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ofvet FEdAll A FEHE EAT ¢ vk AL FAAA BAE Aolnt. 545 tEA YehgA|
ge @, F une Wele BE ARG oA, Al ddAl B A s @Y. 2 U
e 2 % Ee 7l @A de 94 4 i, £ BAMed 71 s

%~ &5 (isotopically enriched) 33ES X3¢t} & g9
FOHCEE D) oA B2 HOEE D)k go] W Wl &I old st

stk FARE 28717
2AY Fuear ohyet AR FHIA =
L 2SS B Ul BFEe dAHEE)E wAsE Aol o8 A

© OFEA T 9YAES B Uge AL Holubd 2a ojste] AAde] WY % 5
o 710

B4 aow a9 EgE BYd od s59

$, ARvkEIH] 7} o] gd & gl
£ FA(IPAC) BH2 ACD H A 89l whet skl
Ardel A dEA GEhA @ @, Stgee] 548k ofske] Wl uket dAlsi:

NR 2] E#L 300 3 600 MHz w2l (Varian) Aol 71589 ALolA HE583th. 54824 o= Yyt
EgtolWEddd B A &l A5 E Fxste] ppno & LERTE

FAdo]l ZIAEA e BE Aok, &, Fuls Alnk =X (Sigma Aldrich), EF7H(Fluka), Wlo]lQ-E
=2 (Bio-Blocks), #to]dd AFo]AE]= (Ryan Scientific), A1 Z(Syn Chem), Z1-%=>(Chem-Impex), ©}AZ~
v}ul(Aces Pharma)9} 22 sheherd: fuj o2 HE FYskATE, CAS 55 WE[CAS #]7F Awd 45 T4+
FA= olste] FA WS wet ARgdA AlxE § 9l

B B U] slgEL g2/ RastR Ze 3 dugg/golE 2 2dete] ) Sv) AlE ALSste FE 4
Ay AzatEa g os)] AA AT

o|sle] ofo]7} A A]ofof] AL-HT}:

NH; o}

BOC tert-F+e 54 7tRd
CHsCN oA ELO| EY
PPPA LRZAXXEN FFE

PSI  HeE/in

C150,0H 222 EA
DIPEA t}ololol A 2 Ho||El o}w
DCM tlo| S 2 =gt
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[0318]
[0319]
[0320]
[0321]
[0322]

[0323]
[0324]

[0325]

[0326]
[0327]

[0328]
[0329]

[0330]

[0331]

[0332]
[0333]

[0334]
[0335]
[0336]

[0337]

[0338]

[0339]
[0340]

[0341]
[0342]

[0343]
[0344]

[0345]

[0346]

[0347]

[0348]

[0349]

DMF

HATU

NaOH
MeOH

CDs0D

N, N-tho| & 3 F-olnfo] =
o-(7-ol Al Z E glolo}Z-1-2)-N,N.N' N'-H EZGHE 25
AN ZF o ZEAYO|E

A

NH, gt}

HCI
NaIO4

N 82804

ON dof
R.T.

MgS0,
EtOAC
CDCly
DMSO-ds

MPLC

TFA

THF
PdC1;(PPhs),
LiCl
Pd(PPh;),

CHsCN

TEA
EDTA

BCl;
NaHlCOs

TBME
CHsCHO

[t

F4a8} tholulel 4% Ajel

SR IEEEEERE

[m

o] Z T2 oA A
B E g}alo] = 2 F ek
H 2 (Egtoldld 2 29)BetF(11) S2eto|=
dstEF

HEZGI| A (Ego|dd ¥ y) Zeif

ol ELe] EY

Egtologolrl

gl thololyl H EgtolAEAL

Arelshg 4

Fent YEF

tert-fg WEo g2

opA E gt slo] =

o =H tholold 1,4-tho]sto] =2-2,6-tho] W d-3,5-3] 2|l tpo]7HEd e o] E
=]

I Al
& 3.

B ogEe JUHoR 95 4 U $e) FUEARYY
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[0350]
[0351]
[0352]
[0353]

[0354]

[0355]

[0356]
[0357]
[0358]

[0359]

[0360]

[0361]

[0362]

[0363]

[0364]

BIHSd 10-2012-0075481

N-(3-EF22-2-AdH D) -7-AEA-2-SA-§- L2 Y-
2H-F 2 W-3-7} & Ao}ulo] =

DMF(20m¢) =9 7-v|EA]-2-2A-8-Z 2 FH-2H-F 2 d-3-7+ = A 2H(CAS  952504-50-6) (=34 1)(0.20g,
0.76mmol) 2 3-ZFF e Z-2-wel-sdo}7l[CAS 443-86-7]1(0.09ml, O. 84mmol)% HATU(0.42g, 1.1lmmol) = t}olo}

ol zgelg ofrl(0.38me, 2.3mmo) &% A ErE. 7] WHES Aol 16417 SF wRksiGith. A7
&N Bl s FHA7IL EtOAcE AHESEe] AP ES FE3ith Tr7l%% 031 NaS0, ‘el AxA]
A f7715E oHskal x %fﬂoﬂ A SEAA 2] B4 Fes Adrk. WPLC(THl MeOH/DADE &3 7

Aol <13 0. 14g(5o%)4 e 18 F58l.

H NMR(600 MHz, CDCls— d3) & 10.92(s, 1H), 8.95(s, 1H), 8.11(d, J = 8.2 Hz, 1H), 7.58(d, J = 8.7 Hz,

1), 7.25-7.17(m, 1H), 6.98(d, J = 8.8 Hz, 1H), 6.87(t, J = 8.7 Hz, 1H), 3.98(s, 3H), 2.93-2.78(m,
2H), 2.34(d, J = 1.3 Hz, 3H), 1.67-1.60(m, 2H), 1.00(t, J = 7.3 Hz, 3H).

AA A 2

ZFHA 2

8- B-7-H ZA|-2-& 42 -20-Z 2 W-3-7H 544

oA 10 1,3-Ale] EF 2 2kr]-2(10g, 89.2mmol), 40% 474 CH,CHO(49.4g, 445.9mmol)S W &HE(40mb)oll &3|AIZ
S sh=gp o 2E(22.7g, 89.2mmd) 2 F ] (2.1g, 18.74mmol)E AA&sFAA FIFET. AAAS ©EA &

FEL A A Horz wkel thg, FFHFAIA 2 APES don, o]HS CHLCL,(40ml) e} @ 2H(60me) 2]

235 AL A 2-oE-1,3-Alo] F =N ]2 (8.6g, 69%) > A3ttt

oA 20 2-o€e-1,3-Ato] F 24kt (15g, 107mmol), WAIE#N(240me), 2 5% Pd/C(7.8g)E Z&F=Tdd ¥

o, 37 kg EES 160TolA 293 wNkekTh. AFete] 2 AAHES dou, o RS AZnED

&

5

Lt

=)
=
—t
=
o

~
1%
r)f
=2

93] AAsle] 2-o€l-3-3lo]| =2 A] FH=(2.2g, 15%)S AT},

Al 30 DMF(46m)E Zf=Fo] 22 th POCI;(30.2g, 194.34mmo)E 0TCAlA H7lstslt. 47 £3d&ES

-5TColA 3087 wyrs e DMF40ml) =9 2-9€-3-slo]==A]  #H=(8.95g, 64.78mml) &NE

Bobeatl. 3,547 & A7) WS TIES o) A NaOHo| R, EtOAC(2x200ml)d] 93] FZsglc)h. 2+

Bl ede 5M A HClY 98] pH ~ 53 F3A|7]3, EtOAC(2x200ml)ol 93] =39, EtOAC <

Na S0, Aol Az L =74, A=ZnE 283 (EtOAc/ 2D o)a] AASte] oz 3= HAE(1lg,

62%)2 AATE.

oA 4: 2-d€-3, 4-t}o]slo]| EEA Ml 2 H|EFo] =.(5.8g, 34.93mmol) 7} DMSO(80me) o] &3jE &Mo] FA3t
V4

[¢)

EH(60%, 2.82)S A 3l —10C°ﬂ/ﬂ A7elar, AR BIEL 10T 1.547F SoF aukdl the o
Q= EH(4.96g, 34.93mmo)S A7FsITh. 7] &g ARoR FRIaL éOki wRkskiet. A7) kg &
Ne dE/Eol R TBMEC] o8] FEeAnt. Rokxl f7] &2 F NaS0, Aol A :AxA]7] |

Ao A= fdon, oA ArntEI I o HAIE] 2-3o] EEA-4-H|FA]-3- -l = U H| 5} o]
=(3.75g, 55%)E AY/detrt.

A 50 o EH2(93ml) ol 2-3Fo]| EEA|-4-H| EA|-3-o € -l =2 H|3}o] =(3.1g, 17.2mmol) 7} &-3E & t}o]
o el w2 Yol E(2.8¢, 17.2mml) L HA T H(1.5g, 17.2mmol)E F-718tct. A7) ve TIES AL A
of= wwreliTh. 4] wkg &3 i3 2 ozt

FEL AdE/E S(bath)ol 98] 0CE WA 7|2 AHE HEE

offekge o] A T-HEA-2-SA4A-8-E-2M-FZH-3-F} 5 A o’ o ~E](3.1g, 650)F
Ak

A 6: THR(62me) ol 7-H EA]-2-8 4-8-of| & -2H-F 2 Wll-3-7} 224 o & o] ~E(3.1g, 11.2mml)7} &34
Aol NaOH(25me)e] IM |ME 0TCoA Frretsic). 7] wbe £FES A2dA Hokz wukslgltt. A7)
FES dS/EF 98 0CE dZstar 1M HCl |HE FUlsk= Aol o3 pHE ~12 2d3glvh. 44
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[0365]

[0366]

[0367]

[0368]

[0369]

[0370]

[0371]

[0372]

[0373]

[0374]
[0375]
[0376]

[0377]

[0378]

BIHE S 10-2012-0075481
N2E2S oisla B g8 AHsH, 7AxAA FA| =744 2(2.556g, 99%)E A8 T).

'H NMR(300 MHz, DMSO-d;) & 12.95(br s, 1H), 8.69(s, 1H), 7.77(d, J= 8.8 Hz, 1H), 7.13(d, J= 8.8 Hz,
1H), 3.93(s, 3H), 2.71(q, J= 7.3 Hz, 2H), 1.08(t, J= 7.3 Hz, 3H).

AAd 3

F3A 3

7,8-Tho| | EA]-2-2 A -2H-F 2 H-3-7H 2 A 4}

GA 10 2,3,4-Eg}o|sto] EZ A Ml 2L 8}o] =(61.6g, 400mmo) ] &l FAIFFUEF(60%, 64g)S Hi 3
-10CellA A 7}star 3 EFES -10TAA 1.547F FoF ﬂ‘iif} o Toe(206g, 1.32 2)& 4
7belgith. 7] fag Aeor FeAY)a, Hokg wuksllth. 7] vk §9& A5/E(3.5 kg)oll FaL,
TBME(500m¢ < 5)oll ofaf FE3tlth. Holxl §7] S E3F NaHC0;(400mex<3) 2 E(400m < 2)= A& 3}aL,
T NapS0, Aol AzA 7)o 55AA 249 AHEG0g)S dor, oA F71o Aal glo] vg wAel

4% AHgssleh.

Q0
2e
Q ol
=

olo U

OF

A 20 S 125 92 2do] 2,3 4-Egtolof| EA M= H| ko] =(50g) 9] &S CHCLOl &A% th

%g oF 25T R 2Wahs F< OLCL(188n) F W BCLE AA3 ettt A4 EFEg Aol
7

Aol AxA7IAL FFSIY] 2Ee AAHES don oA IARvEIH I o AHAFHo] EXoR =
AAFE(9.8¢g, 21%)S A28t T).

—(n

@Al 3: @A 22 R E I EF(11.2g, 53.3mmdl) F tholold R o] E(8.54g, 53.3mm)E HA 3}
ek (310me) o EAHATH. 7] EFES dS/E s WA g 9 (4.54g, 53.3mm) S %7}
shal, Aol A 2A17F FoF wnkselth. A7) whE §9S 20Tl A 3A1ZE BeF AFSIGITE. o Fe)l o3 =
Aol nAE dom, olAS W7 &R MHG thd CHClLell &3 A171a F5 Na,S0, el Al AxA171 2
EHEAA A APES do, ozle ARZvEHI(EtOAc/ I D)l o3 AAst HFHOoR s A
5 (14.0g, 85.9%) S F533iTt.

2 =72(14.0g, 45.7mmol)S THF(280me)ell &3l Al 7] 2
3, AL Hopw wulalgith. 7] AL
LA A M %A HCLO) 93] pH ~12 2Ad o)

FElth. 2okl CHLLE 7 NaS0, Aol A HdxAI7]aL EHAA
<

'H NMR(300 MHz, DMSO-d;) &12.98(s, 1H), 8.66(s, 1H), 7.61(d, J= 9.0 Hz, 1H), 7.15(d, J= 8.8 Hz, 1H),

4.20(q, J= 7.0 Hz, 2H), 4.07(q, J= 7.0 Hz, 2H), 1.37(t, J= 6.9 Hz, 3H), 1.28(t, J = 7.0 Hz, 3H).

AA G 4

FA 4

8-0}o] A X 2 ZA|-7-H| EA|-2-S 42-20-F EH-3-7} 524

GA 10 2,3, 4-EgolW]EA =50l =(9.81g, 50mml) &L CHCL.(250me)o] &3 A7 th& BCl, &

(IM, CHCl, &, 50me)S A7tetaleh. 7] EFES AL 2A17F B¢t atelar, oo F&e] BCl, &

(CHCL, o] 1M, 50me)S ©f F7bskgich. 7] whg EFES A2oA Hokz wnkslar, 10% NaHCO;ol F-91
A TS 20 S0l 9s pH ~ 12 AR EAI7] AL, EtOAcell &l FE3H, NaoSo, ol A AFA7]aL, -5

EAA 3 BPE(7.4g, 88%)S AAUTE.

@A 20 F4= DMSO(300me) ol =AU EF(60%, 11g)o] &alE fdo] A dAdA A& 3435 (20g, 118.9%4m
)& FrFesith. A EFES 4087 wdsla, 2223 ZE(20.0g , 120.5mmo) S F-7Fstal 1087 o

-



[0379]

[0380]

[0381]

[0382]
[0383]
[0384]

[0385]

[0386]

[0387]

[0388]

[0389]

[0390]

BIHSd 10-2012-0075481

)
dlo
N

|

Hokg wuksla, EtOAcol] &) 3
O

-H 2R 23(15.0g, 122m0)S ¥-718ich. AU EEES ,
AES dor, olZe ARvlEw

B3
1A, 7] S NaS0, Aolld AxA|7]aL FEdte] 2o A

(EtOAc/@ Ao 93] AAsle] 2 ow st= BAE(5.4g, 21%

1o
e
32
5

GA 30 A dARRE A 3135 (10.8g, 51.37mmol) B tlolold R Y] E(8.9g, 55.57mm)E A4 3} F-
ol gF&(300me) ol SMAIHE. F7] EFHES & of o3 W¥zsta, g (4.7g, 55.20mml)S F-7F

PN
T =

sl Ao 2A)7F Fob kel A] WbS NS 20Tl 3AZF Fob AFASA Y. ofste] 22
o uAE dor, ojfls 7 ceER AlFsta, Hdxete] HHoR s AdE(10.4g, 650)& AU
A 4 A GARRE 9 E2(8.3g , 27.1mmd)E THF(100me)el &3iA17|3, I&/Bo) o&f B3 ohe
M A NaOH(50m) & F-7hsln, Ao Hofz wutstdth. §7] A& e, 44 A2 TBME(50me ¥
2l o3 FEaA. ARstE 4 e W FA HCLAl 98 pH ~12 2dsta, elo] 0TE WJZaEgleh.
o3 D Azl G TA F7HA|(7g, 25.16mml, 93.2%)E L th.

'H NMR(300 MHz, DMSO-d;) & 12.98(br s, 1H). 8.68(s. 1H), 7.63(d, J= 8.8 Hz, 1H), 7.17(d, J= 8.8 Hz,
1H), 4.50-4.34(m, 1H), 3.91(s, 3H), 1.24(d, J= 6.2 Hz, 6H).

AN 5

Z3A) 5

8- EA-T-HEA -2~ 2-20-T2H-3-7HE A 4

oA 1 2,3, 4-Edto]H|EA M =S Eo] =(9.81g, 50mmo)Y] &9NE CH,C1,(250me) o] &31A17] t}& BCl, &N
(1M, CHCl, %, 50m)S H7istsivt. 7] EFES A20A 247+ FoF wtslar, ojo] T&<] BCl; &
(CHCl, =9 M, 50m)S ¢ F7Fetct. A7) g =3&ES
. A4 T2 M HS00 9d pH ~ 12 A 3AI7] 22, EtOAcoll 93l &3, Na.S0, oAl Azxsta,
sho] 3| AAE(7.4g, 88%)S LT,

9 20 A GARRE de AAE(10.0g, 59.47mml)E T4 DMSO(200ml) el FAZIEF(4.8g, 60%,
120mmol) ] E-3¥ goo] FIIEAT. V] EFES 2087 nwteln 2 @ Eo|eh(9.4g, 60.27mml)S H-7}3h
oS Hokz witslith. ] wkSe Eof s

o) F=art. w7 S B0 2 ¥3 £ NaClZ AHsta, AxA7H, s3] 24 29 AAE

(12g, 55%)< 53ttt

i

Lo Hokg wykstir, 10% NaHCO;ol F9A
&

Hy

oA 3 A dARKE A

e AAE(10.8g, 5ommol) H Tholo®d T2 o] E(8.9g, 55.6mml)E HA 319 F4
o &h-2-(300me) ol &3 A1 % ]

o
o 7] EFES AL/ g WYE oL, o d(4.7g, 55.2mm) S F-Uts)

a, Aol A 2A1ZE Fot mukslgith, ] wbg S8 -20TelA] 3A1ZE Bt AT o Hste] 22

IAE don, o]AL Wzt Jdesw AHsla, dRAA BEHoR stE WA E(10.4g, 35.6mml, 65%)S F

5313l

WA 4 A GAREEH 92 AAE(15.0g, 51.32mmo) S THE(300me)ol &afAI7]1aL, G&/E os ¥z o

& IM 5744 NaOH(150me) & H-7bsta, A-2dA dorz wyksilct. f7] A4S estz, 4 4 TBME(100

mx3)e] & FE39rt. AFIE A AL M FA HClY 9 pH ~12 A, FOCE
Wzstch, o2 9 dzsle] g@3Ael FA| 319E(13.2g, 49.96mmdl, 97.5%)S 53T

H NMR(300 MHz, DMSO-ds) & 13.00(br s, 1H), 8.68(s, 1H), 7.64(d, J= 8.8 Hz, 1H), 7.17(d, J= 9.1 Hz,

1H), 4.06(q, J= 7.0 Hz, 2H), 3.92(s, 3H), 1.28(t, J= 7.0 Hz, 3H).

38 2 A 16, 18 WA 20, 22 WA 24, 26 WA 40, 43 WA 45, 47, 48, 51, 54, 56, 57, 538, 59, 60,
61, 64, 65, 62, 63, 69, 70, 71 L 72 FTE 1S A 237 Y3 AAd 10 7|AH QAT GAS W] o
2 OFHA 1(G2A oA ¢e ) 9 ASets oWl RN EH Azttt AMEE Ak 9 A 3§
¥ 19 7] A8},



[0391]

[0392]

k
~

ko ey ! =
HEE | weac 9 | o)g® AH(®) | Bl 1 NHR 8 (ppu)
2 . pR— (600 MHz, CDCl3)  11.18 (br s,
== ayu)-| Hdojul 1H), 8.92 (s, 1H), 8.50 (td, J =
7-H = A -2- 15,80 Hz 1H),7.57(d, J=87
RT_S_IEEE,_ [CAS 348-54-9] 2 1), TR
SA-8-Z2Y Hz, 1H), 7.20-7.13 (m, 2H), 7.12-
e 7.08 (m, 1H), 6.97 (d, J=8.8 H
7} & ~olojo] = .08 (m, 1H), 6.97 (d, J=8.8 Hz,
1H), 3.98 (s, 3H), 2.87 (dd, J =
7.0, 8.4 Hz, 2H), 1.63 (sxt, J =
7.5 Hz, 2H), 1.00 (t, J= 7.3 Hz,
3H).
3 N-(2- 9-= = = _w| 2] ti— | (600 MHz, CDCl3) & 11.53 (or s,
E=z=3d-| 3-dof 1H), 9.00-8.88 (m, 1H), 8.16 (br
_ol y_7_
3-9)-7 [CAS 6298-19-7)  |'s, 1H), 7.82 (br. 5., 1H), 7.59 (d, J

S A -2-5 4-
-2 H-20-
3zdl-3-

512 Aolno] =

= B.6 Hz, 1H), 7.38-7.24 (m, 1H),
7.08 (br. s, 3H), 6.99 (d, J=85
Hz, 1H), 3.99 (s, 2 H), 2.87 (t, J =
7.6 Hz, 1H), 1.74-1.50 (m, 1H),
1.00 (t, J = 7.3 Hz, 3H).

5} = ~o}njo] =

2-Eflo|ER e =R
o2 - = ol

[CAS 88-17-5)

{600 MHz, CDCl3) 5 11.25 (s,
1H), 8.93 (s, 1H), 8.41 (d, J= 8.4
Hz, 1H), 7.68 (d. J = 7.8 Hz, 1H),
7.60 (t, J = 7.9 Hz, 1H), 7.57 (d, J
= 8.7 Hz, 1H), 7.27 (t, J = 7.6 Hz,
1H), 6.97 (d, J = 8.7 Hz, 1H),
3.98 (s, 3H), 2.86 (dd, J = 6.9,
8.5 Hz, 2H), 1.62 (sxt, J = 7.5 Hz,
2H), 1.00 (t, J = 7.3 Hz, 3H).

N-(2-
Hzo#Hd)-7-
HEA-2-F4-
g-= 2 T -2H-
azu-3-

718 »ototo]l =

-8z -®doll

[CAS 615-36-1]

(800 MHz, CDCl;) 5 11.32 (s,
1H), 8.94 (s, 1H), 8.57 (dd, J =
1.5, 8.4 Hz, 1H), 7.61 (dd, J =
1.4,8.0 Hz, 1H), 7.58 (d, /= 8.7
Hz, 1H), 7.38-7.34 (m, 1H), 7.02
(td, J=1.5, 7.7 Hz, 1H), 6.97 (d,
J=8.7Hz, 1H), 3.98 (s, 3H),
2.86 (dd, J = 6.9, 8.5 Hz, 2H),
1.68-1.59 (m, 2H), 1.00 (t, J=7.3
Hz, 3H).

N-(3-E&8R
HEH-4-2)-
70 54 -2-
2r-gummd
-2H-3 7 9l -3~
7} ~ofufo] =

J-HEH-
H2ld 4ol

[CAS 13534-98-0]

{600 MHz, CDCl) 3 11.65 (br s,
1H), 8.94 (s, 1H), 8.73 (br s, 1H),
8.61 (brs, 1H), 8.49 (brs, 1H),
7.61(d, J= 8.7 Hz, 1H), 7.00 (d,
J = 8.8 Hz, 1H), 4.00 (s, 3H),
2.87 (t, J = 7.6 Hz, 2H), 1.69-1.56
(m, 2H), 1.00 (t, J = 7.3 Hz, 3H).

7T A —2-
24-8-2FH-
N-¥] 2] -4-¢ -
2H-3 = 9l-3-
75 Aotupol =

w2l -a-gojul
[CAS 504-24-5]

{600 MHz, CDCIl) 5 11.08 (s,
1H), 8.92 (s, 1H), 8.56 (d, J = 5.1
Hz, 2H), 7.67 (d. J = 6.3 Hz, 2H),
7.59 (d, J = 8.7 Hz, 1H), 6.99 (d,
J = 8.8 Hz, 1H), 3.98 (s, 3H),

_32_
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[0393]

2.91-2.83 (m, 2H), 1.63 (sxt, J =
7.5 Hz, 2H), 1.00 (t, J = 7.3 Hz,
3H).

8 TEA- | oag g | @00 MHz DGR BT G5,
(3-M 2 sl 2le-| 4ot opal 1H), 8.96 (s, 1H), 8.47-8.45 (m,
4-21)-9-2 5 [CAS 1990-90-5] 1H), 8.43 (d, J = 5.4 Hz, 2H),
g-m== of- 8.43 (d, J = 5.4 Hz, 2H), 7.61 (d,
2Ed-5- J=8.7 Hz, 1H), 7.00 (d, J = 8.7

X & =
dae Hz, 1H), 3.99 (s, 3H), 2.87 (dd, J
= 6.9, 8.5 Hz, 2H), 242 (s, 3H),
1.63 (sxt, J = 7.5 Hz, 2H), 1.00 (,
J="7.3 Hz, 3H).

9 sl = A2 | 5colo]Z= oz | (600 MHz CDCI) 5 11.68 (s,

o4 g wen | WE-v@T-a- | 1H), 8.93 (s, 1H) 8.85 (brs, H)

N-[3-(Ezto] | Lo}l 8.74 (d, J= 5.0 Hz, 1H), 8.68 (d,

=R2=2MY) | [cAS 387824-61-5] | J = 5.8 Hz, 1H), 7.80 (d, J= 8.7

Ha a3 [ Hz, 1H), 7.00 (d, J = 8.8 Hz, 1H),

st 4.00 (s, 3H), 2.88-2.84 (m, 2H

713 2 ofupo] = e A REBEE (20
1.66-1.58 (m, 2H), 0.99 (1, J = 7.3
Hz, 3H).

10 7 W =42 | 52 u-3 o | (600 MHz CDCL) 5 10.99 (s,

2 58 1H), 8.94 (s, 1H), 8.87 (br s, 1H),

s [CAS 462-08-8]

E 8.41 (br. 5., 1H), 8.28 (ddd, J =

] 2 52 - i

S 1.3,2.3, 8.3 Hz, 1H), 7.59 (d, J =

512 ~ofnjo] = 8.7 Hz, 1H), 7.34 (dd, J = 4.9, 8.1
Hz, 1H), 6.99 (d, J = 8.7 Hz, 1H),
3.99 (s, 3H), 2.91-2.85 (m, 2H),
1.68-1.59 (m, 2H), 1.00 (t, J= 7.3
Hz, 3H).

1 tmA 2 | greo|me g | 600 MHz COCL)S 1145 (.
Sa-6-med-| yo_mad. g | 1M 893 (s 1H) 890 (d J=84
H-[2-(EEto| | a1o}m Hz, 1H), 8.48 (dd, J = 1.2, 4.6 Hz,
= =% El
= Ti?ﬂ;ﬂf ) | [cAS 106877-32-1] | 1H). 7.59 (d, J = 8.7 Hz, 1H),
Hed-a-d] 7.55 (dd, J = 4.6, 8.4 Hz, 1H),

2H-3Zul-3-

5% ~ofuto] =

6.99 (d, J = 8.7 Hz, 1H), 3.99 (s,
3H), 2.89-2.85 (m, 2H), 1.67-1.59
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{m, 2H), 1.00 (, J = 7.3 Hz, 3H).

7-H £ A] -H-(3— 3= -3 3Tl - (600 MHz, CDCl3) 8 10.94 (br s,

HEF2H-2- | 2 ol0}m 1H), 8.97 (s, 1H), 8.42 (d, J =

= X 11.3 Hz, 1H), 7.59 (d, J = 8.7 Hz,

meE o [CAS 1603-40-3]

Sew-g- 2H), 7.11 (br s, 1H), 6.98 (d, J =

7} 5 ~o}ojo] = 8.8 Hz, 1H), 3.98 (s, 3H), 2.89-
2.85 (m, 2H), 2.39 (s, 3H), 1.67-
1.59 (m. 2H}, 1,00 (t, J = 7.4 Hz,
3H).

13 N-(3-222 |5ame- {600 MHz, CDCl5) 5 11.85 (s,
selchd-4- |y -a-2ofnl | 1H), 9.02(d, J=56 Hz, 1H),
i e 8.92 (s, 1H), 8.71 (d, J= 5.6 Hz,
EE s [CAS 55928-83-1] 1H), 7.62 (d, J = 8.7 Hz, 1H),

3 =2¢-3- 7.01(d, J= 8.7 Hz, 1H), ), 4.00
7} = ~ototol E
(s, 3H), 2.91-2.83 (m, 2H), 1.66-
1.60 (m, 2H), 1.00 (t, J = 7.4 Hz,
3H).

14 H-(2-2582- |2-2282-5- (800 MHz, CDCl) d 11.83 (s,
b-=F2= 229772 H-|1H), 8.92 (s, 1H), 8.85 (dd, J =
Held-3-¢)- | 3-o0}m 2.8,10.1 Hz, 1H), 8.04 (d, J= 2.8
;_;“ iflg_;_fg | [CAS 884495-37-8] | 1z, 1H), 7.60 (d, J = 8.7 Hz, 1H),
JH-3zul-3 7.00 (d, J = 8.7 Hz, 1H), 3.99 (s,
712 ~o}ojo] = 3H), 2.89-2.84 (m, 2H), 1.63 (da.

J=7.5 15.1 Hz, 2H), 1.00 (t, J =
7.3 Hz, 3H).

15 7-1] = 4] -N- o-m € -u 2t~ |(B00MHz CDCls) 5 11.00 (s,
(- g d- 3-Lojul 1H), 8.94 (s, 1H), 8.69-8.62 (m,
3-2)-2-5 4 - | [CAS 3430-10-2] 1H), 8.30 (dd, J = 1.5, 4.8 Hz,
Sﬂ’;fﬂ’ifﬂ’ 1H), 7.59 (d, J = 8.7 Hz, 1H),

7} & ~ofnjo] = 7.21 (dd, J=4.8, 8.1 Hz, 1H),
6.99 (d, J= 8.7 Hz, 1H), 3.99 (s,
3H), 2.87 (dd, J= 6.9, 8.4 Hz,
2ZH), 2.70 (s, 3H), 1.72-1.56 (m,
2H), 1.00 (4, J = 7.3 Hz, 3H).

16 N (2 s-He=maa - | (300 MHz CDCl) 5 11.44 (s, 1H),
Hagggd- | 3-otd 8.91 (s, 1H), 8.87 (dd, /= 1.5, 8.4
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3-d)-7-

o § A -2-5 4 -
g-Z 2 = 20—
I zul-3-
F}= ~ofnto] &£

[CAS 39856-58-1]

Hz, 1H), 8.13 (dd, J = 1.2, 4.2 Hz,
1H), 7.58 (d, J = 9.0 Hz, 1H),
7.30 (dd, J = 4.8, 8.1 Hz, 1H),
6.98 (d, J = 8.7 Hz. 1H), 3.98 (s,
3H), 2.85 (t, J = 7.8 Hz, 2H),
1.68-1.56 (m, 2H), 0.99 (t, J = 7.5
Hz, 3H).

18 N(322= |g=z=uguo- |(300MHz DMSO-ds)d 1154 (s,
Held-4-d)- | golm 1H), 9.03 (s, 1H), 8.84 (s, 1H),
TOISA-2- | icAS 19798-77-7] | 8.51-8.46 (m, 2H), 7.96 (d, J =
2 4--Z2H- B L
Jha=el 5 8.7 Hz, 1H), 7.23 (d, J= 9.0 Hz,
7} 2 ~o}njo] = 1H), 3.95 (s, 3H), 2.72 (1, J=7.8

Hz, 2H). 1.58-1.50 (m, 2H), 0.92
(t, J = 7.5 Hz, 3H).

19 N (2ol2e ) 2-olHotd (300 MHz, CDCI,) 510.88 (s, 1H),
;7_,]“ 4] _34_ CAS 578-54-1] 8.95 (s, 1H), 8.29 (d, J = 8.1 Hz,
S 4-8-ZRE- 1H), 7.57 (d, J = 9.0 Hz, 1H),
oH-3 = ol -5- _
e sl 7.29-7.24 (m, 2H). 712 (t, J= 7.5

Hz, 1H), 6.97 (d, J = 8.4 Hz, 1H),
3.97 (s, 3H), 2.89-2.76 (m, 4H),
1.69-1.56 (m, 2H), 1.32 (t, J=7.8
Hz, 3H), 0,99 (t, J = 7.2 Hz, 3H).

20 N-(2-22% |, =2=zoum | (B00MHz CDCL)5 1142 (s,

B )7 1H), 8.93 (s, 1H), 8.60 (d, J=7.8

Hd)7 [CAS 95-51-2)

W = 4] -2- Hz, 1H), 7.57 (d. J = 8.7 Hz, 1H),

S48 7.43(d, J=7.5Hz, 1H), 7.31 (1, J

=23 -2H- _ _
= 7.8 Hz, 1H), 7.08 (t, J = 8.1 Hz,

A =zul-3-

s}= ~ofnpo] = 1H), .97 (d, J = 8.7 Hz, 1H),
3.97 (s, 3H), 2.86 (t, J = 7.6 Hz,
2H), 1.66-1.54 (m, 2H), 0.99 (t, J
= 7.8 Hz, 3H).

22 N-(2-Alololx | 2-ojo] -l = (300 MHz, DMSO-dg) 5 11.31 (s,
Hd)-7- Lol EY 1H), 9.00 (s, 1H), 8.41 (d, J = 8.1
W5 A —2-5 £ [CAS 18852981 | |y 1p), 7.94 (d, J = 9.0 Hz, 1H),
8- 2T -2f- _

e 7.85 (dd, J = 1.5, 8.1 Hz, 1H),

7t ~ofojol =

7.76-7.71 (m, 1H) 7.32 (t, J= 7.8
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Hz, 1H), 7.22 (d, J = 9.0 Hz, 1H),
3.95 (s, 3H), 2.74 (t, J = 8.1 Hz.
2H), 1.59-1.49 (m, 2H), 0.92 (t, J
= 7.5 Hz, 3H).

23

-(2-Z== 2-2rg- (300 MHz, CDCl:,) 5 11.45 (S‘
-5-mHE e d-| 5-HHold A 1H), 8.90 (s, 1H), 8.77 (s, 1H),
;I‘%’ )I"?‘ [CAS 95-81-8] 7.98 (s, 1H), 7.58 (d, J = 8.7 Hz,
54 -2- B
£ g o il 1H), 6.98 (d, J = 9.0 Hz, 1H),
2H-3 2 ol -3- 3.98 (S. SH}, 2.86 [t, J=7.8 Hz,
712 ~ofofo] = 2H), 2.37 (s, 3H), 1.66-1.57 (m,
2H), 0.99 (1, J = 7.2 Hz, 3H).

24 7-1] B &| -2- 2-mErHoldY (600 MHz, CDCl;) 5 10.85 (s,

S 2-8-Z 2 H - | [CAS 1821-39-2] 1H), 8.95 (s, 1H), 8.28 (dd, J =

2=z awd) 1.2,8.4 Hz, TH), 7.57 (d, J= 8.0

—2H-3 = 9l-3-

SLS AENTO]E Hz, 1H), 7.27-7.24 (m, 1H), 7.22
(dd, J= 1.2, 7.8 Hz, 1H), 7.12-
7.09 (m, 1H), 6.96 (d, J= 9.0 Hz,
1H), 3.97 (s, 3H), 2.88-2.85 (m,
2H), 2.74 (1, J = 7.2 Hz, 2H),
1.74-1,68 (m, 2H), 1.66-1.60 (m,
2H), 1.04-0.98 (m, 6H).

26 rH=A N |o==od {300 MHz, DMSO0-ds) 5 10.68 (5,
(2-0 & W )- | [CAS 85-53-4] 1H), 8.98 (s, 1H), 8.19(d, J=8.2
2-2 48— Hz, 1H), 7.93 (d, J = 8.5 Hz, 1H),
==9-20- 7.32-7.18 (m, 3H), 7.07 (d, J =
2285 8.5 Hz, 1H), 3.95 (s, 3H), 2.75 (t
712 ~olato] = = H TH) .80 @ 3H), 2TS .0

J = 6.9 Hz, 2H), 2.33 (s, 3H),
1.62-1.48 (m, 2H), 0.92 (t, J = 7.3
Hz, 3H).

27 8-o}o] & =71z 4 (300 MHz, CDCl;) 511.37 (s, 1H),

BDEZAN-7- (E7A 1 iAol |8.92(s, 1H),8.86 (d, J=82 Hz,
= ]9

“lj] I—Irl—?z— AEgd) 2 2- 1H), 8.47 (dd, J = 1.0, 4.5 Hz,

(Eto| E2tol EF 22T 1h) 755 (dd, J= 4.5, 8.5 Hz,

. — 7l _a_ol

zzozuy) | MAH-3-LORN |\ 545 (6, J=8.6 Hz 1H),

FEEREE

[CAS 106877-32-1]

7.01(d, J=8.8 Hz, 1H), 4.71-
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2H-T =0l -3— 4.54 (m, 1H), 4.00 (s, 3H), 1.39
7= ~otnfo] = (d, J = 8.2 Hz, 6H).

28 8-0}o] & =713 4 (300 MHz, CDCI;) 5 10.93 (s,
EREA-T- | (=70 1 Aol | 1H), 8.94 (s, 1 H), 8.63 (dd, J =
HEAN-N-(2- | 2488) 2 2- |15 82Hz 1H),8.30 (dd, J=
o2 o d-5- B -mad-3-
gl P 1.5,4.7 Hz, 1H), 7.46 (d, J = 8.8
R dotul )
masws | Hz, 1H), 7.21 (dd, J = 4.8, 8.2 Hz,
712 ~o}nto] = 1H), 7.02 (d, J = 8.8 Hz, 1H),

4,61 (dt, J = 6.2, 124 Hz, 1H),
4.00 (s, 3H), 2.69 (s, 3H), 1.41 (d.
6H).

29 A=A -1~ | =7 5 (600 MHz, CDCs) & 10.93 (br s,
HSA-N-(2- | (zzt 1 ol | 1H), 8.96-8.93 (m, 1H), 8.63 (d, J
HEXAHE-3-| 4425) o 2- | =8.0Hz 1H), 8.31(d, J= 3.5 Hz.
oly_o_2 — —

)25 og-MAY -3 | q1y), 747 (d J = 8.7 Hz 1H),
I AEEE | g 7.21 (dd, J = 4.8, 8.0 Hz, 1H
7} & ~o}njo] = CAS 3430-10-2 21 (dd, J = 4.8, 8.0 Hz, 1H),
l F10-21 703 (d, J = 8.7 Hz, 1H), 4.30-
422 (m, 2H), 4.02 (s, 3H), 2.69
(s, 3H), 1.48 (t, J = 7.0 Hz, 3H).

30 8-of = A] -7 B {300 MHz, CDCl5) 6 11.37 (s,
o= A2 (=7b1 1 T Aol | 1H), 8.93 (s, 1H), 8.87 (d, J = 8.4
2 5-N-[2- AEHE) E 2= | Hz 1H), 8.58-8.41 (m, 1H), 7.56

E Iz
o EBOIZSR2E | 44 y=46 84 Hz 1H), 7.46 (d,
==2=UR) | HE-ABE-3- | 1H), 7.02(d, J=88
sed-3-2d1-| otu i
2H;ﬂj\iulilfaft (106877-32-1] Hz, 1H), 4.26 (q, J = 7.1 Hz, 2H),
7= 2ofnjo]l = 4.02 (s, 3H), 147 (t, J=7.0 Hz,
3H).

31 sASA-7- | =24 5 {600 MHz, CDCly) 6 11.17 {br s,
o = ] —2-— = aba] 1 malo] | 1H)8.93(s, 1H), 837 (, /=82
S4-N-[2- A2E) Wl 2 |Hz 1H), 7.68 (d, J = 7.6 Hz, 1H).

=

i—a‘)' EZolZ22%  [760( J=7.8Hz, 1H), 7.45 (d, J
ER2ZWR) | me-ddotyl | _gay 4y 728 (=75 H
A ]-2H- =8.8Hz 1H), 7.28 (t, J=7.5 Hz,
S=-3 [CAS 95-53-4] 1H), 7.01 (d, J = 8.8 Hz, 1H),

7} % 2ol nfo] =

4.26 (g, J= 7.0 Hz, 2H), 4.01 (s,
3H), 1.47 (t, 3H).
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32

8-olo] &

(600 MHz, CDCly) & 11.18 (br s,

i F7tA 4
ﬁ“iiilz_,?_ =7s 1 Ao | 1H). 893 (s, 1H), 8.38 (d, J=8.2
%;7}17[27 AgE) @ 2= | Hz 1H), 7.68 (d, J = 7.8 Hz, 1H),
(Ezto| EgjolER 2= 7.60(t J=7.8Hz, 1H), 7.44 (d, J
z=eoayy) | WEAH-MEAD | -g8Hz 1H), 7.28 t, y=7.5Hz,
sl ]-2H- [CAS 88-17-5] 1H), 7.01 (d, 1H) 4.63 (dt, J =
Azul-3- 12.3, 8.2 Hz, 1H), 4.00 (s, 3 H).
7} = ~ofnjol =
1.42-1.36 (m, 7H).
33 - EA-N- | 2oq=Al (600 MHz, CDCl3) 5 11.35 (s,
(2t =A8Y)| 5o 1H), 8.91 (s, 1H), 8.58 (dd, J =
= ER RS- 1.4, 8.0 Hz, 1H), 7.56 (d, J= 8.7
;i ‘fj _72;_ R Hz, 1H), 7.13-7.07 (m, 1H), 7.04-
7} 2 ~olnjo] & 6.98 (m, 1H), 6.98-6.92 (m, 2H),
3.97 (d, J = 10.3 Hz, 6H), 2.89-
2.81 (m, 2H), 1.62 (sxt, J= 7.5
Hz, 2H). 0.99 (t, J = 7.3 Hz, 3H).
34 -0 = A] —N— 2-m Bl A mpud - (600 MHz, CDCl3) 5 11.48 (s,
[2-(n2E ) | HEord 1H), 8.94 (s, 1H), 8.52 (dd, J =
MY 1-2-24- | (cas 2087.55.3 | 1282 Hz, 1H), 7.57 (d, J = 8.7
8-Z = = _oH- Hz, 1H), 7.53 (dd, J = 1.5, 7.8 Hz,
S=zd-3- 1H), 7.36-7.31 (m, 1H), 7.12 (td,
7H& ~ofoto] = J=1.3,7.6 Hz, 1H), 6.97 (d, J =
8.7 Hz, 1H), 3.97 (s, 3H), 2.86
(dd, J = 6.9, 8.5 Hz, 2H), 2.47 (s,
3H), 1.66-1.60 (m, 2H), 0.99 (t, J
= 7.3 Hz, 3H).
35 (600 MHz, CDCl,) 5 11.21 (s,

H-[2-(2-89)
HY |-7-0 54
-2-2 4 -8-
Z 23 -21-
Izdl-3-
FtE ~ofntol =

2-FE-2-
o s dofl

[CAS 55578-79-5]

1H), 8.93 (s, 1H), 8.36 (d, J=7.6
Hz, 1H), 7.65-7.62 (m, 2H), 7.55
(d, J= 8.7 Hz, 1H), 7.40-7.35 (m,
1H), 7.22 (td, J = 1.2, 7.6 Hz,
1H), 6.95 (d, J = 8.7 Hz, 1H).
8.73 (d, J= 3.4 Hz, 1H), 6.57 (dd,
J=1.8,3.3 Hz, 1H), 3.97 (s, 3H),
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2.86 (dd, J = 6.9, 8.5 Hz, 2H),
1.62 (sxt, J = 7.5 Hz, 2H), 0.99 (t,
J=7.3,3H).

36

N-[4-(5}0] (4-ofn] ¥ ) (300 MHz, DMSO-dg) & 10.80 (s,
==AuE) | Mesz 1H), 8.93 (s, 1H), 7.74 (d, J= 8.5
e [CAS 623-04-1] Hz, 2H), 7.57 (d, J = 8.8 Hz. 1H),
o 5 A -2- .
7.38(d, J= 8.5 Hz, 2H), 6.97 (d,
2 4-8-
==m_gp- J=7.9 Hz, 1H), 4.69 (s, 2H),
azwl-3- 3.97 (s, 3H), 2.86 (t. J = 7.8 Hz,
7h= ~ofote] = 2H), 1.70-1.57 (m, 2H), 0.99 (t, J
= 7.2 Hz, 3H).

37 7-0l S A -N- | N-(4-ofn] - (300 MHz, CDCI5 11.28 (s, 1H),
{a-[(md 3-(Ez}o| 8.94 (s, 1H), 8.37 (d, J = 8.7 Hz,
dxd)otollr | Z2ReormY) 1H), 7.60-7.54 (m, 2H), 7.48-7.45
1-2-(Eztol | sd)me (m, 1H), 6.98 (d, J = 9.0 Hz, 1H),
E=ze9=2MY) | 4=olnjo]l =
IR S 6.68 (s, 1H), 3.98 (s, 3H), 3.05 (s,
g-= =™ 20 [ -44-6] 3H), 2.85 (1, J = 7.5 Hz, 2H),
S=d-3- 1.65-1.58 (m, 2H), 0.99 (t. J= 7.5
5} = Ao} njo] H

38 N-[4-(o}0] = 4-o}o] x -3- (300 MHz, DMSO-dg) & 11.41 (s,
dmU)-2- He gl A&E | 1H) 9.03 (s, 1H), 8.70-8.66 (m,
vzngd]- | otolol= 1H), 8.10-8.08 (m, 1H), 7.96 (d, J
7-H 5 Al -2- = :
= ot = -
ey < 7.44 (s, 2H), 7.24 (d, J = 7.8 Hz,
7} = ~o}njo] = 1H), 3.96 (s, 3H), 2.80-2.65 (m,

2H), 1.60-1.50 (m, 2H), 0.92 (t, J
= 6.9 Hz, 3H).

39 H-[4-(olul % | 4o} —a- (300 MHz, DMSO-dg) 5 11.51 (s,
AmU)-g Seeuads= |1H),9.02(s, 1H), 8.71(d, J=4.2
Zzgdd]- | otojo]l = Hz, 1H), 7.96-7.94 (m, 2H), 7.81
7-H 5 A -2- | [CAS 53297-68-0] | (dd, J=0.6,4.2 Hz, 1H), 7.43 (s,
24 go2Y
. = 2H), 7.23 (d, J = 4.8 Hz, 1H),
—PH-3 E ol -3-

5= ~olnjo] =

3.95 (s, 3H), 2.73 (t, J = 3.9 Hz,
2H), 1.56-1.52 {m, 2H), 0.91 (t, J
= 3.6 Hz, 3H).
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40 N-[4-(o}0] 4-o} o] - el A (300 MHz, DMSO-ds) & 10.89 (s,
HAzd)gd]- | 4 Folntol = 1H), 8.88 (s, 1H), 7.95-7.78 (m,
7-MH 5 | -2~ [CAS 63-74-1] 5H), 7.32 (s, 2H), 7.23 (d. J = 88
A6 =R Hz, 1H), 3.96 (s, 3H), 2.80-2.70
oH-aA =l -3 4 TH). 395 (5. 2H). 2.60:2.

7} & ~ofnjo] = (m, 2H), 1.61-1.51 (m, 2H), 0.93
(t, J=7.4 Hz, 3H),

43 7-HSA N-(2| go=4 nz o |(600MHz CDCh)3 11.28 (s,
HSA®ElE- | 501m 1H). 8.87 (s, 1H), 8.76 (dd, J =
3-d)-2-5 4 - 1

= e T | [CAS 20265-38-7] | 1.8,7.8 Hz, 1H), 7.89 (dd. J =
8- 2T -2
IAzul-3- 1.8, 5.4 Hz, 1H), 7.54 (d, J=9.0
71 5 ~olojo] = Hz, 1H), 6.85-6.91 (m, 2H), 4.10
(s, 3H), 3.96 (s, 3H), 2.86-2.84
(m, 2H), 1.64-1.58 (m, 2H), 0.98
(t, J=7.8Hz, 3H).

44 7HEA N |N—(5-0}0] = —6- (300 MHz, DMSO-ds) 5 11.10 (s,
12-0I KA -4~ W= A5 2] d-2-2 ) 1H), 9.64 (br s, 1H), 8.95 (s, TH),
(MY E22d) petd Zolnlol = |37 (d, J=87 Hz, 1H), 7.91 (d,

wHuli_
?—1; P9 (cAs 57165067 | J =87 Hz, 1H), 7.21 (8, J =87
me=®-20- Hz, 1H) 6.93 (d, J = 2.4 Hz, 1H),
I=l-3- 6.81 (dd, J = 2.4, 8.7 Hz, 1H),
7} 2 ~olnjo]
3.94 (s, 3H), 3.87 (s, 3H), 2.96 (s,
3H), 2.73 (t, J = 6.9 Hz. 2H),
1.68-1.50 (m, 2H), 0.92 (t, J=7.5
Hz, 3H).

45 N-(4-3} 0] 4—o}n] it 35— (300 MHz, DMSO-ds) 5 10.38 (s,
[=E-J . L R=F 1H), 9.25 (s, 1H), 8.92 (s, 1H),
H Y #H Y )-7- |[CAS 2835-99-6] 7.90 (d, J= 8.7 Hz, 1H), 7.82 (d,
H 5 Al 25 4 J=84Hz, 1H), 7.20 (d, J=8.4
§-Z 29 20
Sz ?37 Hz, 1H), 6.65-6.59 (m, 2H), 3.94
7} ~o}n}o] £ (s, 3H), 2.74 (t, J = 8.1 Hz, 2H),

2.22 (s, 3H), 1.58-1.50 (m, 2H),
0.92 (t, J = 7.8 Hz, 3H).
47 N-[4- N-(4-ofn] &= -3— | (300 MHz, CCCl3) 5 11.18 (s,
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[0401]

(o}l M 2 ofn] i)
-2-(Eg}o]
ETe=04d)
Hd ]-7-

H 5 A -2~

£ 4-8-

T2 -2H-
3zd-3-
F}E ~ofnjol =

(Eclo|ERe=

M) oA E

ofofo] =
[CAS 1578-89-1]

1H), 8.91 (s, 1H), 8.31(d, J=9.3
Hz, 1H), 7.88 (s, 1H), 7.69 (d, J =
8.7 Hz, 1H), 7.56 (d, J = 8.7 Hz,
1H), 7.32 (s, 1H), 6.97 (d, J = 8.4
Hz, 1H), 3.97 (s, 3H), 2.88-2.81
(m, 2H), 2.20 (s, 3H), 1.65-1.58
(m, 2H), 0.98 (t, J = 7.5 Hz, 3H).

48

(300 MHz, CDCl) 6 11.37 (s,

H-[2-(c}o] 2-(tol=se=

Z2ozusA)| tSA)orda | 1H) 890 (s, 1H), 8.61 (d, J= 8.1

HY 1-7-15A] | [CAS 22236-04-0] | Hz, 1H), 7.56 (d, J = 8.7 Hz, 1H),

2-5 -8 7.29-7.21 (m, 2H), 7.14-7.09 (m,

=2 o8-

Sz 1H), 6.96 (d, J = 8.7 Hz, 1H),

7} 2 ~o}ojo] = 6.66 (t, J = 73.2 Hz, 1H), 3.96 (s,
3H), 2.85 (1, J = 7.5 Hz, 2H),
1.65-1.57 (m, 2H), 0.98 (t, J= 7.5
Hz, 3H).

51 H-[4-(o} M | H-(4-o}n] x-3- | (300 MHz CDCl;) 5 10.81 (s,
ofol i )-2- HE #Hd)old E | 1H), 8.93 (s, 1H), 8.23 (d, J=8.7
meEgy -7 | ot = Hz, 1H), 7.57 (d, J = 8.7 Hz, 1H),
o 5 A -2- [CAS 6375-20-8] 7.51 (s, 1H). 7.26-7.24 (m, 1H),
S4-8-22d 743 (s, 1H), 6.97 (d, J = 8.7 Hz,
“2i = o 1H), 3.97 (s, 3H), 2.86 (t, J= 7.5
7% Aoknkol = » 397 (s S 280 J=T.

Hz, 2H), 2.41 (s, 3H), 2.17 (s,
3H), 1.66-1.56 (m, 2H), 0.99 (t, J
= 7.2 Hz, 3H).

54 S e p— (300 MHz, CDCl3) 6 12.85 (s,
MEE-8-2)- | yzaorsio = | TH) 1019 (s, 1H), 927 (d, J =
7-H 5 A -2- 8.7 Hz, 1H), 8.87 (s, 1H), 8.54 (d,
S4-g-Bad | [CASSS258T] | 4o 46 Hy 1H), 7.67:7.52 (m,
—oH-3A = ul-3- sl
515 xolnjo] = ), 6.96 (d, J = 8.7 Hz, 1H),

3.97 (s, 3H), 2.86 (t, J = 7.5 Hz,
2H), 1.66-1.58 (m, 2H), 0.99 (t, J
= 7.2 Hz, 3H).

56 N—(4-ofn] & —3— | (600 MHz, DMSO-ds) 6 11.18 (s,

N-{2-2=2=-
[ d=d

2z2H4Y)

1H), 9.91 (s, 1H), 9.01 (s, 1H),
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[0402]

oto] = J¥ 3
—7-H 5 A -2-
24-8-Z2d
~2A-2 2 W -3-
7t £cototo] =

o £H-& Zofofo] =

pu

[CAS 57165-03-4]

8.45 (d, J= 9.0 Hz, 1H), 7.95 (d,
J=9.0Hz, 1H), 7.37 (s, 1H),
7.25-7.23 (m, 2H), 3.97 (s, 3H),
3.03 (s, 3H), 2.75 (t. J = 6.6 Hz.
2H), 1.58-1.54 (m, 2H), 0.93 (t, J
= 7.8 Hz, 3H).

57 7 W =X -2 CH2Clz = HClo] | (600 MHz, CDCls) 5 10.64 (s,
24N {4 |o8 2T} 1H), 8.90 (s, 1H), 7.57-7.49 (m,
[(F Ml -2- |2dtd = tert-BE 3H), 6.96 (d, J = 8.8 Hz, 1H),
202 )00l 2 1] 2-(((4-okile )| ¢ g g = 8.6 Hz, 2H), 4.03 (or.
W} -8-Z 2 | ool 1 )u =) v 7
2H-3ZW-3- | ool og- s.. TH), 3.97 (s, 3H), 3.17 (d, J =

FHa ~obnbol E| i m s go] e 12.6 Hz, 1H), 3.13-3.08 (m, 1H),
3.06-2.94 (m, 2H), 2.90-2.84 (m,
[CAS 1159976-36-
" 2H), 2.82-2.75 (m, 2H), 2.64 (td,
J=2.6, 11.8 Hz, 2H), 1.88-1.82
(m, TH), 1.65-1.58 (m, 2H), 1.47-
1.36 (m. 2H), 1.27-1.15 (m, 1H),
0.99 (t, J = 7.3 Hz, 3H).
58 7 =4-2- |cHaClz = HClo| | (600 MHz, CDCl;)5 1064 (s,
24-N-{4- |og 2RI} 1H), 8.90 (s, TH), 7.58-7.51 (m,
(o H 2] D -3- | 29E = tert—H H| 3H), 6.96 (d, /= 8.7 Hz, 1H),
2ol )orn| ifl 3-(((4-olnlle®d)| g 64 (4, J=8.8 Hz, 2H), 3.97 (s,
i“ﬁf;sﬁf; Oa}l'gi)j]“gmi“ 3H), 3.22-3.14 (m, 1H), 3.03 (d, J
712 Aobutol E| spm g ao] = = 12.3 Hz, 2H), 3.01-2.96 (m,
[CAS 1150676.35. | 2H), 288-2.84 (m, 2H), 2.63-2.57
6l (m, 1H), 2.40 (dd, J = 10.4, 11.7
Hz, 1H), 1.92 (dt, J = 1.8, 13.0
Hz, 1H), 1.80 (ddd, J = 3.6, 7.0,
13.9 Hz, 1H), 1.77-1.71 (m, 1H),
1.71-1.68 (m, 1H), 1.66-1.59 (m,
2H), 1.55-1.44 (m, 1H), 1.18 (qd,
J=3.8,12.0 Hz, 1H). 0.99 (t, J =
7.3 Hz, 3H).
59 7-=A-2- | CiaClz & HClo] | (300 MHz CDCl) 5 10.66 (s,
2 .4 g os Zuos | 1H),8.91 (s, 1H), 7.56 (d, J=4.4
ZRE-N-[4- | 2ulE = tert-

Hz, 1H), 7.54 (d, J = 4.7 Hz, 2H),
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[0403]

(s 22]H-3-

dotul 1 )xd]
-2H-3 2 9l -3-
& Aotopol =

HE 3-((4-

ojlul - # d)olol i)
T EgHe-1-

FIE Aol E
[CAS 1159976-32-
8]

6.06 (d, J= 8.8 Hz, 1H), 6.63 (d,
J = 8.8 Hz, 2H), 4.00-3.97 (m,
1H), 3.97 (s, 3H), 3.61 (q, J=7.2
Hz, 1H), 3.18 (dd, J= 5.9, 11.4
Hz, 1H), 3.13 (ddd, J = 7.1, 7.5,
10.6 Hz, 1H), 2.98 (ddd. J = 6.0,
8.3, 10.9 Hz, 1H), 2.90 (dd, J =
2.9, 11.4 Hz, 1H), 2.88-2.85 (m,
2H), 2.23-2.16 (m, 1H), 1.65-1.58
(m, 2H), 1.00 (t, J = 7.3 Hz, 3H).

60 7o = A -2— CHzC1z = HClo] (800 MHz, CDCl3) 8 10.64 (s,
2 A §-[4- oot 2RI} 1H), 8.90 (s, 1H), 7.54 (dd, J =
(s g-g | =4 EJHEH 5 8.8, 14.4 Hz, 3H), 6.96 (d, J= 8.7
tert—-—w 2 ==
el | R =
Eo}nl_i);ﬂ d | ((gopn weu) | Ha 1H) 664 (d, J=9.0 Hz, 2H)
]*8;£Euﬂe ~ | ofo] ) v e ol | 3:97 (s, 3H), 345 (d, J= 3.2 Hz,
B3 EW-5 |y Simamole | 1H), 3.23(dd, J = 2.4, 1.6 Hz,
712 ~otntol E
[CAS 1159976.34- | 1H) 2.94-2.88 (m, TH), 2.88-2.84
7l (m, 2H), 2.76-2.70 (m, 1H), 2.58
(dd, J=7.6, 11.3 Hz, 1H), 1.96-
1.92 (m, 1H), 1.80-1.70 (m, 5H),
1.62 (dg, J = 7.5, 15.0 Hz, 2H),
1.58-1.48 (m, 2H), 0.99 (t, J = 7.3
Hz, 3H).

61 —— CHaClz = Holof | (300 MHz CDCE)5 1082 (s,
olu] L-4-[(4- | o] 5t 2R 57} 1H), 9.48 (s, 1H), 8.95 (s, 1H),
{[(7-1 5 4] - (?S‘;JEI(E 8.26 (d, J= 8.9 Hz, 1H), 7.64-
2-2 4-8- il il 7.60 (m, 1H), 7.58 (d, J = 8.8 Hz,
mewoop | HEA)2

e ((tert- 1H), 7.42-7.34 (m, 1H), 6.98 (d, J
:' ooty o Slild &
RSN | u=oteud) | =86 Hz 1H), 3.98 (5. 3H), 3.84-
7hed Bl ot )-a- 3.73 (m, 1H), 3.69-3.62 (m, 1H),
3mEHY) | o uga A8, S 6@ R m. TH:
ofn] 1 |-4- (CAS 3057747 | 293280 (m. 2H), 2:73-2.60 (m,
AR 1H), 2.43 (s, 3H), 1.69-1.59 (m,

2H), 1.00 (t, J = 7.3 Hz, 3H).

62 (4R)—4— CHa2Clz = HCloﬂ (600 MHz, DMSQ-ds, 1-drop of

obuli-6-[(4- | o]st Sw 57 | AcOD-ds)58.93 (s, 1H), 8.18 (d,
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[0404]

{0 (7-0 5 4] -
2-2 p-g-

=z g8 -21-
Azd-3-)
s d]ofn]i} -
3-ul 5] )
ofu] x| -5

< puhy

Suke =
(R)-5-(tert-—
HEA)-2-
((tert-
HEANZIEY)
ofn] I )-5-
S RSy

[CAS 104719-63-3]

J=8.7 Hz, 1H), 7.85 (d, 4 = B.7),
7.48 (s, 1H), 7.46 (d, J = 8.8 Hz,
1H), 7.16 (d, J = 8.7 Hz, 1H),
3.96 (t, J = 6.5 Hz, 1H), 3.93 (s,
3H), 2.74 (t, J = 7.5 Hz, 2H),
2.41-2.37 (m, 2H), 2.32 (s, 3 H),
2.08 (q. J = 7.3 Hz, 2H), 1.58-
1.49 (m, 2H), 0.91 (¢, 3H).

63 N-[4- =714 3 (300 MHz, DMSO-ds) & 10.89 (s,
(ojn] @) | (S2A 1Al | 1H), 8.99 (s, 1H), 8.42 (d, J=8.2
2-HEHYE]- | AEE) B 4 | Hz 1H), 7.79 (d, J = 9.1 Hz, 1H),
7,8-Thol o] S 4] | ofo] t=-3- y
s s . 7.73-7.71 (m, 1H), 7.71-7.66 (m,
S =el-g ojujo] = 1H), 7.23-7.28 (m, 3H), 4.24 (q, J
7t ~olnlo| = | [CAS 53297-70-4] | = 6.9 Hz, 2H),4.12 (g, J= 7.0 Hz,

2H), 2.41 (s, 3H), 1.39 (1, J=7.0
Hz, 3H), 1.32 (t, J = 7.0 Hz, 3H).

64 _— =214 5 (300 MHz, DMSO-d5) 5 10.88 (s,
(olo] & =y (FZA 1o | 1H) 9.00 (s, 1H), 8.42(d, J=8.2
—o-mgHd]- | AEE) # 4- Hz, 1H), 7.81 (d, J = 9.1 Hz, 1H),
8ol 5 4] -7- ;:EJ ;;“3; N 7.74-7.69 (m, 1H), 7.67 (d, J =
o = A] -2- = Rl e
T g 1.8 Hz, 1H), 7.28 (s, 1H), 7.26 (s,

2H), 4.1 (g, J = 7.0 Hz, 2H),
22W-8- | [CAS 53207-70-4 RS )
7} = ~o}ojo] = 3.96 (s, 3H), 2.41 (s, 3H), 1.32 (t,
J=7.0Hz, 3H).

65 N-[4-(o}o] = g-olo] £ Z 2 ZE A] -~ (300 MHz, DMSO-dB) 5 10.90 (S,
dzd)-2- 7-H 5 A -2-2 4~ | 1H), 9.00 (s, 1H), 8.43 (d, J=8.5
HEHY]-8- |20-3=9-3- Hz, 1H), 7.81 (d, J=9.1 Hz, 1H),

Iz S B i ol s
ool 2= 22 | FHSAN R 4= | 593760 (m, 1H), 7.68-7.66 (m,
—7-1| E A]—2— |ojO] =-3-
%_JI\__ZH_ l]ﬂ 1‘5__._,] H\il ﬂ }é| ::_l_ 1H), 7.28 (m. 1H)| 7.25 (S‘ QH),
I2ol-3- ofojo] = 4.50-4.40 (m, 1H), 3.95 (s, 3H),

7t ~ofnto] =

2.41 (s, 3H), 1.28 (d, J = 6.2 Hz,
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[0405]
[0406]
[0407]
[0408]

[0409]

[0410]

[0411]

[0412]

BIHSd 10-2012-0075481

[CAS 53297-70-4] 6H).

8 |75 EPTET (300 MHz, CDCl3) 511.20 (s, 1H),
Ltolol B4 - [(Z7kd] 1 Mol |[8.94 (s, 1H), 8.29 (d, J = 9.0 Hz,
Rl AE8H)  N-(4- | 1H), 7.56 (d, J= 2.4 Hz, 1H),

Bl A 31l
[(MELEL) obnlte-3-(E20] |, 46745 (m. 2H), 6.99 (0, J =

715 Aotnjo] =

obnlic]-2- 22e=ud)ud

(Eetol m =& Zojolo] = | 9.0 Hz, 1H), 6.94 (s, TH), 4.28-
=zozmy) ]
M) o2 .| [CAS 926228-446] 4.20 (m, 4H), 3.05 (s, 3H), 1.55
o Aol 3 1.43 (m, 6H).

7} 5 2 ofoo] =

70 -0 = A —2- 2-Eglo] Z2 ¢ 7 | (600 MHz, CDCl3) & 11.41 (s,
e ol 5 Al -#ld ol | 1H), 8.92 (s, 1H), 8.65 (dd. J =
(iffol‘“‘[ 2= | [CAS 1535-75-7] | 1.3,8.2Hz, 1H), 7.57 (d, J= 8.7
=2 oz Hz, 1H), 7.38-7.30 (m, 2H), 7.18-
#d ]-2H- 7.11 (m, 1H), 6.97 (d, J = 8.7 Hz,
Iz wl-3-

1H), 3.98 (s, 3H), 2.88-2.84 (m,
2H), 1.62 (sxt, J = 7.5 Hz, 2H),
1.00-0.97 (m, 2H).

7} = 2otnfol =

71 (4 =214 2 (300 MHz, DMSO-ds) 5 10.93 (s,
Ayl »
(O ZL) | o o | 1H 907 (5, TH) 844 (0, S = 8.2
—2—nﬂEIEEJnﬂLé‘]— 489 @ Hz, 1H), 7.95 (d, J = 8.8 Hz, 1H),
Eﬂ‘;“ﬁ_‘;‘g | 4otz 7.74-7.65 (m, 2H), 7.28-7.20 (m,
on omm g |HEAALE 3H), 3.97 (s, 3H), 2.84-2.74 (m,
3 el

2H), 2.41 (s, 3H), 112 (t, J=7.5

[CAS 53297-70-4] Hz, 3H).

(300 MHz, DMSO-ds) 5 11.48 (s,
1H), 8.73 (s, 1H), 7.94 (d, J = 2.4

72 N-[4- 4-olo] Ir -3
(ol 2 2d) eqo==gzyy

_2_(53}013 wl A& Zololo] = | Hz, 1H), 7.84-7.79 (m, 2H), 7.18
=

iﬂ:iiu“ ) [CAS 39234-84-9] | (d, J=9.3Hz, 1H), 6.90 (d, J =
ol ;” - 8.7 Hz, 1H), 6.73 (s, 1H), 3.92 (s,
8-Z 2 - 1H), 2.69 (1, J = 7.8 Hz, 2H),
azul-3-

1.54-1.47 (m, 2H), 0.88 (t, J= 7.8

A= Hz, 3H).

AAd 6

SIHE 17

N-(2-o1 85 g 9-3-Y)-7-H EA| -2-2 A-8-Z 2 F-2f-F E-3-7H& Ao}ujo| =

9A 1 DNF(5me) &9 2-HER-3-Uo]ERTU[CAS 19755-53-4](0.600g, 2.90mml), LiCl1(0.80g,

0.019mmol), PdCl(PPhy), (0.20g, 0.280mmol) % EtolFE(H]d) 2~8hd(1.0g, 3.42mmo)e] EFES 90T A

Horz 7Hdsiiitt. ¥ 4 2 ¥, 229 AAPES (10% EtOAC/ A H) S AFE3E MPLCAl 28] A A s)od

$.2(0.25g, 2.08mmol)S MeOH(10m¢) <] 10% Pd/C AF 50 psioll A 16417 =+ F43}6}9
S A7 (CHLCl, 9 5% MeOH) S AFE-3h= MPLCOl olaf AAste] 2-o &g el-3-0}1l

mlo 32

S 30 2-ol Wl H-g-olrle AAle] L4 AHER Yo A gahelnh,

H NMR(300 MHz, CDCl; ) & 11.03(s, 1H), 8.94(s, 1H), 8.64(d, J= 8.1 Hz, 1H), 8.34(d, J= 4.8 Hz, 1H),

7.59(d, J= 8.7 Hz, 1), 7.20(dd, J= 4.8, 8.4 Hz, 1H), 6.99(d, J= 8.7 Hz, 1H), 3.98(s, 3H), 3.00(q, J=
— 45 —



[0413]
[0414]
[0415]

[0416]

[0417]

[0418]

[0419]

[0420]
[0421]
[0422]
[0423]

[0424]

[0425]

[0426]

[0427]
[0428]
[0429]
[0430]

[0431]

[0432]

[0433]
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7.5 Hz, 2H), 2.87(t, J= 7.8 Hz, 2H), 1.67-1.59(m, 2H), 1.40(t, J= 7.5 Hz, 3H), 1.00(t, J= 7.5 Hz, 3H).
A4 7

SIHE 21

UAL(T-HAEA-2-22-8-Z2F-20-T2W-3-L)FtR I ]o}v] e }-3-ddH D) T2 E 2}

A 1 4-29%-2-wEold - [CAS 13194-68-81(0.51g, 2.21mmol), TFo]o€ E AT Y 0]E(0.30m, 2.32mmol),
TEA(0.325m¢, 2.33mmol), Pd(PPhy), (Zw])e] &MLS 90CoA Hof=z 7}gslQTt. A7) A8 HLoz Wzt
I EtOACE F7etgitr. ¥ 4 2 &, =49 A ES MPLC(30-50% EtOAc/ & bl ol A Aste]
Ao ALE-3FA T

oo of

@Al 20 thololE (4-ohn -3~ E H Y ) EAF Y| Ex AAd 1A Alg" WHo R X33t
oA 3: | 2258 o
CH,CN(5m) el g3l &H&
37 ¢4 e AAEA Y. AFES MPLC(NHs/MeOH) ol &) A A8k t}2 CHClsol A o]o] MeOHol A m] &4

=
(trituration)dte] 3}E 218 M uA 2 FE34C}.

2 7] ofmfe]=(0.08, 0.164mmd), HIZREgo|WeAF(0.55g, 3.41mmol)e]
80T Hokz 7Fd&itt. A7) S8 Aoz Yzsk & IUEA S AA

mt

H NMR(600 MHz, d-TFA) & 9.32(s, 1H), 8.24(br s, 1H), 7.95-7.89(m, 2H), 7.87(d, J= 9.0 Hz, 1H),
7.29(d, J= 8.4 Hz, 1), 4.14(s, 3H), 3.02(t, J= 6.6 Hz, 2H), 2.59(s, 3H), 1.78-1.70(m, 2H), 1.08(t, J=
7.2 Hz, 3H).

AAd 8

SIg¥E 25
B-EEEAA(T-AEA-2-SA-8-Z2H20-T = 9-3
-d)7tRd Jotm =} ) B EAL

WA 10 2-F22-4-(4,4,5,5-HEZHWE-1,3,2-T o] SAL R ET-2-Y ) ol I A[CAS 721960-43-6]-2 A< 19|
A ALEE o2 X EE T

oA 2: ©@A 12FE JL ofvlo]=(0.15g, 0.302mmo)7} THF/MeOH/H 0014 =3td E&-Eo Nal0,(0.22g,
1.03mmol) & A-ZollA 30% &<t wytelH Al F7Fskgith. IN HC1(0.30me¢, 0.30mmo)S F-7Fsta 2A17F &<F o

[e)
watdth, 2¢d & ES Rolsln nAE oneiinr. A7) nAES EtOACE A& &AL MPLC(5% MeOH/CH,Cly)ell
o8 At ®A 3FES F5IIUT
'H NMR(300 MHz, DMSO-ds) & 11.32(s, 1H), 8.99(s, 1H), 8.54-8.46(m, 1H), 8.17(s, 2H), 7.96-7.86(m,

20, 7.76-7.74(m, 1H), 7.24-7.16(m, 1H), 3.94(s, 3H), 2.80-2.65(m, 2H), 1.65-1.45(m, 2H), 1.0-0.84(m,
3H).

AAd 9

N-(4-o}v] e-2-H o d)-7-H EA|-2-& 2-8-Z 2 -

H-F 2 -3-7H & ~o}ulo| =

GA 10 tert-HE (4-obr e-3-w R ) Zhab i o] E[CAS 325953-41-1]1% A Al¢] 104 A1&H WRloz X3
aksict.

A 20 CHCL,(25me) <] &l 12578 2 313HE(0.48g, 1.03mmd)S 1 5AF 2] 4.0M HC1(3.40me, 13.6m
mh)oll osf AoA Aejstar dopm wwksiglct. A7) &S FEAZ b olH 2o o3 w7
olo] oixtate] Al HFES F53HA

'H NMR(300 Mz, DMSO-ds) & 10.70(s, 1H), 8.96(s, 1H), 8.23(d, J= 9.6 Hz, 1H), 7.93(d, J= 8.7 Hz, 1H),
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[0434]
[0435]
[0436]
[0437]

[0438]

[0439]

[0440]

[0441]
[0442]
[0443]
[0444]

[0445]

[0446]

[0447]

BIHSd 10-2012-0075481
7.24-7.16(m, 3H), 3.95(s, 3H), 3.55(br s, 3H), 2.73(t, J= 8.1 Hz, 2H), 2.34(s, 3H), 1.56-1.53(m, 2H),
0.92(t, J= 7.5 Hz, 3H).

A A9 10

N-(6-obH] =—2-| € 3 2] d-3-Q ) —7-H EX]-2-& A-§- T 27—
2H-F 2 W-3-7} & Ao}ulo] =

w7 1 6-dE-5-o] E 2y 2] tl-2-0} Rl [CAS  22280-62-2]1(0.38g, 2.48mmol)& MeOH/THF(10me) Z<] 10%
Pd/C(0.35g)°ll 2@l 50 psiollq Hop2 astste] 6-vidye|d-2,5-tololl s H34 uA R 5533l

A 20 6-mlEd] gl -2, 5-tholobRl2 Ao 1ol AbRE Wl o ® X 8EgiTt

lH NMR(300 MHz, CDCl;) & 10.61(s, 1H), 8.90(s, 1H), 8.15(d, J= 8.7 Hz, 1H), 7.56(d, J= 8.7 Hz, 1H),

6.97(d, J= 8.7 Hz, 1H), 6.43(d, J= 9.0 Hz, 1H), 4.39(br s, 2H), 3.97(s, 3H), 2.88-2.84(m, 2H), 2.48(s,
3H), 1.70-1.60(m, 2H), 0.99(t, J= 7.2 Hz, 3H).

AAd 11

= 46

T-HSA-NA2-HE-6-[ (e EL)otr| =17 2 d-3-U }-
2-8A4-8-Z 2 YW-20-F 2 H-3-7HE 2olulo| =

3H3HE 42(0.20g, 0.545mmo)E DMF(20me) 9] TEA(0.15me, 1.08mmo) % wigbd¥d 22 2}o]=(0.90ml) 2t 0
ColA Astiet. o] Whg& AolA Hokz wubgh vy 40TolA Hokz 7hEaidlth. & 74 A

T, 24 BAES WPLC(50% EtOAc/ D)ol ofs) gAlate] A sH5tes F53a3tt
H NMR(600 Milz, DNSO-ds) & 10.55(s, 1H), 10.39(s, 1H), 8.93(s, 1), 8.27(d, J= 9.0 Hz, 1H), 7.90(d,

J=9.0 Hz, 1H), 7.20(d, J= 9.0 Hz, 1H), 6.87(d, J= 7.8 Hz, 1H), 3.94(s, 3H), 3.29(s, 3H), 2.73(t, 7.8,
2H), 2.44(s, 3H), 1.56-1.52(m, 2H), 0.90(t, J= 7.8 Hz, 3H).

ShhE 49, 52 % 53 SHEHE 469 digte] AAle] 110 ZlAlE W A BA o R Azl A
Aok % Adaks 8] & 200 1A @
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x 2
3= -
SRS | IPac ¥ | olgE AoF® | sierzel THNHR 5 (bew)

49 . e (300 MHz; CDCl3) & 10.86 (s,
[(E&ZY) get=E 42 Ao 1H), 8.95 (s, 1H), 8.23 (d, J =
ojn| i |-2- AE4 8.4 Hz, 1H), 7.69 (d, J = 8.7 Hz,
HE#Hd}-7- HESdzd 1H), 7.15 (d, J = 2.4 Hz, 1H),

Ell 2.2 A _| = h ]
HUEA-2-54-) 220l = WA |60 04 j=24 8.4 Hz, 1H),
B-ZEE-20- |ojtduy
3 =l —3- 2 =apo =t 6.98 (d, J=9.0 Hz, 1H), 6.54
stE actolol E| ygm (s, 1H), 3.98 (s, 3H), 3.12 (g, J
=7.5 Hz, 2H), 2.88-2.84 (m,
2H), 2.41 (s, 3H), 1.70-1.57 (m,
2H), 1.38 (t, J = 7.2 Hz, 3H),
0.99 (t, J = 7.2 Hz, 3H).

52 7-0] 5 A -H- slat= 410] (300 MHz, DMSO-ds) & 10.58
{2-v g -4- TS 42 Mol | (s, 1H), 9.60 (brs, 1H), 8.94 (s,
[(MEdzd) | A8 1H), 8.08 (d, J = 8.1 Hz, 1H),
ofm t=]sd - 7.90 (d, J = 8.7 Hz, 1H), 7.20
2-2 4 -8
me oy (d, J = 8.7 Hz, 1H), 7.08-7.04
S=zul-3 (m, 2H), 3.94 (s, 3H), 2.93 (s,
Zt 5 ~ofnjo] = 3H), 2.80-2.70 (m, 2H), 2.28 (s,

3H), 2.60-2.50 (m, 2H), 0.90 (t,
J=7.2 Hz, 3H).

53 4-{[(7- - {300 MHz, CDCl3) 3 10.94 (s,
HEA-2-24-| glatz 42 giao] | 1H) 894 (s 1H) 840(d J=
8-ZE2d-20- | zr= 9.3 Hz, 1H), 7.58 (d, J = 8.7 Hz,

—a_ol
2=9-3-9) 1H), 7.18-7.15 (m, 2H), 6.98 {d,
FtH d]otol -}
g-nE Y J=9.0 Hz, 1H), 3.98 (s, 3H),
HEdEHolE 3.14 (s, 3H), 2.86 (t, J=7.5 Hz,
2H), 2.45 (s, 3H), 1.66-1.59 (m,
2H), 0.99 (t, J = 7.2 Hz, 3H).

N-[4-3to| EFA|-2-(E&}o| R 2M D) A L]-7- W S A -2-$2-8-Z 2 -2H-T 2 H-3-7}5 20lupo| =

GA 10 4-o}r|=-3-(Egfo] ZF 0 2| e )W EH[CAS 445-04-5] (0.292g, 1.65mmol), ©]®|T}=(0.280g, 4.11lm
D tert-HEZFER2tto)w A E(0.36g, 2.32mm0)S DMF(5ml) &= Ao Hotxg wwtsldtt. T&
4 A, 229 APES (10% EtOAc/ &AL S A3 MPLCAl 9dl] AAste] SxA 2Uds F5314

W 20 4-((tert-FEriol ML A) S A)-2-(Eeto] ZF e 2ul)opd R e Aale] 1014 ALg
#h9iet,

it
ok
g
(o
fru
R

WA 30 THE(GSM) o] @A 22%E 9 BFE(0.23g, 0.430mw)S THE ] 1.0M TBAF(0.480mt,
0.480mwo) 4L 2 0CAAN 3023 At & AASD L TS WLC(40% BrOAc/Srbel o1
AA ] FA }FTES =519

'H NMR(300 MHz, DNSO-d;) & 10.71(s, 1H), 10.08(s, 1H), 8.97(s, 1), 7.94-7.91(m, 2H), 7.21(d, J= 8.7
Hz, 1), 7.09-7.07(m, 2H), 3.95(s, 3H), 2.75-2.70(m, 2H), 1.58-1.50(m, 2H), 0.91(t, J= 7.2 Hz, 3H).
A4 13
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33HE 55

7T-A1EA-N-{2-Ald4-[(MEA T ) HE ]9 d}-2-&4A-8-T = H -2~

IE2H-3-7}5 20}njol =

SA 1 4-(BRrdE)-2-fEd-1-1o] EZ WA [CAS 141281-38-1] (1.45g, 6.1lmm)S TAZ DMF ¢ UE
& WlErE] &8 0] E(0.50g, 6.78mml)ol] 0°ColAl F7pslith. A7) whe E3ES A8 Ao Holz H&
ANZTh. £4 Ay 5, 249 AAPES WPLC(7.5% EtOAc/F 2D o] o&) AAsle] 2 YL 53811, oA
5 Aol ALEH S

S 20 CHClo(15me) 2] WE(3-HE-4-to]EZwl ) 7(0.840g, 4.26mmo)ol m-CPBA(3.0 FH)E A9
A 2AIZE Fot Hobsldgk. A F -, 2E o] AAES MPLC(60% EtOAc/32h)oll o8] AA Sl thg ©@HA

)

S MeOH/THF(30me) 2] 10% Pd/C(0.084g)dll 23] 50 psidlA 3.5
S o] ¥}3Far MPLC(1% MeOH/CHCly)oll olaf A Alalo] 2-wE-4( (e

Azd)ig)eldds e edAA LAR S5

A 4 2-vE-4-((MEd 2 d)E)obd S AAlo] 1A AREE Wi o g X8ttt

il

H NMR(300 MHz, DMSO-ds) & 10.74(s, 1H), 8.98(s, 1H), 8.24(d, J= 7.8 Hz, 1H), 7.93(d, J= 9.3 Hz, 1H),

7.29-7.21(m, 3H), 4.41(s, 2H), 3.95(s, 3H), 2.89(s, 3H), 2.80-2.71(m, 2H), 2.34(s, 3H), 1.60-1.50(m,
20), 0.92(t, J= 7.2 Hz, 3H).

A 14

33HE 66

N-[4-(opr| = 2 d)-2-A D H d]-7-H F A -2-F42-8-Z =2 F-
2H-3 29-3-7}8 2 olulo|=

CH:Cly (5.0me)oll F3HAl 1(0.10g, 0.38Immol)o] &-3f¥ &Moj thoJolol Az ofd o}7l(0.1mé, 0.572mmol)
0.

2 olA|EAL o ”(0.340me, 0.572mmol) Fo] TRAFAFEA FLEEO 504 SN FlET. AV ERES
A2 A 3087 W), 4-obn] =-3-w " ull Al A Eolmlo] = [CAS # 53297-70-4]1(0.071g, 0.381mmo)E 77
g E3E] Ao Hrista Hofz wwtallth. A7) wbE EFES dSE(25m)el R CHCl,(25m)
£ el 7158 BEleta 94 (25m) = AlHE, NaS0o.0l oal HFAI7|aL, oJsta FESte] A
ZAHG. AFES CHLL/AAo 2 mEfAZ] oy A EWPLC o8] AAste] FA 3gES WA ux=
T53H3

lH NMR(300 MHz, DMSO-ds) & 10.95(s, 1H), 9.03(s, 1H), 8.46(d, J= 8.5 Hz, 1H), 7.97(d, J= 9.1 Hz, 1H),

7.79-7.65(m, 2H), 7.33-7.18(m, 3H), 3.98(s, 3H), 2.81-2.71(m, 2H), 2.43(s, 3H), 1.64-1.50(m, 2H),
0.94(t, J= 7.4 Hz, 3H).

AA 15

3h3tE 67

3HIUAN(7-AIEA-2-SA-8-Z 2 H-2H-F 2 -3-Y) 7t d ] o}v| 2= }-3-
A d)dEd]opv] e} T2 @4t

A 10 W020090191673%.0 7A€ AL wpabr AxdE 7-HEAN-(2-HEHd)-2-2 4-8-ZT 2 F-20-F 2
-3-F}E 2~olulo] =(0.104g, 0.296mmo) 7} CH,Clo(5.0me)el]l E3]8 fMo] CHCL,(1.5me) o Fz2AHEA
(0.196mé, 2.96mmol)=S 0ColA H7stsitt. 7] SFES HA271A] $2A17]2 dokx wtsoict, A7) w
2 EFES 0CE Wty ASE(25m)ol &) F=AAHA FHAL oS CHCLL(25me) o o8] 34385t}
F71%5S Easta G52om)l o8] Aldskar, NaSol o8 AxA71M, o3 & FHse] dA2A AL, 4
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7] A A, A-(T-HEA -2~ A-8- 2 2 -T2 Wl-3-F}E 2oluto]| B)-3-wEHlAl-1-E X d FRFge|=E
IR g @Al ARSI

A 20 A-(T-V E A -2-F A-8- 2 2 -2H-H 2 9l -3-7Hg 2~ ofnfo] &) -3-w| 'l uil
0.122mmol) 7} THF(7.0me)oll &-3% % o tert-HE-3-oln x X Z 5o o]
0.152mmol) 2 tholofo] Az 2ol & olrl(0.086me, 0.500mmol)S F7Fekaic). A
|ulE 5 AXA7IAL CHCLA A&3A 7™ =l o3 AlFednt. 7715
Al7IH, oastal w5 AXRAIA WA s F5SAT

A-1-Axd F=Z2lo]=(0.054g,
E slo]=2 3R ete]=(0.028g,
oAl A Hokz mukglk o AV
EE sk Na,S00 of3] Az

220l
o
H NMR(300 MHz, DMSO-ds) & 10.97(s, 1H), 9.02(s, 1H), 8.50(d, J= 8.8 Hz, 1H), 7.96(d, J= 8.8 Hz, 1H),

7.69(br s, 2H), 7.65(s, 1H), 7.24(d, J= 8.8 Hz, 1H), 3.96(s, 3H), 2.87-2.96(m, 2H), 2.79-2.70(m, 2H),
2.42(s, 3H), 2.33(t, J= 7.3 Hz, 2H), 1.60-1.48(m, 2H), 1.37(s, 9H), 0.92(t, J= 7.3 Hz, 3H).

S 3: 7] LAS CHCLL(4.5m0) ol &3NA 7] 3 TRAO.5me)ol <3 Helstgich. Aeo|A 547 FoF muka
T, 8UE 5% A%AA B4 HHES FN A2 S5,
lH NMR(300 MHz, DMSO-ds) & 10.91(s, 1H), 8.96(s, 1H), 8.44(d, J= 8.2 Hz, 1H), 7.91(d, J= 10.0 Hz,

1), 7.64(br s, 1), 7.60(s, 1H), 7.50(t, J= 6.0 Hz, 1H), 7.18(d, J= 10.0 Hz, 1H), 3.91(s, 3H), 2.92-
2.82(m, 2H), 2.64-2.73(m, 2H), 2.37(s, 4H), 2.34-2.20(m, 3H), 1.57-1.43(m, 2H), 0.87(t, J= 7.5 Hz,
3H).

AAd 16

3= 68

T-HSA-N-H2-HEe-4-[ (A Lot =) d 2 d ] #d}-

2-84-8-Z 2 YW-20-F 2 H-3-7H& 20olulo| =

shebeE 682 3hghe 670 diete] AAldl 159 Wl 7l @A 204 wEopnl S A fsh= el ofal Alx
sttt

'H NMR(300 Mz, DMSO-ds) & 10.97(s, 1H), 9.01(s, 1H), 8.50(d, J= 8.8 Hz, 1H), 7.96(d, J= 8.5 Hz, 1H),

7.67(s, 1H), 7.64(s, 1H), 7.32(d, J= 4.7 Hz, 1H), 7.24(d, J= 9.1 Hz, 1H), 3.96(s, 3H), 2.74(t, J= 7.0
Hz, 2H), 2.42(s, 3H), 1.62-1.49(m, 2H), 0.92(t, J= 7.3 Hz, 3H).

AN 17
GTP y s A% #A

®odgel W shEel SIPL BAe ¢S A% AL ool APk, 47 AFEL SIPL £8AE
A WA AZAA A SIPL 89 BHS BARAAY = Auste 5ol BAAE P
Ath. o] A ARE 37 ¥ 30 epIL

MPY%SQQ%(M)EWS%,M7A,MU2N,MUIW,WQHREQQ%OB,ﬂﬂEﬂOO%%OQ

WGTP yS, B Sug W WAL ek 1504 B3] MANA SASAG. AF SHFES ch2aA ek
# ke 3 0.08 WA 5,000 nM W] FEZ EFFATE = 100 uM 5'-obd| P o] Erto]
G 30% FF PR ohe 100 GOPSH FA AL FelM 1087 gl oFE g} L

olo] GIP y 'S H7laHs Aol ola WSS AT 25CAA 3087 ALt e EFRS AT e
stEvk(Whatman) GF/B ZE] AollA ojwjalar, 3mee] W ¢35 o) (HEPES 25, pH7.4, MgCl, 10 % NaCl 100)&
AFgstel 33 AT "EHE AxAYIR AEAE(scintillant) b EFEL, B-AFIE ol gate] S
240 da) AR, EEA-FER GIP y S AR FeAl FASAAY g Wi Ao ola AT,

A% dolE= v)43 378 (non-linear regression method)S o]&ste] Attt A3Al AAY A4S,
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&7] 9k =2 0.08 A 5000 nM Hele] sl AlE AaAle] Aol A 10 nM SIPE 33T
B4 5% GIP y 2RE e SIP1 484 oM, (ECsy)
#Z 3
Ige WE TUPAC H 4 ECso (nM)
6 H-(3-BE2nadd-4-94)-7-H 54 -2-5 4 -8 19.0
=z 7 H-20-3 29 -3-7} 5 ~ofoto] =
5 H-(2-B2 2 Ud)-7-1EA 2-2 4-§-=2 W - 26.4
20-3 2 ul-3-7} 5 ~ololo] =
62 (4R)-4-o}0] £ 5[ (4-{[(7-TH| S A] -2-2 £ -8~ 31

ZRE2i-32d-3-2)71Hd Jojo| k}-3-
e jojo i |-6-5 A Y

i e

38 H-[4-(olordxd)-2-HzpHd |7 S A - 3.5
2-24+-8-E5EH - 2-3 2ol -3-7} 5 Aolojo] &
49 H-[4-(ojn] A 2 )-2-mEH#H Y |-7-H 5 A -2— 14.3

2 4-8-m2H-20-I 2 9l-3-7} 2 Aojnjo] =

AAd 18

ereld PEPRaF A

3(w/v) 2-8to] =8 Al R B-Alo]FZUAER(IPED) 2 1% DSOS &3k %%‘ oM HE T 1 mg

/mE AE FES Alx 6}
o= ¥ FASATh. o
< o] &ste] shof ¥F 1
E (SARSTEDT) ol 433}
HV9S0FS( =5 Aol €]

, AlF 20 WA 25ge] A C57BL6 vwi-5- i(’“\ 2H] FF)l 10 mg/kgo] Fol=F

0:]?:5-]: X] 5> 24> 48» 72 ];"l 96/4?1’ T *“EC(GOldenrod) E‘j %}\](]ancet)
HE UlojA] g AES ATt A EDTA A2 FE 98 dFste vlo]a =M
gl MZE Fo] I = HEMAVET Multispecies Hematology System, HEMAVET
IAXYOIEE Ax)E ol &3t AF3ATE.

(Hale, J. et al Bioorg. & Med. Chem. Lett. 14(2004) 3351).

"3

72 Azt
144 X|2¥

SgE 379 AF

7= HAN-{4-[( A X d o} =]~
-(EFEFLEME )N )2-54-8-
Z2Y-20-2=W-3-FF 200l =
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