)am no]sul fonyl }benzamde 7.29 (m 1 H)
7.37 - 7.53 (m MN2H)7.50-7.&1 (m2H) 7.70 (d, J=7.55
Hz, | H 8.17 (s, 2 H 8.48 (s, 1 H cH (400 VMH,
CHLOROFORM ) d ppm 2.18 - 2.46 (m H 4.65 (d,
s'0 o F N-(3-fluoro-4-nethyl benzyl)-2t J=5.79 Hz, 2 H)
6. 40 (s 1 H 157 HN |'0 {[(5-met hyl pynkchiR\208 mHz/DMD-

(t, JF 16 b' CH, D6) d ppm 1028(brs 9
yl) an no f,@@em ani de 77. 35. 25 Bf? Mrnb7s 4857, H
m _72 %m )T F5-7.25( dH)

J={. 55 és',o H 8. 18 4H)g dr:;];)s oyt 5754 7'1%)(?’36 7415(%0
VHz, ORMd) d ppmenzenesmﬂanai{@ BH)lrps -4.266%, 5(Hd
J=6.04nsa~l 0 Hz, 2 H) 6.61 (t J—5 6 2%‘ 4 (brm, 1 H) 4.05 -
(3-
, |

()

chl or o- 4-f | uor obe}nzyl ) - 1H 7 m;éfé”é’g?aé

N-(3

Hz H 158 {[(5- net hyl pyrldln 3- 7 19?812?@%?()%(0
H 7.39 N all yl)am|no]sul fonyl}bengam dé A

0 7 0

=

49 (dd, CH3 J=6.80, 2.27 Hz, 1 7.52 - 7. 60 (m

2 Hy 769 (d—I=7.55Hz |+ H) 817 (5 2 H 8 42 (s
1 H | 0 Svo (400 Mz, |' CH CHLOROFORMH) d ppm ' 2.2
(s, 33 H 3.02 (s, 3 Hf 2-{[(5-nethylpyridin-3- 4.81
(d, JF6.04 Hz, 2 H 159 s o o yl)am np]sul fonyl}-N[H#-
7.00 (t, J=5.79 Hz, 1|/H) 7.33 HN ‘0 1HNMR(4OOMHZ DMSO
( met hyl fion enzyl|] benzam d - prsy1H52| -
L2l e ol 5H 7.87)(d, ) *SﬁEE o %’ﬂ 2148
8.847 (5@2 H 8.42 (s, "‘M’[ﬂ,’ﬁﬁ CI3: (@H HSR@EU\“Md)
d pprT ) A0_CH3 8. 61 (| hiemigagiiotybetzmide 1| 5> ¢ m%ﬁ@%dg
J=5.29 Hz, T H HN S0 0 2-{[(4- et hoxlpyrazdim+gso &.29
(s, 4 H 7.64 - 7.77 (m 160 yl)ani np] sul f oyl } - N- (-
1H (7.52 - 7.63 (m || H / O-CH3 nef hoxyethyl)-N
met hy|l benzam de J=5.54 Hz, 1 nH) 3.50| - 6 4.00
F
Q(HﬂF 1H MR (400 iz, DMSO-
~ . 9.77 (br.s, 1
85 HN RO O N'(3’4'[d(g‘;ri°gi‘:l‘fg‘_’zy‘)'2' ) bre, 1 H)7£§.£1s- 854
Z ) ylamino)sulfonylJbenzamide (m, 2H) 7.66 - 7.79 (m, 2 H)

[ 7.34-7.65 (m, 5 H) 7.22 -
N 7.30 (m, 2 H) 4.51 (d, 2 H)




N (m 6H)3.39-3.47(m2H 3.28 - 3.37 (m 2 H 3.20 (s,
1H) 2. 99(s, 2H) 1. 15(t, J=6.92 Hz, 2 H WD 2007/ 034312
WA Ba0DN6/ 002639 -97 (400 MHz, NH3 CHLOROFQORNF/TB206h/002639
ppm / N~O CH, 8.27 (d, J=4.78 Hz, 1 H %W
N- (2- net hoxyethyl )-2-{[(4- 8.15 (s, 1 H) 7.76 (s, | H)
iS° 7.53- 7.66 (m 2 H 7.3&- 0 161 HN O
met hoxypyridin-3- 7.54 (m 2 H 7.07 (d, / QJCH
yl)ani no] sul fonyl }- met hyl benzami de NN J=5.04 Hz, 1 H)
3.56 - 3.86 NI (m H| 3.22 (s, 1 H|3.03 (s, 2 H
2.24 (d, J=2.01 Hz, 3|/H LCWs ESI: 364.20 M+ (400
MHz, |H, CHLCRCFg?Md) d ppm N--~, O GH3 8.27 (d,

J=4.78 %vm%mb 115 (s, 1 H 7. 76W§§V'R( 0% E%
HN' S+ '@\g hoxyet hy! Juphergabyy| - B o aekns (M
2 obl) [7.8%°° {[(5-met hyl pyeivehmbegy27. SAN(aH) 78 :%&rv 267
(d. ylgami no] sul f onyll }aenadBhiBmdms. Doy
- 3.86™F , (m 3 H 3.29 - 3.54 (m 43H)450(6:H38132E6(
1 H B.03 (s, 2 H 2f{24 (d, J=2.01 Hz, 3 " Lowvs
ESI: [364.20 MH+ CCH3 K (400 MHz, YN GHLOROFORM d) d
ppm |F 8.25 (s, 1 H 8.20 (s, 1 H
N- (3, 4-di f I uor obenzyl Y-2-{[ (5- 8.13
n )
]
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- 7.50 (m 3 H 6.97 (7.33 (m 27 - 4.95 (m |2
H 3.08 (s, 1 H 2.87|(s, 2 H LCM5 ESI 436. 20 M+
(400 CHL ORMd) d ppm CH3 8. IS J=5.04 Hg,
1 H |/ AR B8.13 (s, 1 H 7.81 ""f‘( BI‘}“"Zl'?!‘” 6
HZSiZD 1 sfo®6 - £7.65 |S N—(Qa-cgb'l)rc(bmyl)-z H %)1 (@?1 5614 m
2 010 3 N-net hylj- N- dir-hy| but 7657”%]
J=4.78(Hd, 1 H 164 (M‘a{"f”%ig’%&%e%‘i‘?r‘y |(nm26 O bl 5,
1 H B. - 324 (m 3 yl)am no]sulfonyl Pie&Emte 2
H 3.16 (s, 1 H 2.92|(s, 2 NH 2.256 (d, J=3.78 Hz
3 H [1.65 - 1.79 (m (1 H 1.38
1H NMR (400 MHz, DMSO-
Q\K@ D6) d ppm 10.29 (br.s, 1 H)
8.15 - 8.33 (m, 2 H) 7.88 (d,
.$=00 2-(1,3-dihydro-2H-isoindol-2- | 1 H)7.68 - 7.79 (m, 1 H)
88 HN ('5 ylcarbonyt)-N-pyridin-3- 7.56 - 7.66 (m, 2 H) 7.45 -
/ ylbenzenesulfonamide 7.54 (m, 1 H) 7.37 - 7.47 (m,
| 1H)7.13-7.35 (m, 5 H)
Ny 4.79 - 4.94 (m, 2 H) 4.25 -

4,52 (m, 2 H)




1.52 (m 1 H
J=14.35, 6.04 Hz, 3 H)

WOovkt;7/03431H. OROFORM d)

1 H N nethyl
1 H 7.75 (s,

1.01 (d,

LCMS ESI :

d ppm NH3 \ F 8.29 (d,
-2-{[ (4-net hyl pyridin-3- 8.10 -
165 HN S,0 O (trifluoronethyl)b

J=6.04 Hz, 3 H) 0.78 (dd,
376.20 MH+ F F (400
JRST/(B20042002639

8.20 (m

nzyl]benzamd 7.38) 7.49 (m833 H) 7.10 (d, CH3 e
J=4.78 Hz, | H 4.47 - 5,08 N(m 2 H 3.11 (s, 1 H)
2.89 (s, 2 H 2.28 (s, 3 H LCM5 ESI: 464.20 M+ WO
200777934312 PCIT1B200p/ 002639 -98 (400 MHz,
CHLOROFORMd) d ppm N\ 7.08 (s, 1 H) 7.00 (d, J= 4 78
F Hz, |1 6.92 (s, 1lH 6.44 ccH3 d, J=7.55 Hz,
6.29 - ' l‘};@uo*o 4- et hyl benzy E%Rg( ok [@@C’m
0 6.3§ (ny 7 ¥ 615 éﬂ%% 9.53 (m, 1H)891 -9.09 (m, 1
{ [do4- ety T byri di n- 3- buam%éo uif T\E(&umolwl ng,% 2. dhgg {%
Nyl i no] sul f onyl } b&vmetibredamise 77 (a 1
5.17 |5. (m 1 H 341 (d, J=5.79 [HZms3 - 71640}
3 H |1.01 (s, 3 H LCVS ESI: 414, 20 7&?&”{%2}”’%"%’
F CHLOQROFORMd) d ppm 8.37 (s, 1 H) 8.27 (d, J=4.78
/| NI [cHHz, | H 8.18 (s, 1 H 7.70|,0 (d, J=7.81
Hz, T H7.53 HN'S ¢ O
N- ( 4- f|l uor o- 3- rrethylb(=nzyl)-2- 7.65 (jm 2 H) 7.42 -
7.49 (Im 167/ (4-msthy|pyridin-3 1H 724-
7.31 (jm ) i arri no] sul fonyl } b@hafopa = “gf’ggg)
7.25 (|m O QhOXFZ 1 H D(b%os 616 2H)
(my | HN@ % qmrs o) 4 fI]iS')?ﬁ% 2,
2 H (s, 3 I—I) 2] %mlé@bulfou}ﬂbinzmel— %71,86%"(&5 :
414, 20 (4 F CHLOROFORM d) d7p§o(m1 H8692171$d449
J=4.74 Hz, 2 H) nH| 8.18 (s, 1 H 7.[70 (Y42pL%8
C~N-(30Ioro4f|uorobenzy|)-2- Hz,| 1 H 7.55 - 7.66
(m 2 H
\N
QL
o5, © &l (400 MHz, DMSO-d6) d
o i
o N-(2-chloro-4- benzyl)-2- g : -
o | T, (smettyioyidns. | 779 7:89 (m, 21 768
3 yl)amino]sulfonyl}benzamide J=6.95 Hz: 1 H)’, 737 (s’, 1
H), 4.63 (d, J=5.05 Hz, 2 H),
2.19 (s, 3H)
{400 MHz, DMSOC-d6) d
y CH, ppm 9.51 (s, 1 H), 8.53 (d,
i J=9.60 Hz, 1 H), 8.1 (d,
Q\( f\CHa J=8.08 Hz, 1H), 8.10 (s, 1
O;?\\O % o CH N-(1-isopropyl-2—met.hylpropyl)-2- H), 7.68 - 7.74 (m, 2 H),
92 NH 3 3 {[§5-methylpyr|dln—3- X 7.52-7.62 (m, 2 H), 7.36 (s,
w A yhamino}sulfonyl}benzamide lezH)‘I' a)662 (g? Els=%6l-(l)), ?581
7 -1.95 (m, J=13.39, 6.82,
oH 6.69, 6.69 Hz, 2 H), 0.94
: (dd, J=14.40, 6.82 Hz, 12 H)




168 HN' s' 0 0 {[(4-nethyl pyridin-3- 7.45 -

7.52 (m 2

H 7.32 - CH, yl)am no]sul fonyl}benzamde 7.40 (m 1
wWo{2007/03431Ft, J=8.69 Hz, 1 H) 7.10 (d, J=4.78 HeCT/IBY006/002639
H 6.52 (s, 1 H 4.68 (d, J=5.79 Hz, 2 H 2.30 (s, 3
HY LCVS ESI: 434.15 M+ (400 MHz, 0, O CHLOROFORM d)
d ppm s CH3 8.26 (d, J=5.084Hz, 2 H) 8.16 (s, 1 H)
7-90 (dJ=8.31 L b 2-{[(4-pethylpyridin-3- Hz 2
7.60 t 7.70 (m 5 H| 169 ? 0 yl)am np] $4abin@rlspudla [ 4-
7.44-7 .54 (m 1 H [7.09 (d, HNs O Pm964(S1H)922(S1
(et hyl sufTpnyl )nzyI ] benzam' d J 5. Ot #ﬁ;?,ﬁ“;*)j)}ﬁﬁgéé
(t, CH e F=¢. 1 N B)J@i?MJ—V-EM@ tH)
3.3 (s, ce?\uy 2.%98 |(s™ ehxyb {f%a %‘ it ge(:ﬁ
(400 "CHL OROFORM ﬂb)mnd]sw@mbdnlamse 2y d727 d:41=7:7781
1H ,CH3 8.15 (s, 1 H) 7.76 (s, gggin?QfL;z
N ( 2- et pxyet hyl ) - N net hyl -2- 7.53 - @( myil
7.32 | 170 HN . O {[ ({4- et hyl pyri di n-3 3?’2 529(% H). 2204
7.07 (d,.CH3 vyl )arri no] sul f onyl } benzani de J 04 Hz I
H 3.p6 - 3.86 N 3.22 (s, 1H)3.03( 40,1,7,1)D,\,%0%6d(d,
J=2.01 Hz, 3H) LCI\/SESI 364. 20 M ;3:0@2 )92211
CHLOROFORd pm| 8.34 (s, 1 H 8. >8>itgm<5(?'ﬁ 8’77
Hz, 1 H 7.71 (d, J=7. b‘gawz 54
0 o 7. 36 ( 3N_(2th ﬁ ofuran%- 11-12 1;—1:)397 401(d J—75381 Hz,
me L
241 (p- “"fy' pyri dl 1 I ik 2 el - S 5" sy & s
HN yI o] sul fonyl}-N-(2 CH 3 pheno (yzet *mglo? belnwam fe
7.10 d,CHJ 4.78 Hz, | H 7.00 (t, J= A ) N
6.90 [N~ - 6.97 (m 2 H 6.62 (s, 1 H} 44 @31 (ztzzo(s]gﬁ) 04
Hz, 2|H) 3.96 (q, J=5.46 Hz, 2 H) 2.380 (3207"31*%) LCMVB
ESI: A412.20 M+ WD |20077034312 PCITTBZ 4(())%&0%%%_&36”- 99
F (40D H3 CHLOROFORM d) d ppm ppm 9.60 (s, 1 H), 8.63 (s, 1
i o H), 8.10 (d, J=4.55 Hz, 1 H),
s 8.09 (s, 1H), 7.68 (t, J=7.58
0555, O CHy CHy ) Hz, 2 H), 7.49 - 7.58 (m, 2
e N-(1,3-dimethylbutyl)-2-{[(5- | H), 7.35 (s, 1 H), 4.05- 4.15
95 N methylpyridin-3- (m, 1 H), 2.21 (s, 3 H), 1.69 -
| P yl)amino]sulfonyl}benzamide 1.79 (m, 1 H), 1.46 - 1.55
(m, 1 H), 1.24 (ddd,
CH, J=13.58, 8.40, 5.56 Hz, 1
H), 1.15 (d, J=6.57 Hz, 3 H),
0.91 (dd, J=9.60, 6.57 Hz, 6
H)
(400 MHz, CHLOROFORM:-
d) d ppm 0.97 (s, 1 H) 0.98 -
1.05 (m, 5 H) 1.28 (m, 1 H)
! IR T
2-{[(5-meth idin-3- AR -29 - 3,99 (M,
o8 Aol L | o Nssy2. | 1343 a5 m 1
O L methylbutyllbenzamide 7.44 (td, J=7.)71', 1.52,Hz,)1
Tl H)7.51-7.61 (m, 2H) 7.73
N (d, J=7.83 Hz, 1 H) 7.97 (s,
1H)8.06 (s, 1 H)8.70 (s, 1
H)
(400 MHz, DMSO-d6) d
R, ppm 8.05 (d, J=7.33 Hz, 1
N \ H), 7.87 -7.95 (m, 1 H),
N 7.78-7.84 (m, 1H), 7.65-
N.__CH, N-isopropyl-2-{[(5- 7.76 {m, 2 H), 7.54 (d,
methoxypyridin-3- J=7.33 Hz, 1 H), 7.52 (dd,
97 0= O O yl)aminoJsulfonyl}-N-[(1-methyl- | J=3.92, 2.65 Hz, 1 H), 7.32
A 1H-imidazol-2- (s, 1H), 7.17 (s, 1 H), 6.90
Q yl)methyllbenzamide (s, 1 H), 491 (d, J=16.67
Hz, 1 H), 4.62 (d, J=16.67
O Hz, 1 H), 3.74 - 3.81 (m, 3
s H), 3.63-3.73 (m, 3 H),
1.02-1.42 (m, 6 H)




Plc 8.30 (s, 1 H 8.18 (s, 1 H
N-(3,4-difluorobenzyl)-Nnethyl- 7.71 - 7.81 (m 1 H)
wQ@283/034872 HN, S 0 0 2-{[ (4-nmethyl pyridin-3- 7.BCT/{BR0062002639
7.37 - 7.49 (m yl)am no]sul fonyl }benzam de 2 H)
7.01 - 7.36 (m 4 H CH34.31- 4.98 (m 2 H 3.08

(s, NI I H 2.88 (s, 2 H) -27 (s, 3 H LCVB ESI:
432.20 M+ (400 CHLOROFORM d) d ppm 8. 07 (d,
J=2.2 Hz, 1 H CH3 7.92 - 7.99 (m [ khou.BRsodom
T.92 (m 1 H 7#64 (|d, ,s o 2-{[(5-mne] rmmoywrsn )m9<8-
J=8.0p Hz, 7.48 - 7.59 173 HN |  BOIm2H.781¢
yl)am no] S%Wf"} N- &{}Jgrx)jyet,m-,ggop r(yl?] é(mHa—l 754%%63‘(m,%. 40
(s 3| H) PpRenoxyet hy'f? ERABSIp@En Y. 18 ﬁ?j é_é” 7=HA |1
H) 6.P3 F‘ ~"03 (m 2 H’)arre'lomon(l)aenzaMde..l éfé%
Hz, 1 /82 - 4.44 (m 3 H 3.77 - sepsmﬂaa
3.51 6 (m 1 H)|3.28 (s, 1H 3. §n4€§‘;10'2)(jﬁﬁ ﬂH@l\As
ESI : 442 2% M+ (400 MHz, CHLOROFORMd ofsqum»ms 42
s, rl) o 27T (3478 N——€C i3z, —1+—+H)—8-18

7;0/@ N-(2 met hoxyet hyl ) -2 {( pgm@}domﬂ&m 31
1.2

|
|
1 @W 4|HN,s 0 7.65 (m 2 sy -Gl
(m p math el - e-nybrofropf & orb an:ﬂH)?&(Hle)ﬂsa-
ﬁci}f@ul fony ig%&r)ggﬁhpy?ﬂﬂd pg 5355 &7 @72?1)"3

X

A
~I

8"

2H) H) |- @%@le"‘ﬁ'éwzamze 20 46 8o k) THCAD
350545 M+ (400 Mz, DVEO.d6) d g %‘ :
31 (s, 1 H, |7.98 (d, J=2.53 H, i a ' (

[ 1 LN m77Q 7Q1{m

o)
i T, CT 1=
~
M~

hl or o- 2-f | uor gbenzyl)-2- 7. 74 (n(4odmx-h(l?qmdao€@a (1,
175 0| 0=~~ {[ (5-met Hoxypyri din-3 NH dg%pﬁ)mg’?t“ 745 e,
yl) anj no] sul(fonyl } benzam de J=7.20 Hz Sy o
J=7.4p Hz, 2 24 (t,leodropy]»E{Y(S 83 H.?,l'zz H)fgo(dg&f Hz(i,
010d=2| 27 Hz, I} H, 4. PoNerd 25 5 5 g ) 71
(S’ 3 ‘H) l 400 IVHZ a‘gs oy'dp (s, 3I§;724:27(sm1H 732 g 70
(t, ---"WOH J=5.54 Hz 7.99 (d 7.39 (m, 2 H) 7.56 (td,

J=7.58,1.26 Hz, 1H) 7.61 -

—

yl)
- 3.7p™
9
6

~

7.65 (m, 1 H) 7.96 (bs, 1 H)
8.07 (bs, 1 H) 8.14 b(s, 1 H)

(400 MHz, CHLOROFORM-

po G d) d ppm 1.04 (m, 3 H) 1.31

N (m, 3H) 1.64 (m, 2 H) 3.82

2-{[(5-methoxypyridin-3- (s, 3H)4.10-4.20 (m, 1 H)

101 0=835 0 CH yl)amino]sulfonyl}-N-[(1R)-1- 591 (m, 1 H)7.21 -7.26 (m,
0 IEIH methylpropyllbenzamide 1H)7.43 (m, 1 H)7.54 (m,

HE Y 2H)7.72 (m, 1 H) 7.97 (s, 1

l P H) 8.05 (s, 1 H) 8.68 (bs, 1

N H)

CH, (400 MHz, CHLOROFORM-

n\) d) d ppm 1.05 (m, 3 H) 1.32

y (m, 1H)1.33 (m, 2H) 1.61 -

0=8n 0 éH 2-{[(5-methoxypyridin-3- 1.73 (m, 3H) 3.83 (s, 3 H)

102 1~0 3 yl)amino]sulfonyl}-N-[(15)-1- 4.11-421(m,1H)590m,

HC’O WM methylpropyllbenzamide 1H)7.41-7.47 (m, 1 H)
S 7.51-7.61(m, 2 H) 7.74 (m,

v 1H)7.99 (s, 1 H) 8.07 (s, 1
H) 8.72 (bs, 1 H)




J=2.5

2 Hz,

1 H 7.91 (d,

/S, 00

N- (2- hydr oxyet hyl )-2-{[(5- J=2.01 Hz,

waZ®7.b302 met hoxypyri di n- 3-

(m 1 H 7.

1 H 7.76 - 7.83

65 -

yl ) am no] sul fonyl } benzam de 7.53 - 7.62 (m 2 H)
7.11° (t, J=2.39 Hz, 1 H 4.87 (s, | H NI CH3.76
(s, 3 H 3.57 (t, J=6.29 088 Hz, 2 H 3.32 - 3.41 (m
2 H LCVB ESI: 352.20 M+ WD 2007/ 034312
PCT/ 1]B2006/ 002639 {100 (400 MHz, CHLOROF d dpm
~ CH, 8 43 (s | H) 8.26 (d, J=5.04 Hze%lgl_bR @Mmmpm 1
H 7.67 (d, J=7 Hz,1H)752-172H

) 04
N[ 2-( 2- hytp yl|) et 2H)
7. 49 (m@ﬂ“ @ hy! ?ﬁn%ﬂ”ﬁpyﬁms 10(,,, ()
1'%%) C;r,BS\yP)am no] sul fomyrolteb?elh&am de Yo A A zs(gm
3 H ¢dion, J=5. 04 HzMMPYHEMES 23 (s sw 7.0¢m, 3H)7 G
(g, J 06 Hz, 2 H)| 3.03 (t, J=7.05 rfzi‘;%%;,ﬂfgn 8
(s, |3 2.30 (s, ¢ LCVS ESI: 410, 2 Hz, HH) 840
MHz, |/ Y N CH3 CHLOROFORMd) d ppm 8| 37 @S5Mm1'ty) 8. 27
(0, J=4. 78 1S~ 0 CRH3 Hz, I H) 8.1 (s, H 7.65
178 HN N (tert-butyl|)-2-{[ (4- met hyl py(%gbm,é’gﬁ,,”gpﬁgm 81
Hz, H) 5Q, - g-yl ) am no] sul f onyl| §béea%zam1de 17!) 63
(m 3 4 (gﬁl( usRoptnzfillich: 09 (Clgeol%%?& 1
'\!é- 0 1/\11 571(r mo(y S ESi | dideh7 00
(400 |MHA °CHLOROFORM d)vba ?za'mv:gs 43 (@ M m7Hy d,
J=5. 04 @‘!zcml H) 8. "7, 69 £ 78k, J=7.81
J=8. 06 N 1 H 75&- "0| N ( 3- et hy 2*2. (@ p307HeAL
7.64|(m | H 7.52 -| 7.57 (m 179 HN éﬁ‘ﬁz(mm)
methylpy(din-3- | HJ 7 41 - 7 50 (m
yl )anp no] sul fonyl }benzam' de 7.09 (d, R%m%
CH3 6. 08 (s, 3./51 - 3.59 (m M 2d|=i)o d(dsppm
I—I)168- %*1 gHm1H)15o-168 <t23g?
DMBO- d6) %/ [ppm 8“41 t;’«g“e ‘;’d‘ﬂg {[6 1 qammew;ag W
1 H), 7. 98 yl)ammo]sulfonyl}benzamlde Hz 1(;)17‘_;)36 (;24(7 ("1]1 1?_*4)
7.48-7.64 (m, 2 H) 7.76 (d,
J=7.81Hz, 1 H) 8.23 (d,
J=5.54 Hz, 1 H) 8.62 (s, 1 H)
8.73 (s, 1 H)
(400 MHz,
CHLOROFORM-d) d ppm
0.99 (t, J=7.43 Hz, 3H) 1.48
£H, (s, g )H) 1.89 (q, J?7.5§> sz
\-0 CH, (1. 1-dimethylpropyl)-2{[(4- 2 H) 3.50 - 3.65 (m,
106 N&?§400”“°;L/C“3 e ehogpmans. | 877 (s 1H 886 @ J=o5e
ﬁ’ H yl)amino]sulfonyl}benzamide 1'H) 7.48 - 7.59 (m', 2 H) ’
<\ i 7.75 (d, J=7.81 Hz, 1 H)
8.27 (d, J=5.54 Hz, 1H)
8.47 - 8.54 (m, 1 H) 8.56 (s,
1H)
(400 MHz,
CHLOROFORM:-d) d ppm
CH3 1.02 (t, J=6.67 Hz, 6 H) 1.14
@(H (t, J=7.05 Hz, 3 H) 1.21 -
" CH3 1.31 (m, 3H}1.79 - 1.97 (m,
20 N-[(18)-12-dimethylpropyil-2-{[(4- | 1H)3.61-3.92 (m, 2 H)
107 HN/S\ 0 CH, ethoxypyridin-3- 4.00 - 4.22 (m, 1 H) 5.89 (d,
yl)amino]sulfonyl}benzamide J=8.56 Hz, 1 H) 6.62 (d,
PN J=5.54 Hz, 1 H) 7.44 (i,
| J=7.68 Hz, 1 H) 7.48 - 7.60
Naw (m, 2 H) 7.77 (d, J=7.81 Hz,
1 H) 8.23 (d, J=5.54 Hz, 1
H) 8.63 (s, 1 H) 8.68 (s, 1 H)

7. FGT/(B2N061002639



Il i HI CH3 J=2.78 Hz, 1 H), 7.90 (d, J=2.02 Hz, 1 H),

7.76 (d, 0'.S 0 0 F N (2,6-difluoro-3-nethyl benzyl) -
wJ200708331tz, 1 H), 7.66 (td, 180 qlH PCT/IB2006/002639

2-{[ (5-met hoxypyridin-3- J=7.58, 1.26 Hz, 1 H), 7.56

yl ) am no] sul fonyl } benzam de (td7, .43 J=(dd7, J.71=, 7

1.58,.52 1 Hz, .01 1 Hz, %1 H), 7.24 - 7.32 (m 1

H)- 712 (t J=2.27 Hz 1 H) CH3 7 01 (t, .]:88

. d, |J=5.05 Hz, 2 H), | 3.76
( 0 VHz, DVEO-d6) d ' ppens Qﬁ%ydpgm H).,
: ( AN SO~z , 1 H) 7 98 (d, |CoptoTeh O
J=2.583 HZ 73( 38(m 3H)1.75-2.00
- 3 N( 12 tpropyl-3 ([ T 1H)360(s 3H)386-
Nod 2,|3- ¥ FPuor o%enzyl JASE e{dﬁggﬁldm@ FANV. que( H 51 @
(d, |1 tpoXypyr i divimBeisuidayibeB@nideiz , 1HZ; ggfﬂg
7.73 yINlal no] sul f onyl } benzani de H), 17(m ]:I)TSO 2
H, |( , 7.17 - 724 (m 1 H), 7.11 7t78(d 81 H)4C
Hz, 1 H, 4.58 (d, [J=5.81 Hz, 2 H), m
3 H) |WD 2007/034312 | PCT/ |1 B2006!/ 00263C - 101 (400 I\/Hz,
DMSO{d6) d ci ppm 9.82 (s, 1 H), 9.22 . H.2, %OSd 38
1 FDH%[;(; chd, qol, N D=2, 53 Hp, |1, ogeD
J=2.27 ol 80 (s, 1 ~~NH O QH_T%(m 1H).7.80(d,
\-[ 1(4- chf of'o penyItL)eth yl1-2- H), 7.)} P e B e
Tod) | 1824 [ (5-met hoxypyt '@pyrmgxt(f»? -o+>(7q,z)j<;13>=7z:;84w
1.26 [H A yI ) ani no] sylabeimibyisenzam deTH) 37 e sml- 61
(m 2HMH# 7.39 - 7{49 (m 4 H, 7.11 3(49(,dtJ@5 &5242,4(
Hz, 1 Hp, 5.18 (qd, |CH J=7.24, 7.07 E @4,,24%5?4
4 CH
(s, 3 H,™.44 (d, J=6.82 Hz, 3 H (|4 DPDVER@ d6)
d Flppm9.84 (s, 1|H), 9.27 - 9.36 (m H>110P|)“6<7"@*8 (d,
IiI]\IJ253HzIH),7.92(d,o\JZUZWl ,
7.83 0 o cl J=6.82 Hz, 1 H), 7.81 1_(s, @homaH
N-(2-ch| -4-f orobenzyl) 2 183 N |0 smer o pem,
{[(54{nme wdl n{3- H, 7.72 (td, |J#A=AdbHz 1261
1.31 (m, 3H) 1.79 - 197(m
0 N-{(1R)-12-dimethylpropyl]-2-{[(4- | 1 H)3.61 - 3.92 (m, 2 H)
110 /S\( 0 ethoxypyridin-3- 4.00-4.22 (m, 1 H) 5.89 (d,
ylyamino]sulfonyl}benzamide J=8.56 Hz, 1 H) 6.62 (d,
J=5.54Hz, 1 H) 7. .
z | O CHy J=7.68 Hz,z1 l1-l)7).184?'§f60
New (m, 2 H) 7.77 (d, J=7.81 Hz,
1 H)8.23(d, J=5.54 Hz, 1
H) 8.63 (s, 1 H) 8.68 (s, 1 H)
(400 MHz, CHLOROFORM-
d) d ppm 3.84 (d, J=1.26 Hz,
e
HN .45 (s, . ,
-0 /\O\ N-(4-fluorobenzyl)-5-methoxy-2- 4=8.84, %53 Hz, 1H)
111 HC 0 F {[(5-methoxypyridin-3- 7.01(d, J=2.53 Hz, 1 H)
6/3\\/"‘@0\0“3 yl)amino]sulfonyl}benzamide ?Jgg 517 :’:’ (;nl’—i)27}—227 _4; E(Sc’i]'
° N\ (m, 1H) 7.66 (d, J=8.59 Hz,
1H)7.98 (s, 1 H) 8.06 (s, 1
H) 8.42
(s, 1H)
CH (400 MHz,
H ! CHLOROFORM-d) d ppm
@ﬁ(%w 1.02 (t, J=7.05 Hz, 6 H) 1.15
L0 3 , (;n1.$ ?4‘)"3’30'2 1:'373)-32 806?
e | WO T | MRz 6 | (gl 551
Y l O\CHa yl)amino]sulfonyi}benzamide J:gasf:_llz-lzjl L')"%%.??%fg
Na (m, 1H) 7.50 - 7.62 (m, 2 H)
7.78 (d, J=7.81 Hz, 1H)
8.26 (d, J=5.54 Hz, 1 H)
8.53 (s, 1 H) 8.62 (s, 1 H)




i yl)am no] sul fonyl } benzam de Hz, 1 H), 7.58 - 7.66

(m 2 H), 7.48 (dd, J=8.84, 2.53 0, Hz, 1 H), 7.25
W@ ba7/034382 53, CH, 2.65 Hz, 1 H), 7.12 (t, J=PCHIB26I6/002639

| H), 4.54 (d, J=5.56 Hz, 2 H), 3.75 (s, 3 H) F (400
MHz, DMSO-d6) d ppm9.88 (s, 1 H, 9.33 (t, J=5.81
Hz, | H), 7.99 (d, F J=2.538%, 1 H), 793 (d, N
—S-di-fluorobenz J=2.02 Hz | H) 7 82 ( —0 0 (3
y1)-2-{[(5- J=7.83H, 1 H), 7.72 (td
et hoxypyr (d]n43-057. 45, 1.01 b, ééﬁ y%ﬁf’a%
yl ) anm no] s }benzar;n{[go'&lé;J oy 7 116 Jf®57Hz§H2
M [7. 59 Coo0I3. 52 Htparidodibny (Sz 09 P e N
4.55 ('H“ M3 J=5. 8] b@yl)bé)wzamlah 74 S7513n P-Z{),? :40@9(M-|
DVSO-[d6) l.d) ppm 10. Q3 (s 1H, 9 34 ‘,,?786 5]3?470
H, 804s, 1 YIIdci H, 7.97 (s, , fa
o=Tcol o cl N (2, 3-dilchl orobenzvl)-Z-H(S J= 7 83 Hz, | 1
H, 7.74 185 NH nmet/hoxypy(di n- 3- (td J=7.45 1.26 Hz,
1 H),| yl)amimghsul f dnyl } benzani de .62<4°°“g* ﬁgLomﬁgRg
H, 7.54 - ém 2 H, 7.39 (t, o Hig 2.0012
7.21 |(d, o J=2. 02 Hz 2-{i-artopyridh:360 (dgg11*ii3- BH)'?lf(m
H)1:1 4| 5 NH 1 H) 3|7 @mmo]gjlf Q ropérgN l'DZH) 4& 1(m2

(2methoxyt

CHLOROF d) d ppm|Hz 8. 8”(1 WQ% ) H
N~He, (s, H, 813 q Hz, 1 HH), 1 Hj“,sg( 1%25;3"11”)

J=7.58 tz, 1 0. 200 o, H . 7.79 (s.| | HysoG e (d,

N
NI

I\J"

NH-CH3 N (') nrthny\/lr c\n7\/| \- 2- { [ ( 5- J1=1 76 Hz 1 |—h
7.58 } 7.63 186 N ntthoxypyrl di n- 3- (Im OMJ 55 (s,
1 H, 7 51 i yl)amj|no] sul f onyl }benzalmcq Ré 612,
1.14 @ G, 4Q (dd, J=7.45, 1.6@ qzqu =667 e ¢p>114
! J 7.0
7.34 (td L3 477 CH Hz, | H). oyl 3§22{(m 1
H} 9§ £ \\g 0 J=8. 08 HZ 2-{[(4- oxypyrldln -3- 1H)3.61-3.92 (m, 2H)
15 " ylyaminasulfonyl}-N-(2- 4,00 - 4.22 (m, 1 H) 5.89 (d,
y 0._CH, methylbutyl)benzamide J=8.56 Hz, 1 H) 6.62 (d,
| J=5.54 Hz, 1 H) 7.44 (t,
N J=7.68 Hz, 1 H) 7.48 - 7.60

(m, 2H) 7.77 (d, J=7.81 Hz,
1H)8.23 (d, J=5.54 Hz, 1
H) 8.63 (s, 1 H) 8.68 (s, 1 H)

S (400 MHz,
CHLOROFORM-d) d ppm
N CH.
\)\/ s 0.69-1.19 (m, 5 H) 1.10 -

(o]
P ” o 1.58 (m, 2 H) 1.62 - 1.85 (m,
16 S0 %g;f;’(f]tshlﬁgﬁ%ﬂ"(g 2H)2.27 (s, 3 H) 3.19 - 3.40
AN H methylbutyl)benzamide (m, 1H)3.38 -3.54 (m, 1 H)
| CH, 6.28 (s, 1 H) 7.33 - 7.49 (m,
New 2H)7.47-7.61 (m, 2 H)
7.67 (d, J=7.81 Hz, 1H)
8.17 (s, 2 H) 8.58 (s, 1 H)
(400 MHz, DMSO-d6) d
F ppm 4.51 (d, J=5.81 Hz, 2
Q\rn 2-{[(5-aminopyridin-3- H) 5.50 (bs, 1 H) 6.78 (s, 1
117 ylyamino]sulfonyf}-N-(34~ H) 7.25 (743 (s, 1 H) 7.45 -
0=8=9 0 difluorobenzyl)benzamide 7.53 (m, 2 H) 7.57 - 7.66 (m,
BN M 4H)7.88-7.77 (m, 3H)
» 9.35 (s, 2 H)

CH, (400 MHz,
H CHLOROFORM-d) d ppm
@YN\/K/C‘% 0.69 - 1.19 (m, 5 H) 1.10 -

-0 g 1.58 (m, 2 H) 1.62 - 1.85 (m,
N-(2-methylbutyl)-2-{[(5-
118 %o ( methy?;)yrid);ri-ﬁ-{[( % H)12|-42)73(sé,83 lél) \1.1(9 - ?ﬁ?
{ i Ifi i m, .38 - 3.54 (m,
7 ' yl)amino]sulfonyl}benzamide 6.28 (s, 1 H) 7.33 - 7.49 (m,
Neen 2H)7.47-7.61(m, 2 H)

, 7.67 (d, J=7.81 Hz, 1 H)
8.17 (s, 2 H) 8.58 (s, 1 H)




6.80 (t, J=5.68 Hz, 1 H), 4.71 (d, J=5.81 Hz, 2 H)
3.87-3.92 (m 6H) WD 2007/ 034312 PCT/ | B2006/ 002639
WO 10208400 Mz, CHLOROFORM d) d ppm 1. 17- 1. 28¢am/Bs200d)002639

1.33 - 1.45 (m 2 H 1.59 (d, J=4.04 Hz, 1 H) 1.67
HN 1.77 (m 2 H 2.04 (s, 2 H 3.75 (s, 3 H 3.90 -
3.99 N-cyclohexyl-2-{[(5--6 1 H 5.91 (s, 1 H 7.21
(t, 187 H nethoxypyridin-3- J=2 27 H L_H) 7’%&(td,
, N 0~ yl)anm no] sul fonyl } benzam de J=7| 8LOR 4;’(‘)5\2*2
H)7.41- \ OB 7)47 (m 1 H) 7.50 (SRR O zﬁ’g‘(}N
1.26 H) 17.65 (d, J 7.83 Hz 1 6§2FBLBH 826 139 H)
7.98 he D Pen |1 8 67 é(”%@ﬁ 4026”>
Od s <ppm+31 45 (d vf i Hz @Hm H) dreR -
1.71 (m 04 74 HN yhamibo]ﬁl Ib'Ehzarﬂidel‘D H@ H;‘g;fz;ﬂ
J=12.63 21 (d, N-[(2 hydro(qu1- 747
Hz, 2 (d 1E8 H adamant yl ) met hy ig%g? zm)
J=5.8{1 Hz, H) 3. 74 (S, 3 H) SN O , 1H)8.69- 887(m
net hox pyr|d|n3 4139 (s, 1 H 5.76 s, 1H)H) 00 O
yl ) am no] sul fonyl } benzam de 7.11 (s, @ H) 7.55 - 7.6pR
(m N2 7,70 (t,) J=7.20 Hz, 1 H) H?lo%( szld 83
Hz, 1 Ngrs,«HJH)799 (s 1H>§) iy sl
9.87 (s, I, (400"NH X H p nQHIE! (192
Jep. o Hea W 16 L eaEnle Ffhye 1@43
J=6. 3P A5, 1. 45 -yl)ablnISIIfonsQ}vmzarildel-D 3J—2¢¢‘>Hz 13)6352(d
1/ p Nl1- (hydr oxyinet hyl ) pent yI | - 2- SR e T ey
(m 1 3.63 189 HI|{[ (5- net hoxypyri dj nH22s € SH)834¢5|)2
3.81 {d, J=4.55 Hz, | \ ,N O-
1\ am alcildl fanvllbhanzam A~ 1 LN A 7 A 1 LN 6 Q7 (
I} Al IU]TUI T Ullyl J MOCTIZTOTTr UcT == IT . 1 -t j, == II} I JIT .),
1 /9 \ Y H 7.44 (t, J=7.20 Hz,| 2 H) Lomu26 (d
J=7. 3B 1 N 74.65 (d, J=7.33 Hz OC% 115((7?!\/;1:’7;11;11(23 1
7\ 86 1 C8.136 (s, 1 3
& /Sgo 0 CH, (N-(sec-butyl)-Z-{[(5- :1 ﬁ? gg72(sH )31145)43 9178-04(219
121 HN" 0 methylpyridin-3- (m, 1 H) 5.98 (d, J=8.06 Hz
y yl)amino]sulfonyl}benzamide 1’ H) 7.31 - 7. 4’6 (m, 2 H) ’
l 7.46 - 7.59 (m, 2 H) 7.68 (d,
Nch J=7.81Hz, 1H)8.17 (s, 2 H)
s 8.57 (s, 1 H)
(400 MHz,
F CHLOROFORM-d) d ppm
Je L S S
s F 9.{1(4-sth din-3- 97 (m, .09 (s,
- | By it | 25762 D
o (trifluoromethylibenzyllbenzamid 6.é2 (m, 1 H) 6.'85 ; 7.2’3 (m,
PPN e 2H)7.29-7.46 (m, 3H)
e 7.47 - 7.67 (m, 2 H) 7.74 ,
J=8.56 Hz, 1 H) 8.03 (s, 1 H)
8.25 (s, 1H) 8.66 (s, 1 H)
(400 MHz,
et A
3 F 247(4- h idin-3- . S, . S,
123 Qﬁ(“ y|)gmiég]sm;y?})fﬁmetlﬂyiwm- 3'3571'43('“711 g'l‘_i)c’s*gs"(gﬁ -
eSS 9 {trifluoromethyl)benzylibenzamid J=5.'29 Hz,’ 1H) 7"3 1- 7‘.5 4
PNV © (m, 4 H) 7.58 - 7.95 (m, 5 H)
Ly s.so(s,1H)13H:;7-8.59(m,




9.72 (s, 1 H HO (400 MHz, CHLOROFORM d) d ppm 0.92 -
1.04 (m 2 H 1.22 - 1.31 (m 3 H 1.42 HN% - 1.53
W@ e07834)21.66 - 1.78 (m 5 H) 1.89 (d, J=12.B8I/1B20@/002639
N-[(1S)-2-cycl ohexyl-1- Hz, 1 H 3.69 (dd, J=11. 37,
190 H (hydroxymethyl)ethyl]-2-{[(5- 6.06 Hz, 1 H 3.83
(s, 3H 8 N\ 0~CH3 nethegypyridin-3- 4.00 (dd,
J=11.37, 3.54 Hz, yl)anno]sul Lcmyl}benzarri de 1 H)
4. 38 (s, 1 H 6.37 (d, 00i J=8.59 Hz fdho Mz45 -

7.53 feHP .85 - 7.65 (m 2 H) B R0 adm . 83
Hz, 1 1=12. 00, 2.15 Hz, ?73—3)12 g;ggﬁ,)

2007/& ’a\% PCT/FBZ(OG/ %;; ';,yyf;;";;(zlos S0 k7 e, 2 1)
Crat. OR B), d pph uofobBzyl)-K- H) %9 5(33"‘ 478
Hz, 1 .92 °(d, J-2. 07 meipylbenzemicy 7 6 30 P OH0 |2
F N-[[2%¢2, 4-di f| uor aphenyl )et hyl | -2- JZ%- 88 (k2 H) 774
7.50 |-7.57 191 H Clo\' NH {[ (5- met hoxyh?é%”ahfg Al (’ﬁ?
H 7137 - 7.45 (m 2 H) yl)am nol Qulfnmzl }henzam de

7.2817.35 (m 1 H 7.18 - N7.22 (m L H) Guoi@e 6.87
(m P 40 (pn1 H) 3.81 (s, 3%0@&*@6 N

Hz, 2 % %6.69 Hz, 2 H (40G% W,?gﬁﬁ?"_
CHLOROFORUHN *\ T~ d) Nl (0B 8eB2864 3 |4 A6 (m(af) 65
Hes Hzl, 22" H) 6. 48 (s, HnbBles- 7. 3#?&% 33 (m 1 1)
N- (3-[ch anzyl ) - 2-{ (y ciyiimee | " N 320751 (m 10732

met hox i din-3- 7. 31 - 7.37 (m 3 H fg(m,z'gg%ggg@
" CHyl ) ami no] sul f onyl[Y benzani de (s, 1 Hy7sdés ibe

C

=

H 00 7.53 - 7.63((.44-m72.51 m 2| H B%6H, N
J=7.58 |—|z T H 7.99 (d, J=I.77 Hz, [ |—|) 8. 07 (T,
J=2.27 HJC H), 8.61 (s, | H H (400 Mz, g, hzcH3
9. 45 810’ (g 1H, 0% -00 8.p3H omzpmmz)@an Hz,
1H, e dhet hyl propyl {[(5°98?.?) ?%
(s 1 H)? 40055 193 |Nhamiri g SR o """23 :
H, 7, 4 07 053 il )<&n¢twr@merrzw| }bﬁz@g 5dZ?4 >1
H, 6 J=8.84|Hz, 1 H), 4.00 -
3.91 (S H), 1.68|- 1.79 (m 825<s1H)860(s1H>
H,C._CH, (400 MHz,
@\’(Y CHLOROFORM-d) d ppm
N CH, 1.21 (d, J=6.80Hz, 6 H
Lol o 1.40 éd, J=6.80 H§,1H§
5% Nd LN-(2-methoxvethyly. | 338348 (m, 3 H) 3.46 -
127 ) g\ Isg?{i?fymetrsoxr;;yrigﬁgj Y 327?!)(%1656?3 %Zg;’gl (f1n,
Z | CH, yhamino]sulfonyl}benzamide H)7.31-7.4é (m,2H)7'. 49
Ny -7.61(m, 1H)7.69 (t,
J=8.81 Hz, 1 H) 7.92 (s, 1 H)
8.28 (d, J=5.04 Hz, 1 H)
8.57 (s, 1 H)
H,G._CH,
h (400 MHz,
s i
128 HN/Sig 0 N'is°pr°p§'['['(‘:)'}(,ﬁ;ﬂffg‘_°"yet“y')' 3.56 (. 6 H) 360 3,88 (m,

. . 4H)7.22(s,1H)7.33-7.41
y ylamino)sulfonyflbenzamide (m, 1H)7.50 - 7.73 (m, 2 H)

I 7.92-8.12(m, 1 H) 8.37 (s,
N 2 H)




CH3 2H),

1.53 -

1.64 (m 2 H),

1.03

1.08 (m 6 H)

(400 MHz, CHLOROFORM+ d) d ppm 1.17 (d, J=11.62 Hz, 1
wo7038%2 (d, J=10.61 ,CH3 Hz, 1 H), 1.56 - 1.FOI/(B2N06A02639
OH, 1.80 (s, 1 H, 2.01 (s, 1 doo"', H, 2.05 -
2.14 (m 1 H, 2-{[(3R3aR5R 6aR 7R)-7- 2.61 - 2.67
(m 1 H, 3.02 N (nethoxyrethyl)hexahydro-3,5- 3.11
(m 1 H, 3.19 - 3.23 nethanocyclopentalb]pyrrol- (m
2H),3 3 - 3.2 (11 194OH), 3.30(540(;MA—2I) 3.135
(d, H) ??I Ronyl }-N- (5 J=7.58 H}:IORQF d) Pprd 2
(s, 1 thoﬁizgl)(cﬁo'b%ypr\l ethy§\ O 1%75(513HI;|4 39(5811?21
yiz);benmﬁe&@l fon&m d ipyridig-S-, 6.84 - s (m, 1H)3 76
(m 7.1 72.18 8 Q (Viﬁm'"°1{”F€|">1'}beF%)am'de7 4;5(m )@:}18 7?@ (
H, 73 7.38 (m| 1 H), 7.44 7.53 7gb(s|*r|)4)82 535
(d, D= Hz 1H), 7.88 - 7.96 (m 1 H),Hr. 99(d,
J=22[7 i—u, 29 (s, T H—WO 2uu7Tua4JJ.4
PCT/IBZO “(98(2‘@89 -1104 (400 MHz, CHLO;% d L ppm
0.81 WM5~Hew | 1 H), 1.06 (t, JETe 25’(3
’\4 CH3 H) S:Q 18 (t J—W'S%E?Fyl:lt(i’- mehopftovl)}- H3T) N335]:3%m S‘!"
gr:;?. 27 ;1050 LBl G Hzggngé)??fO( stgaz
- m,
N- et hy | L (5- met haxypyridin-3- (m 17-%;:1;32;42;28“3 . 7
(m 1 1%osoCI—l3vHam'no]squonyll %
3.39(m 1 H), N priopyl benzam de 3. 4 000 O % ork
H), 3|68 77c(m [LH), 3.83 (s, 2 Hidp 932‘(5’%.’:%823
J=2.1p Hz§ 36 - Tud5:4dMa 2 H)L (GH=EI HE tH)sos(s L
J=7. 5B Harkedd H) 747, 6 -heFtaflGQ)but el H s s o )
309 (or~pH)."8.15 ((d,, ey ezarl{dg &Aﬂz
CHLOR d) d ppn o) 8 LH ?;63%;
3.51 (mel H), 3.53 |} 3.64 (m | H), ‘?H)s%a %6
Hz, 1| H), 3.85 (s, 1
T 4 (400 MHz, DMSO-d6) d
H\/©/ ppm 10.35 (s, 1 H), 7.87 -
Oy T
,2H), 7. S, , 7.58 -
0775 © N-(4-chloro-3-fluorobenzyl)-2- (n;.61 (m, 1 H), 7.46 - 7.57
132 ~ {I(5-methoxypyridin-3- (m, 3 H), 7.29 (ddd,
Q yl)amino]sulfonyl}benzamide J=15.22, 8.27, 1.52 Hz, 1
H), 7.01 (s, 1 H), 6.90 (t,
O, J=2.40 Hz, 1 H), 4.51 (d,
CH, J=5.81Hz, 1 H), 3.94 (s, 1
H), 3.67 (s, 3H)
(400 MHz, DMSO-d6) d
ppm 9.85 (s, 1 H), 9.08 (s, 1
o H), 7.98 (d, J=2.53 Hz, 1 H),
(A0 [
A N-(2.6-dlchl N 7.78 (s, 1H), 7.66 (td,
wo | W e R A Al
NI D yl)amino]sulfonyl}benzamide 7 49_7.53’ (m,2H)’, 7.46,
(dd, J=7.45, 1.14 Hz, 1 H),
o 7.35-7.41(m, 1 H), 7.14 (4
CH, J=2.40 Hz, 1 H), 4.75 (d,
J=4.55 Hz, 2HI;I), 3.76 (s, 3




F/ H, 3.89 - 3.949 (m 1 H), Co 3.9 - 4.01 (m 1 H),
4.02 - 4.07 (m 1 H), 4.15 (dd, F 2-{[2-(2,6- J=11.37,
w@2@4/054812 1 H), 4.29 N difl uorophenyl) nor phol Peir/mB2006/002639

(dd, J=12.13, 3.03 Hz, 1 H), 196 4.52 - 4.63 (m 1

Hy, 4.81 C~QAO yl]carbonyl}-N(5-nmethoxypyridin H
3-yl ) benzenesul fonam de (ddP23=12.88, 2.02 Hz, 1 H),
4-93 506 (m 1 -H, 509 -1 NCHa 519 (m 1 l-h
6.87 |(q, J=8.25 Hz, |1 H), 6.94 - 7.01 ,gl ol 30
S 7.37(m 1 H), 7|38 - 7.52 (m 1k,ppr§aé %%ﬁ’l
(m 1 7561-F7 6(m 1H) 768 -H)79dJ_1zgo'ﬁrhzle)l-D,
7.97 |- 8708 , 08 - 2 ,
q;'!r(ﬂoz W D) F (&ﬂu'ér {i-l’[ﬁ l;gny%\?thwz 0271 @ Jﬂ('nfs l:}]_rﬂ-l)53
HZ, 40H 7.91 (d, J=2. BFmétmonisnd) 7. 675 @4t TEIDEE 83,
1.01 Hf{, 1 H7.54 | M)am'"°]s“'f°"y'}benzam'de (m'z H), 7.35 (d, J=8.08 Hz,
N- [ 2-|( 245- di f | uor ophenyl ) et hyl]1-2- (t d,LHgd (“;'53 %&6
Hz, 1 H) 197 {[(5- et hoxypyri din-3- |7. A i
7.40|(m 1 H Hc o 0 yl)am no]sulfadnyl }Jo‘éﬁ%t'aﬁﬂ)de
+15 +22—m—3+H—+06-(m—YIFI H 608 - 7 03
(m 1 H ~N6.87-]6.96 (m 1H 6. 48 (4DQMH1D1VBO<3)¢BO
(s, 3 H 276 (q, J=6.74 Hz, 2 H 3. 79(5127'7%75%9
Hz, 2 H) ((A08 Mz, - CHLOROFORM d) d ppm:z%aBéL 00
H, R 3. 13 ¢s n, | , 3\][8-434(dﬁ40r0;3enl7|})1r H?ZHZ 7{?”1
Owgl H), 456 - H3A N hZe”fV'l[I migﬁ‘obenz ﬁf{é 65
(m d.34), 4.72 - 4. &;’amﬁl o LR G H)@ 7
H, 5. 03, 5.16 (m , 04714*8213&1 i 027261
yl ) ani noJ sul fonyl } -\ H) 7 20 - 7.27 1 76l)s, 3 H), 3);
N~ 0 |O CH3 net hyl bepzam de 7.31 - 7. 4827€rﬁ885?’ g”ﬁ{p"w
7.521- 00765 (mI!1.9H, 767-7
7.97-806(m13|—|),810(d,32 WO
2007//034312 PCT/ | B2006/ 002639 - 105- hgg:gggdgzmg ):‘?1ppm
2.71 ((40 &\&FH 2.93 (s, 1 H), 7.95 (d, J—253Hz1H),
Q;MJZ 7.88(d, J=2.02 Hz, 1H),
o7 0 o N-[2-(2,3-difluoro-4- 7.78 (d, J=7.83 Hz, 1 H),
136 NH : methylphenyl)et_h)_ll]-2—{[(5- 7.65 (d, J=7.33 Hz, 1 H),
'(:( methoxypyridin-3- 7.56 (t, J=7.71 Hz, 1 H),
Z yl)amino]sulfonyl}benzamide 7.45 (d, J=7.58 Hz, 1 H),
o, 7.00-7.11 (m, 3H), 3.75 (s,
CHy 3 H), 3.45-3.54 (m, 2 H),

2.91 (t, 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), 8.86 (t,

i F J=5.05 Hz, 1 H), 7.98 (d,
\/\(:[ J=253 Hz, 1 H), 7.91 (d.
0=, © r J=2.02Hz, 1H), 7.79 (s, 1
~ N-[2-(3,4-difluorophenyl)ethyl]-2- | H), 7.77 (d, J=1.01 Hz, 1 H),
137 Q {[(5-methoxypyridin-3- 7.67 (id, J=7.52, 1.14 Hz, 1
yl)amino]sulfonyl}benzamide H), 7.56 (td, J=7.71, 1.26
Sen Hz, 1 H), 7.34 - 7.44 (m, 2
’ H), 7.09 - 7.16 (m, 2 H),
3.75 (s, 3 H), 3.46 - 3.55 (m,
2 H), 2.87 (t, J=6.95 Hz, 2
H)
ol (400 MHz, DMSO0-d6) d
HN ppm 2.34 (s, 3H)3.75 (s, 3
/\@ H) 4.48 (d, J=6.06 Hz, 2 H)
0 CH, 7.14 (t, J=2.27 Hz, 1 H) 7.26
i o N-(3-chloro-4-methylbenzyly-2- | (dd: J=7.83, 1.77 Hz, 1 H)
138 SN o {I(5-methoxypyridin-3- T 88 583 tn
00 N yh)amino]sulfonyl}benzamide 2'H) 791 © =707 I-iz, 1 H')

7.81 (d, J=7.58 Hz, 1 H)
7.94 (s, 1 H)8.01 (s, 1 H)
9.28 (t,

J=5.94 Hz, 1 H) 9.88 (s, 1 H)




HN JJI (~~~~1 H 3.39 (s,1 H 3) 1 (s,1 H)
N-[1-(4-chl orobenzyl)-2- 3.70 (s, 3 H 4.10 (s, 1 H
wQad®70343yzdr oxyet hyl 1-2-{[(5- 4.99 (s, 1 H) 7. 0BCY/832006/002639
H H nethoxypyridin-3- 7.25 - 7.35 (m 5 H 7.48 -
g~N ~ O CH yl)am no] sul fonyl } benzam de 7.56 (m 1 H)
7.63 (t, J=7.45 0 0 Hz, 1-$9-7.74 (d, J=7.83 Hz, N1
l—l)?RR(&1l—h7Q’2(q,1I—I)R'%Q(q,’IH)QR’I(S,
1 H 40 I\/Hz LOROFORM d) d ppm|9. 79 %s MH1 H) ,
g. gg GHs 1. 588. OS égﬂﬁ J=2. 27) Henoko M3)7d9|7n5 -
- 'N en J{ﬁlﬂz 4070 0.07 s, 3H)165(s 2 H)
N3{ ¢ c|H@ﬁeox<g/| met hy| { [reiovrt-3 7 a9 q Fdd ”109395"’ H) ,
200 NH_fesdaoxypyr i di ny'§m ”'%@'}bf’&am"ff 4 80 b 2H)
yl ) ami ho][sul f onyl }bénzanmi de 3.96 (s, Ef%'j}?g’w .140
(m 2 1.76 - 1.87 (m 4 H), 1.67 1%
~J=T10.180, 7. 33, 3.69] 3. 69 CH3 Hz, 2 H‘f, I22—=173
(m 3 , 1.00 41. Ll(m 2H)(4OON’Hz, Cg
d) d|pp . 28 F29 dru (|s ciutdrdroki-uyk
(m 4 HY s, 3 I—I) o ésﬁl?o?éﬁlin[% 151888 28)?»&@1,
4.28 |1w888 m 1 | <‘"f'W‘F{|§‘2!D‘%f@I@WHFﬂWI 49(m, 3
7.21 1/| 01 net hoxypyridin-32 - 7.24 7Fgﬁ54%77|5|(nb-|§13 42
o yl)awiho] sul fonyl I benzami de (s, 1 H) " @4Me4 387 (g3
Hz  |H3C. 0 NH 1 H) 56 (dJ=1 52 H7 1 H) 7 57 (dd,
J=7.Q7, 1.26 N F.LH) 7.71 (d, J=7. 83 Hz(4 M1|—|) 7.195
(d, J=2(02 K, H) 05 (d J 2.53 H@HLO& %d@gm(s,
1 H) |(40¢ N CHLOROEC d %fﬁ 234G SI0r Bl 4
Bl | 1y 8020 (m 1H ('éuoquﬁm :reje I A7 i (d%? 81
(dd, J=5.81, 2. 78 Mam1n01§ulbi)yl;lben2@nlp 7. J¥ BB 66 Az, 1—1)7)7237 71
(d, P7 Hz, 202{0 NHO o 2-{[(5-ngt &@fm)ﬁ 03-
H), |1 7H),.49 - 7.56 - 7.68 7.54 ( (|map1s 1d)ake m 2
yiDam nolsulfonyll}-N(3- 6.23 (t. 1J=6.69 Hz, 1I—|),
nmet hyl cycl ohexyl ) benzanm de 3.91 - 4.02 (m (4§0MI-F|P, 16
—_ Z,
(d, J=2.02 Hz, 1 2.14 (d, CHLOROFORM-d) d ppm
CH, 1.10-1.29 (m, 3H) 2.81 (s,
Gy T R
-0 _(F(4- iy g (m, 2 40 (s, 64 -
N L O
O CHy fluorobenzyl)-N- (m, 2 H) GENREA (m, 1 H)
[ methylbenzamide 7.30-7.51 (m, 3 H) 7.48 -
X 7.65 (m, 1 H) 7.73 (dd,
J=7.68, 3.65 Hz, 1 H) 8.01
(s,1H)8.26 (s, 1 H) 8.66 (s,
1H)
{400 MHz,
CHLOROFORM-d) d ppm
o F 2.80 (s, 2 H) 3.06 (s, 1 H)
; :/Q/ 3.48-3.60 (m, 3 H) 4.31 -
Q\H/N N-(4-fluorobenzyl)-2-{[(4- 4.96 (m, 2 H) 6.68 (d,
143 s/<0 d methoxypyridin-3- J=5.29 Hz, 1 H)6.92 - 7.16
HN" S0 yl)amino]sulfonyl}-N- (m, 2H)7.18-7.33 (m, 1 H)
N methylbenzamide 7.20-731(m, 1H)7.32-
Z , CH, 7.48 (m, 2 H) 7.48 - 7.65 (m,
Ny 1H)7.74 (d, J=7.55 Hz, 1
H) 7.94 (s, 1 H) 8.29 (s, 1 H)
8.64 (s, 1H)




0J=4.04 Hz, 1 H, 1.79 - 1.90 CHB (m | H, 1.71 (s,

I H, 1.60 (s, 1 H, 1.58 (d, J=2.02 Hz, 1 H),1.40
wo 2003@343m 1 H), 0.94-1.01 (m 3 H), 0.83 0.Pdr/{B061002639
Hy (400 MHz, CHLOROFORM+ ci d) d ppm 3.80 (s, 3 H)
4.83 | NI (d, J=6.06 Hz, 2 H 7.00
N- (2-chl or o- 4-cyanobenzyl )=@-7.08 (m 1 H 7.18 (m 1
H 203 01--0 O {[(5-rrethoxvgyridi n-3- 7.39 - 7.46
(m1l H) 7. 55 - H c'0 NH yl)am no] sul flonyl } benzam de

7. 64 LT AZF 7.73 (M N2 H [7.77 (oowd H)
7. 86 1 H 8.01 (d, J ? (Oﬁ;d;ﬂpﬂ) WO
2007/ 034 102 I B2006LARBEAN N.metr Q6 | {AQD! IiEL. 05 (n

DHSO-| d B do ppm 9. 75% H§ {epepprigsng  |( H&® o*swg;im 1

H, &. W J=2. 53 | R IORPrEe | ety 1
H. 1.%¢Xd, oB J47.83H, 1 H), 7. 692l@)t781(5~+H)331778@7
Hz, 1 H), 7.56 (t, |o~I~0 O cH, CH, H)8.29 s, 1H)
N-(1,13-dinethylbutyll)-2-4{[(5- J=7 20 Hz, 1 H) 7 49
(d, |204 \ NH net hoxypyridin-3- J=7.33 Hz, 1 H, 7.12
(t, Nyl m@m nyl } benzam de J=2. 40 HggoiH)
4.05 |- HIQDRGBDRM dld,pift®

(m 4 Hdas -1 sl”m“ﬁéﬁf;ﬁ@n‘%%‘?"‘” Hfﬁg (o) LA
J=13. 58 8 40, 5.56 Hfz“"°f%"e‘h>ﬂﬁenzvln39"f*5"d(dmm S0, 47513

gdd J=9.60,6.57 Hz, 6 H) (”g?}!s?zgﬁz“”
0: ,Hld)dppm104m3 (
.66(m2H)3.80 NH(sec-butyl)-2-{[(b- (s, 3 H 4.08
9 (m 1 H 203 CH3 0=Sa0 0 CH3 et hoxypyri di n-[3-

6.02 |(m H,, 7.2Lrm 1 H 0~ ~NH 400 M

yl ) ani no I h@@benzam de 7.38 - 4&H(URDF3RM|—I‘§)dem49

~ ( [7. 58l 2 H T?'@”‘ O{g{;&% e“W'72 ou E@ % %oe '94

(m 1 HY 8.64 (s, 1 I')'))amno]u ide El 4} 51d

ppm 7. a@\s, 2 H, T Ci J=8. 08 Hzqu)F-IyB(s TH5/6
B ( 3-chl orlo- 2 rrethyl benzyl)-2- P%%2 ?n 2

H, 7.44 - 7.50

@0z
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I—\HQ

(400 MHz, CHLOROFORM-
d)d ppm 3.81 (s, 3H)4.73

N N-(2,5-difluorobenzyl)-2-{[(5- (d, J=5.81 Hz, 2 H) 6.52 (m,
147 . methoxypyridin-3- 1H)7.18-7.28 (m, 3H)
0530 © F yl)aminojsulfonyl}benzamide 7.45 (m, 1 H) 7.49 - 7.58 (m,
0 3 H)7.73 (m, 1 H) 7.93 (m,
P 1H) 8.06 (m, 1 H)

(400 MHz, CHLOROFORM-
D) d ppm 8.16 (s, 1 H) 8.04

.

(| g amommenyy | €527

148 P e methylethyl}-2-{[(5- J=7.58 Hz, 1 H) 7.57 -7.63
70 methoxypyridin-3- ’

O o l)amina]sulfonyl}benzamide (m, 2H)7.45 (m, 1 H)7.35

KoY via v (s, 1 H) 7.13- 7.23 (m, 2 H)

N 6.31(s, 1H)3.79 (s, 3 H)

1.83 (s, 6 H)

(400 MHz, CHLOROFORM-
d) d ppm 0.94 (t, J=5.56 Hz,

3 H) 1.15 (m, 2 H) 1.27 (m,
f 2 H) 1.68 (m, 1 H) 1.71 -
\O\ 2. {[(B-methoxypyridin-3- 1.83 (m, 2 H) 2.18 (m, 1 H)
CH,

0=Sx . . DU -4, )
149 0 ! HO 0 X ylamina]suffonyl}-N-(4- ,? g; fé? (an 319|_?) 549(')]?6(TG
He” I X methylcyclohexyl)benzamide (m, 1 H) 7 2é (d J=f2 02 Hz

7 1H)7.39-7.47 (m, 1H)

7.49 -7.60 (m, 2 H) 7.72 (m,
1H)7.96 (s, 1 H) 8.06 (s, 1
H) 8.60 (m, 1 H)




206 NH {[ (5-methoxypyridin-3- (m 1 H), 7.41 (s, 1 H),

yl ) am no] sul fonyl } benzam de 7.33 (dd, J=11.62, 7.83
woi007@343)2 7.16 (t, J=7.71 Hz, | H), 6.73 (s,Pdr/H2006/002639

4.73 (d, OH3 J=5.56 Hz, 2 H), 3.86 (s, 3 H, 2.47 (s,

3H)(4OOI\/HZ, ppm 3.81 (2s,, 33 6 H .54.74 m (

N (d, J=6.0 .06 Hz, N-(26- dlfluorobenzyl) 2-{[(5-
698 7 10 (m ou\ 207 CH3 o0=T- 0 0

1 l_l\

—L Ty 79T I9 T
met thxypyrl din-3- 7y16 - 7.23 (m 1 H)(403M45CI€L6ROF@)RWH
yl ) am no] fon 'benzam de 1 H) 7 52 d)d %;& H)4§’3H)
7.74(d, ehior o 7ot 350
8506 | (d, 3%2°78 e, (Smirab@ndﬁ?%ﬁ WE@ndmode “pjem
9.77 (“’S@FH) 8. 76 (Ulame]s:ﬂ@ny%nzMzde 1 3-%?475 ﬁ‘g@;gg
3=2. 53 U791 (d ¢ H -CH3 3321007k srbs
7.76 J=7. 83Hz | H, 7.69 (t, Q, *F)”(?S@SQF%WS
2-{] '% et hnxvnv(dl m-3- J=7.45 Hz, | I—h 7 59
208 NHyl)amno]sulfonyl}-l\l-(z- (m 32 W
J=2.27 H, meghyl but yl ) benzani de 1 "pp*; 5M3
H, 3.21 %d J¥12.88, 6.32, 6.0 ( 1H)—760@.Hz e, 4?)8

g
(61(5111:73 J= 13 01&.6 ?FZZ Hg-(5- chlord‘ﬁ-ﬂpo;ﬁengﬁ-Z(Ct iﬁg%?&m g‘m¢ﬁ(t?

y[?é{[(ﬁgeu:& ber&a 1—% Gl hy 751

J=13. 8°9 ¢ 33, 7.07 ﬁ i\/% 3
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CHLOROFORM d) d ppm 1.18 (dd, J=11.42, J72788zHp, 2 |H)
—1- 26t —J=7.07 Py Hz 1H)1.54-1 60(mllH) H1 62 -

173(m 4H)181- N ‘AA192(m%Mﬁ§H§§
H3 0x7 2 cycl opentyl et hyl ) -2-{[|(dpap 682 C6

£

. pf f A /NN et hoxypy# )dﬁﬂm@—H) 1
u;i 28 (m Vﬂ@ oM e&qh ARifid] cuﬁ,” 902&%(;513% i|de
4 SUnto

[

N

L(B° 40 (y.;;ﬁmo] 1. 784 (mHz) 7.4 - F7 (7..|53
(ad, , 1 39 Hz J—7‘7';p7gﬁ7 74(311,:#1)
7.94 (d, J=2.02 Hz, |1 H) 8 0a (d, 342 DBk s e )
S

(400 MHz, CHLOROFORM-

o d) d ppm) 3.22 (t, J=8.72 Hz,
HVCQ 2H)3.82 (s, 3H)4.58 m, 2
. H) 4.62 (m, 2 H) 6.37 (s, 1
08z, 0 N-(2,3-dihydro-1-benzofuran-5- H) 6.77 (d, J=8.08 Hz, 1 H)
153 NN yimethyl)-2-{[(5-methoxypyridin- 7.14 (d, J=8.34 Hz, 1 H)
: U 3-yl)amino]sulfonyl}benzamide 7.23-7.31(m,2H)7.39-

7.47 (m, 1H) 7.51 - 7.58 (m,
2H)7.73 (d, J=7.83 Hz, 1
H) 7.97 (d, J=1.52 Hz, 1 H)

8.04 - 8.09 (m, 1 H)

(400 MHz,
CHLOROFORM-d) d ppm
H CH 1.84-2.06 (m, 1 H) 2.01 -

3 3

c
i 2.38 (m, 3 H) 2.37 - 2.53 (m,
5 N-methyl-N-[2-(2- 2H)2.74-3.21 (m, 3H)
154 HN’S:<0 0 methylphenyl)ethyl]-2-{[(5- 3.29-3.55(m, 1 H) 3.60 -

methylpyridin-3- 3.88 (m, 1 H) 6.64 - 6.99 (m,
Z yl)amino]sulfonyl}benzamide 1H)7.05-7.23 (m, 4 H)
| 7.27-7.45 (m, 4 H) 7.49 -
CH, 7.66 (m, 2 H) 7.87 (d,
J=49.35 Hz, 1 H) 8.05 - 8.26
(m, 2H)




8.66 (s, 1 H (400 Mz, CHLOROFORM | Il HcH d) d ppm
8.16 (d, J=2.02 Hz, N' 1 H), 8.05 (d, J=2.53 Hz, 1
wO2®703031H3C CH3H3 H), 7.81 (s, 1 H), 7.79 (d,PCRIE2008402639
2-{[(5-met hoxypyridin-3- J=1.01 Hz,1 H), 7.70 (s, 1 N
yl')am no] sul fonyl }-N-[(1S)-122- H), 7.67 (td, J=7.77,
1. 64 tri met hyl propyl ] benzanP@e Hz, 2 H), 7.49 - 7.59
1 —6.-13 (d.—J=9.85 Hz_ Ll—h 4.10 - 417 (m

394( 3 H, 1.23 - 1.28 (h 3 3 HoEH3 1.00

S,
%% 400 NVHz, CHLOROFORM @HL Fdf'mlldﬂip

o' kT
@I—\\;'—B
o

©O -

Xlll '\!353 - 7& JHQ
| - 2 tghélll)é d;;%ﬁh“i H) &; e (27<t3;§932§z

is propy me yapun y ami 7 7 (V7

@1 a 3 \ NHD H3C CHB {[ (5- met hoXftsaialiatis:,

(nY ¥ H 7.26 (s, | H CJ 536 (0 1 H)

i nolsul fonyl }bénzani de 7. 40 - 7.49(m 1 H 7.5

|§.

= NNZ

R OITOR-

4
(m 2 H 7.76 (d, N J=8.08 Hz, 796 (d,
il .04 (d J 2 53 Hz,l %*@sd H)
Z T Nﬁ)ﬂuoroﬁ @ylbﬂngOO 28(3)&42 6,(dJ6m I2
F (@SS 7. 83 Hz 1 2T 7
78 W N CE
enryl) 2([(5 (m 1 , 7.45 )- (m, 2
t J=2027 Hz, |1 yi )am noj sul fonyé_iaf( ,Qﬁ)zag}@aa) H) ,
95 (m 2 H), o, 6.83 - 6.89 , 4.72

NOT~NNT

?s

Zh-_\lﬂ

o
[43]

6.
M3 J=6.06 Hz, |2 H), 3.87 (s, 3 9
CHL(I’O:@ ni @ d ppm 3.80 (s, 3 H) cmoaé‘FOR -
.52 (m 2.18-2.46 (m, 6 H) 4.65 (d,
42- 6% ©- 6- f | uor Qb thylbgnziifp- 7, B30 eehel 7 & H

213 4H L O=Sco o F {1 (Snd ;ﬁi@g{{m &gl n-3~25(iﬁ 12[17 o 1 HH)
7.25 -5 78352 oNH yl) ani no] sul fonyl } beh B

Hz, 1 H 748 - 7.56 (m 2 H) 770(d-735528|38m$2a)m
f N7 .94 (d, J=2.02 Hz, 1 H) 8.04 (|d, J28'G3Ng, 1

) WD 20077 034312 PCTTTB20067 002639

F (400 MHz,
nv@ CHLOROFORM-d) d ppm
A o 2.28 (s, 3 H) 4.66 (d, J=6.04

S50 Hz, 2 H) 6.61 (t, J=5.67 Hz,
HNT 70 N-(3-chloro-4-fluorobenzyl)-2- 1 H)7.16 (t, J=8.56 Hz, 1 H)
158 y {[(5-methylpyridin-3- 7.29-7.38(m,1H)7.39-
N | yl)amino]suifonyl}benzamide 7.46 (m, 2 H) 7.49 (dd,
e, J=6.80, 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, 1H)
000 (400 MHz,
>, CHLOROFORM-d) d ppm
%Hﬁ 2-{(5-methylpyridin-3- 227 (s, 3H) 8.02(s, 3 H)
aminoleutomi-NA- 81 (d, J=6.04 Hz, 2 H)
159 2L (et e nolsul L | 7.00 (2579 Hz, 1 H) 7.33
W0 yisulfonyoenzyllbenzamid | "7 51 (m, 2 H) 762 - 7.72
Z (m, 5 H) 7.87 (d, J=8.31 Hz,
N 2H)8.17 (s, 2 H) 8.42 (s, 1
CH, H)
cn (400 MHz,
7' CHLOROFORM-d) d ppm
@(Nwo/CHs 8.61 (d, J=6.04 Hz, 1 H)
0 8.25 (d, J=5.29 Hz, 1 H)
HN/SQO 0 2-{[(4-ethoxypyridin-3- 7.99 (s, 1H) 7.64-7.77 (m,
160 yl)amino]sulfonyl}-N-(2- 1H)7.51-7.63 (m, 1H)
AN methoxyethyl)-N- 7.33 - 7.50 (m, 2 H) 6.64 (d,
[ methylbenzamide J=5.54 Hz, 1 H) 3.50 - 4.00
N (m, 6 H) 3.39 - 3.47 (m, 2 H)

3.28-3.37 (m, 2 H) 3.20 (s,
1H)2.99 (s, 2 H) 115 (t,
J=6.92 Hz, 2 H)




- 108
H, 7.96 (t,
W@ 20079348183 Hzz,

, J=89

(400 MHz, CHLOROFORM d) d ppm 8.03 -

Hz, Hz, 11 H),

1 H), 7.48 - 7.59 (m

sl'o07.45 (m 1H, 7.22 (q, NH

8.09 (m |

H(~y N7.70 0 (

2 H), FCBB2065/002639

N-cycl opentyl -2-([(5- J=2.27 Hz, | H), 6.13 (d, 214 N
met hoxypyridin-3- J=6.57 Hz9741 H), 4.43 (td, | /
"})a.". nO}LLll fnn\/l_}ngn7g(mrln J=12.69, 68 Hz 1 H)’
3.81 %OZHZ 3 H, 358-0365(I(ﬁbomz|-|)210
> oo B2 196 - 2 06 (m 2%2%:’%‘35_0%“&3 m)
1.94 |(m Y3 78, ) 51 7B d 1+
2,.H) (4:%0!\9Hz CHLOROF tho é[b . 085 Tsalam 7.332 I—I)
17161, 206, 1H) 1. 27] - 180 snrtonvlg;N i ﬁ?mzfﬂ o den | 3
H) 1. 1 H 1.%8 /™EMEPNm | ms@@awmgﬂ
(m |cyclo[2 2. j]hept 2-yl-2-{[ (5 32(9) 2(12,¢bs,
1H 2 36 (bs 215|H, o=s;0 o net hoxypyc Esns H+H)
247 \||| J.I_I) 2—80—m—+— H)%gl (S 1 L“QQn(c 3
o NH |yl ] sul fonyl } benzami de H) 3. 94 fbrohuida pfia 10
(m 1H tO,CHaJ-Z 40 Hz, 1 H 7.37 825I’A(I(d1J-47734?’21’H)g1 I
7.|47- 1031 (m 1H)N-Z-§§>Q 1)-N2 tZ-- . -S.%& 737 08
(& J=PE3Hz, | H) 7§ nZey.at;Xy’namé 0 e redi ’@Z (d,
J=2.178 , 1 H) (4(D0V‘W°]S”'@P¥LWMJ' 0% g H) 96
(s, 2 ~af- 73 Py Ni-9 H (d, J=7.58 I—Iz,32 "5‘2
7.63|(m 2°H), 7.47|(td, o0,.s0 0 CH3 224<dJ—2o1Hz3H)
N-{4 \(Ch!{,‘{Ol_??#EtJ"yl S‘\Qh?AH )=2- J=54 UZAM%FQQIWZOMH'F ,
216 NH 5- met hoxypyri di n- 3- 740(d Hz H) ,
1yl)a it Loy ]Fbenzam de 7.33 (d. Cqma Mﬁjzd,pp,,l
H)’ 7.2 20 (IS, 1 . en g 81§-EZS(H) H)E;%Czd@-ﬂ-l% !
Jeb. 31wy "1 CH3 H), 1”39"; f:( ’1H7 765&31 -
3.89|( H, 2.41 s, NSnelhl)lber(zdlc@@ I\/Hz,
| 733(m 3H)427 495(m
d ppmas . 2H)3.08 (s, 1 H) 2.87 (s, 2
H) LCMS ESI: 436.20 MH+
(400 MHz,
CHLOROFORM-d) d ppm
@w% T
N CH, .13 (s, . X
J=14.86 Hz, 1 H) 7.56 - 7.65
500 \/7; (m,2H)7.235-7).45(m,2H)
HN™ 9 3 N-methyl-N-(3-methylbutyl)-2- 7.07 (d, J=4.78 Hz, 1 H)
164 CH {[(4-methylpyridin-3- 3.62 (s, 1H)3.17 - 3.24 (m,
z 3 yhaming]sulfonyl}benzamide 2H)3.16 (s, 1H)2.92 (s, 2
v H) 2.25 (d, J=3.78 Hz, 3 H)
X 1.65-1.79 (m, 1 H) 1.38 -
1.52 (m, 1 H) 1.01 (d,
J=6.04 Hz, 3 H) 0.78 (dd,
J=14.35, 6.04 Hz, 3 H)
LCMS ESI: 376.20 MH+
. (400 MMz,
F CHLOROFORM-d) d ppm
?”av©/kF 8.29 (d, J=5.04 Hz, 1 H)
N N-methyl-2-{[(4-methylpyridin-3- | 8.10 - 8.20 (m, 1 H) 7.75 (s,
165 1) yl)amino]sulfonyl}-N-{4- 1H)7.50-7.72 (m, 5 H)
HN""g {trifluoromethyl)benzyllbenzamid | 7.38 - 7.49 (m, 3 H) 7.10 (d,
N CH, e J=4.78 Hz, 1 H) 4.47 - 5.08
b {m, 2H) 3.1 (s, 1 H) 2.89
X (s, 2H)2.28 (s, 3H) LCMS
ESI: 464.20 MH+




(~y N~~0_OH3 8. 64 (s

[ 4- et hox Hz,
W@ kgoass43od sul

I H

onyl } - N-(2 1 H 7.51 -

2 H 8.25 (d, J
d, J=7.81 Hz,

7.77 (

01-/CH, nethoxyethyl)benzam de 7.37 -

=5.54 %-

217 HN sQ O

7.51 (m 1 H

7.67 (mPQI/H2006/002639

6.54 6.87 (m 2 H 3.88 (q, NJ=6.88 Hz, 2 H 3.59 -
3.76 (m 4 H 3.29 - 3.44 (98 3 H 1.09 - 1.22 (m 3
H (400 MHz, CHLOROFORMd) d ppm 8.65 (s, 2 H 8.26
(d, JE5.54 o O"CH,?4 -lHz, 1 H 7.76 (d {‘E;&(&iw%i’ s|o
N(2-eth ﬁ{[(4 218 HN "o gt ‘%j?@%“g fa03
1 H 7.3% 2 H ,0CH Hz, 1SH)692'(51H)6214
yl ) am noklul f onyl }benzf‘ﬁ(muggmﬁetr&&nz@l)im%gs‘]-725@1H-)Gz 49
(0 ) L 5.8 87 ( (b Hoe T U o
3.64 [ [(3]76 (m 4 H 3EgR{giege 57| e o 2o
1.26 (M~ 6 H WD 200f/ 034312 PCT/IBZO)@_JEM% ﬁ;”ﬁsq,ga
(400 MHz, CHLOROFORMd) d ppm 8.65 (s1.011s #H) L
860 [m H1H 825 (d J=5.79 Hz, 1 S_[“f’14’@H+
2-{[ (#- ethoxypyrlgl nf3- H 7.77 (d, J.psckggmf,ﬁg“”“z =}
219 s ) gm fof’sul fonyl }-N-(2- 7.51 6377(s ems T
7. 38 H %9 0 DY xyet hyl ) benzami de S 1 70
7.20 t+ - (m o~cH }—%e )36 rmzH
41823 B. B4ckt, (J=5.0 “H%E‘{(‘Ef : ‘S,Xﬁ?’kg 410 2m<s111371%
0.89 {[1]25 (m 3 ('Mr@@]sw}benza@dﬁ_d a8
8.42 J=4.66, 1.88 Hz, 1 ci H) 8. (18 643@51‘5?642Hz,
1H [N7.42- 7.52(m | H 7.11 - 'W 5<d3JH§27%g'(2d2
N-[ 2-(2-chl orophenyl )ethyl]-2- 7.24 (= 126 3}61_61\&'5 ,
220 HN-o—{-4—rethoxypyrtdia-3—J3=7-43; Aﬁ”z
5.85 {0, yl)am nolsu| fonyl } benzam de scHLdR
4. 66 m% @ 4103 (g, J=7.05 Hz %2141 ?4
H
3.00 [m A 2. ol - 2N-é&lo(omﬂuo%beh})ﬂ)21 az 'I?-l) )é g(mZ
2PL P8 (m 2 W1 adnras (m (7901800 e
446. 13@%5 (400 M, i, 1 3 7.10 (3 Jo4.78 b,
N 1H)6.52 (s, 1 H) 4.68 (d,
J=5.79 Hz, 2 H) 2.30 (s, 3 H)
LCMS ESI: 434.15 MH+
{400 MHz,
b PRy
N . , J=0. Z,
Q(nﬁ ot 2-{-mettylpyridin-&- 165, 1 H)7.90 6, 831
SRR | He 27070
> (methylsuIfonyl)l;enzyl]benzam|d 1=5.04 Hz,"lH) 6.8'9 A )
PN J=6.17 Hz, 1 H) 4.82 (d,
N J=6.04 Hz, 2 H) 3.03 (s, 3 H)
2.28 (s, 3H) LCMS ESI:
460.20 MH+
(400 MHz,
W CHLOROFORM-d) d ppm
G 8.27 (d, J=4.78 Hz, 1 H)
N~ 8.15 (s, 1 H) 7.76 (s, 1 H)
.0 N-(2-methoxyethyl)-N-methyl-2- 7.53-7.66(m,2H)7.32-
170 S, © {[(4-methylpyridin-3- 7.54 (m, 2 H) 7.07 (d,
CH ylyaminojsulfonyl}benzamide J=5.04 Hz, 1 H) 3.56 - 3.86
7 s (m, 3H) 3.29 - 3.54 (m, 4 H)
New 3.22 (s, 1H)3.03 (s, 2 H)
2.24 (d, J=2.01 Hz, 3H)
LCMS ESI: 364.20 MH+
(400 MHz,
CHLOROFORM-d) d ppm
8.34 (s, 1H)8.28 (d, J=4.78
/@ Hz, gSH) 8.)20 (s, g H) 7.71
e sttt
/?o 2{[(4-methviovridin-3- 7.66 (m, 43 -7.53 (m,
| e aminoRulon NG | MT28-T38(m 2k
fi‘j/ o phenoxyethyljbenzamide 7.00 (t, J=7.43 Hz, 1 H) 6.90
Nx -6.97 (m, 2H) 6.62 (s, 1 H)
4.23 (t, J=5.04 Hz, 2 H) 3.96
(@, J=5.46 Hz, 2 H) 2.30 (s,
3 H) LCMS ESI: 412,20
MH=+




CHLOROFORMd) d ppm / H F F 8.63 (s 1 H 8.48 -
8.58 (m 1 H) 8.26 (d, J=5.54 Hz, 1

wQ@2qofH33met hoxypyridin-3- H 7.72 - 7. 82 (m 1PE/1B20&02639
221 HN O yl)am no]sulfonyl}-N-{2-[2- - 7.59 (m 1 H)

7.39 - 7.47 0,CH (trifluoronethoxy)phenyl]ethyl}be (m

3 H 7.19 - 7.31 (m 3 H -M®-' nzam de 6.67 (d,

J=5 L H 607 - 625 (m 1 H 3.77 (q, J=6.80
Hz, .47 - 3.67 (m 3 H 3.09 (t, J= 6409,%,2 P
H) Joh CAOROFORM- d) d ppm  F 83@338 Egriv ﬁ)a)
8.4 ) Fl "Ql-(s,%-ui%@ob(argyl)-N‘Jn:eéyl- O 7 edim, H-’) f 7P
- 17%. ol H 7.49  O2-[@4-methylpyridin-3- 767 (m, 2H)737 749 (m
N[ wWor ophenyl| )e’f’WVP]f””"B“'}?e[‘Z(a'ﬂ'qe -
7.3 6 222 HN|s'0 o . nethoxypyrh jzm (s&
yl) ani ul f onyl }benzam de (m 2 H 7H)31(°}MSESF 4%%"1'1’1 1
—H—7 728 3 H6:-98—CH—7. 14 n 2 H—3778 (1
N J=6| 55 Hz, 2 3.54 - 3.63 (m 3 3. Qfo bz,
J=6.6[/ Hz, 2 H (400 MHz, CHL(P(]:O?MCgi'g”‘gF delf_’l')“
N~-~"CH 8 {ss, 8.28 (d, J=5.54 | 599 9(m 1H)7.83-
N-(2-pth by, -{[(4- Hz, 1 H) 7. % UHi7648% Hz,
223 HN Q et hoxypyr i|di n2{35melhownd7351 23(%0(2
737 1 7 5°o (m | H Véa'ﬁg )gg‘}”"‘ thyl-N-(2- 718(t J—227Hz1H)693
1 yl)be mlde 3 2 H)
yl ) anj nig]lsulkf onyl } benzam de CH, YRR Lo
Hz, 1 I—ﬁ 3.67 - 3.75 (m 4 H) 3.52 (m33 K 377( ma1(|53
1.06 } 1.24 (m 3 H WD 2007/034312 Peﬁz)ggq'ogg)ﬁqg 689
- 110/ (400 MHz, CHLOROFORMId) d ppni
8.48 (s, 1 H | N"-IO1l 8.26 (d. J=5.b4 Hz,
7.79 [(d, J=7.55 Hz, 1 H HNs'o o (400 MHz,
2-{[(4 oxypyridin-3- 7.53 - 7.63 mHLd_Ro RMA) dhm
224 0 kh\g]\s%hfonyl} N-(2 7.49 [Bp! ?ﬁé @
7.34 m Lo, ph@noxyetiﬂ % —725 oL
(M 3| Hw N%. 72 - 6 {dﬁthl m ( (mz"'”‘_‘z 751(’“
PN yI)am|n0]su¥fon;ll}benzam|de H) 6. 67 10(2((11|_‘:; gg? !";716
! (m, 2 H) 3.64 (t, J=5.04 Hz,
X 2H) 3.35-3.43 (m, 3 H)
2.29 (s, 3H) LCMS ESI:
350.15 MH+
(400 MHz, DMSO-d6) d
EAr756 (1o 25 e 1 1)
, [ y J=L Z, y
Q\,(HV@\ 7.92 (d, J=2.02 Hz, 1 H),
o | N43-chioro-2-fuorobenzyi2. | 7-78-7:83(m, 1H), 7.67 -
| RV e | Tk
'\ﬂ ~" yl)amino]sulfonyl}benzamide J=7.45 Hz, 2 H), 7.24 (¢,
P J=7.83 Hz, 1 H), 7.1 (t,
! J=2.27 Hz, 1 H), 4.57 (d,
“oh, J=5.56 Hz, 2 H), 3.74 (s, 3
H)
(400 MHz, DMS0-d6) d
H ppm 9.89 (s, 1 H) 8.70 (t,
o Su i
s2° 0 N-(2-hydroxyethyl)-2-{[(5- J=2.01 Hz, 1 H) 7.76 - 7.83
176 HN™ g methoxypyridin-3- (m, 1H)7.65-7.73 (m, 1 H)
yl)amino]sulfonyl}benzamide 7.53-7.62(m, 2H)7.11 (t,
"] B (e BH) B57 12628
. S, K , J=0.
N o Bt Hz, 2 H) 3.32 - 3.41 (m, 2 H)
LCMS ESI: 352.20 MH+




J=5.54 Hz,

1 H 4.09 - 4.28
Hz, 2H)3.25-3.71 (m 3 H)

wal2@pos43k2 H FF 8. 54 (s,
2-{[ (5- et hyl pyridin-3- J=5.2929,
225 s'o 0 i

(m 2H)
F (400
117H)817

yl )am no] sul fonyl }-N-{2-[ 2-

3.94 (q, J=5.4
,  CHLOROFORM d

6
)

PCT/IB2006/002639

(d,

1 H 7.49 - HN'O (trifluoriﬂ@ethoxy)phenyl]ethyl}be

1.76 Hz, 2 H)) 7.69
J=7.81 Hz,

757 {m 1 H) 737 - 7 47 (m nzamde 4 H)
7.33(m 3 H "\ 6.32 (t, J=5.92 Hz, | H 34.0(71'8-!2 ,
(g, JE6.80 Hz, 2 H) (3.10 (t, J=6.92 HZ3HL°2?0 zed (B,
3H) | (490 Mz, OROFORMd) d ppm §,1 mA)
8.16 (d, ¥k | 2 9 Sthn‘]_ (41317 z1H-IN80 D
2 e &
|17 [ 2- QeI or opbenyl )[2Q 4ﬁ§g[yl\f ol H) 776&5322“7 748
Hz, | 226 {[ (5- et lngy:ﬁqnmbenzarﬁde 7. 38- 7227m4 )70 5
H 7. 11N\-| yl ) am no] sul f onyl } benzam de éﬁg‘ ﬁ%ez%
6. 14 6.32 (m N1H 3.81 (g, J=6.55s ,J7255H
3.16 (t, J=6.67 Hz, H 2.28 (s, 3 %LCMSF
CHLOROFORM D) d ppm| N~ 8.55 (s, 1 H)
1.89 H , 2 2 H 7 7. .69 J 900
N-[ 2-{ 2- or phgnyl|) et hyl ] -2-{[ (5- (d ,CH% %
H 7.52 -T2 g‘pw pyrldi n-3- 7.55 (s '? (cAé4 S|,
1 H | yl)&mholosy fcq\}y{? enz gga DHZ1 gﬂg?b H)
71791 | N'7. 33 (m 14 S yhe) @ﬂ]smfﬁ o Hosd e, p1
(s, 1 (g, J=6.55 Hz, O?H&OQ(@-‘@BG%HZ,
2 H Py (s, 3 H [(400 Mz, CHLOchfi:ﬁfg PRt
8.75 (s, 1 H 8.17 (s, 2 ) fI~~ocH N (ZSIe¢4hznwet hyl )
2-{[(5- 777 ( (d_J=7 5555 H/ | H y y228 SQQ
rrethylpyrldln3 7.493 - 7.61 (m 2 H) 737(400,\h1lu
yl ) anj no] sul fonyl } bgnzam de 7.47 (m Zgagl%gﬁ@;?g(§®g
H 3 66{-33..80 (m |4 H 3.59 (q, Hz1H)818(s1H)769
N CH, (d, J=8.06 Hz, 1 H) 7.58 -
0 W N-(3-methylbutyl)-2-{[(4- 7.64 (m, 1 H) 7.52 - 7.57 (m,
179 a0 CH, methylpyridin-3- 1H)7.41-7.50 (m, 1 H)
0 yl)amino]sulfonyi}benzamide 7.09 (d, J=5.04 Hz, 1 H)
2t 6.08 (s, 1 H) 3.51 - 3.59 (m,
v 2H)2.30 (s, 3 H) 1.68 - 1.81
X (m, 1 H) 1.50 - 1.68 (m, 2 H)
0.99 (d, J=6.55 Hz, 6 H)
LCMS ESI: 362.20 MH+
(400 MHz, DMSO-d6) d
ppm 9.84 (s, 1 H), 9.16 (t,
@(HDQ\ J=4.42 Hz, 1 H), 7.98 (d,
N oH J=2.78 Hz, 1 H), 7.90 (d,
o spme 1
SN N-(2,6-difluoro-3-methylbenzyl)- e 4o [ Otk 00 UG
| A SCmoponmting | 48,126 1,76
'\Q yl)aming]sulfonyllbenzamide 7. 4:,” ( dd,- J=,7.58, 1.0’1 Hz, ’1
H), 7.24 - 7.32 (m, 1 H),
o 742 (t, J=2.27 Hz, 1 H),
CH, 7.01 (t, J=8.84 Hz, 1 H),
454 (d, J=5.05 Hz, 2 H),
3.76 (s, 3H), 2.22 (s, 3 H)
(400 MHz, DMSO-d6) d
ppm 9.85 (s, 1 H), 9.32 (t,
QYHVQF J=4.80 Hz, 1 H), 7.98 (d,
st Zuiiine
N-(2,3-difluorobenzyl)-2-{[(5- Se e s L [,
181 @NH ( melthiiryopy??dziryx-)a- {[_(5 AL
& yl)amino]sulfonyl}benzamide H’), 7.3:1 _'7.39 (r.n, o H'),
Oy 747-7.24(m, 1H), 7.11 (t,
: J=2.40 Hz, 1 H), 4.58 (d,
J=5.81 Hz, 2 H), 3.72- 3.76
{m, 3H)




J=7.05 Hz, 2 H 2.26 (s, 3 H "1 CH1.13 - 1.35 (m 3

H (400 MHz, CHLOROFORMd) . d ppmN 8.52 (s, 1 H)
wW@20508327 (m S . 0\~0 2 {[(5 nmethylpyri di PeBIB20G)02639

7.72 (d, J=7.55 Hz, | 229 HN "o

yl)am no] sul fonyl}-N-(2- H 7.51 - 7.65 (m 2 H 7.40

phenoxyet hyl ) benzam de - 7-W7-(m 2 H) 7.28 - 7.35
2 Hy 689 703 (m 3 H " 'CH 663 (s, 1 H)

m
\GLLL} =

4.24|(t, J=5.04 Hz| 2 H 3.95 (q, J=p DMSO-d6) d
2H) 2. (12-@?‘?1 9\WD 2007/ 034312 PCT) F‘ﬁ@%mt}%ﬁ -

111 |(40 LOROFORM d) d ppm [8..92%3 an1H)J7:914(d78
Hz, 1 H) o&H° 84 (3, nirdbhiordondnedsfdo- _H)&;F_g(d 41%'@33@1%) Hz,
[ 183H) 7.»\ - 7.66 -0 § N{(5-Rethefypydiin36 - (77.2%d, (4145, 22 230
& "~ |0 Wbutyl -N-net h am§°]s{“[°'(yﬁbe"z7"‘i§7 (pf;g7 g&p(ﬂ; I
H ( n@tpylpyrldln-S 3.53 - 3.67 (m Jda 8(qd
yl ) ari no] sul f onyl } benzami de 3.24 (m 1*%?’44{ 41
H' H2.93 z, (s, 2 1)1.37 2 1.86 d(m| 3 Ty

1.30[(m 1 H I1.0Z2(t, J=7.30 Hz, 3 FIT(45ﬁ(N|MPD}m:§jd)d
362. 40 M—|+ (400 CHLOROFORMd) d 1

H)808(% i NHz, 1 H 7.97 <sz Hal,
0 1 7171 (m 1H HNSO[7 é%ﬂzﬁgég%m 1
H) °’?EP N—(5 met hexyepysd fddrdaenaa yJ) %{% B 211(8261
pﬁ3enyl Peridin-1- 7 ly]%;{[(igngtjl‘f 7"éb(m 2

0

on b
y)cclrb nyl ] benzenesu Y=g "]—13 4 n748(05J€)3434 1
H N oJes3 3.76 - 3.85 (m 3 H 3.57 I'Ess'ig;z@ aco
3.12|- 3.34 (m 1 H 2.89-3.08 (m 1 K40 454
(m 3 H 1.51- 2.19 (m 4 H LOV Eﬂ”ﬁ%‘zig*@ﬂ\?lw
(
8

D
00 TiVHZ; CHEOROFORMd)—d ppnl N5 A
06 a0 3=5. 77 10 ok vy o7 (d, |9 oo ok
\/@\ J581Hz1H)799(d,
. J=2.53 Hz, 1 H), 7.93 (d,

. J=2.02 Hz, 1 H), 7.82 (d
0=8s, O N-(3,5-difluorobenzyl)-2-{[(5- - !
184 EHO methoxypyridin-3- J=7.83Hz, 1 H), 7.72 (td,

N N . J=7.45, 1.01 Hz, 1 H), 7.63
Q yhamino]sulfonyl}benzamide (dd, J=7.71, 6.19 Hz, 2 H),

7.59 (d, J=1.52 Hz, 1 H),
0, 7.09-7.19 (m, 3 H), 4.55 (d,
J=5.81 Hz, 2 H),

3.74 (s, 3H)

(400 MHz, DMSO-d6) d
ppm 10.03 (s, 1 H), 9.34 (t

J=5.81 Hz, 1 H), 8.04 (s, 1
Y o H), 7.97 (s, 1 H), 7.86 (d,

0=, © cl N-(2,3-dichlorobenzyl)-2-{[(5- J—Z’SS Hz, 1H),7.74

. (td,J=7.45, 1.26 Hz, 1 H),

185 ~ methoxypyridin-3- 7.62-7.68 (m, 2 H), 7.54 -
“Q yl)amino]sulfonyl}benzamide 7.61 (m, 2 H), 7.39 (t,

J=7.83 Hz, 1 H), 7.21 (d,
\oh, J=2.02 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, 1H), 8.13 (d, J=1.77
H Hz, 1 H), 8.04 (d, J=2.53 Hz,
Q\[(”v@ 1 H), 7.80 (d, J=7.58 Hz, 1
6255, O o H), 7.79 (s, 1 H), 7.64 (d,
0 N-(2-methosybenzyl)-2-{[(5- J=1.26 Hz, 1 H), 7.58 - 7.63
186 N methoxypyridin-3- ((’282 J"_’; 2'2551 (?211H2)'17HE;1
= yl)aminolsulfonyl}benzamide 7.40 (dd, J=7.45, 1.64 Hz, 1
0, H), 7.34 (id, J=7.83, 1.77
CH, Hz, 1 H), 6.97 - 7.02 (m, 1
H), 6.95 (d, J=8.08 Hz, 1 H),
6.80 (t, J=5.68 Hz, 1 H),
4.71(d, J=5.81 Hz, 2 H),
3.87 - 3.92 (m, 6 H)




"HN 1 H 7.70 (d, J=7.81 Hz, 1 SOOH 7.54 - 7.60
(m 1 H 7.50 [/ 2-{[(5-nmethoxypyridin-3- - 7.54 (m 1
woR007/03812 7.46 232 | yl)am no] sul fonyl } - N-[ (PCBEER)062002639
(m 1 H 7.32 (t, J=7.43 Hz, N O, CH3

phenyl cycl opropyl ] benzamde 2 H 7.18 - 7.28 (m 4 H)
6.40 (s, 1 H 3.81 (s, 3 H1023.08 - 3.16 (m 1 H 2.26

236 (m 1 H 1.35 - 1.45 (m 2 H | CMS ESI: 424.20
M+ gs O (400 MHz, |CHLOROFORM-d) d pp@ao M, BiGkbrolmd®
(s, I H 8.05 (d, J=#2.52 2-{[(5-nnet hoxgﬂgpmdwmzafmh-lz

1 H [7.84 - (7N9 (m| 3 H .50 T
I¥|:\I) Sm( Rglﬁ Isuln%/lo%;/rg {32%7 7; (d@de77H%g| Q&% 9&32
Gl y
r Ry R Jed el

3.81 (s, 3"‘ 3'(s, 3 H LOMS ESI| %mﬁdﬁﬁ#"

2007/|034312 Pd‘T/lecoe/ 002639 - 112 _74@@+z|vm7es<d
CHLOROFORM d) d ppm| 8.73 (s, 1 H) 8. o’5,3§@,“§1>12”$2)“>
He, 4 H 7.95 (d, J32.01 Hz, 1 H 7.72 (derd=r 81 hz,

1 H—7 50759 (m1H)—7F3F0°
[ 3-{( 2- met hoxyphenyl ) propyl ] -2- - 7.|47“¢0MHz PMEQ-deld, 1/5
- 7.24 234qhN's 0 Q 0, cH3 {[ (5- met hoxs;’ﬁgﬁf&r’(d “ﬂ&n]\
3 H) |6. 8~ 9 (m| 1 H yI)amno]squol blernzsamd
6.87 |(gh A= Hz, |1 H nBnybt . IF5 Jaii 2
3650 of és, 3 H)adaaanmﬁnemzu@ H)| 3504 Gy rde6 B
’ CH

5
A N N
H) LdvB Esél 45620 ?T%‘gﬁﬂgnzm.delcfﬁm@%ﬁ ’

N ' ol — Y

(_.

ppm |8.63 (s, 1H)EOB(d J=2.52 N|Hg 7]‘33597 (ld,
J=1.716 Hz, 1 H 7.69 (d, J=7.81 H, ;J,’ ,412:;‘35
HN, 10 oOy2I)a(mro]shquonyI) N-(S- '2?%{45)(m 4
gl) 2:-/)’. (lsr?pnenyl propyl)oenzam ode 728 kngé’fOOthAH'z_,l)DMSO-dLé)yd =

OH ppm 0.76 (t, J=6.95 Hz, 3 H)
1.16 - 1.25 (m, 3 H) 1.28 (d,
" CH, J=6.32 Hz, 1 H) 1.45 - 1.55

(m, 1 H)3.24-3.32 (m, 1
H) 3.34 - 3.45 (m, 1 H) 3.63

N-[1-(hydroxymethyl)pentyl]-2- ~
189 ﬁ . {[(5-methoxypyridin-3- N ?)72'?; gdhfglésf(?zi
//S\\/ ‘ e \CHa yl)amino]sulfonyl}benzamide H) 7.44 (t, J'=7.20 Hz, 2 I,-I)
00 P 7.56 (d, J=7.33 Hz, 1 H)
N 7.65 (d,
J=7.33 Hz, 1 H)7.77 (s, 1 H)
7.86 (s, 1 H)8.36 (s, 1 H)
8.72 (s, 1H)
HO (400 MHz, CHLOROFORM-
d) d ppm 0.92 - 1.04 (m, 2
. H) 1.22-1.31 (m, 3H) 1.42
HN -1.53 (m, 3H) 1.66-1.78
(m, 5 H) 1.89 (d, J=12.38
0 N-[(1S)-2-cyclohexyl-1- Hz, 1 H) 3.69 (dd, J=11.37,
190 i (hydroxymethyl)ethyl]-2-{[(5- 6.06 Hz, 1 H)3.83 (s, 3 H)
S/

J=8.59 Hz, 1 H) 7.45 - 7.53
(m, 1 H) 7.55 - 7.85 (m, 2 H)
7.81(d, J=7.83 Hz, 1 H)
8.01 (dd, J=12.00, 2.15 Hz,
2H)

N O\CH methoxypyridin-3- 4.00 (dd, J=11.37, 3.54 Hz,
o//\\o | 3 ylyamino]sulfonyl}benzamide 1H)4.38 (s, 1 H) 6.37 (d,

2

N




1H
2.78

wESslo7/0336 20 M+ (400 MHz, CHLOROFORM d) d ppoT/iB2006/462639
J=1.76 CH, Hz,
H 7.73 236 HN,p O 0 N-(3-nethoxypropyl)-2-{[(5-

8.81

3.80 (s,
(t,

3 H
J=7.43 He,

(s, 1 H

3.55 (q,

8.05 (d,

N O cH,

1.96 - 2.10

2 H

J=6.63 Hz, 2 H)
(m 2 H LCMVS
|

1 H 7.95 (s,

(d,

J=8.06 Hz, 1 H 7.49 nmetho¥gpyridin-3- 7.61 (m 2 H)
7.34 - 7 47 (m yllamnolsulfonyl}bhenzamde H) 7 22
(t, i 1 1 6.90 (s, (kl)OMEz8IJLO(2§EORﬁ H)
N~ J¥5.96 Hz, 2 3. 85%](%1*54021-2,
2 H [1.90 - 2.01 (m 2 hﬁ@;@é“’
31% : N-[2- ggium@ﬁeﬁpmm ( zg F&? 84725g)s,
1 N f%e'" E‘Za Q 7.18-
J=2. g e R W S 17264 7810 d7(m
J=7.81 Hz, 1 HN S11|=0 0 H) 7.59 (d, ﬁ%ﬂ%‘
237 d met hoxypyridin-3 7.41 - 7.49 (mh whaths,
yam-nolsul-fonyl-benzam-de J=2-39-Hz, 1 H)} 6. 67 fc
H N O0CH3 3. SOm(S 3 H 3.68 - 3.76 (momzwLoaoﬁﬁM(q,
J=7.05 HZN 1.23 (t J 7.05 Hz, 3“@2581562/5
380. 20 A 0( I\/Hz, gﬁg T .2887 (19) 1
Hbz 8. 0 d 77 Hz et ypyidin @ (WH)74 H)
7,74 |(d a_ }qz, 1 yﬁémm@sulfo@l}b{efzér@derretfggx%@%nn fdy‘?‘ﬁé(‘?
H 7.149 °%.% (m 2 H) 7.36 238 s=q OITsshz M7
yl ) ani no] sul fonyl }-N-(2- - 7.49 (m 1 Jl:ﬁ‘wﬁ 3,1)8’@{(5(“., N
0 _phenoxyet th )benzam de J=8 06 Hz,
J=2.27 H) 6.91 - 7.04 N CH (m (460,@5(3 1
H 4.2 CH]_':) 04 Hz, 2 H 3.95 §L0R9E€BM4iﬁisz
H 3.8 (( i3 LCVB ESI: 428.20 I\/I— 3 'f.‘ig?ﬂﬁ A;élz
PCT/ I|B 002639 1 INB(1-ety B M= |
B?n [nethoxypyridin—S- i 765 (m, 3 H), 747 753
p yl)amino]sulfonyl}benzamide (m, 1 H), 6.08 (d, J=8.84 Hz,
1'H), 4.00 - 4.09 (m, 1 H),
\ 3.91 (s, 3H), 1.68 - 1.79 (m,
CH, 2H), 1.53-1.64 (m, 2 H),
1.03 - 1.08 (m, 6 H)
(400 MHz, CHLOROFORM-
d) d ppm 1.17 (d, J=11.62
Hz, 1 H), 1.35 (d, J=10.61
Hz, 1 H), 1.56 - 1.70 (m, 2
@/\O/CHa H), 1.80 (s, 1 H), 2.01 (s, 1
H), 2.05 - 2.14 (m, 1 H),
: {{(3R 3aR 5R GaR 7R)-7- 2.61-2.67 (m, 1H),3.02-
N— (mit{lgf)xyn?:tiﬁ)?xefahydrl—fiﬁ- (?;1112({:1)' 13 ?:)3’ -35138- (?nZ?;
194 9 methanocyclopenta[b]pyrrol- H)’ 3.30’ (s' 1 H)'335 ('d
H 1{2H)-ylicarbonyl}-N-(5- J=7.58 Hz, 1 H), 3.42 (s, 1
S,N N O\CH methoxypyrldln-3—- H). 3.71 N 3.76’(m, 2 HS,
O//\\O U 3 yl)benzenesulfonamide 4.30 (s, 1 H), 7.15 - 7.18 {m,
N 1H), 7.27 - 7.33 (m, 1 H),
7.33-7.38 (m, 1 H), 7.44 -
7.53 (m, 1 H), 7.59 (d,
J=8.08 Hz, 1 H), 7.88 - 7.96
(m, 1 H), 7.99 (d, J=2.27 Hz,
1H), 8.29 (s, 1 H)




H,CH8.82 (s, 1 H 8.05(d, J=2.52 ~~0 3 Hz, |

7.96 (d, J=2.01 Hz, O O N (2-nethoxyethyl)-2-{[(5- 1
wop007/08015 d, J=7.81 Hz, 1 239 nethoxypyri di n-BET/H2006/002639
7.55 - 761 (m 2 H 7.390- 7.499 (m 1 H 7.20 (t,
yl ) am no] sul fonyl } benzam de J=2.27 Hz, 1 H) 6.63 (s,
N~ ,CH 3.80 (s, 3 H 381020 - 3.77 (m 0 s

1

<

2L\ 2

63-3—70(m2H) 343 (s—3 H LCNS ESI: 366,20
400 MHz, CHLOROFORMd) d ppm 8| 4& el dnokorbrG6)
Hz, 1 8.36|(d, J=1.76 Hz, 1 |Hj)dppm081(,J=745Hz,

7.42-[7. 52(m1k7, 1117.24 (m 2 H) 6. 75HM © 780 e 1),
N-[ 2-(( Yethyl]-2 240 HNII1=Q§(t0707Hz1H

ZJchVorophenyI

{[(5- mpyn din{3- J=7.43, 5.92 Hz ,192;(,“?9 5”};566'
yl ) ani kaerftﬁw‘r%ﬁé lsoxyplnle) 4(r44H)73 r}é

: 4.03 (b Uzr. m—ﬁﬁg ,d57 3. QY Xy 2 4
02CH3 2. 49 (m¥2 H) 1 80 - 1. 2w7lmm lzr()rr
2 H | 1.31 -1.44 (m| 3 H LCI\/B ESI ng?gi ggg@o

. |H H3 CHLOROFORM+d) d ppm N - Pt
8.05|(d, J=2.52 ,ol|Hz, 1 H 797(d %Hmoqqzmsty
N- (2-fi sopropoxyet hyl)-2-{[(5- 1 H) 7 gd® (@81 G B

1')/| npt I—I\7EA_

Llll\.ln
M (
1.38

446
0

E

RQ(m ')AHX7

V\ln\1r| rh o ’2
AP A

am no] sul f onyl }benzam de - 7.'

N. o,CH (m[ | H 6.66 (s, | H)d @ﬁa
(m 5 H| 1.19 (d, J=6.29 1)
M+ (400 MHz, CHLOROFORM: JH”%%%W%”
.40 Hz, 3.5 H), 1.29 (|dzel=z i
1/6 H), 2.82 - 2.86 J(munmsmﬁrwd
I\U‘CH, pr opyI 2- {OL gokl'yo §25 2. 89 t(dd1j-‘12%1 4];%31&@1,H)
; 242 met hoxy py ictlborn: xsxr@jpmlﬁ, L7849 01361
3.25 | ICH ( 3 7 H|, 3vBmpsyioniz H)|, SIS
yl)anin Sﬁd yF*}-N— met hyl -5-(2 3.79 J—g%é@é:) gfgz(c73016
= 4
H, 4.02 (m, 1 H), 7.30 - 7.37 (m, 1
H), 7.38 - 7.52 {m, 1 H),
7.54-7.61(m, 1 H),7.61 -
7.66 (m, 1 H),7.68-7.74

(m, 1H), 7.97 - 8.03 (m, 1
H), 8.08 - 8.15 (m, 1 H)

H51 O i nol 5@oo(|vrmyz cEIJ_ FO‘RMl

1
yl)
3
- 3.74
394. 20,
J=6. 69,
77

(400 MHz, CHLOROFORM-

D) d ppm 8.57 (bs, 1 H) 8.02
(d, J=2.53 Hz, 1 H) 7.91 (d,
J=2.27 Hz, 1 H) 7.67 (dd,
J=7.83, 1.01 Hz, 1 H)7.54

N-[2-(2,5-difluorophenyl)ethyl]-2- |  (td, J=7.58, 1.26 Hz, 1 H)

197

{[(5-methoxypyridin-3-
yl)amino]sulfonyllbenzamide

7.43 (m, 1 H)7.40 (m, 1 H)
7.15-7.22 (m, 1 H) 7.06 (m,
1H) 6.98-7.03 (m, 1 H)
6.87 - 6.96 (m, 1 H) 6.48 (m,
1H) 3.80 (s, 3 H) 3.76 (q,
J=6.74 Hz, 2 H) 3.03 (t,
J=6.69 Hz, 2 H)

198

N-(2-fluorobenzyl)-2-{[(5-
methoxypyridin-3-
yhamino]sulfonyl}-N-
methylbenzamide

(400 MHz, CHLOROFORM-
d)d ppm 2.91 (s, 2.1 H),
3.13 (s, 1 H), 3.84 (s, 3 H),
4.40-4.50 (m, 0.4 H), 4.56 -
4,65 (m, 0.3 H),4.72-4.82
(m, 0.7 H), 5.03 - 5.16 (m,
0.6 H), 7.04-7.18 (m, 1.2
H), 7.20-7.27 (m, 1.3 H),
7.31-7.48(m, 3.5H),7.52-
7.65 (m, 1.9 H), 7.67 -7.73
(m, 1H), 7.97 -8.06 (m, 1.3
H), 8.10 (d, J=2.27 Hz, 1.6
H)




Ty

o | | piperazin-1-ylethoxy)benzamde r 4.22 (m 2
H, 454 - 503 (m 0.4H, 6.71 - 6.78 (m 1 H),
WG2@1/084312 J=2. 53 Hz, 1 H), 7.20-7.25 (m 1.2 POT/IB20660002639
7.60 (m 1 H, 7.88 - 7.99 (m 1.7 H, 8.07 (s, 1.1
H (400 MHz, CHLOROFORM d) d ppm 1.24 (dd, J=6.57,
328Hz 4H) 1.27 - 1.34 " 2.4 H, 1.95 - 2.14 (m
3—H—2-15 232 (m 1.6 H)- J—|2__7R£\Q’ 1.3 H).
3.02 (s, @;\/@@propyl 2- {[(5 H, B. &&@&Mg&ds{m
1.9 H, 2 N cH, nethoxypyridin-3 % 11293 (s, 1
1=11.[24 0 nih-pamonhsal f onSiT nEE L5
31980 |- (m 3 5 [H), hgro@shyi-piilley o~ 499(S1H)7o4(s1H)
(pi per terg,gaa,miﬁﬁ)%p%rﬂm&m 71522.%73 o F st
4.98 oscb”\ || , 73 - s (( g;ig-sf)i‘
H, .82 (t, 215Hz,1|—|) 723-._% '
758 (dd, 1=8.72. 3.41 Hz, 1 H), 7.9% 8”5' il
H) , 8.07 (d, J=2.02 |Hz, 1 H WO 2007/ 034&44:-. CHLOROFORM
PCT/IBZOO6/ 002639 - 114 (400 MHz, C g?ogd
ppm1 31J 9, 291Hz 4 H, <m“;n,7g m
! H)’ it 415( e ’u@q«?z cé—l 52?6813?4)%,
N-iscprw R N-(2 met hQP[a)hgi; Xy benzam.cld) 3'395 % aész@i?o o,
1 H, 222 I o 2-{[|(5- et hoxypyr|d| nf- 3%%}@?21%% 72
(m 1 H)q 3.76 - (m3, 447 4.63 N,JI: 7.33, 3.69, 3.69
yi ) arfi no]%ul f onyl } benzamide m1 H, 7. :tl:| E1IB) 12121%1 332(75i 1
osoiCH,(mlH),3-7.20(m1I— 7980! 1 mp2 g
(m 1 H, NT7.40-7/45 (m 1 H),7.52 &%g% ]
7.64|(d, J=7.83 Hz,| 1 H), 7.87 - 7. 95(3)d SO .100
(s, I| H, 8.07 (d, J=2.53 Hz, 1 H) (46)06M51IZH)173 181
CHL ORROFORWH d ppm 0.81 (t, J=7.33 |HI% 1 €L eR 028 o5
(t, J=7.45 kgt A H), 1nSasanido%d (M| L0k 8;81@619@;1 s
120H),| 3. 10 {3028 {m Otndopiy Boret hoxsg)ﬁﬁ4 iR O
H, 3. SSQOT\J%N%Z 1 Yjgyrinclsulfonylibenzamide | % '7 g6 (4, J51.62 Hz 1
» H) 7.57 (dd, J=7.07, 1.26
N Hz, 1H) 7.71 (d, J=7.83 Hz,
1H)7.95 (d, J=2.02 Hz, 1
H) 8.05 (d, J=2.53 Hz, 1 H)
8.61 (s, 1 H)
(400 MHz, CHLOROFORM-
d)d ppm 9.71 (s, 1 H), 8.11
-8.20 (m, 1 H), 8.04 (d,
J=2.27 Hz, 1 H), 7.81 (dd,
H J=5.81,2.78 Hz, 1 H),
@WN CH, 7.79(s, 1 H), 7.71 (d, J=2.27
A U N Hz, 1 H), 7.56 - 7.68 (m, 2
07V%g 2-{[(5-methoxypyridin-3- H), 7.49-7.54 (m, 1 H),
202 N NH ylyaminojsulfonyl}-N-(3- 6.23 (t, J=6.69 Hz, 1 H),
Q methylcyclohexyl)benzamide 3.91-4.02 (m, 3 H), 2.16 (d,
z J=2.02 Hz, 1 H), 2.14 (d,
J=4.04 Hz, 1 H), 1.79- 1.90
o, (m, 1H), .71 (s, 1 H), 1.60
3 (s, 1 H), 1.58 (d, J=2.02 Hz,
1 H),1.40 - 1.52 (m, 1 H),
0.94-1.01 (m, 3 H), 0.83 -
0.94 (m, 1 H)
(400 MHz, CHLOROFORM-
o Z d) d ppm 3.80 (s, 3 H) 4.83
HJ@( (d, J=6.06 Hz, 2 H) 7.00 -
N-(2-chloro-4-cyanobenzyl)-2- 7.08(m, 1H)7.18 (m, 1 H)
203 05§30 0 {[(5-methoxypyridin-3- 7.39-7.46 (m,1 H) 7.55 -
H,c’o\(j/NH yl)amino]sulfonyl}benzamide 7.64 (m, 3H)7.67 -7.73 {m,
7 2H)7.77 (m, 1H) 7.86 (d,
J=2.02 Hz, 1 H) 8.01 (d,
J=2.53 Hz, 1 H)




245 OLN O yl)am no]sul fonyl }-N-nmethyl-N- 3.79 (s, 2
H, 7.11 - 7.21 (m S (1~1 C H3 propyl benzam de 1 H),
wWQ@2®2/034371243 (m 2 H), 11, 7.52 - 7.60 (m 1 HCT/IB26@/002639

OON7.72 (m I H, 7.95 (dd, J=5.05, 2.02 Hz, 1 H),
7.99 (s, 1 H, 807 (d, J=2.53 Hz, 1 H) (400 MHz,
CHLOROFORM d) d ppm 0. 77 {t0p-J=7.33 Hz, 1 H), 1.03
(t, J=7.45 Hz, 1 H), 1.49 - 1.57 (m 1|—n 1.64 -
1.92(m | H, 3.03|- 3.19 (m 1 H), @MHZQMS?LdG)d
HCdq,_,~ N,CH (@ 1H, 332 s, I(d%%“,oeﬁﬁc 800
[

N-(2-meth yethyl)-z-{ (5- 3.49 (m 2 25337,58)7-913 68
246 @ pyrl %r-s (m 1 H, 3.72 ']‘):7%%@? 7 4(d1
N 0, yI) ?@%o Sul T'e 3{[(%9 (Sikran H)’MS(% i
4. 02 8" I°® ¥ 6pyl|b % %? I—I),-iﬂj;'bZ
140 QI 0 PN L Bt B nyinatart® (M2 10 vl b 416
(dd, |J= ./58, 1.26 HZ, 7.52 - .5(9'71 Sd )168
7.62 (5.1 H), 7.66-774(m 1H, 7 ZEJ() @2 o2
, 1 H), 8.06 (dd,| J=5.43, 2.65 Hz, 1

.27 |Hz, 3.4 H), 1.28 (d, J=6.82 Hz,
60 |(m 4.1 H, 2.16 (s, 1.4 HA 280(t,J5
i 5(_40 ZCBLC@QF(}R@%

2.1 , N-|sopropyl-2-{i(

H, 3. - lﬁlﬁ,@j q ' H met hoxypyri di &d H)fg’s(ﬂgtﬁ
Hoon, 308L Fs.l,3 [247 reecbivnzs), 3l 82148801
l_

i@lHCH yl )agl rwgmga oﬂy%m%m@‘ ”IEIB%/(EJ m-(ﬁ-!r)nﬂlg B
I

Hyz D=1 88@.152

H ({400 Mz, CHLORGFORM d) d ppm 1.[28,!(aH.5 gg%g; *2
2 .

2

Hz

- -

1H, 4. 758(m2H)770(m1H)
4-yl| et hoxy)benzam de 4.99 ( 9“(5’“% 04()"6“‘?2 -
6.79 | (m 1 H), 6.87 (t, J=2.27 Hz, 791 (1,

J=2 27 Fz, 1A, /.b4 (dd,J=8. 59, 5. /9 Fz, T H);

7.75 - 7.91 On, , 7.93 - 7.98 (m H,zCHB)ROlibRM
8.11 [(m @lHy gc7/ 034312 PCT/IBZO @§ ;Zg‘io
VHz | o-'o‘=o- 76 ey SIS

3205 H), e s (d, J_ Q%?ﬁ&hw n;ﬁ'_b 1H), 7.41 (5, 1 H),

7 dd, J=11.62, 7.83 Hz,
P yl)am|no]sulfonyl}benzam|de 2H), 7.16 (t, J=7.71 Hz, 1

H), 6.73 (s, 1 H), 4.73 (d,
“oH J=5.56 Hz, 2 H), 3.86 (s, 3
’ H), 2.47 (s, 3 H)

(@) P =

Q

[eN

(400 MHz, CHLOROFORM-
d)d ppm 3.81 (s, 3H) 4.74
H (d, J=6.06 Hz, 2 H) 6.5 (m,
N-(2,6-difluorobenzyl)-2-{(5- 1H) 6.98 - 7.10 (m, 2 H)
207 CH,  0=$0 0 F methoxypyridin-3- 7.16 -7.23 (m, 1 H) 7.45 (m,
0 NH yl)amino]sulfonyl}benzamide 1H)7.52-7.61(m, 3H)
| 7.74 (d, J=7.83 Hz, 1 H)
NG 7.94 (d, J=2.27 Hz, 1 H)
8.06 (d, J=2.78 Hz, 1 H)

{400 MHz, DMSO-d6) d
ppm 9.77 (s, 1 H), 8.76 (t,
J=5.56 Hz, 1 H), 8.00 (d,

J=2.53 Hz, 1H), 7.91 (d,
H cH J=2.02 Hz, 1 H), 7.76 (d,
Q\YfN\/(\ ’ J=7.83Hz, 1 H), 7.69 (t,

CH. = -
078, © 3 2-{[(5-methoxypyridin-3- J=7.45 Hz, 1 H), 7._51 7.59
0 ; (m, 2 H), 7.12 (t, J=2.27 Hz,
208 N NH yl)ammo]sulfonyl}-N-_(Z— 1H), 3.76 (s, 3 H), 3.21
NI methylbutyl)benzamide (ddd, J=12.88, 6.32, 6.06
Z Hz, 1H), 3.08 (dt, J=13.14,
5 6.57 Hz, 1 H), 1.68 (dt,

‘oH, J=19.39, 6.73 Hz, 1 H), 1.41
-1.52 (m, 1 H), 1.16 (ddd,
J=13.89, 7.33, 7.07 Hz, 1
H), 0.89 - 0.93 (m,6 H)




2.01 (m 3.3 H), 2.27 (d, J=1.52 Hz, 6.2 H), 2.44 e,
"2.51 (m 2.2 H, 2.76 (s, 1.3 ~
w®2¢403/084312ret hyl ami no) propoxy] -N ", c'"" 248 | PCT/IB2006/002639
i sopropyl -2-{[ (5- et hoxypyri di n- H), 3.01 (s, 1.6 H),
3.81 (s, 'c" 3-yl)amno]sulfonyl}-N 2.8 H), 3.82 -
3.9 (m 0.6 nethylbenzanrd& H), 3.96 - 4.08 (m 1.9
Hy, 4890 - 4097 (m 0 4H 673 - 678(mJQI—h
6.80 (t, J=2.27 Hz,| | H), 7.21 (t, e, C ROO
7.53 (dd, J=8.59, 4.55 Hz, 1 H), 7.9 ,2H3 . oHt,
1 H,|8.06 d, J=2.53,1.26 Hz, 1 H) 40*6)1§A-|260(Qﬂ1®b-[3
CHLORDFOR % 8.69 (s, 1 H 8. 62"%s\ 7 fuelie 0.
cB8.2p sd,c,:t . 79 Piz), N kfplopeRdbBy G- 110:7(%;3%@1113_”»738%
NELer tapul T)-Z-.{t(ﬂammq:y'ngan.de_ PG st T
Hz, ||HY-3-yl)am no]su fony enzam Jle1~752 B4 Hz, 1H)
(m 3|H 6.63 (d, / [O111-~CH3 J=5. 54 ngF(”@;“’ 28%* $,
| 3.85 (g, J=7.05 Hz, 2 H) N 1.52| (559
(t, JE6.92 Hz, 3 H)| (400 MHz, F CHLOROEGRM 8Pt41plpm
864 {s 1 Hy 839 .18182 (m MMR?18§61H1R¢1
Hz, 1|o F 2-{[(4-¢ hoxypyrl di n-3- H) 7(43(4MI-(de;H(L®]R‘B?QFG/5
HZ, 1 H) OH'HNCISO 0 d)d ppm 8.16 (d, J=2.02 Hz
yl) anf no] SOl Y oiyig N—[4 fI uor o- 3- 7.61 Wik e hre H
72130 (t¥Lp P tor ohet h H;((Da gerarplitsianz an d- vogga;;qifyoczw
7.38 M(moe 1 [H et ybenzaﬁ‘ﬁg 9 2H s 1
6.70 (s, H 6.63 (|d, J= 5 ) 6413;K;1J— @Hzm)
J=6.04 Hy, 2 H 3.84 (q, J=6. 88 Hz Fﬁg)q 9'9(2;;," é
m 3H | (408 MHz, F CHLOROFORM d) d ppm %oi.bdx 1.86(n, 98;) -
— 874 m—t+H—8—15—1N—8-—33—m—3+H1795{s—1+H—p
N- (3, 4-di fluorobenzyl )-2-{[(4- 7.67 - '(40f7r842( ORDFCHW
7.52 1 251 BN's0f"0 et hoxypyri di n- 3- 7 635EMm b, b7 . 28
- 7.47 (m fﬁmyl)& no sul flon o Ix|e1(83 386—392§(m-
7533 [ 8 Zi9heresny] BEAGIEGTRED g g&z LB
NI 1 4."'2@/”21. 94 (m [2 yhridisds ﬁéﬁmag M2 AR Y
I H) N 761(m2H)776(d
J=8.08 Hz, 1 H) 7.96 (d,
J=2,02 Hz, 1 H) 8.04 (d,
J=2.53 Hz,1 H) 8.76 (s, 1 H)
F {400 MHz, CHLOROFORM-
%nﬂ d) d ppm 8.00 (s, 2 H), 7.74
F a1
0=%x. O X A _O_[T{5. . m, , 1.1~ 1.
2z | s ot |1 2 e,
Q yl)aminao]sulfonyl}benzamide H),, 6:89 A é.95 (m, 2 I-i),
o 6.83 - 6.89 (m, 1 H), 4.72 (d,
“cH, J=6.06 Hz, 2 H), 3.87 (s, 3
H)
(400 MHz, CHLOROFORM-
Cl d) d ppm 3.80 (s, 3 H) 4.90
Q\“ j;) 7 082713 (e ry
_(2-chloro-6- 9. 03-7. )
213 | omsg0  F e mehoyoyans. 72t . 1) 725730 m
PN yl)amino]sulfonyl}benzamide Hz,1H.)7.48,-7,56 (r’n,2H)
P 7.70 (d, J=7.83 Hz, 1 H)
N 7.94 (d, J=2.02 Hz, 1 H)
8.04 (d, J=2.53 Hz, 1 H)




2.83 (s, 2 H 1.02 - 1.30 (m 3 H (400 M,
CHLOROFORM d) d ppm m8.66(, 1 8.40 1 i NI H) 8.23
W@ dgodes3154 HHz, 1, 1 o F PCT/IB2006/002639
N- (3, 4-di fluorobenryl)-2- {[( - 41 H 7.79 (d, J=7.81
Hz, 1 H 7 .67 s 252 HN 0 o ethoxypyridin-3- 7.34 -
(m 1 H 7. m 301 - H 7.22825 (m
yamnolsul-fonyl }benzam-de- 2 H) 6. 65 2 H 6.65 (d,
J=5.29 Hz, 1 1 11]/H 6.33-6.57 (m pmz%gwg -
J=5.79 Hz 3.8 (q, J=6.63 Hz, 6(9,.! 11)47
m 3|H 034312 PCT/ | B2006/ 00263970(*'-iJ BHZ; OC
MHz, |MeORLLd p\@Z 72 (d, J429Hz m”
J=p. 18 2 H) 3. 04 HNN1°V§1'§'§'1\$2((3 H)J 53778:31 )g ;g((g |J1)
0 H E21 (t, J=5 m o |}bEDzaane\>“\U J&zéngéﬁlmm)sm
N- (4-/f | Opr obenzyi ) - 2 d)J=302043 )dﬂﬁ t kf
253 et hoxypyr d| n- 3 J 8 84 2, 532 1;6*1)22
yl )aqh noj sul fonyl }-5-(2-pi perazin- 7. 1883( 4 (2 14
(d, |1-yl et hoxy)benzani de J 2 78 Hz, 11%(""{? E get- 1‘7 35
tr—1—Hy 747 —7 57 {m—2—H7-74—{d; -V AT
7.931(dd, J=8.97, 2.40 Hz, 2 H H / (MOMHB MWOMHZ,
MeOD): d 8.123 N-({ert-butyl)-2-{[(4- (& 'ap3mB12
(d, J=7.2 Hz, 254 ~.E\O H3C CH3 net hoxy ndanS? :
7.658 (m 7.548 HN 0 yl)amino]s f{'ﬁ'h "&b’ﬁ;%n de
(m %H) 3' (%) ;\_7?“ b é?]ﬁ]'e t-29|’- -{[@H (1 )29 1H>?236
(2400 | M, R A malogipfin s 64 |( 7247 0 pam, (s,
1 H Foﬁg%gf( J=5] 54happolsulipnypipnzangle g J}!m 1H)610(m H)
N[ 44f 3- 7.79((d, J=7.81 Hz, 1 H)20(t2=552l)lﬁNH)77@
(trifll uoronet hyl)benzyl]-2-{[(4- 7.63 s is750(Hae H)
7.53| o, CH nethoxypyridin-3- 7.63 (m‘;%lﬂw j}éﬁ‘}%ﬂ
7.51{(m N 3y|)aMno]squonyI}bena “hal9 -
7.241(m 1H & W(d 1=5 54" Hr. e =1
(4oo MHz, CHLOROFORM-
Cl d)d ppm 7.96 (s, 2 H), 7.73
“v@ (d, 4=7.58 Hz, 1 H), 7.57 -
: Bein
07sg © o N-(4-chloro-2-methylbenzyl)-2- 243, 278 Hz, 1 H),
so | s+ | 14000 =2z 11
Q yhaminalsulfonyl}benzamide 7.2‘0 (sf 1 H-i- 715 _Z%. 19 2;,“
[ 1H), 8.77 (t,J=5.31 Hz, 1
“CH, H), 4.66 (d, J=5.56 Hz, 2 H),
3.84 - 3.89 (m,3 H), 2.41 (s,
3H)
(400 MHz,
H CHLOROFORM-d) d ppm
@\WN\/\O/CHS %641(?-])271-;)78(.25 (d%J=15H54
20 2.4l(4-cth Y Z, 77 (d, J=7.81 Hz,
217 5% © yl);[r;ineg]s%)l(fycﬁ,ﬁm-?z- 713';)_77'5511‘(;63 (;{';'625'1)_
. 0. CH, methoxyethyl)benzamide .6.87 (m,ZF}) 3.88 (q,
4 | J=6.88 Hz, 2 H) 3.59 - 3.76
X (m, 4 H)3.29-3.44 (m, 3 H)
1.09 - 1.22 (m, 3 H)
(400 MHz,
" CHLOROFORM-d) d ppm
o R
//° ) N-(2-eth 2-{[(4- z,1H)7.76 (d, J=8.31 Hz,
7 o\/CH3 yllamina]sulfonyllbenzamide .6.80 ('m 2|_") 3.87 (q,
b J=6.88 Hz, 2 H) 3.64 - 3.76
(m, 4 H) 3.58 (q, J=6.97 Hz,
2 H) 1.04 - 1.26 (m, 6 H)




6.49-6.61 (m | H 4.73 (d, J=6.04 Hz, 2 H) 3.47 -
3.70 (m 3 H (400 Mz, H, F CHLOROFORMid) d ppm '

w0 20078382 - 8.74 (m 1 H 8.29 (d, o F PCT/IB2006/002639

N- (3, 4-di fluorobenzy))-2-{[(4- J=5.54 Hz, 1 H) 7.88
(s, 1 H 256 ,s. orrethoxyp%/pﬁldlns 753- 7.66 (m 1
H 7.28 HN o yl)am no]sulf yl}N-747(m 4H)695

Z 992 (. fa) met-hvl benzam-de -2 RR({‘I ]1=5_54

S m 2 ﬁ) 3.48] N\ | oH3 H) 419, 0w (m
Hz, | - "
H 307 ( 1H .83 (s, 2 H (400 I\/stgL%H)eeod)sdeg(m

5 (d,J=

i ol i e pv}dmg) ehg R

1 , J %‘;ﬂ 0 ; (m, 2 H)7.38
%%ﬂlz r OB En 1) - 2- {[(4 el %&g,ghoxy wxndm:ax 714(rH)
7.51 ﬁf}v%m 2 H HNS o 43 - 7. AT P T (24
- yl)lativrio] sul fonyl Ybenzami de 7.33 () 4.2 ¢k 50?H2054 372
7.22(m M | o=CH |2 H 6.57 - 6.73 (nf°32m(r-’~|);>g)8%116%
(d,—3=6-04tHz; 2 Hy—+—3-—66—=s; 3 —H— MHz
CHLOROFORM d) d ppm| 8.64 (s, H) 8 06 (d,(4oolwg 52
Hz, I| H 7.96 (d 2.01 Hz, Py ,s=0 @HthROFORMd)dppm

r oph

- 7.59 (m 1 H) 73/8275%I Hs(dy
n aM[ZT(Z)&]hErth@r@IatyJI]}-be g H.
.19 - 22%! g:ung] yp{)gﬁn?m|43 mH) g&mf&(}l,
7.02-{7.45(RH) 6. 10 (6.2 (M 1 H) 3. 73 498, J%%%T 5

H 3.[07t, J=6.55 Hz 2 H) LCVS ESI|: 243@3 i ST
2007/{034312 PCT/ | B2006/ 002639 - 117 H (240071 MHb (m, EH)
CHLOROFORM d) d ppm| 8.27 (d, J=5.04 |Hp3' L44m Bk LONS |
8.17 (s, | H 7.71 (d, J=8.06 ,S=o o

. RE!
N- [ 2-|( 2- fhyior ophegyll) et hyl - 2-{[ (5- 1 W 57525238027
(m mw% 5 9)

\-b\-’

N-(3,]4-di fl uorobenzyl)-2-{[(4- Hz, 1 %19

(m 22;@(59 HN,k\ll met hyl pyri di n- 3- 7cm%ROF3ﬁ“%%pm 1
20

H) 7 8.63 (s, 1H) 8.48-8.58 (m,
1 H)8.26 (d, J=5.54 Hz, 1
,s\ 8 2-{[(4-methoxypyridin-3- H)7.72-7.82 (m, 1 H) 7.50
221 ) yl)amino]suifonyf}-N-{2-[2- -7.59(m, 1H)7.39-7.47
SI B, {trifluoromethoxy)phenyllethylibe | (m, 3H)7.19-7.31 (m, 3 H)
| | nzamide 6.67 (d, J=5.79 Hz, 1 H)
X 6.07 - 6.25 (m, 1 H) 3.77 (q,

J=6.80 Hz, 2 H) 3.47 - 3.67
(m, 3 H) 3.09 (t, J=6.92 Hz,
2 H)

(400 MHz,
CHLOROFORM-d) d ppm
8.63 (s, 1H) 8.49 - 8.59 (m,

F
H 1 H) 8.26 (d, J=5.79 Hz, 1
g N-[2-(2-fluorophenyl)ethyl}-2-{[(4- H)77;5795 - 7-$1H(m' 319*‘)77449
222 /Séo 0 methoxypyridin-3- (r;1 2 H)(r‘rl]’30 -)773;8 (r_n 1 IG-I)
yhamino]sulfonyl}benzamide 7.18-7.28 (m, 3 H) 6.8 -

7y 7.14 (m, 2 H) 3.78 (g,
N J=6.55 Hz, 2 H) 3.54 - 3.63
(m, 3 H) 3.06 {t, J=6.67 Hz,
2 H)

{400 MHz,
@\’(H CHLOROFORM-d) d ppm
N A AN 8.64 (s, 2 H) 8.28 (d, J=5.54

0~ “CH =
S/’O 3 N-(2—eth0xyethyl)-2-{[(4- HZ, 1 H) 7.79 (d, J=7.81 HZ,

03 A, 0 A, 1H) 7.51-7.69 (m, 2H)

2 HN methoxypyridin-3 7.37-7.50 (m, 1 H) 6.86 (5
y o\CHS yl}amino}sulfonyl}benzamide 1 H) 6.67 (d, :J___5.5 4 Hz, 1'
e H) 3.67 - 3.75 (m, 4 H) 3.52

-3.63 (m, 5H) 1.06 - 1.24
(m, 3H)




0 CH, yl)am no]sul fonyl }benzamde 7.34 (m 1 H) 7.14 -

7.22 (m
W@ 200703442 4. 68 (d,

2 H 7.10

(d, J=4.78 Hz, 1

J=6.04 Hz, 2 H) 2.30 (s,

N 6.51

, 10 H)

3 P T/IR20MB02639

ESI: 418.15 M+ (400 MHz, CHLOROFORMd) d ppm H 8.43
(s, I H 826 (d, J=4.78 N-/CH3 Hz, 1 H 8.17 (s, 1
H 7.66 sO (d, J=7.55 Hz, -h16) 7.58 - HN 11-
N-butyl -2-{1(4-net hyl pyridin-3- 7.63 (m 1 I—h 7 49 -
7.58 |(m 260 0 CH3|yl)am no]sul fonyl|} HLO e Md)
7. 40 7.08 (d, J=5. 04 63(5 ;ﬁ)“;%(&\ﬁ’% 21
(s, 9 (m 2 H 2.29 (|s,828(@] 5511—1:61[1-1)-
1.73 - b{[ﬁ&etﬁdﬂﬂpynﬁn ] d@g @E =75 4@3
Hz4 3 X %°1W'}N % AV
d) d | "*§“°§?‘y =7 >ggg[ 8. 134
(d, J:4 78 Hz, 1H) 776J iz & ,B&
N- ( 2-jmet hoxyet hyl ) - 2- [(pyridi n-3 J=7. 3.94[q, .46z, 51
7.65 261 HN'111- ylam no)sul fonyl]he mé 3/71#273'(‘%1
x=8 H .06, 4.78 Hz, H) 6.68 (s, 1 H) 3. 7460MHz3 80
(m 2 3.65 - &.70 (m 2 H) 6103MEL H)’% e (VB
ESI: | 3 F(4co Mo ke GROF QRVG 8. 7 £ LB ) 7 b v
'558. 48 /%0 8. 06 (dp mo]}uﬁéwIE\EZ[Z{\l\/ ad, Hzﬁamy 749- 94
(é ’ J 2 O?I. HZ |?y étufwor@'xeth::y)%\:nyl]ethy\}be 727 l_’()r\’\7 23H)77 g{(m ?37 H(;n
N- ( 3- c@ro 4-fluorqgbenzyl)-2- 1 H 7.6 €ggztlz;17H308?@
, il t
Hz, 1] "262*HN i H) [7.52 - 7.63 (m 2@92 ;;)22 A
{[(5-net hoxypyridin-3 7.53 (m 2 H) 7.
yl ) ani no] sul f onyl } be@nzam de N~ 03 7. 17 (t 430-,@269 Hz), 9
( H p. JCH (s, I H 4.67 (d, J=6. O4:HHBOFO@1d ppr3. 182
(s, 3 . 3 450 10 MH+ (400 M—Qj”fgﬁ ¢ 78‘14H228
EFHZES% od) d T% 'g,%ethvﬂf H v el =B, 77
7.36-7. H) 7.11
: @ 7.96 (d’ V'}be"zam'de 7.26 (m, z“ﬂ>‘r8.1i-é.3z<m,
N 1 H) 3.81 (q, J=6.55 Hz, 2
CHy H) 3.16 (t, J=6.67 Hz, 2 H)
2.28 (s, 3 H)
(400 MHz,
@( CHLOROFORM-d) d ppm
v\© 8.55 (s, 1 H) 8.17 (dd,
J=4.91, 1.89 Hz, 2 H) 7.69
N-[2-(2-fluorophenyl)ethyi]-2-{[(5- (d, J=7.81 Hz, 1 H)7.52 -
227 d methylpyridin-3- 7.55 (m, 1 H) 7.46 (s, 1 H)
yl)aminojsulfonyl}benzamide 7.30-7.43(m,3H)7.21-
N 7.29 (m, 1 H) 7.04 - 7.15 (m,
CH 2H)6.21 (s, 1 H)3.79 (q,
J=6.55 Hz, 2 H) 3.07 (1,
J=6.67 Hz, 2 H) 2.28 (s, 3 H)
(400 MHz,
CHLOROFORM-d) d ppm
H 8.75 (s, 1 H) 8.17 (s, 2 H)
Q\( ~"0" e, N-(2-ethoxyethy!)-2-{[(5- 7.77 (d, J=7.55 Hz, 1 H)
228 Lo methylpyridin-3- 7.53-7.61(m,2H)7.37 -
HN" "0 yl)amino]sulfonyi}benzamide 7.47 (m, 2H) 6.72 (s, 1 H)
y 3.66 - 3.80 (m, 4 H) 3.59 (q,
(j\ J=7.05 Hz, 2 H) 2.26 (5, 3 H)
N en, 1.13 - 1.35 (m, 3 H)
(400 MHz,
CHLOROFORM-d) d
[ :L ,ﬂ\/\OJ: ] 8.52 (s, 1 H) 8.05-)8.2$p(r:1,
520 0 2-{[(5-methylpyridin-3- HQ 1;)571‘727(géJ=7'25HH§’ A:lo
229 | WO yhamina]sulfonyl}-N-(2- e L EA s
d phenoxyethyl)benzamide (I;'l .2H)(r2.’89-)7.63 (m,éH)
N e, 6.63 (s, 1 H) 4.24 (t, J=5.04
Hz, 2 H) 3.95 (q, J=5.20 Hz,
2 H) 2.12 - 2.40 (m, 3 H)




Il H 7.72 (dd, J=7.68, 1.13 HN O=0 O
N-[ 2- (2- met hoxyphenyl )ethyl]-2- Hz, 1 H 7.47 - 7.56

W@ 2070343)2 263 {[ (5- net hoxypyridin-3- 7.32 - 7PAHIR2096/(B2639
H 7.20 - yl)am no]sul fonyl }benzamde 7.30 (m 3 H)

6.95 (t, J=7.30 NO,cH3 Hz, | H 6.43 (s, 1 H 3,83
(s, 3 H 3.8L (s, 3 H 3.711- 3.80 (m 2 H 3.02 (t,
1=6.42 Hz 2 H) ICMS ESL: 442 20 M (400 Mz NeQD)
d ppmp 1.80- 1.90 (f 2 H 2.05 2.16] (M odhr2. 93 |
3.05 (m HN 2H)3.18-3.28(m2H /~ F BHLOROFaF;hSAngpm
(4-F1 por ghenayl ) 2-4[(5 3.81 (s, 3 H)| 4 BELS 7Y
264 HN RYypyridin-3- 4.68 - 44%97$ 21\ H) 1.5
7.05 | o0s&® yl)am no]tsuwlh\ﬁr@myh}[(w (pﬁ'"p@?d ﬁécﬁHZ1H 15
(B 3 HY 7017 (d, Ny |)a, u@ﬁ%@%gee 533 557 (hiziF) .17H)
A plt rgme gufc v o
3-8, 8 1 H) 7.E7(,J126H22 b Hip
PCT/ 1 B2006/ 002639 118 (400 MHz, I\/ECD=74902%ﬂ Lé‘% gg
(d, JE4.29 Hz, 4 H) | 2.81 (t, J=5.43 HZ “Sefs g 67" HN
_‘2_77(mAI—|\QR’(chI—|\ faYa)
N-(4-FlI uorobenz {[(5 4,21 (t, JE5. 43 dozyHz2 H)
265 0 s xypyridin-3- 4.62 ﬁ,(s %%ﬁ
(dd, no] Ifonyl} 5-(2- J=8 1H) il
H 7. 2)7 ~°N mor phol | n 4-yl et hoxy) benzp 76277114;"%1‘1 P
H 7. 15*“(@ J=2. 53 |Hi(srientouin26240-7) Zfc Al 7
a7 [ 57 (m 2 hy y)ca% f:éﬁ@am Hz4H>rw1 04fm93B) -
8. 04 “H) (400 M OD ppm imgﬁ "’2”23327(;
J=15.09, 6.09 Hz, 2 H) 2. 35 (S 6 H) % 8§r 3@8(617;1!) m
2 H B.70 (s, 3 H 4.00 (t, HC N, pIRgPm M>SES;
5-[ 3- [ di net hyl am no) pr opoxy] - N- J=6. 0B Hz,45220 .49
266 -l (A_Ff1 ahoe | 2_ (T (E (o ’) 6 Q0N /rlrl
[~V Av) \vJ \_l‘ L] uUl UU\allLyl } [~ IL\\J jQ, I} U, JU TUU,
J=8. 84, so | mgt hoxypyri di n-3- 2| 53 Hz400 hHz . P4
- 7.0p @“Eﬂo,,ﬁyl i o] sul f onyl } benzan] g &ROHOW
7.20 {m ,;bQB 7.33|- 7.40 (m 2 H) 7 Gﬁ:) )7%;(35(51;13%1@4
Hz, 1 ~%.82 (dd, [J=9. 35, - z
M™% ( 2-{[(5-methoxypyridin-3- H)77-5i4(' 7-16%(’2'3?9'*)774%0
232 @ yhaminolsuffonyl-N-[(1S2R)2- | - 791 1 (%, o]
Naw o’CH3 phenylcyclopropyllbenzamide 2'H) 7.18 - 7.28 (m, 4 H)
6.40 (s, 1H) 3.81 (s, 3 H)
3.08-3.16 (m, 1 H) 2.26 -
2.36 (m, 1 H) 1.35 - 1.45 (m,
2 H) LCMS ES: 424.20
MH+
A CHLOROFORM) d
S< LOROFORM-
@YH\/@/ oty 8.49 (s, 1 H) 8.05 (cg, 12052
T a1 ne X
233 S, © (me“’(')é'&‘fgf‘]si”éf°“yl}l‘s'[4' o | 7.56-7.66 (m, 4 H)7.42-
P yisulionyhbenzylibenzamid | 750 (m, 1 H) 7.19 - 7.22 (m,
| 1H) 6.90 (t, J=6.04 Hz, 1 H)
N O 4.81 (d, J=6.04 Hz, 2 H)
3.81 (s, 3H) 3.03 (s, 3 H)
LCMS ESI: 476.20 MH+




2.27 Hz, 2 H (400 MHz, CHLOROFORM d) d ppm 0.81 (dd,

J=19. 33,

6.44 Hz,

WA 287p43CH3 1. 12 -

1.28 (m 1.3 H)

1.5 H 1.02 (dd,

J=17.94, 6.57 Hz,

1.72 -

1. 84PCTMB200d3002639

H 1.85 -

2.01

N(m 1.9 H 2.49 (dd, F

4-f | uoro- N-(5-nmet hoxypyri di n-

3- J=12.51, 10.99 Hz, 0.3

H 267 0 2.63 - 2.89 (m -12-H) 2.98 - H
yl)-2-T(3-methylpiperidin-1- 3 14 (m ﬂﬁl—h 3.30 -
3.59|s N 0.CH3 yl)c¢ar bonyl ] benzenes I f ‘gﬁ' .1
H 3.]81 (s, 3 H) 4 44 00 1 (dd, J= H’é’ eg(diész
0.2 N 4.55 - _4.72 (m 0.8 H) 6.9 -Frznrmgmd&zchH)
7.18 an%/gg@dz 0.9 H 7.65 (dd, \JHd28" Al
l—gz 1.3 H 41- BN(IBEIIZ oxydherﬁl)prd)yus 097;7g(r$2H)I1:‘27
(&60 “o CHLOROFERIH {k u:ﬁgm(ﬁana& (S(:né (d(ife oeggz(n:z@))
(s, 1 | 8'[‘-4%0 (s, 1 484, sz nzl1 v
7.66 |(S5 1 H),|7.44 (ddd, J 8. 34, g> Q}iﬂﬂ@@ i
1H, 73 01-0 0|5 chloro-2-{[(5- Ja«&ﬁyéqu’% i
(dd, |J=5.05, 2.02 Hz, 1 H), 268 i NH | (m2H) LCMSESL 45620
vy aninolsul fonyl d - MNemet hyl - N 3. 95 (Is 3 g™ 3 57 (|
J=7.71 ~CH3 pentyl benzam de Hz, | H)|, 3. 1Goem3. 22 (|m
1 H)|, 315 (s, LH, 2.93 - 2.96 o (|q g ORME) (s
1 H, @ 3253HZ 3 H, 1sz§.i )7.94 d776k?En 2
H, d.96 82 (t g?wa
Hes (40@/@%, CHLCRIFC o S H G BBy
8.13 |- @29 (m N kahem:owngﬂzarqm 1H) 7.28\m, 68067628,
7.62 | ) 7.42 (t, HN o 2-{[(4-et HaKRETIrHs S
J=7.05 Hz, 1 H 7.12 - 7.25 269 o'/ QH)=743Hz 2H)1.96-2.10
yl)aninolsul fonyl }-N-[2-(2- (m 3 H [6Me3" (§SEFB5494
Hz, nethyl phenyl)ethyl]benzanmi de 1 H) 5 97 - 6.21 (m
1 H |3.85 (q, J=6.97 Hz, 2 H N | B T4 uHz)=7. 05
Hz, 2 3,402 (t, J=7. 05 Hz, 2 H) 2.pFfosoppidiees i
1.64 (s, 708 4 1.23 m 3 H Hz, 1_H)795(s1H)773
o N-Emetioyprom 26 | 710 Fsa- 747 (n,
236 0 methoxypyridin-3- 1H) 7.2 (t, J=2.27 Hz, 1 H)
z yl)amino]sulfonyl}benzamide 6.90 (s, 1H) 3.81 (s, 3 H)
Y 3.65 (g, J=5.96 Hz, 2 H)
3.60 (i, J=5.54 Hz, 2 H) 3.35
(s, 3H) 1.90- 2.01 (m, 2 H)
LCMS ESL: 380.20 MH+
(400 MHz,
CHLOROFORM-d) d ppm
i 8.84 (s, 1 H) 8.05 (d, J=2.52
N0 e, Hz, 1 H) 7.96 (d, J=2.01 Hz,
- 1H)7.81 (d, J=7.81 Hz, 1
a7 | " Nethove2 6 |7 (0,403 e, 21
2 ] yl)amino]sulfonyl}benzamide J1§13é-f-li?1(ﬂ,)égzlzs1,a(}tjl)
NN 3.80 (s, 3 H) 3.68 - 3.76 (m,
4 H) 3.60 (q, J=7.05 Hz, 2
H) 1.23 (t, J=7.06 Hz, 3 H)
LCMS ESI: 380.20 MH+
(400 MHz,
CHLOROFORM:-d) d ppm
8.57 (s, 1 H) 8.06 (d, J=2.77
Hz, 1 H) 7.94 (d, J=2.01 Hz,
H Q 1H) 7.74 (d, J=8.06 Hz, 1
~"o 2-{[(5-methoxypyridin-3- H)7.49 -7.62 (m, 2H) 7.36
238 _§=00 yl)amino]sulfonyl}-N-(2- -7.49 (m, 1 H)7.31,
RNl phenoxyethyl)benzamide J=8.06 Hz, 2 H) 7.22 (1,
= J=2.27 Hz, 1 H) 6.91 - 7.04
n L en (m, 3H)6.65 (s, 1 H) 4.23 (t,
07 J=5.04 Hz, 2 H) 3.95 (q,
J=5.46 Hz, 2 H) 3.81 (s, 3 H)
LCMS ESI: 428.20 MH+




WO 2007/ 034312 PCT/ |1 B2006/ 002639
CHLOROFORM d) d ppm 8.63 (s,
wo20074343)2 7. 78 (d,

J

=7.81 Hz,

2 H

1

8.23 (d,
1H) 7. 49- 7. 64 ( m R¢H/1B2006/02639

N- (1-cycl opropylethyl)-2-{[(4- 7.36 -

19 (400 Mz,
J=5.79

7.48 (m 1 H

6.62 (d, 270 HN .S( O CH3 et hoxypyridin-3 J=5.54 Hz,
1 H 6.09 (d, yI)am no] suffdayl } benzami de J=7.55 Hz, 1
H3 85 (g 011 CH3 J=7.05 Hz_ ’)I—hQAQ-’%ﬁR (m
| H) |1. 64 (s, 3 H 1.38 N (d, J=6.55 |HzmcRoidm 136 -
1.22 (( H{)\fQ"%’_ 104(m 1H) 08432(5,1@8@@ 1 2
H 0.26 T & 42 fm ! r% i) Q b
paan |8x71°Cs, | H §.61¢ i e‘ﬁﬁ“ﬂrs 2®7§ﬂ76ﬂm5H5¢9Ft,
1 H) 2/ ~CH3 7.70 (duam@@mfoéubewmdel Hl, 28 e
7.60 (mll2cd) 7.40 (t, ,s ~ 0 CH, 380, 3H)370 3.77 (m,
2-{[ (|4-étRoxXypyridi n-3- J=7.43 Hz, 1 ‘@(ﬁa L S2ESH|2 1
HN O |yl)ami nolsul fonyl}-N-(3 O~CH3 366.20 MU+
met hyl but yl ) benzam ge J=5.54 Hz, 1 H) 6. ((400M1H25 04
Hz, 1 H 3.83 83 (g N ~g,| J=6.88 FB, ORBFORI-34 ppm
3.60| (M2 H 1.66|- 1.84 (m 2 H @ dJ4 69%5@&1 2
H) 1.06@%@ m{3|H 0.84 - 1.05(m74 iz,
CHL OROF d 8{2ﬁﬂchl6r5phen>])e15y4]3.9 I-|2]7244I(m ) 685 (Qd’-l (d,
=0 z,2H
P25.44 WOV H) 700 - fec, | B e 05580 (mi
(m |_|) 749 - 7 éfm'“” mide 5 CH03(q J=7.05 Hz, 2H)
2-{[(4w lhomypyri dim-3- 7.32 - .46 (s pAET NS = e
272 HN,s~Q 0 yl)am no] suI fonyl }- N-neth |H)N-1 1]8=F5n 5»41) Hz
1H [3.71 - 4.00 pentyl benzani de (m| 2*'ef* @g@ﬁ] LeM3.168
(m—HH)—O-1cH3 3103-3 20(m2H)2 78- NI 1~ 3
H 135 . 1.46 (m 2 H 1.23- 1.29 ((m 2 Honkz09 -
1.20 |( 091 4 1.01 (m 2 HO. §4CfHOR0D gg%mp 1H
(400 |MHEoY CGROFORM d) d ppm N~c3§g R 5B
] - N-(2- thyl)-2-{[(5- 1H780dJ755H1
(R 3 &07 89 ( ii%’?ﬁ%‘i%iﬁd%’s e H) 7.)54-7.(62 (m,2H)§.41
7 yl)amino}sulfonyi}benzamide -7.50(m, 1H)7.16-7.23
e o (m, 1 H) 6.66 (s, 1 H) 3.80
0 (s, 3H) 3.65-3.74 (m, 5 H)
1.19 (d, J=6.29 Hz, 6 H)
LCMS ESI: 394.20 MH+
(400 MHz, CHLOROFORM-
d) d ppm 1.23 (dd, J=6.69,
2.40 Hz, 3.5 H), 1.29 (d,
J=6.82 Hz, 2.9 H), 2.77 (s,
b§ ). 28 . 1-5 18 Hora by
e N-isopropyl-2-{[(5- 301 (5, 19 H), 3,16 3,25
WO 0 th din-3- IS 19 k310 - 5
23 sane e oy, | Yaminclsuory Nomethyisz- | (87 H 330 121)
o”‘b@/ piperazin-1-ylethoxy)benzamide 422 (r.n, 2 H’), 4.84-503
(m, 0.4 H), 6.71-6.78 (m, 1
H), 6.81 (d, J=2.53 Hz, 1 H),
7.20-7.25(m, 1.2H), 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=6.57,
3.28 Hz, 4 H), 1.27 - 1.34
(m, 2.4 H), 1.95-2.14 (m, 3
H), 2.15 - 2.32 (m, 1.6 H),
. 2.78(s, 1.3 H),3.02 (s, 1.6
we L N-isopropyl-2-{[(5- H), 3.13-3.23 (m, 1.9 H),
243 N CH, methoxypyridin-3- 3.31 (t, J=11.24 Hz, 1.7 H),
0 o yl)amino]sulfonyl}-N-methyl-5- 3.80 - 3.89 (m, 3.5 H), 4.63 -
”O M 0. (piperidin-4-yloxy)benzamide 4,71 (m, 1 H), 4.88 - 4.98
Y fj’ CH (m, 0.6 H), 6.73 - 6.80 (m, 1
e 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, 1H)




7.98 (m 2 H 7.52 - 7.66 (m 1~0
2-{[(4-ethoxypyridin-3- 2 H 7.29 - 7.40 (m 2 H) 273
wWOoRD0S030311CH3 vyl ) ami no] sul fonyl } - N-i sopr opyl - N- PGT/1B20§6/002639

J=2.27 Hz, 1 H 3.72 nethyl benzamde - 4.10 (m 3 H)
3.03 (s, 2H / 0./CH3 2.75 (s, | H 1.39 (t, J=7.05
Hz, 3 H 1.29 (d, J=6.80 Hzi{4- N2 H 1.22 (dd, J=6.55,
3.78 Hz,3H (400 MHz, CHLOROFORMd) d ppm 8.60 (t,
J=5.Y9 Hz, | H 8.24 (d, J=5.54 Hz, H 7.90 - CH3
8.06|(m 1 H 7.65 779(m N’\~Q2loﬁswiz dH). oRGF - -
7.62|(m | H 274

6.

N-butyl -2-{[(4-eth il-8i (99 J36.69.7 | 32
i m ) |}6§p(?’5 e qI/ 0 %%‘égj?}%éﬁ

Vi ap no] su 0Ny =5,

net hi Mae (m| 2 H 3.46 - 68 6 iH)J%ésgfsz}?{
34403 {m 2 H) VB (ﬁglth(g e;:g%ye’@‘@ m,sz 1371(rr23H)37 ﬂ
(m J’ H) QQ 200 ()munoBulfH)(I}b&zaSﬂe '(m A 747 63 :’_ H
WO 2007/ 034310 Pc”’1*/|82006/ 002639 - 120H{ O7M’(‘|Z1H)
CHL OROFORM d) ppm H 8.52 - 8.68 ( %7 521—| 3

8.30{(m I H 7.74 (d, J=7.81 Hz, IEbl)m Hz4 -73 76&) O

2-{[ (4- met hoxypyridin-3- (m 1 H 7 ﬂ@ﬂ(‘;dH %?%‘(*ﬁ}“? E;D

v

275 HN SNIO O yl)am no]sul fonyl}-N-[1

|
—(m Hy 7.08 - 0, )
(m 3 H 6.66 (d, £H3 J=5.54 Hz, 1 H)(406Ml&§ d)Rc?)FSNiM
J=5.67 tz, 1 H) 3.78 (q, J=7.05 He, =7.33 %5
(m 3 H® ./trzﬁ%t, JE7.18 Hz, 2 H) 2 J31H711é?046 45”2 3[H)

(400 LHLOROFCRM ¢) _d_ppm. roip- %325
(o8 J 23/“ o 1 @)ag%qgn;om%&y n?e lﬁd g% (15)171 721 (12

~0 1|H) 76"%2“ %=8.06 m¥lberjgamlqe|[\|8~ 2 KOH32 - 7.43 (m, 2 H),
N- (14 cycl Opropyl et hyl ) -2-{[(4- H) 7. qo775~,2 5%7_*(!; 02 1H)
7.36| 276 methoxypyfidin-3- - 7.45 (= QOS@D

yi ) am no] sul fonyl } benzam de J¥

s, Qrp (d 72 5p_b-|z '

(400 MHz, CHLOROGFORM-
d) d ppm 0.77 (t, J=7.33 Hz,
1 H), 1.03 (t, J=7.45 Hz, 1
H), 1.49 - 1.57 (m, 1 H),
1.64 - 1.92 (m, 1 H), 3.03 -
3.19 (m, 1 H), 3.23 - 3.31

HSCIO\/\N/\/C”a (m, 1H), 3.32 (s, 1 H), 3.36 -
N-(2-methoxyethyl)-2-{[(5- 3.49 (m, 2 H), 3.53 - 3.68
246 g methoxypyridin-3- (m, 1 H),3.72-3.77 (m, 1
N 0. yl)amino]sutfonyi}-N- H), 3.79 (s, 2 H), 3.88 -4.02
2 ' Ny CH, propylbenzamide (m, 1 H), 7.17 (t, J=2.40 Hz,
go ! 1H), 7.31-7.42 (m, 1 H),
N 7.46 (dd, J=7.58, 1.26 Hz, 1

H), 7.52 - 7.59 (m, 1 H),
7.62 (s, 1 H), 7.66 - 7.74 (m,
1H), 7.94 (d, J=2.02 Mz, 1
H), 8.06 (dd, J=5.43, 2.65
Hz, 1 H), 8.12 (s, 1 H)

(400 MHz, CHLOROFORM-
d) d ppm 1.22 (dd, J=6.57,
2.27 Hz, 3.4 H), 1.28 (d,
J=6.82 Hz, 2.9'H), 2.51 -
2.60 (m, 4.1 H), 2.76 (s, 1.4

o I H), 2.80 (t, J=5.43 Hz, 2.1

. ) . , 3.68 -
e veomopags | NS0 S
247 i i methoxypyridin-3- H), 3.82 - 3.89 (m, 0.7 H)
'F\:NUO‘CH, ylJamino]suffonyl}-N-methyi-5~(2- 403417 (r.n 21 i_‘)' 4.86 -
00 ¢ morpholin-4-ylethoxy)benzamide 4.99 (rr;, 0.4 I-,I), 6.72- 6.79

(m, 1 H), 6.82 (t, J=2.27 Hz,
1H), 7.21 (t, J=2.27 Hz, 1
H), 7.54 (dd, J=8.59, 3.79
Mz, 1 H), 7.75 - 7.91 (m, 1

H), 7.93 - 7.98 (m, 1 H),
8.04-8.11 (m, 1 H)




3.81 (s, 3 H 3.56- 3.70(m NI H 1.39 (d, J=6.55

Hz, 3 H 0.8 - 1.02 (m 1 H 0.44 - 0.70 (m 3 H
w@2@9/034302 43 (m 1H (400 MHz, CHLOROFORM d) BCPBR006/402639

8.51 - 8.67 (m 2 H) 8.25 (d, , 9CH J5.54 Hz, 1 H)

7.74 (d, 2-{[(4-methoxypyridin-3- J=7.81 Hz, | H)

7.49 - 7.61 277 HNSNO O GH3syl.)am no] sul fonyl }-N-(3-

(m 2 H 7.27 - 7.47 (m 1 H nethyl butyl)benzam de

6.66((d, J=5.54 Hz, |1 H) 0 CH3 6. 16 |(8oomhz, EDLoRorbRu-
3,64|(m N I 5H)1]63-1.80(m2H 1. 49d)dpéh1162(d<(u|ap692 H)
0.98{(d, J=6.55 Hz] 5 H) (400 Mz, cit,,5 2 d
ppm (8.60 (d, J=10.07 Hz, | H) 8.27 (|d 2ﬂ(d26
I—|z,1|—!)7gz§,ﬂ" L H) 7.70 (dd, CH3, %&;
Hz, 1] N\/Z,o N2 %d"i‘ﬁ? E!@)@
Hye 7.3 %ﬁ f{; yl)éimn"]g]et%i{%mdm Rt 382~ 5.01 (m, 06
yl ) ani no] sul fon } N et hgfybaneam@e H) 6. S5t (Q% 4,
1.26{ HNo Hz, 1 H)|4.12 (g, J=7.05 I-Mz 6.78 QQH) 0 H
pentyl benzanide 1 H| 3.58 (s, 4 H) 3.[083228, 7%‘(§‘dm 2
H 289 (s, 1 H 2.05 N(s, 1 H 1.50 s=8 &BH nmwsl)
1.38]- 1.45 (m 1 1.07 1.29 (m 3( $%(5ﬁ06(dd
J=6 O Hz, 1 H 0.83 (t, J=7.18 Hz, 4
CH3é (PMd) dlppm N~CH3 8.61 (s, 1H) 8.27 (d,
J=5. 1.H 7 97 (d, J=26.19 O (4OOMHz
N i saipro Hz, 1 H 7.71 (t, g‘ﬂf oA
279 ,S/COO hoxypyr| di n- 3- 1 H)s.2 (d5l t—lz 1H)
APesi e T
2 H) |6. CQ/CHB el h hyl'Benzant da - dd, 73 h5.db (B 2rHZ
1H 4.87|- 5.13 (mp 1 H) 3.59 (d, IV ﬂYOFiﬂzz'ﬂ IJF)
3.02 2. 73| (s, 1H)1.67(s, 35‘19§,q
(m § VO 2007/ 034312 PCT/ | B2006/ 00263
(400 MHz,
r CHLOROFORM-d) d ppm
8.64 (s, 1H) 8.39 - 8.62 (m,
Q\I(HV@(F 1H) 8.21 (d, J=5.54 Hz, 1
o ) 2-{[(4-ethoxypyridin-3- H) 7.74 (d, J=7.05 Hz, 1 H)
250 o © F yl)amino]sulfonyl}-N-[4-fluoro-3- | 7.61-7.72 (m, 2 H) 7.50 -
0. CH, (trifluoromethyl)benzyllbenzamid | 7.60 (m, 2 H) 7.38 - 7.47 (m,
& e 1H)7.22 (t, J=9.19 Hz, 1 H)
N 6.70 (s, 1 H) 6.63 (d, J=5.54
Hz, 1 H) 4.71 (d, J=6.04 Hz,
2 H) 3.84 (q, J=6.88 Hz, 2
H) 0.99 - 1.18 (m, 3 H)
(400 MHz,
F CHLOROFORM-d) d ppm
@\{(‘?‘*\3/@: 8.57 - 8.74 (m, 1 H) 8.15 -
N . 8.33 (m, 1H) 7.95 (s, 1 H)
.0 N-~(3,4-difluorobenzyl)-2-{[(4- 7.67-7.78(m, 1H)7.52-
251 iy © ethoxypyridin-3- 7.63 (m, 1 H) 7.28 - 7.47 (m,
o. ,CH; yl)amina]sulfonyl}-N- 3H)6.96~7.23 (m, 2 H)
z ~ methylbenzamide 6.85 (d, J=5.79 Hz, 1 H)
g 4.24-4.94 (m, 2 H) 3.60 -
409 (m, 2 H) 3.06 (s, 1 H)
2.83 (s, 2 H) 1.02- 1.30 (m,
3 H)
{400 MHz,
F CHLOROFORM-d) d ppm
" v@E 8.66 (s, 1 H) 8.40 - 8.62 (m,
(G RL et an ]
20 N-(3,4-difluorobenzyl)-2-{{(4- 910G, I=7.61 iz,
“amoprira | LTS 082
y l 0._-CH, yhamino]sulfonyl}benzamide QH) 6.,65 (d, J=5.29 Hz,1’
N M) 6.33 - 6.57 (m, 1 H) 4.66
(d, J=5.79 Hz, 2 H) 3.87 (q,
J=6.63 Hz, 2 H) 1.07 - 1.27
(m, 3H)




- 121 (400 MHz, CHLOROFORMtd) d ppm 8.60 (d,

J=10.07 Hz, 1 H) 8.27 (dd, J=5.54,1.26 Hz, 1 CH3 H)
w@203/0843121 H) 7.70 (dd, N ,~/CH3 J=7.30, 6. OBCFHEB2006/002639
H 7.50 - ~0o N-butyl-2-{[(4-nethoxypyridin-3- 7.63 (m
1H 7.32 - 7.44 (m 280 HN sNO O
yl')am no}sul fonyl }-N- 2 H)-fs66 (dd, J=5.54,1.26
nmet hyl benzamide Hz, 1 H) 4.12 (q, J=7.05 Hz, 0 CH1
H 3.558 (s, 4 H 3.08 - 3.20 M ' 3 (%O,gm;p,eog,dgg"(s,
1 2.05 (s, 1 H 1.38 - 1.45 (m 1 [H2mn2k B4 (Im

6 .= 3.04
55. 0 Hz, 1 H 0.83 (5% (m‘ﬁ,j; ATl H

H) ]
3 H) |0.95 (t 4" (3=6. §
CH3 (|4 ‘WF@I‘S i d intJ Hz, 2 H
8. :;LO( 826 (mf%”f;ﬂglj Clj 9% °g‘;y§§§g§%g) Bp{g 62((5 2H)704 (dd)
NPT sdpr opyl - N nét hy! ymamw U0y D-§-42PBeratiB: ‘?78145{2m H) #H) [
7.67 [281 HN o met et|h %W’bﬁzaﬂ)"% 41 99 zSHan 267781 -
yl) ani no] sul f onyl } bg nzam de 7.39 (m (”‘ 878(;“ %H)O
(m [LH 3.03(s, 4 H 2.75 (s, | I\I\ 1217%6«1 55,973
1.71 (s, 1 H CH3 (|d, J=6.80 Hz, 2 H 3 £492H 1 o5
(m 3 A (400 Mz, | CHLOROFORWMFd) d ppm CH3 8. 03 -

~

;00

8.09 |(m 7.92 4 NGB 8.00 (m 1 763 (dd,
gléizsogrg HU(h; |J=7.93, 4.66 Hz, (J‘BMHZN@ dsjrgh’

O

52 Slilg\l Eﬂ?xyp yri dl@ﬂ&ﬂl)ﬁ(iQ (rr (SJZH 17(:1 3177254;3

72740 |( My 3) arni SHIT ;

(m 1 I—|)N ngt hyl benzP %J(T§ fgﬂ mL\J_ 3%9147

(s, 2 CT8H(s, 1|H ) 1.30 (d, J 6 80 1Hz 2 sH H
.22 (dd, J=6.55, 3.78 Hz, 3 H) (400 MHz,

TFL?LHLLRFLF(I‘V'I- gy appm N7 CH3 8700~ ol 2 |

7.89 | 798 ( H| 7.52 - 7.66 (m X55H[b Fcﬁwﬁ)dppm

2'{[(5-%%&]@&9 n-3- 2 H 7.29 - 7 25%};1 %‘Hf;lgmzss

HN O yl) Nno| SudTr oyl } - Nnigsiaga0pyl - . R7

Hes 1] M) 8.72 nethy wsﬂ@na'l 24l(410 %2

(s, 2 Ej(fc@. 75 (S, |1 yimindien y,}zaqzam.aﬂ & h&""'
( J=6. 80 |—|z’ 668dJ 554HZ1H)

6.49 - 661 (m, 1H)4.73 (d,
J=6.04 Hz, 2 H) 3.47 - 3.70

(400 MHz,
" F CHLOROFORM-d) d ppm
¢ ﬂ 8.52-8.74 (m, 1 H) 8.29 (d,
N E N-(3,4-difluorobenzyl)-2-{[(4- J=5.54 Hz, 1 H)7.88 (s, 1 H)
256 22 ¢ methoxypyridin-3- 7.53-7.66 (m, 1 H) 7.28 -
HN"Y0 yl)amino]sulfonyl}-N- 7.47 (m, 4 H) 6.95 - 7.23 (m,
o. methylbenzamide 2 H)6.68 (d, J=5.54 Hz, 1
Z | CH, H) 4.19 - 4.97 (m, 2 H) 3.48
Ny -3.76 (m, 3H) 3.07 (s, 1 H)
2.83 (s, 2 H)
(400 Mz,
F CHLOROFORM-d) d ppm
H\/@ 8.61 (s, 1 H) 8.24 (d, J=5.79
N, , =
o F N-(3,4-difluorobenzyl)-2-{{(4- Hﬁ’ :l)H7) 57i7-77(%,2‘}(r: '%_OI_,;;Z’
257 82 0o methoxypyndm-3- 743- 7 49 (n; 1 H)’7 o4 -
HNT 70 yl)aminc]sulfonyljbenzamide 733 m 5 H) 7.05-7.92 (m
2~ O, 2H) 6.57-6.73 (m, 2 H)
N 4.66 (d, J=6.04 Hz, 2 H)
3.60 (s, 3 H)
(400 MHz,
CHLOROFORM-d) d ppm
H F 8.64 (s, 1 H) 8.06 (d, J=2.52
N\/\© Hz, 1 H) 7.96 (d, J=2.01 Hz,
1H) 7.67 - 7.77 (m, 1 H)
-[2-(2-fluoroph thyl]-2-{[(5-
258 g0 N g 5 | 7.49-7.5 (m, 1 H)7.38 -

7.45 (m, 2 H) 7.35 (t, J=7.43

Z ] yl)amino]sulfonyljbenzamide Hz, 1 H) 7.19 - 7.29 (m, 2 H)
N .CH, 7.02-7.16 (m, 2 H)6.10 -
° 6.21 (m, 1 H) 3.73 - 3.87 (m,

5 H) 3.07 (t, J=6.55 Hz, 2 H)
LCMS ESI: 430.20 MH+




H 1.22 (dd,

MHz, CH3 F CHLOROFORMd) d ppm N 8.25 -
wa204/08412 F N- (3, 4-di fl uorobenzyl)-Nnet hyl -

7.68 (m 3 H
J=7.39 Hz, 2 H)

J=6.55, 3.78 N (r)"CH3 2 Hz, 3 H) (400

8.51 (m 2 H)
RCH)B260642639

284 s0 0 2-[(pyridin-3- 7.37 (q,
HN O yl am no)sul fonyl ] benzam de 7. 28

- 7.37 (m 1 H 7.05- 7.281(m 3 H) 5.05 (none, 1 \
H 4.25-4.97 (m2H)3.08 N (s, 1 H 2.65 - 2.94 (m 2
H  (BOO MHz, FCHL.OROFORMid) d ppm FH3 a (ﬁm
J=1.50 1 H FN—(3,4-diquorob bROF )pﬁm
7.88 | f 7.67 (d, ,0 J=8. Jr?}fg 49
- %79. 683 ] i 0 net hoxypyrshdhuaob'&nzﬁ)aﬁmHN 1H)756 7£3(m 2H)
yF¥Pam “su fonyl }- N ’& gg’334 n7i52 )7.77-08
H  npihytBenzani de [7. 22V TH e 6 %%?%0%1ﬁ 7&?'1“
Na,,, | CH31H)440(d J932HZ 51 @, 1HY468 8. 83
(m 3H3.08 s, 1 HP.86 s, 2 HW 203"7[’ zggmgigmﬁ
CT/1B2006/ 002639 -122 F (400 NMHz, H i CHLOM )
d ppnj 3.8.21 (s | H) 8.17 (d, J=2.01 ,_OFgéfé’@RJid)gppm
7.87 (s, Hk' CQI ' 11 Slo o 8.43(s1H)826(dJ478
N- (3, 8- »-obénzyl| ) - N-rrethyl "g % TH)FI}SQQ)
7.57  R86° cI’-IN "0 2_{[t\£hutyl p%dl HE72e {(71%B
HPSO7. U4 Csch 1 H)  yl gﬁ M%/ PN b 497(m3 >-
7. 42 2 H 7.28 N\734(m | 7.5 1
CH3 2 4.79 (d, J=p5.90 Hz, 1 H) Qj(s 35):191 823
Hz, 1| H 2.86 (s, 3 H 2.28 (s, 3 H) ‘%MQWW
cyclopentyl -2-{[ (5 Mass point = | \/SLQ}@CESBMS@&FM
et hoxypyri di n-3- yl )i nol sul f onyl }beh@%ﬁg%“
0CH3 F 0 Mz, CHORCFORM d) d ppm - 49 1 hpas . H)
8. 03 “52'&™ p F F 2-{[(5-et hoXy kil &) 1) 38
1od) . ,_g!% ‘(‘d J=2.01 P‘*Iﬁéme‘h ) o‘r‘]?))];z ;’;’;‘l’%3 (m, 3H)7§9 749(m 1H)
yi ) am n/l sul fonyl }- N[ AP 3 Hﬂ.gg% 183?375 ?!80’( m
3 H || | (m, 2 H) 3.65 - 3.70 (m, 2 H)
X 3.43 (s, 3H) LCMS ESI:
336.20 MH+
(400 MHz,
CHLOROFORM-d) d ppm
v@ 8.48 (s, 1 H) 8.06 (d, J=2.52
. b,
1 . =7. z
&= N-(3-chloro-4- -2 ; ;
| ol e | IS
y yl)amino]sulfonyl}benzamide (r;1 1 H)(n71.’21 _)7.2'9 (r-n 1 H)
b on, 7.17 (t, J=8.69 Hz, 1 H) 6.48
0 (s, 1 H) 4.67 (d, J=6.04 Hz,
2H)3.82(s, 3H) LCMS
ESI: 450.10 MH+
(400 MHz,
_CH, CHLOROFORM-d) d ppm
" 0 8.79 (s, 1 H) 8,05 (d, J=2.77
N Hz, 1 H) 7.96 (d, J=2.01 Hz,
ol V\© 1H)7.72 (dd, J=7.68, 1.13
g N-[2-(2-methoxyphenyl)ethyl]-2- H7Z'312'f*)77£7(r;17’253)(“7"210'j')
263 7 {[(5-methoxypyridin-3- 7.30 (m, 3 H) 6.95 (&, J=7.30
A | cH, yl)amino]sulfonyl}benzamide Hz, 1 H) 6.91 (d, J=8.56 Hz,
1H)6.43 (s, 1 H) 3.83 (s, 3
H) 3.81 (s, 3 H) 3.71 - 3.80
(m, 2 H) 3.02 (t, J=6.42 Hz,
2H) LCMS ESI: 442.20
MH+
(400 MHz, MeOD) d ppm
1.80 - 1.90 (m, 2 H) 2.05 -
2.16 (m, 2 H) 2.93 - 3.05 (m,
HN/\Q , 2H)3.18 - 3.28 (m, 2 H)
0 o - N-(4-fluorobenzyl)-2-{[(5- 3.81(s,3H)4.61(s,2H)
264 HO @(%ﬁ X ) methoxypyridin_-a-. i 4.68-4.79 (m, 1H)7.05 -
A |\ CH, ylyamino]suifonyl}-5-(piperidin-4- 7.15(m, 3H) 7.17 (d,
00 7 yloxy)benzamide J=2.53 Hz, 1 H) 7.21 - 7.31
(M, 1 H) 7.46 - 7.56 (m, 2 H)
7.78 (d, J=8.84 Hz, 1 H)
7.87 (d, J=1.26
Hz, 2 H)




288 (trifluoronethyl)bbenzyl]benzamd 7.50 -

2 H 7.41 7.49 (m

| H7.18-7.26(m

0'-"CH 2 H

W@ 2@4/084312 J=5.79 Hz, | H) 4.73 (d, J=6.04 Hz, PCI/H)2006/002639
4.03 (q, J=7.05 Hz, 2 H 1.40 (t, J=7.05 Hz, 3 H)
(400 MHz, cH, F CHLOROFORMd) d ppm 8.07 (d, J=2.52
Hz, 1 H N7.85 - 7.95 (mg-H 7.67 (d, o F
N- (3, 4-di fl uorobenzyl)-2 {[(5- J=7.30 Hz, 1 H) 7.50 -
7.63| 289 HN S." o ethoxypyridin-3- (;OQLN&HEI)MeQD)EApm
7.45 (m 2 H) yl ) am no]sulfonyl} N- ;8;9‘1‘4;'@3 MLy
Hz, g »lw@enz ani d?ﬁ?‘l? 00 d!-%z{ﬁ 4 %(@éﬁfg’mg@) (d,
N~ o fus enzy 3 (

& 3 @F U‘icws & rinGbioe QHLAIAEHERIVE J7d
ppm 8. 46 S"UQ‘OPdV’e‘U’ﬂ?’efB@'der 3 g (d,
)=1. 41 Hz, CF F 1 ) 7.72° (d, J=7. 81 (R i S )
- - - - =
5*&%4,,9'0 !. Iorobenz ) 2-_{4-[(5,1 H 7.3 q—lz1H)793 8$(m 21—% H
o0 T Z2IUT TN U T NTORYy Py TTurn= {400 MHz, MeOD) d ppm
yl)am no] sul fonyl } béenzam de - 7.47 (m1.9datHF1589, 2@ Hz, 2
7.330 (m | K. Z.11|- 7.23 (m 3 H) >2§i§f¢§@”§4%§§
J=5. EAEC,?félzvo 4. 67 5B-({ickthyldmD)OrdxyHiE ,
Je6. 97 Hz, 2y Mo 4] (tEHeseny gty %G%?? 3%% cl
CHLOROFORM: dj* 8¢ ppm/ Qm Initsnzardds H) £ho 52
cl Hg, 1 H 7.92 (d} J=1.76 Hz, | H) ?%@g)w:gvom
Hz, g HN So 0 N-(3]4-dichl or obenzyl )|- 22ft et 524 51
- 762 (m 3 H 7 40 291 ethoxypyri |n03227H21FI;5D N
2 H) |7.31 (dd, yl)an po]su|fony|}benzanﬁwg §ﬂ§, fg 64
Hz, 1 H 7.21 N~jl|o'- H(t, J=2.14 44I—]z1H) ,
3 J=5.67 Hz, 1 H) 41 67 (d, J=6.04 Hz, 4‘?15710 %
3=6.97 He, ) 1.41 (t, J=6.92Hz, 3H) (r;z%lz %@4 i2
PCT/ 11B200 02639 4 123 400 WHz, A gﬁ@lﬁ?ﬁ!\/}d
d2 pm F 4-ﬂuoro-N-(g-methoxypyridin-& :%225%? ZI’_|0'2 )
PP 0 yl)-2-{(3-methyipiperidin-1- | % 4.(683.?'4)1.32.30)_ 3;95?9'
//s\\’N | N O\CHS yl)carbonyl]benzenesulfonamide (m, 1.1 I-i) 3.81 (s, 3 H) 444
00 P (dd, J=12.76, 3.66 Hz, 0.2
N H) 4.55 - 4.72 (m, 0.8 H)
6.94-7.12 (m, 1.9H) 7.18
(d, J=2.02 Hz, 0.9 H) 7.65
(dd, J=8.97, 4.67 Hz, 1.3 H)
7.94-8.01 (m, 1.3 H) 8.09
(s, 1.2 H)
(400 MHz, CHLOROFORM-
d)d ppm 8.86 (s, 1 H), 8.28
‘ (s, 1 H),820¢(s, 1H),7.75
{t, J=8.34 Hz, 1 H), 7.66 (s,
@\W SHs 1 H), 7.44 (ddd, J=8.34,
N 4.87,1.89 Hz, 1 H), 7.36
075, © H 5-chloro-2-{[(5-methoxypyridin-3- (dd, J=5.05, 2.02 Hz, 1 H),
268 NH yl)amino]sulfonyl}-N-methyl-N- 3.95 (s, 3H), 3.57 (t, J=7.71
»Q oh, pentylbenzamide Hz, 1H), 3.16 - 3.22 (m, 1
P H), 3.15 (s, 1 H), 2.93 - 2.96
! {m, 2H), 1.71 (s, 1 H), 1.42
- (d, J=2.53 Hz, 3 H), 1.16 -
: 1.27 {m, 2 H), 0.96 (t,
J=6.82 Hz, 2 H), 0.87 (t,
J=7.07 Hz, 1 H)
(400 MHz,
CHLOROFORM-d) d ppm
@\(H CHy 8.65 (s, 2 H) 8.13 - 8.29 (m,
N 1H)7.70-7.92 (m, 1 H)
ol \/\© - 7.48-7.62(m, 1 H)7.42 (t,
a0 2-{[(4-ethoxypyridin-3- J=7.05 Hz, 1H)7.12-7.25
269 0. CH yl)amino]sulfonyl}-N-{2-(2- (m, 3H)6.63 (t, J=5.04 Hz,
@/ ~ methylphenylethyllbenzamide 1H)5.97-6.21 (m, 1 H)
New 3.85 (q, J=6.97 Hz, 2 H)
3.74 (g, J=7.05 Hz, 2 H)
3.02 (t, J=7.05 Hz, 2 H) 2.27
- 2.47 (m, 2 H) 1.64 (s, 3 H)
1.06-1.23 (m, 3 H)

7.62 (m



8.63 (s, | H 8.05 (d, J=2.52 Hz, 1 H 7.94 (d,
J=2.01 Hz, HNsl1llo 1 H 7.65 - 7.76 (m 1 H 292
W@ Rg02/0843(H- {[ (5 -N-[2[2-( 2- 7.50 - 7.59 (m 1P¢H/1B20@2002639
- nmet hyl phenyl ) et hyl ] benzam de 7.45 (m 2 H) 7.13 -
7.26 (m Nb5H 6.14 (s, 1 H 4.03 (q, o CH3 J=7.05
Hz, 2 H 3.76 (q, J=6.80 Hzi9-2 H 3.03 (t, J=6.92
Hz, 2 H 2.40 (s, 3 H 1.41 (t, J=7.05 Hz, 3 H (400

VHz, CHL(R(J:(RMd) d ppmN 8. 61 (s, H) %Lg)lé} (d,
J=2.50 Hz, 1 H 7.93 (d, J=2.01 Hz, | %cko RMd)d7pﬂ\m (d,
J=7. 8% HN O O[N-(cycl opropyl net h3{¢3)(&%18(£3g(§
7.52- 1.35 7.47 (m 1 H 64@22( g
et hoxypyrildb -3 J=2- @ ycidB@nyiethylya 6. LB B48 (rh, 1 HHEOF (-
y?@arrf/nm}qsﬁiofoonﬁ'l‘a} benz%meg)t]gmrl;}i@ 2 (g, U 77@ N
10- o_didd, J=7erBelfayperzange H 138
(ml .49 - 0.67 (m 2 H) 0.33 (f 4}@23 eH
H (400 7z, (?-0--tf N\ /CH3 CHL(R(J:q mo4(ln
8.55 s, | H 8.04 (|d, J=2.52 DSOBC CH3 217‘)93
(d, JE=1.76 Hz 294 [HN O _
N-(tert-butyl)-2-{[(|5-ethoxypyridin- L H 240%2(0'
J=7.81 Hz, 1 3-yl)anino]sulfonyl}benkamakerdim L
7.58 (m H,7.35 - 7.42 (m 1 H 7.1 837“7“*55”5
H 5.02 LsAJl w02 N OCH3 (q, J=6| BiddHeya G 1as,
(400 MHz, PNSO-d Y p@nmano%yrl.g@aa 1 2%402
JE5. 31 B, %1 H), a"“”°l} vy 4aHz A H
J=1.7[7 %/OYCIEI), 7. 78 (raéthy[bu lbgnzggﬁ—lz H%04H71 ag@d
ol p 5-chloro-2-{[ (5-net hoxypy!m SRR L E‘;H)
2.15 Hz, 1 H), 7.59| 295 NH 3 yl)am no1236@H1£6Huhg¥iF})105 (B-
(d, JE2.27 Hz, 1 H),] 7.15 (t, H3C (m. 3H) (m,
et hyl butyl Ybenzami de J=2 27 Hz 1 H)| 3 78 (S 3 1
H, 324 - 3.32 (m [2 H, 1.62- 1. 7B 4iBSohakaa
CH3 6195, 6.71, 6.71, 6.71 Hz, 1 H), 65043-5(791Hz i 241%
Hz, 2| M)~ 1,17 (s, |1 H), 0.91 (d, J=B,F5sHz1Hre0.
@\rﬁa 1H) 7.49-7.62 (m, 1 H)
o NN, 2-{[(4-ethoxypyridin-3- 7.32-7.46 (m, 2 H) 6.63 (d,
272 SZ o0 yl)amino]suifonyi}-N-methyl-N- J=6.54 Hz, 1 H) 3.71 - 4.00
W0 pentylbenzamide (m, 2H) 3.46 - 3.68 (m, 1 H)
O CHy 3.03-3.20 (m, 2 H) 2.78 -
; 2.98 (m, 1 H) 1.60 - 1.84 (m,
N 3H)1.35-1.46 (m, 2 H)
1.23-1.29 (m, 2 H) 1.09 -
1.20 (m, 3 H) 0.91 - 1.01 (m,
2 H) 0.84 (t, J=7.18 Hz, 1 H)
(400 MHz,
q(?Hs CHLOROFORM-d) d ppm
N. _CH 8.00 - 8.07 (m, 2 H) 7.89 -
\( 3 7.98 (m, 2 H) 7.52 - 7.66 (m,
S//O o oH ?~{[(4-ethoxypy1:idin-3- 2H)7.29-7.40 (m, 2 H)
273 N o 3 yhamino]sulfonyl}-N-isopropyl-N~ | 7.17 (t, J=2.27 Hz, 1 H) 3.72
methylbenzamide -4.10 (m, 3H) 3.03 (s, 2 H)
O CHy 2.75 (s, 1 H) 1.39 (t, J=7.05
' Hz, 3 H) 1.29 (d, J=6.80 Hz,
Naw 2 H) 1.22 (dd, J=6.55, 3.78
Hz,3H)
(400 MHz,
CHLOROFORM-d) d ppm
8.60 (t, J=5.79 Hz, 1 H) 8.24
(d, J=5.54 Hz, 1 H) 7.90 -
Qw/ﬁ?“a 8.06 (m, 1 H) 7.65 - 7.79 (m,
N CH, 1H)7.49-7.62 (m, 1 H
o0 hd N-butyl-2-{[(4-ethoxypyridin-3- 233 748 (m, 22I-€r)nG.163 ()d,
274 850 ylyamino]sulfonyi}-N- J=5.54 Hz, 1 H) 3.71 - 4.00
HN 0 methylbenzamide (m, 2 H) 3.46 - 3.68 (m, 1 H)
N O CHy 3.03-3.20 (m, 2 H) 2.78 -
| 2.98 (m, 1 H) 1.60 - 1.84 (m,
N 3H) 1.35-1.46 (m, 2 H)
1.23-1.29 (m, 2 H) 1.09 -
1.20 (m, 3 H) 0.84 (¢, J=7.18
Hz, 1 H)




Hz, 6 H (400 MHz, CHLOROFORMd) d ppm N CH 8.62
(s, 1 H 804 (d, J=2.52 13 Hz, 1 H 7.93 (d, J=2.01
woi2007/0812 H) 7.70 (d, J=7.81 Hz, | HN S~o0 0 BCT/IB2006/002639
2-{[ (5-et hoxypyri din- 3- 7.48 - 7.61 (m 2 H) 7.33
296 yl)am no]sul fonyl}-N-(3- - 7.46 (m 1 H 7.20 (t,
met hyl butyl ) benzam de J=2. 2#0Hz, 1 H) 6.13 (s, 1 N
1~ 3.92- 4.12 (m2H)3.41 0 CH, 3.64 (m 2 H 1.67 -
1.83{(m 1 H 1.53(- 1.63 (m 2 H [L.23- (n1 3
H 0.88 1.03 (m 6 H|WD 2007/034312 PdT/chR& %689
- 124 ( I\/Hz dH—|LCRCFCRM d) d ppm?®53 Oa(ﬁbg % 5(s,
| H [8.0 7 ~/ Hz, | 7. 7 1L e iz,
~O. | |H) 7488 ( ¥ 2{|](4]z‘nethc1(ypyr]d1|'\@ SO0 @ 1H)736 748 (m, 2H)
hé%S-etHoxypyrldln- -%tf @W ,w Eﬁze tf? AN |
H 2977 (pyrtolidin-|1 m ;2_=5 Hz?'H)l@Ots /
yl car|bo )benzenesulfonan1de 1 FD 4 ooy 1W @&5 Hz,
2 H)|3.72 (s, 1 H {3.48 (q, J=6.97 Hznsﬂ)sbé) 9z, (It ,
0 CH3 J=6.55 Hz, 2 H) 1.92 - 2.08 (m ZIH- 1“@93bk
~J=6. 92 Hz,_ 2A)1.144T1.32(m 2H) 9NO3 | CngRMHs)
2- [ tnyl {pdridin-1 298 HN O M-d) d ppm
yl) Nﬁg;et hoxypyr| d| n- 3- I\/a 861 1Hﬁb%(g5392i1&§5
418. I/\\ anzenesul fcw Hﬁ %Qrg Hz1
G MPd) d ppm ‘3“@%?&3” yeé.%’ﬁ“‘H) "02 ,m
Hz, Og@ (d, J32. ygapmp}@lfonyl}wam.@o | 12 (;01 H)
cycl lethyl)-2-{[(5- 1 H 7 H 7, %1‘139(3,% Py
.59 J( =m 72.81 H Hz, , 1 299 HN et hoxy )?;mm a2 (v; 134) 0.4
yl ) anii no] sul fonyl } bdnzani de - 7. 46 (n AN Y38 0
7247 (m I H 6.25((d, J=7.81 Hz, I 4 d(damm 08— (Im
2 H N 1.31 -1.11.,6H 0.83 1 03 Hﬁf ﬁ P
m 1H | ( GHLOROFORM d) d ppm | > saries arysaosd
20 2-{[(4-methoxypyridin-3- J=7.81Hz, 1 H)7.49-7.61
277 iS5 © CH, yl)amino]sulfonyl}-N-(3- (m, 2H)7.27 - 7.47 (m, 1 H)
o methylbutyl)benzamide 6.66 (d, J=5.54 Hz, 1 H)
2 Nen, 6.16 (s, 1 H) 3.42 - 3.64 (m,
Ao | 5 H) 1.63 - 1.80 (m, 2 H)
1.49 - 1.63 (m, 2 H) 0.98 (d,
J=6.55 Hz, 5 H)
(400 MHz,
CHLOROFORM-d} d ppm
8.60 (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,
E“s e
\/\/\CH3 {1(4- idin-3- . m, 32-7. m,
278 e eminisuforyy NmetyiN- | 27 60 (o, =554, 125
X pentyloenzamide 1H) 3.58 (s, 4 H) 3.08 - 3.20
“ | CH, (m, 2H)2.89 (s, 1H) 2.05
N (s, 1 H) 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=6.80
Hz, 1 H) 0.83 (t, J=7.18 Hz,
1 H)
(400 MHz,
(IJH3 CHLOROFORM-d) d ppm
N CH 8.61 (s, 1 H) 8.27 (d, J=5.54
\( 3 Hz, 1 H) 7.97 (d, J=26.19
¢° o CH N-isopropyl-2-{{(4- Hz, 1 H) 7.71 (t, J=7.43 Hz,
279 HN N0 3 methoxypyridin-3- 1H) 7.57 (t J=7.55 Hz, 1 H)
yl)amino]sulfonyl}-N- 7.31-7.44(m, 2H) 6.66
y O\CH methylbenzamide {dd, J=5.54, 2.52 Hz, 1 H)
| s 4.87-5.13 (m, 1 H) 3.59 (d,
Na J=5.54 Hz, 2 H) 3.02 (s, 2 H)

2.73 (s, 1 H)1.67 (s, 2 H)

1.05- 1.35 (m, 5 H)
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QJ

.5

, J=7.4
H 1.47 (s,

=697Hz,2H)
m no] sul fonyl } be

4 Hz, 1 H 7.33
2

3 Hz, 3 H 1.16

300 et hoxypyri di
nzam de 5.75 (s,
7.471%m 1 H)
Hz, 1 N QACH3 J=

7~ 3 (t, J=6.92

6 SAO OH3C CH 3 N-(1,1-dimeth H)
wa2@9/084312 J=7.55 Hz, 2 H) HN, O Y1PropYi) - 2-{[ PEHIER0&H02639

n- 3-
Il H 6.62 (d,
7.48 -
5.64 Hz

Il—h8

7.64 (m

TN PN ™
-OOO (@) ]
Q3 L

=z

' ESBEN
w B0 ©

ni n

76 (d, J1=7 8
3 (s,(1 H 8.73
" 8.50 (s, 1 H
(m |—|)c|H3 ~S. C
| op N 2~{ o5
ypyrifign-3- 7.4
Bl f onyl } be
N & %“CI@S, 1H
2 N 1 H 1.2
70 - 0.80 (m
.62 (s, | H 7.

s,1H (400 MHz,
7.99 - 8.07 (m
7.63 (d, J=7.81
7.49 - 7.56 (m

gNE 2(|14 0X! yng@s
nzam gen ﬁg 7.18
.10 (m

ﬁ»‘yl
3.94 -

9 - 1.45(m 3 H
2H (400 WMHz, CHL
99 - 810(m 1 H

Chl.
.6 (d By 10. 77 |-8£§ H3

%79%131 5%2%&

Zs 1 H)agfz 744 m,
L

i

) 2.8
1.38

dp) abs pp
i 2.

y7.58.0(1

6@5% Gl

d

N B g A e
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.35

.82, 6.69 Hz

SO NCyT
02N 0 &
Bl su

H)
(t, 02 27w, Hz,

.92WM.fo (m 3H)
1.14-1.51
QO / 002639

0.99 %d, J=6.5

hexyl=2=X{{(5- H)
t hoxypyridi n-3- 7|
I fonyl } benzam de
2B s I =
0" il dyes 7
naminglsyipnyhgnasey7 /
125 (400 Mz, C
7 H, 6 H 1.74
H 3.54 (td E J

/bU(G

 hopra

B4=05313 Hiz 1 H) 7 167

m;gm

03(m
D(s. 2 H) 2.75 (s, 1

ddis-4d.
—7 39

71 %gym
= X z,
94 Hz

J=7781

d)
HN

| -
= ngﬂﬁﬁﬁﬁﬁ

- met hoxypyri di n- 3t
yl )am' no] sul fony

e 7. 5]
pyrlﬁ}{[(

c?m%‘“’@

Jo-0d-g( 03(mSﬂ-I) '7

(b *%%

ddsg 78,75
2 H) @14 - 7.20 (m, 1 H)
8. Pg g, (m, 4 H) 3.03 (s,
2 H)2.75 (s, 1 H) 1.65 (s, 2
H) 1.30 (d, J=6.80 Hz, 2 H)
1.22 (dd, J=6.55, 3.78 Hz, 3

H

H)
cH {400 MHz,
7 CHLOROFORM-d) d ppm
N.__CH, 8.00-8.07 (m, 2 H) 7.89 -
A 7.98 (m, 2 H) 7.52 - 7.66 (m,
S5 o CH, 2-{[(5-ethoxypyridin-3- 2H)7.29-7.40 (m, 2 H)
283 HN® "0 yhamino]sulfonyl}-N-isopropyl-N- | 7.17 (t, J=2.27 Hz, 1 H) 3.72
methylbenzamide -4.10 (m, 3H)3.03 (s, 2 H)
z 2.75 (s, 1 H) 1.39 (t, J=7.05
! Hz, 3 H) 1.29 (d, J=6.80 Hz,
NN en 2 H) 1.22 (dd, J=6.55, 3.78
: Hz, 3 H)
{400 MHz,
CH, F CHLOROFORM-d) d ppm
f 8.25-8.51 (m, 2 H) 7.94 (s,
o F N-(3,4-difluorobenzyl)-N-methyl- 1H)7.49-7.68(m, 3H)
284 80 2-[(pyridin-3- 7.37 (q, J=7.39 Hz, 2 H)
HN™ "0 ylamino)sulfonyilbenzamide 7.28-7.37 (m, 1H)7.05-
Y 7.28 (m, 3 H) 5.05 (none, 1
| H) 4.25 - 4.97 (m, 2 H) 3.08
N (s, 1H) 2.65- 2.94 (m, 2 H)
{400 MFz,
cH F CHLOROFORM-d) d ppm
! \3/©[ 8.09 (d, J=1.51 Hz, 1H)
A F | N@ddiuorobenzy2-s- . | G585 S00(n B0 1OT (&
285 s o methoxypyridin-3- : : ; X
HN N0 : (m, 1H)7.34 -7.45 (m, 2 H)
yljaminajsulfonyl}-N- 7.23-7.34 (m, 1 H) 7.08 -
@ methylbenzamide 7.22 (m, 3 H) 4.63 - 4.94 (m,
Na c),CHB 1 H)4.40 (d, J=9.32 Hz, 1

H)3.77 - 3.83 (m, 3 H) 3.08
{s, 1H)2.86 (s, 2 H)




J=2.53 Hz, 1 H 8.45 (s, 1 H cH (400 Mz,
CHLOROFORM d) dppnt. 21-1.27(m 3 H cN NllcH, 5 fluoro
woRigopepyl 2-{[(5- H 1.29 (d, J=6.82 Hz, 3 POT/IER2006/002639
(s, 1 H 3.02 (s, 2 H F nethoxypyridin-3 304 H
yl)am no]sul fonyl}-N 3.77 - 3.85 (m 4 H 6.99 - No
nmet hyl benzamde 7.07 (m 24H.7.18 (t, J=2.27 | CH3
Hz, 1 H 7.61 - 7.68 (m | H 00 N 7.93- 8.00
(m 1h4)8 06- 8.11 g 1 H (400 MHz, |CHLORG@RN d) g
( @, 5p Hz, 1 H) N 7.87 7CfQQR FQRM?HRP"V

. g J
Hz, 1 65 d,J 781 S. 0 8H221§ISH;7337(1$71H)726051
N-6(58 et §<ypyr| di n- @Nyli ﬂ@fﬁ&dﬂvahetM 77(d514831 H21§)125§1) 1
m
e 3 5 UN O opyri ny fd 1su|for$%b'§rian{dm 2rE A gk&ﬁza-

(4. 21 \y| car bonyl)bFnzenesu onam de 7m,(m21 7.112723kd)
3.95[F % H) - 4 4/4.16 8 (m -m 2 ;qugw-ggagﬁ“
3. 82- 388(m2H)3y1 O CH3 3.79 (m B Gs (oo 8 d9

([T 3749 =360 (M T H 3.24]- 3.44 (M 2 H

1.33]- @ Ty 34 (4P0 M, CHLOROFORMd) d ppm / N

CH 8.|62 &, N\m.M(d J=2.52 Hz, |1 H) 7.94 (d,

\;2;7‘};8?3 Hl_%g?r%/ S\2 H) 'L F%ngé%;;}g’? & = 8hlﬂas£-_|pzoi’ntM=:LCMsh3'3|0.eo i
. +

N- butlyb=2- {[ (5- et ho yp‘gﬁwmﬁmﬁ”@emm“‘? 45 (m 1 H 7.21

(t, W nQ sulfonyl}benzam de J=2.127 Hz, 1 H 6.12
(s, 1 R~ %4, 02{(q, J=7.05 Hz, 2|H 0 CH3 3. 42-
3.59{(m 2 H 1.58 1+ 1.72 (m 2 H) 143 - 1.53 (m__ |2
1.140 (t, J=6.92 Hz, 3 H) 1.00 (t, {J=7.3Q,}, 3 H

(400 LERFORM: d) d ppm 3. 83 (s cHiBReboRAERarHY
(d J=5" 6 43 (S F 0 | il 842(s, 1H)8.03(d, J=2.52
5-f 1 Jore<e (4-f Fa or 0 m(gg oy 1 "By #0875 Jnd
(38§ 3 F 7.19-7.2 %" ) ﬁi gg’;ldko 50|-|762(r;128H)77241

0 pigin 3- ((E "8, 59, '5.31 HZ,H)?g4(tJ57 i\
0' CH,{ yl )am ho] sul f pnyl }benzam de 7. 7?@ j-%gz g’H@
5.18 |Hz, | H) 7.96 (d, J=2.02 Hz, 1 |—”1)40<(‘3J705H§3H))

(400 MHz,

oH F CHLOROFORM-d) d ppm
: \3/@ 8.07 (d, J=2.52 Hz, 1 H)
N . . 7.85-7.95 (m. 2 H) 7.67 (d,

N-(3,4-difluorobenzyl)-2-{{(5-

20 on; J=7.30 Hz, 1 H) 7.50 - 7.63
289 S0 © ethoxypyridin-3- (m, 1 H) 7.34 - 7.45 (m, 2 H)
yI)amlno]sulfony_l}-N- 7.31 (d, 3=9.57 Hz, 1 H)
7 methylbenzamide 7.00 - 7.24 (m, 4 H) 4.79 (d,
N | o CH J=67.73 Hz, 1 H) 3.93 - 4.11
(m, 2H)2.86 (s, 3H) 1.34 -
1.48 (m, 3 H)
(400 MHz,
F CHLOROFORM-d) d ppm
H\/<I 8.46 (s, 1 H) 8.03 (d, J=2.52
N - Hz, 1 H)7.91 (d, J=1.51 Hz,
40 P . 1H)7.72 (d, J=7.81 Hz, 1
oo | W0 ° N ooty 20& | Hy7.50-7.6 (m, 2 H) 738

-7.47 (m, 1 H) 7.26 - 7.33
(m, 1H)7.11-7.23 (m, 3 H)
6.54 (t, J=5.54 Hz, 1 H) 4.67
(d, J=6.04 Hz, 2 H) 4.03 (g,
J=6.97 Mz, 2 H) 1.41 (t,
J=6.92 Hz, 3 H)
(400 MHz,

cl CHLOROFORM-d) d ppm
H \/@ 8.4 (s, 1 H) 8.04 (d, J=2.52
N al Hz, 1 H)7.92 (d, J=1.76 Hz,
1H)7.73 (d, J=7.81 Hz, 1
N-(3,4-dichlorobenzyl)-2-{(5- H)7.51 - 7.62 (m, 3 H) 7.40
291 ethoxypyridin-3- -7.50 (m, 2 H) 7.31 (dd,
| yl)amino]sulfonyl}benzamide J=8.18, 1.64 Hz, 1 H) 7.21
{t, J=2.14 Hz, 1 H) 6.52 (t,
J=5.67 Hz, 1 H) 4.67 (d,
J=6.04 Hz, 2 H) 4.03 (q,
J=6.97 Hz, 2 H) 1.41 (t,
J=6.92 Hz, 3H)

Z yl)amino]sulfonylibenzamide




O0O0tr 808 (d, J=2.53 Hz, 1 H 8.37 s,1H WD

2007/ 034312 PCT/ 1 B2006/ 002639 - 126 (400 Mz,
WQERHDRSBCRM () d ppm 8.57 (s, 1 H), 8.23 (s, PCT/H2006/002639
8.16 (s, 1 H, 7.65 7.72 (m 1 H), 7.45 - 7.53 N~
(m I H, 7.30 - 7.42 (m2 H), 3.90 (s, 3 H, 3.04 -
3.5 ¢l , CHB3 (m 1 H, 2-7T8- 2.85(m 1
4-chl oro-N-(5-net hoxypyridin-3 308 NH

yl)-2¢ [(3 net hyl pi peridin-1- H, 2.71) (dd, ,zhl. 37,

6. 32 )Cﬁ\r borfjkl J{benzenesul f onam dge d'HZQROFO Ard)d) d ppm 45
- 2.55 O 92 (d, J=4.29 Hz H@“ﬂ 35}%0?,&
J=4. 29 thf}g H) ! ' 2?[(52&?’0&&) ndln31 Qdﬁ(m 1H)
Jm23. 6 , 1 H, 1.26 (mmindsulory)nN-j2da- 14/ - 7’2§(m(1ﬁ17763(mHo,
1.04 dl O\Cl}ég 58, 6. dghpenviettyiider@antg- D

(400 MHz OROFORM () d ppm 8.21 (d J—iQo'l-E'ﬁHb-&?Nq 1
H, 813 (s, | H, 7.65 (dd, J=8.34, | 5 BEEZDI0M,
7.43 b-chl oro- N-|sopropyl 2-{[(5- (t J+21.({1.57.0dzz, 3 ) ?—I
739 369 0= O |||:L||U)(yp7| —eH+3= ("""’4 3= ,
4. 04, Hz N yl)am no] sul f ony c;HNaRoEo d,)demS
(t, JE \JArret hyl benzani de , % 3‘;’_,)8*9 (g o ,
3.03 30 , 2.90 (s, 3 H, 2.78 ( 771 +-B,Hz1 5
- 1.34 *( °%4 H, 1.23 r((dy,clopﬂobyznﬁth)'z'nm{[tdz )7

DRBO- G ppm 10. o;mgf g;vpgng 29J_§ A 55&1
1 H, Oi Qd, i F|J gergy dg( H7.05 he, 2HH)
5- chl pr o< N°( 481 uor doenzyl ) -2- J=2. 02 A R o
(d, 3f0 os~0 o {[(5-|met hoxypyri di n-3-| J£& B4 HHz9 - 0167H’,
7.65 | 7.72 yl)a Rlul fonyl}benzani de| (hf"2%%; J=478 e

(dd, P=8_34, 717 5.896 Hz, 7. Z 2. 221, 7(2ddd, J=#4.01,
H, P. O@FZ é—& 4.49 (d, 0\ J=5.8]1 @oppz 3. 7)

CHEOROFO(md) d ppm
8.55 (s, 1 H) 8.04 (d, J=2.52
82 e ch Hz, 1 H)7.93 (d, J=1.76 Hz,
294 HNT Y0 8 N-(tert-butyl)-2-{[(5-ethoxypyridin- { 1 H)7.67 (d, J=7.81 Hz, 1
3-yl)amino]sulfonyl}benzamide H) 7.47 - 7.58 (m, 2H) 7.35
z -7.42(m, 1H)7.18-7.22

(m, 1 H) 5.92 (s, 1 H) 4.02
NN en (9 J=6.88 Hz, 2 H) 1.53 (s,
3 9H)1.32- 1.44 (m, 3H)

(400 MHz, DMSO-d6) d
ppm 9.98 (s, 1 H), 8.74 (1,
| J=5.31 Hz, 1 H), 8.03 (d,
J=2.53 Hz, 1 H), 7.93 (d,
i J=1.77Hz, 1 H), 7.78 (d,
J=8.59Hz, 1 H), 7.66 (dd,
0= © 5-chloro-2-{[(5-methoxypyridin-3- | J=8.46, 2.15 Hz, 1 H), 7.59
295 NS CH,y yl)amino]sulfonyl}-N-(3- (d,J=2.27 Hz, 1 H), 7.15 {t,
r1 X HC methylbutyl)benzamide J=2.27 Hz, 1H), 3.78 (s, 3
2 H), 3.24 -3.32 (m, 2 H),
1.62-1.73 (m,J=13.34,
“oh 6.95,6.71,6.71,6.71 Hz, 1
3 H), 1.43 (q, J=7.16 Hz, 2 H),
117 (s, 1 H), 0.91 (d, J=6.57
Hz, 6 H)

(400 MHz,
CHLOROFORM-d) d ppm
iy oH 8.62 (s, 1 H) 8.04 (d, J=2.52

W 3 Hz, 1 H) 7.93 (d, J=2.01 Hz,
20 1 H)7.70 (d, J=7.81 Hz, 1
2-{[(5-ethoxypyridin-3- H)7.48-7.61(m,2H)7.33
296 ylyamina]sulfanyl}-N-(3- -7.46 (m, 1 H) 7.20 (t,
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1.68 (m, 1 H)




o yl)am no] sul fonyl } benzam de (d,

(d, J=8.8 Hz, 2H),

W@ 2007884312 3. 782 (s,

3

4.540 (s,
H 1?2y N

2H),

J=8.

8 Hz, 2H),

MeOD) 6 8.123 HN,.S=0 0 CH3 N-(tert-butyl)-2-{[(5-

6. 911
/ 11 N O CH3 3.904
~CH N CH3 (400 RE#®1B2006/002639

(s, 2H), 7.812 (d, J=7.2 Hz, 374 0 methoxypyridin-3-
1 H, 7.658 (m 1 H), 7.543136-
yl)am no] sul fonyl }benzanmide (m 3H), 3.891 (s, 3H),
1.474; (s, 9H) N:JNCH3 r / N-\/ (4p0 I\/I—|z(00WévOD
8. 071| y376 HN~320PD |N- (cycl opent yl net 13)%*%8(‘?’5%‘@2’(f§d1 Tb ,
2H), 7.8 m| met hoxypyridi n-B7.eb 7(m&H87&3(d (s,
3H), B. 311i/oooyl ) am [nog- suietf.damflhab@rzza gsl‘('rm 8;t42
23283| (MmN 1Y), 1.898 pholirg: ‘n(m »7.19 4315393
(m 2H) N (400 Mz ‘°n}|?)é@ieées‘éf°“?‘8%? % §H> <tJ
8. 500 8.255 N~~CH3 (m 1H), k!
7.905 d4$° 7.747 (m 376 =0 0 | 1H)3s0- 359(m1H)
N- but I -N-nethyl -2-[l(pyridin-3- 1 H |7 é‘%&(“%ﬁr"z‘ﬁ) H)
7.440] HN-SO yI m no)) sul fonyl ] benzam de (M (a0b iz, 606
(m 1H), .1@@? 2H), 2.830 (s, 2H) C OFSI.DFQ@M 1390
(m 30, 2 (m 1 H, 1.025 (m | #H5 séﬁﬁ
1 H (40@° , I\/E(ﬂ‘ 1638 dlﬂ_l@rdbenzyl)-Z' "sCHB 1H)773 (d, J=8.06 Hz, 1
23¢[ (5- t°hoxypyrl di - %am'ﬁgﬁﬁﬁﬁgb nzamZe 3@)7761 W%H)J%‘?,L
HNS 0O | ) am no] sul f onyl } ( Mm,2H)7,23 € JBZOHz
11 pent fizanmi de 3H), 3. 896 (s 3H) @';;1
1.683((m 2H) 1.441 (m 4H), 0 977 s‘ 2(5
C=CH3 H-919 HN-S-0-0F N-{(2-H uor'zben.z". 2 [(
378 0 11 ho ridin-3 / (%oomHz
yl ) am no] |4 behzani de N 0 ~Cf ?@Q ;Zig 4312
PCT/ | 32006,,@30 639 - 13RHL400u 1% %B (57 (ol 64769
Niss® | CHBI LS, O2H), 7} 88T NV)ﬁ (0, 1=7 81 Ha 1 H) 7.52
2- ( [ ( 5- @jxy pyr i di nyl@:bon?l)bﬂé@esélhqamlg_e 261H)( w&@; é7 46( 79
HNS=0]| 0 yl )am no| sul fonyl }-N-(3- 3 366339 ﬁ
j t,J=6.29 Az, 2 H 85’
3H), 3.4 d’r‘?")' H? 208(an4H))
?Hs (400 M:z, MeOD) d 8|._il 00
N , 2H), 7.900 (m, 1H),
\/\© 2-{[(5-methoxypyridin-3- 7(.[849-7?450 (3H()r,n7.36)2-
370 e © yl)amino]sulfonyl}-N-methyl-N-(2- 7.217 (m, 4H), 6.991 (m,
’ phenylethyl)benzamide 1H), 3.899 (s, 3H), 3.332 (m,
# 21H), 3.173 (s, 3H), 3.074
Naw o’CHS (m, 2H)
CH (400 MHz, MeOD) & 8.630
N cH (s,(1H),1|e_;|.)48759($,(1H),13.)121
3 m, s L. m, s
37 00 CHy N-methyl-[r?;;gfsri-é?ri? butyl)-2- | 7.805-7.388 (m, 4H), 3.642
AN " lamino)sulfonyi]lbenzamide (m, 1H), 3.130 (s, 2H), 2.823
y (s, 2H), 1.719-1.343 (m,
“ ] 3H), 1.013 (d, J=8.8 Hz,
Ny 3H), 0.749 (m, 3H)
CH,
Q\H\/@ (4?0 MH)z, MeOl(:) 618H1) 50
. s, 2H), 7.900 (m, 1H),
72 | 400 e arnoioatomin. | 7007245 (m. GH. 4751
Q thylbenzamide PSRN Yo 1
methy 3.899 (s, 3H), 3.020 (s, 1H),
Z ] 2.749 (s, 2H)
Naw ,CHa




0 net hyl butyl ) benzam de 2H), 1.766 (m 1 H), 1.581

(m 2H), 0.999 (d, J=8.8 Hz, N, I O6CH3 6H) CH CHN
woig78343400 MHz, MeOD) 6 8.099 ,5=0 0 PCT/IB2006/002639
N- (2, 2-di et hyl propyl )-2-{[(5- (s, 2H), 7.852 (d,

J=9.2 Hz, 380 HNIIIIl nethoxypyridin-3- 1H), 7.671

(m 1H), 7.581 yl)am no] sul-figmyl } benzam de (m 3H),

3.865 (s, 3H), 3.207 11 (s 2H). 0987 (s, 9H) N_0
100 Mz, CHLOROFORM d) d ppm N8.47 (d, J=2.52

I 42 (Of,o9=. 76 Hz, | 1 @M Renfaddes
D- ri dip- R n%th&ﬁr{zﬁﬂ {[&, (t8 2!3)87 Odc,i J=3&ffz, 30

N Q57P) ami no] su wida-met hyl 372740 4 78
506 (m 1 H pWéﬁ'V?‘@T”H ?“)‘aﬁ‘@ﬁzml(gadez EH)Q 4o<fz§l<) 99

8 (d, JF2.01 Hz, 1 H) 7.7C%0ds RT3
°1H)7.54-7.6303(m 2|H) 7.38 - 7.47

: (O, —3JE7. 30 Hz, +—H 378 (S5, 3 1.89
CROFORMd) d ppm |/ N ,CH 8.14 (d,
3801(3 1H)788(d J=8.31 |0

a 2 % J=8.3 Hz M ?6%.1&@_

Wl et hyl ] 2t {[ (é{tm(x yll’)ldl [2(35 % (m 1H)77543

B, 5292 0 et hoxypyl)é'dwhulf@wl}bﬂzam'di H)m @4)9?91 3H), 1.474
N )

o

o B~

o

~
RP~NONON TP
~—~ L

G~ a0 WwWN
RZ2ERDES

z
— L £

&

w
.g,\.
~ P

O O 00
[(o RN~

b h)am no| sul fonyl } benzam de 84 -
m 1 4.61 s,3|—|)3.82(s,3|—|)N,OCH3
3.12 (m 4 H|2.79 - 2.95 (m 2 (400 MHz,
H8.66 (s, I H 8 21 (d, J=4.53
.27 Hz, s;0 0O N
'13-|H)796(s z, eODRS {0t
S Wchmpeylioti £ 25- py ( éﬂ [ AT

NO G GO

bt J37. A3HHz283 (i, 1
757 e, ) [ SO
. . ?3,3 JE?ZzH) (
3.73 PN B4: (m 5 H 2.99 (t, J= 6 9 Hz, 2°H (4Q0
MHz, CHLOROFORMd) d|ppm i H 8.50 (d, J=1.76 Hz, 1 H)
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(m 5H 3.03 (t, J=6.80 Hz38-2 H WO 2007/034312
PCT/ 1 B2006/ 002639 -139 (400 MHz, CHLOROFORM d) d ppm
N7.98-80L(m 3H 7.84 0
2-{[(p- ho§ypyr|d|n 3- 7.93 (n] 1 (?02?3%@d6§5385
HN's | o ' sul ff on plper d
1586 /ﬁio(H) 7 48 - yigmﬁtgho rid 3 JI;] ( g?—i(rgélsam _|)
7.40 046 (m 1 H) 7 TShyPltty')beE‘PﬁQdQ? ZH)% "JXI'1 %’; CH
2.96-5/0 (m 2 H 274 (s, 0 36 ‘11% (M
4 H L7 o% 2 H) (400 MHz, YN CHL ORMd) d ppm
~N3—— 96— th—3=932H—3H—-S—90
2-{[ (B- oxypytidijn-3- 7.80 (s, 1 H 7.66 (d J 7.55
386 HN 'S ho|| sul fonyl } - N-(2- py rLP'h o) Hz,
H 7.50 (L, 10=7.4%" 1z, v Bl R0 3? i e
(880 JETNGB Hz, 1 H) | 7. &etécz?}ypy?bm é’s 716n I!%WN
0, CH3| 3244 (t, J=5.04 %E'""‘?]E“iﬂﬁ}e.zza@'sw A5 09 Q?i%
5 H) h% (400 MHz, O j 2-{[(5-nmeth ypyr|
CHL OROFCRIWP % d ppm| P/ 0 yI)anino]su onyl } - N—[2 (1
QO 10 Z 72 2 (m QQ7 [N NIl
T LI T [N WL LBLA 4OMHZ
nmet hy 0 7.28 - 7.52 mHA_a&J RMg)dgppm
yl ) et S ' L04 (s, I H 373 7 12?2;1 3
(s, 1|H &}Lmehox ynd‘ ‘313) Zﬂéﬁ)
(480 VHa™o CHL ORMm ino B JnlguN §z@5 e
8.05 [dAJ=2.52 Hz,|1 H)enyl?ths‘DiEnZérdde J=2"0% ,1H,{nﬁ(d
,0 2-1R(3kmethoxypyrjdin-3- 1 H 7.67 471315{731»«7 ma
) 388 HN'S ' o o yl)amnino]sulfonyl}- \ﬂ@%ﬁ 7%$)
7.57 (m 1 H 7.37 pethylphenyl)ethyl] nz&nn ghes, )44
H
gnl 2| H .10 - 7.25(m 5 H) 6.23 (“04£§g%$ﬁ§}mﬁs
8.14 (d, J=2.77 Hz, 1 H
N\:/\o’CHS rer. » 8.01 (s,(1H)7.88 @ AN
L1 NA(18)-2-methoxy-1 Hz, 2 H) 7.46 (d, J=8.31 H
520 CH methylethyll-2-{[(5- z, 2 H) 746 (d, J=8.31 Hz,
382 HV ™, 3 methoxypytidin3. 2 H)7.32 (dd, J=8.18, 5.92
Y yl)amino]sulfonyi}benzamide Hﬁ' *_1‘)"2 &9_96(.3"“’(:[;,‘716&‘)’2’
| 4.61(s, 3H)3.82 (5, 3 H)
N g O 2.99-3.12(m, 4 H) 2.79 -
2.95 (m, 2 H)
(400 MHz,
CHLOROFORM-d) d ppm
" 8.66 (s, 1 H) 8.21 (d, J=4.53
Q\’(N N Hz, 2 H) 8.06 (d, J=2.27 Hz,
lo | P 2-{[(5-methoxypyridin-3- 1H)7.96 (s, 1 H)7.73 (d,
383 HNT g yi)amino]sulfonyl}-N-(2-pyridin-4- J=7.55 Hz, 1 H) 7.52 (i,
ylethyl)benzamide J=7.43 Hz, 1 H) 7.37 - 7.48
@ (m, 2H)7.23-7.28 (m, 1 H)
NG N 7.17 {t, J=5.54 Hz, 3 M) 3.73
-3.84 (m, 5H)2.99 (t,
J=6.29 Hz, 2 H)
(400 MHz,
CHLOROFORM-d) d ppm
" 8.50 (d, J=1.76 Mz, 1 H)
g SEnm
P (e din-3- .06 (d, J=2.52 Hz,
384 > © 7 yl)anfir{mgfs:?fitrt]yc:;yrxlla-)('g-;;;ridin-s- 3351(3)17?67‘52 J@%fﬁ_'“
@\ ylethyl)benzamide 1H) 7.53 (t, J£7'.4:; Hz, 1 |-Z|)
Ny g CH 7.42 (t, J=7.43 Hz, 2H) 7.20
~7.26 (m, 2 H) 6.47 (s, 1 H)
3.73-3.84 (m, 5 H) 3.03 (4
J=6.80 Hz, 2 H)




I
2

N~
Hz
¢

O cH3 H)

3.75 (

H 2.39

q,
, S0 0

J=6.97 Hz, 2 H 3.03 (t,
s,3H CH3 YN (400 MHz, MeQD)
W@ 2007884312 7. 939 (m 1 H),

J=7.
S 8.120

PCT/IB2006/002639

N- (5- net hoxypyridin-3-yl)-2-[(4- 7.735 (m 1H),

7,603-7.395 389 HN O net hyl pi peridin-1-
(m 1H),

(m 3H), 4.6

yl ) car bonyl ] benzenggsul f onam de 3. 900 (s,

05

63

3H), 3.413 (m 1H), 3.134-2.845 (m ZHL 1.810 N CH
1.160 (m 5H), 0.988 (m 0 3 3H) C (4 (&opiz,
Me QD) 7 99 (m 1 H, CHLOROFORMd )d ppm
N-(cyI opYLmattyl ) - 2ff(5 7.741 ( 791 E%%@‘(n
,5z0 D tho rii di flEmehpgypyidip-3430
388 | §29 (s, 3H) mﬁ‘;’) ”(2 'd’” 56(m1H)740 7.46 (m,
g%ei %&,ﬂgnzzmz 5 H)
yl ) am o]lqufonyI} 3.260 (m 2H) 1 3 2 H) 2.74 (s,
pr opy h2am de 2H),| 1.041 (m 3H), O} 753 1.63.6Q3H 4Hn
1H). 0.625 (m 3H), | 0 3 0.185 (m 1H WD 76673431
PCT/ 1 B2006/ 002639 -|140 (400 MHz, MeQD) 5 8.150 CH
(s, 2 46(d J=10 Hz, CH3 3 1H), ?g’f :
7, 615ﬁ) w@ (3, 3-di met hyl pi pe C“ZOFJ OLReR J
7. %ZZL °1 1 2-{[(5-methoxypyridin-3- 780 (s 1H)766 d J= 755
yrycaf b nyl] N- ( 5- net‘f?%"k“aﬂﬁm}éﬁ“ T S0 3%,@%&2%%5@2 ipp2
(m 1H, I 3;y!)benzenesul fonam de 3. 32 1 HY B4 (s, ) §6
(s, 1HY 1726-1.467] (m 4H), 1.083 \|3 3:HHZ§H &°
Hz, 3H), 0.909 (d, |0 J=37.2 Hz, (400{ MHz ORM
d d 3pm8 43 (d J=2.02 Hz, 1 H) 8.382 (d J= z .27712,
1N H 1CHH) 7 83 (t, ~Y J—7 15 ,
7.69 ] yridin- 3 M&ﬁ%@gppm
1.01 ,st r'| |y,)§nm iz | - | 31601 tirdtz - 7.92 om,
J27.5p,711°14 Hz y| cameom enzenasﬁ{f)ﬁé g;ggm
7.41 E; } J=7.71, . 26 r&')e*hvmre"zrawd67 37|, 58 GH) 2
4. 05 #B 1 H N 8r 3.55-3.64 (m 1144)2@01242H>
3.40 (m 2 H 1.65-1.89 (m 5H 1.p4 - 1.33 (m 1
H) (-I-UU VHz,CHEOROFORMF (400 MHz,
o CHLOROFORM-d) d ppm
H ] 8.66 (s, 1 H) 8.05 (d, J=2.52
Q\(N Hz, 1 H) 7.95 (d, J=2.01 Hz,
S,/0 5 \/\© 2—{[(§-methoxypyridin-3- 1H)7.67-7.73 (m, 1 H)
388 HN ™% yl)amino]sulfony!}-N-{2-(2- 7.48-7.57 (m, 1 H)7.37 -
methylphenyl)ethyl]benzamide 744 (m,2H)7.10-7.25 (m,
3 5H)6.23 (s, 1 H)3.81 (s, 3
Na L _CH; H) 3.75 (q, J=6.97 Hz, 2 H)
0 3.08 (t, J=7.05 Hz, 2 H) 2.39
(s,3H)
CH,
U (400 MHz, MeOD) 5 8.120
(m, 2H), 7.939 (m, 1H),
R IV N-(Gmethonypyridin3-y)2-i4- | (35 (T 1) TA09:1395
0 methylpiperidin1- | 3 950’5, 3H), 3.413 (m, 1H)
Z | yl)carbonyllbenzenesulfonamide 3.134-2i845 ’(m', 21, 1i810-’
1.160 (m, 5H), 0.988 (m,
Na O/CH3 (m gH)) (m
(\/CA (400 MHz, MeOD) 5 8.177
N (s, 2H), 7.959 (m, 1H),
_§=00 N-(cyclo;t)I:opylmgthyl)—_z-{[(s- 25317&%0121):‘]7:.&133%(;?:
390 g methoxypyridin-3 3.929 (s, 3H), 3.649 (m, 2H),
yl)ammo]sulfony]}-N- 3.260 (m, 2H), 1.824 (m
< propylbenzamide 2H), 1.041 (m, 3H), 0.753
N | _CH (m, 1H), 0.625 (m, 3H),
0" 0.185 (m, 1H)




10

15

d d ppm4.69 (d, J=5.81 Hz, F 2 H), 5.10 (s, 2 H,
6.50 (t, J=5.68 Hz, 1 H, 7.16 - 7.23 F

wQ2qof3(benzyl oxy) pyridin-3- (m 2 H), 7.29 -rPCr/BR0¢a102639

1 393 yliam no}sul fonyl)-N-(3,4- H), 7.36 - 7.46 (m
7 H, SAN Al o difluorobenzyl)benzam de 7.53 - 7.56

(m | H, 7.59 (td J=7.39,140-14 Hz, 1 H, 0 JT 7.65
(dd, —7 83 OJG L1 NH, 7.96 (d, J=2.02 Hz, |

H) , 3 Hz, I H, 8.51 (s, 1 H Exanmp|e
G In thlty data for Exanpl es o MHz MeOD)358.150 L
Deterh na | ound Kl app A det Br@m"% San J" HZt e

Kapp pf,t; corrpo’unds af 4 dremjigpuRiRgi op m)ﬁgiz (m, 1H)

ré%iom aht 5 CYPBAm')gﬁmﬁg\im%@Xx\ d" 332 In 1U 5.
The af was perforjmed ™ 'n & Loof BhRake
buf f er g/cm 5 MM [TCEP and cont ai n| J216%42 3H) 0909

di net 1y| formani de (flinal concentrati Jn) dponzbi ti gn
of substrate and inhibhitor A typical{reaction for t

determination of Kllapp val ues was cafried at room
tenperature in a soljid black Costar ut 6 ¥argHOsROGRAM

pol propyI@: ate.[ In each well, rec¢ ardpt}‘ﬂfqﬁid Jﬁ\?é’?A
M

I~

enzyne (5 r./8 nM final 10 concanmvmxsmm)783(t

dependi ng oh tfhe conrrerhp(g@gmogj%@?@z of | t pEZEAZY,
pRE- | 1cub&t"°¢98 in the r es@ped-10f t he| i7edidEta . 1imr1 At

| east |30 gihutes in tH@’b%{%@%e”?ﬁTff"F'@?e Wghls 27 Ts, 120t .
pre-inpcubati on was conpleted (- 30 m naqH)ta 40EROITH)
was i pitlateg by addi ng NADPH (200 uM 3400@ §’?§5”’13534(;1
conceptration), and 5H) 1.24 -1.33 (m, 1H)

7- benzyl oxy- 4- (trlfluororrethyl) counmafin (BFC) (5 uM

UI

O

n

—finat [concentrationy —The oxidationm o o&ml—Ec‘H ES
substrate was recorded by a 96-well p a(gtdepnf@a deEs.81 He,

POLARst ar (B LABTECH, 15 O‘fenburg Z%

initial ae@«a vel joci y Jr( iﬁuﬁf{m:{?ﬁ
f agast d@ r eac\g W%enz %} (3 4 £ o466, 7 thhe
fluorg ﬁ@ i s ciﬂvorv@awl)bwzamrﬂet i ‘re(,dsej ;fat("h@Z) it

absen,e ad the presence of WD 2007/ 0Bd3%283, 0.76 Hz, 1
PCT/ |1 B2006/ 002639 -[141 various concent'k 5t(%ig ot ;;D
i nhi bl tors. For non-jpartial & partial|inhidaitsorns, the

Kapp values were determ ned by using the equation for

Bk GO NG Rii D B4 el oped by Mrrison, JF
%sgﬁﬂ et PS% }EJZagﬂ)oéhys Acta. 1969, 185:

69 erer'awat'w SIWAPYWHbdr SE et al . (Szedl ascek, S.E.,

Ost affedetdyminatiserdidimg KM, of &neccombaahds M Be ||Bieﬁttbh%g‘ia|nsl recombinant

d—\&‘%ﬁ4 eg%em p%;lfgr)ned ragsfﬂ%ﬁé 'T‘ﬁ@la\és smag%ﬁf)rtngg rr? § “16614&% sodium

ubst ywas pur from ) .
b oErors "85 sl mECRER sl &ﬂ'ﬁ?'w%h# AT pEds (Tl
qgg@dtratlgn)tuhqxsadg[tlg;ug}f subsreig rahd inbibitor. GYRBAlreactibd foethz yetermination of
Ka&acémees@agesaméaaat RIS C Reapediufd fMal SMd iR b slCA R be-well

t CYP3A:
B s o8 R les gt S B B G e or 8 . fna
qovesBiAten dRBENIingON hetcommiersist bewpect teCaByTeR) afan Sre-ENBEAd in the

doysendRa tHeanittbr fof ati [6Hat BO Min0i@s ththe 3&kay B@'ﬂe@%&h%@mcubatlon was

| andar d
%@Bl@@? k %%lljl—) hg re%gt?o%%a%\@lsgggyg ecg]%ghﬁg)ihgﬁocuﬂyr h aéaon]eerngﬁqon)
3 d- bﬁ%’\?@h‘l (tfrf'HWP'B?t VorutieindBREE 4Mf te! eaedniration) The oxidation of
tbo ouoandsubbiraie was eestisnby 996-well Pt rexianmpbIeRsED BME DABTECH,
&,%nﬁ,r ,&&mPny)?- 3 and 3.1 nM. The incubation substrate
Qront ai ns 25 .tM testosterone, 0.1 ng/nL human
| i ver h?ﬂﬂ&'?'d%%:?ﬂ‘és"e'%**'Wmmpﬁ?“fesrﬁamﬁo‘f'%ﬁ%ﬁ QUmin R B8 sirgiiae when
thdrelpadef af the(fli@BscaM| praatdct s Hhpar vihdinte] i ditel abBeroé ameh akeQirésice of
peak area ratio against an internal standard is
determi ned by LC-MS/ M5 anal ysis. The production of
6- (3-OHtestosterone fromtestosterone



10

15

20

25

metabolismis determ ned after incubation for eight
m nutes by conparison to a standard curve generated

wo evo7obu312ret abol i te Sanpl es were anal yzed in t PeT/NRW6/002639
node using a Sciex APl 3000 mass spectroneter 20
(Applied Biosystens, Foster Cty, CA) with a Paradi gm
M54 binary punp (M chrom Bi¢Resources Inc., Auburn,
CA) and a LEAP CTC PAL aut osanpl er (LEAP Technol 0gi es,
veRYs R tratens, of Anhisriens o e eR-rasisl & gartial @hﬁ"tmﬁdf‘%i‘wrﬂlﬁa‘uqﬁ’()were
détePmibedy usiag theteq(dRbie foo ghnbikgding illatitbadweopedAy Moasory IB GMorrison

JrOBioBR Bohys Hoiatlhde, foolTBR és? 58O SE bl AN dascol, SE.,

faormc

?ﬁﬁaf‘ﬁé/t RE-Vitell 'Vk Ej‘d Vigth. Po?‘?%'ﬁﬁn 1Bttt S EoHEHE Ti e
( mMrimufuesycetidubdtate BFEY veas(putchaged from @igtha@Std.o8is, M0)1 TS cdnrfBercial

Luess Fre@mBinal eﬁz;&eg W%re ed Tmﬁls%ﬁﬁ'?l r@cohﬂin?rﬁtdY@’@AN Obs @Rzyme

BB auac% (S8 HOIR 1B o B Bl Bt ora APl apiyPaat +
YentIerBebersoines]) wasepufohhded fiom GD/ARISCISBEO (WSS, MA).
ﬁpeCtD’eﬂ{ﬂiﬁh@forﬁﬁiﬂ 1030 Sagalnd6 t EYHIARL b EbdgiEinen® NofZ MHikllon of

% %E%Ltab Qsjtive Interface Turbo-ionspray
en‘per ature (TEM 450C lonspray Voltage

(19) Tﬂewsavom REMAMEY UsP@IRytandsrd@5 weloripte 3lagiarp IC50 values are
dACTlatBR00 Gk Q263 DhibitidridbtdNalned foz€ich (edEBhpddd al@dohtshtratidns (for

e?gﬁﬂlé I(:,t%IP)ozﬁé (8%":325\4/’ ?% rﬁg; @E@IE% %@@ati%@su@%@g rlﬁ&dcontains 25 uM
tgstesterones f-4 Snakplo Aemamnliyey misrosermesd 3 0@ NADBH. arpgpogepsing phosphate
Hffdrd 1®. mNDedHer .4y QadrtiGior0df mMtEbOitagkak Bk rdy E@dMst Bryinternal standard

gﬁélgr%l’n% nEC QIEIMSthag/glE | 0L u&gdu%oq %F? g%m te%? ge fljoﬁ-:rnas?osterone

rmed
fﬂ?ta‘w"a@ Ptﬁﬁmnerﬂc%wn%eﬂoe aar lghamigies By omPerisen fper etanterd curve
genératad tor e md@baitemi ned for each test conpound at 6

Conc%gﬁ)@g W%aélh% irfPthé& I\Fmode7é9\g 323%%)( A%?’BO%O n%Zs §pectrometer

I ncubat i on sub mXx CO
@P 7 e nt oot ‘i‘tyng?pﬁLWWUrPar?aﬁd‘Q@r WCP'B%HWD {iehrom

BifResAIDRS, In@ndubpot &% iandn ap heAD BAC ePAbudute@amPlGOLEAR Teclpidiogies,
Tarfbro, @)anA 'Pheﬂfioin@ﬁbxoéyn&ﬁi ahplpbiberMEBKK 26 Sfn Al (Phenomenex

ai ns
ARESb b ShARE v R el S aRbo R s Bt oo
witef 4endiH eferaticaciddmmietyanati@).e Theifellewingaifradient vacusiedit | on
f or [el gine (mimuiddT €5 DY%BONMpPAr | atd @Lminjot andard curve
gengratedgpor tie metabolTter $EPtes Were anal yzed

in thg_NRM_n:geL(_LusJ—ng—a-s ass

spectromspér (Appl | Y Bi szsterpsg, Foster City, CA)

with a Pakedi gm M54 B nary punp 0(8M chrom 15

Bi oResourggs ], Agburn CA)—gggt—a tEAP CTC PAL

aut osanpler (LEAP _Technol ogi , NO. A

Phenonenex Synergi, 4 p, Polar-RP, 10 X 2.0 nmm col umm

( Pherfbereaments, injecfion yaummeyasGAML wadilowsed splioposs@pamatith O mL/min
ntgrfo e RYQQ' slpé‘ctrsrh&&eAWE%’s bérﬂ:ﬂn&iﬂrsm&th@%l&@ﬁdﬁlﬁ 3@50 rgass
o {e 4] and: 0.1 %formc acid in methanol

SPﬁ% Pier Sy gradl ent was used: Time (m nutes) JB

IF$tiggrentgetings rrL/ m n)

lonization Method ES|, positive
Interface Turbo-ionspray
Desolvation Temperature (TEM) 450°C
lonspray Voltage (IS) 5000
Curtain Gas (CUR) 15




10

15

20

0.00 0.8 0.1950.8 0.55
sanpl e injection volunme was

w@omwAssizumMm with 0.4 ni/mn

spectroneter.
foll owi ng API

Anal ysis was p
3000 mass spe

I nstrument settings |onizatien Method ESI,

Interface Turbo-ionspray De

95 0.8 0.6 0 0.8 20 The

10 pL and flow was split
goi ng to t he nMasBCT/IB2006/002639

erformed using the

ctroneter settings:

positive

olvation Tenperature

(TEM 450%sbulzashERY Vol t age

I'S) 5000 Curf@in Gas

(CUR)” " 1=CailoR BB/ (CABY 312 "PCT

B2006/ 002639 6— 145

= 2PN

Nebttl—t C'\r\ <L CAD 6
TNCTIOUTT L\ O~ o_rn arRte

Potentla“ace;quﬁﬂggnnound Transition (niz) DP_EP _CE

CXP e. time I1- hydroxyn1dazo|an1AnaIyte 342.2>203.1

Zlb &%oubg 18 .44 Tedkdiidn 2A 3 10P PCAA T I( b(t)fBrU B0 Time-

Kl app- anp Ki anp BEC. | (BE C5d mzé;g 0
Zgﬂa 044

BTt B o e B e o5 | (WP
Super.) No.

(Testo.) (Mdazolan) No. Baculo.)
Paculiekmisktiel of icMa %lﬁMCW’Mﬂ Mwéas&r%‘\er{t N inhbitOn 5)38\1|dazolam
.023 2 0.901

.S?éﬁf 0. 003 0. 39 325 0.

'@%. >0. 750 47 0.332 0.03 0.026 3 0.858 >1.00

>0. 750is>gsay3@s agfosmed)Eing a3Bmdayd 90 well datg dasgin. (CE8 I calculated
tRdr0Ae p&c&5ﬂhiﬂiﬁm&teﬂﬂneﬁ(}o&9n BstTdMpound Gt @&&n@a@ﬂé@or example:

. 1.0.,2 8 Q.Q57.
Book 858 8o gt a8 plugiehaPaeghs s tp e
%1 Og/mé. romen iEr OiC@@me?: e BADRYH. a1 pgaging mhosphate bgffer (100 mM,
M 1.2)3 Quaffidtiod 0DR8athiR bbalbdred ratid Sg&indd 2erd 3Blardli® datdmRd by

387050 9028800 PR AR a3 (R TS88 e

’29' mynegafisr thgypgtian feraiphbmingtes By cameagspndo psigndrr)gsys generated for
tte Mé&dimlitel 3 0. 251 0. 024 58 0. 15 0. 0091 0. 0253 0. 0265
14 0. S’é\% eQ w@r@ aﬁg%zg me W%édeous%?a &lel Q\gl 3055 n%s@ Qpectrometer

16 O 065 61
oot AesToanS Crsbse8 1A OIS MO NIS 6By Sy (Mchrom

BoREE8BcE. 12d.1AGuUIBAA) B8d G BFAR) C3GPAL. diGaBBer0(LEAR Technologies,

@rr‘g?—rg‘lN@ %gli%engn&&l%ynelg? D p388arkrL 68 5020680 €ufh #henomenex,

orrance, was usedO for separatlon with a mobile phase composition of: 0.1% formic acid in
water (A) and: 0.1% formic acid in methanol (B). The following gradient was used:

Time {minutes) %8B Flow rate (mL/min)
0.0 0 0.8
0.1 95 0.8
0.55 95 0.8
0.6 0] 0.8

The sample injection volume was 10 L and flow was split post-column with 0.4 mL/min
going to the mass spectrometer. Analysis was performed using the following AP| 3000 mass
spectrometer settings:

Instrument settings

lonization Method ESI, positive

-

Interface Turbo-ionspray
Desolvation Temperature (TEM) 450°C
lonspray Voltage (IS) 5000

Curtain Gas (CUR) 15




20 >1.00 0.445 0.379 65 0.92 0.214 0.254 21 >1.00

>0. 750 >0.750 66 >1.00 0.21 0.302 0.146 22 >1.00
wWo-007884380. 750 67 0.844 0.062 0.247 0.11 23 >ACDB2006AH2639

0.325 0.103 68 0.116 0.036 0.017 24 >1.00 >0.750

0.567 69 >1.00 0.179 0.105 25 0.239 0.077 0.045 70

0.8 0.421 26 >1.00 0.691 0-#34 71 0.245 0.0051 < 0.003

0.029 27 >1.00 >0.750 0.658 72 0.164 0.0129 < 0.003

0.027 28 >heizesMER50 >0. 750 73 0. 124 0.01070< 0. 003

038 49 Qmﬁ%ﬂcgsgﬂ@ y0- U/b 74~ 0. I74 0.0048 0. 003

0._-023 75 0043 00024 0 0136616

5'1“6”0701'5'3”5%%%%?”535@”/8“5 0767 0.0094 0.029 8. 024 32

No Data >0.750 0.413 77 0.131 0.0056 0.192 0.023 33

I- 473 Q. 111 01 > 0_/50 (0] 794 ZRet.
>1 %ﬁ"’ P97 en |50 750 3’5’#"?"2(1 aQ F'%B_ nFP1/7 X:E ok P4 time
SRR | A0a| S H730b| 0 Boa) 0bvh 690ps ™ 3604
>1.00 >0.750 >0.750 81 >1.00 0.276 < 0.003 O. 501 37
>1.00 >0.750 >0.750 82 0.743 0.0209 0.025 0.028 38
0.644 0.084 0.068 83 0.127 0.0128 0.028 0.035 39
>1.00 >0.500 >0.500 84 >1.00 0.464 0.028 >0.750 40
>1.00 0.34 0.179 85 0.105 0.0121 0.041 0.016 41 0.486
0. 0303 0.0834 0.0628 86 >1.00 0.209 0.027 0.118 42
0. 378 0.0225 0.0515 0.0359 87 0.09 0.0063 0.01 0.03
43 0.269 0.0165 0.0217 0.0134 88 0.362 0.0476 0.028
0.185 44 0.617 0.167 0.072 89 >1.00 0.218 0.06 0.054
45 0.382 0.042 0.02 90 0.313 0.0252 0.036 0.01 WO
2007/ 034312 PCT/ 1 B2006/ 002639 -145 Ki app Ki app Ki app
Kiapp Ex. (BFC, (BFClIC50 IC50 Ex. (BFC, (BFC, |1C50
IC50 (Testo.) (Mdazolan) (Testo.) (M dazolam No.
Bacul 0.) Super.) No. Baculo.) Super.) MM(PM (M MM
(M (AM 91 0.058 0.0172 0.018 136 0.0598 0.0048 0.01
92 0.0457 0.0175 0.022 137 0.115 0.0073 0.018 93

.166 0.0147 0.01 138 0.0196 0.0027 0.016 94 0.182
. 0257 0.016 139 0,388 0.0511 0.048 95 0.078 0.0254
.008 140 0.16 0.0173 0.056 96 0.124 0.0223 0.009 141
.172 0.0211 0.036 97 0.421 0.157 0.107 142 0.111
.0118 0.026 98 0.506 0.196 0.051 143 0.169 0.029
.058 99 0.406 0.223 0.09 144 0.327 0.039 0.072 100
. 0883 0.0357 0.014 145 0.0439 0.0059 0.018 101 0.244
. 0548 0.026 146 0.0546 0.0086 0.011 102 0.375 0.056

. 055 147 0.209 0.0192 0.016 103 0.129 0.026 0.021
148 0.0181 0.0049 0.015 <0.00300 104 0.141 0. 0235
0. 035 149 0.208 0.0123 0.021 0.012 105 0.0831 0.0286
0. 021 150 0.0522 0.0092 0.015 0.038

COO0OO0OO0O00O00OO0O



106 0.345 0.0875 0,051 151 0.12 0.0122 0.016 0.028
107 0.214 0.044 0.057 152 0.0461 0.0064 0.023 0.013
wae®703606 0. 115 0.098 153 0.262 0.0271 0. 019 PCOOHR006/002639

109 0.213 0.0372 0.035 154 0.0115 0.0032 0.023 0.006

110 0. 156 0.0504 0.026 155 0.0028 0.0016 0.015 0.008

111 0.0273 0.0068 0.01 156184084 0.005 0.011 0.013

112 0.438 0.119 0.046 157 0.0494 0.0013 0.008 0.008

113 0.698 0.0975 0.09 158 0.0197 0.0009 0.01 0 006

é)lﬂla% 46K 105 0. 134 1:39 O] 75T |Okikfst Okikg® |0 1]11'5)50
Ex. . 160. (Ex163(EFC20[2 (BFC1 2 .
No. 0 3347.)0|. 569 T ?@fﬁ&f’g)r@, zLﬁ@cm.Bnuper.-)sgéuMg AR

0. 189 o aiMe 0.9 162 Yi60]0_0dadem) 17 (@Mnd3
1 0638 0. 068% |0 ®A3 163082 263 46 058-385 082 Q. g023|19 0.023
2 (9801 o (07> |0>0b8 1620050281 4 438833 b4z o oS 4log 0.020
3 0 _A8%8 g $2.08 loxk/S9gs 70405 q S 1 ¢ nm’0335,1 0.327
4 4 ‘36n 5,043 AR6 oop 0052 ot o AE 10RO Y Y i0>0.500-]  0.328
5 1 00559 |20.0058 0096 oo 004120050012 >180 JED - 2937144 0.254
5 4 9FI9 TUT UL [o7 U Us{ L7409 48 ULD U 0542° 0.034
00785 09552 5 b [1680750066 52 ULly5d). P18 0. 0073 124 0.027
g - 1o O} 088160F @bé7 169 6300 (05387 01395 0. 139 0.0425] 0.024
g 0. 953 0] @302 [0.0039 170 c:ah106 | 05427 023285 0. 55[7 0.0266 0.015
10 (. 2900 0] @348 D>@0FBB [1710.279299 65 0491385, 0892142 0885451 p7 0.0406
11 (. 6940 0| 2FB30| 1®7B0172 >Q»7i107'a ng$)7170-3%4 0220%2% @-0963532 8-3232
12 0. 402 0| 09405 pORY 170.881104 B ()()égé % i 1pg 9.
13 0 @288 00096l #.0842] 174 \1_r05%_ 20019 HER0 0 -21573430 00-01206:
s oo 0628 :'%Cto;&ﬁ 17500245 9*0325( 0090z 1Bt oty
16 |- 0433 L o%2 ~Por _[F1 o085 VY 81 0D 134 P00Rr 4@‘0302154'0'.0268
17 O QAEe P 00844 {98 T7yodd- 07062 0F G40 P.00E35 D.dEhT | 138184
18 -0&?% 01161 (4488 L781451. QUe®. [LUH140. 09.048% 00.084134  0.0842
10 O E3¢ 0. 0087 . 1684| 1780dd. 31468. 06879 0. 09828 | 04318 [ 33).0305
20 0. G448 0. 0049| m.A%8| 18031M. 092850, 00¥20,/011 0| qpu4 0.254
21 20G4/0034312 PCFO.FB20060d0063966 - | 1200 Ki 88bh Ki®hidd 0.146
22 K| ap9OK] app Ek 2080 REE50 | (567 | CoBiciP-06@sg 0.447¢ 0.11
23(Tp>'4'foa DRB 45 Q5325 £3.103 p~68 ¢ ,—_Q.qﬂse‘tc_\ 0.036 0.017
24 (d 9l am S0-788 1 u!o,5<§7‘ ol B9 30 [3acuilu N2 QP_I 9.105
2531 10250 L7 rA A ndOTa Lo 0p4s 70 f 08 1o 1704210 F
26 A o0 tr T 1 0,697 o idq o7V W 343 1 -0085P [ Y0063 0.029
27 OF B0~ 4 U uTagThh PUZpess VYo 72U1 WeBdU | oloddo V<Ves 0.027
>80 Wiy 9~ 01305998 22750550808 78- P0RH40. [ WldioP | @003 1830.038
5901 Uzt 9. 002 0. §)i72 V. UBb76228] 74. 000.07412 0000A&6] <0.0053  0.023
30 184089 0945 0. 00&h™s50] 01a4.086 013 72329 004303 000994 30.013087 0.016
310] @D801 185 0. (017d380] 002.82%0. O}1 76. D PO76B(Q APO’Y R ®039784 0.024
320| 88Pa9.|042 186.760 1710410097 7@. 00P1¥_Qqd058 1 %1925?1 0.023
330! gIg® 0031 (0 0473 187041057l 780859158 101388 o 54.750 0.022
340l ode® Q. 0115 r?.oig% 0 19980 1591 o@dst 4 E}%E%r OCT- 7175 0.03
350] ie00032 <1 M08 bo 30758 | 893 0.208 & L1000} 0025
36| (oA00A Tmoa . o 20450 d o >0750 ~ L 81 [ _>1.01 %%716’ 0068 0.501
37 o] oo a1 20750 7 T Z>0ro0 O 82" 759439 /0y | 1905 0.028
3871 voeas - YYUO™ [Up ggiC | U- glgdg <° - 104 1% UURor28.]0d.b2d).[ U1 0.035
391 P 1>10003 009 509 U15>005001 2Fa $1>160 U. 04e% Q. 2838 | >0.750
40U 15¢00 0.34 0.179 85 0.105 | 0.0121 | 0.041 0.016
41 0.486 | 0.0303 | 0.0834 0.0628 8 | >1.00 | 0.209 | 0.027 0.118
42 | 0.378 | 0.0225 | 0.0515 0.0359 87 0.09 | 0.0063 | 0.01 0.03
43 | 0.269 | 0.0165 | 0.0217 0.0134 88 | 0.362 | 0.0476 | 0.028 0.185
44 | 0.617 0.167 0.072 89 | >1.00 | 0.218 | 0.06 0.054
45 | 0.382 0.042 0.02 90 | 0.313 [ 0.0252 | 0.036 0.01




192 0. 0237 0.0027 0.007 0.007 237 0.979 0.142 0. 215
0.125 193 0.0412 0.0217 0.027 0.013 238 0.23 0.018
wQ0203034031D17 194 0.376 0.0685 0.099 0.073 239POr/82806/002639
0.191 0.301 0.163 195 0.0708 0.0356 0.032 0.015 240
0.022 0.0032 0.009 0.004 196 0.379 0.0745 0.058 0.051
241 0.751 0.097 0.15 0.077-14%97
0.004 242 0.246 0.2 0.289 0.254
0. 01 <0.00300 243 0.0284 0.0858

0. 0695 0. 0201 0.018
198 0.0417 0.0166
0.264 0.069 199

Ex. <

No.(Q|,

0

0.

Klapp
0.(BAKO0
Beedd.) O
oBMR

~=

0. 006 24

4 0.
Gei

o0
qQeed.2
| B@8lo0.
Qg

Uki&psp
285C0
GLEerd

B4l 0

).é%%g% g\/lldlgjgam)

(uM)

i

91

00580

0. 6ako

041848

0.01

92n

')/IQO 82242

9.0873

0.018

93 0

BAde
RIS

L2t

96 1 00027

L~ 0.016

94n

95

[ QUSTT

¥ 0.048

| 0.056

96

Y 0.036

97 2

). U(;MOTU

VZ240.026

98 0.

. D05dd510. O

99 Q|

258.09. 20

0.058
D

1000

0. 004 25

101

N490.P2601

0.072
1 0.018

g 0.011

1020

103,

0.016

b n7P-00300

104.F

[ 2 50.012

105%

106>

=v0.038

0.028

107Y

13248 050064

015023215 0.013

1080|.

05 8

20.2520 [ 0201

19. D4 70.005

1092

D035 0

0611%)( 000085

©0B2 0.006

1100

65 0.

02628 ().0D0OP

0Q.06163 0.008

1110

218 0O

80083

0G0056 ]

001547 0.013

1120

0. 009

819

2949 | 913

»G08>264 0.008

1134]

(A BIAT

2198

0 0197 | §.Q8f

A

B.0Ah1 0.006

114

AT A

ho0:751, 4 ,0.342 -

o

1 0. 129~k 0 0.064

116 ¢

O

0.
\V)apv)
o

VAl a W
U U
oO—a

He5 P

P2 0024 20,1632

1020277 70.129

1169}

U. I

WJ.

JU>1L1 OU\

‘+0 4\1%L £ OJAaU

0.308

117Y}

D015

OydsA

B2 459

Q. 09002 0473

0.093

118>

45 0

260.g10 U. 168

V. )2634 | Up.bE3S

Uo.68%4 0.049

1192

568 0.

D560.45029 269

Oo.£BH

L 003!

dods. VI30.024

1200,

000.9860. 009650

0D%32 ] 0.0298 $20.6540

3980.043

1210

0328312 RCIge]

2008/ (@889

0.0267 0.023

122

appO¥Hy

§.BeC| 0.0t%D

C50.009

123;

£-066

0.009

124,

. 0.139

125%

" 0.557

126"

0.035

127Y}

PP 0034

[ 0.044

128U}

9,084

oo

8 £730.016

1290].

{ 030696

0@612318 @740

{ 1dseeV

14D 451

1302

T0D62R

). OdGe0. 025753

0X&ho0] 01d.009

13101,

790.8290

03Pa50. 007760

0019003200.6250 1 6:0.760

D284.406

1320

Qe84

_£630.00806

Q1

240708

133

§6¢8_ 19916

901859 (01784,

0100391 @O129%
79> 16000 4.50. 4060 % 20.6872

0.011

0.07

1340 QLGN

N

0 eai | 179

0.314 | 0.0637

0.058 0.045

135

| 00248 1 0.0049°

A— g~ e —a =y

"0.018 180

0.0928 | 0.007

0.011 0.004




278 0.131 0.0119 0.066 0.031 323 0.21 0.221 0.059
0.028 279 >1.00 0.0952 0.337 0.123 324 0.0851 0.0217
wQO202/0843021 280 0.4 0.0525 0.095 0.039 325 0.PGB1B2006/002639
0.0086 0.084 0.119 281 0.468 0.0426 0.065 0.031 326
0.884 0.273 0.164 0.132 282 0.33 0.0577 0.062 0.049
327 0.0864 0.0198 283 0.314180272 0.046 0.031 328
>1.00 0.484 >0.750 >0.750 284 0.0998 0.0142 0. 049

0.015 329 0.034 0.0177 0.058 0.032 285 0.026 0.00724

043pp0. OAiQpij Oﬁ% 204 (?Q%ZZY 0. UpP5i&bpU6 Kiaﬁbltfl 7; o5
ExO| QBEOQ6 | (BBOOS 18743 &x5p (BF0.109(BFCO .
No2BJacgloy 1@%&.@5‘7@%9 5@@?@%%2 882 ?@@@@4 JPOB.UQ@-M 1 eﬁﬁg’%e %M"’(iijl’)'am)

ol ot 3aemd 0030l 00 0 his b b 328N dgds”

1810] @93¢8 ¢ 0188 @18 | 238.08Y 0o5828| @A | P-¥929 10089% |334.00300
1827 P37 04835 [ 0018~ [ BOF K227, A08B8 4 0086 4 B.OA: 0.005
1831 00226, 3. 0002 | “0,011" [~ 0005 SF228°1 =51.00, 1" 042 [ 0A6% 10053
18471 9,0845°70,00597F T0.0M:. ¥ -VH 013 -2 229 P20.203° T 070243 " 1V 0937 12 7'0.016
18871 90171V 0402890091 O L7 WO 4] B30’ % Y3V 70.07844 W08 1Y 0.042
1881 WA 19 olbo9Zd ® ¢:8b7UVSUW oges /1 Voo 05 1 0.668994 0831995 0.02
18729 30.257209®.d3580587,043. 145002081 38| ©.0dgd4t |h.N45T 0.088 0.028
1880| 02364 295064 13H012. 0320.008 05[/ 288 D2H.B39 0.188540099061 0.067
1890 | ORE50.| @10274 295048. 184002942( @392B3D.0379420.840 00358 >0.750
19| @969 () 0334 () A6 [ 298.007 035339 | ODYW2 (P.eP37 Q. 0.9 J471 0.01
19| OP8Y7 () $A0H | 0.8 10 8 2p236)| 4714000 |18.14%) |76882% {17 0.132
192349.923049-99201 340 _015080011] 23708 19195450449y 58-245 135 0.125
193 | 0041 Q184 200271 L~ o h23 L 028, 1,04 " B.035 A~ 0.017
1941 376 10,0685 1 ,0.080 10073~ P2307] 08497 | "D M9 U30F 15 . 0.163
1957] 0:07087-| 1003561 70,032V "+ 0191572 ~F 240 100022 Y 000327 0.809") "™ 0.004
198)] 090 -o‘.b?ﬁs‘-b.’elé 345005709 941 POp ¥510948 089X /[0 0.4308  0.077
191] 49894).| bo20PV. 0018 U. 18 0040 VoioY 02481372 &2 UL1 08V 0.254
19802.0410 780166 02491 0. 120.0030@2 3| 3457 | @.0284 [ ®0d83054 006076 0.069
199)| @10327 3AD105 118010. 0316.006 156241 0D.03848 100.02808 0.06047 <0.0160
20| @12610.| @IPOS 30400, 5360012 71| 245 750163 11®01349 0.06%564 0.029
20| @P233 0 @008 (0 @91 | 309.008 75R3245 DP.0503 7500185 34 9.0%% 0.036
20| 0484 | 9081 9. QU 4 _(H0030] 8410} A0 1208 [08d0D. [p3.054
205130301, 00258 450812, T~ 00005~ L2481 0439 4 819% (1023% 0.108
204 10,0925 1.0.0926.F ~0,072" 1 50.00300, 249 0,060, {00377 |2 0075, |, 0.0285
20571 "0.206- 12,0419 1 0027 1250 0'155" > L 250 [0,0043 10 00314~ 0007 1=  0.01
20671 '0:003¢-| V0928 ¥°0.806Y 1 © £0,.60386 L P 25 V90086 Y b0053A97 0812Y°  0.01
2091 18050 [ DA oV | 168824394 Q08895 Vo2 di7P0D.0ds4431 0,069 0.009
208)| hs5P3 U536 0.[ 004190, 0500985 D 2481 ©1283449%.685804 dbs0B83  0.05
2081 D.00820D.4050 {62005, 073 0004034] 356 | 00.283 /00128 |0.dlp4 0.04
210 08336 31020306 )086490.| 003510. 01259 ®10223B5 0.0040623 0009304 0.007
2110 O4336) | W79 318018 197000H48Y7 286 QFP302 QPROFHS 0.9560 0.0145
212)] PP203) [10.p060480.00814 000889 0264 50.40101 700040 17 0846 0.015
213 | 9273 | 00088 $50-813; 1 <0.00380 | 368 ) 040569 [9.08649 |3 083D |35P-006
2141 0385 100413 100665 [~ QRHL \ | 36h 1 01535, 150.0125 | 0.0T5 0.015
215 L JN 216, 100833 L o0 068 |, D025 .| 260 | 0285 30,0715 ). 0.065 | 0.047
216 0. doBs Y09 ‘U% %7 ] *%‘605 Nrapgy N apPiy TN gl Y 8ldF7 X 0.256
21 96 21 2 479 | DIrog2 02 "1'e:09143°0/0075Y:  0.005
21aCHY48 )| QYT . 0.1801 €ST @.096 ( M GeF Ol ggBh7 .0084.ClUIb®11 0.009
21HUpe108) |(olwss 0. §.032Vl| dapobam | 264 Mo dsh7 ([ToahdssM Wo6dV) 0.026
22q | 'oMn37 3610001 27400. 0414.006 04| @691 6.0262 [00.0244 0.0229 0.023
2210 04416D.|(2H89 368012 1690010364266 07614>. Q37026864 0009868 0.054
227 | 0200 () o187 ) 0.0% 0.015 267 | 027 | 0.0432 | 0.216 0.12
223 | >1.00 | 0.326 | 0.745 0.26 268 | 011 | 0.0194 | 0.063 0.044
224 | 0.399 | 0.0568 | 0.056 0.029 269 | 0.0181 | 0.00331 | 0.013 0.009
225 | 0.0157 | 0.0017 | 0.009 0.007 270 | 0.352 | 0.0398 | 0.052 0.022




365 >1.00 0.515 >0. 750 >0. 750 366 0.553 0.0651 >0.750
0.253 367 0.57 0.148 >0.750 0.317 368 0.0076 0.0011
wW020183031D06 369 0.35 0.0532 0.181 0.098 370POr/0E2885/002639
0.019 0.008 0.012 371 0.248 0.0588 0.01 0.005 372
0.079 0.018 0.023 0.015 373 0.221 0.045 0.049 0.037
374 0.483 0.0745 0.079 0.02947-375 0.142 0.0316 0.042
0.022 376 0.117 0.073 0.043 0.027 377 0.0763 0.0176
0.033 0.021 378 0.078 0.0187 0.014 0.013 379 0. 12

0. ®dé® D.Kdpp 0 ! 80 OZJ.b U. Ubﬁlépﬂ)&UKﬁpﬁ) cso
Ex.(. (852, O OBETO C)( € C)( c;g %%2 £k. 50BFC, 2(BFCO ng azolam)
No. 3 @acu f1 Suger03((]: 34B 384 | G661, D62 &ﬁg oo

d_gd® RgeM1 no ¥ ohe 8754 >0 ZMM) 8auM1 "
271400488 b P.0A3 | HOP1-n 09018 238180 O 45100.6048 0-017
2724 04673 |, 09P568A| D482l n &A@  Jaii7d 8444 0105381 0.015
273" 4573 00347 L 2T L AL 0684, 318 13,0099 S .0.0019,8.165 |  0.145
274 1" Q6701 088510048 |7 4,025 " 17315 -0;0043 70,0072 1-0.011, [, 0.01
2750 64O W o D-dbht 2970091 - Y328 X091 YY00284 196.008°° 0.006
2760 088 VO 08898 P34 2| PCH 6718 W08y | -0l49-| ¥¥%29 0.094
27791 8J453 .7l Mo.Ges L] A0.083pOUd [Od.oF4a7 el @s ([T o187 0.011
278R8 0”61 R1M.01ho RP oNBA1] RnoN. SUP%320 [RH.IR3 | b221 N 0.05% |R1 0.028
279(11 »1.00here0992 R 0.33R2| R3123R4 |a32¢ || hobspenelea1v ||y 0.02 0.011
280de| @6t ed 39586 hy96gkn, 0.030- O 3BKyP.035 | 0.0086 | 0.084 0.119
281_|( PRED aRIOUHPP ] QP65 | CRA-OHRT 2326 CNO-BB4°R1 SAFS 2hP11€4R1 24 0.132
282 |/ 387 - 10T N @.@%Dmhqmg 10 327 99851 PR 198H 3
283 [; 83314, | 00272 ~F GOAR [ 0.081~ ;3281 3100 [ 07484 'r~‘1'>’f%§5 >0.750
284 ) 0; T4z T 0049 T Y0.015 T 320'(7 0034 [ 0.0177 1 0.058 0.032
2855 BYb6 | 0.00724 | 0.028 0.019 330 | 0.204 | 0.0227 | 0.055 0.06
286 | 0.0272 | 0.00406 | 0.0095 | 0.00767 | 331 | 0.0752 | 0.0109 | 0.014 0.012
287 | 0.216 0.0477 | 0.099 0.043 332 | 0.334 [0.0612 | 0.013 0.013
288 | 0.0022 | 0.00308 | 0.018 0.012 333 | 0.0692 | 0.0229 [ 0.013 0.024
289 | 0.0059 | 0.00497 | 0.027 0.015 334 | 0.0826 | 0.0091 | 0.017 0.012
290 | 0.0146 | 0.00394 | 0.016 0.004 335 0.0977 | 0.0168 | 0.028 0.02
291 | 0.0045 | 0.00298 | 0.027 0.021 336 | 0.319 [ 0.0682 | 0.019 0.037
292 | 0.0016 | 0.000618 | 0.016 | <0.00300 | 337 | 0.285 | 0.0613 | 0.064 0.088
2931 0.268 | 0.0581 | 0.145 0.081 338 | 0.024 | 0.0068 | 0.03 0.023
294 | 0.135 0.0321 | 0.057 0.024 339 | 0.0354 | 0.0061 | 0.026 0.014
295 | 0.184 0.042 0.231 0.042 340 | 0.338 | 0.0922 | 0.044 0.041
296 | 0.0358 | 0.00932 | 0.09 0.012 341 0.0366 | 0.0131 | 0.026 0.022
297 | 0.444 0.11 >0.750 0.17 342 | 0.063 [ 0.0131 | 0.015 0.011
208 | 0.0585 | 0.0156 | 0.135 0.031 343 | 0.206 | 0.0603 | 0.08 0.037
299 | 0.0565 | 0.0206 | 0.053 0.026 344 | 0.0544 | 0.0212 | 0.009 0.007
300 | 0.0576 | 0.0195 | 0.039 0.016 345 | 0.409 | 0.135 | 0.048 0.075
301 | 0.409 0.152 | >0.750 0.14 346 | 0.052 [ 0.0132 | 0.011 0.019
302 | 0.0789 | 0.0245 0.11 0.023 347 | 0.0347 | 0.0054 | 0.026 0.013
303 | 0.118 | 0.0316 | 0.156 0.03 348 | 0.0308 | 0.0047 | 0.012 0.007
304 | 0.536 0.171 | >0.750 0.119 349 | 0.0564 [ 0.0074 | 0.025 0.011
305 | 0.753 0.27 >0.750 0.347 350 | 0.139 [ 0.0214 | 0.039 0.02
306 | 0.0778 | 0.0249 | 0.048 0.032 351 0.456 | 0.138 | 0.11 0.113
307 | 0.143 0.0168 | 0.036 0.044 352 | 0.0704 | 0.0226 | 0.031 0.016
308 | 0.513 0.042 0.095 0.062 353 | 0.0281 [ 0.0115 | 0.031 0.018
309 | 0.808 0.145 0.427 0.149 354 | 0.305 | 0.0253 | 0.061 0.031
310 | 0.14 0.0283 | 0.064 0.053 355 | 0.181 [ 0.0449 | 0.064 0.063
311 ] 0.209 0.0762 | 0.073 0.034 356 | 0.483 | 0.148 | 0.114 0.083
312 | 0.0086 | 0.0035 | 0.012 0.013 357 | 0.123 ] 0.0304 | 0.043 0.032
313 | 0.197 0.0487 | 0.055 0.019 358 | 0.592 | 0.137 0.1 0.068
314 | 0.0187 | 0.0045 | 0.017 0.017 359 [ 0.593 0.14 0.26 0.101
315 | 0.25 0.0422 | 0.043 0.022 360 | 0.0808 [ 0.0218 [ 0.043 0.025




WO Q@RU26R12b) t CN, - (CR12aR12b)t CF3 _( CR12aR12bpCORDAG/002639

R6, R7, R8, and R9 are independently selected from
hydr ogen, Cl1-C6 al kyl, -(CRl2aR12b)t hal o,

- (CR12aR12b) t N(R12aR12b) _(CR12aR12b)t R12a
_(CR12aR12b)t C3- C11 cycl oal kyl, 15 (CR12aR12b)t 06-Cl
aryl, -(CRl2aR12b)tC2_C10 HeBer ocycl yl,
- ( CR12aR12b) theteroaryl, -Q CR12aR12b) t R12a
-Q(CR12aR12b)t C3_Cl1 cycl oal kyl, -Q(CR12aR12b)t C6- C10O

Aribpp |- (idpigl aﬁg.gnb)tC%- (410 het ef oGampl ylKiapp | |50 1C50
Ex. 1 GBER12aRERG i) 93fn4bzolamfX ER1PARIZD) tEFE.2 TeBSl| (Midazolam)
No. ; @Ri)aﬁupaﬁgllzl 31 wheNei nBaeHien’| SEPSEA| d 6

.@{AML‘ () 1 CE@?' g !ky.qM)H% c10 a%;"? g‘;&% (”m il
gg; et aﬂocy%o‘zﬁ“ arQ*OMi'.\.t er u;"yl Hs—ppt-oengty—stbstityted
363 M5 et OL0|364_I AT Zh3RLo andi R —arg Tndependentty

364 30,0868 90 of 29 ”b"ghé’ 1T, 036 CR [2aR 2b) T CI-C6al kyT,

365%_ 2 ARIZbpst C3>d7A0 [CYSh.980 KY 1, t (CRIZaR1IZb) § Co- C1
v

ryb53 -|( G8e8aRIZhy5002- @lEs3hetler ocycl yl | and

367 1 ( OB7Z2dRI2Mst hiet@®rsoar ylg.31kherlei n| each aof said Cl-C6

368 al ko7 |C3-0011 cwdl®all kyd.Q086C6-|Cl0laryl, |[C2- C10
369 het03bqcly A10pB2 afd8het er®@y| igrolps is loptionally

3704\ 052D £ |1t BP9 | 19-0880] or0-0i8r o |R13). or RIC and R
371y 00588, t 1200t e 0-0 o

whileh Inn\l
T e

5
372;%%% 0.0d8, I 9023 " 0015,

b

S.J

. ehe
373" 5P %25 hab e er "0"3>7u ) grotp,—gptionatty
~E§ L RT3 RtZa—md

ot Sz Ib.d?yb Uloogglc RL3 cachr RIZ2a =

3751[S QMEBICPEIEAREL | 30.0481 ECL&6bal TQm Nydroger| and CI-C6

376dl §YH7 T 0.073L 2R 028 RIZho27t ogether Wit the atomt g

377Who.c/e3t heyot1ae e| atddachedy.oftorm a C3- Cl11 | cycl oal kyl {o
3784 QR7€10 heger paywohy| oo.oidp: leach RI13 il|s |ndependent

—|=
<

379del &t ed G.0296n CI0.008 al k&POB hal agen, - (QR12aR12b)t CN,

38030 0201 TR 206021} 10828 | (@8e12aR12hY t QCE3i

( CR12 D1’)|n\ff"ﬁ 10
2SO

381.|( 8892 aRPPRIAOCR 494" Eyic 003 Ky
382, 0;505 | (Q030% LN

\ O = T\ U.I.\.

+ r hovial ol
383, B2 L OOST | L. .03A8 T 0067 et er geyet v
384 [0 SRt ETar Yo o X R 2aRiz )t RE2a
385 UDT’ﬁOL Shg 1190 w50V | AT5%!760 - U L ZaRLZD) TCZ- TL

386/ [EEE0PCYTOHY 4 T Sh esdlPaRbaBg T et erffoar yI,| WO 20077 034312

387HCEA bBZ0002802638.750 | 159.7560 ( RI23R12Db) t|CC2( Cl- Co6

3g8d] foyd1, | <@ GRE@ARILAG) | N( RAEAR1Pb)

389 |( CR42aRDA0P31C| O.04R1PaRIOM - 12a |12b 12a 123 [12b 12a

3902a0.0849 [ DHOCRR) 1 O 1 (CRRBIS(OR| and -

CRI1IRMt S( O 2R
7 =7

val-oal kil
a1y

39 Or3A7 n| OA0E260] &08Bd| 0% A} kil 3. C
h

T\

) 1
t

J
ooyl
U |y|
U

S—optt |_'s'a' fore

=N

o Y

|

T T

S ||ucpcnuc | ed—frjom CI-[C6

o O
=] \¥J
[ h P 44
J catll ™\ 1=

y eC
yt5—ratogem—CN, -CF3, —angd— -|OR I2a} and |[each 1| IS
e

pengentty 3selected from0O| L,[ 2, 3,| 4, 5,] and G;

a pharmace(iticallly accepthbl g salt pr sollvate

hereof ] 10 2. |A compound accbrdijng to claimll,

erein] RI. R?, R3, |R4 are ipndegendent]y sellected

_,,
o
=)
=
<

rogen, |Cl-C6lalkyl  +(CR12aR12b)t hallo

g
N
=

aR12h) t CN|

CR12aR12b}+ NIR12
I'al

Ri i |
U To 1 clT U I UTTT II_yUI Ug I,

\,I'(J.AdI'(.LAU) t€3-C1t
cycloalkyl (CR12aR12b)tC6 G o aryl,

(CR12aR12b)tC2 Clo heterocyclyl, and

- (CR12aR12b)t heteroaryl, wherein each of said Cl-C6
al kyl, C3-C11 cycloalkyl, C6-Cl10 aryl, C2- Co
het erocyclyl, and heteroaryl groups is optionally
substituted with one or nore R13; or a
pharmaceutically acceptable salt or solvate thereof.
20 3. A conpound according to claim2, wherein: RI,
R2, R3, R4 are independently selected from hydrogen,
C-C6 alkyl, halo, -CN, -OR 12a, and -CF3; and R5 is
hydrogen; or a pharmaceutically acceptable salt or
solvate thereof 25 4 A conpound accordlng to claim

Y —~A N " T ~A P~ o1




5

10

15

20

25

30

Rii is selected from-(CR12aR12b)td -C6 al kyl
-(CR12aR12b)t C3- C11 cycl oal kyl, - (CR12aR12b)tC6-Ci o

W@eop/0343(1CR12aR12b) t C2- G o heterocycl yl, and PCT/IB2006/002639

-(CR12aR12b)t heteroaryl, 30 wherein each of said
Cl-C6 alkyl, C3-Cii cycloalkyl, C6-Co aryl, C2-C o
heterocyclyl, and heteroaryd-groups is optionally
substituted with one or nore R13; or a

Wpldlamaceuti cal |y acceptable salt or solvate thereof.

5. A conpound according to claim4, wherein R6, R7,

WR??@ and RO are hydrogen, or a 35 phar maceutical |y

gbtable salt or solvate thereof. 6. A conpound
according to claimb5, wherein: Ri is -(CH)C6-C o

1ar yl A esmpo(fd2 yotalia @0 aryl, wherein said C6-Cl0 aryl

is optionally substltuteg7vmth one or nore R13; 40
R12a i s hydrogen or %le al If%é ; and WD 2007/ 034312
PCT/ 1 B2006/ 002639 ®is independently
sel ected from C1- C6 al k m -CN, -CF3, and
cceptable salt or
und according to claim

-OCF3; or a phar maceutRcalll y
solvate thereof. 5 7.gA

6, wherein: Rl, R3, and "N are hydrogen; and R2 is
Cl-C6 al kyl, halo, - %2a, or -CF3; or a

phar maceut i caI |y accepjlablle salt or solvate thereof.

10 8. A compound accor gRb claim7, wherein: R2 is
Cl-C6 alkyl, -d, -F, -GN -OCH3, -@CH2CH3, or -CF3;
Riois hydrogen or -CH3; and each R13 is independently

wheeBct ed from C1-C6 al kyl, -d, -F, -CN, -CF3, and

_OCF3; orR15R%a RhaR‘maeeitiérendanty seleetpd diome hydiggenofr-Ce alkyl,

\Aﬁec‘F’thaR“‘) has eof »(CRgaR ?twmowgﬁ?ﬁggﬁﬂggl ;méf*’%gm@mw%)
al kG aRm’ (C%N CI:HZCHS or -CF3; 20 RIO

is hydr ogBﬁISOVdFOQ@FIQFC1aﬁt@'kéaCh R13 is independently
sel ected RPomn G- &R R k¥l indepéddenttyFselece, fromChydirogem dC+-Ce alkyl,

eaOlh) phar el iz6 a0l Y accgpt: b alt o R12aR12b oR“a
s% te 1 hzlﬂeofzb m?gfg Ef%ﬁ& co npggﬁqz%:%coifd ng t(Cf) E )
-(QhealRe MRBR )R, -(ER I""RéitRar’e i p%n?j%nw ogl ¥‘ed -
fr (mqﬂweh)togeﬂ 4ok CQCBFWF).CTE@I oheter@Nclyl, - OR- (@ggaR”gmmroaryl,
1db daydr 'R 1a gial 1, t @kh@f%weldwo aryl
the atgm ﬁ% ﬁ&%ﬁ are 15334;&5@; I% &:aaR@
hetQﬁPBc;ﬁcl)ﬁTCgcr ooyt o éﬁ"? SUBREPEV e Wit
norcacl?‘iﬁ%z“"m(RﬁaR%)arwmmam af dayi %uc%eqﬂwb@b-@ﬂsmlwa"‘d'r Ce“Cw aryl,

8l RetbldVciPbnd H'eleroaﬁl £ QPRRAAN duRGCRE dJitHﬂ&etdB meled®'in 10,
wher e| n RG,

phar maceuty c%ﬂ-él %[Eg‘gfﬁeﬁ(gggy Se?elc{éxgrf) mg‘ %\ 12aR12[3‘19 ~Cs alkyl,
35 (g:g”aRAz");quQOualmm, RG)EoCePE: n(,cﬂ R\ eerGsp beterocyclyl, and
Rl?(@R'zﬁamwéfé&%n erefmleaGBorakieyd Coaigl, €2CH ciRIGIKISCe-Cro aryl, Co-
O GBS 6 Tyt ety e
sal t or S(ﬂ VaftdeRt Hegethgf with the atom to which they are attached, form a Cx-Cqo
heterocyclyl group, optionally substituted with one or more R™;
each R' and R'® is independently selected from hydrogen and C-Cg alkyl; or
R and R'?, together with the atom to which they are attached, form a C4-Ci1
cycloalkyl or a C,-C, heterocyclyl group;
each R"™ is independently selected from C;-Cs alkyl, halogen, -(CR™R'#)CN,
L(CR™R'®)CF,, -(CR™™R™)0CF;, -(CRR'*)Cs-C1; cycloalkyl, -(CR"*R'*)Ce-C1o aryl,
<CRR'2),C,-Cyq heterocyclyl, ~(CR'®R")heteroaryl, -O(CR™*R™)R™,
-O(CR™*R™®)Cy-C;y aryl, -O(CRR™)C,-Cio heterocyclyl, -O(CR™R'*)heteroaryl,
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according to claim12, wherein: Rl, R3, and R4 are
whyarogpen, and R2 is Cl-C6 al kyl, halo, -CN, -ER/IE2806/002639

or -CF3; or 5 a pharnmaceutically acceptable salt or

sol vate thereof. 14. A conpound accor di ng to cI aim

13, wherein: R2 is ClCGaIR@Q -d, -F, -

- 3, b 128512
serber e ctees el @%Bﬂ@ 1bpcm&%n%3 éew g

- OORS“R BHOR ™ HERFER BB (DIRT J@da@ﬁfﬁﬁ ZhBE@)&RET.t wherein each of said
sokye! sk, h@}@ﬁfcycloaiél CACGO4M0BNE, aﬁféﬂfcﬁ‘il})ﬂganﬁ‘?\efeh@ Wbroups is
L e Bt PR, 2 & 170 oot T 15 15
or a phalemi‘c%utsl Imperyﬂerawcseb@tadnfr@waﬁ alsyl, Bakogmt-EN, -CFs, and
t hesé®fand16. A pharnmaceutical conposition, conprising
an effect i %!c% tW&égandgrﬁﬂP/%&FJte%%%R d?ﬁ‘,ez, §,°JTB,°a‘Ag 8 or

accor di ng
phar mace utalpéﬁmai}e‘%i%}é@@%b@ S@EPrrSPlﬂ_‘?te thegpofy 7. A

phar maceuti cal conposition according to claim 16,

iurtm%on@wmrahwrf%t@aa.ﬁﬁffsﬁ;&éwe amount of (N-{(1

r 4-tr | e-4- -
_8)8 Zzggl IC?{)D 9p tn}/dgpendently selecttedI f?ozmo h?/droge):m ]C1-eC)éoaIkyI

yl }(cm‘zwzémlopr e(pﬁfszf )@N di-fORIBREVGBI D heeRTEB ANNERIART e and
), _ghhy;h'zb);lcp@rggg {8-[(3S)-3-(acetyl am no) -

3-fl uor ] - 8- C 6t r
- 2( met hyl - {3&4 #?@g%‘fﬂ%‘ %Sei“{%ﬁ‘ %ﬁﬁ“ @8?% %‘1"5; R3] ay,
c] F‘?R dﬁ n)(,CG“}m%VF'B@JMI—Q% *RGPCe-C1o aryl, (CRR™*)Cx-Cyq heterocyclyl and
N {((:ﬂa@RWBrr{e&nﬁm Qrhéreinl saerbeitsyiyd;-C3 alkgf byt dydvalyl,/ed@) by, C,-

im a,g\ZetéFzyc%/l aTd heter%aryf1 grfu%/sl 13 opélonall %ubstltut?d Egl og.e T more R"; or
] oct - 8-yl - F’D@r(TB’W‘{“EP(HY@ﬁS?Féﬁ‘M%abPr Pt}ezﬂ??éﬁo mde). 18. A
pharmaceutical conposition according to claim 16,

%urt hedonp ORI et ity tﬁ‘panH' whd:gt.ease inhibitor sel ect ed

rom anprenay,i I, navir, ritonavir Wgw navi
i nvi rase, N dpi 'ﬁa@l pre "HF‘%FZ‘S%‘H‘(/?‘?’GCtedé@mMWP VG Ay, halo, -CN.,

[ neﬁ)mﬁvand -CE4 grdanavi r, darunavir, brecanavir,
(4R) - N- al |R’;’||sh?ya|% eZ,SDrSS) 2- hydroxy 3-[(3

Py X A S AT Do) p phe Bt anoy! ) -5, - d

fosarrprenaw r calcium 19. Use of a first conmpound and
| SeC@Mp@@M&Mndtﬂclﬁ:hﬁ% pr&@ar ation of a medi cament

for 35 ti;@ogﬁ)zn?ggﬁora aIHI \énldnfectlon in an

HI V-i nf ect ’n Sali d first cgrrgound i's
sel ect ed fFif dmseeheigféfraec 'ﬁg)z@oceaﬁby'of@*oﬁ WPafneydoalkyl, —

t o 15crRERPaial, 266 omccR?faﬁ'ptcynQ hederadyclylanhd ~(dRVR'®)heteroaryl,
conpﬁ,g;gpem & o#ésa% @Cc?% c%lali’yl B9, ar})"'@{&ﬁeté@éy@lw and

Seco ound 3-1 SOopr op

et hyl etemryig?“p@ 'St ?H“%{%\f %‘bﬁ' ‘%d]w't@)%e%r"ﬁ%\ &clo[3.2.1
] oct - 8-yl Je-phapizesitaty apyitiblelsalt OWOIVEGWG@B4312

PCT/ | B2006/ 002639 - 153

éj_l felnuoro?%%cl Oheo)$ rl?gtetg o bo%gF%rﬂB;Qf,ﬁ_e,t( }/almpllﬂj are hydrogen, or a

eheopseewtighlly peaspipbip s@t-an selfsledarédd| 3. 2. 1
Joct-3-yl}-2-nmethyl-4,5,6,7-tetrahydro-1 Him

dazol 4, 5- i.di ne baxyl ate, or N-{(1
% %dmeoﬁlépd]%éor?m tBu?WiVVLeZe'Pr’et hyl -4,5,6, 7-tetrahydro
- 1 H- i mi Razie[4S18) Gy ivtiion ~(CHzkGsBo @E‘éb‘b"@y‘iﬂ 653 Ga-Clo aryl is
] oct &l sLodirdd wnpapayd Rer opy|  acetam de) . 5 21,

e accor gj:n ein said secon

compound |qis gs'e 8r0§<ln3) Pi &‘iﬁ”é’r‘rp'r%{enaw r, nelfinavir,
ritonavir, saquinavir, invirase, IoplnaV|r
atazanavir, palinavir, indinavir, tipranavir,
darunavir, brecanavir,
(4R -N-al l yl -3-{(2S, 3S) - 2- hydr oxy- 3-[ ( 3- hydroxy- 2- et h
yl benzoyl ) am no] -
4 phenylbutanoyl) 5 5 dlnethyl-l 3 thlazolldlne 4-carb
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each R"™is independently selected from C;-Cg alkyl, halogen, -CN, -CF3, and

a pharmaceutically acceptable salt or solvate thereof.

A compound according to claim 6, wherein:

R', R®, and R* are hydrogen; and
R?is C4-Cs alkyl, halo, -CN, -OR™, or -CF3; or

a pharmaceutically acceptable salt or solvate thereof.

A compound according to claim 7, wherein:

-OCF3; or

R? is C4-Cs alkyl, -CI, -F, -CN, -OCHj, -OCH,CHj, or -CF3;
R"is hydrogen or —CHg; and
each R%is independently selected from C;-Cg alkyl, -Cl, -F, -CN, -CF;, and

a pharmaceutically acceptable salt or solvate thereof.

A compound according to claim 6, wherein:

-OCF;3; or

R', R? and R* are hydrogen;

R%is C4-Cq alkyl, -Cl, -F, -CN, -OCHj, -OCH,CH3, or -CF3;

R"is hydrogen or —CHj; and

each R"is independently selected from C;-Cg alkyl, -Cl, -F, -CN, -CF3, and

a pharmaceutically acceptable salt or solvate thereof.

A compound according to claim 1, wherein:

R', R? R® R* are independently selected from hydrogen, C,-Cs alkyl, halo, -CN,

-OR'® and -CF3;

R® is hydrogen; and
R'" and R", together with the atom to which they are attached, form a C»-Cqo

heterocyclyl group, optionally substituted with one or more R™; or

a pharmaceutically acceptable salt or solvate thereof.

A compound according to claim 10, wherein R% R’,R® and R® are hydrogen, or a

pharmaceutically acceptable salt or solvate thereof.

12.

A compound according to claim 11, wherein:

-QCF3;; or

R'? is hydrogen or C;-Cq alkyl; and
each R" is independently selected from C-Cg alkyl, halogen, -CN, -CF3, and

a pharmaceutically acceptable salt or solvate thereof.
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13. A compound according to claim 12, wherein:
R', R® and R* are hydrogen; and
R*is C4-Cs alkyl, halo, -CN, -OR'®, or -CF;; or
a pharmaceutically acceptable salt or solvate thereof.

14. A compound according to claim 13, wherein:
R? is C-Cs alkyl, -Cl, -F, -CN, -OCHj,, -OCH,CHg3, or -CF3; and
each R is independently selected from C;-Cg alkyl, halogen, -CN, -CF;, and
-OCF3; or

a pharmaceutically acceptable salt or solvate thereof.

15. A compound according to claim 12, wherein:
R", R?, and R* are hydrogen; and
R®is C;-C; alkyl, -Cl, -F, -CN, -OCH;, -OCH,CHs, or -CF3; or

a pharmaceutically acceptable salt or solvate thereof.

16. A pharmaceutical composition, comprising an effective amount of at least one compound
according to any one of claims 1 to 15, and a pharmaceutically acceptable carrier.

17. A pharmaceutical composition according to claim 16, further comprising an effective
amount of (N-{(1S)-3-[3-isopropyl-5-methyl-4H-1,2,4-triazole-4-yi]-exo-8-azabicyclo[3.2.1]oct-8-
yl}-1-phenylpropyl)-4,4-difluorocyclohexanecarboxamide), ethyl 1-endo-{8-[(3S)-3-(acetylamino)-
3~(3-fluorophenyl)propyl}-8-azabicyclo[3.2. 1]oct-3-yl}-2-methyl-4,5,6,7-tetrahydro-1 H-imidazo[4,5-
clpyridine-5-carboxylate, or  N-{(1S)-3-[3-endo-(5-Isobutyryl-2-methyl-4,5,6,7-tetrahydro-1H-
imidazo[4,5-c]pyridin-1-yl)-8-azabicyclo[3.2.1]oct-8-yl]-1—(3-ﬂuorophenyl)propyl}acetamide).

18. A pharmaceutical composition according to claim 16, further comprising an HIV protease
inhibitor selected from amprenavir, nelfinavir, ritonavir, saquinavir, invirase, lopinavir, atazanavir,
palinavir, indinavir, tipranavir, darunavir, brecanavir, (4R)-N-allyl-3-{(2S,38)-2-hydroxy-3-[(3-
hydroxy-2-methylbenzoyl)amino]-4-phenylbutanoyl}-5,5-dimethyl-1,3-thiazolidine-4-carboxamide,
and fosamprenavir calcium.

19. Use of a first compound and a second compound in the preparation of a medicament for
the treatment of HIV infection in an HIV-infected mammal, wherein said first compound is
selected from those according to any one of claims 1 to 15, and said second compound is an
anti-HIV compound.

20. Use according to claim 19, wherein said second compound is (N-{(1S)-3-[3-isopropyl-5-
methyl-4H-1,2,4-triazole-4-yl]-exo-8-azabicyclo[3.2.1]oct-8-yI}-1-phenylpropyl)-4,4-
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difluorocyclohexanecarboxamide), ethyl 1-endo-{8-[(3S)-3-(acetylamino)-3-(3-
fluorophenyl)propyl]-8-azabicyclo[3.2.1]oct-3-yI}-2-methyl-4,5,6,7-tetrahydro-1H-imidazo[4,5-
clpyridine-5-carboxylate, or  N-{(1S)-3-[3-endo-(5-Isobutyryl-2-methyl-4,5,6,7-tetrahydro-1H-
imidazo[4,5-c]pyridin-1-yl)-8-azabicyclo[3.2. 1}oct-8-yi]-1-(3-fluorophenyl)propyl}acetamide).

21. Use according to claim 19, wherein said second compound is selected from amprenavir,
nelfinavir, ritonavir, saquinavir, invirase, lopinavir, atazanavir, palinavir, indinavir, tipranavir,
darunavir, brecanavir, (4R)-N-allyl-3-{(2S,3S)-2-hydroxy-3-[(3-hydroxy-2-methylbenzoyl)amino]-
4-phenylbutanoyl}-5,5-dimethyi-1,3-thiazolidine-4-carboxamide, and fosamprenavir calcium.



