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3lsha] I T 11a 9 3HgHEel @3 3, R, 2 R, & SA3Gd, 71 vigdsiAs, @27, 0H, NHp, NHR,

N(Ry)2, NHCOR;, Ci~2FA], EYEFe2vEA], 7h2nk2d CONHR, B CON(Ry), 3 9] 3% 2ol
At

FER 2R = A dxbd A o, 94 FETE -(CH),—S F48kaL, o714 n =3, 4 T& 5 o|H,
ol w 7] REFzE &2, OH, NH,, NHRy, N(R)s, NHCOR,, Ci-2FA], EZZQ2vEA, Jt2nrd,
CONHR; %= CON(Ry), 2 o] Foizl wro @b /EAoz Aed 1, 2 B 3 /9 A9 o 232 F 2
o}, E3] npA g o= -CHy, —CH-CHy % obe} 8l71& E3Heich:

8H7] 8h8149] 5,6,7,8-F| Eeh5] = 2-3-SAb-9-E| o} 1o} - E T 0 ql-4-&;

el

817] shatalel 5,6,7,8-H E e8] E - 1- S AF-9-F| of-3-o - EF- 0 d-4-£;

_17_



[0203]

[0204]

[0205]
[0206]

[0207]
[0208]

[0209]

[0210]

[0211]

[0212]

[0213]

o,

SES06 10-1205257

3l7] getalel 5,6,7,8-HEgHE = 2-3,9-1] SA-1-0p A - FF Al -4-2;

3l7] #tstalel 5,6,7,8-E| Ee}s] =2 -50-3-S A1, 9-1] o} A - FF 9 el -4

at7] skahA o] 2, 3-1] 8] =2 -1H-5-FA-8-E] o}-7-o}A}-A] F &3

vQ__ .

g

_18_

o,

EHa] 9l dl-4-2;



[0214]

[0215]
[0216]

[0217]
[0218]

[0219]
[0220]

[0221]

[0222]

[0223]

[0224]

[0225]
[0226]

[0227]

SE506 10-1205257

k7] sheta o] 2,3-1] 8| E2-1H-5,8-T] SA-7-0pA-Al S 2l B} a] Q] Hl-4-&;

O

PR

0

QPR

07 N TR3

37] shabalel 1,2,3,8-8] Eeks] = 2o5-5A1-7, 6T o} Al 2 2 A EHa] Q) W42

27 3

37] sbeka ) 6,7,8,9-H E &3] = 2-5H-3-%AF-10-E] of-1-o} A}l £ [a] o} Z 2l -4-2;

OLO

at7] 85r2le) 6,7,8,9-H Eebe] = 2 -5-1-S Ab-10-E] 0}-3-0} -1 Z [ a] 0} F -4 &

Lo,

3171 3ok 9l 6,7,8,9-B| eS| = 2-511-3, 10-E] SAb-1-ob - [a]ob E dl-4-&;

/""-\-\.\_H_\- 0
2/ Hifko
0 N)\FB
317] 248kl 5.6,7.8,9,10-8A}8] . 2-3-2A}-1,10-T] o} }-ul 2 [a] o} = &l -4-&;

0

3}k 11 2 [la o] #3+ 3,

r

T,
oL
o
b
v
il
=
o
-
i)
2
2
rlr
=
S
&
ofy
2
'8
=
ki
Y
2
of
>
52
rlr

R 9wl ool v, oY, olhxed, xad, AFEuza, AZdd

_19_



[0228]

[0229]

[0230]

[0231]

[0232]
[0233]
[0234]
[0235]
[0236]
[0237]
[0238]
[0239]
[0240]
[0241]
[0242]
[0243]
[0244]
[0245]

[0246]

SSS0dl 10-1205257

Ry A $H7]

A7l AAlE HZ, Ry & st oY &=, (Fs, Ce2FAl, Cre2DZEIS, OCF;, COOH, CN, CONHg,
CONHR;, OH, NO,, NH,, NHR,, N(Ry):, NHCOR,, NHSO.R;, CON(R,);, CONHSO:R,, SO:NH,, SONHR,, SO:R,, SOR,, Cp-
SEFATEER T, of ) ofdSA], FHZot, dHRoESA, dAdd, HEZE, 9, GegAd,
Cog=D71d BEE G AZFRLAY ZH2h o] X8H e ofd T duRoldor, 747bo] (-2, Cog-2A
Y, G @7d EE A Fadge &7, (F;, 0CF;, COOH, CN, CONH,, CONHR,, CON(R,):, OH, NO,, NH,,
NHR;, N(Ry)s, NHCOR,, NHSO:R;, SO,NH,, SONHR,, SO:Rs, SOR;, Ciy &FA] T JFtEHlmds} o) 3},

ne i

dE wgdAs A, Ry 2 &, CFs, OCFs, COOH, CN, CONH,, CONHR,, CON(R,),, OH, NO,, NH,, NHR;, N(Ry)s,
NHCORy, NHSOsRy, SO:NHz, SO.NHRy, SO:Ry, SORy, Cry=E3fA] B FhERIE YA 7247} Q1] X $E]= dd, 1-42
g, 4-dgdd, 2-Fahd ®== 2-gld; 2, C(F;, Cre2FA, Croe-2ZES, OCF;, COOH, CN, CONHs,
CONHR,, OH, NO,, NH,, NHR,, N(Ry):, NHCOR;, NHSO.R;, CON(R,)s, CONHSO:Ry, SO:NH,, SONHR;, SO:R;, SOR,, Ci-
SESATEER Y, o} ofdSA], FH Eot, dE Rold %A, dAAd Ee HEZEo| A viEA g A3
ol = FHRolH 7| A dele HY, 2-ZTFeEAY, 2-FE2AY, 2-20%dd, 2-wEAHY,
SHEAEY, 2-3|=2AHd, -U4zd, 2-EY 2-F2E24-YERHY, 2-F2E2-5-UERHY, 4-ZF2 R
Hd, 4-Ber-dd, 2-gd, 2-F2bd 9 4- Jgrde] x3hEt,

dnbH o, ofd Hi= SEHRotEY]= sh o] e dA-11=v], oA B4, 94 N0, CFy % OCF; 2 A 2F
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wglol ] AgE BAo) Age et [ o whaas SgEe FAL o g ek

T-ZFRE2-2-(2-FRE4-YER-A)-ME[d][1,3] A -4-2 (1-2)
2-(2-2 2 =-9d)-6,7-H | 5 A -wl = [d] [1, 3] SARI-4-2 (1-3)

-2 2-2-E o9-2-d-M=[d][1,3] &A-4-2 (1-4)
2-(2-FRE-4-UER-7d)-6,7-t] | EA - 2 [d][1,3] SA-4-2 (1-5)
2-(2-F22-5-HEZ-dd)-Mx[d][1,3] A -4-2 (1-6)

5,7-t) 2 Z-2-(tJu o] -l = [d][1,3] 51 -4-& (1-7)

2~ d-4-g- 2 [d][1,3] 5AR-4-& (1-8)

2-E] 0 H-2-A-Hl Z[d][1,3] A --4-2 (1-9)

2-(2-3|=EA-Hd)-MZ[d][1,3] A -4-= (I-10)
2-(2-EF2-9d)-6,7-tHEA-M=[d][1,3] A -4-2 (I-11)
7-ZFRr2-2-(4-ogd-Ad) A x[d][1,3] AR -4-& (1-12)

-2 2-2-(3-vE-4-HE=Z-Hd)-M=[d][1,3] A -4~ (I-13)
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[0247] N-[4-(6,7-T) W B A -4-L& 2-4H-A 2 [d][1,3] AR -2-Y)-H d |-o} | Eo}r = (I-14)
[0248] OFA EAF 4-(4-SA4-4l-1Z[d][1,3] A -2-d)-dd =82 (I-15)

[0249] 2-(2-22=23d)-6,7-tulEA - 2[d][1,3]5AI-4-2 (1-16)

[0250] 6-SZ2-2-El o M-2-d-=x[e][1,3] A -4-2 (1-17)

[0251] 6-FE2-2-F-2-d- 2 [e][1,3]5A-4-2 (1-18)

[0252] 2-(2-22=d)-Hxle][1,3]5AI-4-2 (1-19)

[0253] 2-El#-2-g-M=x[e][1,3] A4~ (1-20)

[0254] 2-Feh-2-d-Mzx[e][1,3] A -4-2 (1-21)

[0255] 53] vpgrA g gsh 19 3] o sv)E Egteth

[0256] T-ERR-2-(2-FEE2A4-YEZ-Hd)-M=2[d][1,3] A -4-& (1-2)

[0257] 2-(2-8. 2= -9d)-6,7-t Wl HA - 2= [d][1, 3] SARI-4-& (1-3)

[0258] 7-222-2-E| o #-2-U-w = ([d][1,3] AR -4-& (I-4)

[0259] 2-(2-FRR2-4-UEZ-Hd)-6,7-tM A -2 [d][1,3] AR -4-& (I-5)

[0260] 2-(2-F22-5-UER-Ad)-A=[d][1,3] A -4-2 (1-6)

[0261] 2-(2-ZF 2 2-9d)-6,7-tHI HA - = [d][1, 3] AR -4-2 (1-11)

[0262] 2-(2-22299d)-6,7-t | FA-wl=[d][1,3] FAR-4-2 (1-16)

[0263] 6-F22-2-E] o #-2-U-MZ[e][1,3] A -4-2 (1-17)

[0264] 6-F 22— Fd-2-d-dx[e][1,3] SA-4-& (1-18)

[0265] uhebz ek sheka 11 9] 3gES §l)olt}:

[0266] 6-olE-2-(2-FF 2 =Z-5d)-Elo| =[2,3-d][1,3] FAFH -4~ (II-1)

[0267] 6-mlE-2-Zeall-1-A-E] o] =[2,3-d] [ 1, 3] SAP-4-& (11-2)

[0268] G- &-2-0-EH-E o =[2,3-d][1,3]&AH-4-2 (11-3)

[0269] G- d-2-(4-FF L 2-9d)-Fl = [2,3-d][1,3] ZAX-4-2 (11-4)

[0270] 2-(2-F 2 &2-9d)-4H-Elo| =3, 2-d][1, 3] LA -4-& (11-5)

[0271] 2~ d-4H-¥] ol = [3,2-d][1,3] &A1 -4-2 (11-6)

[0272] 2-FH-2-4-5 6~ E-Elo| =[2,3-d][1,3] SA-4-& (11-7)

[0273] 2-(4-ZF Q2 Z-vd)-4l-El o =[3,2-d] [ 1, 3] FA-4-2 (11-8)

[0274] 2-(4-B 2R -9d)-6-o&-E|o| =[2,3-d][1,3] SA A -4-& (11-9)

[0275] 6-(2-F22-7d)-2,3-1] 3] = 2Z-1H-5-FA}-8-E|o}-7-o}x}-A| Z 2 HE}[a] A ©l-4-& (11-10)
[0276] 6-F H-2-9U-2,3-1) 3| = Z-1H-5-A}-8-E] o} -7-o}A}-A| E 2 FEHa] ol dl-4-& (T1I-11)
[0277] 6-3d-2,3-1] 3] = 2-11-5-3A}-8-E] o}-7-o}x-A ZF 2 EH a] Q-4 (11-12)
[0278] 6-(4-ZF 2 2-5d)-2,3-1 3| = 2-1H-5-FA}-8-E|o}-7-0}x}-A| ZF 2 EHa] QAdl-4-2 (11-13)
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[0279] 6-E] @ #-2-21-2 3-T] 8| = & - 1[-5-2 A-8-E] o}-7-o}A}-A| ZF 2 e[ a] ol l-4-& ([1-14)
[0280] 2-(2-ZF 2 2-99)-5,6,7,8-E| Eg}8] = 2-3-%A}-9-F] o} 1-0}A-ZF S Al -4-2 (11-15)
[0281] 2-(2-H| EA-Hd)-5,6,7,8-E| E&} 3] = 2-3-2A}-9-E|o}-1-0} R}-Z 2 Q #ll-4-& (I]-16)
[0282] 2-9d-5.6,7,8-E| E&} 3| = 2 -3-2A}-9-E] o}-1-0} -Z 2 0 @l -4-& (11-17)

[0283] o-upzetdll-1-21-5,6,7, 8-E| E 8} 3] = 2 -3-2 A}-9-E] o} 1-o} Ah-Z 2 ¢ @l -4-2-(11-18)

[0284] 2-E] 9 #M-2-9-5,6,7,8-H E&} 8] = 2-3-LA}-9-E] o}-1-0} A-ZFZ 0 Al -4 (11-19)

[0285] 2-(3-H| EA-5d)-5,6,7,8-E| E&} 3] E2-3-2A}-9-E]o}-1-0}A}-Z = 0 &l -4-& (11-20)
[0286] 2-3] 2] T -4-21-6 7,8, 9-H| E 2} 8] = 2 -5H-3-2 A}-10-E] o}-1-0}x}-ml & [a] o} Z A-4-& (11-21)
[0287] 58] nhA g sk 11 o] BgEe] o e sv)s EFIrh

[0288] 6-ollgd-2-(2-ZF Q. 2-3d)-Elol :=[2,3-d] [ 1,3] A -4-2 (11-1)

[0289] 6~ -2~ -1~ -El o = [2,3-d] [1,3] SAP-4-& (11-2)

[0290] 6-old-2-0-5A-El ol :=[2,3-d] [ 1,3] A -4-& (11-3)

[0291] 6-0ll B-2-(4-Z % 0 23 D)~ ol 2 [2,3-d1 [1,3] S A4~ (11-4)

[0292] 2-(2-F 2 2-3d)-4H-E]ol| = [3,2-d] [ 1,3] A -4-2 (I1-5)

[0293] 6-(2-Z 2 2-9Y)-2,3-1] 3| = 2~ 1H-5-2-A}-8-E] o}-7-0} 2-A| Z 2 3 e} a] Sl dl-4-& (11-10)
[0294] 6-F B-2-21-2 3-T] 3| = Z-1H-5-2 A}-8—E] o}-7-0} Ap-A| ZZ A EF[a] A A-4-& (11-11)

[0295]  6-9'd-2,3-T1 8] =R 1H-5-S AR5l o}-7-ob x-A| F 2 AMEHa] A-4-& (11- 12)

[0256] 6-(4-Z 29 25\ )=2,3-T] 8] = 2~ 1§58 A-8-E] 6}-7-0}ab-A| Z Z A EF[a] ¢l Wl-4-& (11-13)
[0297] 6-E] O :M-2-21-2 3-T] 8] = & - 1-5-<2 A—8-E] o}-7-0} -A| & A E} a] Q1 Tl-4-2 (1-14)
[0298] 2-(2-Z 29 2-9d)-5,6,7,8-H E&} 3| & Z-3-A}-9-E] o}-1-0} A-ZF 0 Al-4-& (1[-15)
[0299] 2-(2-H EA-Hd)-5,6,7,8-EH| E&}3] & 2-3-2A}-9-E] o} -1-0}2}-Z 2 Q @l -4-2 (1]-16)
[0300] 2-9d-5,6,7,8H E &} 3] = 2-3-LA}-9-E|o}-1-0}A-Z 2 0 A -4-2 (11-17)

[0301] A x

[0302] ﬁ}i“‘ 1 IIQ e s7] Wl o8 sehAl 111 F: IV EE V/VI i VII 2= VI 2 742 8%

[0303] g A):

[0304] DIV P& B4 Bl ] S 111 o) SRS SHerd RO0LY SHEHET WA
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[0305]

[0306]
[0307]

[0308]

[0309]

[0310]
[0311]

[0312]

[0313]

[0314]

[0315]

[0316]

[0317]

[0318]

[0319]

SES06 10-1205257

R1 X
w H
&\ Y~
R2— H
H
[2) Z, R, Re, Ry, Z, X, Y, W, Q, VET & A7elA AHo® 9njE Ay, L & o|gd7], 47, =4,
ZHo|E = ofA7]ot}];
2) 37] &8kl Vel SHES, HES =98 sk 1 9 25 4T & AT AA A7
[3}3h2] 1V]
Rt A
W H
R2—\l/—
o7 jz R3
H
Q
[2) &, R, Re, R, Z, X, Y, W, Q, VET & d7lelA 48 AL 2], A7) AA = oA EAES
E, 5 3k, POCly, P05, CFCO0H & 2 7FE2EAM F4E T fAS AAY Aol
HHH B):
1) IV Fx9] 34 stellA], HOBtSF 22 3 AZHA, T+ DCC E+ EDAC ¢ 22 Zl2Hujolm= e b
T 4 9 oMo 2 BE ofm= A PAo| g FASE AAE A, sh7] st 111 9 StEs

sheb4] RyCO0HS] 3t} whg-A| Xt

[3}3h2] 111]

R1 X
Q\\W\I )]\Y,H
NV _H
T z

]
H

*

[4 %, Ri, Ry, Ry, Z, X, Y, W, Q, VET = 7oA Aoe oJujE 7xiv].

(

Ly
2

2) 3t71 skeba] Vel shites, #H3

o
hines
ol

IELERIDIEESE B R R S EE

R1 X
\\Wx H
Y
R2 ¥
e T ;Z\ (( R 3
H
0
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[0320]

[0321]
[0322]

[0323]

[0324]

[0325]

[0326]

[0327]

[0328]

[0329]
[0330]

[0331]

[0332]

[0333]

[0334]
[0335]

S=50dl 10-1205257

X, Y, W, Q V 3B T = 47dA Aeld 23 2. &7 AA=

7
OFNEAYEFE | &= 3 POCl;, P05, CFCO0H ¢F #e Fl2EBAANYSFE EE GAMEE AA4Y F 9

a7] 38k 1V 9 3gES, HIS
[s}sh2] 1V]

rU (3
b

?L

i
o,
mlm
ofk
oX,
sk
a
pass
fr
2
2
o
=
olo
>
)
i)

R1 %
w. Mk
R2 -3} v
Ve 5 R3
£
H

Q

[4 &, R, Re, Ry, Z, X, Y, W, Q, VET = Z7AM Ao Ax 2rk]. 47 AA= oMEANTFE, 55

F2F, POCLs, POs, CR,COOH oF & 7h2RdAl S8 Ee FARRE AlAL = o

W D)

I %9 3329 AstoA], 7] 33Ha vV 9o FFES = H,S0, == PPhy/EtN/C,CLBr, & 2 #H3S
TP F e AAl BE i 5 stA 2FE JHgEE 2 i3S 29T g e fARE AlAQF 9S4
=

R X
W _R5
Y
R2- %_
T \;z R3
HY
0

[2) &, Ry, Ry, Ry, Z, X, Y, W, Q, VE T & 7oA Aod A 231, R & Cs &4V 0T},

D VIT 722 34 sfelld, 7] a4h2] VI o] shehad& 3heh] RiC0L of ket wheAlziv:

[sFet4] VI

R%%v JLy/H
5.1

R1 EN
H H

[Ri, Re, Re, Z, X, Y, W, Q B T = A7l Aold oJu]E 7AW, L 2 o]27], odd =4, &so]E ®
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[0336]

[0337]

[0338]
[0339]

[0340]

[0341]

[0342]

[0343]

[0344]

[0345]

[0346]

[0347]

[0348]

[0349]

[0350]

SS50dl 10-1205257

rr

ot 7]elt].

2) 871 steb VII ¢ shetas, #$he m9del shehy 119 725 AT = = AAe wSAIzIt:

[8}et2) VIT]

X
2
\WR_ Y/H
R1”TT Tz Rs
Y
O
[4 %, Ri Re Reo 2, X, ¥, W, QT2 4719040 A8 25 ekl A7) AAE obERTSE, ¥

= F, POCls, P05, CFsCOOH 9 & 7F2EAA4 FoE e fASE AAY 5 At

v )

D VII 7x9] &4 oM, HBtet & % AZHYAl & DIC E& EDACS #& 7l2Hujolu=, Fi= 4t
T Z4 B ool v e oinj= AF Aol AT fARE AAE o)&a, s7] sshA VI o SEES
515124 RyCOOHS} WHg-AlZITh

[g}sh4] VI
X
R2
N v
Q
AT
R1 N
H H

—
s

[4 %, Ri, R, Ry, Z, X, ¥, W, Q & F71o1A Ageld orE 7R,

2) 371 B VII o FFEL, A8 =99 S 119 FEE YT 5 A= AR BeAk
EEERY
x

R2 H
\W - Y/

Q
/T’
R1 2R3
o
O

[2] &, Ri, Re, Ry, Z, X, Y, W, Q 2T = A7IellA Aold Aolvk]. 47 AA= oA EATFE, 55 T,

POCLy, P.Os, CECOOH S} & 7h= 342 $58 £ f418 ALY 5 Aok,

iy

[op)

)

sl7] gtsha] VII 9] 8l§ES, HES =38 sty 11 o 25 AT & e AAY A0
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[0351]

[0352]
[0353]

[0354]

[0355]

[0356]

[0357]
[0358]

[0359]

[0360]

[0361]
[0362]
[0363]
[0364]
[0365]
[0366]
[0367]
[0368]
[0369]

[0370]

SSS0dl 10-1205257

[3}&+2] VII]
X
R2\W~ xY/ H
Q
s
R1 / R3
H

[4 &, Ri, Re, Ry, Z, X, Y, R T = A7IeA Aold Aolvt]. 7] AA= oM EAFTE, w5 24t

, Q
POCL3, Py0s, CFsCOOH ¢ #Z2 7h25AAF Fi s §ARE AAd & o,

IT 29 3tgt=e] gAstelA, sk7] skeba] VIIL 9 3=, &5 NS0, %= PPhy/EtN/CLLBr, oF 22 9

H
g B4 e A Be 2 F5 ostelld 23 vheedal 2 d8s =4 s FARE AlAeE

[4 %, Ri, Ry, Ry, Z, X, Y, W, Q R T = A7]elA Aold ZolH, Rs = Cis E7]0IH].

271 Aed A4 e o gl A A o Edled ofefd y]Ewe] vk dqAd s Fard

9 t}: E.P. Papadopoulos and C.D. Torres: Heterocycles 19 (6) 1039-1042, 1982; J.L. Gilmore et al:.
Bioorganic and Medicinal Chemistry Letters 6 (6), 679-682, 1996; M Davies, R.J. Hook, Wen Yang Wu: J
Heterocyclic Chem 21 369-373, 1984; G.Hamprecht, B. Wuerzer: US patent 4, 315,766, 1982; H. Wamhoff;
E. Kroth: Synthesis—405, 1994.

AL 10 99/48878 of 7]1AEo] AT}, A7) 3hetee B owmo] ke A}

5,8-UEF22-2-(2-ZF 2 2-9d)-4H-3, - =3 A2 -4-2 |
6~ €l-2-E] Q 7-2-U-4H-3, - Z S AR -4-

)

(2,6-HF22-9d)-6-E-41-3, - 2 A -4-2

6-mME-2-(2-E ] &7 Q. 2| HAl-#d)-4H-3, 1- M 2 S A -4-2 |
(2,6-t&F L 2-9d)-6-mD-4H-3, 1-Hl =S Ap -4,
(2,6-OH EA]-#d)-6-1 & -41-3, 1-H 22 A} -4-2
(3-H 2 H-F| @ 3-2-9)-6-1 d-4H-3, -9 = A -4-2
(2,3-UF22-99)-6-ve-4H-3, 1-H 2 AL -4-2

2-(2,6-UZF 0 2-Hd)-6-HEZ-¥%[d][1,3]2A}2-4-&,

6-okAl Eokn] T (2,6-T) 559 25 d)- M2 [d][1,3] $AF-4-&
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[0371]
[0372]
[0373]
[0374]
[0375]
[0376]
[0377]
[0378]
[0379]
[0380]
[0381]
[0382]
[0383]
[0384]
[0385]
[0386]
[0387]
[0388]
[0389]
[0390]
[0391]
[0392]
[0393]
[0394]
[0395]
[0396]
[0397]
[0398]
[0399]
[0400]
[0401]
[0402]
[0403]
[0404]
[0405]

[0406]

2-(2,6-01ZF e &-5d)-5-de-M=[d][1,3]=2A}

2-(2,6-0&F 2 2-dd)-7-HEZ-Wl=[d][1,3] AR -4~
2-(2,6-0&F e 2-5d)-5-UEZ-MZ[d][1,3] A0 -4-2,

- -l [d] 1, 315 AR -4+,

5-ERR-2-(2,6-Y=F

6-o}m]12-2-(2,6-t] & F L =) - Z[d][1, 3] SAFR] -4-2,
2-(2,6-0ZF 2 2-5d)-8-3| == A]- Wl£[d][1,3] A -4-&,
5,8-UF22-2-(2,6-HZF e 2-dd)-M=[d][1,3] A -4-
5-obn] 1=-2-(2,6-H EF e 23 d ) - = [d][1,3] SAR -4,
2-(2,6-tEF e 2-9d)-6,7-t] EF L =-MZ[d][1,3] SA]-4-2,
7-obn] 1=-2-(2,6-H EF e 2-vd ) -2 [d][1,3] SAR -4,
2-(2,6-EF o 2-9d)-6-w|FA - x[d][1,3] AR -4-2,
2-(2-EF 2 =2-9d)-6-m EA-WlZ[d][1,3] SAF-4-2,
2-(2,6-0FF 2 2-9d)-7-EEFF 2 d-A2[d][1,3] $A]-4-2,
6,7-UEFL2-2-(2-FF22-9d)-M=x[d][1,3] AR -4-2,
6,7-T1ZF o 2-2-E] e AM-2-U-M = [d][1,3] A -4,

6.7-T) &0 2-0-Feh-2-A- 2 [d)[1,3] S A -4-

2-(2-vE Ao ) -6-HEZ-wx[d][1,3] 5AH]-4-

2-(2-7 5 A)-5 ) -5-v -2 [d] [1,3] S-AH-4-2,

2-(2-MEA-Hd)-5-HE =~
6-UERZ-2-(2-UE=ZR-¥4)-

-UER-2-0-EH-wlZ[d][1,3] AR -4-& |

S-HER-2-(2-HERZ-#d)-Hx[d][1,3] SAI-4-
5-HER-2-(2-HERZ-#d)-Hx([d][1,3] SAI-4-
2-(2-222-9gd-3-d)-6-HEZ-w=x[d][1,3]%
2-(2-2 2 2-9 2 d-3-)-5-me-dz[d][1,3] AH1-4-
2-(2-F 2RI d-3-)-5-HER-H2[d][1,3] 54 -4~
2-(2,3-0EF22-9d)-6-UEZ-MZ[d][1,3] A
2-(2,3-0&FFe2-vd)-5-med-M=[d][1,3] A -4~
2-(2,3-t&FF2-9d)-5-UER-l£[d][1,3] FAI-4-2,
A
2-(2-EF2-Ad)-6-EeEF e 2vd- Mz [d][1,3] A4~

2-2,6-HZF e 2-9d)-6-EgEF e mrd-d=x([d][1,3]

2-El e H-2-U-6-EgZF o mvwd-H=[d][1,3] A -4-2,

2-(2,6-HEFe2-9d)-5-EgEF e gz

2-(2-ZF o 2-vd)-5-EgZEF o avwdg-Hx[d][1,3]2AH-4-2,
2-E| o A-2-d-5-EgZF e 2ud-HZ[d][1,3] A -4-=,

2-(2,6-HEF e 2-Hd)-8-EEF o 2ud-dx[d][1,3] A4,

2

L

W2 [d][1,3]4AH1-4-

W2 [d][1,3]4AH-4-

A

<

KX

<

o

)

<

°R

RS

A

4
=

A -

A

rlo

-

)

=X

=

[d][1,3]5A-4-2,
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[0407]
[0408]
[0409]
[0410]
[0411]
[0412]
[0413]
[0414]
[0415]
[0416]
[0417]
[0418]
[0419]
[0420]
[0421]
[0422]

[0423]

[0424]

[0425]
[0426]
[0427]
[0428]

[0429]

[0430]

[0431]
[0432]
[0433]
[0434]
[0435]

[0436]

2-(2-ZF 0 2-9d)-8-EZF o 2u|d-wlZ[d][1,3] AR -4-L,

il

_?_
2-Fe-2-Y-8-EFZF e @u|gd-wlx[d][1,3] AR -4-&,

2-(2,6-0 &7 2-5d)-7-ZF e - = [d][1,3] SAF-4-2,
H

5-HER-2-(5-HER-FT-2-

e

)-lZz[d][1,3] A 42,
2-(2,3-" 22 =2-94)-6,7-t)EF2-Mx[d][1,3] FAF-4-2,
6,7-UEFLR2-2-(2-EFEF L2 EA-Ad)- Mz [d][1,3] AP -4-&,
2-(2,3-0&FF22-94d)-6,7-tFF 2 2-Mx[d][1,3] SAI-4-2,

6,7-tEF o 2-2-(2-w FA-ad) -2 [d][1,3] $AR] -4~
2-(2-2RE-9Y-3-4)-6,7-tEF 222 [d][1,3] $AF-4-&
2-(2,6-HEF 2 2-9d)-4-& 2 4H-H 2 [d] [ 1,3] SAM-5-7F 2 5 A4k vjE o 2 2
2-(2-EF 2 2-9d)4-S - 4H- M 2= [d][1,3] SAR-5-7F 25440 wE o ~g =2
4= 2-2-E] O F-2-U-4H- W= [d][1, 3] $AMH-5-7F 2 5451 WE o~ 2

2-F -2-U-4-Z - 4H-M 2 [d][1, 3] A -5-7F 2524 wlE o ~H =
2-(2-EF 2 2-9d)4-S - 4H- M2 [d][1,3] SAR-5-7 25440 o E o =g 2
P EAL 2-(6-HE Z-4-22-4H- M2 [d][1,3]SA0-2-2) -7 d o ~H =2
P EAL 2-(5-HE-4-Sa-4H-wlZ=[d][1,3] $A-2-)-7d o ~H =

O EAY 2-(5-UE 24~ 24l % [d][1,3] AL -2-2)-7d o 28] 2

I =
Foole sheta 1 o) sare) oo

.E

2-(2-FF 2 2 ) ~l-¥ 2] [2,3-d][1,3] A -4-2

2-(2,6-HEF e 29d)-4l-9 2] = [2,3-d] [1, 3] SAFR -4-,

7-(EE 2)-2-(2-EF 29 d)-4i-T] g v = [4,5-d][1,3] FA R -4-2,
7-( g ¥ 2)-2-(2-vEHd)-4H-T) g 7| = [4,5-d] [1,3] FAL R -4-2,
2-(2-F2=29d)-7-(o ¥ 2 )-4H-¥ 2| 1] 2[4, 5-d] S A -4-&

speka] 11 ¢ shgh=o] sh7] ol /42 W0 00/30646 ol 7] 4= At 471 st
g 59 gk 119 3gE9 ool

2-(2,6-t &2 F 2 2-dd)-7-d-¥lo =[3,2-d][1,3] AR -4~

ro

5-WE-2-(2-UEZ-Hd)-Elo| :=[2,3-d][1,3] A2 -4~

ro

2-Fg-2--¥lo| :=[2,3-d][1,3] A} R -4-L
2-E] 9 #-2-U-E] | = [2,3-d][1,3] LA} 7 -4-&
1-HE-6-(2-UERHY)-ve}E2[3,4-d][1,3] AR -4 (1H) -

6-(2-EF = d)-1-wE-9}E2[3,4-d][1, 3] SAFI-4(1H) -2
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[0437] 1-wg-6-(2-w g d)-u &= =2 [3,4-d][1, 3] 3AF-4(1H) -2

[0438] 2 o] ZAE dF Fxe 583 3dIgES dvsts 3AbelA AlgtET), d 2% Key Organics,
Chemical Diversity, Sigma-Aldrich, Maybridge, Specs, CSC % Merlin Chemicalso] 1t}.

[0439] speka 1 9 gtz o= shrjek gk

[0440] 2-(2,5-g g -l = F -7-)-4H-3, I- 2 KA -4-2

[0441] 2-(3-B 2 R-Hd)-41-3, 1-H = A 0 -4-2

[0442] 2-(3-BER-Hd)-7-FZ2-4H-3, - = SA N 42

[0443] 2-(2,4-F 2 2-99)-4ll-3, - = AP 42

[0444] 2-(2-EF22-9d)-6-ME-3, - = FA-4-2,

[0445] U el -0- & WA 2- (42 2-4H-3, -l 2% A 0 -2- ) -3 d | -0l =
[0446] 2-(4-FR2Z-3-YERZ-9d)-6,7-T] W 5 A -4H-3, I- 2 SAPZ] -4-2,
[0447] 2-(5-F22-2-"|EA]-d)-4H-3, I- AN ZZ AP -4,

[0448] 6-HEE(5-F 2 2-2-HEA]-7d)-4H-3, I- A=A -4,

[0449] 2-(3,4-tZF22-9d)-6,7-t v S A -4H-3, I- N2 ZAL R -4~

[0450] 2-(3,4-vv - d)-4H-3, I-l 2 Z AL 4-2

[0451] 7-ZF22-2-(4-WME-3-HUEZ-5d)-4l-3, -2 GAL R -4-2

[0452] 6,7-t | FA-2-p-EH-4H-3, 1-W =2 FA}Z]-4-2,

[0453] 2-9d-4H-3, - =S AL —4-2

[0454] 6,7,8-EZ | SA-2-(3-Eg ZF 2 2 Ee-Hd)-40-3, - = AL -4--2
[0455] 6,7-tI W HA]-2-[2-(4-H A -F 5 A -5-H E 2 -5 d | -411-3, - 2 S AL —4-2,
[0456] 5-F R &-2-[2-(4-H| FA]-H 5 A)-5-HE Z-7 d ]-4H-3, - 25 AP 7] -4~
[0457] 2-(4-tert-H-8-99d)-7-F 2 2-4H-3, 1-N 2 A} 7 -4-&

[0458] 7-ZF22-2-m-EP-4H-3, - 2 ALR -4-L

[0459] 6,7-tl | EA-2-(5-v e -2-U E2-3d)-4H-3, - = &AL —4-2
[0460] -2 2-2-(4-F22-3-UEZ-Hd)-41-3, -l =AW 42
[0461] 2-(3,4-g v g-9d)-6,7-t) W] 5 A -4H-3, 1-Hl =2 AL -4-L |

[0462] 7-Z 7 2-0-[4-(5-ol &-9] 2 P -2-2)-3| d | -4H-3, 1- = A} -4-2
[0463] 2-(4-227-3-UEZHY)-6,7,8-E | EA-4H-3, 1- = A} - -4-2
[0464] 2-(2,6-tZEF Q22 d)-5-FF L Z-41-3, - 2 S AP -4-2

[0465] 2-(2-2F 2o d)-4H-3, 1-H = AL -4-L

[0466] 5-ERR2-2-(3-EFEF 2 nd)-4H-3, I-H = SARZ]-4-2
[0467] 2-(3,4-vF22-94d)-6-HEZ-41-3, -l = AL -4-L

[0468] 2-(2-FRE6-ZFQEHY)-5-ZFQ2-3, -2 AP -4-&
[0469] T-EFRE-2-(2-EF 22 Y)-3, -2 SA-4-2,

[0470] 2-(2-F22-6-ZF22Hd)-6-vE-41-3, - =2 AR -4-2,
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[0471]
[0472]
[0473]
[0474]
[0475]
[0476]
[0477]
[0478]
[0479]
[0480]
[0481]
[0482]
[0483]
[0484]
[0485]
[0486]
[0487]
[0488]

[0489]

[0490]
[0491]
[0492]
[0493]
[0494]
[0495]
[0496]
[0497]
[0498]
[0499]
[0500]
[0501]
[0502]
[0503]
[0504]

[0505]

oin
1]
Jm
el

10-1205257

22-(U-EFe2uid e d)obr] o d)-4-3, 1-Hl =S ARRI4-2,

2-(2-B 2 R-5-w| F A3 d ) ~4H-3, I-H =S A 42

2-(2-2 22 E-3ld)-4H-3, -l =S AR 4=

2-(4-tert-F92-9d)-6, 8-t W& -4H-3, 1I-H = ALZ -4-2
2-(2-222-9d)-6-E-4H-3, 1- = AR -4-2

-2 R2-2-(3-F R 2 E-E)-4H-3, - =S AR 42
2-(2-F22-9d)-6-8 2 E-4H-3, I- M A KA -4-2,
T-ERE-2-(2-F R E-5-HER-HY)-4H-3, - = SAR 42

2-(2-H RN -3d)-6-FZZ-41-3, -2 GA R -4-2

6,7-C] ¥ HA]-2-(3-U E2-5d)-4H-3, I-Hl 2 & A -4
2-(3-HE=Z-9d)-41-3, 1- W 2 A7 -4-2,

T-FR2-2-(2,4-H FE2EAE)-4H-3, 1l 2 SAR 42
2-(2,4-UF22-99)-6-2 2 =-41-3, - 2 &AL 4-2
6-HER-2-(3-FRE2-5-EdEF 2w d-T 2 d-2-2)-41-3, I- = AR 42,
6-(6,7-T] Ml FA| 4= 2-4H-3, 1-Wl 25 A 0 -2- ) - 9] g T -2-7h 2 540 vjE o ~E =
6,7-t] Ml 5 A1 -2-9] 2] -4~ U -4H-3, 1- M =SR] -4,

6-H 2 X -2-9] 2] U-4-U~4H-3, - = G A 4=,

5-E5FQ 2-2-(2-9 35 A -9] 2] I -3-)-4H-3, - 2 GAR -4-2

6.7, 8-E 2]l 5 AI-2-(2- 3 55 Al -] 2] -3~ ) ~4f1-3, 1-Hl = S AR 4=,
¥2-(3-FR2-5-E8 270 2vd-1 2 1-2-%)-6,7-t W HA]-41-3, 1- W = &AL R-4-2
2-E] 2.9-2-A~4H-3, I- 2 A -4~

6,7,8-E2| M EA-2-(5-H ER-F&-2-)-4H-3, I-Hl =S AFR] -4-2,
6-HE-2-(5-UEZ-Fe-2-9)-4

5,802 2-2-(2-Z 2 ¢ 2-3|d)-41-3, - NZ LA} A -4~

ro

6-w & -2-E] © #-2-U-4H-3, 1-Hl 2 A} -4-L |

2-(2,6-t) 2 2 2-99)-6-m &-4H-3, - =S AL —4-2 |
6-ME-2-(2-EZ EF L2 EA-Hd)-4H-3, I-H 2 AL -4-2
2-(2,6-t) 27 2-7d)-6-m & -4H-3, -l =S A} 3] -4-&
2-(2,6-HlEA -9 D) -6-H & -4H-3, - =S A -4-2

2-(3-B 2R -E] 2 3-2-9)-6-w & -41-3, -l 2 A7 -4-&
2-(2,3-tZ22-9d)-6-m&-4H-3, -2 ZAH -4-2
2-(2,4-vF22-dd)-6-HEZ-"=2[d][1,3] SAFN-4-2,
6,8-THER-2-(2-ZF 2 2-7d)-M=x[d][1,3] A -4~

-2 2 2-2-(2-2 2 2ME-9d)-4H-3, I-H = HA -4-

2-(4-F22-99)-6,7-t W A -4H-3, - 2 G A ~4-2 |



[0506]
[0507]
[0508]
[0509]
[0510]
[0511]
[0512]
[0513]
[0514]
[0515]
[0516]
[0517]
[0518]
[0519]
[0520]
[0521]
[0522]
[0523]
[0524]
[0525]
[0526]
[0527]
[0528]
[0529]
[0530]
[0531]
[0532]
[0533]
[0534]

[0535]

[0536]
[0537]
[0538]
[0539]

[0540]

2-(3-52)-4H-3, I- A=A -4-& |

2-(4-ZF 2 2-9d)-4H-3, - =S ALK —4-& |

2-(4-F 2 2-99)-4H-3, - =5 A A -4-&

6,7 1B 2R -2-3d-4H-3, 1-H =S ALK -4-&
2-(2-2. Q9 =-9d)-4H-3, - =S A -4-2
2-(3,4,5-EZH EA-9d)-4H-3, 1- =2 &AL 7] -4~
-2 2 2-2-(3-WEA -5 )-4H-3, - = AP 42
-2 2 2-2-(4-YEZ-HY)-4H-3, - A2 KA 42,
2-(4-(tert-5-e)-#d)-4H-3, - =2 LA} 2 -4-& |

2-(3-FRE-3d)-4l-3, - =& A}

=

-4-¥,
2-(2-2REA-UEZ-9I)-4H-3, I-Hl = FAR-4-2,

2-(4-FEE-2-UER-¥E)-4H-3, I- = SAR-4-2,

2-(2-2 2 2-3,5-TUER-9d)-4H-3, - 2 §A-4-2
-2

2-(3,5-JyEZ-2-vd-5d)-41-3, - =2 A} -4
2-(3,4-tF 2 2-9d)-6-W &-4H-3, - 2 &ALz -4~
2-(2 4-TUEZ-3d)-4l-3, -2 AP -4~
2-(3-F22-9d)-6-ME-4H-3, - 2 AR -4~
G- E-2-(4-UEZ-vd)-4l-3, -2 AP -4-2
6-w & -2-5 9 -4H-3, - = S A} K 42
2-(3-ME-4-UER-5d)-4H-3, I- =&ALz -4~

ro

2-(4-2 2 2-3-HERZ-3d)-41-3, I-H = 5A -4-2
6-mE-2-(3-5)-4H-3, 1-Hl 2 S ApR -4~
2-(2-5)-4H-3, - =S AP -4-,
2-(3,5-tHEZ-9d)-4H-3, 1- N = F A7 -4-2
2-(4-5)~4H-3, - =2 S AP -4~

2-(4-2 2 2-9d)-6-vE-4H-3, 1- W= HAR 42,
2-(A-HEZ-9d)-4H-3, 1-M 2 AR -4-2

2-(4-o BA-3d ) ~4H-3, 1-M Z AR -4-2
2-(4-vEd-3-UEZ-7d)-4H-3, 1- 2 HA -4-&

6,8-t) 22 2-2-F 2 M-2-A-M=[d][1,3] SALR-4-&

st 119 2ol ot arlsh 2

ro

2-tert-%-¥-5,6,7,8-H E&3| = 2-3-FA-9-F| o}-1- 0} A =& F 2 W42,

2-(4-B 2% -9d)-5,6,7,8-H EZ}3| = 2-3-A}-9-F| o}-1-o}x}-F F

2-(4-| B A)-5)-5,6,7, 8- ¥ £ 25| £ 2-3- S Ab-9-El o} 1-o} - B

2 A-4-

2-(2-v1 5 A-5d)-5,6,7,8-E| E} 3] = 2 -3-A-9-E] o}-1-0o}2}-FF 0 qll-4-
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s==4

Fou-4-2,

=
=

2od-4-2,
=3

=
=

= 23~ AL-9-E|o}-1-0} -

[2,3-d][1,3] & A4~

[2,3-d][1,3] & A4~
[¢)

= 23~ AL-9-E|o}-1-0} -

o

-E| |
2-(4-Z2=2-9d)-5,6-tdd-Elo =[2,3-d] [1,3] AR -4~

2-(2-B 2% -¥d)-5,6,7,8-HEzZ}

2-wg-5,6,7,8-E| E}t

2-mE-5-F] Q.3

[0541]
[0542]
[0543]
[0544]
[0545]
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o B 1| X O —— W o B el R
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_ _7: H.E % o X AR UT.E 2y o= E#E EE oy )
5.0 BE o oxX g G I
== A #E N = 2 — % X ulJ
o X ) =] AT il = OWH - ;\dﬂ ;\dﬂ ‘_.llwa
I = Ew *Fwmw 3 =
T 21 oF dig = — ) & =K
O# ~ X [ ~ E _.E X t 0 o :i o
o © eyl o % X = T J = ,i ,i W:
T B T T = )
Tk e oMk Pl S
o w3 w9 o B g s B
T o mMs % 2% xw ToH W 4
- 3 = = i
- ) ) N T - %o ) B D Mo ww T
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T L 4w ¥ 2 TS GGG aE T Mo © = BT
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= R Y~ Pwm Wre B BL mgME ER N
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=T R . « TEL ZE o o v Zwoml T 4
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AL R [ i I I A R - < o > ot o g fn o] o By RT o w
'S 6w X228 A W ow e TR [y ey | RSO N
ST TN SR S T S S WM N RKAR R Jeoo B ORR R om D m oo o oB W N N R
T S % & 5 Z 8 = T = o) ) = 5 = I~y =
< < < < Na) Na) Na) Na) Na) Na) Na) v v Vel e O O O
v v v v ) v v v v v ) v v v v v v v
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1.5 mg
70 mg
7.5 mg
°F 9 mg
°F 0.9 mg
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2> 4 (Ac-Di-Sol)

A o] AF3F A& (Aerosil)
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g 298 ez A of

29]

AE2 o~ wlo]|a2A8 AE (Avicele)
foa|

uldg AEolEolE
#1] &L A E (Mywacett) 9-40 T
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=
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[0573]
[0574]
[0575]
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[0584]

[0585]

[0586]

[0587]

[0588]

[0589]

[0590]

[0591]

[0592]

[0593]

[0594]

[0595]

E, 29, BE, A, W, do] A0HY Bx 999 v

4 Folt A B WekE Uehls wire R, A ¢ EEg 2wl 9y i) w

A mE 7 REe] Folst AY £ Avk. 4§ 2R 1 ER(snearing D & AW, 24
2 gy ol A uy 2 RIS 2

ol
2

A<

T

g F4d LS AAY AA THES 7oz & o, 0.001 ~ 25 % w/w o A e g
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A RregrEdgelE, SeAE ExsHolgolE, Zey -t F
I o]azEopo]E, AHoLEAL, o]akd AU OE, o]iA" Ao}
ghdlol B, A gegelE, " SHlolE, SEEHEE, oMY ¢
N, Hon-Fd Aol E| o]AX R mg|ayolE, o]AXEd Fu|H
ZzdxgobolE, HE Aol olE, EHedddl =2, EddddIygE, dud, AaEH 2

T, B, 8 Y iEelE, ojhsdetEl), IV EAL, ojized gmd ol

w2 sg ereolE, WA LElo]E, wead melage]E;

o), oA B, d"d FRdel=, o|A¥ewe, AxH oo ddd T wwdd oz, g
292 mend oHz, dodd 222 mieold oz, Uy £EAs, HESSEEF, A2y 2L %
24 09, 2YAE, A9e, TR, Tedd AT, 2 /)Y 29T £ 4D, IR

BEAl EmE FRA, Y 2PAY, 220E, GEF 2-9SdE sERddels, e Zekl, rd
swedol e, Aej;

29, AR %2 29 fEA, A, BRo|EA oltdhta, UER Eejotadd
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FoAREANE A2, AU 297 Lot o] E;
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A, AF2x F&A d7d, HE 2820~ 712
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