
;012345e3e=i_=fRRS<Y$Z D_6z_T_)O&9 2 APR 2004 Figure 1 5 RS RS Ci R6 COOH
R5 O R6 \ COOH O~~ I \ Acetic anhydride Rfi \ I R7 / NH Y . I / N~R2 R7 /
NHZ DMF R60 q2 R7 R8 R8 R1-NHy CHC13 R5 O gr~pcOH R6 O RS O R6 \ ~R1 NaOAC
Rfi ~R7 Ethylene glycol R6 \ N~R1 I N s \ N ~ I H R7 / N ~ R7 I / N~~ NaOH
R7 / NH RB gr R6 R80~R2 R4-NHi EtOH RS O'I R6~N~R1 R7 YI //` hj~R2 R6 NH R4
O'I R3~C1 NES, OCM ii~o    0 2 APR 20Q4 Figure 2 Step 1: COOH Butyryl
chloride \ DMF / NH, Step 2: \ COON A~t;canhydride / N,H ~~J\/~O Step 3:
Benzylamine O (CHCh) (Ethylene glycol NaOH) 



I \ O / N Step 4: I \ O / Br~IACOH NaOAc ( \ N N Step 5: N,N-Dimethyl
ethylendiamlne EIOH Step 6: aH,LOCI \ COOH / NH O' v O ' \ O N I \ O / N /
N 2/90        Figure 3 0 R5 O N~R~ N R 7 Ra O~N.R 4 R3 R~ RZ R3 R4 Rs Rs R~
Re Activity CH3 / . ~y CI %I > 35% @ 40 uM /CH3 ~S ' ~ %I > 35% @ 40 UM / ~
w f 



H3C' x %I>35%@40 UM / I ~~CH3 Ct / X, c1 N n 0 0   Figure 3 (continued) 3 0
R~ R2 R3 R4 RS R6 R~ RB Activity \ 7Ci~CH3 F ~ Xa %I > 35% @ 40 uM 7(~~CH3
\ ~~ %I > 35% @ 40 uM ~ O cH, CH3 \ ~~CH3 ~ ~~ %I > 35% @ 40 uM ' O / F CHa
%I>35%@40uM ~ i HsC I / Nl.o ci  %I>35%@40uM HaC ~ ~ w ~o cH, X, . 0 N n
Flgu~e 3 (continued) u~ a R RZ R3 R4 Rs Rs R, Ra Activity H3C\~ Jcj ~~ ~/CI
%I > 35% @ 40 uM N~CH3 w I a CHa H3C\~ ~ ~~ ~/CI %I > 35% @ 40 uM N~CHs 



I c~ CH3 H3C\~ H3C\~ H3C X3 ~ %I > 35% @ 40 uM ~NiCHa I CH3 CH3 ~/CH3 ~S ~
- - %I > 35% @ 40 uM O ( HaCw N I CH . CH3 H C~ xa ~~ Yy\CI %1 > 35% @ 40
uM Xz CI N~CHa CH3 G N   Figure 3 (contlnuedj a 0 R~ RZ Ra R4 RS R8 R~ R8
Activity a H C^ ~ X'~ yy\CI %I > 35% @ 40 uM 3 < // N~CHa I CHa o .rl,p a H
C~XZ X3 Xs\ XI\CI %I > 35% @ 40 uM a F ~ ~N~CH3 \ . CHa CHa H3C~~ Xs Xy
X~\CI %I > 35% @ 40 uM NCH / I p CH ~.-O CHa O^~ ~ ~~ %I > 35% @ 40 uM O ~
/ N~ CHa CHa F CHa H C^Y) ~ ~ %I > 35% @ 40 uM O a F / ~NiCHa CHa a 0 .a.



Figure 3 (continued) 0 R' RZ R3 Ra R5 R6 R~ R8 Activity H3C\~ N ~~ ~~CI %I
> 35% @ 40 UM F \ , N~CH3. I F F CH3 H3C\~ ~, 7~ %[ > 35% @ 40 uM I . F ~
~CH3 \ ~ CH3 H3C\~ ~ ~. - %I > 35% @ 40 uM / N~CH3 CH3 x, Br H3C\x H3C\~
a.j 3 X3 ~~ X~\CI %i > 35% @ 40 uM N~CH3 I CH3 a H3C'~ X' . ~~CH ~/C'I %I >
35% @ 4D UM Xl 3 r 0 --o   Figure 3 (continued) 0 R~ RZ R3 R4 RS Rs R~ RB
Activity HC ~ ~ %I>35%@40uM ~N~CH3 I %I>35%@40uM H3C Xz i cH ~ CH3 3
%I>35%@40uM H3C^Xz w ~N,~CH3 I CH3 %I>35%@40uM ~C^Xz / N~CH3 CH3 N a ..~   



Figure 3 (continued) 0 R~ RZ Ra- R4 R5 Rs R~ Re Activity %I > 35% @ 40 uM
H3C~N~CH3 Cf cH3 / f H3C %I>35%@40uM H3C~N~CH3 CI CH3 / H3C HaC^~
%I>35%@40uM ~NiCHs cH~ x . / H C`^5Cz N ~ %I > 35% @ 40 uM a N~ Cf'la H'C~
CH 3 0 N n N O   Figure 3 (continued) .. 0 0 Rt Rz ~` Ra RQ RS Rs R~ R8
Activity CI H3C~~ ~ X4 %I > 35% @ 40 uM / ~ HC \ ~ ~ / NiCHa CHa CI / H C^~
7C3 )Sy\ %I > 35% @ 40 uM W ~ ~ a ICHa CI CI HaC^~ G~~ ~ %I > 35% @ 40 uM
er \ H3C~~ ~ )~~ %I > 35% @ 40 uM CHa O I CN3 Br \ H3C~ Xa )~ %I > 35% @ 40
uM CI / x ~ NiCHa cl CHa o~  



Figure 3 (continued) N H O RZ R3~. R4 RS Rs R~ Rg Activity Br ~ H3C~~ ~ ~
%I > 35% @ 40 uM ~NiCHa I CHa Br / H3C~~ ~ 7C4 %I > 35% @ 40 uM I y I x, ~
~N~CHa I. CHa Sr ~ N3C~~ ~5 75y %I > 35% @ 40 uM w ~ ~NiCHa Hsc CHa Br ~
H3C~ ~ )~~ %I > 35% @ 40 uM N~CHa CHa ~CH3 ~ ~ %I > 35% @ 40 uM   Figure 3
(continued) 3 0 R, RZ R3 ' R4 RS Rg R~ R8 Activity H3C\~ ~ 3~ ~/.CI /al >
35% @ 40 uM W . ~N.~CHa i I CH3 er H3C~~ Xa ~~ /CI %I > 35% @ 40 UM N Ha ~s
o CH3 ~-o CH3 /CH3 ~ /X4 /al > 35/a @ 40 uM ~J( X~ / H3C"N CH CH3 H3C~~ ~
~' %I >'35% @ 40 uM O / I N~CH3 X CH3 CI H C^Xz ~ ~,~ %I > 35/a @ 40 uM 3
NiCHs I CH3 N 0 



Figure 3 (continued) N W O R, Rz R3^ R4 R5 Rg R~ Rg Activity CH3 H C^Xz ~
7~~ %I > 35% @ 40 uM 3 H~CH3 Ci CH3 H3 ~CH3 ~' ~7~ %I > 35% @ 40 uM w H3C~N
/ I w ~ . CHa CH3 H C'^Xz ~ xy . %I > 35% @ 40 uM I 3 ~X, F I ~N~CH3 F F
CH3 H C'^7Cl ~' ~~ - %! > 35% @ 40 uM 3 N, CH3 / I CH3 Br CH3 ^~ ~ ~ Xr~CI
%I > 35% @ 40 uM H C \ I ~N~CH3 I ..o CH3 H3C N 0 0   Figure 3 (continued)
a R RZ R3 RQ RS Rs R~ R8 Activity s ^ x' ~~ ~\CI %I>35%@40uM Fi3C ~ CH3 N
~~ ~ CH3 H C~~ ~ ~~ ~\CI %I > 35% @ 40 uM 3 . i' ~ NiCHa F \ . CH3 



CH3 ^ ~ X, X~\CI %I > 35% @ 40 uM H3C Xz w ~ ~N~CHa I CH3 ct~, CH3 /\ x' X^
~\CI %i' 35% @ 40 uM H3C ~ I ~ H I CH3 H,c r~   Figure 3 (continued) .. 3 a
R~ R2 ' R3 R4 RS Rs R~ RB Activity CHs H3C~ WS ~~ X~~Ci %I > 35% @ 40 UM Xz
~ ( N CHs CHs H3C~ . ~ Xt~ , X~~Ci %I > 35% @ 40 UM \N~CH3 . CH3 HC CHs H
C^~ X3 ~, . %I > 35% @ 40 uM 3 . ~N~CH3 \ CHs CHs H C~ ~ ~~ %I > 35% @ 40
UM Ni CHs ~oJo CH3 N   Figure 3 (continued) 0 R~ RZ ~ Ra~ Ra Rs Rs R, R8
Activityi CHa H C~~ ~ X3 X\, %! > 35% @ 40 uM 3 / ~NiCHa \ ~ CHa F CHa H C~
x' ~\.^N~CH3 %I > 35% @ 4D uM F ; ~ I F CH3 (~ 3 ~ .!~~ F. .F F F CHa H
C~Xz ~ ~ x`~ %l > 35/ @ 40 uM a 



N~CHa i \. i o CHa CHa H C~Xr ' ~ xy - - %I > 35% @ 40 uM ~N~CHa o CNa
H3C\~ i ~ ~ %I > 35% @ 40 uM . / ~NiCHs F , W ~ CHa N 0   Figure 3
(continued) J 3 0 RZ ' R3 RQ RS R6 R~ RA Activity f/3C~~ H3C~~ ~ ~a~ ~l\Ci
%I > 35% @ 40 uM I N~CH3 I CH3 el H3C~ ~ Xs ~ ~'\C, %I > 35% @ 40 UM ~N~CH3
CH3 H C^~ ~ ~~ %I > 35% @ 40 UM a / ~ CH3 N CHa / H C^~ , ~ ~ %I > 35% @ 40
uM 3 1 / `NrCHs CH3 N ~o a 0 .p.   Figure 3 (continued) b O R RZ ~ R3 Rq RS
Rg R~ RB Activity H3C^~ ~ ~ ~ %i > 35% @ 40 uM w . ~ I ~N~CH3 I Hc ~ cH CH3
HC ~ x' ~ %I>35%@40 UM ~N~CH3 



0 0 CH3 H H3C~~ ~ ~ ~ %I > 35% @ 40 uM . ~N~CH3 CHs Br' CI / H3C~~ ~ , X,~
%I > 35% @ 40 UM yS w ~ ~NiCHs I CH3 cal ova ev   Figure 3 (continued) 0 R~
Rz Ra R4 RS Rs R~ Re Activity CI H3C~~ JS ~ %I > 35% @ 40 uM W ' ~ ~ ~
~N~CHa I CHa rt,c CI / H3C~~ Xs 7~ %I > 35% @ 40 uM ! ~c Ctia CI ~ H C^~ ~'
~ %I > 35% @ 40 uM 3 / ~ iCHa N CHa CI ~ H C^~ ~ ~ %I > 35% @ 40 uM 3
~N~CH3 W CHa C! y. N 0 0   Figure 3 (continued) N O O R Rs R4 Rs Rs R~ RB
Activity H3C~~ ~ ~~ %( > 35% @ 40 uM ~ CH 



Ni a I cH, CHs CI ~ H C,/~~ X3 ~y' %I > 35% @ 40 uM 3 / ~NiCH3 CHs F CI ~ H
C./~~ ~ ~~ %I > 35/a @ 40 uM 3 w NiCHs I CHs Br CI ~ H C,/~ ~ ~ %I > 35% @
40 uM CH Ni a CHs CI ~ H C^~ ~ 3~\ %I > 35% @ 40 uM w ~ ~NiCHa I H c . CHs
N m   Flgure 3 (continued) 0 R R .. R . . R4 R5 F2g R~ RB Activity HC X3
xy~ %I>35%@40uM N~CH3 CH3 B H3C\~ ~ ~ %I > 35% @ 40 uM CH Ni s o cH, CHa \
~~CH3 x' ~ %I > 35% @ 40 uM HaCs N ~ i . cH3 H C H C^~, ~ Yy %L> 35% @ 40
uM 3 



w I x / ~N~CH3 I \ CH3 H C~~ ~ ~~ %I > 35% @ 40 uM 3 N~CH3 I CH3 CI a 0
Flgure 3 (continued] N N O R~ RZ R3 R4 RS Rs R~ Ra Activity HC HC^~, ~ Xq
%I>35%@40uM a / w I ~N~CHa I the CN, CHa cK, / H C^~ ~, ~ %1 > 35% @ 40 uM
3 ~N~CHa CHa F X2~CHa X' Xt %I > 35% @ 40 uM ~ f-IaC~ N CHa H C~~ ~' ~~ %I
> 35% @ 40 uM a Yr ~ N~CHa I CHa 6r m -o m 0   Figure 3 (continued) w 3 0 R
R1 R R - R Re Activity H3C ~ HgC~~ ~ ~ %I > 35% @ 40 uM N CH 



CHa H HaC~~ ~ ~~ %I > 35% @ 40 uM NrCHa I \ CHa H3C ~ H3C~~ ~ 7C1 %1 > 35%
@ 40 uM ~NrCH3 I CHa Et,C H3C ~ H3C~~ ~S )Sy %I > 35% @ 40 UM w ~ ~NrCHa I
CHa N 0 a   Flgure 3 (continued) b O Ra RQ R5 R6 R~ Ra Activity R~ Rz I i,~
C ~ ~~ _ - ~~Ci %I > 35% @ 40 uM O NiCHa \ CHa CH CHa X, ., ~7~ Ci/7Cr %f >
35% @ 40 uM o Xz/ HaCwN CHa CHa H3C~ ~ X, ,~Cr\Ci %I > 35% @ 40 uM O / ~ Xz
~ i' ~NiCHa `7Ci CHa FtiC HC ~ ~ ~~ %I>35%@40uM cH / Ni a \ ( cH3 N n a   0
Figure 3 (continued) 



R' R2 Ra R4 Rs R6 R~ Re Activity %I>35%@40uM H3C ~ \_ t-t3~'r/~~1 / H C~~S
\ I N~ Ha a CHa \ a \ H C^~' X" ~ %I > 35% @ 40 t1M ~ 3 1 HaC~Xt / \NiCHa
CHa B %I > 35% @ 40 UM \ H3 ~ ~ CH HaC ~ ~ I Ni s ~H CHa 3 %I > 35% @ 40 uM
H3C~Xi i w ~ ~NiCHa I H3C~o CH3 N ro o   Figure 3 (cont(nued) N a a 0 Rt R2
R3 R4 RS Rs R~ F28 Activity Br H C~~ ~ 7C4 %I > 35% @ 40 uM s r ~ ~ I
~N~CH3 CH3 G H C^~ / ~~ %I > 35% @ 40 uM 3 NiCHa cI CH CI a Br ~ H C~~ X3 ~
- %I > 35% @ 40 uM ' 3 / x / ~ CH . CHa F H C^X2 ~ ~ . %I > 35% @ 40 uM a /
~NiCHa \ ~ . CHa B B H C^~ ~ ~~ %I > 35% @ 40 uM a 



CH J CHa Br r~ -~o 0   Flgure 3 (continued) R~ RZ R3 R4 RS R6 R~ RB
Activity ~ ~ %I>35%@40uM HaC~Xz ~ ~, ~ N H H CH3 3 CI~CH3 H C^~ X3 ~ %I >
35% @ 40 uM 3 / ~N~CH3 CH3 ~ CI CFi3 %I > 35% @ 40 UM H3C 0 ~ N' v 'CI Xs
CH3 %I>35%@40uM CHa HaC CC'H~3 w N~~ N V 0 a   Figure 3 (continued) R RZ Ra
R4 RS Rs R~ R8 Activity H3C` /CHa H3C Y , %I > 35% @ 40 uM CH3 IIYN~~
H3C/\x\C/'H~t3 \CH CHa ~ / %1 > 35% @ 40 uM 3 \ ~ \ / Xa CHa \CH %I > 35% @
40 uM CHa a H3(`'~(''H3 \ \ 



/ CH %I>35%@40uM \ ~ / / ~ \ ~ N m   c Figure 3 (continued) Rt R2 R3 R4 R5
Rs R~ Re Activity ' ~\CH CH3 cH' %I > 35% @ 40 uM 3 H3C I CH3 / w ~ ~ w i o
`cH ~~CH ~ CH3 ~' %I > 35% @ 40 uM H3C CH3 / Cf-1 ~~CH ~ / %t>35%@40uM~ I3
~ X,~~OH H C~~ ~CH3 CH3 %I > 35% @ 40 uM 3 ~/ N   Figure 3 (continued) a 0
v a R RZ R3 R4 ~ R5 Rg R~ Re Activity C / , %I>35%@40uM 3 ~ ~~OH
%I>35%@40uM H \ N CH3 \ yx N 



m N 0 0   .. 0 Figure 3 (continued) R$ 0 R \ N R. R ~ / N Rz RB O~N~R a R3
R~ R2 R3 R4 R$ Re R~ Re Activity y~ ~G X,\ IC50 < 100 nM I H30~\~ a \ ~ / ,
HN Y y~ y~ - ~\G 1C50 < 100 nM I ~N~Cf'la I Br X, ~w ~ H3 yy\a IC50 < 100
nM I \   w N 0 Figure 3 (continued) R2 Ft3! R4 RS RB R~ RB Activity CI/Xr a
IC50 < 1Q0 nM ~NHZ CH3 yy~Cl IC50 < 100 nM i cH3 NHZ IC50 < 100 nM Xz/~CHs
/ ~ . Cl.i~ NHZ Yr Br 



CH3 ~5 ~ Yy CI~X, IC50 < 100 nM i Xz~CH3 ~ ~ ICSO < 100 nM Yy Clip s~ ro 0
w w 0 Figure 3 (continued) R~ R2 tea Ra Rs Rs Rr Rs ActivityIC50 < 100 nM
WCI i NHZ X, CH, IC50 < 100 nM NHz Br IcSO < 10o nM c~5 N~ cl/~ IcSO < 10o
nM X2 CNa i N I y~ x a~x 1C50 < 100 nM Xi CHa N~ ~ Br C 0 N n 0   w .. 



a Figure 3 (continued) Rt RZ R3 R4 R5 R6 R~ RB Activity \ ~ y~ y~~ - CI~~
IC50 < 100 nM XZ CH' / / ~ N \ I CH3 8r a~yy IC50 < 100 nM X~ CH, / / 1. N
Cl~yy IC50 < 100 nM Xz CH3 / . NHZ Br ~ /CH3 ~ ~ cl/~ IC50 < 100 nM / ~ S
cHa Ntii X~~CH3 ~ ~ CI~X, IC50 < 100 nM \ I N x, cH, 0 N   'v W Figure 3
(continued) R~ RZ R3 R4 R5. Rs R~ Ra Activity -~ X~~\C!-~ ~ ~` F~yy tC50 <
100 nM i / 1G ct~ NHZ \ ^ ~ ~ CI/~ IC50 < 100 nM / I . ~N~Cf'la I Br IC50 <
100 nM HaC/~~ ~' _ X4 NHz Br \ ~ ~ ~ CI~~ IG50 < 100 nM / I N X, cH, \ H C^
~ ~' yy~C~ 1C50 < 100 nM 3 ~ / 



/ Yy Br N~ . D 6 Q   w 0 Ftgure 3 (continued) R~ RZ Ra R4 R5 Rg R~ RA
Activity G H C~ y~ ~ ~~~ IC50 < 100 nM a Yz I w ~N/CHa I X~ Br CHa C^ ~' ~
~~CI IC50 < 100 nM Ha ~ w ~NiCHa I yy Br CHa CI~~ IC50 < 100 nM Xz CHa N y~
~ a~~ IC50 < 100 nM Xz CN3 ~~ N c~, N IC50 < 100 nM Xz CHa / ~f ct5 N   0
Figure 3 (continued) RS R R RB Activity ti3C'~ ~' ~'~ X'~CI IC50 < 100 nM
N^CHs I\/ gr CHs H3C~ ~ ~~ ~,~G IC50 < i00 nM N~CH3 I ~ CHs 



IC50 < 100 nM H3C~~ , Cl ~~CHs / I CHs ~/~ IC50 < 100 nM 7Cl CH3 / NHz IC50
< 100 nM W ~ ~' ~ Gig Xi Cli3 / N y~ ~ ~s9 o   w 0 Fgure 3 (continued) R~
RZ R3 R4 RS R6 R., Re Activity _ CI~~ Icso < 10o nM Xi CHa / ~I N oH, y~
y~~ Ct~~ IC50 < 100 nM I / ~ CHa c~5 7~ , CI/7c~ IC50 < 100 nM U xa ~wN-OH,
yy~a IC50 < 100 nM HaC ~ w CH3 ! / H C~ ~S X, ~~G IC50 < 100 nN1 ~4 ! ~
~N~c~a i Xi er CHa N   w a 0 Figure 3 (continued) 



R~ RZ R3 R4 Rg R6 R~ RB Activity / H C^ x' ~~ xr~Cl IC50 < 1.00 nM 3 ~ \ /
N B ~r ~ ~ ~\CI 1C50 < 100 nM i H3~^'~ \ \ I /. Xr 8r \ ~\ y~ x - Cl~~ IC50
< 100 nM Xz CH3 / ~ CH3 N ~ y~ ~ - G~~ 1C50 < 100 nM NHa \ y~ ~ ~~~ tC50 <
100 nM Xi CH3 i N U o w 0 0   k 0 0 F(gure 3 (continued) R~ RZ R3 R4 RS R8
R~ RB Activity ~' ~ CI~X' iC50 < 100 nM N~ cl~~ Icso < 10o nM Xz CH3 / \ y
~ . N^CHa Br _. IC50 < 100 nM IC50 < 100 nM ~~cH '~ ~ 3 / / C \~N cry H C~
y~ ~~ yy~G 1C50 < 10D nM N~CH3 r I X Br CH3  



b O Figure 3 (continued) R~ RZ R3 R4 RS Rs R~- Ra Activity y~ ~ CI/~ IC50 <
100 nM Xz CHa W I HaC Br ~C~N\C~ W ^ ~' ~` ~~CI IC50 < 100 nM H3C ~ / yy er
y~wN_p~ ~~ IC50 < 100 nM H3C~Xz ' ~ CHI, F C y~ G/~ IC50 < 100 nM Xz CHa
~cr~ y,~ B Ur y~~ IC50 < 100 nM HaC''~~ F W ~ / ~NiCHa I CHa   0 Figure 3
(conNnuedj Ri RZ R3 R4 RS Rg R, RA Activity J r~~cH~ ~ ~ c~ - ~~~ Icso <
10o nM I N y x 6r H C^ ~ xw ~ OH' ~~G IC50 < 100 nM J Ii X~ F ' F F y ~~y~
1C50 < 10D nM y I . Xz CHs ~I , x Br _ CI/~ 1C50 < 100 nM I XZ CR' i 



i I sr y~ ~ a~~ IC50 < 100 nM I~ ~ iJ Xz w x c~ NHz 40 n   y w 0 Figure 3
(continued) R~ R2 R3 R4 RS R6 R~ RB Activity IC50 < 100 nM I i H3C ~ ~ ~ o
er ICSD < 100 nM / H3C~~ ~ ~ ~~Ct w ~ ~ / ~NiC~ CH3 CI~X' IC50 < 100 nM I/
CHI NH2 H C^ x ~~ xWCI IC50 < 100 nM 3 N yy er y~ ~ C~~ lC50 < 100 nM
Xz~CH3 i cH, OH N 0   0 Figure 3 (continued) R~ R2 Ra R4 RS Rs R~ R8
Activity H3C~ ~ ~ - ~\CI tC50 < i00 nM w I xz ~ w ~ ~CHa N yy F ~a 



HaC^~ / ' - WCI y~ IC50 < 100 nM J Br HpN IC50 < 100 nM cH, ~\F IC50 < 100
nM W J / Nina I CHa J H3C\~ ~ ~~ ~ - IcSO < 10o nM J N / X, Br 0   s;'
Flgure 3 (continued) R~ RZ Ra R, Rs Rs RT Ra Activity IC50 < 100 nM H3C~ I
w I ~ ~ \ ~ CH CI / N~ a I X, n~5 CHa / H C~ ~' ~ x'~ CI iC50 < 100 nM a Xz
\ N~CHa xs I / . HaC 8r CI/7~ IC50 < 100 nM r~ cH, NHZ / H C~ y' X' ~~,p
~~F IC50 < 100 nM w u ~NiC~ f S CH? C ~'0 / H C~ ~' x' ~~a IC50 < 100 nM 3
/ I X, sr C n N 0  



s. 0 Figure 3 (continued) R~ R2 Ra R4 RS R6 R~ RB Activity H3C~ ~ ~ ~/F ~~F
IC50 < 100 nM w ~NrCHa I er CHa CI/yy IC50 < 100 nM Xz CH3 O Br OH Xz~CH3 ~
HaC~N~x' CI'~~ IC50 = 100 nM-1 uM CHa w 0 o.-~ ~~CI IC50 = 100 nM-1 uM H3C
Xi i / ~ N Br N NCH ~ HaC~N~X' CI/~ IC50 = 100 nM-1 uM Xz a / I w~ y~ cB, N
C   0 F(gure 3 (continued) Ri RZ R3 R4 RS R6 R, Ra Activity / Yy HaC~N~x'
CI,~ IC50 = 100 nM-1 uM Xz^CH3 / / ~ CHa \ \ / ~ ~~CH ~ H'C~N~~ Clip IC50 =
100 nM-1 uM a / . CHa \ ~ Br \ NCH ~ ~C~N'~'~~ Cl/~ IC50 = 100 nM-1 uM i '~
a ~ I -i ~ CH3 



I IC50 = 100 nM-1 uM HsC/\Xz i ~o a ~/. CH3 ~ ~ X, X~\CI 1C50 = 100 nM-1 uM
HaC '~ w ~ ~NiCHa a I a C~ . N a   0 Figure 3 (continued) R~ R2 R3 R4 RS Rs
Rl Re Activity H3C~~ ~S ~ 1C50 = 100 nM-1 uM ~N~C~ G ~ J a CHa Xz CH x
H3C~N~~ Cti~ IC50 = 100 nM-1 uM. 3 ~ / H3C o,c~ y~ ~ yy~CH3 IC50 = 100 nM-1
uM I Xz I w ~N~CHa I a', Br CHa y~ G/~ 1C50 = 100 nM-1 uM Xz CNa r i cN~
Xz~CH ~ H3CwN~x CI/~ IC50 = 100 nM-1 uM / ~ H3C F a N ro a  



0 Figure 3 (continued) R~ R2 R3 R4 R5 R6 Ry R8 Activity ~C`N~~ CI/xr IC50 =
100 nM-1 uM Xz CH3 ~ I H C 3 X~ F F F Ci IC50 =100 nM-1 uM / ' H C~~ ~ ,CH
I \ 3 ~ \ N 3 H3C cry IC50 = 100 nM-1 uM H3C ^Xz ~ cH, ~ i Br y~ ~ CI ~
IC50 = 100 nM-1 uM / NH2 IC50 = 10D nM-1 uM ~'2~$t~J / H, NH2 0   0 0
Figure 3 (continued) R~ RZ R3 R4 RS Rs Ry Re Activity ~C ~' ~~ Xr\Ci IC50 =
i00 nM-1 uM \ f / N ~0 Er H3C~~ ~' ~ Yy\F IC50 = 100 nM-1 uM \ ~ / . ~N~CHa
I F CHs F F H3C~\~ ys ~ XT\CI IC50 = 100 nM-1 uM \ ~ ~ ~ ~CH3 N I CHs H3C~~
~ ~~ X~\CI IC50= Z00 nM-1 uM N~CH3 a c~ 



\ ~ HsC\N~~ ~/~ IC50 = 100 nM-1 uM Xi CHs ~' ~ N CHs N D .~   .. 0 Figure 3
(continued) RZ R3 R4 R5 R6 Rr RB Activity 1C50 = 100 nM-1 uM H c^~ ~
'~~N~~"~ ~rcl 3 ~ I Yy F F F CI H C'~~ ~' ~~ 1C50 = 100 nM-1 uM N~CH3 xs
H3C F F F /1 ~ ~ CI~X' IC50 = 100 nM-1 uM Xz Hs i o 0 ~4 er ~ tic' Xz~CH3 ~
~' CI'~' IC50 = 100 nM-1 uM N~ K ~ ,.CH3 ~ x` CI~~ IC50 = 100 nM-1 uM xz 0,
, I NHa ro   v. N O Figure 3 (continued) R~ RZ R3 , R4 R5 Rs R~ Ra Activity
Ci~~ I050 = 100 nM-1 uM / 



N x, cH, x, X,~N-cH~ ~~ IC50 = 100 nM-1 uM H3C XZ \ c~ F i F F F IC50 = 100
nM-1 uM ~~OH ~' ~ y~ c~ NH2 CI/yy lC50 = 100 nM-1 uM Xz~CHs / Xa~CHs w >'y
Br Xz~CH3 / H3C N~'~ . CI/Xr IC50 = 100 nM-1 uM ~ 1->3C F F F N n a ro a
0 Figure 3 (continued) R~ R2 Ra R4 R$ Rs Ry Re Activity y~ CI/~ IC50 = 100
nM-1 uM y q.~ NHZ / H3C~ ~ ~~ X'~CI IC50 = 100 nM-1 uM / o NiCHa \ / CHa ~'
~~ ~~CI IC50 = 100 nM-1 uM w I I ~ N~CHa . f er CHa y~~ ~ IC50 = 100 nM-1
uM w CI W I NiCHa I F Ch'a F F 



IC50 = 100 nM-1 uM / H3C/~Xz / ~NiCHa I CH   3 0 Figure 3 (continued) Rt RZ
R3 R4 RS R6 R~ RB Activity / I H3C~~ ~ ~~ X,\CI IC50 =100 nM-1 uM CI \ ~ /
N~~3 er / H3C~~ ~ ~~ X~\F IC50 = 100 nM-1 uM \ I \ ~CH3 N CH3 Xz'^CH3 ~ ~ .
CI/Yy IC50 = 100 nM-1 uM / Br N^CH3 ~CH3 '^CH ~ ~`~ CI/~ tC50 = 100 nM-1 uM
3 / ~ N 8r A 0   Jn 0 Figure 3 (continued) R~ RZ R3 R4 RS Rs R~ RB Activity
Xz~CH3 / ~ IC50 = 100 nM-1 uM NHz IC50 = 100 nM-1 uM Xz~CH3 / . ~ , CIi~S /
I OH H C~ ~' ~~ ~ Xr~F IC50 = 10D nM-1 uM 3 N~CH3 I CHI IC50 = 100 nM-1 uM
er NHz y~ ~~ IC50 = 100 nM-1 uM NCH 3 W I ~ HsCwN f w ~ CH3 



a O Figure 3 (continued) R~ RZ Ra R4 RS R6 RT RB Activity F~y~ IC50 = 100
nM-1 uM / I F NHz F F / Xz~CHa ~ ~"~ CHa CI/~ IC50 = 100 nM-1 uM I i W I ~
CHa ar ~C CHa CI IC50 = 100 nM-1 uM NHz cry H C^ ~' XwN-cH, ~~F IC50 = 100
nM-1 uM I ~ ~ w c~5 I i X~ H IC50 = 100 nM-1 uM I HaC Xz w c~ F W I/ F N
V Figure 3 (continued) R~ Rx R3 R4 RS Re R~ RB Activity 1C50 = 100 nM-1 uM
Xz^~CHa CI i \ Br N^CH3 ~CH3 / 1C50 = 100 nM-1 uM \' I / N~CH3 I F CHI C)
1C50 = 100 nM-1 uM H1C~~ ~N~CH3 ~s H3C F 



HaC~N~~ CI~~ 1C50 = 100 nM-1 uM Xi CHa N\ i CHa I \ . 1C50 = 100 nM-1 uM /
HaC/~Xz i H a I a 0   O Figure 3 (continued) Rr Rz R3 R4 RS Re R~ R8
Activity XZ~CH ~ H3C~N~~ CliXr C50 = 100 nM-1 uM 3 / ~ I CH3 x N~ I \
~,.,,' \CH ~ ~ . CI~~ IC50 = 100 nM-1 uM / I . NHZ x y~ ~\ IC50= 100 nM-1
uM HaC ~ w CH3 H3C~~ ~ ~ ' ~ IC50 = 100 nM-1 uM I .`,.,~H/C~ CI I sr CH3
CH3 H C^Xz ~ ~ yy\CI fC50 = 1 uM-i0 uM I 3 F I ~N~CH3 I F F CH3   u. 0
F(gure 3 (continued) R~ RZ Rs R4 RS RB R~ RA Activity NCH ~ H'C~N~~ CI/~
IC50 = 1 uM-10 uM 3 / / ~ CHs CI IC50 = 1 uM-10 uM H C \ I ~N~CH3 



I CHs ~~C~3 y~ H3C\N~~ CI/yy IC50 = 1 uM-10 uM / \~ . y~ N gr r~ ~ IC50 = 1
uM-10 uM ~C\N~ NCH W ~ CHs CHs ~ /Xq IC50 = 1 uM-10 uM ~C JrH ~C~N CHs n, 0
0   Figure 3 (continued) R~ RZ R3 R4 R5 Rs R~ RB Activity CHa H C,~\X~ ~
~"~ ~\CI IC50= 1 uM-10 uM 3 IJ~CHa I Br CHa \CI IC50= 1 uM-10 uM HsC/\Xz /
i w ~ I Xi er CHa HaC\N~,~, CI/~ IC50 = 1 uM-10 uM 3 / CHa o=s=o Xz~CH3 ~
H3C~N~~ CI/Xr IC50 = 1 uM-10 uM CHa i ~ 0   0 Figure 3 (continued) R~ RZ R3
R4 RS Rfi R~ RB Activity Br I ~ H3C~~ x, ~ IC50 = 1 uM-10 uM w 



y~ I / ~N~CH3 I CHs H3C ~~CI IC50 = 1 uM-10 uM w 0 Br J~ yy IC50 = 1 uM-10
uM H c~~ Wcl r j N B y~ ~~ ~\CI fCfiO = 1 uM-lO uM \ N N~CH3 Br CHs m   N O
F(gure 3 (continued) Rt RZ R3 R4 R3 Rs R~ R8 Activity Hs . H3C~~ ~ ~~ X~~CI
IC50 = 1 uM-10 uM N~CH3 w CH3 c0, IC50 = 1 uM-10 uM 3 a N.~H3 / Br CHa er\
^ ^ ~5 X~ IC50 = 1 uM-10 uM HaC Xz w i ~ iCHs N I CH3 HOC /CH3 er i ~ H3C~~
X3 X~ IC50 = 1 uM-10 uM N I CH3 B   w 0 Figure 3 (continued) 



Rt RZ R3 R4 Rg R6 R7 RB Activity tC50 = 1 uM-10 uM CH3 H C^ C 3 F \ ~~CH3 1
I F F CHa ry ~ IC50 = 1 uM-10 uM \ I H3C Xx w x, I i ~N~CH3 I CH3 r5c H C~~
~ ~~ IC50 = 1 uM-10 uM 3 / ~ N~CH3 CH3 IC50 = 1 uM-10 uM H3C^ W I ~NiCHs I
F CH3 CH3 N~~ OH IC50 = 1 uM-10 uM n' 0 .s..   3 0 Figure 3 (continued) R~
RZ R3 R4 R5 Rs R~ Ra Activity H C^3Cj ~ X'1 IC50 = 1 uM-10 uM I`3 w I i ~
N~CH3 I er CHa H3C~X1 ~ ~ ' X,~CI IC50 = 1 uM-10 uM x, ar N CH3 ~ /X4 IC50
= 1 uM-10 uM H3C~N i w ' CH3 CH3 /CHI ~ ~Yy IC50 = 1 uM-10 uM HsC\ N y~ \ ~
~ CH3 IC50 = 1 uM-10 uM H3C'~~Z N 0 Br 0 N 0   



4~ O Figure 3 (continued) F2 R F2 Ft ft - R -- Re . Activity - IC50 = 1
uM-10 uM y~~ ~\0~ ' N~CH3 \ CHa IC50 = 1 uM-10 uM Ha Xz/~CH3 ~ ~X' C(/
HaC~N CHa \ NCH ~ H'C~N~~' CI/~ tC50 = 1 uM-10 uM 3 N \ ~ CHa cH, HN ~ N~~
CI/~ IC50 = 1 uM-10 uM / 0 a y~ IC50 = 1 uM-10 uM ~/'\CH3 \ H3C CH a N .A.
a 0 Figure 3 (continued) Rz .Ra Ra R5 t~s R7--Ra Activity ~wN-CH3 ~~ IC50 =
1 uM-10 uM HaC Xz I w ct~ F / Xi N i H C~ ~5 7~ IC50 =1 uM-10 uM w. ~NHz \
~ / / NaC\~ - x~ ~ IC50 = 1 uM-10 uM CH . N I CHa - ~ y~ IC50 = 1 uM-10 uM
HaC~\'`Cz \ ~ ' ~ ~CHa N CHa IC50 = 1 uM-10 uM / ~ N~CNa F \ ~H3 



N   0 Flgure 3 (continued) R~ R2 R3 R4 RS R6 R~ Re Activity / HaC~~ r~ ~
~~F 1C50 = 1 uM-10 uM W ~ / ~N~CHa l Ni CHa Xa ~ IC50 = 1 uM-10 uM ~N~CHa I
Br CHa CI~~ IC50= 1 uM-10 uM N NHa fi C~X~ \ , ~' IC50 = 1 uM-10 uM 3 N~
CHa 0 I X, cH, CNa / HaC~~ ~ ~ ~ IC50 = 1 uM-10 uM \ ~N~CH3 Cf I CHa N 0
-n-   a Figure 3 (continued) R, Rz Rs Ra R5 R$ R~ Re Activity x, ~~ X'~CI
IC50 = 1 uM-10 uM HsC ~ / N~CH3 I Br CHs x~ ~\ IC50 = 1 uM-10 uM \ ~ ~ %
~NiCHs I X~ ar CHs H3C~7(Z ~ ~ ~~C) IC50 = 1 uM-10 uM i NHz C H C~Xz r ~"
Xr~CI IC50 = 1 uM-10 uM 3 



NHz ~~CH3 1C50 = 1 uM-10 uM / yh 9r ~~~ a N   Figure 3 (continued) F2 R R ~
R5 ~ ~7 _ RB Activity Xz~CH ~ HsC~N~~' CI/~ IC50 = 1 uM-10 uM a ~ CHs N-N \
NCH _~HsC\N~~ CI/~ IC50 = 1 uM-10 uM 3 I N~ CHs \-N IC50 = 1 uM-10 uM /\~Z
~5 HsC w I ~NiCHa I i ~ CHa IC50 = 10 uM-50 uM XZ~CHa % I X4 X~ B~ NHBoc y~
y~ 1C50 = 10 uM-50 uM HsC Xz i / ~ ~ ~ N~CHs I i I CHs I 0   a 0 Figure 3
(confinued) R~ RZ Ra R4 R5 RB R~ RB Activity HaC\~ y~ y~~ IC50 = 10 uM-50
uM N~CHa I G CHa y~ ~~CI IC50 = 10 uM-50 uM Ha xz ~ I. i N CHa NCH ~ ~~
IC50 = 10 uM-50 uM 3 \ 



HaCwN I yy \ ~ CHa ~' ~~ ~~CI IC50 = 10 uM-50 uM H3C X1 X~ / ~ N~C~ \ I G
CHa ~ ~~CHa ~ ~~ IC50 = 10 uM-50 uM Yy~ ~ / HaC~N CHa 0 0   0 Figure 3
(continued) R~ RZ R3 R4 R5 Re R~ RB Activity H C^Xz ~ x'~ IC50 = 10 uM-50
uM / \ s / I NiCHs CH3 /CH3 ~5 ~~ IC50 = 10 uM-50 uM w HaC~N y~ w I CH3 CH3
H3C~~ ~5 X4~ ~~CI tC50 = 10 uM-50 uM N~C~ , I Ci H' NCH X' ~x` CI~~ IC50 =
10 uM-50 uM 3 / I \ H3C~N \ / I CH3 CI ~ ~, Y~ IC50 = 10 uM-50 uM \ F Yh
CH3 . \ / ~ / HsCwN~ ~H3 rV 0   N a Figure 3 (continued) R~ RZ R3 R4 RS R6
R~ Rs Activity ~ HsC\ x~ ~~ IC50 = 10 uM-50 uM I 



G IC50 = 10 uM-50 uM I H3 H C^~ ~ X,\ N~CH3 Br CHs HsC\ x~ ~\ ~\ IC50 = 10
uM-50 uM Xz CHs CI x G H C~Xz ~ X"~ IC50 = 10 uM-50 uM 3 \ ' \ ~ N~CHs 0
CHs H3C~yh ~ ~\CH3 ~\CI IC50 = 10 uM-50 uM I/ ' er 0 N ro   w 0 Figure 3
(continued) R, RZ R~ R4 R5 Rg R7 Re Activity H3C\~ y~ ~~ ~~CI IC50 = 10
uM-50 uM \ NiCHa I Br CH3 H C^~ ~ ~~ yy~Cl IC50 = 10 uM-50 uM y~ 3 I j
N~CHa 0 CH3 H3C\~ ~ ~ ~~CI IC50 = 10 uM-50 uM I \ ~N/C~ . `f cH, CHa H,c I
~ cH, ~/CH3 x, ~~ IC50 = 10 uM-50 uM i X ~ i H3C~N I ~ t cH3 'CH, ~/CH3 ~S
~ X4 IC50 = 10 uM-50 uM ~ i H3CwN I CH,   0 Figure 3 (continued) 



R f2 R ~ R5 R RB - Activity -~H3 ~ ~~ ~~ IC50 = 10 uM-50 uM \ CI 0 I w ~
CHs Cti, X, ~ IC50 = 10 uM-50 uM X2~CHa \ JS I HaCwN~ i \ CH3 HaC\~ x, ~
IC50 = 10 uM-50 uM i \ ~ ~ H , I ~c CHa / H C^~ oJ~ ~ IC50 = 10 uM-50 uM 3
1 ~NiCHa CNs CHs X3 /Xq IC50 = 10 uM-50 uM 0 / \ H3C~N / CH 3 a N A   v. 0
Figure 3 (continued) R _~, RZ Ra ~ RS R - R7 Ra Activity gr \ ^ r, ~ IC50 =
10 uM-50 uM H3C Xi \ I ~N~CHa I CHa CI ~/CH3 ~5 . /Yy IC50 = 10 uM-50 uM
HaC W ~ \ HaC J(w I N \ ~ CHa CH3 H C^Xz ~ ~" ~ IC50= 10 uM-50 uM a \
~NiCHa CHa yy~Cl IC50 = 10 uM-50 uM H,c~ H3C\ ~/ x~ \ ~ CHa ci \ cH, /CH3
Y, HaC~y~ CI/~ ICSD = 10 uM-50 uM y /I 0 



0   J a O Figure 3 (continued) Ri Rz R3 ~ _ RS R R Re Activity H3C~~ ~ ~ -
~\CI 1C50 = 10 uM-50 uM \ \ 0 X~ F X2~CH3 ~ ~ CI/~ 1C50 = 10 uM-50 uM / 0
X, OH Xi~CH ~ ~~ Ci/~ 1C50 = 10 uM-50 uM 3 / / J y~ ~,~ ~ ON Xz~CH ~ ~ CI/~
iC50 = 10 uM-50 uM ~N~CH3 / CH3 \ \ Xz~CH ~ H3C~N~~ CI/Xr 1C50 = 10 uM-50
uM / 3 / C.H3 0 OH   0 2 ARR 2004 N 7 G .C O _U M N 7 0) 0 >. 0 a 0 U. m 



n U\ U~U =O N 77l90   0 Figure 3 (continued) R5 O R6 \ N~R~ R2 R7 ~ N Rs
~N~R 4 R.. 3 R RZ Rs'~ Ra RS Re R~ Rg Activity Ki<100nM I y CHs ~ - xs~ .
CI~X' / ~ / NNz F ~ F KI < 100 nM w Xz~CH3. Xa ~~ Clip I / F / I NHx
Ki<100nM ~~ CH3 NHZ I F \ a   0 Figure 3 (continued) R Rz R3' R4 RS Re R~
Re Activity Ci/~ Ki < 100 nM I Xz CHa F NHz S F I \ ~ ~ ~~ G/~ Ki < 100 nM
Xz CH3 



/ / ~ I NHz Ki<100nM ~~CH3 Xa Xa CI/Xr I / , NHz H3C CH3 x' x` CI~X' Ki <
100 nM Xz CHa / I X, Br NH x' ~ CI/x' ' Ki < 100 nM ~~CH3 / ~NH z F N a 0 0
Q 0 Figure 3 (continued) Rt RZ R3' R4 RS R6 R~ RB Activity CI~x' Ki < 100
nM Xz CH3 ~ ~ NHz H3C ~/~ Ki < 100 nM Xz CH3 F ~ NHz F Ki<100nM Xz CHa , i
/ ~ ~ N ct~, Ki<100nM \ ~~ CH3 ~ xs CI ~Xr I / NHZ Ki < 100 nM Xz~CH3 ~ xt
H'C ~NH \ ~ 2   



0 Figure 3 (continued) R Rz R3' R4 RS Rs R~ Re Activity x' X` CI~X' Ki <
100 nM Xz CHs y NHZ F X' X` CI/X' Ki < 100 nM Xz~CH3 H NH2 CI/~ Ki < 100 nM
Xz CH3 cH, N Ki<100nM Xz~CH3 ~S X^~ Clip !' NHZ y~ ci i i Ki < 100 nM
Xl~CH3 i ~ ~NH I m 0   0 Figure 3 (continued) R~ RZ R3' Rq RS R6 R~ Rg
Activity \ ~ ~ ~ CI~~ Ki < 100 nM I Xz CHa / i ~ N w cH, \ X2~CH3 ~ ~ CI~~
Ki < 100 nM I / \ NHZ cH, \ /\ x' X' CI~~ Kf < 100 nM I ?C~ CH3 / w ~ N cH,
\ ~~CH ~ ~ Ci/~ Ki < 100 nM I / HaC / \ NH= Ki<100nM \ Xz~CNa Xa ~ CW~ I F
/ 



NHZ F N n 0   a 0 Figure 3 (continued) R~ R2 R3' RQ RS RB R~ R8 Activity Kf
< 100 nM Xl CH3 / H3C \ CH3 NHz Ki < 100 nM ~~CH3 X' . ~ CI~Xr / F / NHz F
Ki<100nM ~~CH3 ~S F ~ , Cl~~r / F / NH Ki<100nM Xy CI~ / 0 o NHz CH3 CHI
Ki<100nM XZ~ CH3 /. NHZ CI 0   Flgure 3 (continued) R~ Rz R3' Ry RS R6 R~
Re Activity Xz'^CH ~ ~ CliXr Ki < 100 nM NHZ Ki<100nM CI~X' Xz'~CH3 ~ I / ~



F F NHZ F Ki < 100 nM I W ~~ ~ X4 CI~Xr CH3 NHZ I ~~CH3 ~ ~ Cl,~r Ki < 100
nM w NHZ Br CI/~ Ki < 100 nM Xz~CH3 CI NHZ ro n -o 0   a 0 Figure 3
(continued) R . R R3 ~ ~ RS R6 ~ R~ RB Activity Ki<100nM Xz~CH3 F ~ I NHZ F
F Xa X' CI/~ Ki < 100 nM ~~ CH3 / /.~ H3C ~ NH2 N C'/~ Ki < 100 nM Xz CHs /
CH3 Ki<100nM Xz~CH3 ~a Xi CI/Xr / / NH Br xa x'~ CI/~ Ki < 100 nM Xz~ CH3 /
/ NCH, CHa N 9 0 



O Figure 3 (continued) R~ Rz R3' R4 R5 Re R~ RB Activity Xz~CH3 F ~ F ~~
CIiX' Kf < 100 nM I / F w F NHz F Ci~~ Ki < 100 nM 7C1 CH3 / / F \ F NHz N
Xz~CH3 ~ ~ Ci~X, Ki < 100 nM CHI Ki < 100 nM Xz~CH3 x' XQ Ci~X' I / ~ ~ NH
z ~'c`o 0 Ki < 1D0 nM W XZ~'CH3 w I NHz N   Figure 3 (continued) R RZ R3'
R4 RS R5 R7 R8 Activity Ki < 100 nM Clip CH3 NHZ Ki<100nM 7Cz~CH3 N~ x' Xt
CWX' / ~ / NHz KI<100nM ~~CH3 F F xa ~ Cl.~~r p ~ NHZ S CI'~X' Ki = 10D
nM-1 uM XZ~CH3 ~ I 



w F~o NHZ F F x' ~ CI~X' Ki = 100 nM-1 uM Xz~CH3 / F w , F NHz F F y~ F F
Figure 3 (continued) 0 R~ RZ R3' R4 RS R6 R~ RB Activity >S ~ ~~ Ki = 100
nM-1 uM ~ X2~CH3 ~ ~ CI F F NHZ ~5 ~ j~ Ki = 100 nM-1 uM ~ 7CZ~CH3 ~ CI /
NHZ BSc c~ ~S >S ~ Xz~CH ~ -- ~ _CI/~ Ki = 100 nM-1 uM 3 / O P~ ~~ NHz ~
Xz~CH3 ~ X^ CI~X, Ki = 1 uM-10 uM H'c`o o NHz x, ~ ~~ Ki = 1 uM-10 uM ~
Y~~CH3 ~ I CI "~ ,~ "~ NHZ r~ m N 0 0   0 2 APR 200 R5 .O 



R5 ~ O~R R~ ~ / NHz Re Figure 4: Asymmetric Synthesis O~H ~R~ ~O NHBOc
HBTUIHOBt PY t NaOHIMeOH 2 EDCIDCM 3 RtNHyIDCM O~CI ~1~' ~ Py/DCM R3
HCIITHF 2 RqCHO/NaB(OAc)gH DCE ~ O O OII R / N~R2 'H Ra NHHac RS o Rs ~ N
Rt R / N Rz 7 Ra NHBOC 89l90     p ~ p~~ 20Q4 Figure $a: Sulfonamide
Synthesis R5 O N R 



I / N~R2 Rg 8r Figure 5 R5 O _ Rs -Rt NH R I / N ", RZ EtOH ~^2 Rg ~~NH Rg
O RO S OI Rg N-R) s~ R7 I / N~Ri NEt3, DCM O Rg R4 N,S-O R3. Figure $b:
Carbamate Synthesis Rs O R N I / N~R2 Rg Br lU Figure $c: Urea S: R5 O Rg
N~-Rt'' R~ I / N~R2 Rg Br R5 O OI' R4 NHZ R I \ N~ . RtS~p~CI / Rp EIOH ~
NEt3, DCM Rg ~~NH mthesis Rs O Rp NHZ \ N Rts N=C=O i -R R2 EIOH R~ I N~
NEt3, DCM Rg - ~ NH 1$ Figure $d: Primary and Secondary Amine R4 Synthesis
Rg O Rs \ N-Rt HZN.~.NHBOc R Ri R7 I N~ EtOH Rg Br Rs O ~O I \ N tJ-Rt 1
R3"CI / ~~J~ ~~; R2 



NEtg, DCM Rg (~sNH INHBOc R5 O Rs \ N-Rt R I Rg N~R2 R N`/O ~'a O. Rt5 Rs O
R I \ N / ~ R R2 Rs ~~nN~O BoWN. R3 LiHMDS MHF ~ HCI THF Rs O Rs O R I /
N~RZ R I / N~Rz Rg ( ~N~O Rg ( -,nN` /'O BocN\ 'R~~ NH(12 ~R'3 Rs O Rs N-Rt
HCI, THF R~ I / N~Rz Re tt'nN l 0 HN\ R3 evpo
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