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7l & & of

Boubge AR e 2 vbgeel 7l 58 FH2FZA|2 (Tuberculosis)®] A 8A 0|59 &xo g
ot}

vl 4 7] &

FHZEZA2(TB)E wid Wdauigel] @l <o) WS o[ Sroprbam ik, 33t eyl A -

]
Argo g Qg oA A (mult -drug resistant; MDR) TBY 47} Z7}stn 9, WA o] A3 x|
I gJom FHest Jokd 23 FeE Hx Uzt vt (Chaisson R.E.&Nuermberger E.L., N Engl J Med
2012; Zhao Y. et al., N Engl J Med 2012). Aoz 714 11535HA o3 AL, 77l go]3 Fu=F
ZAlzo] AEHe AFES JHAWEA N-XDR FHIZZRA 29 A8 AP AN e a2 oHHE A
wals Aotk Ak 1097 FHEZF 2 A0 A E 98 a9 Aok F/HE ] gkem (Stover C.K.
et al. Nature 2000 ; Andreis K. et al. Science 2005; Makarov V. et al. Science 2009), ©|& % Z7}A|+=
Ax I AFFoltt (Diacon A.H. et al. Antimicrob Agents Chemother 2010; Diacon A.H. et al.
Antimicrob Agents Chemother 2012 ; Gler M.T. et al. N Engl J Med 2012). 3}A| %k, QA NdF =2 7440 &
S 2T gEo] Yol Ay witel, & d FRE /L dart s EAs.

il

HAA) ol 33 QU DNR, RNAS & A &2 e thild = s 4oz nlo]zuteF Ful2F
EHA Y 8l

2l ARs EE AEEe Fo 4Re A% e Avh. 44 del AgEE 929
Ag oFAQl ol aLelAE, ofEeurtels % seAvtelEt A oE FYRE Paw S Zm-cea
otk BT FelzAl, o5 Uk AEY FH W/EE NG vrolutele} Bl s oAl BYL
eI, T g Fe] ehdshl EE Ae ohith

N2 F-TB kAo HAdA 717

ON

9

g
=
)

o o

=, ¢ HlHA BHAE XA EAHS Adsty, o
= 7bed o v EZ 3ol = o A& digk BEEA Hw7USE, S AA dedA
sk wteHgote] 912 9 AEE ofds] elshA Estar dARE, N FHIEFEAIAE DA SobF
(primary granulomas) % TFF3E AE oA A&dl= Ao R AR (Lenaerts et al., 2007)(Houben et
al., 2006; Neyrolles et al., 2006). 7] wpAF2e= F2 vlazsolx] U F=X]A HE9} FE 2FAE
(phagocytic cells) ol &8 low AAYALS HA A 2o 2H 2 4|E (professional phagocytic

%0
o

11s)oll A TAE = 2ukst 3o =34 Ft) (Rohde et al., 2007; Schnappinger et al., 2003). uwh
E‘r’ﬂ 2 AYAES ANEE 349 SFHES Mdsr] 8, BdE ntaRdoelAe N 1y g 389
7% A 9 ARSI e n (102010003533A2), th2 Wgel x3E 7R ¥4 F ATTE S5 =AU
ot} (Arain et al., 1996). A7) WAL AEZH FAE ~gzdy vwA] 7% F4L 2= v, 7 oG
i) AE EokollA wlg- oHTa e A e 24 sl e 232 (Pethe K. et al. Nat Commun
2010; Stanley S.A. et al., ACS Chem Biol 2012), ii) "l Z3}o}x] YHor FaH oz Es= vEA 3
gEo] Ae 2 i) ntaRdeolA]-F= HEF w7y EFe dE] =4 &2 VAl F3HEe] A= (Adams K.N.
et al. Cell 2011) & 7FsalAl Fo=2A Alqfgk ME 4 (lead molecules)®] 7N X HA3} A|7HS T3}
A Ft.
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B ool dpAl whE o} 2
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3}3tE A3 (60 mg, 0.224 mmol), HOBt (45 mg, 0.336 mmol), EDCI (86 mg, 0.448 mmol)®] 1.5 mL DMF &Y
NVMM (136 mg, 1.34mmol)S Z7}sl3ith. o] EFES 1AIZF FoF 20Tl whkeldt). ojo]x o] Eg&o] (4-
g d-1-d)w Elo}wl (40 mg, 0.212 mmol)° A7)bsbar 18417 EoF 30°ColA mwtaldTh. 15 nLE
of Hrlete] mAE FAs. o] EFES olzetm, dolx e Ao)AE 20 ml DM &3
3, gt sFste AN E ME SS9, 013\% 3 ml x 29 CHOH 23] 2 3 mL ¢ CHNOZ A3}

EUset & oysiar, dH AolAE HARAA &F AAHE M4 (12 mg, 120)E WY A2 5319}
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[0204]
[0205]

[0206]

[0207]

[0208]

[0209]

[0210]

[0211]

[0212]

[0213]

[0214]

[0215]
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Br
o /©/ NBoc NBoc
8 cm Hszd - HCI
SN0 R —
O/ PdCIz(dppf), K,COy, MeOH Cl=a
BocN DMF, 80 °C

/@/@ LM, N
F
H KzCO:{ DMSO /@Q
F.C

s 2
BLE 3ol 918 v 34

§]_-61—E -2 -4- (Eg];. iuﬂ\;])u]x]
1,3,2-0) Ak £ ¥-2-91)-5,6-1) 8| =2 7]

F,C

B2

3

B5

(20.0 g, 89.3 mmol), 3IE tert-5E 4-(4,4,5,5-H|EgtHE-
U-12H)-7t28 g olE (33.1 g, 107 mmol)¢] DMF (200 mL) e
s =

o]l K,CO5 (30.3 g, 223 mmol) & PdCl,(dppf) (1.33 g, 1.79 mmol)S A 7] sfo] H7Fsldct. o] wk

2N PE ¢ THF = 19 : 1

B2E §Hdsr] 9fgh ok A

Bl (16.0 g, 48.8 mmol)®] MeOH (250 mL)
& stoll €78t H& 33 H A sk, o]
ATh. LOMSE &Fal A7) Hkgo] FAHNS

da th7lstel 0°C0ﬂA1 16 AJ7F S wukalgd
I

glste] shet

ATk, TLC 2 LOMSE &3l 7] whgo] TAHMNSS g9l
off =239t FFES Z (200 nL) L EtOAc (400 mL)
EtOAc (400 mL X 2)o.=& %%ﬂiiﬂr. AN FE2ES
st &, 7 Sl sESY. FES FH 4] (&

& YO5_1A (16.0 g, 54.6%58)E A Ld=2M 535},

e

]_

% mlo
ﬂ]lo ol

A<
FelM A

BN

§-efell Pd/C (10% 2.50 g)& Ar th7] stell Hrbsklnt. dgods A

‘i% EHES 20ToNA 24 AR S 1, tH7)stell (40 psi) wlwks)

2 FAsgTh. o EFRL A= J=E Fa olgeln, Uy

AelZE MeOH (50 mL x 3)2 A|HATE. AFAIZ AHRES st w530 AXAIHO2ZH ﬂ%% B2
(14.0 g, 36.9% T&)& T4 2L4=2A F53180.

=

92.1% £5)5 WA mA2A FE5}9T).

3}s+E B3 (8.98 g, 39.0 mmol) ¥ 4-ZF
KoCO5 (26.9 g, 195 mmol)Z H7}s}sic}.

[e}
< = (200 mL)el 7tstar o #ete] et & (200 mL x 3) E A94(200 mL

5}?;%% B2 (14.0 g, 42.4 mmol)9] HC1/T]&AF (4N, 140 ml) €9NE 3A17F %<k 25TCelA mukslgith. LOMSS
7] Wkgol FTHHUSES Q. o wkE EFES

Axd w7kA] s5sto] 39E B3 (14.0 g

s EHzUEY (5.20 g, 43.0 mmol)<] ¥ DMSO (100 mL) -&<Hdj

o] ZIES 16A17F BF 120C A wHEFYTH. LOSE E3] A7) #hgo] 2AHYSS i‘f%é}%iﬂr. 01 TIE
5 X
A

Na S0, doll A Axs 13 S, EtOAc (600

L) o2 Faslsle] $3E B4 (11.0 g, 85.

Lot
st
e
o]
=
-
(]
(e
o

21.2 mmol)e] <= THF

nbel A F, kel sEect.

H
5% F8)E WA LA FEH

(120 mL) &9l LiAlH, (4.10 g, 108 mmol)E 0~10 Cold H7}s}

Ak, o] Whg ERh=S 3ARE EF SFAIZT. TLC B LONSE E8 7] wheo] SAHNeS skl ol

W EYES 0C2 WZsta, = (4.1 mb),

NaOH (10%, 4.1 mL) @ THF (120 mL)Z ZAl2~#8A Agr};, o] b
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[0216]
[0217]
[0218]

[0219]

[0220]

[0221]

[0222]

[0223]

[0224]

[0225]

o THEE oFeta, dofXl AFES T NaS0, AdolA =3

=
=
o] 3}8E Y05 (5.60 g, crude)ES WA 1A= —’F‘::r;}‘}iﬁ}. B5 (5 60 g, crude)J MeOH
(9.42 g, 42.4 mmo)E H7}8IAT}. ©] EE

9
g B3 4] wsol FANALS FAsAn. 3]

Aes oAl sFsta, w4 A (£ ds: THF/PE

= 1/20)0 2 AAste] 385 Y05 _Boc (5.80 g, crude)E $th. B5_Boce] HCI/H =4k (4N, 80 mL) &

S 3AIZF &<t 18TCAlA wEkelITE. LCMSE &3l 7 AR sy, A7 eSS At
5 O

=
(5.10 g 72.0% &)E WA BAZA 533,

=
oo
o
2
o\

HN\) NH E
, 1 K\N’BOC ﬁ \©\CN

Pdg{dba)s,xaniphos N\)
Br  Cs,C0, N Hel /©/ T, ————
—_— .
r.co > /©/ i FsCO K,CO,, DMSO
3 F,CO

[} A dioxane

c1 c2

o o
O LiAlH, O
/©/ THF /©/
F,CO F,CO

c4

12 FAst] g dut g4

-BRRA-(EgZZo2dEA)dAl (20.0 g, 83.0 mmol), 3ZITE tert-3d IHIgA-1-712F g olE
(18.6 g, 99.6 mmol)9] T]SAF (100 mL) FEFMO] CsyC05 (37.8 g, 166 mmol) 2 Pds(dba)s (1.20 g), Xantphos

(¢

(1.20 )2 Az t7]std 7Fstdet. o] whs EIES 120CoA 16 AlZF FoF AL tir]ste] mwteleivl. TLC
2 LOMSE E3) A HP"Ol ZAYYLSS FA5HTE. B (200 mL)S HIFsE ¥, o] £FES EtOAc (100 mL x
AN F715S 295 (100 nL x 2)Z AH3aL, 9= Nap,S0, AollA Axd F, 7t

5
35tk &S MIBE (50 mL) 2 #Eelste] 31%E C1 (18.8 g, 65% T&)E A4 uAZR 5315

.8 g, 54.0 mmol)2] HCI/TIS2F (4N, 250 mL) &S 3AIZF &<t 25TCoA wyksliTh. LOMSE
o] ZALALS A5k, o] WhE EdES FHEdle] FFE (2 (13.3 g, crude)E F53F

3}etE C2 (13.3 g, 54.0 mmol) 2 4- EZ” (7.20 g, 59.4 mmol)e] F<4= DMSO (150 mL) 8o
KoCO5 (30.0 g, 216 mmol)E F7}8lth. o] whe ZFE-S 1641%F F<F 120Co A waralith, LONSE £ A
7] ¥kgo] 2AYULS Felsigitt. o] EFES E (600 ml)ol Fetm oFsle]l £, o] nYPERS
EtOAc (500 mL)2 M &3, F4= NaS0, AolA Ax3 & 73t slo 5F3A 0. Tl &S n-92F/MBERZ &

35
5
watsto] sHekE €3 (11.8 g, 62.9% F&)5 24 1A= F5330.

o

3}stE C3(11.8 g, 34.0 mmol)2] F<= THF (150 mL) &<ol LiAlH, (6.50 g, 170 mmol 0~10 ColA H7}sks
ok, o] ¥hE EIFES 3A7F Hot SFFAZAT. TLC E LOMSE Ea A7) whgo] £AEALS gt o
Hbe w2 S 0°CE Wzbetal, 2 (6.5 mL), NaOH (10%, 6.5 mL) 2 THF (100 mL)2 227 A&, o] uk
& =3 Na,S0y Zdoll Al Azxe &, ¢t st %3k, A ES n-&4H/MIBER
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[0226]
[0227]
[0228]

[0229]

[0230]

[0231]

[0232]
[0233]
[0234]

[0235]

[0236]

[0237]

[0238]

[0239]
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F o

ST WL L
NH
NH, ol NH Raney-Ni, H, Cl/ F
—_——
N _ TEA . N MeOH N
/O/ THF /©/ H,N
NC NC

D1 Dz

s
olo

>
N

e 4-(d-om =T Hgd-1-d)ANFUEZ (500 mg, 2.48 mmol)e] ¥4 THF (5 mL) &Me] TEA (754 mg,
Zzebo]= (514 mg, 2.98 mol)E 0°CollA A7tsksich. 4

=
=
o
il
i)
N
L
o
offf o
=
I
i
to
i
5
e,
5
9,
=
it

oF wwket ¥ o] EFEL 20CR 712 F 16417 Bk wnkaiolch. o] kg E3E
100 mL)& 348 & EtOAc (50 mL x 3) 02 FZa}qth. o] FHES AALE A Fsar, Na,S0, Aol

. 5
A AZA F sFsle] AAE da, o2 Ayt A AW (&89 PE/EA = 4/1 WA 1/2)02 AA o] D1
g ;

3152 D1 (380 mg, 1.13 mmol)©] MeOH (10 mL) &9%o] #U-Ni (50 mg)S 7F8FAth. 20°Col A 2A12F $¢F i
o] EES oysla, oHES FEFF Aol FAAES Augl A AY (LA DOM/MeOH =

o3
T,
30/1 WA 10/1) 2.2 AAsF 150 mg (& 39%)9] D28 WMA A ZA] 55359},

Br :
NC DMSO DMF
E1 E2

LiAIH, <:> ND—O/_Q
_—
THF H,N

2

E3

k-

gul

25

olo

ELS §4elr] slg w3

4_

I

For-wixUEY (5.00 g, 41.3 mmol), HHAgYw-4-2 (8.35 g, 82.6 mmol) 2 K,C0; (5.71 g, 41.3
5

mmol)©] DMSO (50 mL) EFES 120 CollA 16417+ SoF wubalgic). o] EFES 2 (100 mL)= 3|48 3,
EtOAc (100 mL x 3)o.2 FZ3Att. ZFAZ F715S & (100mL) 2 A¥94 (100 mL)E AFsta,
Na,S0, “dellA Azxs &, 74k slodl 553, FIALE Agsbd A7 (889 PE/EtOAc = 5/1 WA 1/1) &
= AASte] 4.70 g (581 57%) 9] Bl W A=A F535150.

E2E stz S%k o g

gl

33+E E1 (1.00 g, 4.94 mmol)e] DMF (10 mL) -&9ol NaH (m]d)

e

2d W 60% 24k, 237 mg, 5.93 mmol)<S
0 ‘CollAl #7Fardt. 0 “Coll Al 0.5A1%F Beb wyter & B Ruee-w (930 mg, 5.4 mmol)< 0 ColA 47
g etk oo, o] E¥ES 20 (2 T F 164
(100 mL)Z 4% 3 EtOAc (50 mL x 3)o.2 F&3}
AHstar, T4 Na,S0, Aol Axd 5, 7kt ol

4/1 WA 1/ o2 AAske] 1.10 g (578 78%)¢] E2& WA uA =AM F538H30nt.

ek Wik, o] Whg EFES B
7155 & (100mL) 2 234 (100 mL) =
: PE/EtOAc =

o
ol
ol
g:.u‘
v
2
~
>,
Ll
i
o
Y
Y
i
i)
faits)
oo
o
12

E3E 3Adslr] 9k At 4

382 B2 (1.00 g, 3.42 mmol)e] 4= THF (10 mL) &%l LiAlH, (390 mg, 10.2 mmol)Z 0 ‘CollA
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[0240]
[0241]
[0242]

[0243]

[0244]

[0245]

[0246]

[0247]

[0248]

[0249]

[0250]

[0251]

[0252]

=50l 102292293

0|ﬂ

S NaOH €< (0.5 mL)So& 2 ,
FEES AR AFHskaL, NaSo, ’2}01]"1 AZzA7 & %%5}04 °é°17£ FAE Ayl A Ad (&89

F
choafDMSO Raney-Ni o
o' 0 e 0HO8
NC HleeOH HN o}

120°C
F2

EDC/HOBE C\g CF/> HCl g qo
J\& R N - "
7N N H
L T ﬂ"V@
AN
o

E3 F4

0

&
MeMgCl OH
e N/ N N
o Ly

F§

4-ZF Q0 2-WZUEZH (10.0 g, 82.0 mmol), 1,4-T]&A}-8-o}x}Au &[4 5]d7F (11.8 g, 82.0 mmol) & K,COs

(11.4 g, 82.0 mmol)<] DMSO (100 mL) &&ES 100 ‘Colld 16A17F EoF wukalgitl, o] S 2 (200 m
D& 343 & EtOAc (250 mL x 3) o2 FZ3ttt. 4317 F712S & (200ml) Z Aed4 (200 mL) = Al
Hsla, 4 N32504 Aol A Axe F 74 St sF3te] 18.0 g (& 90%9) 9] F1& A nAZA 53}

{0

3} F1 (5.00 g, 20.0 mmol)2] MeOH (50 mL) &<Mol ZFU-Ni (1.0 g)& 7}atdth. 44Xk ot 7] &=
Al aRket 2 o] EFES AHEta, ABES 53] F2 (5.00 g, & 980 E I TAZA F539]

0

3}3E F2 (1.10 g, 4.50 mmol), 6-FZ=Z-2-o"o|n|t}x[1,2-a]Fd-3-7}2 224 (1.00 g, 4.50 mmol),
EDCI (955 mg, 4.90 mmol), HOBt (661 mg, 4.90 mmol) 2 TEA (1.30 g, 13.3 mmol)e] THF (20 nmL) &E3&S

20 OCOHH 16 A7k Zob wukaldc).

i

ojojA, o] T¢=& = (50 mL)= AT ¥, EtOAc (50 mL x 3)0 FEet. o] F&
T2 AFHE 5, NaS0, ZellA AxAZ v 5] ke dar, ols Aevh 2 A” (L2 DOM/MeOH =

)

20/1 W] 15/ 2.2 AGAste] 1.50 g (& 75%) 2] F3E& WA A ZA F=535}3T).

IS =] =
& Agsta, 49
N

F45 $Hdsr] 9fsh ot &4

335 F3 (1.40 g, 3.08 mmol)<] THF/HCI (5 mL/5 mL, HCl: 2M) &HE 16A17F B BFA AL, o] EI&ES
E (80 mL)ZE AMA3}ar, NaOH 48 (2M, 5 mL)22 pH = 82 F7IASAIHTE. o]ojA, o] E3}&ES

(50 mL x 3)o2 FE3UTt. o] FEES AFA7I, AAdFE AF &, NaS0, oA AxAZ vs 55
dto] 1.00 g (578 79%) 9] 3}3t= FAE A4 RARA $531904.

P58 48] A% A 24

had

3}stE F4 (100 mg, 0.24 mmol)e] F4= THF (5 mL) <o MeMgBr (0.16 mL, 0.48 mmol, Tlo|E of €] Zof A
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[0253]
[0254]
[0255]

[0256]

[0257]

[0258]

[0259]

[0260]

[0261]

[0262]
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Olﬂ

3.0 S -78 ”COM A7betdet. o] EFES ALdA] 0.5AF Fob mukatgith, o] whe EFES NeOH (1
mL) o2 A1, B (30 mL)E 3]s T EtOAc (20 nl x 3)22 FZ34t};. o] FE2ES A3 7|2, AdF
(30 mL)= *ﬂzﬂ*% T, NayS0y Aol AzA e wFetel ZAE 9L, ©F Prep-HPLC (0.1% TFA H7HE)

o2 GASATE. MeCN tlF-2S ¢ stoll AASL, g2 §uE 54 Az o3| AAst 27 mg (TFA 4,
o3 Al

FE&: 2199 FE FBE €2 3 2d=A F5EIGIT.

N K,CO VAR Raney Ni/H H;N VAR
NCOF + HN N—Boc __ 2% NCA@‘N N—Boc — —  ‘m \—®—N N—Boc
— DMSO p— MeOH S

G1 G2

OH o
Cl cl = Cl
Ny // [), cl
S NT"N N7'N F
TEA/THF

— TFA/DCM ) e, S
EDCHOBE \)—\gﬁNH J#NH
\—ON N—Boc [¢] \—@N NH

|

Gl Fdslr] A Avt F4

~ZFo2-WxYEZ (7.80 g, 63.9 mmol) % 1-Boc-3#HZFZ (10.0 g, 53.7 mmol)2] DMSO (200 mL) & ol
K,CO3 (14.8 g, 107 mmol)E FH7}ekitt. dojx EES 16A17F B¢ 100TColA wwkabsict. TLC 2 LONSE &
3 A7) wrgo] 2AHAULSS Felatgitt. A7) DMSO &wiE X FA A AASL, FAE E (100 ml)olA] HE

AZ1 % EtOAc (100 mL x 3oz F=39. AgA7 F71FS & (100mL) 2 A< (100 nl)E A A8},

Na,S0, “gellAl Mzt &, 1%k sholl 5533 th. HAFE MeOH (150 mL)ZHE Ad4ste] GAFgo2H
08 g (58 43%)9) 33TE 1L M Bz x] FE39T).

G225 $Adslr] $1%k At A

& G1 (1.00 g, 3.50 mmol)©] MeOH (50 mL) -&Hel 2H-Ni (0.50 g)& 7Fslgitt. dEgHS 3 stol &
718kl N2 33 A st o] Whg EFES 20TolA 4 AlZHESt Hy th7)8kell (45 psi) ksl LONSE
B 7] ol FAHANSE FAsA. o W EFES otsta, oHES #d d wHFF F, A
7} A A- (&89 EtOAc/PE = 3/1 WA EtOAc, 1% TEA H71E)o & AAste] 1.00 g (& 100%) 2] 3}gHE
G2E A BEeA F5330

]
=

ro
(o]

ar
[e)

o2t

G35 3Hdstr] ¢

=

e -ZFER-2-o"dolnt}x[1,2-a] YJJE]E]—S—ﬂE%/‘a‘*J (140 mg, 0.48 mmol), G2 (90mg, 0.40 mmol),
EDCI (234 mg, 1.20 mmol), HOBt (162 mg, 1.20 mmol) ¥ TEA (121 mg, 2.00 mmol)9] THF (10 mL) E£¢ES
20 “CollA 16 A7+ Fok akasith. LONSE B3 47] WGl FAHSS s, o] whg EFES B
(30 mL)ell 7F8kar, EtOAc (20 mL x 3)o2 FE3IAch. Az S Ads (10 ab) 2 AHskL, F4
Na,S0, dollA Axgk 5 2Sh &oll w53ttt TALE A7k &g PE/EtOAc = 8/1 WA 4/1)&
2 QA 120 mg (78 47%) 9] G35 WA FUEA 5390}

(48 Fsts] A A 24

G3 (120 mg, 0.24 mmol)<] DCM (50 mL) &%l TEA (1.5 mL)< 7}stoitt. ojx &AL 6A17F E9F 20Tl A
WHHEIITE, LONSE B3 7] wkso] THHUSS A, AV §uE FFd g8 AAS gFEE G4
o] TFA & 92mg(5&: 87%) S WA Emx 53 & o2 AA| glo] v T AH&sd
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[0264]

[0265]
[0266]
[0267]

[0268]

[0269]

[0270]

[0271]

[0272]
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G55 $HAslr] 913k nt

r
ol
o2l

313t G4 (45 mg, 0.11 mmol) % TEA (40 mg, 0.55 mmol)9] <= DMSO (10 mL) &9o] 4-=F 2wz F

gho]= (21 mg, 0.13 mmol)E A7bakqlch. dolxl EFES 15417 5k 20Tl A stk LASE &3l 4
7] Wkgo] FAHUSS st o] ¥ E3RES sle] dojx ZAFES Prep-HPLC (0.1% TFA H7F=) o
2 AASI, thRE2 CHCNS 7Y alol A A T, g2 gnE T2 Az 98 AAGA G5e

TFA € 35 mg (F&: 71%) S WA BLd2A 53130

cho3 OEt Raney Nqu
CN N
DMSO 120 °C o T MeoH

H1

f

o
(o3

=
o

g

i) r}ov
LI

A

Y

O]N

/
HC1

N BocHN EDCIHOBt, TEA

MeOH
THF, 20 °C
H4

J OCF3 OCF,
N— Bng—@OCFS
/—QNC>—<\ - .- " TEAIDCM
BocHN o THF, 20 °G —_— /—Q»N
’ BocHN o] 20°C H,N o)
H5
He 7
o
g2 8

HIS $dels] s olu

ot
o2l

StE old I d4-7l2 5 elE (10.0 g, 63.6 mmol), 4-EFFZHXYEY (8.10 g, 65.5 mmol) 2
, 104 mmol) 9] DMSO (150 mL) EF2L 120 ‘Coll A 16A1ZF Bt wulalgich. LOSE B3] 47

—

3@

&8 st AEsel U AASH Aol LALE = (100 al)ol 7 EtOAc (50 nl X
B 5, AR FEES A4 (50 nl)= AHST FF NasSO, ANA AxF e FESA o]

= Ag7A 49 (£89: PE/EtOAc = 4/1) 2 & AAStS 9.50 ¢ (F&: 5199 3}FE HIS tta oY

3% U1 (8.50 g, 33.0 mmol), 21 Ni (1.00 g)¢] MeOH (300 mL) EFES H, 22 (ballon) 3}l 20 “CollA
4N ZE T wksiith. LOMSE F3l 7] dhgo] FAHNSS RIS, o3 &, AHES w53l do
A AAE Al A Ay (899 EtOAc, 0.5% TEA H7FE)o & AA|se] 6.08 g (& 71%) 9 3HE H2E
WAl A=A FESAT.

=]

13E $Adstz] 91sk It 34

ok

3}gHE H2 (6.08 g, 26.0 mmol), BocyO (6.83 g, 32.8 mmol) and TEA (2.55 g, 25.7 mmol)9] THF (150 mL) &

S-S 20 Coll Al 16417+ EoF mWElAth, LOSE B3 4] wkgol 2AHASS s, fulE AA
S o] EIES E (100 mL)o 7}8FR EtOAc (50 mL x 3)&E F=3 & A3IKNZ FHEES Ad5F (50 mL)E
A 3}

o H
B, RS NaSO, BlM AxF The BES] AALE FEST. A4S ded B9 (s PR/
BtOA = 4/D) 0.2 AAI3] 6.80g9] £FHTE B3 24 $5F F, 0% F71 4A ol v T4
g3t

H4E 3Hdstr] 9]gh dwt

il

a5 517

r
ol
o2l

3152 H3 (crude, 6.80 g) = 2M KOH (20 mL)<] MeOH (100 mL) &
LCMSE &3l 7] Whgo] TAHATS Rlsgltt. 55
Aok, A A4S EtOAc (30 mL X 2)2
A 2 3Fsk & EtOAc (50 mL x 3) &

Aol Ax%E & FF3she] 5.50 g9

2S5 30 ‘CollA 3A7F B9k wukahe).

Ag &, S E (100 mL)el 7hsh
Cls Ab83te pH—4i AR
(40 mL)2 AlFskar, ¥4 Na,S0,

F F7b A gl e T

é
Lo
:cg
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é
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o
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jenm}
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i
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H
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fil
>
4
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o
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[0277]

[0278]

[0279]

[0280]

[0281]

[0282]
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[0284]

SES06 10-2292293

Aol AHgct,

55 FAs7] A% A 24

3}3HE H4 (crude, 5.50 g), N,0-tjugs|==2olyl =2 2do]l= (4.76 g, 49.0 mmol), EDCI (9.55 g,
49.0 mmol), HOBt (6.62 g, 49.0 mmol) = TEA (10.3 g, 82.0 mmol)2] THF (150 mL) &FE< 20 ‘Colld 12 A
ZF 5ok wHkstE. LONSE B3l A7) whgo] 4FJSS . et sloll &uE AAT F, o] &3t
S 2 (100 mb)el 7FstaL, EtOAc (70 mL x 3)°& FE3ttt. ZA3AZ FE2ES HdF (50 nl) =

AIFBEAL, 5 NapS0, el A AZAIZ F 5t doj Ak degk A AR (829 PE/EtOAc = 4/1)
o2 AgAste] 5.80 g (3-step & 630) 3FE HHE AN TAZA F53AUTT.

¢

l

HoS Sty elgh vk g4

Mg (99.6 mg, 4.15 mmol) % 4-(EZZFo2HEA])-Hd
m) EFES Mol A Alatd w7bx 50°Col A wukael
THF (10 mL) &91S 0 “Coll Al 7] gdle] 713kt

LCONSE E3 7] vkgo] FZ2HUSE F2lssit). A7)

d HEwule]= (1.00 g, 4.15 mmol)®] 5= THF (15

ATk, olojA, FFE U5 (400 mg, 1.06 mmol)e] F=

Ao EEES 347 B 20TCA B wHkEr3it).

Hhe=S 23 NICL 78 (20 mL) 22 A

Ak, AFAI FEES AAF (10 ML) 2 AH S, F4= NaS0, “dll
(&

3 HEse] dojx WAL AEgt A A9 gl PE/EtOAc = 4/1) 2.2 AASE] 100 mg (&

7 ¥, o

3}3HE H6 (100 mg, 0.21 mmol)<] DCM (20 mL) &4ol TFA (4 mL)Z 5A1ZF &<t 20CollA mukalint. A 38
of & AAZ F, o] EIFES B (20 nL)ol 718k, EtOAc (10 mL) o2 FE3& o] Ao FEES ¥7)s
Rk FA =S W NaOH TE&NE ARESte] pH = 9.00% °ﬂ71*é§}ﬂ % EtOAc (20 nL x 3) o= FZa}lt}.

N FEELS AY4 (10 mb)E AAEFAL, F9 Na,S0, AFol A Zjés_l FE8] WALSE A, o]E FU}

A glo]l by FAANA kR ARE-SFAT.
Br o NBoc NBoc
/© N g Pdc'z(dppf) K,COy4 Hg Raney Ni
NF SO T oweseee MeoH, 25°C
BocN

¢l == Cl

o =
“ LT
CI\CNL\ NN TFA/DCM .
— -
aAmy J‘&FNH j\ngH

EDCI/HOBt

=z 1.40 g, 7.80 mmol), tert-%g 4—(4,4,5,5—EﬂE HE-1,3,2-t)2A R ET-2-Y)-5,6-T]
I Pd-12H-7t2EAHOlE (2.00 g, 6.48 mmol), F AFZHE (2.68 g, 19.5mmol) 2 PdCl.(dppf)

g, 1.30 nmol)2] ¥-<= DVF (30 mL) &=L A )] kol 80 ColA 16417+ &
O

2| = ] Wk
= (100 mL)ell 7Fskar, EtOAc (50 mL x 3)°o.& FE3IAUTE. AFAZ 47155 & (50 mL) 2 2F5



[0285]

[0286]

[0287]

[0288]

[0289]

[0290]

[0291]

[0292]

[0293]
[0294]

[0295]

[0296]

[0297]

[0298]

(50 mL)® A|H3}aL, = NapS0, oM Az 5, 4t sl sFekdvk. ks Aoz A dd (&2
2~
T

PE/EtOAc = 8/1)o.& AHA3}e] 1.50 g (5~&: 83%)

lo
=
o
ot
1=
to
e
fru
>

125 $7ds7] 9fgh dwt &4

I1 (1.50 g, 5.00 mmol) Z ) Ni (500 mg)e] MeOH (40 mL) EIFEL 45 psio £ o4 Jho 3A17F B¢
25°C oA FastAZTt. o] EFES oeta, RS wEte] ZANES 5590, o] RAAES Ay
744 A& (elutent: DCM/MeOH = 10/1, 1% TEA H7FE)o =2 AAStY 635 mg (58 42%)¢] 128 S Rz

A S5sedn.

135 3HA3sl7] 9138k nt

r
ol
o2l

}FE -FrE-2-ogoln|tdZ([1,2-a]l¥ gl ¥-3-7} 252 AF (278 mg, 1.24 mmol), 12 (300 mg, 1.03 mmol),

EDCI (242 mg, 3.10 mmol) 2 HOBT (167 mg, 3.10 mmol)e] THF (15 mL) EFE=S 20 “Col A 8 A7+ EoF mut

Bk, o] W EES E (30 mL)ol 78k, EtOAc (20 ml x 3)Co2 FEFEUTH. AN FEES & (20
ml) 2 A5 (20 nL)E MAEAL, F4 NapS0, dollA Az & 553t IALE 535190, o] JAE A
74 A= ({2 DCM/MeOH = 10/1, 0.5% TEA H7ME)o & AAStY] 500 mg (F&: 97%) 9] 1352 A Rug
A 53

145 $7ds7] 9fgh dwt A

>~
=

e 5AIZF Fot 20°C0ﬂ
3 =23} 300 mg (TFA <
Al flo] o FA A A}%o}‘ziﬂr.

I3 (500 mg, 1.00 mmol)e] DCM (16 mL) &Y
A amksdth, TLCE B3l A7) HPQo} 4
TE: 5% AFE(crude) 14 & A o

158 #4sh7] 91 A 3

o2l

I4 (100 mg, 0.25 mmol) 2 EtsN (76 mg, 0.75 mmol)®] F<= THF (10 mL) & Mol 4-ZF o 2dlzd FZdlol=

ﬁf}% 30 E<F 20TCeA wdtalith. LINSE &3l 7
5 (10 mL)ell 7F&kar, EtOAc (10 mL x 3)o&2 FZ3F%
T NaS0y AellA Axg § 553te] XS 53T,

o] HAFZS Prep-HPLC (0.1% TFA #7}E)=Z AA 8L, 29 MeCNS sFo] &) AAT & 0.5 nL
HClS 7Fstal &2 7xol o8] =& AlA3st 26 ng (HC Oé, S8 2009 15 & WA Bodaa 4 }%E}

Br F
Cl
N~ 2 7N Br

@f
N H —— 7N
= N N H
EDCIIHOBt Pd,(dba)s,P(o-toly)s, = N
° TEA,DMF
o

J1

(48 mg, 0.30 mmol)Z 0 ‘ColA H7latgc). Aoix
7] Hkgo] FAHNSS s, o] vk E3ES

o, A¥AI7 FEES Y94 (10 )2 M FHska,

‘113 FUO FM

=3

€4 10

12 FAs] A% A 24

e -FR2-2-o "ol tiE(1,2-a]l ¥ d-3-Ft2 54 5F (300 mg, 1.34 mmol), 4-HEHE-wlZolwl (248
mg, 1.34 mmol), EDCI (286 mg, 1.47 mmol), HOBt (198 mg, 1.47 mmol) % TEA (405 mg, 4.01 mmol)e F<=
THE (10 ml) &=L 20 CollA 16 A7+ Hob wulaiglc, ololx, o] EFES B (50 mL)Z 3|4g 7,
EtOAc (40 mL x 3)2o2 FE3AUT. ATAZ FEFES 295 (100 mL)ZE MAsa, F4 Nap,S0, oA Ax

Stal FHFo =M 450 mg (& 86%) ¢ Stit= J1S F53 F, ofF v& A vtz ARgslt.

—

28 A5 A dur g4

3}etE J1 (100 mg, 0.25 mmol), 1-Z=F S 2-4-v]d-#lxl (46 mg, 0.38 mmol), Pdy(dba)s (23 mg, 0.025
mmol), P(o-toly)s (8 mg, 0.025 mmol) % TEA (129 mg, 1.27 mmol)e] DMF (2 mL) ZE3&ES N, th7]stel] 164

ZF EQk 100 ‘ColA wubalglTh. o] wkE EFES B (50 mL)E A T, EtOAc (40 nl x 3)OE
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SE506 10-2292293
AN 715 = (100mL) 3 A9 (100 mL) = AlA Sk, T NapS0, Aolld Ax3k 5 5

o]Z prep-HPLC (0.1% NH; H,0 H7}E) o2 ARt MeCN thHES 748t 3ol A7

Az o AAsIA 14 mg (& 13%) 9] J2& WA vFd=A 5330,

-G -G

NCQ . OHC@OCFZ NaBH{OAC),, HOAG HN Mel,Na N
nce DMF

B oCF, > oCF,
N
/
<3 OCF,
< 3Hdsty] 9t dwt ¥4
EHFUER (4.12 g, 34.9 mmol), 4-(EZEZFQZv|EA)WMIAAYS] = (8.38 g, 44.1 mmol) 2 HOAc

T

(2.43 g, 40.5 mmol)e] DCE (100 mL) &1L 25 °ColA] 3A1ZF E¢F wwkal 3 o] kg E32o] NaBH(0Ac);

(12.7 g, 60.0 mo)E 7}&te] QoI whg ZFES 1647F Bt 25 ColA wwhd th, TLCE B uhgo]
AEs A3}, o] vhg EFES pH = 80] HX=F NaHC0, o2 17]4d8lskar EtOAc (30 ml x 3) o=
7

., AR FEES I NaS0, AollA Axstar et sholl 56kl 11.4 g (& 98%) 9] 34+
(

ew= 0 °C YA 10 CoR fAEWEA Aa ui7] st 108 E9k

0

3}3HE K1 (2.00 g, 6.85 mmol )<

]_
DMF (10 mL) |5 NaH (0.328 g, 8.20 mmol, 60% T}e}dd-f HEALoN)o] Fa= DMF (5 mL) Ferolo] oo 2
ARAZ A7 e, o] vk EFES 10A1ZF Bk 25TolA] mWElIth, ololA, Ay £xE 0 C Ul

10 o FASHA 105 Fek o] WG EFEC Mel (1.06 g, 7.47 mol)E ool A AAAZ H7}3

o PE/EtOAc = 12/1)0.2 AA|SFe] 350 mg (& 17%)

sholth. A3A7 FE2ES T NSO, dollA Axg § 31 st w5388k, AkE Azt 4 449
5

LiAlH, (300 mg, 7.89 mmol)e] F4= THF (10 mL) €& 0 ‘Cold 58 ZoF wukdh & 31§+E K2 (350 mg,

1.14 mmol)9] 4= THF (10 mL)§HE 10+ &<t 7] E3E AJyuled AA Hrsioint. o 3=
A7ZF B BHFAZ B L0 (5 ml) 2 15% A NaOH (3 mL) 2 H0 © ]

oo
o

=
L=

Aoz ZgES EtOAc (15 mL x 3)o. & F
0

H3ko] 300 ng (58 85W)e] HFF K3 A eARA F53

i
o
¥2
O
i)
s
>
o
o
i
i
o
4
a
o
)
k=]
o
fr
N
N
>
o
o

off
Ao

Br, Na,CO o LiAlH
NC ' OCF, — % » - .
acetone THF
OH
OCF; OCF,
L1 L2
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[0309]

[0310]

[0311]

[0312]

[0313]

[0314]

[0315]

[0316]

[0317]

[0318]

[0319]

[0320]

[0321]

SES06 10-2292293

L1& 3HAslr] ¢13k 9w

il rul

ok
o2

3-AlolwdlEs (1.40 g, 11.8 mmol), 4-(EZF o2 EA)wA
(3.23 g, 23.4 mmol)&] o}AlE (100 mL

BRulo]= (3.29 g, 13.0 mmol) 2 Na,C0,

awrsiglon] | TCE Fal i
S0l FAUNSS IS, o] W

oo
12
o
12
ol
ol
R
i r_‘\oﬁ_ll
Hu
>
N
R
>
=
()]
>
)
Pﬂ

O
O 1__

2 = G}, o] &S EtOAc (20 mL x
NoF F2ZE3 & ATAZ FZES 5 NaS0,02 7AFE 3 7std Esle] AFRA7) 3, o]ojA] ZAA
25 A7 A A" (fLg)H: PE/EtOAc = 12/1)e2 AASIY] 3.01 g (55 87% )9 FIE L1S 74 29
2ZA F533.

L2E §4str] 915

had rul

o[o
(ot
et
e
o
)
i)
L)
2
)_1:
r_u
il

_&

of
o

mmol) ] THF (10 mL) &1 10 &<t 7] EFEo ofzie] Ax 7t &, %ﬂ_om %%L%% 3.5A1%F F<t
FRAHCH, TLCE Sl o] Whgo] FHAHASTS sttt o] WS M0
B0 (9 nb)E A4 o2 ARgete] W3 & -, EtOAc (20 nL x 3) o2 F&stal, AN =
=
()

mw
=
T NaS0, 0.2 1Az $ 749 shol

H,N
N HN Br NCQ @
Pd(dba), N . N
TFA Xant-phos, t-BuONa LiAlIH,
—_— o
DCM tolene THF
OCF, oCF,
OCF, oCF,
M1 M2 M3
(e}
WS- 13
S 3 =] ols 57
M-S FAsr] sk IRk 34

A 5°C 9 Yy 58 GAEA FFE tert-5E 4-(4-(EFPZFO 2 EA])
E (12.5 g, 36.2 mmol)¥] DCM (100 mL) &4ell TFA (50 mL)E 30% <t 713k 3 o] Wkg &Egt&S 25
CollA 17412k §<t ankaliet,

o
L =

3}gHE M1 (1.00 g, 4.08 mmol), 3}gE 3-HEEIHHo]iAolto]= (890 mg, 4.92 mmol), Pdy(dba)s (750 mg,
0.819 mmol), Xantphos (720 mg, 1.24 mmol) & t-BuONa (1.70 g, 12.3 mmol)2] &F<l (30 mL) &S N, of

7] &bl 18417F =<t 110 “Coll A aHbaldc), o1 Hhe BEE S (0 ColA] B (20 nl) 2 23 I Aglo]E mj=
& B3 AqFskgitt. o] E3HES EtOAc (20 =

e
o
1
Ak
N
iR
ey
o
oo
ik
12
a~)
[e5]
[e9)
—
(@)
=
(@]
1

LiAlH, (280 mg, 7.36 mmol)Z THF (5 mL)ell =713k & N, th7] bl 0 CollA 30% =

2
El
rﬂi
ﬂOL
32
o
)
2
R

0 WA 5 Co Ay 2= xadAM 3= M2 (500 mg, 1.44 mmol)e] THF (5 mL) €AE 308 ok A7) &
gtelo] ZH7}3koTh. S o 2 o] e E3ES 35417 B¢k SRA 7L, TLCE E& o] whgo] F
stelslk. o] W3S HO (3 mL), 15% <A NaOH (3 mL) 2 HO (9 nL)E =22 o= A-gate] 2y}, o] &
=
[e}

&S EtOAc (20 mL x 3)o2 F&EH3ta, A3 FEES F NaSO, o2 AxAZ & 7kt sl

4>v
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[0322]
[0323]
[0324]

[0325]

[0326]

[0327]

[0328]

[0329]

[0330]

[0331]

[0332]

[0333]

SEE36 10-2292293
390 mg (& 83%)9 3}3HE M3E FM A=A F53H9Tt

o N
“
“Clw wm Tl = ROUGE- < i
—_— —_————
Br  Toluene, reflux P'Ph3Br  n.BuLi, THF = DMF =

N1 N2 N3
Pach, M o LiAlH, H?"m
R —
MeOH THF
N4 NS
(e}
Bk 14

4-32 5 #Hld Haelo]= (10.0 g, 40.0 mmol) % PPhy (10.5 g, 40.0 mmol)9] EF<l (100 mL) £ 124]

7 hdstel BFAZG. ALoR PN F, o] EFES ofiste] dojxl Ve A2 EF (200 nl)
u

=S
o2 AHeta, uFstel] AxAA FFFTE N1 (19.5 g, F&: 95%)S WA Btz =581, o2 ts &

SIRHE N1 (14.4 g, 28.1 mmol)®] 5= THF (120 mlL) &eErefo] p-BuLi (11.8 ml, 29.5 mmol, 2.5 M #iH)S
=70 ‘Col A Arhek ., o] EFEL 70 Col A 308 ok mukagith. o]olA, o] EFEL 0 (= spedta,
B E 23| =2 —4H-9] @-4-2 (2.95 g, 29.5 mmol)®] ¥ THF (10 mL) €4S 0 - 10 "Coﬂﬁ A7k, vhge
Z, o] Wg EFES 1243 S 20ToA makakith. E3k NLCIL (100 mL)< 0 - 10 ColA 7+e F, =

(200 nL)2 3|48, EtOAc (100 L x 2)0.2 F&3th. A #7152 4 3ol FH3ko] Pojzl A
g 297t A AY ($9: PE/EOA = 8/DOE AASte] HFE N2 (4.90 g, FE 690)F B o=
539,

N3E shAdshr] feh

2

!

ol

SHEHE N2 (4.90 g, 19.3 mmol), Zn(CN), (2.38 g, 20.3 mmol) R Pd(PPhy); (2.24 g, 1.94 mmol)] DMF (20
mb) E3E& No 7] shell ksl 1A g/t SRR, o]eA, o] whe E9twa = (100 mL) B EtOAc

(100 mL)o.2 BAeint. o3} &, f7lSe ¥ ts 92 AHsaL NaSo, AollM AxA17 5 2<t
PS g N3

sfol wEate] Qojzl AF= 0dS Helsk A A (S PE/ELOAC = 10/D) O HASte] S N3 (5.50
g FE690E Fe A odBN FEIYUG

N4E §Hdstr] 9fgh ddwk A

3HEN3 (500 mg, 2.51 mmol) 2 Pd/C (100 mg, 10%)2] MeOH (20 mL) &3H=Z2L H, (balloon) &4 kel 20 °C

A 24N B WS, o] EHEL olastum, ojxl elREE A dhol HHatel 2T N4 (420
)& P B 0ARN FEE F, oF e 34l w2 A,

39S N4 (400 mg, A&EdH)9 T4 THE (10 mL) &l LiAlH, (378 mg, 9.94 mmol)E 20 ‘Cold HA7}sk 3,

S 70 Coll Al 12417F HoF 7HhEkdth. 2 (0.4 mL) 2 2M NaOH (0.4 mL)S 20 Cell Al A7) wkg
S oFate] dojzl o} Ao|AZ THF (20 mL x 2) & AH ).
FE AL (M0 n)E e B edmA F5eTh. AAbE DO

DCM (30 mL x 2)°.2 FE39 Y. Ao FA4 58 ¥3} NaHC0:<

A3l pH = 82 243 T DM (40 mL x 3) o2 FZ3}3, AN F2E AL T4 NaS0,o.2 A=A

R m{ﬂ
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[0334]
[0335]

[0336]

[0337]

[0338]

[0339]

[0340]

[0341]

[0342]

[0343]

[0344]

[0345]

SES06 10-2292293

cl
+ K,CO, s cl PhNMe,  Cl
L B G A\
SH cl acetone cl s

o1 02
AIBN,NBS Cl Boc,NH cl TFa  Cl
AN, NES m o Soeal 3 m
CCly s" Br NaH, THF s’ NBoc, DCM s NH,
03 04 05
W 15

ot
o2l

01= gHAdstz] 918k LRk

4-ZZZEQHE (10.0 g, 69.5 mmol) L K00, (29.0 g, 210 mmol)2] o}AE (110 ml) E3HEo| 2.3-tZF2 2
-1-Z23(9.90 g, 90.0 mmol)S H7FEATH. o EFES 5AIZF FoF 60TolA kel A7 Wzt
A F o] ZIES ojysle] dojn ofHES 7t %38l 10.0 g (F&: 65%)9 IFFE 018 FN B

o
2
d
(@]
—
—~
—
o
o
%

S
an
©
=2

=

o

-
Lo,
as)}
=3
=
=
)

]

—~
[
N
ofo
12
tlo
)
S
>
e
off
r o
—
©
S

TolA wwrslgitt. Aoz YA
20 mL)& A|Fsa, ¥4 N
oN: PE/EtOAc

oo~
i)
0O,

=
gAA AxF T B Sl wEse] S

ol =
A8kl 8.00 g (&1 96%) ¢ shgte 028 WA ZERA F53H30H.

I
<
—
—
i

2

_I

AIBN (300 mg, 1.83 mmol) @ NBS (1.95 g, 11.0 mmol)¢] CCl, (10 mL) &9 80 ‘CollAl 10 ¥ E<b awnkgh

., 3F3HE 02 (2.00 g, 11.0 mmol)e] CCl; (20 mL) &S A7) &M 7halqieh. foixl E3FEs 17413 &

QF 80TCellA mykstgint. ALoR Wzg 5, o] TFES oFetar, Folxl oARES et wFHake] WAL
2 de 3 ol Agyt A " (LYH: PE/EtOAc= 15/1)3?1 xgzﬂé}oq 2.17 g (& 76%)9 3= 03=
A FaRA 5t

045 3tdstr] $1sk duk 34

Nall (120 mg, 3.00 mmol, 60% WU|Z U FAkal)e] F4= THF (10 mL) &% %ol BocoNH (454 mg, 1.09 mmol)

o) B THF (15 ul) $918 0 ColA N, th7] skl H7kakick. 0 “ColAl 30

e
3
=9
T
=
o

&, 3}gHE 03 (500

mg, 1.93 mmol)¢] F4= THF (10 mL) €N 0 °Colld Z7palaic}. o] uks ol 95C ol muk
ST, o] WESS E (30 mL)E A3l & EtOAc (30 mL x 3)o.= —ir ST, A% F2ES AldS4 (20 ml)
2 MAHSa, F NaS0, AolA Axsk oS 13 sholl s5ste] 34 24 =S Ayt 4 49 (&
g PE/EtOAc = 12/ 22 AAS 400 mg (& 53%) 2] 33HE 045 A BUZA F531% ).

055 gAdet7] 913k At &4

had

B35S 04 (400 mg, 1.05 mmol) 2 TFA (15 mL)9] DCM (30 mL) &S 15A)7F E<F 25Co| A mykatgitt. o]
BFES 7t sho] FEsle] WAIE D, o]E E3F Nay(0; F€H (20 nL)e= HEX 73, EtOAc (20 nL x
o &Pt AR FEES AdSF (20 nb)E AHst, 5 NaS0, AolA Az & 7gstd
3to] 164 mg (& 79%)9] STE 055 P4 FUEA $53T).
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[0346]
[0347]
[0348]

[0349]

[0350]

[0351]

[0352]

[0353]

[0354]

[0355]

[0356]

[0357]

[0358]

SES06 10-2292293

'\@ _ TsoH C /Co Zn(CN)s PAPPR)y C /:O
Br —_—————— =
Br |PngCI THF Toluene DMF
P2

P2

gt 1-PER-4-2 0 =l (5.00 g, 17.7 mmol)®] 5= THF (20 mL) &°fell ;-PrMgCl (10 mL, 20.0 mmol,
THROl A 2 M)S -40Coll Al A 71akdth, o] £molA]l 1A Bk wwket 3 g Ees| =2 -4i-9) @-4-2 (1.77
g, 17.7 mmol)9] 4= THF (2 mL) €4 —40 “CAA H7algint. o)A, o] EFEL 20 (2 7423 F 24
b Eor wkelgith. ®3k NHCL (50 mL) & 10 - 25 ‘ColA #Hzhkek ¥ B (50 mL)E o] W& o

rt. o] EIES EtOAc (50 mL x 2)o2 FZa9vt. AIAI v7%— a,
(82 M: PE/EtOAc = 20/1)2.2 At 335 Pl (1.58 g, F&: 35%)S WA Bz 5535490},

P2E A sHs] A% A FA

H
& Pl (1.57 g, 6.11 mmol) % p-EFAEEL d53E (5 mg)e EF<¢ (40 nl) &94S 7FE3le] 8AI3E
sl 71ok5 g

s )5 o
Fh FFAAT, o] Wg §92 Pesel wHSe] £ P2 (162 g, quant)F FEF ¥, olF g F
golA) vhz ALgsach.

38 P2 (1.62 g, 19.3 mmol), Zn(CN), (835 mg, 7.11 mmol) ® Pd(PPh;). (783 mg, 0.678 mmol)2] DMF (15

mL) EFES N, th7] st 7tdste] 1A13F 59F SFAIATE. o]ojA] o] ¥kg E3ES & (50 mL) ¥ EtOAc
(30 mL x 3)eZ 3A&ta, o] EtOAc F& HH3 td A AFE AFetar, T4 Na,S0, Aol AxA F 7+
¢t slo] sFee] AFE AAE A, o2 Ayt A A™ (L8 9 PE/EtOAc = 20/1) 0% AA G 3=

P3 (930 mg, & 8205 E& o*ﬂ fi%li*i 53

P45 3Adstry] 9t dut ¥4

3182 P3 (930 mg, 5.02 mmol) 2 Pd/C (150 mg, 10%)2] MeOH (20 mL) EFES H, (17181 7] 3kl 20°C ol
=

Col g EFES ofneta, RS FHHe] 2ATR M FEF F, o8 o

3% P4 (710 mg, 3.79 mmol)S] T4 THF (30 mL) &l LiAlH, (720 mg, 19.0 mmol)E 20 "ColA] 484]%F
Eob H7bedet. & (0.7 mL) 2 2M NaOH (0.7 mL)g 20 “ColA A7) wre EaEo] Arlste] Av] HbSS
A 3 F, o] EFES oysta, FE Ao)AES THF (30 nL x 2)2.2 AHsPT. AFA AFAES 553}
o] AFE= FALE A, o] DM (50 mL) = IM HCI (40 mL)E 3413k 3 DCM (30 mL Yo7 Z=ZE3T),
dojzl A S5 X3} NalCOy S AFE3le] pH = 82 A3 &, DM (50 mL x 3)o.2 FF3ta, ZAFAIZ DM
e T NapS0, oA A7 5 FEske] st PS5 (210 mg, & 2005 e edz=A S5
o]

HO = CH,NH,

> H5N \

I cl Cul, PdCl, (PPh3), 2 cl

™G
Q1
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[0359]
[0360]

[0361]

[0362]
[0363]
[0364]

[0365]

[0366]

[0367]

[0368]

[0369]

[0370]

[0371]

sSE50] 102292293
H %/xl 17

gul h

RIS §P4st7] 915 9wt 34

had

e 4-F2E-2-90%HE (1.00 g, 3.94 mmol), TEIE ol (1.08 g, 19.6 mmol), Cul (75 mg, 0.40
mmol), PdCl,(PPhy), (278 mg, 0.40 mmol) ¥ TMG (4.21 g, 36.6 mmol)Q] ¥4 DMF (20 mL) &£3FES N, tj7]|sh

AR YA & o] E3HES & (20 mL)E A8k, EtOAc (30 mL
x 3)o2 FE3AUT. AN FEES A9 (156 mb)E A3, T4 Na,S0, dolA Azxd F 7ststol
ol ]3] A

Astar, @ S48 4 Azl s AAGe] 300 ng (5&: 4199 G RIS FA BRRA LSS0,

NH;  NH,GH,COOH /ND\ Boc,0 </N :@\ CH,l
—_— f“"‘< R A——— —_—
ol /@i HCl H,N ¢l EtN,, THF BocHN N cl  K,CO,; DMF

5ol WS A3

-9,
Gl
o
=
¢}
<
j==]
=
oy
o
>
=
=
=
&=
=
=)
N—
il
ox
2,
ol
ol
38
o
@)
=
O
=
=
-
i
illeS
ol
e
ol
ol
=2
of\
il

N
NH, H
R1 R2
\ \
N N N N
IR G U SRS G WV S B
BocHN N ¢l BocHN N cl HaN N Cl HsN N cl
/ DCM /
R3 R3 R4 Re
WA 18
RIS Ghials] el v 2

4-Z22-1,2-dd@dolyl (3.00 g, 21.1 mmol) ¥ =241 (2.00 g, 26.0 mmol)<] 6N HCI (16 mL) &4E& N,

7] atell 100 “Coll A 72417+ Eob mulaigith, AL ow Wzhek T o] TS A3 Ny 0 £ (18 ml)ol
A E"EA71a, CHCly, (30 mL x 32 FE3Gt. 2T FE2ES 494 (20 mLE2 A3, T
Na,S0, AollA Azx3d 3 Astslel] FFate] 1.21 ¢ (578: 3209 33E RIS A EdzA 531301,

R2

il

stz SIg Ak B

335 R1 (3.62 g, 20.0 mmol) & TEA (4.04 g, 40 mmol)¢] THF (70 mL) &<l Bocy0 (4.32 g, 20 mmol)Z 0

‘Coll A Hrbaka, dold §NG 25 CollA 15417 HoF wubaiglc). o
EtOAc (30 nL x 3)o.2 FZ3I
A5, ol& Azt A AH (

PR FE8,

I

R3 & R3'E 3HASl7] gk At 34

3}gHE R2 (600 mg, 2.14 mmol)  K,CO; (588 mg, 4.26 mmol)2] DMF (20 mL) dErele CH;I (420 mg, 2.96

25CollA wRkedltt. o] Ed=S & (50 ml)=
% /;]lotlﬂ_/l: (20 mL)E k]]fi"]ﬁ‘]—_—ﬂ_y *ur“/l\‘ N32804 /\ol'oﬂlﬂ

@ (g2 PE/EtOAC = 5/1) o2 AA|3}e]

mol)E 0 ‘Cold A7betnt. Aoz
O EtOAc (30 nmL x 3)o2 Z=Z39ct, 2% =+
A

332 R3 2 &FE R3' (500 mg, 1.69 mmol)e] DCM (25 mL) ool TFA (12 mL)Z 0 ‘CollA #7}apict. &
o) &AL 25 CollA 1542k B9 mukela, o] EFES A dlel wEEte] WAE A, o]F XE3b Nal0;
g (15 mL)e2 FEAZ % EtOAc (20 nL x 3)o2 FE3IAth. 2N FEES 5 NaS0, Aeold
zata, ggstel wHaed 289 mg (& 88%)9) FAFE R4 R R4 EFES A LURA da, o)e FUt
AA Qlo] thg sAoNA BEZ A&}
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[0372]
[0373]
[0374]

[0375]

[0376]

[0377]

[0378]

[0379]

[0380]

[0381]

[0382]
[0383]

[0384]

SES06 10-2292293
o]

B 0)L (HO),B
Br. NH. i-Bu
\@i 2 \H/\NHBOC DEAD, PPh; D/ \O\OCF
BchHCHZCOZH THE BocHN T R
o o’

H

TEA, THF Pd{PPhy),
s2
OCF, OCF,
N TFA N
NS - ¢ O
BocHN O bcm H,N O
§3 $4
[e]
w2 19
o 5 = o]l © 37
Sl= gHAdstz] 9fsk dnk oA

Boc-GLY-OH (18.6 g, 106 mmol) 2 TEA (10.6 g, 105 mmol)e] F<= THF (200 mL) &%o] o]AfE Fravy=
HolE (12.0 g, 87.9 mmol)E 20 CollA H7latirt. dojF §AL -20 CollA 1.547F 3t &
o :-5-F 2 ZHE (20.0 g, 106 mmol)9] F4= THF (50 mL) &4& A7) G0 Hrlste] Lo EFES
25C oA 17413 Fot wdkasith. & (50 ml)S 7hate] 47] WS FE(quench)A7)3L, o EFES ¥}
Na,COy =894 (20 mL)ol A &EAIZ] F | EtOAc (50 x 3 ml) &2 FE3}S 2] =
H3skar, T NaS0, AolA Axd v 7 stell sFste] IAkE da, ol Azt A Ad (&g
PE/EtOAc = 4/1) 2.2 AAEF] 12.0 g (

$28 GAlsh] A% A g4

S1 (5.00 g, 14.5 mmol) = PPhs (8.45 g, 32.2 mmol)¢] F-= THF (70 mL) &S 0 ‘CollA] 30%

e
£
T
T,
of

DEAD (5.0 nL, 31.7 mmol)E H7batalch. deojd &g 25 ColAl 15A13F SoF wnkalelct, o] uhg &3
E (20 mL)E 343 &, EtOAc (30 mL x 3) o2 FE3IHT. A% FEES 9S4 (15 nL)E AlFstar
Na,S0, Aol Ax3 oS 79t dlol FFdte] IAE ., o2 HEst A A7 (£89: PE/EtOAc

2 AASt] 2.40 g (& 5199 3FE 525 A BoaA 535300,

Il
\

S35 §Hdshr] 91§k duk A

gl

BEE S2 (1.00 g, 3.06 mmol), 4-(EE]ZFL2dEA) HdWEA (800 mg, 3.88 mmol), Pd(PPhs), (600

mg, 0.519 mmol) = <=7 2M Na,CO; (10 mL)<] DME (35 mL) &8-S 80 "ColA 17417+ HoF mukalaie}, o)

ot

g
ES B (20 mL)Z2 3Asta, EtOAc (20 mL x 3)O0.2 32 , A9 (10 mL) 2 A EET. a3 F555
T NapS0y Aol A Ax2AIZ v 7 3l 53t A8 da, ol Azt 4 A4 (&89 PE/EtOAc =
9/1)o 2 AABIA 1.00 g (& 80%)<] s}3t= S35 WA FLEA F53130T).

nHN
=

g
_I

S3 (400 mg, 0.980 mmol) 2 TFA (7 mL)<] DCM (12 mL) &L 2 5A)7F ot 25T 4] wukelgitt. o]
S 7 sloll wEste] AALE P, o]E X3 Na,C0; F&d (15 mL)dlA HEA7]aL, EtOAc (20 mL x

=
=

3or FEAT. AN FEES AYST (16 mb) 2 AlFskL, F5 NaS0, BellA Az
o] 230 T

o
ul
I

Ca0, Pd,(dba),

) cl s N
cl H MeCN N NHBoc  DCM cl s NH,

T T2
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[0385]

[0386]

[0387]

[0388]
[0389]
[0390]

[0391]

[0392]

[0393]

[0394]

[0395]

SES06 10-2292293

tert-F-8-2-o}u =-2-E] 2 Lo & 7lulH| o] E (450 mg, 2.37 mmol), Ca0 (165 mg, 2.94 mmol), Pd,(dba); (365
mg, 0.400 mmol) 2 dppf (885 mg, 1.60 mmol)¢] MeCN (7 mL) &3&Ed] 2-FE2Z-4-22%old& (500 mg,
1.97 mmol)2] MeCN (3 mL) &FES 20 Coﬂ/ﬂ 7haka, dojxl EFES 60 Coﬂlﬂ Ny th7]&bell 8A1ZF &<QF uwk
ST, Ao WAAI &, o] EES E(20 nb)E A3 v, EtOAc (30 nl x 3)E FEF3taL, A HF
(10 mL) & AH3GATt. o]ojA] F Na,S0y oA zxstar, 7St spoll s53te] TS €2 F, ol& Ad
(&2 PE/EtOAc = 6/1) 2.2 AAsto] 500 mg (F&: 87%)° 3= TS M FLEAN F533T.

125 §dshr] 9fsh vt A

3}gHE T1 (300 mg, 1.00 mmol) 2 TFA (5 mL)2] DCM (8 mL) -&NS 3A|7F &<t 25Co| A wHk3lit}. o] &3
ES A ol wF38te] IAME dar, olE X3} Nal0; =89 (20 mL)o & #HEAIF]aL, EtOAc (20 mL x 3)&
2 FE30. 2FAT FEES YT (20 L) 2 AIFFFAL, F4 NaS0, AollAl Adzxgt & 7A9tsle 553
o] 182

mg (581 91%) 9 3tgte 128 A BLRAN F5330H.

NCO o
0 HO_Q_F L\\‘/O NC N\/\—J Raney Ni
Cl S —d —— =
A Cs,C0,, MeCN @ Mgl THE ,@ WMeOH
r NC

L} uz

I FZE3 =" (4.00 g, 43.2 mmol), 4-ZFL =29 = (5.34 g, 47.6 mmol) Z Cs,CO; (14.1 g, 43.3 mmol)<]
MeCN (50 mL) ZH2S 80 ‘Colld 17A17F EoF wuksiginl, ALow WzkAzl & o] 2L B (50 nl) 2 3
A&k ohS ) EtOAc (50 mL x 3)E FZ&sla, 294 (30 nl)E AFHE ohS | F4 NaS0, Aol A Axsta, 7
sl FF3sle] A A AP (&8N EtOAc/PE = 1:10) 2.2 AAst 2.10 ¢ (5
£ 29%) 9] BgHE

ﬁg
= mlm

3}eE U1 (1.00 g, 5.95 mmol), 4-Alofx=dld o]AAJold|o]E (1.03 g, 7.15 mmol) 2 Mgl, (825 mg, 2.98
mmol) 9] §-4= THF (25 mL) EFELS 60 Coll A 1747 EoF mukslgi), Aoz W7ty & o] E£38s =
(35 mL)& 3|43t v}, EtOAc (30 mL x 3)& FEF3FaL, Y94 (30 mL)E AF S ths, F Na,S0, Aol A 7

x3ha, B Bl BHA] WAL
200)) S 128 tha BURA £5

U35 #Ast] Sig At g4

A& 5, o] FAFE EtOAc/PE (1/4, 15 mL) 2.2 AF3le] 800 mg (&
aalet.

SHEHE U2 (400 mg, 1.28 mmol) 2 2 Ni (100 mg)e] MeOH (20 mL) &S H, (50 psi) =4 atell 30 Col

A 17AIRE EQb aRkekgitt. o] EfES ofFete] Aol oFEE Fstetel FFHhe] 320 mg (& 78%) 9]

{0

[¢]
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[0396]
[0397]

[0398]

[0399]

[0400]

[0401]

[0402]

[0403]

[0404]

[0405]

[0406]

[0407]

[0408]

SES06 10-2292293
)

o o Et OH
| SN LiOH (aq.)
_ + OEt - - ZIN\
F NH; cl EtOH, reflux -

EtOH, 50°C
overnight FXx N

T NH, o) //@R1
RIS NH
EDC, HOBt, TEA AN
=

MC, rt, overnight  p~Xx N

V2

whg4) 22

VIS $delr] A Aut F4

2-olu=—4-ZF o 2 #Y (0.41 g, 3.66 mmol) E oE-2-FZZolAEolAEHO]E (0.66g, 4.02 mmol)2
EtOH (7 nL) EFES 7 =04 whA] wnksklch. o] vkg E3tE-S FhdstdlA] wFstal, dojzl &
AY AR EIYY (n-FAF ¢ oE oA HO]E =3 1 1 ratio)® AAst VIS F58HTh.

25

V2E s Slg A g

= A= S (o]

V1 (0.20 g, 0.90 mmol)¢] MeOH (6 mL) & E}H

>
N

A LiOH (0.11 g, 4.5 mmol in 2mL H,0)& 713k %

n2

SEl
2GS 50 ColA wuta}
q.)=2 AAdseE & Ao
o,

32

o 2241%F S Hstel AAstar, ozl A dAEAE M HCI (a
_]

T, f7 8 | @9
AREE AN n AT AZAA V2 (0.10 g, 60 DE WA TAZA 58

2

V3g siAdelr] efeh dwk A
V2 (0.030 g, 0.16 mmol), 1-ol€&-3-(3-tjWee}n -z 23 )-FtRt]eln|= (0.044 g, 0.23 mmol), 1-3|=F A
HZEZol=E (0.010 g, 0.078 mmol) & Egjoleo}l (0.043 mL, 0.31 mmol)e] F<= DMF uyt &oo] X3ty

Aol (0.17 mol)S 7Fati, olx EIFES 80'ColA 447 HoF mukatgith. Ay 7] &uE 7Heta)
AAsIL, doxl GALE e EdA A5 JErtE2HY] (n-FA4F ¢ old ofAlHClE = 2 ¢ 1 ratio)® A
kel V3& 53kl

2N 3 FH 2o in vivo A

TB-7Zd e k-9 uhelgol g (load)ol thdh 342 171 2 1759 &3S Fx 3¢E o]~y = (INH) <}
FH3 o} BalbC v$-22 vy S =3 8x10° M. tuberculosis H3TRVE FAANAG. \Fg-
1440l | BAIA HdlA ] CFU 45 24dsiith. 34 79 ZdddA, nfe25 6dA5FEH A=ste 39
th. FFEES 209 -W-EZAY Zddd ZFEF 100 AU o]E (ETPGS) &Mol| vtz 83|
19 13] T (single daily dose)S AT ¢ (oral gavage)S E3 T3t ch. 7]3#S 1X PBSlA
< oA vte o} dF(load)S HIlsA. 718 dASE] A4 A ES Middlebrook 7H11 &

HolE Aol Axstil, 5% C0, th7] 3foll 37TCeolA 3537 A2 & (FUE 54353 T.

@ mAA(3UTke] AR Fi % 3), AT Fold song/ke®) HFE 171 EE HAFE 175 F 2 A
$29] AL A vk e CFUS) AAvt HREIG. AWACE HPE 171 L RFE 175
&

vpaE ol el A BT Y AAAE 2 AL AR U Fdold, =u waTs 4 S,

Ay 8TEA W AAF 49 27 Aol ojelon s oY B AwsH Avh. 1 A, olst e

WHE, in vitro AES) Aol tel B4 HFEL 2ol AU F 24 BAPoRA T AgHe] gt
o]

shote 2aede Thede BeE

in vitro M. tuberculosis 737l
B 28y 289 7 e

_67_



[0409]

[0410]

[0411]

[0412]
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[0420]

[0421]

[0422]

[0423]

[0424]

[0425]

[0426]

tuberculosis ’37S EUH

A& A8 5 A B

i
)
i)
ol
o

o

A

Andries K. et al. A diarylquinoline drug active on the ATP synthase of Mycobacterium tuberculosis
(2005). Science 307, 223-227.

Arain, T. M., Resconi, A. E., Singh, D. C., and Stover, C. K. (1996). Reporter gene technology to

assess activity of antimycobacterial agents in macrophages. Antimicrob Agents Chemother 40, 1542-1544.

Brodin, P., Christophe, T., No, Z., Kim, J., Genovesio, A., Fenistein, D.P.C., Jeon, H., Ewann, F.A.,
Kang, S., Lee, S., Seo, M.J., Park, E., Contreras Dominguez, M., Nam, J., Kim, E. Anti-Infective
Compounds. W02010003533A1.

Chaisson, R. E. & Nuermberger, E. L. Confronting multidrug-resistant tuberculosis (2012). N Engl J Med
366, 2223-2224

Diacon A.H. et al. Early bactericidal activity and pharmacokinetics of PA-824 in smear-positive
tuberculosis patients (2010). Antimicrob Agents Chemother 54, 3402-3407

Diacon, A. H. et al. Randomized pilot trial of eight weeks of bedaquiline (TMC207) treatment for
multidrug-resistant tuberculosis: long-term outcome, tolerability, and effect on emergence of drug
resistance (2012). Antimicrob Agents Chemother 56, 3271-3276

Gler, M. T. et al. Delamanid for multidrug-resistant pulmonary tuberculosis (2012). N Engl J Med 366,
2151-2160

Houben, E. N., Nguyen, L., and Pieters, J. (2006). Interaction of pathogenic mycobacteria with the
host immune system. Curr Opin Microbiol 9, 76-85.

Lenaerts, A. J., Hoff, D., Aly, S., Ehlers, S., Andries, K., Cantarero, L., Orme, I. M., and Basaraba,
R. J. (2007). Location of persisting mycobacteria in a Guinea pig model of tuberculosis revealed by
r207910. Antimicrob Agents Chemother 51, 3338-3345.

Makarov, V. et al. Benzothiazinones kill Mycobacterium tuberculosis by blocking arabinan synthesis
(2009). Science 324, 801-804.

Neyrolles, O., Hernandez-Pando, R., Pietri-Rouxel, F., Fornes, P., Tailleux, L., Barrios Payan, J. A.,
Pivert, E., Bordat, Y., Aguilar, D., Prevost, M. C., et al. (2006). Is adipose tissue a place for
Mycobacterium tuberculosis persistence? PLoS ONE 1, e43.

Pethe, K. et al. A chemical genetic screen in Mycobacterium tuberculosis identifies carbon-source-
dependent growth inhibitors devoid of in vivo efficacy (2010). Nat Commun 1:57. doi:
10.1038/ncomms 1060 .

Rohde, K. H., Abramovitch, R. B., and Russell, D. G. (2007). Mycobacterium tuberculosis invasion of
macrophages: linking bacterial gene expression to environmental cues. Cell Host Microbe 2, 352-364.

Schnappinger, D., Ehrt, S., Voskuil, M. I., Liu, Y., Mangan, J. A., Monahan, I. M., Dolganov, G.,
Efron, B., Butcher, P. D., Nathan, C., and Schoolnik, G. K. (2003). Transcriptional Adaptation of
Mycobacterium tuberculosis within Macrophages: Insights into the Phagosomal Environment. J Exp Med
198, 693-704.

Stanley, S. A. et al. ldentification of novel inhibitors of M. tuberculosis growth using whole cell
based high-throughput screening (2012). ACS Chem Biol 7, 1377-1384.

Stover, C.K., Arrener, P., VanDevanter, D.R., Sherman, D.R., Arain, T.M., Langhorne, M.H., Anderson,

_68_



[0427]

[0428]

[0429]

S.W., Towell,

J.A., Yuan,

Y.,

McMurray,

D.N., Kreiswirth, B.N., Barry, C.E., Baker, W.R.

s==4

10-2292293

(2000). A

small-molecule nitroimidazopyran drug candidate for the treatment of tuberculosis. Naure 405, 962-6.

in China (2012).

Zhao, Y. et al. National survey of drug-resistant tuberculosis
2161-2170.
Z 1
# cpd QUM # cpd QUM # cpd QUM
(MICgp. uM) (MICgp. uM) (MICgp. uM)
1 ++ 27 ++ +H+
2 ++ 28 +H+ +++
3 o 29 4t 44t
4 +++ 30 +++ +++
3 1+ a1 +H+ +++
&) +4+ 32 ++ +H
7 +++ 33 +++ +H+
8 +H+ 34 + +H
9 +H+ 35 oo g +++
) it 36 +H 4+t
+++ 87 +H+ +++
i+ 33 +H+ ++
+++ 30 +++ +++
+H+ 40 o i+
+++ 41 Htt =t
e+ 42 ++ +H+
+++ 43 g i 3 +++
+H+ 4 4+ T it
+++ 45 +H+ 71 +++
+H+ 46 T 72 et
+++ A7 +++ 73 ++
H 48 it 74 it
+++ 9 et 75 g
+H+ 50 HH 76 44
++ 5 -+ yifid +Ht
i 52 e 78 ++
Activity range: +++ indicates < 1 uM, ++ indicates
indicates > 20 uM
# cpd QU # cpd QUM # cpd QUM
(MICs, ull) (MICss, uM) (MICg, ulM)
79 . 105 ++ 131 ++4
20 1+ 108 4+ 132 +++
31 o 107 4t 33 ++
82 +H 108 +++ 134 +H+
83 it 109 et 135 e
84 +H 110 +H 136 +
35 - 111 1+ 37 4t
86 4t 112 —+ 138 +H
87 1 113 1 130 e
38 ++ 114 H+ 140 H+
39 ++ 115 ++ 141 +++
90 ot 116 ++t 142 ++t
91 +++ 117 +H 143 ++
2 - 118 +++ 144 amar
23 +++ 119 H+ 145 H+
04 ++ 120 H+ 146 +H+
05 - 121 4+ 147 +H+
26 +t 122 ++ 148 +++
97 4= 123 ++ 149 4
98 +H 124 H 150 H
20 - 125 ++ 151 i
100 ++ 126 H+ 152 +H
101 +H+ 127 H+ 163 +H+
102 $4- 128 4t 154 +-
103 H 129 +H 165 H+
104 I 130 ot 156 ot
Activity range: ++ indicates < 1 uM, ++ indicates between 1-20 uM, +
indicates > 20 uM
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# cpd QUM # cpd QUM # cpd QUM
(MICe, ull) (MICs, ull) (MICgp, ul)

167 + 183 + +
168 ++ 184 +Ht +H
159 ++H 180 + +t
160 +H 186 +H+ H
161 +H 187 +H+ +H+
162 +HH 188 Ht H
163 +H 189 + H
164 + 190 +t +Het
165 +H 101 4 H
166 +H 182 +H+ +Ht
167 +HH 193 +H+ +H+
168 +t 104 +t 44
169 ++ 185 +H +H
170 +H 106 +Ht +Ht
171 +it 197 amd 293 +++

72 tt 108 + 224 Ht

73 +H 189 +H+ 225 +H+
174 i 200 +H 208 Ht
175 t+ 201 +H 227 Ht
176 +H 202 tE 228 H

77 s 203 mad 229 it
178 +H 204 +H+ 230 +H+
179 +H 205 +++ 231 H+
180 i 206 +Ht 232 2
181 +HH 207 +Ht 233 +Ht
182 t+ 208 +Ht 234 +

Activity range:

indicates » 20 ull

+++ indicates < 1 uM, ++

indicates between 1-20 uM, +

# epd QUM cpd QuM # cpd QUM
(MICg, wbl) (MICsp, ulM) (MICs, ulf)
236 g 1 2681 +H+ 287 +HH
236 +H+ 262 + 288 H+
237 +H 263 + 289 ++H
238 +H 264 +H 290 +H
239 +H+ 265 +H 291 +HH
240 i 206 + 202 +H
241 +H+ 267 +H+ 293 +H
242 ++ 268 +HH 294 +HH+
243 +4+ 269 +H+ 205 +H
244 +H 270 +HH+ 206 ++
245 HEE 27 + 297 +HH
248 s 272 ot 208 Eand
247 +H 273 +H+ 299 +HH
248 +H 27 +H 300 ++
240 + 278 + 301 +Ht
250 + 276 + 302 ++H
251 + T + 303 +H
252 ++ 278 +H 304 4+
263 +H+ 279 H 305 +H
254 +H 28 +HH+ 306 ++
255 + 281 +H 307 H
256 ++ 282 H 308 +H
267 +H+ 283 +t 309 +H
258 +HE 284 +H 210 +H
259 +++ 285 +H+ 311 +HH+
260 + 286 +H 312 H+

Activity range: +++ indicates < 1 uM, +

indicates > 20 uM

indicates between 1-20 ulM, +
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# cpd am # cpd i} # cpd QU
(MICs, ulf) (MICs, ulM) (MICsp, ull)
al3 +HH 328 Ht 43 Ht
3 H 328 + 3 HH
3l t 3 -t 34 t
316 +HH 331 + 346 H
317 H 332 H 7 Ht
al8 H 333 Ht 243 Hi
319 tH 34 tH 34 T
320 +HH 335 Ht 360 Ht
2 tH 36 Ht
32 +44 337 Ht
323 +H 338 Hit
324 +H 339 H
325 +H 3 H
326 +H l H
2 +#H 342 H
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cpd

Structure

Characterization Data

Br’

NN
N

o

BHAH K|l 'H-NMR (CDCly): 8 9.66 (1H, d, J = 1.2 Hz), 7.21-7.60 (9H,
m), 7.02 (2H, d, J = 8.4 Hz), 6.05 (1H, brs), 4.64 (2H, d, J = 5.2 Hz), 3.79-
3.93 (2H, m), 2.99 (2H, q, J = 7.6 Hz), 2.80-2.94 (2H, m), 2.61-2.75 (1H
m), 1.87-2.05 (4H, m), 1.42 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI):
m/z 519.0[M+ H]+.

B

NN,
:
NI

T O

/7

2t T1A: 'TH-NMR (CDCls): 8 9.65 (1H, s), 7.51 (1H, d, J = 9.2 Hz )
7.43 (1H, d, J = 9.6 Hz), 7.27-7.33 (2H, m), 7.20 (2H, d, J = 8.4 Hz), 7.01
2H, d, J = 8.4 Hz), 6.89 (2H. d, J = 8.8 Hz), 6.05 (1H, brs), 4.64 (2H, d,
= 5.2 Hz), 3.76-3.90 (5H, m), 2.98 (2H, q, J = 7.6 Hz), 2.80-2.90 (2H, m),
2.60-2.73 (1H, m), 1.80-2.03 (4H, m), 1.42 (3H, t, J = 7.6 Hz); LCMS;
100%, MS (ESI): m/z 549.1[M+ H]+.

F NN,

HHAH DK|: TH-NMR (CDCls): 8 9.55 (1H, d, J = 7.6 Hz), 7.93 (1H, s),
7.22-7.37 (10H, m), 7.11-7.13 (1H, m), 7.02 (2H, d, J = 8.4 Hz), 6.09 (1H.
brs), 4.65 (2H, d, J = 5.2 Hz), 3.85 (2H, d, J = 12.4 Hz), 3.02 (2H, q, J =
7.6 Hz), 2.83-2.91 (2H, m), 2.66-2.70 (1H, m), 1.90-2.02 (4H, m), 1.4
3H, t,J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 507.1[M+ H]+.

F.
F NN,

F

O
o

Oy,

HHAH DK|: 'TH-NMR (CDCls): 8 9.55 (1H, d, J = 7.2 Hz), 8.04 (1H, s),
7.28-7.30 (3H, m), 7.20-7.24 (2H, m), 7.12 (1H, d, J = 1.2 Hz), 7.00-7.10|
4H, m), 6.10 (1H, brs), 4.65 (2H, d, J= 5.6 Hz), 3.84 (2H, d, J = 12.4 Hz),
2.90-3.05 (2H, m), 2.82-2.89 (2H, m), 2.63-2.71 (1H, m), 1.82-1.99 (4H,
m), 1.44 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 525.0[M+ H]+,

N~ _N,
(,TﬁJ
NH

St TTA|: 'H-NMR (CDCls): § 9.44(1H, t, J= 7.2 Hz, 6.0 Hz), 7.28(2H
ld, J= 8.8 Hz), 7.21-7.26(1H, m), 7.14-7.16.01(4H, m), 6.98(2H, d, J= 8.8
Hz), 6.77-6.81(1H, m), 5.99(1H, brs), 4.61(2H, d, J= 5.2 Hz), 3.80
3.87(2H, m), 2.92-2.98(2H, m), 2.80-2.86(2H, m), 2.59-2.67(2H, m), 2.92
2.98(1H, m), 2.34(3H, s), 1.83-1.97(2H, m), 1.393H, t, J= 7.2 Hz); LCMS
98.2%, MS (ESI): m/z 493.0[M+ Na]-+.

NN,
NH

y

o

HHAH T H|: 'TH-NMR (CDCls): § 9.20 (1H, d, J = 6.8 Hz), 7.30 (2H, d, J
8.8 Hz), 7.20-7.10 (4H, m), 7.09-7.01 (3H, m), 6.86-6.81(1H, m), 6.08 (1H
brs), 4.63 (2H, d, J = 5.2 Hz), 3.83-3.80 (2H, m), 3.00 (2H, q., J = 7.6 Hz)|
2.90-2.83 (2H, m), 2.68-2.60 (1H, m), 2.33 (1H, s), 1.97-1.86 (4H, m), 1.40|
3H, t,J = 7.6 Hz); LCMS: 98.4%, MS (ESI): m/z 471.1[M+ H]+.

Cl

H
~O-
H
e
NH
~O-
N
0

AN
N

00
\Q\Q
"o
OO
"o

HHA - DK|: 'TH-NMR(CDCLs): § 9.54 (1H, d, J = 1.2 Hz), 7.54 (1H, d, J =
9.6 Hz), 7.26-7.30 (3H, m), 7.12-7.17 (4H, m), 6.99 (2H, d, J = 8.8 Hz),|
6.02 (1H, brs), 4.62 (2H, d, /= 5.2 Hz), 3.82 (2H, d, /= 12 Hz), 2.96 (2H,|
q, J = 7.6 Hz), 2.80-2.87 (2H, m), 2.60-2.66 (1H, m), 2.33 (3H, s), 1.83-
1.97 (4H, m), 1.40 3H, t, J = 7.6 Hz); LCMS: 98.0%, MS (ESI): m/Z
U87.1[M+ H]+.
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HHAH DK|: 'TH-NMR (CDCls): 8 9.24 (1H, d, J = 7 Hz), 7.29 (2H, d, J =
8.5 Hz), 7.17 (2H, d, J= 8.8 Hz), 7.11 (1H, d, J = 6.8 Hz), 6.98 (2H, d, J
8.5 Hz), 6.87 (2H, d, J = 8.5 Hz), 6.82 (1H, t, J = 6.9 Hz), 6.01 (1H, brs),
.62 (2H, d, J= 5.5 Hz), 3.81 2H, d, J = 12.2 Hz), 3.60 (3H, s), 2.99 (2H
9,/ =7.5 Hz), 2.82 (2H, td, J= 12.2, 2.5 Hz), 2.57-2.66 (1H, m), 2.61 (3H,|
s), 1.80-2.00 (4H, m), 1.37 (3H, t, J = 7.7 Hz); LCMS: 100%, MS (ESI);
m/z 483.1[M+ H]+.

B4 A | TH-NMR (CDCls): §9.16 - 9.29 (1 H, m), 7.46 - 7.56 (1 H, m)
7.28 -7.37 (4 H, m), 7.12 - 7.21 (1 H, m), 6.96 - 7.05 (4 H, m), 6.84 - 6.95

1 H, m), 5.93 - 6.09 (1 H, m), 4.56 - 4.69 (2 H, m), 3.35 (8 H, s), 2.90 -
3.02 (2 H, m),2.37 (3 H,s), 132 - 1.45 (3 H, m); LCMS:100%, MS (ESI):
m/z 453 2[M+ H]+.

3 DA 'H-NMR (CDCls): 8 9.24 (1H, d, J = 7.6 Hz), 7.31 (2H, d|

=8.4 Hz),7.13 (2H, d, J = 8.8 Hz), 6.91-7.01 (4H, m), 6.88 (1H, d, J =
2.0 Hz), 6.61 (1H, dd, J = 7.6 Hz, 2.4 Hz), 5.95 (1H, brs), 4.61 (2H, d, J =
5.2 Hz), 3.86 (3H, s), 3.33 (8H, 5), 2.91 (2H, q, J= 7.6 Hz), 1.38 (3H, 1,
= 7.6 Hz); LCMS: 98.3%, MS (ESI): m/z 554.1[M+ H]+.

HHAH TTH|: 'TH-NMR (CDCls): § 9.47 (1H, dd, J = 5.2, 2.4 Hz), 7.50-7.65|
3H, m), 7.37 (2H, d, J = 8.4 Hz), 7.20-7.35 (3H, m overlap with CDCIj
signal), 7.00 (2H, d, J = 8.4 Hz), 6.04 (1H, bra), 4.63 (2H, d, J = 5.6 Hz),|
3.84 (2H, d,J=12.4 Hz),2.98 (2H, q, /= 7.6 Hz), 2.80-2.90 (2H, m), 2.65-
2.80 (1H, m), 1.85-2.05 (4H, m), 1.41 (3H, t, J = 7.6 Hz); LCMS: 98.3%,|
MS (ESI): m/z 525.1[M+ H]+.

B A4 D K|: 'TH-.NMR (CDCls): 8 9.21 (1H, d, J = 6.8 Hz), 7.59 (2H, d, J =
8.0 Hz), 7.37 (2H, d, J = 8.0 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.06-6.99 (3H
m), 6.85-6.83 (1H, m), 6.07 (1H, brs), 4.63 (2H, d, J = 5.6 Hz), 3.86-3.82]
2H, m), 3.01 (2H, q, J = 7.6 Hz), 2.90-2.83 (2H, m), 2.80-2.67 (1H, m),
£.02-1.85 (4H, m), 1.41 (3H, t, J = 7.6 Hz); LCMS: 98.4%, MS (ESI): m/4
525.1[M+ H]+.

HHAH DK|: 'TH-NMR (CDCly): §9.37 (1H, d, J = 7.6 Hz), 7.58 (2H, d, J =
8.0 Hz), 7.37 (2H, d, J = 8.0 Hz ), 7.25-7.35 (3H, m), 7.00 (2H, d, J = 8.4
Hz), 6.91 (1H, dd, Ji = 2.0 Hz, J» = 7.2 Hz), 6.03 (1H, brs), 4.62 (2H, d,
5.2 Hz), 3.83 (2H, d, J= 12 Hz), 2.96 (2H, q, /= 7.6 Hz), 2.70-2.90 (2H,
m), 2.65-2.79 (1H, m), 1.85-2.02 (4H, m), 1.39 3H, t, J = 7.6 Hz);
LCMS: 98.4%, MS (ESI): m/z 541.0 [M+ H]+.

EHAY 1 K]|: TH-NMR (CDCls): § 9.44(1H, t, J= 6.4 Hz), 7.17-7.30(6H, m)
6.99(2H, d, J= 8.8 Hz), 6.87(2H, d, = 8.8 Hz), 6.87(1H, m), 6.00(1H, brs),
U.61(2H, d, J=5.2 Hz), 3.81-3.87(5H, m), 2.93-2.98(2H, m), 2.80-2.86(2H.
m), 2.54-2.57(1H, m), 1.18-1.97(4H, m), 1.40(3H, t, J= 7.2 Hz); LCMS:
98.2%, MS (ESI): m/z 487.1[M+ H]+.
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5444 8| IH-NMR (CDCls): 8 9.21 (1H, d, J = 6.8 Hz), 7.29 (2H, d, J =
8.4 Hz), 7.18 (2H, d, J = 8.4 Hz), 7.04-6.98 (3H, m), 6.89-6.84 (3H, m),
6.07 (1H, brs), 4.63 (2H, d, J = 5.2 Hz), 3.84-3.80 (SH, m), 3.00 (2H, q,.
= 7.6 Hz), 2.86-2.80 (2H, m), 2.64-2.56 (1H, m), 1.97-1.84 (4H, m), 1.41
3H, t,J = 7.6 Hz); LCMS: 98.7%, MS (ESI): m/z 487.1[M+ H]+.

4 A D K| 'TH-NMR(CDCls): 8 9.54 (1H, d, J = 1.2 Hz), 7.54 (1H, d, J =
9.2 Hz), 7.27-7.31 (4H, m), 7.18 (2H, d, J = 8.8 Hz), 6.99 (2H, d, J = 8.8
Hz), 6.87 (2H, J = 8.8 Hz), 6.03 (1H, brs), 4.62 (2H, d, J = 5.6 Hz), 3.79-
3.85 (5H, m), 2.97 (2H, q, J = 7.6 Hz), 2.80-2.88 (2H , m), 2.58-2.68 (1H,|
m), 1.84-1.97 (4H, m), 1.40 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI);
Im/z 525.1[M+ Na]+.

A TK|: 'TH-NMR (CDCly): § 9.44(1H, t, J= 6.4 Hz, J»= 6.8 Hz), 7.18
7.30(7H, m), 6.98(2H, d, J= 8 Hz), 6.78-6.80(1H, m), 6.01(1H, brs),
U.62(2H, d, J= 5.2 Hz), 3.81-3.84(2H, m), 2.93-2.98(2H, m), 2.80-2.86(2H
m), 2.52-2.55(1H, m), 1.84-1.96(4H, m), 1.403H, t, J=7.6 Hz); LCMS:
99.8%, MS (ESI): m/z 491.1[M+ H]+.

HHA T H|: 'TH-NMR (CDCl3): 8 9.25 (1H, d, J = 7.6 Hz), 7.15-7.36 (9H,|
m), 6.98 (2H, d,J = 8.8 Hz), 6.89 (1H, d, J=2.4 Hz), 6.61 (1H, dd, /= 7.6
Hz, 2.4 Hz), 5.93 (1H, brs), 4.60 (2H, d,./= 5.2 Hz), 3.87 (3H, 5), 3.82 (2H,|
ld, J = 12.4 Hz), 2.75-2.95 (4H, m), 2.60-2.72 (1H, m), 1.80-2.02 (4H, m),
1.39 (3H, t, J = 7.6 Hz); LCMS: 100.0%, MS (ESI): m/z 469.1[M+ H]+.

3 DA TH-NMR (CDCls): § 9.19 - 9.30 (1 H, m), 7.53 (1 H, d|
1/=9.03 Hz), 7.28 - 7.33 2 H, 1), 7.18 - 7.24 (3 H, m), 6.95 - 7.07 (4 H, m),
5.96 - 6.10 (1 H, m), 4.65 (2 H, d, J=5.52 Hz), 3.84 (2 H, d, J=12.30 Hz),
.98 (2 H, q,J=7.57 Hz), 2.77 - 2.93 (2 H, m), 2.67 (1 H, s), 2.39 (3 H, s),
1.94-2.01 (2 H, m), 1.82 - 1.94 (2 H, m), 1.42 (3 H, t, J=7.59 Hz); LCMS;
98.0%, MS (ESI): m/z 471.1[M+ H]+.

20

et T A: TH-NMR (CDCls): & 9.24 (1H, d, J = 7.6 Hz), 7.15-7.35 (4H)|
m), 6.93-7.05 (4H, m), 6.89 (1H, d, J = 2.4 Hz), 6.61 (1H, dd, J = 7.6 Hz|
2.4 Hz),5.94 (1H, brs), 4.60 (2H, d, J = 5.2 Hz), 3.87 (3H, ), 3.81 (2H, d|
=12.4 Hz), 2.92 (2H, q, J = 7.6 Hz), 2.82 (2H, td, J = 12.4 Hz, 2.4 Hz),
£.55-2.70 (1H, m), 1.75-2.02 (4H, m), 1.39 (3H, t, J = 7.6 Hz); LCMS}
199.0%, MS (ESI): m/z 487.1[M+ H]+.

21

loff-2# A J1K|: 'TH-NMR (CDCls): § 9.24 (1H, d, J = 7.6 Hz), 7.22-7.35
5H, m), 7.18 (2H, 2H, d, J = 8.4 Hz), 6.98 (2H, d, J = 8.4 Hz), 6.88 (1H,
ld, J=2.4 Hz), 6.61 (1H, dd, J = 7.6 Hz, 2.4 Hz), 5.94 (1H, m), 4.60 (2H,
ld, /=52 Hz), 3.87 3H, s), 3.81 2H, d, /= 12.4 Hz), 2.92 2H, q, /= 7.6
Hz), 2.82 (2H, td, J = 12.0 Hz, 2.4 Hz), 2.58-2.68 (1H, m), 1.80-2.00 (4H,|
m), 1.38 (3H, t, J = 7.6 Hz); LCMS: 100.0%, MS (ESI): m/z 503.1[M+
H]+.

22

SO AN
N7
NH
d
O
F
O AN
N7
NH
[}
N
Cl
I
A NN
N

3 DH|: 'H-NMR (CDCL): § 9.60 (1H, d, J = 7.2 Hz), 7.68 (1H, d|
I/ = 7.2 Hz), 7.20-7.40 (4H, m), 7.20 (2H, d, J = 8.4 Hz), 6.95-7.05 (3H,
m), 6.12 (1H, brs), 4.65 (2H, d, J = 5.2 Hz), 3.80-3.90 (2H, m), 3.05 (2H,
I, J = 7.6 Hz), 2.80-2.90 (2H, m), 2.60-2.70 (1H, m), 1.80-2.00 (4H, m),
1.40 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 541.0[M + H]+.
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23 NH

HHAH - K|: TH-NMR (CDCl): § 9.25 (1H, d, J = 7.6 Hz), 7.28 (2H, d, J =
8.8 Hz), 7.08-7.20 (4H, m), 6.98 (2H, d, J = 8.8 Hz), 6.88 (1H, d, J = 2.4
Hz), 6.61 (1H, dd, J= 7.6 Hz, 2.4 Hz), 5.93 (1H, brs), 4.60 (2H, d, J = 5.2,
Hz), 3.87 (3H, s), 3.80 (2H, d, J = 12.4 Hz), 2.92 (2H, q, J = 7.6 Hz), 2.82]
2H, td, J = 12.0 Hz, 2.8 Hz), 2.55-2.68 (1H, m), 2.33 (3H, s), 1.80-2.00)
4H, m), 1.38 (3H, t, J= 7.6 Hz); LCMS: 98.7%, MS (ESI): m/z 483.2[M+{
H]+.

:;>‘\©,/N
24 S “{/
NH

L3M A 'TH-NMR (CDCls): § 9.52 (1H, d, J = 7.2 Hz), 7.90 (1H, s),|
7.26-7.29 (2H, m), 7.10-7.15 (4H, m), 7.07 (1H, d, J = 2.0 Hz), 6.99 (2H,|
ld, J = 8.8 Hz), 6.07 (1H, brs), 4.62 (2H, d, J = 5.2 Hz), 3.81 (2H, d, J 5
12.0 Hz), 2.99 (2H, q, J = 7.6 Hz), 2.79-2.87 (2H, m), 2.60-2.68 (1H, m),
.33 3H, s), 1.85-1.96 (4H, m), 1.41 (3H, t, J = 7.6 Hz); LCMS: 98.6%,
MS (ESI): m/z 521.1[M+ H]+.

25 [Ny

HHAH H|: 'TH-NMR (CDCls): 6 9.61 (1H, d, J = 6.8 Hz), 7.68 (1H, d, J =
7.2 Hz), 7.20-7.40 (2H, m), 7.10-7.20 (4H, m), 6.95-7.05 (3H, m), 6.12]
1H, brs), 4.65 (2H, d, J = 5.2 Hz), 3.80-3.90 (2H, m), 3.05 (2H, q, /=72
Hz), 2.80-2.90 (2H, m), 2.55-2.70 (1H, m), 2.36 (3H, s), 1.80-2.00 (4H, m),
1.40 3H, t, J = 7.2 Hz); LCMS: 98.4%, MS (ESI): m/z 521.0[M + H]+.

26

HEA TH|: 'TH-NMR (CDCl): § 9.55 (1H, d, J = 7.2 Hz), 7.93 (1H, s)|
7.60 (2H, d, J = 8.0 Hz), 7.38 (2H, d, J = 8.0 Hz), 7.28-7.34 (2H, m), 7.11
H, d,J="7.2 Hz), 7.01 2H, d, J = 8.4 Hz), 6.10 (1H, brs), 4.66 (2H, d,
= 5.2 Hz), 3.86 (2H, d, J = 12.4 Hz), 3.02 (2H, q, J = 7.6 Hz), 2.85-2.91
2H, m), 2.72-2.79 (1H, m), 1.88-2.04 (4H, m), 1.44 (3H, t, J = 7.6Hz);

LCMS: 99.2%, MS (ESI): m/z 575.0[M+ H]+.

27 |\

A D H|: 'TH-NMR (CDCls): § 9.58 (1H, d, J = 6.8 Hz), 7.65 (1H, d, J =
7.2 Hz), 7.28 (2H, d, J = 8.8 Hz), 7.17 2H, d, J = 8.8 Hz), 6.90-7.00 (3H
m), 6.86 (2H, d,J = 8.8 Hz), . 6.08 (1H, brs), 4.62 (2H, d, /= 5.6 Hz), 3.75-
3.85 (2H, m), 3.80 (3H, s), 3.03 (2H, q, J = 7.6 Hz), 2.80-2.90 (2H, m),
2.55-2.65 (1H, m), 1.80-2.00 (4H, m), 1.38 (3H, t, J = 7.6 Hz); LCMS;
99.7%, MS (ESI): m/z 537.0[M + H]+.

28 NH

St A 'H-NMR (CDCls): 8 9.41 (1H, d, J= 7.2 Hz), 7.60 (1H, d, J =
8.8 Hz), 7.28-7.40 (3H, m), 7.10 2H, d, J = 8.4 Hz), 6.98 (2H, d, J = 8.4
Hz), 6.80-6.95 (3H, m), 6.01 (1H, brs), 4.62 (2H, d, J = 5.2 Hz), 3.20-3.41
8H, m), 2.97 (2H, q, J = 7.6 Hz), 2.28 (3H, s), 1.40 (3H, t, J = 7.6 Hz)]
LCMS: 99.7%, MS (ESI): m/z 454.0[M+ H]+.

29 NH

BHAY K| TH-NMR (CDCly): 8 9.41 (1H, d, J= 6.8 Hz), 7.61 (1H, d, J =
9.2 Hz), 7.51 (2H, d, J = 8.8 Hz), 7.27-7.38 (3H, m), 6.95-7.04 (4H, m),
6.92 (1H, t, J= 6.8 Hz), 6.02 (1H, brs), 4.63 (2H, d, J= 5.6 Hz), 3.39-3.50
4H, m), 3.29-3.39 (4H, m), 2.98 (2H, q, J = 7.6 Hz), 1.40 3H, t, /= 7.6
Hz); LCMS: 100%, MS (ESI): m/z 508.1 [M+ H]+.

[0433]
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30

B A% D K|: TH-NMR (CDCly): 8 9.44 (1H, d, J = 6.8 Hz), 7.63 (1H, d, J =
9.2 Hz), 7.31-7.42 (2H, m, overlap with CDCl; signal), 6.85-7.08 (8H, m),|
6.04 (1H, brs), 4.66 (2H, d, J = 5.2 Hz), 3.81 (3H, s), 3.38 (4H, t, J = 4.4
Hz), 3.26 (4H, t, J = 4.4 Hz), 3.00 (2H, q, /= 7.6 Hz), 1.43 (3H, t, /= 7.6
Hz); LCMS: 98.8%, MS (ESI): m/z 492.3 [M+ Nal+.

31

loff-BH A J1A||: 'TH-NMR (CDCls): 8 9.23 (1H, d,J = 7.2 Hz), 7.33 (2H, d

= 8.8 Hz), 7.13 (2H, d, J = 8.4 Hz), 7.08-6.99 (3H, m), 6.93 (2H, d, J 5
8.4 Hz), 6.88-6.83 (1H, m), 6.08 (1H, brs), 4.65 (2H, d, J = 5.6 Hz), 3.39
3.30 (8H, m), 3.02 (2H, q, J = 7.6 Hz), 1.43 (3H, t, J = 7.6 Hz); LCMS:
199.5%, MS (ESI): m/z 494.1[M+ Na]+.

32

HEA H|: 'TH-NMR (CDCls): §9.23 (1H, d, J = 7.2 Hz), 7.33 (2H, d, J
8.8 Hz), 7.08-6.96 (5H, m), 6.91-6.83 (3H, m), 6.08 (1H, brs), 4.65 (2H, d,
=5.6 Hz), 3.81 (3H, s), 3.39-3.36 (4H, m), 3.27-3.24 (4H, m), 3.02 (2H
q, J = 7.6 Hz), 1.43 (3H, t, J = 7.6 Hz); LCMS: 98.8%, MS (ESI): m/
488.1[M+ H]+.

33

ANEN,
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BHA H|: 'TH-NMR(CDCls): § 9.56 (1H, d, J = 1.2 Hz), 7.56 (1H, d, J
9.6 Hz), 7.30-7.35 (3H, m), 6.97-7.05 (4H, m), 6.89 (2H, d, J = 8.8 Hz),
6.05 (1H, brs), 4.65 (2H, d, J = 5.2 Hz), 3.81 (3H, s), 3.35-3.40 (4H, m),
3.23-3.29 (4H,m), 2.98 (2H, q,./= 7.6 Hz), 1.42 (3H, t,./= 7.6 Hz); LCMS}
98.4%, MS (ESI): m/z 526.1[M+ Na]+.

34

BHAY 1 K||: 'H-NMR (CDCls): § 9.42 (1H, d, J= 6.8 Hz), 7.60 (1H, d, J =
6.8 Hz), 7.25-7.35 (2H, m), 7.12-7.20 (4H, m), 7.01 (2H, d, J = 8.8 Hz),
6.82 (1H, t, /= 7.2 Hz), 6.08 (1H, brs), 4.64 (2H, d, J = 5.6 Hz), 3.84 (2H|
d, J=12.0 Hz), 3.04 (2H, q, J = 7.6 Hz), 2.85 (2H, t, J = 12.0 Hz), 2.60
D.70 (1H, m), 1.85-2.00 (4H, m), 1.40 (3H, t, J = 7.6 Hz); LCMS: 100%
MS(ESI):m/z 531.1/533.1 [M+H].

35

BHA TH|: TH-NMR (CDCL): & 9.39 (1H, d, J = 7.2 Hz), 7.61 (1H, s)|
7.25-7.32 (2H, m), 7.13 (2H, d, J = 8.0 Hz), 6.90-7.05 (5H, m), 6.04 (1H,|
lbrs), 4.63 (2H, d, J= 5.2 Hz ), 3.30-3.40 (8H, m), 2.97 (2H, q, /= 7.6 Hz),
R.31(1H, s), 1.41 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 488.1
[M+ H]+.

36

loff-H4A# T |: 'H-NMR(CDCLs): 8 9.56 (1H. d, J= 1.2 Hz), 7.56 (1H, d
U= 9.6 Hz), 7.27-7.35 (3H, m), 7.13 (2H, d, J = 8.4 Hz), 7.01 (2H, d, J 5
8.8 Hz), 6.93 (2H, d, J= 8.4 Hz), 6.06 (1H, brs), 4.65 (2H, d, J = 5.6 Hz)
3.29-3.40 (8H, m), 2.98 (2H, q, J= 7.6 Hz), 1.42 (3H, 1, J=7.6 Hz); LCMS:
100%, MS (ESI): m/z 510.1[M+ Na]+.

37

BEA DA|: 'H-NMR (CDCl): 8 9.43 (1H, d, /= 7.2 Hz), 7.63 (1H, d,
= 8.8 Hz), 7.31-7.42 (3H, m), 7.20-7.30 (2H, m, overlap with CDCI{
signal), 7.00 (2H, d, J = 8.4 Hz), 6.85-6.98 (3H, m), 6.05 (1H, brs), 4.65
2H, d, J= 5.2 Hz), 3.20-3.45 (8H, m), 3.01 (2H, q, /= 7.6 Hz), 1.43 (3H]
t, J=7.6 Hz); LCMS: 100%, MS (ESI): m/z 474.1[M+ H]+.
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B A4 D K|: 'TH-NMR (CDCly): 8 9.24 (1H, d, J = 6.8 Hz), 7.31 (2H, d, J =
8.5 Hz), 7.11 (1H, d, J = 6.9 Hz), 6.97 (4H, t, J = 8.7 Hz), 6.84-6.90 (2H,|
m), 6.82 (1H, t,J = 7.0 Hz), 6.02 (1H, brs), 4.63 (2H, d, J = 5.4 Hz), 3.78
3H, s), 3.18-3.38 (8H, m), 3.00 (2H, q, /= 7.6 Hz), 2.61 (3H, s), 1.37 (3H,
t, J = 7.7 Hz); LCMS: 100%, MS (ESI): m/z 484.1[M+ H]+.

BHAH - D H|: 'TH-NMR (CDCls): § 9.24 (1H, d, J= 6.9 Hz), 7.31 (2H., d, J =
8.7 Hz), 7.07-7.15 (3H, m), 6.98 (2H, d, J = 8.7 Hz), 6.90 (2H, d, J = 8.5
Hz), 6.82 (1H, t, /= 7 Hz), 6.03 (1H, brs), 4.63 (2H, d, J = 5.5 Hz), 3.25]
3.38 (8H, m), 3.00 (2H, q,J= 7.6 Hz), 2.61 (3H, 5), 2.29 (3H, 5), 1.37 (3H
it, /= 7.6 Hz); LCMS: 100%, MS (ESI): m/z 490.1[M+ H]+.

BHAY K| 'H-NMR (CDCly): § 9.25 (1H, d, J = 7 Hz), 7.51 (2H, d, J =
8.7 Hz), 7.32 (2H, d, J= 8.5 Hz), 7.12 (1H, d, J= 7.5 Hz), 6.98 (4H, d, J
8.5 Hz), 6.82 (1H, t, J = 6.9 Hz), 6.03 (1H, brs), 4.63 (2H, d, J = 5.5 Hz),
3.30-3.48 (8H, m), 3.00 (2H, q, J = 7.7 Hz), 2.62 3H, s), 1.37 3H, t, J
7.7 Hz); LCMS: 98.5%, MS (ESI): m/z 522.1[M+ H]+.

HHAH - DH|: TH-NMR (CDCls): 8 9.25 (1H, d, J = 7 Hz), 7.26-7.35 (4H|
m), 7.11 (1H, d, J = 6.9 Hz), 6.96-7.03 (4H, m), 6.90 (1H, t, J = 7.3 Hz)
6.82 (1H, t, J = 7.0 Hz), 6.02 (1H, brs), 4.63 (2H, d, J= 5.4 Hz), 3.35 (8H,
s), 3.00 2H, q, J = 7.5 Hz), 2.61 (3H, s), 1.37 3H, t, J = 7.6 Hz); LCMS}
100%, MS (ESI): m/z 476.1[M+ H]+.

BHAY K| 'H-NMR (CDCls):  9.48 (1H, dd, J = 4.8, 2.0 Hz), 7.59 (1H,
dd, J = 9.6, 5.2 Hz), 7.34 (2H, d, J = 8.4 Hz), 7.24-7.30 (1H, m, overlap
ith CDCls signal), 7.17 (2H, d, J = 8.8 Hz), 6.90-7.08 (4H, m), 6.06 (1H|
bbrs), 4.65 (2H, d, J = 5.6 Hz), 3.36 (8H, s), 2.99 (2H, q, J = 7.6 Hz), 1.43
3H, t, J= 7.6 Hz); LCMS: 98.2%, MS(ESI): m/z 542.1 [M+H]+-.

BHAH K| TH-NMR (CDCly): 8 9.24 (1H, d, J= 6.9 Hz), 7.31 (H, d, J =
8.5 Hz), 7.23 (2H, d, J = 8.9 Hz),7.12 (1H, d, J= 6.7 Hz), 6.98 (2H, d, J
8.7 Hz), 6.90 (2H, d, J = 8.9 Hz), 6.82 (1H, t, J = 6.8 Hz), 6.03 (1H, brs),
14.63 (2H, d, J= 5.5 Hz), 3.28-3.38 (8H, m), 3.00 (2H, q, J= 7.7 Hz), 2.6
3H,'s), 1.37 3H, t, J = 7.7 Hz); LCMS: 100%, MS (ESI): m/z 488.1[M+|
Hl+.

B A DK|: 'H-NMR (CDCl): §9.24 (1H, d, J= 6.9 Hz), 7.32 2H, d, J =
8.7 Hz), 7.08-7.17 (3H, m), 6.91-7.03 (4H, m), 6.82 (1H, t, J = 6.9 Hz),
6.03 (1H, brs), 4.63 (2H, d, J = 5.5 Hz), 3.30-3.38 (8H, m), 3.00 (2H, q, J
= 7.5 Hz),2.62 (3H, s), 1.37 (3H, t, J= 7.7 Hz); LCMS: 98.3%, MS (ESI):
m/z 538.1[M+ H]+.
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BHAY K| 'H-NMR(CDCL): 8 9.56 (1H, d, J = 1.2 Hz), 7.56 (1H, d, J =
9.2 Hz), 7.30-7.40 (3H, m), 7.23-7.29 (2H, m), 7.00 (2H, d, J = 8.4 Hz)|
6.92 (2H, d, J = 8.8 Hz), 6.06 (1H, brs), 4.65 (2H, d, J= 5.6 Hz), 3.25-3.4

8H, m), 2.98 (2H, q, J = 7.6 Hz), 1.42 (3H, t, J = 7.6 Hz); LCMS: 100%)
MS (ESI): m/z 530.0[M+ Na]+.
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46

5444 8| TH-NMR (CDCLs): § 9.38 (1H, d, J = 7.2 Hz), 7.61 (1H, d, J =
1.6 Hz), 7.32 (2H, d, J = 8.4 Hz), 6.99 (4H, t, J = 8.8 Hz), 6.85-6.95 (3H|
m), 6.03 (1H, brs), 4.64 (2H, d, J = 5.6 Hz ), 3.81 (3H, s), 3.20-3. 30 (4H,
m), 3.32-3.40 (4H, m), 2.97 (2H, q, J = 7.6 Hz), 1.41 3H, t, J = 7.2 Hz)
LCMS: 100%, MS (ESI): m/z 526.0 [M+ Na]+.

47

@A %): TH-NMR (CDCls): 8 9.37 (1H, d, J = 6.4 Hz) , 7.42 (1H, d,
= 7.2 Hz), 7.33 (2H, d, J= 8.8 Hz), 7.25 (2H, d, /= 8.8 Hz), 7.00 (2H, d,
= 8.4 Hz), 6.82-6.93 (3H, m), 6.09 (1H, brs), 4.65 (2H, d, J= 5.2 Hz), 3.34
8H, d, J = 6.8 Hz), 3.03 2H, q, J = 7.6 Hz), 1.40 3H, t, J = 7.6 Hz),|
LCMS: 100.0%, MS (ESI): m/z 508.0[M+ H]+.

48

9444 T H|: 'H-NMR(CDCy): § 9.56 (1H, d, J = 1.6 Hz), 7.53-7.59 (3H,
im), 7.29-7.35 (3H, m), 7.00 (4H, d, J = 8.8 Hz), 6.07 (1H, brs), 4.65 (2H
d, J= 5.6 Hz), 3.43-3.49 (4H, m), 3.35-3.40 (4H, m), 2.98 (2H, q, /= 7.6
Hz), 1.42 (3H, t, J = 7.6 Hz); LCMS: 98.4%, MS (ESI): m/z 542.0[M4
Hl+.

49

8444 8| IH-NMR (CDCly): 8 9.37 (1H, dd, JI = 0.8 Hz, J2 = 7.2 Hz),
7.54 (2H, d, J=8.8 Hz), 7.42 (1H, dd, J1 = 0.8 Hz, J2 = 7.6 Hz), 7.34 (2H|
d, /= 8.8 Hz), 7.00 (4H, d,.J = 8.4 Hz), 6.88 (1H, t, /= 7.2 Hz), 6.10 (1H|
bbrs), 4.66 (2H, d, J = 5.6 Hz), 3.47 (4H, dd, JI = 4.4 Hz, J2 =72 Hz), 3.38
4H, dd, JI = 7.2 Hz, J2 = 10 Hz), 3.04 (2H, q, J = 7.6 Hz), 1.41 3H, t,
= 7.6 Hz); LCMS: 98.7%, MS (ESI): m/z 542.0[M+ H]+.

50

= K 'H-NMR (CDCly): 8 9.37 (1H, d, J= 6.8 Hz), 7.42 (1H, d,
= 6.4 Hz), 7.33 (2H, d, J = 8.4 Hz), 7.00 (4H, t, /= 9.2 Hz), 6.86-6.90 (3H.
m), 6.10 (1H, brs), 4.65 (2H, d, J = 5.6 Hz), 3.81 (31, s), 3.38 (4H, t, J= 5
Hz), 3.25 (4H, t, J = 5 Hz), 3.04 (2H, q, J = 7.6 Hz), 1.41 GH, t, J = 7.6
Hz); LCMS: 100.0%, MS (ESI): m/z 526.1[M+ Nal+.

51

4 A DA 'TH-NMR (CDCls): § 9.31 (1H, d, J = 7.2 Hz), 7.60 (2H, d, J =
8.4 Hz), 7.38 (3H, d, J = 8.0 Hz), 7.33-7.28 (2H, m), 7.01 (2H, d, J = 8.§
Hz), 6.78 (1H, d, J= 7.0 Hz), 6.01 (1H, brs), 4.64 (2H, d, J = 5.2 Hz), 3.84|
2H, d,J = 12.4 Hz), 2.96 (2H, q, J= 7.2 Hz), 2.83 (2H, td, J = 12 Hz, 2.4
Hz), 2.78-2.72 (1H, m), 2.45 (3H, s), 2.02-1.91 (4H, m), 1.28 3H, t, J =
7.2 Hz); LCMS: 100%, MS (ESI): m/z 521.1[M+ H]+.

52

S K): 'H-NMR (CDCLs): 8 9.30 (1H, d, J=7.2 Hz), 7.38 (1H, 5), 7.32-
7.29 (4H, m), 7.20 (2H, d, J= 8.4 Hz), 7.00 (2H, d, J = 8.4 Hz), 6.77 (1H,
dd, J= 7.2 Hz, 1.6 Hz), 6.0 (1H, brs), 4.64 (2H, d, J = 5.6 Hz), 3.81 (2H|
d,J=12.4 Hz),2.97 2H, q, J= 7.2 Hz), 2.84 (2H, td, J = 12 Hz, 2.4 Hz)]
D.70-2.60 (1H, m), 2.42 (3H, s), 2.01-1.82 (4H, m), 1.39 (3H, t, /= 7.2 Hz){
LCMS: 100%, MS (ESI): m/z 487.1[M+ H]+.

53

A T1K): 'H-NMR (CDCls): § 9.37 (1H, dd, J = 0.8 Hz, J= 6.8 Hz), 7.42
1H, dd, J = 0.8 Hz, J= 7.2 Hz), 7.31 (4H, d, J = 8.4 Hz), 7.20 (2H, d, J
8.4 Hz), 7.00 (2H, d, J = 8.8 Hz), 6.88 (1H, t, J = 7.2 Hz), 6.09 (1H, brs),
U.64 (2H, d, J= 5.2 Hz), 3.84 (2H, d, J = 12.0 Hz), 3.04 2H, q. J = 7.6
Hz), 2.85 2H, td, J=2.4, 12.4 Hz), 2.62-2.70 (1H, m), 1.83-1.98 (4H, m),
1.41 3H, t, J = 7.6 Hz); LCMS: 100.0%, MS (ESI): m/z 507.0[M+ H]+.
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54

HHA H|: 'TH-NMR (CDCls): 8 9.28 (1H, d, J = 7.2 Hz), 7.35-7.29 (3H,|
m), 6.99-6.95 (4H, m), 6.86 (2H, d, J = 8.8 Hz), 6.74 (1H, d, J = 7.2 Hz),
5.99 (1H, brs), 4.62 (2H, d, J = 5.6 Hz), 3.78 (3H, s), 3.36-3.22 (8H, m),
.95 (2H, q, J = 7.6 Hz), 2.17 (3H, s), 1.39 (3H, t, J = 7.6 Hz); LCMS}
100%, MS (ESI): m/z 484.1[M+ H]+.

55

BH A TA|: 'H-NMR (CDCLs): 8 9.14 - 9.31 (1H, m), 7.45 - 7.56 (1H, m)
7.29 - 7.38 (2H, m), 7.08 - 7.22 (3H, m), 6.96 (4H, s), 5.95 - 6.09 (1H, m),
14.57 - 4.73 (2H, m), 3.34 (8H, s), 2.89 - 3.04 (2H, m), 2.37 (3H, s), 1.40
3H, s); LCMS: 98.2%, MS (ESI): m/z 538.1[M+ H]+.

56

EH M D A|: TH-NMR (CDCl): 6 9.13 - 9.25 (1H, m), 7.46 - 7.54 (1H, m),

7.27-7.36 (2H, m), 7.09 - 721 (1H, m), 6.96 (4H, d, J=9.54 Hz), 6.88 (2H

S). 5.96 - 6.06 (1H, m), 4.59 - 4.67 (2H, m), 3.78 (3H, s), 3.35 (4H, d|
=5.27 Hz), 3.23 (4H, brs), 2.90 - 3.01 (2H, m), 2.36 (3H, s), 1.39 (3H, t,
~7.53 Hz); LCMS: 98.8%, MS (ESI): m/z 484.0[M+ H]+.

57

2t H|: 'H-NMR (CDCls): 8 9.25 (1H, d, J = 7.6 Hz), 7.51 (2H, d,
= 8.8 Hz), 7.31 (2H., d, J = 8.4 Hz), 6.92-7.03 (4H, m).6.89 (1H, d, J = 2.
Hz) 6.61 (1H, dd, J = 7.6 Hz, 2.4 Hz), 5.96 (1H, brs), 4.61 (2H, d, J = 5.6
Hz), 3.87 (3H, s), 3.25-3.49 (8H, m), 2.92 (2H, q, J = 7.6 Hz), 1.39 (3H, t|

= 7.6 Hz); LCMS: 98.5%, MS (ESI): m/z 538.1[M+ H]+, 560.0)
[M+Na+.

58

NN,

HHAH D K|: 'H-NMR (CDCL): § 8.99 (1H, d, J= 6.8 Hz), 7.31 (2H, d, J =
8.4 Hz), 6.97 (4H, t, J = 8.8 Hz), 6.87 (2H, d, /= 8.8 Hz), 6.81 (1H, t, J =
7.2 Hz), 6.62 (1H, d, J = 8.0 Hz), 6.05 (1H, brs), 4.62 (2H, d, J = 5.6 Hz),
4.02 (3H, s). 3.78 (3H, s), 3.35 (4H, t, J=4.8 Hz), 3.23 (4H, t,J = 4.8 Hz),
2.98 (2H, q,J=7.6 Hz), 1.38 (3H, t, J=7.6 Hz); LCMS: 99.4%, MS (ESI):
Im/z 522.1[M+Na] +.

59

BHA TA|: TH-NMR (CDCls): 8 9.28 (1H, d, J = 7.2 Hz), 7.36 (1H, s)]
731 (2H, d,J=8.4 Hz), 7.23 (2H, d, /= 8.8 Hz), 6.98 (2H, d, /= 8.4 Hz)
6.89 (2H, d, /= 8.8 Hz), 6.75 (1H, d, /= 6.4 Hz), 6.00 (1H, brs), 4.62 (2H|
d, J=5.6 Hz), 3.33-3.31 (8H, m), 2.95 (2H, q. J = 7.6 Hz), 2.42 (3H, s)
1.38 (3H, t, /= 7.6 Hz); LCMS: 100%, MS (ESI): m/z 488.1[M+ H]+.

60

BHAH D K]|: TH-NMR (CDCL): 8 9.13 - 9.25 (1H, m), 7.46 - 7.54 (1H, m),
7.27-7.36 (2H, m), 7.09 - 7.21 (1H, m), 6.96 (4H, d, J=9.54 Hz), 6.88 (2H
s). 5.96 - 6.06 (1H, m), 4.59 - 4.67 (2H, m) ,3.78 (3H, s), 3.35 (4H, d|
U=5.27 Hz), 3.23 (4H, brs), 2.90 - 3.01 (2H, m), 2.36 (3H, s), 1.39 (3H, |
=7.53 Hz); LCMS: 99.0%, MS (ESI): m/z 522.1[M+ H]+.

61

BHAY 1 K||: \H-NMR (CDCL):  9.28 (1H, d, J=7.2 Hz), 7.51 2H, d, J =
8.8 Hz), 7.36-7.30 (3H, m), 6.98 (4H, d, J = 8.4 Hz), 6.76 (1H, d, J=7.2)
Hz), 6.00 (1H, brs), 4.63 (2H, d, J = 5.2 Hz), 3.45-3.34 (8H, m), 2.94 (2H
q, J = 7.6 Hz), 2.42 (3H, s), 1.39 (3H, t, J = 7.6 Hz); LCMS: 99.3%, MS
ESI): m/z 522.1[M+ H]+.
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62

HHA H|: 'TH-NMR (CDCls): § 9.41 (1H, d, J= 7.2 Hz), 7.61 (1H, d, J
8.8 Hz), 7.25-7.36 (SH, m, overlap with CDClI; signal), 6.95-7.04 (m, 4H),
6.86-6.94 (2H, m), 6.03 (1H, brs), 4.63 (2H, d, J = 5.2 Hz), 3.35 (8H, s),|
2.98 (2H, q,J=7.6 Hz), 1.41 (3H, t,J = 7.6 Hz); LCMS: 100%, MS (ESI);
m/z 440.1 [M+ H]+.

63

HHA TH|: 'TH-NMR (CDCls): §9.21 (1H, d, J = 6.8 Hz), 7.31 (2H, d, J
8.4 Hz), 7.24 (2H, d, J = 9.2 Hz), 7.06-6.97 (3H, m), 6.90 (2H, d, J = 9.2]
Hz), 6.86-6.81 (1H, m), 6.07 (1H, brs), 4.63 (2H, d, J = 5.6 Hz), 3.35-3.3()
8H, m), 3.00 (2H, q, J = 7.6 Hz), 1.40 (3H, t, J = 7.6 Hz); LCMS: 100%,
MS (ESI): m/z 491.9[M+ Na+.

64

HHAH - DH|: 'TH-NMR (CDCls): 8 9.35 (1H, d, J =6.8 Hz) , 7.39 (1H, d,

= 7.2 Hz), 7.28-7.32 (4H, m), 6.99 (4H, d, J = 8 Hz), 6.83-6.92 (2H, m),
6.07 (1H, brs), 4.63 (2H, d, J = 5.2 Hz), 3.35 (8H, s), 3.01 (2H, q, J = 7.
Hz), 1.39 (3H, t, J = 7.8 Hz); LCMS: 100.0%, MS (ESI): m/z474.0[M+|
H]+.

65

2t T1A|: 'TH-NMR (CDCls): 8 9.12 - 9.29 (1 H, m), 7.48 - 7.53 (1 H, m)
729 -7.34 (2 H, m), 7.15 - 7.20 (1 H, m), 7.07 - 7.14 (2 H, m), 6.94 - 7.01
2 H, m,), 6.85 - 6.94 (2 H, m), 5.95 - 6.04 (1 H, m), 4.63 (2 H, d, J=5.52
Hz,), 3.34 (4 H, d, J=5.77 Hz), 3.30 (4 H, d, J=5.77 Hz), 2.96 (2 H, d|
J=7.53 Hz), 2.36 (3 H, 5), 2.29 (3 H, s), 1.39 (3 H, t, J=7.53 Hz); LCMS}
100%, MS (ESI): m/z 467.2[M+ H]+.

66

BHA H|: 'TH-NMR (CDCls): §9.14-9.31 (1 H, m), 7.45 - 7.56 (1 H, m)|
7.28 - 7.40 (2 H, m), 7.19 - 7.30 (2 H, m), 7.15 - 7.20 (1 H, m), 6.94 - 7.02|
2 H, m), 6.85 - 6.94 (2 H, m), 5.97 - 6.06 (I H, m), 4.63 (2 H, d, J=5.27
Hz), 3.32 (8 H, q, J=5.94 Hz), 2.96 (2 H, d, /=7.53 Hz), 2.36 (3 H, s), 1.39)
3 H, t, J=7.53 Hz); LCMS: 100%, MS (ESI): m/z 488.0[M+ H]+.

67

BHA D A|: TH-NMR (CDCls):  9.30 (1H, d, J = 7.2 Hz), 7.38-7.28 (SH|
m), 7.01 (4H, dd, J = 8.0 Hz, 1.6 Hz), 6.92 (1H, t, J = 7.2 Hz), 6.76 (1H|
ldd, /=72 Hz, 1.6 Hz), 6.02 (1H, brs), 4.64 (2H, d, J = 5.6 Hz), 3.37 (8H|
s), 2.97 (2H, q,J = 7.6 Hz), 2.44 (3H, s), 1.41 (3H, t, J = 7.6 Hz); LCMS:
100%, MS (ESI): m/z 476.1[M+ H]+.

68

SHA - DH|: 'TH-NMR(CDCLy): § 9.56 (1H, d, J = 1.2 Hz), 7.57 (1H, d, J =
9.2 Hz), 7.29-7.35 (5H, m), 7.01 (4H, d, J = 8.4 Hz), 6.93 (1H, t, /= 7.2
Hz), 6.05 (1H, brs), 4.65 (2H, d, J = 5.6 Hz), 3.38 (8H, s), 2.98 (2H, q, J |
7.6 Hz), 1.42 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 496.0[M+
INa]+.

69

O

HEA 1 A|: TH-NMR (CDCls): § 9.44-9.48(1H, m), 7.33-7.28(3H, m)|
7.25-7.23(1H, m), 7.01(4H, d, J= 8.4 Hz), 6.92(4H, d, J=7.2Hz), 6.83-]
6.78(1H, m), 6.02(1H, brs), 4.64(2H, d, J=5.6Hz), 3.37(8H, s), 2.99-
2.94(2H, m), 1.41(3H, t, J= 7.6 Hz); LCMS: 99.9%, MS (ESI): m/4
480.1[M+ Na]+.
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70

NH

=t DH: 'H-NMR (CDCls): 8 9.23 (1H, d, J = 6.8 Hz), 7.34-7.28 (4H

m), 7.08-7.00 (SH, m), 6.92 (1H, t, J = 7.2 Hz), 6.88-6.83 (1H, m), 6.10)
1H, brs), 4.65 (2H, d, J = 5.6 Hz), 3.38 (8H, s), 3.02 (2H, q, J = 7.6 Hz)]
1.42 (3H, t, J = 7.6 Hz); LCMS: 98.8%, MS (ESI): m/z 480.1[M+ Na]+.

71

NN,

HHAH DH|: 'H-NMR (CDCls): 8 9.48 (1H, dd, J = 4.8, 2.0 Hz), 7.59 (1H,
ldd, J = 9.6, 5.2 Hz), 7.24-7.35 (5H, m, overlap with CDCl; signal), 7.01
4H, d, J = 8.8 Hz), 6.93 (1H, t,J = 7.6 Hz), 6.06 (1H, brs), 4.65 (2H, d,
= 5.6 Hz), 3.38 (8H, ), 2.99 (2H, q, J = 7.6 Hz), 1.42 3H, t, J = 7.6 Hz)|

LCMS: 100%, MS (ESI): m/z 480.1[M+ Na]+.

72

B A 1K|: 'TH-NMR (CDCLs): § 9.56 (1H, d, J = 1.6 Hz), 7.40-7.49 (1H,
m), 7.29-7.37 (1H, m), 7.05-7.29 (4H. m), 6.84-7.01 (4H, m), 5.95 (1H
lbrs), 4.48-4.62 (2H, m), 3.65-3.81 (2H, m), 2.89 (2H, q, J = 7.6 Hz), 2.69-|
2.81 (2H, m), 2.50-2.61 (1H, m), 1.71-1.95 (4H, m), 1.33 (3H, t, J = 7.6
Hz); LCMS: 100%, MS (ESI): m/z 535.0[M+ H]+.

73

BHA TA|: TH-NMR (CDCls): § 9.24 (1H, d, J = 6.8 Hz), 7.18-7.36 (7H|

m), 7.1 (1H, d, J = 6.8 Hz), 6.98 (2H, d, J = 8.4 Hz), 6.81 (1H, t,.J = 6.9
Hz), 6.03 (1H, brs), 4.62(2H, d, /= 5.5 Hz), 3.82 (2H, d, /= 12.3 Hz), 2.99)
2H, q,J = 7.7 Hz), 2.83 (2H, td, J = 12, 2.8 Hz), 2.62-2.71 (1H, m), 2.61
3H, s), 1.83-2.01 (4H, m), 1.36 (3H, t, J = 7.5 Hz); LCMS: 100%, MS
ESI): m/z 475.2[M+ H]+.

74

St TTA|: TH-NMR (CDCls): § 9.41-9.45(1H, m), 7.29(2H, d, J= 8.4 Hz),
7.20-7.22(1H, m), 6.93-6.99(4H, m), 6.85-6.88(2H, m), 6.75-6.80(1H, m),
5.99(1H, brs), 4.61(2H, d, J=5.2Hz), 3.78(3H, s), 3.33-3.36(4H, m), 3.21-

3.24(4H, m), 2.91-2.97(2H, m), 1.38(3H, t, J= 7.2 Hz); LCMS: 98.0%, MS|
ESI): m/z 488.1[M+ HJ+, 510.1[M+ H]+

75

HEA D K[:'H-NMR (CDCls): § 9.40-9.48 (1H, m), 7.52-7.60 (1H, m),|
7.30 (2H, d, J = 8.8 Hz), 7.20-7.28 (1H, m, overlapped with CDCl;), 7.10|
2H, d, J= 8.4 Hz), 6.98 (2H, d, J = 8.4 Hz), 6.90 (2H, d, J = 8.8 Hz), 6.02]
1H, brs), 4.62 (2H, d, J= 5.6 Hz), 3.20-3.40 (8H, m), 2.96 (2H, q, J = 7.6
Hz), 2.28 (3H, s), 1.39 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI): m/7
494.1[M+ Na]+.

76

HHA 1 H|: 'TH-NMR (DMSO-dy): § 9.40-9.51 (1H, m), 7.42-7.62 (3H, m),|
7.26-7.40 (3H, m, overlap with CDCl; signal), 6.89-7.10 (4H, m), 6.04 (1H,
brs), 4.63 (1H, d, J = 5.6 Hz), 3.20-3.50 (8H, m), 2.97 2H, q, J = 7.6 Hz)
1.40 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 526.0[M+ H]+.

77

BHAH K| 'H-NMR (CDCLy): § 9.40-9.52 (1H, m), 7.52-7.62 (1H, m)]
7.31 (2H, d, J = 8.0 Hz), 7.15-7.28 (3H, m, overlapped with CDCL), 6.98
2H, d, J= 8.0 Hz), 6.90 (2H, d, J = 8.4 Hz), 6.03 (1H, brs), 4.63 (2H, d,
= 5.2 Hz), 3.20-3.45 (8H, m), 2.97 (2H, q, /= 7.2 Hz), 1.40 3H, t, J= 72

Hz); LCMS: 100%, MS (ESI): m/z 492.0[M+ H]+.
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78

B A% D K|: TH-NMR (CDCl): 8 9.60 (1H, d, J = 6.8 Hz), 7.65 (1H, d, J =

6.8 Hz), 7.25-7.40 (2H, m), 7.10-7.25 (2H, m), 6.90-7.10 (5H, m), 6.09)
1H, brs), 4.62 (2H, d, J = 5.2 Hz), 3.70-3.90 (2H, m), 3.02 2H, q, J = 7.6

Hz), 2.75-2.90 (2H, m), 2.60-2.70 (1H, m), 1.80-2.05 (4H, m), 1.38 (3H, t
=7.2 Hz); LCMS: 100%, MS (ESI): m/z 525.0[M + H]+.

79

BHAH DH|: TH-NMR (CDCls): 6 9.63 (1H, s), 7.49 (1H, d, J= 9.6 Hz )
7.39 (1H, d, J = 9.6 Hz), 7.29-7.35 (2H, m), 7.05-7.20 (4H, m), 6.90-7.05|
2H, m), 6.03 (1H, brs), 4.62 (2H, d, J = 5.2 Hz), 3.71-3.91 (2H, m), 2.96
2H, q, J = 7.6 Hz), 2.75-2.90 (2H, m), 2.55-2.70 (1H, m), 2.33 (3H, s),
1.80-2.05 (4H, m), 1.40 (3H, t, J = 7.6 Hz); LCMS: 98.1%, MS (ESI): m/4
531.1[M+ H]+.

80

NN,
¥ NH

F
o

"0

HEAH TH|:  'H-NMR (CDCls): § 9.86 (1H, s), 7.69 (1H, d, J = 8.8 Hz)|
7.47 (1H, d, J = 9.2 Hz), 7.28-7.40 (4H, m), 6.95-7.10 (4H, m), 6.87-6.95

1H, m), 6.07 (1H, s), 4.64 (2H, d, J= 5.2 Hz), 3.36 (8H, 5), 2.99 (2H, q, .
= 7.6 Hz), 1.42 (3H, t,J = 7.2 Hz); LCMS: 100%, MS (ESI): m/z 530.1[M+
H]+.

81

o5
I NN,
NI

O

HHAH DH|: TH-NMR (CDCls): 8 9.53 (1H, d, J = 7.2 Hz), 7.91 (1H, s),
7.26-7.33 (4H, m), 7.09 (2H, d, J = 7.6 Hz), 6.96-7.05 (4H,m), 6.89-6.92,
1H, m), 6.08 (1H, brs), 4.64 (2H, d, J = 5.2 Hz), 3.39-3.41 (8H, m), 3.00)
2H, q, J= 7.2 Hz), 1.42 (3H, t, J = 7.2 Hz); LCMS: 98.7%, MS (ESI): m/Z
508.1[M+ H]+.

82

=AM TA: 'H-NMR (CDCL): 8 9.42-9.46(1H, m), 7.31-7.13(3H, m),

7.01-6.86(6H, m), 6.80-6.77(1H, m), 6.00(1H, brs), 4.62(2H, d, J=5.2Hz),

3.35(4H, d, J=4.4Hz), 3.27(4H, d, J=4.4Hz),2.97-2.92(2H, m), 1.39(3H, t
= 7.6 Hz); LCMS: 99.4%, MS (ESI): m/z 476.1[M+ H]+.

83

BHA H|: '"H-NMR (CDCls): § 9.25 (1H, d, J = 7 Hz), 7.31 (2H, d, J
8.3 Hz), 7.12 (1H, d, J = 6.3 Hz), 6.89-7.04 (6H, m), 6.82 (1H, t, J = 6.8
Hz), 6.03 (1H, brs), 4.63 (2H, d, J = 5.3 Hz), 3.20-3.44 (8H, m), 3.00 (2H|

lg, /= 7.4 Hz), 2.62 (3H, s,), 1.37 3H, t, J = 7.7 Hz); LCMS: 99.5%, MS|
ESI): m/z 494.1[M+ H]+.

84

BHAY K| 'H-NMR (CDCls): 8 9.58 (1H, d, J= 6.8 Hz), 7.66 (1H, d, J =
6.8 Hz), 7.25-7.35 (4H, m), 6.95-7.05 (SH, m), 6.91 (1H, t, J = 6.8 Hz)
6.10 (1H, brs), 4.64 (2H, d, J = 5.2 Hz), 3.36 (8H, s), 3.03 2H, q, /= 7.6
Hz), 1.38 (3H., t, J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 508.0[M 4
H]+.

85

=AM T H|: TH-NMR (CDCls): 8 9.35 (1H, d, J=6.8 Hz), 7.39 (1H, d, J =
7.6 Hz), 7.30 (2H, d, J = 8 Hz), 6.89-7.19 (6H, m), 6.85 (1H, t, /= 7.2 Hz)
6.08 (1H, brs), 4.63 (2H, d, J= 5.6 Hz), 3.35 (2H, d, /= 5.6 Hz), 3.27 (2H,
d, J = 5.6 Hz), 3.01 2H, q, J = 7.6 Hz), 1.38 H, t, J = 7.6 Hz);
LCMS:100.0%, MS (ESI): m/z 492.0[M+ H]+.

_82_

SES06 10-2292293



[0441]

86

F
F NN
NH

O

K@*&\CNQF

e T A: TH-NMR (CDCly): 8 9.53 (1H, d, J = 7.2 Hz), 7.91 (1H, s)|
7.45 2H, d,J=10.0 Hz), 7.09 (1H, d,J = 7.2 Hz), 6.94-7.00 (6H, m), 6.08

1H, brs), 4.63 (2H, d, J = 4.8 Hz), 3.32-3.40 (4H, m), 3.27-3.30 (4H, m),
3.00 (2H, q,J=7.6 Hz), 1.42 (3H, t, /= 7.6 Hz); LCMS: 98.8%, MS (ESI):
m/z 526.0[M+ H]+.

87

NN
F NH

\\QNCN\@Y

B A TTH|: TH-NMR (CDCls): 8 9.86 (1H, s), 7.69 (1H, d, J = 9.6 Hz),
7.48 (1H, d, J= 9.2 Hz), 7.28-7.41 (2H, m), 6.83-7.12 (6H, m), 6.08 (1H
s), 4.64 (2H, d, J = 5.2 Hz), 3.36 (4H, s), 3.26 (4H, s), 2.99 (2H, q, /= 7.6
Hz), 1.42 (3H, t, J = 7.6 Hz); LCMS: 99.0%, MS (ESI): m/z 526.0[M+]
H]+.

88

2t TH|: 'H-NMR (CDCls): 8 9.60 (1H, d, /= 7.2 Hz), 7.66 (1H, d, J =
7.2 Hz), 7.58 (2H, d, J = 8.0 Hz), 7.36 (2H, d, J = 7.6 Hz), 7.29 (2H, d, J |
8.0 Hz), 6.90-7.05 (3H, m), 6.10 (1H, brs), 4.63 (2H, d, J = 5.2 Hz), 3.75-
3.90 (2H, m), 3.05 (2H, q, J = 7.6 Hz), 2.80-2.90 (2H, m), 2.65-2.75 (1H
m), 1.80-2.05 (4H, m), 1.38 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI);
m/z 575.0[M + H]+.

89

A DK|: TH-NMR (CDCI3): §9.39 (1H, d, J = 7.2 Hz), 7.58 (1H, d,
= 7.6 Hz), 7.20-7.40 (2H, m), 7.17 2H, d, J = 8.4 Hz), 6.98 (2H, d, J =8.0)
Hz), 6.87 (2H, d, J=7.2 Hz), 6.79 (1H, t, J = 7.2 Hz), 6.06 (1H, brs), 4.62,

2H, d, J= 5.2 Hz), 3.70-3.90 (SH, m), 3.01 (2H, q, /= 7.6 Hz), 2.83 (2H
t,J=11.6 Hz), 2.61 (2H, t, J= 12.0 Hz), 1.80-2.00 (4H, m), 1.38 3H. t,
= 7.6 Hz); LCMS: 100%, MS(ESI):m/z 569.0/571.0 [M+23]

90

BHAY 1 K||: 'H-NMR (CDCls): § 9.43(1H, t, J= 7.6 Hz), 7.22-7.63(SH, m)
6.97(2H, d, J= 8.4 Hz), 6.89(2H, d, J= 8.4 Hz), 6.61-6.8 1(1H, m), 6.00(1H,|
bbrs), 4.61(2H, d, J= 4.8 Hz), 3.48-3.55(8H, m), 2.91-2.95(2H, m), 1.39(3H|
ld, J= 7.6 Hz); LCMS: 99.9%, MS (ESI): m/z 492.0[M+ H]+.

91

HEA DH|: 'TH-NMR (CDCls): 8 9.28 (1H, d, J = 6.8 Hz), 7.35-7.22 (9H,|
m), 6.99 (2H, d, J=7.6 Hz), 6.75 (1H, d, J= 6.8 Hz), 5.98 (1H, brs), 4.62|
2H, d, J=4.4 Hz), 3.82 (2H, d, J= 11.2 Hz), 2.66 (1H, brs), 2.42 (3H, s),
1.95-1.83 (4H, m), 1.40-1.30 (3H, m); LCMS: 100%, MS (ESI): m/7
453.1[M+ H]+.

92

HHAH T H|: 'TH-NMR (CDCls): 6 9.25 (1H, d, J = 7.6 Hz), 7.28 (2H, d, J
8.4 Hz), 7.17 (2H, d, J = 8.0 Hz), 6.98 (2H, d, J = 8.0 Hz), 6.80-6.90 (3H
m), 6.60 (1H, d, J = 6.4 Hz), 5.94 (1H, brs), 4.60 (2H, d, J = 5.2 Hz), 3.86|
3H, s), 3.70-3.82 (5H, m), 2.92 (2H, q. J = 7.6 Hz), 2.82 (2H, t, J = 12.0|
Hz), 2.55-2.70 (1H, m), 1.85-2.02 (4H, m), 1.39 (3H, t, /= 7.6 Hz); LCMS:
198.7%, MS (ESI): m/z 499.1 [M+H]+, 521.1 [M+Na]+.

93

2 1A|: TH-NMR (CDCls): 8 9.44(1H, t, J= 7.2 Hz), 7.30(2H, d, J= §
Hz), 7.21-7.24(1H, m), 7.102H, d, J= 7.6 Hz), 6.98(2H, d, J= 8.4 Hz)]
6.902H, d, J= 8.0 Hz), 6.77-6.81(1H, m), 5.97(1H, brs), 4.61(2H, d, J=5.2
Hz), 3.19-3.46(8H, m), 2.92-2.97(2H, m), 2.89(3H, s), 1.39GH, t, J=7.2]
Hz); LCMS: 99.9%, MS (ESI): m/z 494.0[M+ Na]+.
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94

YA D H|: TH-NMR (CDCI3): 8 9.40 (1H, d, J = 6.8 Hz), 7.58 (1H, d,
- 7.6 Hz), 7.31 (2H, d, J = 8.0 Hz), 7.14 (2H, d, J = 8.4 Hz), 7.05 (2H, d
= 8.4 Hz), 6.85-7.05 (4H, m), 6.80 (1H, t, J = 7.2 Hz), 6.08 (1H, brs),
.63 (2H, d, J = 5.2 Hz), 3.18-3.44 (8H, m), 3.02 (2H, q, J = 7.6 Hz), 1.38
3H, t,J = 7.6 Hz); LCMS: 98.2%, MS(ESI):m/z 601.8/603.8 [M+H]+

95

B4 A K| 'H-NMR (CDCI3): § 9.40 (1H, d, J = 6.8 Hz), 7.58 (1H, d,

6.8 Hz), 7.30 (2H, d, J = 8.4 Hz), 6.90-7.05 (4H, m), 6.87 (2H, d, J=9.2)
Hz), 6.79 (1H, t,J= 7.2 Hz), 6.07 (1H, brs), 4.63 (2H, d, J = 5.6 Hz), 3.96
3H, s), 3.28-3.50 (4H, m), 3.15-3.28 (4H, m), 3.02 (2H, q, J = 7.6 Hz),
138 (3H, t, J = 7.6 Hz); LCMS: 100%, MS(ESI):m/z 571.6/573.6 [M+23]

96

HEA TH|: 'TH-NMR (CDCls): § 9.53 (1H, d, J = 7.2 Hz), 7.91 (1H, s)|
7.31 (2H, d, J = 8.4 Hz), 7.09 (1H, d, J = 6.8 Hz), 6.81-7.01 (4H, m), 6.87
2H, d,J = 9.2 Hz), 6.11 (1H, brs), 4.63 (2H, d, J = 5.6 Hz), 3.79 (3H, s),
3.35-3.40 (4H, m), 3.28-3.32 (4H, m), 3.00 (2H, q, J = 7.6 Hz), 1.42 (3H
t, /= 7.6 Hz); LCMS: 100%, MS (ESI): m/z 538.1[M+ H]+.

97

YA D A|: TH-NMR (CDCI3): 8 9.40 (1H, d, J = 6.8 Hz), 7.58 (1H, d,
—7.2Hz),7.31 2H, d, J = 8.8 Hz), 7.11 (2H, d, J = 8.8 Hz), 6.99 (2H, |
= 8.8 Hz), 6.90 (2H, d, J = 8.8 Hz), 6.80 (1H, t, J = 7.2 Hz), 6.07 (1H
brs), 4.63 (2H, d, J = 5.2 Hz), 3.20-3.40 (8H, m), 3.02 (2H, q, J = 7.6 Hz),
D29 (3H, s), 138 (3H, t, J = 7.6 Hz); LCMS: 100%, MS(ESI):m/Z
532.1/534.1 [M+H]+

98

lgrey Z0A|: '"H-NMR (CDCl;): & 9.34 (1H, d, J= 6.8 Hz) , 7.39 (1H, d,
= 7.2 Hz), 7.27 2H, d, J= 8.4 Hz), 7.17 (2H, d, J = 8.4 Hz ), 6.99 (2H, d|
I/ = 8.4 Hz), 6.83-6.87 (3H, m), 6.07 (1H, brs), 4.62 (2H, d, J = 5.2 Hz),
3.80-3.82 (5H, m), 3.02 (2H, q, /= 7.2 Hz), 2.82 (2H, t, /= 11.2 Hz), 2.61
1H, t, J= 11.6 Hz), 1.81-1.95 (4H, m), 1.38 (3H, t, J = 7.2 Hz); LCMS}
100.0%, MS (ESI): m/z 525.1[M+ Nal+.

99

BHAY 1K||: 'H-NMR (CDCls): 8 9.61 (1H, d, J= 6.8 Hz), 7.68 (1H, d, J =
6.8 Hz), 7.32 (2H, d, J = 8.8 Hz), 7.13 (2H, d, J = 8.4 Hz), 6.98-7.03 (3H
m), 6.92 (2H, d, J= 8.4 Hz), 6.12 (1H, brs), 4.66 (2H, d, J= 5.2 Hz), 3.31-
3.38 (8H, m), 3.05 (2H, q, J = 7.6 Hz), 2.31 (3H, s), 1.40 3H, t, J = 7.6
Hz); LCMS: 100%, MS (ESI): m/z 522.1[M + H]+.

100

EHAH K| IH-NMR (CDCly): § 9.13 (1H, d, J = 2.4 Hz), 7.52 (1H, d,
= 9.6 Hz), 7.33 (2H. d, J = 8.8 Hz), 7.14 (2H, d, J =8.8 Hz), 7.01 (2H,
[/ =8.4 Hz), 6.93 (2H, d, J = 8.4 Hz), 6.05 (1H, brs), 4.65 (2H, d, J = 5.6
Hz), 3.90 (3H, s), 3.25-3.40 (8H, m), 2.97 (2H, q, J = 7.6 Hz), 2.31 (3H|
s). 1.41 (3H, t, J = 7.6 Hz); LCMS: 100%, MS(ESI):m/z 484.1 [M+H]+

101

NH

BHAH K| 'H-NMR (CDCL): 8 9.65 (1H, s), 7.51 (1H, d, J = 9.2 Hz )
7.41 (1H, d, J=9.6 Hz), 7.33 (2H, d, /= 8.4 Hz), 7.13 (2H, d, J= 8.4 Hz)
7.01 2H, d,J= 8.4 Hz), 6.93 (2H, d, J = 8.4 Hz), 6.07 (1H, brs), 4.64 (2H,
d, J=5.2 Hz), 3.26-3.42 (8H, m), 2.98 (2H, q. J= 7.6 Hz), 1.42 3H, t, J =
7.6 Hz); LCMS: 100%, MS (ESI): m/z 534.0[M+ HI+.
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102

M T1A|: 'TH-NMR (CDCls): § 9.88 (1H, s), 7.71 (1H, d, J = 9.2 Hz),
7.49 (1H, dd, J=7.6,2.0 Hz), 7.33 (2H, d,J= 8.4 Hz), 7.13 (2H, d, J = 8.0
Hz), 7.01 2H, d, J = 8.4 Hz), 6.93 (2H, d, J = 4.8 Hz), 6.09 (1H, s), 4.66|
2H, d,J=5.2 Hz), 3.35-3.45 (4H, m), 3.25-3.35 (4H, m), 3.01 (2H, q, /=
7.6 Hz), 2.31 (3H, s), 1.43 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI):
m/z 522.1[M+ H]+.

103

BHA D A|: 'H-NMR (CDCI3): §9.01 (1H, d, J= 6.8 Hz), 7.34 (2H, d, J =
8.4 Hz), 7.26 (2H, d, J = 8.8 Hz), 7.00 (2H, d, J= 8.4 Hz), 6.92 (2H, d, J |
9.2 Hz), 6.83 (1H, t, J = 7.4 Hz), 6.64 (1H, d, J = 7.6 Hz), 6.07 (1H, brs)|
.65 (2H, d, J = 5.6 Hz), 4.04 (3H, s). 3.36 (4H, d, J = 5.6 Hz), 3.33 (4H|
d, J = 6.0 Hz), 3.00 (2H, q, J = 7.6 Hz), 1.40 (3H, t, J = 7.6 Hz); LCMS;
100%, MS (ESI): m/z 526.1[M+ Na]+.

104

A DH|: 'TH-NMR (CDCI3): § 8.99 (1H, dd, J= 0.8 Hz, J = 7.2 Hz),
7.31 (2H, d, J=8.8 Hz), 7.11 (2H, d, J = 8.0 Hz), 6.98 (2H, d, J = 8.8 Hz)
6.93 (2H, d,J=10.0 Hz), 6.81 (1H, t, /= 7.4 Hz), 6.62 (1H, d, /= 7.2 Hz),
16.04 (1H, brs), 4.62 (2H, d, J = 5.2 Hz), 4.02 (3H, s). 3.28-3.84 (8H, m),
.98 (2H, q, J = 7.6 Hz), 2.29 (3H, s), 1.38 (3H, t, J = 7.6 Hz); LCMS;
100%, MS (ESI): m/z 484.1[M+ H]+.

105

BHAH K| TH-NMR (CDCl;): 8 9.59 (1H, d, J= 7.2 Hz), 7.66 (1H, d, J =
6.8 Hz), 7.30 (2H, d, J = 8.4 Hz), 6.94-7.06 (5H, m), 6.85-6.90 (2H, m),
6.13 (1H, brs), 4.63 (2H, d, J = 5.6 Hz), 3.79 (3H, s), 3.34-3.37 (4H, m),
3.19-3.30 (4H, m), 3.03 (2H. q,J=7.6 Hz), 1.38 (3H, t, /= 7.6 Hz); LCMS:
99.4%, MS (ESI): m/z 538.1[M + H]+.

106

SHAH DH|: TH-NMR (CDCls): 8 9.55 (1H, d, J = 7.2 Hz), 7.93 (1H, s),
7.33 (2H, d, J = 8.4 Hz), 7.10-7.15 (3H, m), 7.01 2H, d, J = 8.4 Hz), 6.92]
2H, d,J=8.4 Hz), 6.10 (1H, brs), 4.65 (2H, d, J= 5.6 Hz), 3.36-3.40 (4H|
m), 3.27-3.38 (4H, m), 3.01 (2H, q, J = 7.6 Hz), 2.31 (3H, s), 1.44 (3H, t
I/ = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 522.0[M+ H]+.

107

HHA 1 H|: 'TH-NMR (CDCI3): § 9.13 (1H, d, J = 2.4 Hz), 7.52 (1H, d,
=9.6 Hz), 7.34 (2H, d, J = 8.8 Hz), 7.10-7.20 (3H, m), 6.92-7.04 (4H, m),
6.06 (1H, brs), 4.66 (2H, d, J = 5.6 Hz), 3.90 (3H, s), 3.26-3.40 (8H, m),
298 (2H, q, J = 7.6 Hz), 142 (3H, t, J = 7.6 Hz); LCMS: 98.0%,
MS(ESI):m/z 554.1 [M+H]+

108

M D H|: 'TH-NMR (CDCls): 8 9.25 (1H, d, J= 7.6 Hz), 7.31 (2H, d, J =
8.4 Hz), 7.11 (2H, d, J = 8.4 Hz),6.99 (2H, d, J = 8.4 Hz), 6.89-6.96 (3H,
m), 6.61 (1H, dd, J = 7.6 Hz2.4 Hz), 5.95 (1H, brs), 4.62 (2H, d, J=5.6
Hz),3.87 3H, 5), 3.52-3.71 (8H, m), 2.92 (2H, q, /= 7.6 Hz), 2.29 (3H, ),
1.39 (3H, t, J = 7.6 Hz); LCMS: 100.0%, MS (ESI): m/z 484.1[M+ H]+
506.1 [M+Na]+.

109

HHAH DH|: TH-NMR (CDCls): & 9.88 (1H, s), 7.72 (1H, d, J = 9.6 Hz),
7.50 (1H, dd, J= 8.0, 1.6 Hz), 7.33 (2H, d, J = 8.4 Hz), 6.95-7.08 (4H, m),

6.89 (2H, d, J= 9.2 Hz), 6.10 (1H, s), 4.66 (2H, d, J = 5.6 Hz), 3.81 (3H,
5), 3.35-3.52 (4H, m), 3.21-3.30 (4H, m), 3.01 (2H, q, J = 7.6 Hz), 1.4
3H, t,.J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 538.1[M+ H]+.
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110

HHA H|: 'TH-NMR (CDCls): 6 9.27 (1H, d, J = 7.6 Hz), 7.32 (2H, d, J
8.4 Hz), 6.95-7.04 (4H, m), 6.85-6.94 (3H, m), 6.32 (1H, dd, J = 7.6, 2.4]
Hz), 5.97 (1H, t, J = 4.4 Hz), 4.63 (2H, d, J = 5.6 Hz), 3.89 (3H, s), 3.81
3H, s), 3.30-3.40 (4H, m), 3.20-3.29 (4H, m), 2.94 (2H, q, J = 7.6 Hz),
1.41 3H, t, J = 7.6 Hz); LCMS: 99.0%, MS (ESI): m/z 522.1[M+ Na]+.

111

BHAY K| 'H-NMR (CDCly): 8 9.13 (1H, d, J = 2.0 Hz), 7.51 (1H, d, J
0.6 Hz), 7.33 (2H, d, J= 8.8 Hz), 7.12 (2H, dd, J=9.6, 2.4 Hz), 6.92-7.08
4H, m), 6.89 (2H, d, J=9.2 Hz), 6.05 (1H, brs), 4.65 (2H, d, J = 5.2 Hz),
3.89 (3H, s), 3.30-3.40 (4H, m), 3.20-3.30 (4H, m), 2.97 (2H, q. J = 7.6
Hz), 1.41 (3H, t, J = 7.6 Hz); LCMS: 100%, MS(ESI):m/z 522.1 [M+23].

112

HEA 1 H|: 'TH-NMR (CDCls): § 9.61 (1H, d, J = 6.8 Hz), 7.68 (1H, d, J
7.2 Hz), 7.20-7.40 (7H, m), 6.95-7.10 (3H, m), 6.12 (1H, brs), 4.65 (2H, d,|

= 5.6 Hz), 3.80-3.90 (2H, m), 3.06 (2H, q, J = 7.6 Hz), 2.80-2.90 (2H,|
m), 2.60-2.75 (1H, m), 1.85-2.05 (4H, m), 1.40 (3H, t, J= 7.6 Hz); LCMS:
100%, MS (ESI): m/z 507.0[M + H]+.

113

NH

=t TTA|: H-NMR (CDCls): 6 9.29 (1H, d, J = 7.6 Hz), 7.76 (1H, d, J =|
0.0 Hz ), 7.15-7.36 (7H, m), 6.93-7.05 (3H, m), 6.05 (1H, brs), 4.60 (2H,
ld, J=5.6 Hz), 4.52-4.63 (2H. m), 2.94 (2H, q, J = 7.6 Hz), 2.77-2.89 (2H,
m), 2.60-2.71 (1H. m), 1.81-2.02 (4H. m), 1.38 (3H, t, /= 7.6 Hz); LCMS}
98.3%, MS (ESI): m/z 517.0[M+ H]+.

114

B A T |: TH-NMR (CDCls): §9.16 - 9.27 (1 H, m), 7.44 - 7.54 (1 H, m),

723 -7.31 (3 H, m), 7.09 - 7.20 (4 H, m), 6.98 (2 H, d, J=8.60 Hz), 5.98
1 H,br.s.),4.61 2 H,d,J=5.51 Hz), 3.80 2 H, d, J=12.35 Hz), 2.95 (2

H, d, J=7.72 Hz), 2.77 - 2.86 (2 H, m), 2.62 (1 H, s), 2.34 (6 H, d, J=12.35

Hz), 1.81 - 1.98 (4 H, m), 1.38 (3 H, t, J=7.50 Hz,); LCMS: 98.0%, MS|
ESI): m/z 453.0[M+ H]+.

115

M T A: 'TH-NMR (CDCls): § 9.45 (1H, dd, J = 5.2, 2.4 Hz), 7.55 (1H|
dd, /= 10.0, 5.2 Hz), 7.20-7.30 (3H, m, overlap with CDClI; signa), 7.10-
7.20 (4H, m), 6.98 (2H, d, J = 8.8 Hz), 6.01 (1H, brs), 4.55-4.65 (2H, m),
3.81 (2H, d, J=12.0 Hz), 2.96 (2H, q, J = 7.6 Hz), 2.82 (2H, td, J = 12.0.
2.8 Hz), 2.60-2.70 (1H, m), 2.32 (3H, s), 1.80-2.00 (4H, m), 1.39 (3H, t, J
= 7.6 Hz); LCMS: 98.7%, MS (ESI): m/z 493.0[M+ Na]+.

116

B A T H|: 'TH-NMR (CDCls): §9.41-9.45(1H, m), 7.29(2H, d, J= 8.4 Hz),
7.19-7.22(1H, m), 7.12(2H, d, J= 8.4 Hz), 6.92-6.98(5H, m), 6.75-6.80(1H
im), 5.99(1H, brs), 4.602H, d, J=5.2Hz), 3.30-3.35(8H, m), 2.91-2.97(2H
m), 1.383H, t, J= 7.6 Hz); LCMS: 98.1%, MS (ESI): m/z 542.1[M+ H]+.

117

\ -

A 1A 'TH-NMR (CDCl): & 8.98 (1H, dd, J= 0.8 Hz, J = 6.8 Hz),
7.24-7.29 (4H, m), 7.15 (2H, d, J = 8.0 Hz), 6.97 (2H, d, J = 8.4 Hz), 6.80)

1H, t,J=6.2 Hz), 6.60 (1H, d, J= 7.6 Hz), 6.03 (1H, brs), 4.61 (2H, d,
=52 Hz),4.01 3H, s). 3.81 (2H, d, /= 12.4 Hz), 2.97 (2H, q, J= 7.6 Hz)
0.82 (2H, t, J = 11.4 Hz), 2.62-2.69 (1H, m), 1.82-1.96 (4H, m), 1.37 (3H.
it, /= 7.6 Hz); LCMS: 100%, MS (ESI): m/z 553.1[M+ H]+.
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LM DK 'H-NMR (CDCls): § 9.10 (1H, d, J = 1.6 Hz), 7.48 (1H, d

I =9.6 Hz), 7.17-7.35 (7H, m), 7.08 (1H, d, J = 7.2 Hz), 6.98 (2H, d, J =

118 o - 8.4 Hz), 6.02 (1H, brs), 4.62 (2H, d, J= 5.2 Hz), 3.86 (3H, s), 3.82 (2H, d|

o =12.4 Hz),2.94 2H, q, J = 7.6 Hz), 2.83 (2H, t, J = 12.0 Hz), 2.60-2.70)

NQ\Q 1H, m), 1.80-2.00 (4H, m), 1.38 (3H, t, J = 7.6 Hz); LCMS: 100%
MS(ESI):m/z 469.1 [M+H]+

a A DA 'H-NMR (CDCly): § 9.34 (1H, d, J = 6.8 Hz), 7.57 (2H, d, J =
é\r/j 8 Hz), 7.34-7.39 (3H, m), 7.28 (2H, d, J = 8. 8 Hz), 6.98 (2H, d, J = 8.4
{/ Hz), 6.85 (1H, t, /= 7.2 Hz), 6.06 (1H, brs), 4.62 (2H, d, J = 5.6 Hz), 3.82
N 2H, d, J = 12.0 Hz), 3.01 (2H, q, J = 7.6 Hz), 2.84 (2H, td, J = 2.8, J =

NQ\Q\é, 12.4 Hz), 2.68-2.76 (1H, m), 1.84-2.00 (4H, m), 1.38 (3H, t, J = 7.6 Hz)]
¥ LCMS: 98.5%, MS (ESI): m/z 541.1[M+ H]+.
2t T1A|: 'H-NMR (CDCls): § 9.70-9.80 (1H, m), 7.68 (1H, d, J = 8.8

. YC()/ Hz), 7.46 (1H, dd, J = 7.6, 2.0 Hz), 7.26 (2H, d,J = 8.8 Hz), 7.16 (2H, dd
120 |r “ =4.82.0 Hz), 6.98 (2H, d, J = 8.8 Hz), 6.86 (2H, dd, J = 4.8 2.0 Hz),
. 6.06 (1H, m), 4.62 (2H, d, J = 5.2 Hz), 3.82 (2H, 5), 3.79 (3H, 5), 2.99 (2H

hQ\@ , |, J=7.6 Hz), 2.75-2.89 (2H, m), 2.53-2.69 (1H, m), 1.78-2.01 (4H, m),
N 1.40 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 537.0[M+ H]+.

119

N, HEA DH|: 'TH-NMR (CDCls): & 9.85 (1H, s), 7.69 (1H, d, J = 5.2 Hz),|
F AN 7.47 (1H, dd, J= 7.6, 2.0 Hz), 7.30 (2H, d, J = 8.0 Hz), 7.18-7.24 (2H, m),
121 |F% NH 6.98 (2H, d, J = 8.4 Hz), 6.88 (2H, d, J = 5.2 Hz), 6.02-6.11 (1H, m), 4.63|
2H, d, J= 5.6 Hz), 3.30-3.35 (8H, m), 2.9 (2H, q, / = 8.4 Hz), 1.41 (3H.
‘\/”Qa t, J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 541.8[M+ H]+.

M T A|: 'H-NMR (CDCL): 8 9.15 - 9.27 (1 H, m), 7.49 (1 H, d, J=9.04|
Hz), 7.22 - 7.33 (4 H, m), 7.17 (3 H, d, J=8.38 Hz), 6.97 (2 H, d, J=8.60)
122 - Hz), 5.94 - 6.06 (1 H, m), 4.61 (2 H, d, J=5.51 Hz), 3.80 (2 H, d, J=12.35
d ﬂ Hz), 2.95 (2 H, d, J=7.50 Hz), 2.81 (2 H, d, J=2.43 Hz), 2.57 - 2.69 (1 H

NQ\Q im), 2.35 (3 H, s), 1.92 (2 H, br. s.), 1.85 (2 H, dd, J=12.46, 3.42 Hz), 1.38
“ 3 H, t, J=7.50 Hz); LCMS: 100%, MS (ESI): m/z 487.0[M+ H]+.

T3 M K 'H-NMR (CDCI3): § 9.13 (1H, d, J = 2.0 Hz), 7.52 (1H, d|

NN =9.6 Hz), 7.31 (2H, d, J = 8.4 Hz), 7.20 2H, d, J = 8.4 Hz), 7.13 (1H
NN dd, J=9.6,2.4 Hz), 7.01 (2H, d, J= 8.8 Hz), 6.89 (2H, d, J = 8.8 Hz), 6.05
123 NH 1H, brs), 4.65 (2H, d, J = 5.2 Hz), 3.90 (3H, s), 3.76-3.88 (SH, m), 2.97
N 2H, q,J="7.6 Hz),2.87 (2H, td, J = 12.0, 2.4 Hz), 2.60-2.70 (1H, m), 1.80-
Q\QO/ D.00 (4H, m), 1.41 (3H, t, J = 7.6 Hz); LCMS: 100%, MS(ESI):m/z 521.1
[M+23]

BHAH T K|: TH-NMR (CDCls): 8 9.55 (1H, d, J = 7.2 Hz), 7.93 (1H, s),
N 7.30-7.32 (2H, m), 7.19 (2H, d, J = 8.4 Hz), 7.10 (1H, dd, J= 7.2, 1.6 Hz)
124 N {/ 7.01 (2H, d, J= 8.8 Hz), 6.89 (2H, d, J = 8.4 Hz), 6.09 (1H, brs), 4.65 (2H,

NH d, J= 5.6 Hz), 3.86 (2H, s), 3.82 (3H, s), 3.01 (2H, q, J = 7.6 Hz), 2.81-

N D.89 (2H, m), 2.61-2.67 (1H, m), 1.86-2.00 (4H, m), 1.44 3H, t, J = 7.4
o |Hz); LCMS: 99.1%, MS (ESI): m/z 537.0[M+ H]+.

[0445]
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125

ZL3AM DH|: 'H-NMR (CDCI3): §9.02 (1H, d, J = 6.8 Hz), 7.61 (2H, d
/= 8.0 Hz), 7.38 (2H, d, J = 8.0 Hz), 7.31 (2H, d, J =8.8 Hz), 7.00 (2H, d

= 8.8 Hz), 6.83 (1 H, t, J= 7.6 Hz), 6.63 (1H, d, J = 7.6 Hz), 6.07 (1H,
brs), 4.64 (2H, d, J = 5.6 Hz), 4.04 (3H, s), 3.85 (2H, d, J = 12.4 Hz), 3.00)
2H, q, J = 7.6 Hz), 2.86 (2H, dt, J = 2.8 Hz, J = 12 Hz), 2.73 (1H, m),
1.87-2.00 (4H, m), 1.41 (3H, t, J= 7.6 Hz); LCMS: 99.1%, MS (ESI): m/Z
537.1[M+ H]+.

126

A A8 TH|: 'H-NMR (CDCI3):  9.14 (1H, d, J = 2.0 Hz), 7.60 (1H, d,
= 8.4 Hz), 7.53 (2H, d, J = 9.6 Hz), 7.39 (2H, d, J = 8.4 Hz), 7.32 (2H, d

=84 Hz), 7.15 (2H, d, J = 9.6 Hz), 7.02 (2H, d, J = 8.8 Hz), 6.05 (1H
brs), 4.65 (2H, d, J = 5.6 Hz), 3.90 (3H, s), 3.86 (2H, d, J = 12.4 Hz), 2.98
2H, q, J = 7.6 Hz), 2.87 (2H, td, J = 12.0, 2.4 Hz), 2.70-2.80 (1H, m),
1.88-2.05 (4H, m), 1.42 (3H, t, J = 7.6 Hz); LCMS: 98.40%, MS(ESI):m/Z]
537.1 [M+H]+

127

HHAH TTH|: 'TH-NMR (CDCI3): § 9.13 (1H, d, J = 2.4 Hz), 7.52 (1H, d,
=9.6 Hz), 7.31 (2H, d, J = 8.8 Hz),7.08-7.21 (5H, m), 7.02 (2H, d, J = 8.8
Hz), 6.04 (1H, brs), 4.65 (2H, d, J = 5.2 Hz), 3.90 (3H, s), 3.85 (2H, d, J =
12.0 Hz), 2.98 (2H, q, J = 7.6 Hz), 2.85 (2H, td, J = 12.0, 2.8 Hz), 2.61
2.70 (1H, m), 2.36 (3H, m), 1.80-2.00 (4H, m), 1.39 (3H, t, J = 7.6 Hz);
LCMS: 98.40%, MS(ESI):m/z 483.1 [M+H]+

128

2| A K| '"H-NMR (CDCl3): §9.13 (1H, d, J=2.4 Hz), 7.51 (1H, d, J =
9.6 Hz), 7.33 (2H, d, J = 8.8 Hz), 7.26 (2H, d, /= 9.2 Hz), 7.13 (1H, dd, J
F9.6,2.4 Hz), 7.01 (2H, d, J= 7.6 Hz), 6.92 (2H, d, J = 8.8 Hz), 6.05 (1H,
lbrs), 4.66 (2H, d, J = 5.6 Hz), 3.90 (3H, s), 3.25-3.40 (8H, m), 2.98 (2H, q,|
U= 17.6 Hz), 1.41 (3H, t, J = 7.6 Hz); LCMS: 100%, MS(ESI):m/z 504.1
[M+H]+

129

A TTA|: TH-NMR (CDCI3): 8 9.01 (1H, d, J= 6.8 Hz), 7.53 (2H, d, J =
8.8 Hz), 7.34 (2H, d, J = 8.4 Hz), 7.00 (4H, d, /= 8.4 Hz), 6.83 (1H, t, J
7.4 Hz), 6.64 (1H, d, J= 7.6 Hz), 6.08 (1H, brs), 4.65 (2H, d, J = 5.6 Hz),
4.04 (3H, s). 3.36-3.47 (8H, m), 3.01 (2H, q, /= 7.6 Hz), 1.41 (3H, t, J
7.6 Hz); LCMS: 99.0%, MS (ESI): m/z 538.0[M+ H] +.

130

BHAY T X|: TH-NMR (CDCls): 8 9.88 (1H, s), 7.72 (1H, d, J = 9.2 Hz),
7.48-7.59 (3H, m), 7.34 (2H, d, J = 8.4 Hz), 6.95-7.08 (4H, m), 6.10 (1H,
s), 4.67 (2H, d, J = 5.6 Hz), 3.41-3.52 (4H, m), 3.32-3.51 (4H, m), 3.02)
2H, q,J="7.2 Hz), 1.44 (3H, t, J= 7.6 Hz); LCMS: 98.8%, MS (ESI): m/4
576.0[M+ H]+.

131

BHAY K| TH-NMR (CDCls): § 9.32 (1H, d, J=7.2 Hz), 7.79 (1H, d, J 5
1.2 Hz ), 7.23-7.34 (2H, m), 6.95-7.08 (3H, m), 6.89 (2H, d, J = 8.8 Hz)
16.04 (1H, brs), 4.63 (2H, d, J = 5.2 Hz), 3.78-3.89 (SH. m), 2.97 (2H, q,
= 7.6 Hz), 2.79-2.90 (2H, m), 2.56-2.69 (1H. m), 1.80-2.02 (4H. m), 1.41
3H, t, J= 7.6 Hz); LCMS: 98.5%, MS (ESI): m/z 517.0[M+ H]+.
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132

A T H|: 'TH-NMR (CDCls): §9.33 (1H, d, /= 7.6 Hz), 7.80 (1H, d, J =
1.2 Hz), 7.60 (2H, d, J = 8.0 Hz), 7.39 (2H, d, J = 8.0 Hz), 7.29-7.34 (2H
m), 6.97-7.09 (3H, m), 6.04 (1H, brs), 4.64 (2H, d, J = 5.2 Hz), 4.56-4.68
2H. m), 2.98 (2H, q, J = 7.6 Hz), 2.80-2.93 (2H, m), 2.68-2.80 (1H. m),
1.83-2.02 (4H. m), 1.41 (3H, t, J= 7.6 Hz); LCMS: 98.2%, MS (ESI): m/7
585.0[M+ H]+.

133

2t A TH-NMR (CDCls): 8 9.32 (1H, d, J=7.2 Hz), 7.80 (1H, d, J =

1.6 Hz ), 7.28-7.37 (2H, m), 7.20-7.26 (2H, m), 6.94-7.09 (SH. m), 6.04
1H, brs), 4.63 (2H, d, J = 5.6 Hz), 4.57-4.66 (2H. m), 2.98 2H, q, J = 7.6

Hz), 2.79-2.90 (2H, m), 2.59-2.73 (1H. m), 1.80-2.01 (4H. m), 1.41 (3H, t
=7.6 Hz)

134

3|4 K| 'H-NMR (CDCls): § 9.33 (1H, d, /= 7.6 Hz), 7.80 (1H, d, J =

1.6 Hz ), 7.28-7.35 (6H, m), 7.17-7.25 (2H, m), 6.97-7.08 (3H. m), 6.04|
1H, brs), 4.63 (2H, d, J = 5.6 Hz), 4.57-4.68 (2H. m), 2.98 (2H, q, J = 7.6|

Hz), 2.78-2.89 (2H, m), 2.60-2.71 (1H. m), 1.81-2.00 (4H. m), 1.41 (3H, t,
= 7.6 Hz); LCMS: 98.4%, MS (ESI): m/z 552.6[M+ H]+.

135

BHAH K| TH-NMR (CDCl;): 8 9.33 (1H, d, J= 7.6 Hz), 7.80 (1H, d, J =
12 Hz), 7.33 (2H, d, J = 8.8 Hz), 7.21-7.31 (2H, m), 6.96-7.08 (3H, m),

6.88-6.95 (2H, m), 6.05 (1H, brs), 4.64 (2H, d, J= 5.2 Hz), 3.27-3.41 (8H

m), 2.98 (2H, q, J = 7.6 Hz), 1.41 (3H, t, J = 7.6 Hz); LCMS: 99.0%, MS
ESI): m/z 553.6[M+ H]+.

136

A 1A TH-NMR (CDCls): 8 9.66 (1H, d, J= 1.2 Hz), 7.60 (2H, d, J =
8.0 Hz ), 7.52 (1H, d, J = 9.2 Hz), 7.35-7.45 (3H, m), 7.29-7.35 (2H, m),
7.02 (2H, d, J = 8.4 Hz), 6.06 (1H, brs), 4.65 (2H, d, J = 5.6 Hz), 3.80-3.91
2H, m), 2.99 (2H, q, J = 7.6 Hz), 2.81-2.91 (2H, m), 2.70-2.80 (1H, m),
1.86-2.06 (4H, m), 1.42 (3H, t, J = 7.6 Hz); LCMS: 98.9%, MS (ESI): m/7
585.0[M+ HJ+.

137

A DH|: 'H-NMR (CDCLs): 8 9.43(1H, t, J= 6.4 Hz), 7.19-7.30(5H, m)
6.99-7.02(4H, m), 6.75-6.81(1H, m), 5.99(1H, brs), 4.61(2H, d, J= 5.6 Hz)]
3.73-3.83(2H, m), 2.92-2.98(2H, m), 2.80-2.86(2H, m), 2.62-2.68(1H, m),
1.78-1.96(4H, m), 1.39(3H, t, J=7.6 Hz); LCMS: 99.9%, MS (ESI): m/z
1475.0[M+ HI+.

138

S| TA|: 'TH-NMR (CDCl): § 9.63 (1H, s), 7.49 (1H, d, J = 9.2 Hz )|
7.39 (1H, d, J=9.6 Hz), 7.31 (2H, d, J = 8.4 Hz), 6.90-7.17 (4H, m), 6.87
2H, d, J = 8.8 Hz), 6.03 (1H, brs), 4.62 (2H, d, J = 5.2 Hz), 3.78 (3H, s),
3.14-3.45 (8H.m), 2.96 (2H, q,/=7.6 Hz), 1.40 (3H, t, /= 7.6 Hz); LCMS}
100%, MS (ESI): m/z 548.0[M+ H]+.

139

=t | 'H-NMR (CDCls): 8 9.41 (1H, d, J=7.2 Hz), 7.61 (1H, d, J
3.8 Hz), 7.20-7.40 (SH, m, overlap with CDCl; signal), 7.18 (2H, d, J= 8.4
Hz), 6.82-7.05 (3H, m), 6.01 (1H, brs), 4.63 (2H, d, /= 5.6 Hz), 3.82 (2H|
d, J = 12.0 Hz), 2.98 (2H, q, J = 7.6 Hz), 2.83 (2H. t, J = 11.2 Hz), 2.53-
D.70 (1H, m), 1.72-2.03 (4H, m), 1.41 (3H, t, J = 7.6 Hz); LCMS: 100%)
MS (ESI): m/z 473.0[M+ H]+.
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A H: TH-NMR (CDCls): 8 9.16 - 9.29 (m, 1 H), 7.58 (br. s., 3 H), 7.12
L 7.41 (m, 6 H) 6.99 (br. s,2 H), 5.94 - 6.10 (m, 1 H), 4.62 (br. s, 2 H), 3.83
d, J=10.54 Hz, 2 H), 2.95 (d, J=6.53 Hz, 2 H), 2.84 (br. s, 2 H), 2.72 (br
s, 1 H), 2.36 (d, J=4.27 Hz, 3 H), 1.85 - 2.04 (m, 4 H), 1.31 - 1.47 (m, 3|
H):; LCMS: 99.1%, MS (ESI): m/z 521.0[M+ H]+.

141

A4 D : TH-NMR (CDCly): 8 9.28 (1H, d, J = 7.2 Hz), 7.35-7.29 (3H,
m), 7.10 (2H, d, J = 8.0 Hz), 6.98 (2H, d, J= 8.4 Hz), 6.75 (2H, d, /= 6.8
Hz), 5.99 (1H, brs), 4.62 (2H, d, J = 5.6 Hz), 3.35-3.29 (8H, m), 2.95 2H
lq, /= 7.6 Hz), 2.42 (3H, s), 2.29 (3H, s), 1.39 (3H, t, J = 7.6 Hz); LCMS:
100%, MS (ESI): m/z 490.1[M+ H]+.

142

9444 T H|: 'H-NMR (CDCls): § 9.35 (1H, d, J = 6.4 Hz), 7.40 (1H, d, J =
7.2 Hz), 7.31 2H, d, J= 6.8 Hz), 7.14 (2H, d, J = 7.2 Hz), 6.94-7.00 (4H
m), 6.86-6.88 (1H, m), 6.08 (1H, brs), 4.64 (2H, s), 3.34 (8H, s), 3.02 (2H
d, J = 7.2 Hz), 1.39 3H, t, J = 7.6 Hz); LCMS: 97.9%, MS (ESI): m/Z
474.0[M+ H]+.

143

A K| 'H-NMR (CDCly): § 9.40 (1H, d, J = 6.8 Hz), 7.45-7.65 (3H
m), 7.30-7.45 (2H, m), 7.20-7.30 (2H, m), 7.00 (2H, d, J =7.6 Hz), 6.80)
1H, t,J= 7.2 Hz), 6.07 (1H, brs), 4.62 (2H, d, J = 5.2 Hz), 3.83 2H, d,
= 12.0 Hz), 3.02 (2H, q. J= 7.6 Hz), 2.85 (2H, t, J = 12.0 Hz), 2.73 (2H, t|

= 7.6 Hz), 1.75-2.00 (4H, m), 1.38 (3H, t, J = 7.6 Hz); LCMS: 98.6%)
MS(ESI): m/z 584.9/586.9 [M+H]

144

HA 8| TH-NMR (CDCly): §9.25 (1H, d, /=7 Hz), 7.29 (2H, d, /= 8.5
Hz), 7.07-7.20 (SH, m), 6.98 (2H, d, J = 8.5 Hz), 6.82 (1H, t, /= 6.9 Hz)
6.01 (1H, brs), 4.62 (2H, d, J = 5.3 Hz), 3.81 (2H, d, J = 12.0 Hz), 2.99
2H,q,J=7.5Hz),2.83 (2H, td, /= 11.7, 2.0 Hz), 2.55-2.68 (1H, m), 2.61
3H, 5), 233 (3H, s), 1.82-1.98 (4H, m), 1.37 (3H, t, J = 7.5 Hz); LCMS;
98.7%, MS (ESI): m/z 489.1[M+ H]+.

145

2t 1 K: 'TH-NMR (CDCls): § 9.25 (1H, d, J= 6.8 Hz), 7.58 (2H, d, J 5
8.2 Hz), 7.36 (2H, d, /= 8.2 Hz), 7.30 (2H, d, /= 8.6 Hz), 7.11 (1H, d, J =
6.6 Hz), 6.99 (2H, d, J = 8.6 Hz) 6.82 (1H, t, J= 6.9 Hz), 6.02 (1H, brs),
4.63 (2H, d, J = 5.5 Hz), 3.83 (2H, d, J = 12.3 Hz), 3.00 (2H, q, J = 7.6|
Hz), 2.84 (2H, td, J = 12, 2.5 Hz), 2.68-2.78 (1H, m), 2.61 (3H, s), 1.84
2.02 (4H, m), 1.37 (3H, t, J = 7.5 Hz); LCMS: 98.6%, MS (ESI): m/7
521.1[M+ H]+.

146

SHA 8| TH-NMR (CDCls): 8 9.86 (1H, d, J = 0.8 Hz), 7.68 (1H, d, J

9.6 Hz), 7.56 (2H, d, J = 8.0 Hz), 7.46 (1H, d, J= 9.2 Hz), 7.35 (2H, d, J

8.0 Hz), 7.29 (2H, d, J = 8.4 Hz), 6.98 (2H, d, J = 8.8 Hz), 6.06 (1H, m),

.63 (2H, d, J= 5.2 Hz), 3.83 (2H, d, J = 12.4 Hz), 2.99 (2H, q, J = 7.4

Hz), 2.80-2.91 (2H, m), 2.57-2.79 (1H, m), 1.82-2.03 (4H, m), 1.41 (3H, t,
=7.6 Hz); LCMS: 99.3%, MS (ESI): m/z 575.0[M+ H]+.

147

%44 TH|: 'H-NMR (CDCls): 8 9.34 (1H, dd, J = 8 Hz), 7.38 (1H, dd, /=
8 Hz), 7.27 (2H, m) 7.07-7.17 (4H, m), 6.98 (2H, d, J= 8.40 Hz), 6.84 (1H,
t,J=7.2 Hz), 6.05 (1H, brs), 4.61 (2H, d, /= 5.6 Hz), 3.81 (2H, d,J= 12.4
Hz),3.01 (2H, q,J=7.6 Hz),2.82 (2H, td, J= 2.8, J = 12.0 Hz), 2.62 (1H
m), 2.32 (3H, s), 1.85-1.96 (4H, m), 1.37 (3H. t, /= 8 Hz); LCMS:100.0%,
MS (ESI): m/z 487.1[M+ H]+.
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St JTA|: TH-NMR (CDCls): 8 9.20 (1H, d, J = 6.8 Hz), 7.29-7.17 (4H|
m), 7.04-6.96 (SH, m), 6.85-6.80 (1H, m), 6.04 (1H, brs), 4.61 (2H, d, J =|
5.6 Hz), 3.82-3.79 (2H, m), 2.98 (2H, q, J = 7.6 Hz), 2.85-2.78 (2H, m),
£.67-2.60 (1H, m), 1.95-1.79 (4H, m), 1.39 (3H, t, J = 7.6 Hz); LCMS}
98.7%, MS (ESI): m/z 475.0[M+ H]+.

149

HHAH DK|: TH-NMR (CDCl): § 9.40-9.49 (1H, m), 7.55 (1H, dd, J = 9.6
4.8 Hz), 7.29 (2H, d, J = 8.4 Hz), 7.19-7.28 (2H, m, overlap with CDCly|
signal), 6.90-7.00 (4H, m), 6.84 (2H, d, J = 8.4 Hz), 6.03 (1H, t, J = 4.4
Hz), 4.61 (2H, d, J = 5.6 Hz), 3.77 (3H, s), 3.30-3.40 (4H, m), 3.15-3.25
4H, m), 2.96 (2H, q, J = 7.6 Hz), 1.39 (3H, t, J = 7.6 Hz); LCMS: 100%,
MS (ESI): m/z 488.1[M+ H]+.

150

L3M TAH|: 'H-NMR (CDCls): § 9.45 (1H, dd, J = 4.8, 2.0 Hz), 7.56
1H, dd, J=10.0, 5.6 Hz), 7.20-7.31 (3H, m, overlap with CDCl; signal),|
7.16 (2H, d, J = 8.8 Hz), 6.98 (2H, d, J = 8.8 Hz), 6.86 (2H, d, J = 8.8 Hz)|
5.95-6.05 (1H, m), 4.61 (2H, d, J = 5.6 Hz), 3.76-3.88 (5H, m), 2.96 (2H,|
lq, /= 7.2 Hz), 2.77-2.87 (2H, m), 2.53-2.66 (1H, m), 1.78-1.99 (4H, m), §
1.39 (3H, t, J = 7.2 Hz); LCMS: 100%, MS(ESI): m/z 487.0 [M+H]+.

151

L3 DH|: 'H-NMR (CDCI3): § 8.97 (1H, dd, J= 0.4 Hz, J = 6.8 Hz
7.25-7.29 (2H, m), 7.17-7.20 (2H, m), 6.96-7.01 (4H, m), 6.80 (1H, t, J =|
7.6 Hz), 6.60 (1H, d, J = 7.6 Hz), 6.02 (1H , brs), 4.60 (2H, d, J = 5.6 Hz),
4.00 (3H, s), 3.80 (2H, d, J=12.4 Hz), 2.95 (2H, q, J = 8.0 Hz), 2.82 (2H,
td, J = 2.4 Hz, J = 12.4 Hz), 2.66-2.60 (1H, m), 1.95-1.82 (4H, m), 1.37
3H,J= 7.6 Hz); LCMS: 100%, MS (ESI): m/z 487.1[M+ H]+.

152

L3M JTH|: 'TH-NMR (CDCls): § 8.97 (1H, dd, J = 0.8 Hz, J = 7.2 Hz),
7.25-7.28 (2H, m), 7.17 H, d, J = 2.0 Hz), 7.15 2H, d, J = 1.6 Hz),
16.96-6.98 (2H, m), 6.84-6.87 (2H, m), 6.80 (1H, t, J = 7.2 Hz), 6.60 (1H.
ld, /=172 Hz), 6.02 (1H, brs), 4.60 (2H, d, J = 5.6 Hz), 4.0 (3H, s), 3.78
3.81 (5H, m), 2.96 (2H, q, J= 7.6 Hz), 2.80 (2H, td, J=2.4 Hz, J= 12Hz
£.60 (1H, m), 1.82-1.99 (4H, m), 1.37 (3H, t, J = 7.6 Hz); LCMS: 100%,
MS (ESI): m/z 521.1[M+ Na]+.

153

M T A|: TH-NMR (CDCls): 8 9.45 (1H, dd, J=5.2,2.4 Hz) , 7.56 (1H
dd, J=9.6,5.2 Hz) , 7.15-7.32 (5H, m, overlap with CDCl; signal) , 6.90-]
7.05 (4H, m) , 6.01 (1H, brs) , 4.60 2H, d, /= 5.6 Hz) , 3.80 (2H, d, J 5
12.4Hz),2.95 (2H, q,J=7.6 Hz) , 2.78-2.86 (2H, m) , 2.60-2.70 (1H, m) |
1.78-2.00 (4H, m), 1.38 (3H, t, J= 7.6 Hz); LCMS: 100%, MS (ESI): m/Z
457.1[M+ H]+.

154

St 1A 'H-NMR (CDCls): 8 9.57 (1H, d, J= 7.6 Hz), 7.64 (1H, d, J =
7.2 Hz), 7.20-7.30 (4H, m), 7.15 (2H, d, J = 8.0 Hz), 6.95-7.00 (3H, m), |
6.08 (1H, brs), 4.62 (2H, d, J = 6.0 Hz), 3.68-3.85 (2H, m), 3.03 (2H, q,
= 7.6 Hz), 2.78-2.88 (2H, m), 2.65-2.72 (1H, m), 1.80-2.00 (4H, m), 1.37
3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 591.0[M + H]+.
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A TTA|: 'TH-NMR (CDCLs): § 9.27 (1H, d, J = 7.2 Hz), 7.35 (1H, s),
7.28 (2H, d, J= 8.4 Hz), 7.16 (2H, dd, J = 6.4 Hz, 2.0 Hz), 6.97 (2H, dd,
= 8.8 Hz, 2.0 Hz), 6.86 (2H, dd, J = 6.4 Hz, 2.0 Hz), 6.73 (1H, dd, J = 6.4
Hz, 2.0 Hz), 5.96 (1H, brs), 4.60 (2H, d, J = 2.8 Hz), 3.81-3.78 (5H, m),
2.93 (2H, q, J = 8.4 Hz), 2.83 (2H, td, J = 12 Hz, 2.4 Hz), 2.66-2.56 (1H
m), 2.41 (3H, d, J = 0.4 Hz), 1.98-1.82 (4H, m), 1.37 (3H, t, J = 7.2 Hz)|
LCMS: 100%, MS (ESI): m/z 483.1[M+ H]+.

156

HEA TH|: 'TH-NMR (CDCls): § 9.56 (1H, s), 7.40-7.50 (3H, m), 7.29-
7.37 (1H. m), 7.21-7.29 (2H, m), 6.81-6.97 (4H, m), 5.98 (1H, brs), 4.56|
2H, d, /= 5.6 Hz), 3.41-3.51 (4H, m), 3.22-3.41 (4H, m), 2.89 (2H, q, J 5
7.6 Hz), 1.33 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 586.0[M+
H]+.

157

AN
N7

A 1A TH-NMR (CDCls): 8 9.39 (1H, d, J= 5.6 Hz), 7.59 (1H, d, J =
8.8 Hz), 7.26-7.35 (3H, m, overlap with CDCl; signal), 7.10-7.17 (4H, m),|
6.95-7.03 (2H, m), 6.91 (1H, t, J = 6.8 Hz), 5.96-6.05 (1H, m), 4.61 (2H
ld, J= 5.6 Hz), 3.75-3.85 (2H, m), 2.97 (2H, q, J = 7.6 Hz), 2.76-2.88 (2H,
m), 2.56-2.68 (1H, m), 2.32 (3H, s), 1.80-1.99 (4H, m), 1.39 (3H, t, J = 7.6
Hz); LCMS: 98.4%, MS (ESI): m/z 475.1[M+ Na]-+.

158

A A TH-NMR(CDCls): § 9.54 (1H, dd, J= 2.0 Hz, J= 0.8 Hz), 7.50-
7.60 (3H, m), 7.36-7.40 (2H, m), 7.27-7.32 (3H, m), 6.93-7.00 (2H, m),
6.04 (1H, brs), 4.63 (2H, d, J = 5.6 Hz), 3.78-3.86 (2H, m), 2.98 (2H, q,
= 7.6 Hz), 2.82-2.89 (2H, m), 2.69-2.80 (1H, m), 1.82-2.00 (4H, m), 1.40)
3H, t,J=7.2 Hz); LCMS: 100%, MS (ESI): m/z 541.1[M+ H]+.

159

2t TTA|: TH-NMR (CDCls): 8 9.65 (1H, d, J= 1.2 Hz), 7.51 (1H, d, J 5

9.2 Hz), 7.41 (1H, dd, J=9.2, 2.0 Hz), 7.28-7.35 (4H, m), 7.20 (2H, d, J =

8.4 Hz), 7.01 (2H, d, J = 8.4 Hz), 6.05 (1H, brs), 4.64 (2H, d, J = 5.2 Hz),

3.76-3.90 (2H, m), 2.98 (2H, q, J = 7.6 Hz), 2.80-2.90 (2H, m), 2.60-2.73
1H, m), 1.80-2.03 (4H, m), 1.42 (3H, t, J = 7.6 Hz); LCMS: 100%, MS
ESI): m/z 553.0[M+ H]+.

160

M TTH|: 'TH-NMR (CDCly): § 9.37 (1H, dd, JI = 0.8 Hz, J2 = 6.8 Hz),
7.42 (1H, dd, JI = 0.8 Hz, J2 = 7.6 Hz), 7.33 (2H, d, J = 8.4 Hz), 7.13 (2H,|
ld, J=8.0 Hz), 7.01 (2H, d, /= 8.8 Hz), 6.86-6.94 (3H, m), 6.09 (1H, brs),
K.65 (2H, d,J=5.2 Hz), 3.37 (4H, dd, JI = 3.6 Hz, J2 = 7.2 Hz), 3.31 (4H,
ldd, J1 =2.4 Hz, J2 = 5.6 Hz), 3.04 (2H, q, J= 7.6 Hz), 1.41 (3H, t, J= 7.6
Hz); LCMS: 98.4%, MS (ESI): m/z 488.1[M+ H]+.

161

B A DH|: 'TH-NMR (CDCly): § 9.23 (1H, d, J= 6.8 Hz), 7.53 (2H, d, J =
8.8 Hz), 7.34 (2H, d, J = 8.4 Hz), 7.08-6.99 (5H, m), 6.88-6.83 (1H, m),
6.10 (1H, brs), 4.66 (2H, d, J = 5.6 Hz), 3.48-3.36 (8H, m), 3.01 (2H, q,
= 7.6 Hz), 1.43 (3H, t, J = 7.6 Hz); LCMS: 99.5%, MS (ESI): m/7
526.1[M+ H]+.
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M TH|: "TH-NMR (CDCls): § 9.48 (1H, dd, J = 4.8, 2.4 Hz), 7.59 (1H,|
dd, J = 9.6, 5.2 Hz), 7.25-7.35 (SH, m, overlap with CDCl; signa), 7.20|
2H, d, J= 8.4 Hz), 7.00 (2H, d, J = 8.8 Hz), 6.05 (1H, brs), 4.64 (2H, d,
= 5.6 Hz), 3.84 (2H, d, J= 12.4 Hz), 2.99 (2H, q, J = 7.6 Hz), 2.85 (2H, td,|

=12.0, 2.4 Hz), 2.60-2.70 (1H, m), 1.80-2.00 (4H, m), 1.42 (3H, t, J =
7.6 Hz); LCMS: 98.7%, MS (ESI): m/z 491.0[M+ H]+.

163

A T8 TH-NMR (CDCls): §9.28 (1H, d,J="7.2 Hz), 7.35 (1H, 5), 7.30
7.26 (2H, m), 7.21-7.18 (2H, m), 7.02-6.97 (4H, m), 6.75 (1H, dd, J = 7.2,
Hz, 1.6 Hz), 5.98 (1H, brs), 4.61 (2H, d, J= 5.6 Hz), 3.80 (2H, d, J = 12.4)
Hz), 2.94 (2H, q, J = 7.2 Hz), 2.82 (2H, td, J = 12 Hz, 2.4 Hz), 2.68-2.61

1H, m), 2.42 (3H, s), 1.98-1.80 (4H, m), 1.38 (3H, t, J = 7.2 Hz); LCMS;
100%, MS (ESI): m/z 471.1[M+ H]+.

164

9 A K): TH-NMR (CDCls): 8 9.44(1H, t, Ji= 7.6 Hz, 6.0 Hz), 7.53(2H
d, J=7.6 Hz), 7.34(2H, d, J= 8.8 Hz), 7.27(2H, d, J= 7.6 Hz), 7.21-7.23(1H|
m), 7.95(2H, d, J= 8.8 Hz), 6.75-6.81(1H, m), 6.76-6.81(1H, m), 6.03(1H,
brs), 4.61(2H, d, J= 5.6 Hz), 3.49-3.88(2H, m), 2.93-2.98(2H, m), 2.82-
D.88(2H, m), 2.70-2.77(1H, m), 1.63-1.99(4H, m), 1.23(3H, t, J= 7.6 Hz),
LCMS: 99.1%, MS (ESI): m/z 525.0[M+ H]+.490.1[M+ Na]+

165

S M TH: TH-NMR (CDCls): § 9.45 (1H, dd, J = 5.2, 2.4 Hz) , 7.56 (1H,
dd, /=10.0, 5.2 Hz) , 7.18-7.40 (8H, m, overlap with CDClI; signal) , 7.00|
2H, d,J=8.4 Hz),6.02 (1H, brs) , 4.62 (2H, d, J= 5.2 Hz) , 3.82 (2H, d|

=124 Hz),2.97 (2H, q, /= 7.6 Hz) , 2.80-2.90 (2H, m) , 2.60-2.71 (1H,
m) , 1.80-2.05 (4H, m), 1.40 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI)
Im/z 457.0[M+ H]+

166

Hi A | TH-NMR (CDCls): 8 9.44(1H, t, J= 7.2 Hz), 7.21-7.35(7H, m),
7.00(2H, d, J= 8.4 Hz), 6.77-6.81(1H, m), 5.60(1H, brs), 4.61(2H, d, J= 5.6
Hz),3.81-3.84(2H, m), 2.92-2.98(1H, m), 2.81-2.88(2H, m), 2.62-2.70(1H,|
m), 1.86-2.01(4H, m), 1.39(3H, t, J=7.6 Hz); LCMS: 99.9%, MS (ESI);
m/z 457.0[M+ H]+.

167

%A TH|: 'H-NMR (CDCly): § 9.20 (1H, d, J = 6.8 Hz), 7.35-7.20 (6H,
im), 7.05-6.98 (3H, m), 6.86-6.81 (1H, m), 6.06 (1H, brs), 4.62 (2H, d, J =
5.6 Hz), 3.84-3.81 (2H, m), 3.00 2H, q, J = 7.6 Hz), 2.87-2.81 (2H, m),
0.71-2.63 (1H, m), 2.01-1.86 (4H, m), 1.40 (3H, t, J = 7.6 Hz); LCMS;
100%, MS (ESI): m/z 457.0[M+ H]+.

168

N

NH

5444 T H|: TH-NMR (CDCI3): § 9.39 (1H, d, /= 6.8 Hz), 7.58 (1H, d, /=
7.2 Hz), 7.18-7.38 (8H, m), 6.99 (2H, d, J = 7.6 Hz), 6.80 (1H, t, J = 7.2
Hz), 6.07 (1H, brs), 4.62 (2H, d, J = 5.6 Hz), 3.82 (2H, d, J = 12.4 Hz)
3.02 (2H, q,J=7.6 Hz),2.84 (2H, t,J= 11.6 Hz), 2.60-2.75 (1H, m), 1.85-
D.00 (4H, m), 1.38 (3H, t, J = 7.6 Hz); LCMS: 100%, MS(ESI):m/7
516.8/518.8 [M+H].

169

A4 1%): 'H-NMR (CDCls): § 9.86 (1H, s), 7.69 (1H, d, /= 9.2 Hz), 7.47
1H, dd, J=7.6, 1.6 Hz), 7.28 (2H, t, J = 8.4 Hz), 7.12 (4H, s), 6.99 (2H,

d, J = 8.0 Hz), 6.06 (1H, m), 4.63 (2H, d, J=5.2 Hz), 3.82 (2H, d, /= 12.4

Hz), 2.99 (2H, q. J = 7.2 Hz), 2.81-2.86 (2H, m), 2.58-2.70 (1H, m), 2.33
3H, s), 1.82-2.02 (4H, m), 1.41 3H, t, J = 7.6 Hz); LCMS: 100%, MS
ESI): m/z 521.0[M+ H]+.

_93_

SES06 10-2292293



[0452]

170

4 A D K| 'TH-NMR (CDCls): § 9.41 (1H, d, J = 7.2 Hz), 7.61 (1H, d, J =

8.8 Hz), 7.15-7.36 (8H, m, overlap with CDCl; signal), 6.99 (2H, d, /= 8.8

Hz), 6.92 (1H, t,J= 7.2 Hz), 6.02 (1H, brs), 4.63 (2H, d, J = 5.6 Hz), 3.83|
2H, d,J=12.0 Hz), 2.98 (2H, q, /= 7.6 Hz), 2.72-2.90 (2H, m), 2.60-2.70)
1H, m), 1.81-2.04 (4H, m), 1.40 (3H, t, J = 7.6 Hz); LCMS: 99.3%, MS|
ESI): m/z 439.1[M+ H]+.

171

A LK) 'H-NMR (CDCls): $9.28 (1H, d,J=7.2 Hz), 7.38 (1H, 5), 7.30-
7.25 (3H, m), 7.17-7.15 (2H, m), 6.98 (2H, d, J = 8.4 Hz), 6.77 (1H, d, J
6.0 Hz), 5.98 (1H, brs), 4.62 (2H, d, J = 5.6 Hz), 2.95 (2H, q, J = 7.6 Hz)
D.83 (2H, td, J = 10.8 Hz, 2.4 Hz), 2.70-2.62 (1H, m), 2.43 (3H, s), 2.03
1.75 (4H, m), 1.39 (3H, t, J = 8.4 Hz); LCMS: 100%, MS (ESI): m/4
537.1[M+ H]+.

172

@A %): TH-NMR (CDCI3): 8 9.11 (1H, d, J = 2.4 Hz), 7.49 (1H, d, J =
9.6 Hz), 7.26-7.35 (4H, m), 7.18 (2H, d, J = 8.4 Hz), 7.11 (1H, dd, J = 9.6
D4 Hz), 6.98 (2H, d, J = 8.4 Hz), 6.02 (1H, brs), 4.63 (2H, d, J = 5.2 Hz),
3.88 (3H, s), 3.82 (2H, d, J = 12.4 Hz), 2.95 (2H, q. J = 7.6 Hz), 2.85 (2H,
td, J = 12.0, 2.4 Hz), 2.58-2.70 (1H, m), 1.80-2.00 (4H, m), 1.39 (3H, t,
= 7.6 Hz); LCMS: 100%, MS(ESI):m/z 503.0 [M+H]+

173

9444 18| 'H-NMR (CDCly): 8 9.24 (1H, d, J=7 Hz), 7.26-7.31 (4H, m),
7.15-7.20 (2H, m), 7.11 (1H, d, J = 7 Hz), 6.982H, d, J = 8.5 Hz), 6.82,
1H, t,J= 6.9 Hz), 6.03 (1H, brs), 4.62(2H, d, J = 5.3 Hz), 3.81 (2H, d,
= 12.5 Hz), 2.99 (2H, q,J = 7.5 Hz), 2.83 (2H, td, J = 12.2, 2.5 Hz), 2.62-
D.69 (1H, m), 2.61 (3H, s), 1.79-1.98 (4H, m), 1.37 (3H, t, J = 7.5 Hz);

LCMS: 100%, MS (ESI): m/z 487.0[M+ H]+.

174

A R TH-NMR (CDCls): 8 9.19 - 9.27 (m, 1 H) 7.46 - 7.55 (m, 1 H)]
7.25-7.32 (m, 4 H), 7.14 - 7.21 (m, 3 H), 6.92 - 7.07 (m, 2 H), 5.96 - 6.12)
m, 1 H), 4.59 - 4.65 (m, 2 H), 3.77 - 3.89 (m, 2 H), 2.91 - 3.00 (m, 2 H),
2.77 - 2.90 (m, 2 H), 2.61 - 2.75 (m, 1 H), 2.37 (s, 3 H), 1.80 - 2.00 (m, 4|
H), 1.40 (s, 3 H); LCMS:100%, MS (ESI): m/z 537.0[M+ H]+.

175

84 K TH-NMR (CDCl): § 9.42-9.46 (1H, m), 7.30-7.21 (3H, m),
7.17-7.15 (2H, m), 6.99 (2H, d, J= 7.6 Hz), 6.81-6.77 (1H, m), 5.99 (1H,
brs), 4.61 (2H, d, J= 5.2 Hz), 2.97-2.92 (2H, m), 2.86-2.80 (2H, m), 2.67

1H, m), 1.97-1.89 (4H, m), 1.41-1.37 (3H, t, J= 7.6 Hz); LCMS: 99.9%,|
MS (ESI): m/z 541.0[M+ H]+.

176

8444 A 'H-NMR (CDCly): § 9.20 (1H, d, J = 6.8 Hz), 7.30-7.26 (4H,
m), 7.18 (2H, d, J = 8.4 Hz), 7.06-6.97 (3H, m), 6.86-6.81(1H, m), 6.06

1H, brs), 4.62 (2H, d, J = 5.2 Hz), 3.83-3.80 (2H, m), 3.00 2H, q. /= 7.6
Hz), 2.86-2.80 (2H, m), 2.68-2.60 (1H, m), 1.96-1.83 (4H, m), 1.40 (3H, t,
U = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 491.0[M+ H]+.

177

2t 1H|: 'H-NMR (CDCI3): § 8.99 (1H, d, J = 6.8 Hz) 7.20-7.35 (TH
m), 6.99 (2H. d, J = 8.0 Hz), 6.81 (1H, t, J= 7.6 Hz), 6.61 (1H, d, J=17.6
Hz), 6.04 (1H, brs), 4.61 (2H, d, J = 5.6 Hz), 4.01 (3H, 5), 3.82 (2H, d, J =
12 Hz), 2.98 (2H, q, J = 7.6 Hz), 2.83 (2H, t, J = 9.6 Hz), 2.63-2.69 (1H,|
im), 1.89-1.98 (4H, m), 1.38 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI);
Im/z 469.0[M+ H]+.
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HHA TTH|: 'TH-NMR (CDCls): 6 9.86 (1H, s), 7.69 (1H,d,J =9.2 Hz)
7.47 (1H, dd, J = 7.6, 1.6 Hz), 7.18-7.36 (7H, m), 7.00 (2H, d, J = 8.0 Hz)
6.07 (1H, m), 4.63 (1H, d, J = 5.2 Hz), 3.83 (2H, d, J = 12 Hz), 2.97 (2H|
lq. J = 7.6 Hz), 2.71-2.88 (2 H, m), 2.57-2.63 (1H, m), 1.81-2.03 (4H, m),|
1.41 3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 507.0[M+ H]+.

179

2t K| 'TH-NMR (CDCls): §9.10 (1H, d, J = 2.4 Hz), 7.49 (1H, d, J =
9.6 Hz), 7.29 (2H, d, J = 8.4 Hz), 7.15-7.25 (2H, m), 7.11 (1H, dd, J = 8.4,
D.4 Hz), 7.00 (1H, t, J = 8.8 Hz), 6.03 (1H, brs), 4.62 (2H, d, J = 5.6 Hz),
3.87 (3H, s), 3.81 (2H, d, J = 12.4 Hz), 2.95 (2H, q, J = 7.6 Hz), 2.82 (2H|
itd, J = 12.0, 2.4 Hz), 2.55-2.70 (1H, m), 1.80-2.00 (4H, m), 1.39 (3H, t, .J
= 7.6 Hz); LCMS: 100%, MS(ESI):m/z 487.0 [M+H]+.

180

A K| 'H-NMR (CDCls): § 9.40 (1H, d, /= 6.8 Hz), 7.60 (1H, d, J =
8.8 Hz), 7.25-7.35 (3H, m, overlap with CDCl; signal), 7.17 (2H, d, J = 8.4
Hz), 6.99 (2H, d, J = 8.8 Hz), 6.89-6.91 (1H, m), 6.87 (2H, d, J = 8.8 Hz)|
6.02 (1H, brs), 4.62 (2H, d, J = 5.2 Hz), 3.72-3.84 (5H, m), 2.98 (2H, q,
= 7.6 Hz), 2.77-2.87 (2H, m), 2.56-2.67 (1H, m), 1.63-1.98 (4H, m), 1.4
3H, t,J = 7.2 Hz); LCMS: 99.2%, MS (ESI): m/z491.1 [M+ Nal+.

181

HHAH DK|: 'TH-NMR (CDCls): § 9.24 (1H, d, J = 6.8 Hz), 7.23-7.32 (4H,
m), 7.16 (2H, d, J= 8.3 Hz), 7.11 (1H, d, J = 6.8 Hz), 6.98 (2H, d, J = 8.5
Hz), 6.82 (1H, t, J= 6.9 Hz), 6.02 (1H, brs), 4.62 (2H, d, /= 5.3 Hz), 3.82|
2H, d, J=12.0 Hz), 2.99 (2H, q, J = 7.6 Hz), 2.84 (2H, td, J = 12.1, 2.4
Hz), 2.627-2.72 (1H, m), 2.61 (3H, s), 1.81-2.00 (4H, m), 1.37 (3H, t, J |
7.7 Hz); LCMS: 100%, MS (ESI): m/z 537.1[M+ H]+.

182

NN,
NG
NH
o
N
o/
AN
N7
NH
J
N RF
ps
o
NN

B A4 D K|: 'TH-NMR (CDCLs): 8 9.11 (1H, d, J=2.4 Hz), 7.50 (1H, d, J =
9.6 Hz), 7.22-7.32 (4H, m), 7.17 2H, d, J = 8.4 Hz), 7.10 (1H, dd, J = 9.6,
D.4 Hz), 6.99 (2H, d, J = 8.8 Hz), 6.02 (1H, brs), 4.62 (2H, d, J = 5.6 Hz),
3.88 (3H, s), 3.82 (2H, q, /= 12.4 Hz), 2.95 (2H, q,J = 7.6 Hz), 2.83 (2H
itd, J = 12.0, 2.4 Hz), 2.62-2.74 (1H, m), 1.80-2.00 (4H, m), 1.39 (3H, t, .J
= 7.6 Hz); LCMS: 100%, MS(ESI):m/z 553.1 [M+H]+.

183

HHAH T H|: 'TH-NMR (CDCls): 6 9.35 (1H, d, J = 6.8 Hz), 7.40 (1H, d, J
7.2 Hz), 7.29 (2H, d, J = 8.4 Hz), 7.20 (2H, dd, J = 8.8, J= 5.6 Hz), 6.98-
7.03 (4H, m), 6.86 (1H, t, J= 7.2 Hz), 6.07 (1H, brs), 4.62 (2H, d, J = 5.6|
Hz), 3.82 (2H, d, J= 12.4 Hz), 3.02 (2H, q,J = 7.6 Hz),2.83 2H, t,J=11.
2 Hz), 2.64-2.65 (1H, m), 1.84-1.96 (4H, m), 1.39 (3H. t, J = 7.65 Hz)|
LCMS: 100.0%, MS (ESI): m/z491.0[M+ H]+.

184

9444 TH|: 'H-NMR (CDCly): § 9.25 (1H, d, J = 7.6 Hz), 7.22-7.32 (4H|
m), 7.16 2H, d, J = 8.4 Hz), 6.98 (2H, d, J = 8.4 Hz), 6.89 (1H, d, J=2.4
Hz), 6.60 (1H, dd, J= 6.4 Hz, 2.8 Hz), 5.94 (1H, brs), 4.60 2H, d, J= 5.
Hz), 3.87 (3H, s). 3.82 (2H, d, J = 12.4 Hz), 2.92 (2H, q. J = 7.6 Hz), 2.82|
2H, td, J = 12.0 Hz, 2.4 Hz), 2.60-2.72 (1H, m), 1.70-2.02 (4H, m), 1.39
3H, t,J = 7.6 Hz); LCMS: 100.0%, MS (ESI): m/z 553.1 [M+H]+.
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A H: 'TH-NMR (CDCls): 8 9.39 (1H, d, J = 6.8 Hz), 7.58 (1H, d, J =
7.2 Hz), 7.20-7.32 (4H, m), 7.19 (2H, d, J = 8.0 Hz), 6.99 (2H, d, J =8.8
Hz), 6.79 (1H, t, J= 7.2 Hz), 6.08 (1H, brs), 4.62 (2H, d, J = 5.6 Hz), 3.83
2H, d, J = 12.4 Hz), 3.04 (2H, q, J = 7.6 Hz), 2.83 (2H, td, J = 12.0, 2.4
Hz), 2.60-2.72 (1H, m), 1.80-2.00 (4H, m), 1.38 (3H, t, /= 7.6 Hz); LCMS:
100%, MS(ESI):m/z 601.0/603.0 [M+H]+

186

A TH): TH-NMR (CDCls): §9.53 (1H, d,J="7.2 Hz), 7.91 (1H, 5), 7.24
7.38 (4H, m), 7.18 (2H, d, J = 8.0 Hz), 7.09 (1H, dd, J = 7.2, 1.6 Hz), 6.98
2H,d,J=8.4Hz),6.11 (1H, brs), 4.63 (2H, d, J= 5.2 Hz), 3.81-3.86 (2H
m), 3.10 (2H, q, J = 7.6 Hz), 2.80-2.86 (2H, m), 2.61-2.68 (1H, m), 1.80-
D.08 (4H, m), 1.44 3H, t, J = 7.6Hz); LCMS: 100%, MS (ESI): m/4
541.1[M+ H]+.

187

B DH|: TH-NMR (CDCLs): 6 9.63 (1H, s), 7.49 (1H, d, J= 9.2 Hz )
7.43 (1H, d, J = 7.6 Hz), 7.21-7.32 (3H, m), 7.13-7.20 (2H, m), 6.92-7.04
2H, m), 6.04 (1H, brs), 4.54-4.67 (2H, m), 3.76-3.89 (2H, m), 2.94 2H
I, J = 7.6 Hz), 2.76-2.89 (2H, m), 2.59-2.71 (1H, m), 1.77-2.00 (4H, m),
1.42 3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 602.8[M+ H]+.

188

YA D A|: 'H-NMR (CDCls): § 9.82 (1H, d, J = 15.2 Hz), 7.70 (1H, d,
9.2 Hz), 7.45-7.52 (2H, m), 7.32 (2H, d, J= 8.4 Hz), 7.14 (2H, d, J= 8.8
Hz), 6.88-7.08 (4H, m), 6.02-6.15 (1H, m), 4.64 (2H, d, J = 5.6 Hz), 3.23
3.42 (8H, m), 3.00 (2H, q, J = 7.6 Hz), 1.44 (3H, t, J = 7.2 Hz); LCMS;
98.0%, MS (ESI): m/z 592.0[M+ H]+.

189

=M TTH|: 'H-NMR (CDCls): § 9.39 (1H, d, J= 6.4 Hz), 7.58 (1H, d, J 5
6.8 Hz), 7.22-7.30 (2H, m), 7.15-7.21 (2H, m), 6.90-7.03 (4H, m), 6.80
1H, t, J=7.2 Hz), 6.07 (1H, brs), 4.62 (2H, d, /= 5.6 Hz), 3.82 (2H, d,
= 12.4 Hz), 3.12 (2H, q, J = 7.6 Hz), 2.83 (2H, td, J = 12.4, 2.8 Hz), 2.60-
2.70 (1H, m), 1.80-2.00 (4H, m), 1.38 (3H, t, J = 7.6 Hz); LCMS: 99.0%,

MS(ESI):m/z 535.0/537.0 [M+H]

190

2t T1A|: TH-NMR (CDCls): 8 9.35 (1H, d, J= 6.8 Hz), 7.40 (1H, d, J =
6.8 Hz), 7.28-7.37 (4H, m), 7.21-7.25 (3H, m), 7.00 (2H, d, J = 8.4 Hz),
6.86 (1H, t, J=7.2 Hz), 6.07 (1H, brs), 4.63 (2H, d, J = 5.6 Hz), 3.83 (2H,
ld, /=12 Hz), 3.02 (2H, q, J = 7.6 Hz), 2.82-2.87 (2H, m), 2.63-2.70 (1H,
m), 1.86-2.01 (4H, m), 1.39 (3H, t, J = 7.6 Hz); LCMS: 99.6%, MS (ESI);
m/z 473.0[M+ H]+.

191

i A 11 H|: TH-NMR (CDCls): § 9.33 (1H, d, J= 7.6 Hz), 7.80 (1H, d, J 5
1.6 Hz ), 7.28-7.36 (3H, m), 7.15-7.26 (2H, m), 6.97-7.12 (3H, m), 6.04

1H, brs), 4.63 (2H, d, J= 5.6 Hz), 3.73-3.92 (2H. m), 2.98 (2H, q, J = 7.6|
Hz), 2.79-2.91 (2H, m), 2.63-2.78 (1H. m), 1.81-2.03 (4H. m), 1.41 (3H, |
[/ =7.6 Hz); LCMS: 100%, MS (ESI): m/z 603.0[M+ H]+.

192

=AM D H|: 'TH-NMR (CDCls): §9.30 (1H, d, J = 7.6 Hz), 7.78 (1H, d, J =
12 Hz), 731 (2H, d, J=8.4 Hz), 7.14 2H, d, J = 8.4 Hz), 6.87-7.05 (SH
m), 6.04 (1H, brs), 4.62 2H, d, J = 5.6 Hz), 3.22-3.40 (8H, m), 2.98 (2H|
l, J = 7.6 Hz), 1.41 (3H, t, J = 7.6 Hz); LCMS: 98.3%, MS (ESI): m/4
602.0[M+ H]+.
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i BHAH D H|: 'TH-NMR (CDCls): 6 9.23 (1H, d, J= 7.2 Hz), 7.33 (2H. d, J =
9, 8.4 Hz), 7.17 (2H, d, J = 8.8 Hz), 7.08-6.96 (SH, m), 6.88-6.83 (1H, m),

193 6.09 (1H, brs), 4.66 (2H, d, J = 5.2 Hz), 3.40-3.30 (8H, m), 3.02 (2H, q,

d = 7.6 Hz), 143 (3H, t, J = 7.6 Hz); LCMS: 96.5%, MS (ESI): m/4

N‘CNOO%F 542 1[M+ H]+.

a HHA H|: 'TH-NMR (CDCls): 8 9.39 (1H, d, J = 7.6 Hz), 7.61 (1H, d, J

N 1.6 Hz), 7.32 (2H, d, J = 8.8 Hz), 7.26 (2H, d, /= 9.2 Hz), 7.00 (2H, d, J =
194 NH 8.4 Hz), 6.88-9.95 (3H, m), 6.05 (1H, brs), 4.64 (2H, d, J = 5.2 Hz), 3.34
8H, d, J = 6.8 Hz ), 2.98 2H, q. J = 7.6 Hz), 1.41 (3H, t, J = 7.6 Hz);
WAV [LCMS: 97.6%, MS (ESI): m/z 507.9 [M+ H]+.

HHAH - TK|: TH-NMR (CDCL): §9.25 (1H, d, /= 7.6 Hz), 7.57 (2H, d, J
N 9 8.0 Hz), 7.37 (2H, d, J = 8.0 Hz), 7.29 (2H, d, J = 8.8 Hz), 6.99 (2H, d, J
SN 8.4 Hz), 6.89 (1H, d, J = 2.0 Hz), 6.61 (1H, dd, J = 7.6 Hz, 2.4 Hz), 5.95
195 N 1H, brs), 4.61 (2H, d, J= 5.2 Hz), 3.87(3H, 5),3.83 (2H, d, J = 12.4 Hz),
NQ\Q\é 0.92 (2H, q.J = 7.6 Hz), 2.84 (2H, td, J = 12.0 Hz, 2.4 Hz), 2.55-2.70 (1H,
P |m), 1.85-2.02 (4H, m), 1.39 (3H, t, J = 7.6 Hz); LCMS: 98.7%, MS (ESI);

m/z 537.1 [M+H]+, 559.1 [M+Na]+.

B4 A% H|: TH-NMR (CDCls): § 9.28 (1H, d, J = 6.8 Hz), 7.36-7.31 (3H,|
N m), 7.14 (2H, d, J = 8.8 Hz), 6.99-6.94 (4H, m), 6.75 (1H, d, J = 6.8 Hz),
196 Ni 5.30 (1H, brs), 4.62 (2H, d, J= 5.6 Hz), 3.34 (8H, brs), 2.95 (1H, q, /= 7.2]
) P v [Hz),2.42 (3H, s), 1.39 (3H, t, J = 7.6 Hz); LCMS: 97.9%, MS (ESI): m/4

\\/N\Q\o% T 4S4.1[M+ H]+

BYA% K 'H-NMR (CDCL): 8 9.63 (1H, s), 7.49 (1H, d, J= 9.6 Hz)
N 739 (1H, d,J=9.2 Hz), 731 (2H, d, J = 8.4 Hz), 7.14 (2H. d. /= 8.8 Hz)
197 - 6.87-7.05 (4H, m), 6.05 (1H, brs), 4.62 (2H, d, J = 5.6 Hz), 3.21-3.45 (8H
N Fro ), 2.96 (2H, g, J= 7.6 Hz), 1.40 (3H, t, J = 7.6 Hz); LCMS: 95.9%, MS
‘\/NQO%F ESI): m/z 603.8[M+ H]+.

NF HHAH 1 H|: 'H-NMR (CDCls): 8 9.58 (1H, d. J = 6.8 Hz), 7.66 (1H, d, J =
Q9 6.8 Hz), 7.31 (2H, d, J = 8.4 Hz), 6.90-7.10 (7H, m), 6.10 (1H, brs), 4.64
198 | " 2H, d,J = 5.6 Hz), 3.30-3.42 (4H, m), 3.20-3.30 (4H, m), 3.03 2H, q, J 5
d 7.2 Hz), 1.38 (3H, t,J = 7.2 Hz); LCMS: 97.5%, MS (ESI): m/z 526.0[M|

NO\ H+ H]+.

br HHA 1H|: 'H-NMR (CDCI3): § 9.40 (1H, d, J = 7.2 Hz), 7.58 (1H, d,
~ ’N/{/ = 7.2 Hz), 742 (2H, d,J = 7.2 Hz), 7.24 (2H, d, J = 8.8 Hz), 6.98 (2H, d
NH

199 [/ = 8.0 Hz), 6.90 (2H, d, J = 8.8 Hz), 6.80 (1H, t, J = 6.8 Hz), 6.08 (1H,
d bbrs), 4.63 (2H, d, J = 5.2 Hz), 3.20-3.40 (8H, m), 3.02 (2H, q, J = 7.6 Hz),

‘\/”Qu 1.38 (3H, t, J = 7.6 Hz); LCMS: 97.5%, MS(ESI):m/z 552.0/554.0 [M+H]4

St 1A TH-NMR (CDCI3): § 8.99 (1H, d, J= 6.8 Hz), 7.32 (2H, d, J =
N 8.0 Hz), 7.14 (2H, d, J = 8.8 Hz), 6.94-6.99 (4H, m), 6.82 (1H, t, J = 7.2]
NH Hz), 6.62 (1H, d, J=7.6 Hz), 6.05 (1H, brs), 4.63 (2H, d, J = 5.6 Hz), 4.02|

T F o 3H, s). 3.34 (8H, s), 2.98 (2H, q, J = 7.6 Hz), 1.38 (3H, t, J = 7.6 Hz)
LAV 0% [LCMS: 96.2%, MS (ESI): m/z 554.1[M+ H]+

200

[0455]

_97_



[0456]

201

O

HHAH DK|: TH-NMR (CDCls): § 9.63 (1H, s), 7.49 (1H, d, J= 9.6 Hz )
7.39 (1H, d, J = 9.6 Hz), 7.31 (2H, d, J = 8.4 Hz), 7.19-7.26 (2H, m), 6.98
2H, d, J = 8.4 Hz), 6.90 (2H, d, J = 8.8 Hz), 6.04 (1H, brs), 4.62 (2H, d,
= 5.6 Hz), 3.15-3.40 (8H, m), 2.96 (2H, q, /= 7.6 Hz), 1.42 3H, t, /= 7.6

Hz); LCMS: 97.8%, MS (ESI): m/z 552.0[M+ H]+.

202

HHAH - D K|: TH-NMR (CDCLs): 8 9.59 (1H, d, J = 6.8 Hz), 7.66 (1H, d, J =
7.2 Hz), 7.31 (2H, d, J = 8.4 Hz), 7.14 (2H, d, J = 8.4 Hz), 6.92-7.01 (5H
m), 6.12 (1H, brs), 4.64 (2H, d, J = 5.6 Hz), 3.17-3.54 (8H, m), 3.03 (2H
g, J = 7.6 Hz), 1.37 3H, t, J = 7.6 Hz); LCMS: 97.9%, MS (ESI): m/4
592.0[M + H]+.

203

B A TH|: TH-NMR (CDCls): 8 9.55 (1H, d, J = 7.2 Hz), 7.93 (IH, s),
7.34 (2H, d, J=8.4 Hz), 7.16 (2H, d, J= 8.4 Hz), 7.11 (1H, dd, J = 7.6, 2.0
Hz), 6.96-7.03 (4H, m), 6.11 (1H, brs), 4.66 (2H, d, J = 5.6 Hz), 3.29-3.38
8H, m), 3.01 2H, q,J= 7.6 Hz), 1.44 (3H, t, J = 7.6 Hz); LCMS: 97.7%
MS (ESI): m/z 592.0[M+ H]+.

204

BHAY D K|: TH-NMR (CDCls): 8 9.39 (1H, d, J = 7.2 Hz), 7.62 (1H, s),
7.53 (2H, d, J = 8.4 Hz), 7.33 (2H, d, J = 8.0 Hz), 7.00 (4H, d, J = 8.8 Hz)
6.93 (1H, dd, J, = 2.0 Hz, J, = 7.6 Hz), 6.04 (1H, brs), 4.64 (2H, d, J= 5.6
Hz), 3.30-3.50 (8H, m), 2.98 (2H, q, /= 7.6 Hz), 1.41 (3H, t, J = 7.6 Hz)
LCMS: 95.6%, MS (ESI): m/z 542.1 [M+ H]+.

205

BHAH D A|: TH-NMR (CDCly): 8 9.39 (1H, d, J= 7.6 Hz), 7.61 (2H, d, J =
1.6 Hz), 7.25-7.33 (2H, m), 7.20 (2H, d, J = 8.8 Hz), 7.00 (2H, d, J = 8.4
Hz), 6.85-6.95 (3H, m), 6.03 (1H, brs), 4.63 (2H, d, J = 5.6 Hz), 3.75-3.90
SH, m), 2.98 (2H, q, J = 7.2 Hz), 2.80-2.90 (2H, m), 2.60-2.70 (1H, m),
1.83-2.02 (4H, m), 1.40 (3H, t, J = 7.6 Hz); LCMS: 97.3%, MS (ESI): m/Z
525.1 [M+ Nal+.

206

B A TTH|: TH-NMR (CDCls): 8 9.55 (1H, d, J = 7.2 Hz), 7.93 (1H, s),
7.53 (2H, d, J=8.8 Hz), 7.34 2H, d,J=8.4 Hz), 7.11 (1H, dd, /= 7.2, 1.6|
Hz), 6.97-7.04 (4H, m), 6.11 (1H, brs), 4.66 (2H, d, J = 5.2 Hz), 3.46-3.50)
4H, m), 3.31-3.40 (4H, m), 3.02 (2H, q, J = 7.6 Hz), 1.44 3H, t, J = 7.6|
Hz); LCMS: 97.2%, MS (ESI): m/z 576.0[M+ H]+.

207

SHAH DH|: TH-NMR (CDCls): 6 9.32 (1H, d, J = 7.2 Hz), 7.79 (1H, d, J =
.0 Hz),7.32 (2H, d, /= 8.8 Hz), 7.13 (2H. d. J = 8.0 Hz), 6.97-7.10 (3H
Im), 6.89-7.00 (2H. m), 6.05 (1H, brs), 4.64 (2H, d, J = 5.2 Hz), 3.25-3.43

8H, m), 2.98 (2H, q,J = 7.6 Hz), 1.41 (3H, t, J= 7.6 Hz); LCMS: 97.1%),
MS (ESI): m/z 532.0[M+ H]+.

208

BHAH K| TH-NMR (CDCly): 8 9.33 (1H, d, J= 7.2 Hz), 7.80 (1H, d, J =
1.6 Hz), 7.32 (2H, d, J = 8.8 Hz), 6.94-7.07 (SH, m), 6.90 (2H, d, /= 8.8
Hz), 6.04 (1H, brs), 4.64 (2H, d, J = 5.2 Hz), 3.90 (3H, s), 3.31-3.42 (4H,
m), 3.20-3.30 (4H, m), 2.98 (2H, q, J = 7.6 Hz), 1.41 (3H, t, J = 7.6 Hz),{
LCMS: 95.4%, MS (ESI): m/z 548.0[M+ H]+.
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209

M DH|: 'TH-NMR (CDCls): 8 9.57 (1H, d, J = 7.2 Hz), 7.64 (1H, d, J =
7.2 Hz), 7.29 (2H, d, J = 8.8 Hz), 7.20-7.26 (2H, m), 6.94-6.98 (3H, m),
6.86-6.91 (2H, m), 6.08 (1H, brs), 4.62 (2H, d, J = 5.2 Hz), 3.28-3.35 (8H,
m), 3.01 (2H, q,J = 7.6 Hz), 1.37 (3H, t, J = 7.6 Hz); LCMS: 97.4%, MS|
ESI): m/z 542.0[M + H]+.

210

BHAY K| 'H-NMR (CDCLs): 8 9.13 (1H, s), 7.45-7.60 (3H, m), 7.34 (2H
d, J= 8.4 Hz), 7.14 (2H, d, J =8.8 Hz), 7.00 (4H, d, J =8.0 Hz), 6.06 (1H,
bbrs), 4.66 (2H, d, J = 5.2 Hz), 3.90 (3H, s), 3.40-3.50 (4H, m), 3.30-3.40
4H, m), 2.98 (2H, q,J = 7.6 Hz), 1.41 (3H, t, J = 7.6 Hz); LCMS: 98.2%,
MS(ESI):m/z 538.0 [M+H]+.

211

S|4 A 'TH-NMR (CDCls): 8 9.51 (1H, d, J = 6.8 Hz), 7.89 (1H, s),
7.29 2H, d, J= 15.2 Hz), 7.24-7.30 (2H, m), 7.07 (1H, d, J = 7.6 Hz), 7.00)
2H, dd, J = 12.0, 11.6 Hz), 6.89 (2H, m). 6.04 (1H, brs), 4.62 (2H, d, J |
5.6 Hz), 3.31-3.48 (4H, m), 3.25-3.30 (4H, m), 2.98 (2H, q, J = 7.6 Hz),
1.40 (3H, t, J = 7.6 Hz); LCMS: 97.4%, MS (ESI): m/z 541.8]M+ H]+.

212

BHAY K| 'H-NMR (CDCls): 8 8.99 (1H, d, J = 6.8 Hz), 7.26-7.30 (4H,
m), 7.17 (2H, d, J = 8.4 Hz), 6.98 (2H, d, J = 8.4 Hz), 6.81 (1H, t, /=72
Hz), 6.61 (1H, d, J= 7.6 Hz), 6.04 (1H, brs), 4.61 (2H, d, J= 5.2 Hz), 4.02]
3H, s), 3.80 (2H, d, J= 12 Hz), 2.99 (2H ,q, J = 7.6 Hz), 2.83 (2H, td, J =
D.4 Hz, J = 12 Hz), 2.67-2.60 (1H, m), 2.01-1.80 (4H, m), 1.38 (3H, t, J =
7.6 Hz); LCMS: 99.3%, MS (ESI): m/z 503.0[M+ H]+.

213

St A TH-NMR (CDCls): 8 9.38 (1H, d, J = 6.8 Hz), 7.56 (1H, d, J =
7.2 Hz), 7.20-7.35 (4H, m), 7.16 2H, d, J = 7.6 Hz), 6.97 (2H, d, J = 7.6|
Hz), 6.78 (1H, t, J= 7.2 Hz), 6.07 (1H, brs), 4.60 (2H, d, J = 5.6 Hz), 3.80)
2H, d, J = 12.4 Hz), 3.02 (2H, q, J = 7.6 Hz), 2.81 (2H, td, J = 12.0, 2.4
Hz),2.55-2.70 (1H, m), 1.75-2.00 (4H, m), 1.36 (3H, t, /= 7.6 Hz); LCMS}
100%, MS(ESI):m/z 550.8/552.8 [M+H]

214

BHAH T K|: TH-NMR (CDClL): 8 9.31 (1H, d, J = 7.6 Hz), 7.78 (1H, s),

7.12 2H, d, J= 6.8 Hz), 7.31 (2H, d, J = 8.4 Hz), 6.81-7.09 (5H, m), 6.03
1H, brs), 4.62 (2H, d, J = 5.2 Hz), 3.26-3.53 (8H, m), 2.87-3.05 (2H, m)
1.41 3H, t, J = 7.6 Hz); LCMS: 98.2%, MS (ESI): m/z 588.0[M+ H]+.

215

2t TA|: TH-NMR (CDCLy): 8 9.01 (1H, d, J = 6.8 Hz), 7.28-7.32 (2H,|
m), 7.14-7.18 (4H, m), 7.00 2H, d, J = 8.8 Hz), 6.83 (1H, t, J = 7.2 Hz),
6.63 (1H, d, J=7.6 Hz), 6.06 (1H, brs), 4.62 (2H, d, J = 5.6 Hz), 4.04 (3H,
s),3.82 (2H, d,J=12.4 Hz), 3.01 2H ,q,J=7.6 Hz), 2.85 2H, td, J = 2.§|
Hz, J = 12 Hz), 2.61-2.68 (1H, m), 2.35 (3H, s), 1.85-1.98 (4H, m), 1.40|
3H, t, J = 7.6 Hz); LCMS: 97.8%, MS (ESI): m/z 483.1[M+ H]+.

216

St T A|: 'TH-NMR (CDCls): §9.19-9.29 (1 H, m), 7.52 (1 H, d, J=9.16
Hz), 7.14 - 7.41 (8 H, m), 7.01 (2 H, d, J=8.66 Hz), 5.97 - 6.11 (1 H, m),
k.64 (2 H, d, J=5.40 Hz), 3.85 (2 H, d, J=12.30 Hz), 2.91 - 3.04 (2 H, m),
.86 (2 H, d, J=2.76 Hz), 2.60 - 2.73 (1 H, m), 2.39 (3 H, s), 1.98 (4 H, br]
s.), 1.41 3 H, t,J=7.53 Hz); LCMS: 100%, MS (ESI): m/z 453.1[M+ H]+
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217

2 DA 'TH-NMR (CDCls): 8 9.61 (1H, d, J= 6.8 Hz), 7.68 (1H, d, J
=7.2 Hz), 7.53 2H, d,J = 8.4 Hz), 7.33 (2H, d, J= 8.4 Hz), 6.99-7.02 (SH
m), 6.13 (1H, brs), 4.66 (2H, d, J = 5.6 Hz), 3.31-3.49 (8H, m), 3.05 (2H
i, J = 7.6 Hz), 1.41 (3H, t, J = 7.6 Hz); LCMS: 98.6%, MS (ESI): m/4
576.0[M + H]+.

218

B A% D K|: TH-NMR (CDCly): 8 9.42 (1H, d, J = 6.0 Hz), 7.61 (1H, d, J =
7.6 Hz), 7.53 (2H, d, J = 8.4 Hz), 7.34 (2H, d, J = 8.8 Hz), 7.00 (4H, d, J =|
8.8 Hz), 6.82 (1H, t, /= 7.2 Hz), 6.10 (1H, brs), 4.65 (2H, d, J = 5.6 Hz),
3.30-3.50 (8H, m), 3.04 (2H, q, /= 7.6 Hz), 1.38 (3H, t,J= 7.6 Hz); LCMS}
100%, MS(ESI):m/z 585.8/587.8 [M+H]+

219

B4 A TA|: TH-NMR (CDCls): 8 9.32 (1H, d, J= 7.6 Hz), 7.79 (1H, d, J

1.6 Hz ), 7.28-7.33 (2H, m), 7.13-7.20 (4H, m), 6.93-7.06 (3H. m), 6.04]
1H, brs), 4.63 (2H, d, J = 5.6 Hz), 4.56-4.67 (2H. m), 2.98 (2H, q, /= 7.6

Hz), 2.76-2.92 (2H, m), 2.60-2.70 (1H. m), 1.83-2.02 (4H. m), 1.41 (3H, t|
= 7.6 Hz); LCMS: 95.0%, MS (ESI): m/z 533.0[M+ H]+.

220

A DH|: 'H-NMR (CDCly): $9.27 (1H, d, J= 7.6 Hz), 7.33 (2H. d, J
8.8 Hz), 7.25 (2H, d, J = 8.8 Hz), 6.99 (2H, d, J = 8.8 Hz), 6.91 (3H, d,
= 8.8 Hz), 6.63 (1H, dd, J = 7.6 Hz, 2.4 Hz), 5.97 (1H, m), 4.63 (2H, d,
= 5.6 Hz), 3.89 (3H, s), 3.20-3.40 (8H, m), 2.94 (2H, q, J = 7.6 Hz), 1.41
3H, t, J = 7.6 Hz); LCMS: 100.0%, MS (ESI): m/z 504.0[M+ H]+.

221

HHA H|: 'TH-NMR (CDCls): 6 9.38 (1H, d, J = 7.6 Hz), 7.61 (1H, d, J
1.6 Hz), 7.24-7.33 (2H, m), 7.13-7.20 (4H, m), 7.00 (2H, d, J = 8.4 Hz),
6.92 (1H, dd, J; = 2.4 Hz, J» = 7.6 Hz), 6.03 (1H, brs), 4.63 (2H, d, J = 5.6|
Hz), 3.83 (2H, d, J= 12.4 Hz), 2.97 (2H, q, J = 7.6 Hz), 2.80-2.90 (2H, m),|
2.59-2.72 (1H, m), 2.35 (3H, s), 1.85-2.02 (4H, m), 1.41 (3H, t, /= 7.6 Hz)]
LCMS: 97.2%, MS (ESI): m/z 486.8 [M+ H]+.

222

A TTA|: TH-NMR (CDCL): 8 9.18 - 9.34 (m, 1 H), 7.48 - 7.58 (m, 1
H), 7.28 (s, 2 H) 7.17 - 7.23 (m, 3 H), 6.98 - 7.03 (m, 2 H), 6.90 (s, 2 H),
5.96 - 6.06 (m, 1 H), 4.64 (d, J=5.52 Hz, 2 H), 3.83 - 3.88 (m, 1 H), 3.82
s, 4 H), 2.94 - 3.03 (m, 2 H), 2.79 - 2.90 (m, 2 H), 2.59 - 2.69 (m, 1 H),
.39 (s, 3 H), 1.82 - 2.01 (m, 4 H), 1.42 (t, J=7.53 Hz, 3 H); LCMS: 100%
MS (ESI): m/z 483.0[M+ H]+.

223

EH M DA TH-NMR (CDCls): 6 9.86 (1H, s), 7.69 (1H, d, J = 9.2 Hz),

7.46 (1H, dd, J= 7.6, 1.6 Hz), 7.25-7.32 (4H, m), 7.16 (2H, d, J = 8.0 Hz)

7.00 (2H, d, J = 8.8 Hz), 6.00-6.16 (1H, m), 4.63 (2H, d, J= 5.2 Hz), 3.83
2H, d, J=12.4 Hz), 2.99 (2H, q, J= 7.6 Hz), 2.79-2.89 (2H, m), 2.51-2.73
1H, m), 1.78-2.02 (4H, m), 1.42 (3H, t, J = 7.6 Hz); LCMS: 100%, MS
ESI): m/z 591.0[M+ H]+.

224

St T A|: TH-NMR (CDCls): 8 9.37 (1H, dd, J; = 0.8 Hz, J> = 6.8 Hz) |
7.41 (1H, dd, J, = 1.2 Hz, J>= 7.6 Hz), 7.27-7.32 (4H, m), 7.18(2H, d, J |
8 Hz ), 7.01 (2H, d, J = 8.4 Hz), 6.87 (I1H, t, J = 7.2 Hz), 6.09 (1H, brs)|
4.64 (2H, d, J = 5.2 Hz), 3.84 (2H, d, J = 12.4 Hz), 3.05 QH, q, J = 7.6
Hz,),2.86 (2H, t,J= 11.6 Hz), 2.70 (1H, t, /= 12 Hz), 1.88-1.99 (4H, m),
1.41 3H, t, J = 7.6 Hz); LCMS: 100.00%, MS (ESI): m/z 556.9[M+ H]+.
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225

A TH|: TH-NMR (CDCls): 8 9.24 (1H, d,J=7 Hz), 7.29 (2H, d, J= 8.5
Hz), 7.16-7.23 (2H, m), 7.11 (1H, d, J = 7 Hz), 6.95-7.03 (4H, m), 6.81
1H, t, J = 6.9 Hz), 6.03 (1H, brs), 4.62 (2H, d, J = 5.3 Hz), 3.81 (2H, d,
= 12.3 Hz), 2.99 (2H, q, J = 7.5 Hz), 2.83 (2H, td, J = 12.2, 2.6 Hz), 2.62-
2.69 (1H, m), 2.61 (3H, s), 1.79-1.98 (4H, m), 1.36 (3H, t, J = 7.5 Hz);

LCMS: 100%, MS (ESI): m/z 471.1[M+ H]+.

226

4 A DA TH-NMR (CDCls): 8 9.86 (1H, s), 7.69 (1H, d,J=9.2 Hz), 7.47
1H, dd, J = 7.6, 2.0 Hz), 7.28-7.33 (4H, m), 7.18 (2H, d, J = 8.4 Hz), 6.99
2H, d, J = 8.4 Hz), 6.07 (1H, m), 4.62 (2H, d, J = 5.6 Hz), 3.81 (2H, m),

2.99 (2H, q, J = 7.6 Hz), 2.77-2.90 (2H, m), 2.58-2.70 (1H, m), 1.79-2.00
4H, m), 1.41 (3H, t, J= 7.6 Hz); LCMS: 100%, MS (ESI): m/z 541.0[M

H]+.

227

S K): 'H-NMR (CDCls): 8 9.86 (1H, s), 7.69 (1H, d, /= 9.2 Hz), 7.47
1H, dd, J = 7.6, 2.0 Hz), 7.25-7.38 (2H, m), 7.15-7.25 (2H, m), 6.91-7.09
4H, m), 6.13 (1H, m), 4.63 (1H, d, J= 5.2 Hz), 3.82 (2H. d, /= 12.4 Hz),

3.00 2H, q, J = 7.8 Hz), 2.78-2.90 (2H, m), 2.49-2.73 (1H, m), 1.78-2.03
4H, m), 1.43 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 525.0[M+

H]+.

228

A4 1 8|: 'H-NMR (CDCls): 8 9.53 (1H, d, J=7.6 Hz), 7.91 (1H, 5), 7.29-
7.52 (3H, m), 7.28 (1H, s), 7.16 (2H, d, J = 8.0 Hz), 7.10 (1H, dd, J = 7.6,
1.6 Hz), 6.96 (2H, d, J=22.0 Hz), 6.08 (1H, brs), 4.63 (2H, d, J = 5.6 Hz)]
3.82 (2H, d,J = 12.4 Hz), 3.00 (2H, q, /= 7.6 Hz), 2.79-2.82 (2H, m), 2.63
D.70 (1H, m), 1.84-1.89 (4H, m), 1.35 (3H, t, J = 7.6 Hz); LCMS: 100%,
MS (ESI): m/z 590.8[M+ H]+.

229

Hi A K| 'TH-NMR (CDCls): 8 9.46(1H, t, J= 7.2 Hz), 7.53(2H, d, J= 8.8
Hz), 7.33(2H, d, J= 8.4Hz), 7.23-7.25(1H, m), 6.99-7.01(4H, m), 6.79-
6.83(1H, m), 6.04(1H, brs), 4.64(2H, d, J= 5.6 Hz), 3.36-3.48(8H, m),
2.94-3.00(2H, m), 1.41(3H, t, J= 7.6 Hz); LCMS: 99.9%, MS (ESI): m/7
526.0[M+ H]+.

230

A4 %): TH-NMR (CDCly): 8 9.41 (1H, d, J = 7.2 Hz), 7.53-7.65 (3H,
im), 7.28-7.40 (SH, m), 6.99 (2H, d, J = 8.4 Hz), 6.89-6.96 (1H, m), 5.97-
6.09 (1H, m), 4.63 (2H, d, J= 5.6 Hz), 3.75-3.90 (2H, m), 2.98 (2H, q, J
7.6 Hz), 2.80-2.90 (2H, m), 2.65-2.79 (1H, m), 1.85-2.01 (4H, m), 1.41
3H, t,J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z 507.0[M+ H]+.

231

NH

A T H|: 'H-NMR (CDCls): §9.28 (1H, d, J=7.2 Hz), 7.36 (1H, 5), 7.30-
7.26 (2H, m), 7.17-7.12 (4H, m), 6.98 (2H, d, J = 8.4 Hz), 6.75 (1H, dd,
= 7.2 Hz, 1.6 Hz), 4.61 (2H, d, /= 5.6 Hz), 3.73 (2H, d, J = 12.4 Hz), 2.94

2H, q, J= 7.2 Hz), 2.81 H, td, J = 12 Hz, 2.4 Hz), 2.67-2.57 (1H, m),
D42 (3H, s), 2.01-1.81 (4H, m), 1.39 (3H, t, /= 7.2 Hz).

232

@A 1%); 'H-NMR (DMSO-d6, 400 MHz): § 126 (3H, t, J = 7.6 Hz)
1.65-1.63 (2H, m), 1.92-1.89 (2H, m), 3.01 (2H, q, J = 7.6 Hz), 3.17 (1H|
brs), 3.39 (2H, s), 3.62-3.59 (2H, m), 3.82 (1H, m), 4.49 (2H, d, J = 5.4
Hz), 7.10 (2H, t, J = 8.8 Hz), 7.29-7.25 (4H, m), 7.38-7.36 (2H, m), 7.65

1H, dd, J = 9.2, 1.6 Hz), 7.78 (1H, d, J = 9.6 Hz), 8.19 (1H, d, J = 7.2
Hz), 8.70 (1H, t, J = 5.6 Hz), 9.11 (1H, 5); LCMS: 99.7%, MS (ESI): m/Z
548 2[M+ H]+.
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A 1A TH-NMR (MeOD, 300 MHz): 81.37 (3H, t, J = 7.5 Hz), 2.15

NN,
N 0.23 (4H, m), 3.10 (2H, q, J = 7.5 Hz), 3.51-3.57 (2H, m), 3.77-3.87 (3H,
233 s m), 4.63 (2H, s), 4.68 (2H, s), 7.29-7.41 (5H, m), 7.57-7.64 (4H, m), 7.76-
7.81 (2H, m), 9.22 (1H, d, J = 9.0 Hz); LCMS: 98.9%, MS (ESI): m/7]
N
OO 503.2[M+ HI+.
B DH|: TH-NMR (DMSO-d6, 400 MHz): 51.29 (3H, t, J = 7.6 Hz)
N 1.79-1.81 (2H, m), 1.97-1.99 (2H, m), 3.02 2H, q, J = 7.6 Hz), 3.15 (1H,
AN m), 3.70-3.73 (2H, m), 4.05 (1H, m), 4.50 (2H, d, J = 5.6 Hz), 7.25-7.33
234 S 4H, m), 7.36-7.38 (2H, m), 7.64 (1H, dd, J = 1.6 Hz, 9.6 Hz), 7.78 (1H
N& 3\\@ ld, J = 9.6 Hz), 7.92-7.96 (2H, m), 8.42 (1H, d, J = 7.2 Hz), 8.65 (1H, t,
N F|= 5.6 Hz), 9.12 (IH, d, J = 1.6 Hz); LCMS: 100%, MS (ESI): m/2
534.1[M+ H]+.
HHA T H|: '"H-NMR (DMSO-d6, Bruker Avance 300 MHz): § 1.25 (3H,|
< N’"/ t,J = 7.5Hz), 3.00 (2H, q, J = 7.5Hz), 3.08-3.28 (4H, m), 3.31-3.91 (4H,
235 |© " F m), 4.43 (2H, d, J = 5.7 Hz), 6.95 (2H, d, J = 8.7 Hz), 7.20-7.33 (4H, m),
d ~ 7.49 (2H, dd, J = 8.4, 5.4 Hz), 7.70 (1H, dd, J = 9.2, 1.8 Hz), 7.80 (1H, d|
NN J=9.2Hz),8.70 (1H, t,J = 5.7 Hz), 9.10 (1H, s); LCMS: 100%, MS (ESI){
m/z 520.0 [M+ H]+.
N S D H|: 'TH-NMR (DMSO-d6, Bruker Advance 300 MHz): 8 1.24 (3H
AN t, J=7.5Hz), 2.91-3.12 (6H, m), 3.51-3.65 (4H, m), 3.74 (2H, 5), 4.42-4.44
236 et 2H, m), 6.92 (2H, d, J = 8.7 Hz), 7.10 (2H, t, J = 8.8 Hz), 7.19-7.31 (4H
N\ m), 7.69 (1H, dd, J = 9.6, 1.8 Hz), 7.78 (1H, d, J = 9.6 Hz), 8.66 (1H, t,.
— F |=5.7Hz),9.10 (1H, s). LCMS: 100%, MS (ESI): m/z 534.0 [M+ H]+.
AN ShtA @ A TH-NMR (CD30D, 300 MHz): §1.32-1.41 (6H, m), 1.91-
237 o { 1.96 (2H, m), 2.02-2.13 (2H, m), 3.12 (2H, q, J = 7.5 Hz), 3.51-3.55 (2H,
N m), 3.82-3.91 (2H, m), 4.70 (2H, s), 7.66 (4H, s), 7.80-7.90 (2H, m), 9.24]
~Q<0H 1H, s); LCMS: 98.4%, MS (ESI): m/z 427.1[M+ H]+.
o SHetM @l TH.NMR (CD30D, 300 MHz): 80.99 (3H, t, J = 7.5 Hz),
NN 139 BH, t,J = 7.5 Hz), 1.62 (2H, q, J = 7.5 Hz), 1.90-2.08 (4H, m), 3.12)
238 S 2H, q. J = 7.5 Hz), 3.53-3.59 (2H, m), 3.83-3.91 (2H, m), 4.70 (2H, s),
"Q(\ 7.66 (4H, ), 7.80-7.90 (2H, m), 9.25 (1H, s); LCMS: 99.0%, MS (ESI)
OH m/z 440.2[M+ H]+.
HH A T1H|; TH-NMR (CD30D, 400 MHz): §1.40 (2H, t, J = 7.6 Hz), 2.11
< N/’j 2H, d,J = 13.6 Hz), 2.50-2.61 (2H, m), 3.13 (2H, q, J = 7.6 Hz), 3.67 (2H
239 |© - ld, J = 12.4 Hz), 4.02-4.09 (2H, m), 4.72 (2H, s), 7.29 (1H, d, J = 7.6 Hz)
d o 7.39 (2H, t,J = 8.0 Hz), 7.57 (2H, d, J = 7.2 Hz), 7.67-7.73 (4H, m), 7.81
”Qk@ 7.89 (2H, m), 9.26 (1H, d, J = 0.8 Hz); LCMS: 99.9%, MS (ESI): m/4
489.2[M+ H]+.
HHAY H|HE (22); 'TH-NMR (DMSO-d6, Bruker Avance 400 MHz):
C N"} 133 3H, t, J = 7.2 Hz), 2.00-2.12 (2H, m), 2.13-2.30 (2H, m), 3.11 (2H
240 |© F la, J = 7.6 Hz), 3.55-3.70 (5H, m), 4.59 (2H, d, J = 5.6 Hz), 7.43 (2H, t,

- 8.8 Hz), 7.57 (2H, d, J = 7.6 Hz), 7.65-7.78 (2H, m), 7.88-7.95 (2H, m),
.12 (2H, dd, J = 8.8, 5.6 Hz), 9.11 (1H, brs), 9.19 (1H, s); LCMS: 100%,
MS (ESI): m/z 519 [M+H]+.
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B A H|H A (22); 'H-NMR (MeOD, Bruker Avance 400 MHz): § 1.43
3H,t,J = 7.6 Hz), 2.16-2.38 (4H, m), 3.17 (2H, q, J = 7.6 Hz), 3.75-3.88
4H, m), 3.90-4.01 (1H, m), 4.74 2H, d, J = 4.4 Hz), 7.48 (2H, d, J = 8.4
Hz), 7.70 (4H, s), 7.89 (1H, d, J = 9.6 Hz), 8.00 (1H, dd, J = 9.6, 2.0 Hz),

8.22 (2H, d, J = 8.8 Hz), 8.95 (IH, t, J = 5.6 Hz), 9.31 (1H, s); LCMS}
100%, MS (ESI): m/z 584.8 [M+H]+.

M HIFE (2Y); 'H-NMR (MeOD, Bruker Avance 400 MHz): & 1.42|
H,t,J = 7.6 Hz), 2.03-2.18 (2H, m), 2.25-2.35 (2H, m), 3.04-3.12 (IH
m), 3.18 (2H, q,J = 7.6 Hz), 3.68-3.70 (4H, m), 3.93 (2H, s), 4.72 (2H, d,|
=2.8 Hz), 7.06 (2H. t, J = 8.8 Hz), 7.23-7.30 (2H, dd, J = 8.4, 5.2 Hz),
7.67 (4H, s), 7.93 (1H, d, J = 9.6 Hz), 8.08 (1H, dd, J = 9.6, 2.0 Hz), 9.05
1H, t,J = 6.0 Hz), 9.32 (1H, d, J = 1.2 Hz); LCMS: 100%, MS (ESI): m/2
533.0 [M+H]+.

wJE

B H|HZE (H); 'H-NMR (DMSO-d6, Bruker Avance 400 MHz): §
132 3H, t,J = 7.6 Hz), 1.52-1.91 (4H, m), 2.75-2.92 (2H, m), 3.08 (2H
lq, J = 7.6 Hz), 3.10-3.25 (1H, m), 3.58-3.72 (1H, m), 4.53 2H, d, J = 1.
Hz), 7.26-7.38 (6H, m), 7.51 (2H, dd, J = 8.4, 5.6 Hz), 7.95 (2H, s), 9.09)

1H, t, J = 5.6 Hz), 9.19 (1H, s); LC-MS purity: 100%. MS (ESI): m/4
519.1 [M+H]+.

B A (sticky £ 2); mp = 216.2-220.7C: 'H-NMR (DMSO-d6,
Bruker Avance 400 MHz): & 1.32 (3H, t, J = 7.2 Hz), 1.37-1.50 (2H, m),|
1.68-1.81 (2H, m), 2.58-2.82 (2H, m), 3.01-3.15 (3H, m), 3.74 (2H, s)
4.03-4.08 (1H, m), 4.51 (2H, d, J = 5.6 Hz), 4.54-4.58 (1H, m), 7.11-7.20)
4H, m), 7.24-7.40 (4H, m), 7.950 (2H, s), 9.06 (1H, brs), 9.19 (1H, s); LC-
MS purity: 100%. MS (ESI): m/z 533.0 [M+H]+.

A DA (2L mp = 221.5-221.8C: 'H-NMR (DMSO-d6, 400
MHz): § 0.85 (9H, s). 1.23 (3H, t,J = 7.6 Hz), 1.50 (2H, d, J = 12.4 Hz)
1.61-1.69 (2H, m), 2.86-2.98 (4H, m), 3.45 (2H, d, J = 9.6 Hz), 3.92 (1H,
s), 4.40 (2H, d, J = 5.6 Hz), 6.89 (2H, d, J = 8.8 Hz), 7.19 (2H, d, J = 8.4
Hz), 7.44 (1H, dd, J = 2.0 Hz, 9.2 Hz), 7.65 (1H, d, J = 9.6 Hz), 8.39 (1H
t,/ = 5.6 Hz), 9.05 (1H, s); LCMS: 97.4%, MS (ESI): m/z 440 2[M+ H]+

HHA H YA (2Z); 'H-NMR (DMSO0-d6, 300 MHz): § 1.23 (3H, 1, J =

7.5 Hz),2.97 2H, q,J = 7.5 Hz), 4.50 2H, d, J = 5.7 Hz), 7.10-7.23 (4H,
m), 7.34 (2H, d, J = 8.1 Hz), 7.43 (1H, dd, J = 9.6, 1.5 Hz), 7.50-7.70 (SH.
m), 8.48 (1H, t, J = 5.7 Hz), 9.04 (1H, s); LCMS: 98.7%, MS (ESI): m/Z
1433.9 [M+ H]+.
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B 22 mp >142.3C: &6H&; 'H-NMR (DMSO0-d6, 400 MHz):
123 3H, t,J = 7.6 Hz), 2.94 (2H, q, J = 7.6 Hz), 2.97 (3H, s), 4.45 (2H
ld, J = 6.0 Hz), 4.59 (2H, s), 6.60-6.70 (2H, m), 6.76 (1H, s), 7.12 (1H, t,
= 8.0 Hz), 7.24 (2H, d, J = 8.4 Hz), 7.29 (2H, d, J = 8.8 Hz), 7.45 (1H, dd
I =9.2,2.0 Hz), 7.66 (1H, d, J = 9.6 Hz), 8.43 (1H, t, J = 6.0 Hz), 9.04
1H, d, J = 1.2 Hz); LCMS: 98.6%, MS (ESI): m/z 517.0 [M+ H]+. °C

[0461]
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248

B A 23 mp >142.7C: 261 E; 'H-NMR (DMSO-d6, 400 MHz): §
1.26 (3H,t,J = 7.6 Hz),2.99 (2H, q, J = 7.6 Hz), 4.51 (2H, d, J = 5.6 Hz),
5.14 (2H, s), 6.90 (1H, dd, J = 8.4, 2.0 Hz), 6.94 (1H, d, J = 7.6 Hz), 7.03

1H, s), 7.27 (1H, t, J = 8.0 Hz), 7.35 2 H, d, J = 8.0 Hz), 7.45 (1H, dd,
=92,2.0H,7.56 (2H, d, J = 8.8 Hz), 7.67 (1H, d, J = 9.6 Hz), 8.47 (1H,
t,J = 5.6 Hz), 9.07 (1H, d, J = 1.2 Hz); LCMS: 96.1%, MS (ESI): m/2
504.1[M+ H]+.

249

BHAY K| mp = 135.5-136.4C: 'H-NMR (DMSO-d6, 400 MHz): & 1.26
3H,t,J = 7.6 Hz), 1.69-1.79 (2H, m), 1.80-1.90 (2H, m), 2.70-2.80 (3H
m), 2.99 (2H, q, J = 7.6 Hz), 3.75-3.85 (2H, m), 4.49 (2H, d, J = 6.0 Hz),
6.78 (1H, d, J = 7.6 Hz), 6.88 (1H, d, J = 8.0 Hz), 7.01 (1H, s), 7.19 (1H|
t, J = 8.0 Hz), 7.28 (2H, d, J = 8.0 Hz), 7.39-7.47 (3H, m), 7.66 (1H, d,
= 9.6 Hz), 8.51 (1H, t,J = 6.0 Hz), 9.03 (1H, d, J = 1.2 Hz); LCMS: 100%.
MS (ESI): m/z 557.0 [M+ H]+.

250

S HI YA mp >198.8°C: £l E; 'H-NMR (DMSO-d6, 400 MHz): §
124 (3 H, t-J = 7.2 Hz), 2.98 (2H, q, J = 7.6 Hz), 3.62 (2H, s), 4.53 (2H|
ld, J = 6.0 Hz), 7.09 (2H, t, J = 9.2 Hz), 7.10-7.35 (4H, m), 7.46 (1H, dd
=9.2,2.0 Hz), 7.58 2H, dd , J = 9.5, 5.2 Hz), 7.66 (1H, d, J = 9.2 Hz),
8.50 (1H, brs,J = 6.0 Hz), 9.07(1H, d, J = 1.6 Hz), 10.21 (1H , brs); LCMS}
99%, MS (ESI): m/z 465.1 [M+ H]+.

251

S HIHE; mp>168.0T: &£31&; 'H-NMR (DMSO-d6, 400 MHz): §
127 3 H, t-J = 7.6 Hz), 3.00 (2H, q, J = 7.2 Hz), 3.20-3.30 (8H, m), 4.50)
2H, d,J = 6.0 Hz), 4.50 (2H, d,J = 6.0 Hz), 6.83 (1H, d,J = 7.6 Hz), 6.91
IH, d,J = 8.4 Hz), 7.02 (1 H, s), 7.07 (2H, d, J = 8.8 Hz), 7.20-7.26 (3H,
im), 7.45 (1H, dd, J = 9.6, 2.0 Hz), 8.50 (1H, t, J = 6.0 Hz), 9.04 (1H, d,
= 1.6 Hz); LCMS: 95.2%, MS (ESI): m/z 580.1 [M+ Na]+.

252

A: 'H-NMR (CDCI3, 400 MHz): § 1.20-1.40 (2H, m), 1.41 (3H, t,J = 7.2
Hz), 1.50-1.59 (2H, m), 1.68-1.82 (1H, m), 2.55 2 H, d, J = 6.8 Hz), 2.99)
2H, q.J = 7.6 Hz), 3.28-3.38 (2H, m), 3.90-4.00 (2H, m), 4.68 (2 H, d, ./
= 5.2 Hz), 6.08 (1H, brs), 6.92 (1H, t, J = 6.8 Hz), 7.15 2 H, d, J = 8.0
Hz), 7.26-7.40 (3H, m), 7.61 (1H, d, J = 8.8 Hz), 9.41 (1H, d, J = 6.8 Hz){
LCMS: 98.96%, MS (ESI): m/z 377.8 [M+ H]+.

253

HHAE K|, mp = 132.2-133.0°C: '"H-NMR (CDCI3, 400 MHz): § 1.25
1.40 (2H, m), 1.4 (3H, t, J = 7.6 Hz), 1.52-1.59 (2H, m), 1.70-1.85 (1H
m), 2.57 (2H. d, J = 7.2 Hz), 3.00 (2H, q, J = 7.6 Hz), 3.30-3.40 (2H, m),
3.90-4.00 (2H, m), 4.69 (2H, d. J = 5.6 Hz), 6.11 (1H, brs), 7.18 (2H. d,
= 8.0 Hz), 7.30-7.40 (3H, m), 7.57 (1H, d, J = 9.6 Hz), 9.56 (1H, d, J =
1.6 Hz); LCMS: 100%, MS (ESI): m/z 411.8 [M+ H]+.

254

B HIE A, mp >125.9C: 23l&; 'H-NMR (CDCI3, 400 MHz):
1.20-1.40 (2H, m), 1.40 (3H, t, J = 7.2 Hz), 1.50-1.60 (2H, m), 1.68-1.83
1H, m), 2.56 (2H, d, J = 7.2 Hz), 2.97 (2H, q, J = 7.6 Hz), 3.28-3.40 (2H,
im), 3.90-4.00 (2H, m), 4.67 (2H, d, J = 5.6 Hz), 6.08 (1H, brs), 6.91 (1H.
ldd, J =7.6,2.0 Hz), 7.15 (2H, d, J = 8.0 Hz), 7.26-7.38 (2H, m), 7.59 (1H,
ld, J = 1.6 Hz), 9.36 (1H, d, J = 7.2 Hz); LCMS: 99.86%, MS (ESI): m/7
411.7 [M+ H]+.
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255

'z

2 | mp = 126.3-127.2°C: 'H-NMR (DMSO-d6, 400 MHz): 5 1.24]
3H,t,J = 7.6 Hz), 1.65-1.73 (2H, m), 1.95-2.05 (2H, m), 2.97 (2H, t, J =
7.2 Hz), 3.00-3.07 (2H, m), 3.45-3.55 (2H, m), 4.47 (2H, d, J = 6.0 Hz)]
4.55-4.59 (1H, m), 6.76 (1H, d, J = 7.2 Hz), 6.84-6.86 (1H, m), 6.97 (1H|
s). 7.06 (2H, d, J = 9.2 Hz), 7.17 (1, t, J = 8.0 Hz), 7.26 (2H, d, J = 8.8
Hz), 7.41-7.44 (1H, dd, J = 9.6, 2.0 Hz), 7.64 (1H, d, J = 9.2 Hz), 8.49
IH, t, J = 5.6 Hz), 9.01 (1H, d, J = 1.6 Hz); LCMS: 96.4%, MS (ESI);
m/z 573.1[M+ H]+.

256

BHA TH|; mp >220C: 'H-NMR (DMSO-d6, 400 MHz): § 1.28 (3H, t,
=17.6 Hz), 3.00 (2H, q, J = 7.6 Hz), 4.79 (2H, d, J = 5.6 Hz), 7.33 (1H, dd
=8.4,2.0 Hz), 7.37 (1H, s), 7.48 (1H, dd, J = 9.6, 2.0 Hz), 7.68 (1H, d,
=9.2 Hz), 7.90 (1H, d, J = 2.0 Hz), 7.96(1H, d, J = 8.4 Hz), 8.70 (1H, t,
=5.6 Hz),9.12 (1H, d, J = 1.6 Hz); LCMS: 95.4%, MS (ESI): m/z 404.0)
[M+ H]+.

257

A HIE A mp >133.7C: 26&; 'H-NMR (CDCI3, 400 MHz): §
142 3H, t, J = 7.6 Hz), 1.72-1.90 (4H, m), 2.70-2.82 (1H, m), 3.00 (2H
lq.J = 7.6 Hz), 3.53 (2H, td, J = 11.6, 2.8 Hz), 3.93 (2H, dd, J = 10.8, 2.8
Hz), 4.68 (2H, d, J = 6.0 Hz), 6.09 (1H, brs), 6.90-6.95 (1H, m), 7.21-7.30)
2H, m), 7.30-7.40 (3H, m),7.61 (1H, d, J = 9.2 Hz), 9.41 (1H, d, J = 7.2
Hz); LCMS: 99.27%, MS (ESI): m/z 364.1 [M+ H]+.

258

S A HIH A mp >195.5CT: 23 E; 'H-NMR (CDCI3, 400 MHz): §
1.41 3H, t, J = 7.6 Hz), 1.71-1.90 (4H, m), 2.72-2.84 (1H, m), 2.98 (2H
lq, J = 7.2 Hz), 3.53 (2H, td, J = 11.6, 2.8 Hz), 4.08 (2H, dd, J = 11.2, 3.6
Hz),4.68 (2 H, d,J = 5.6 Hz), 6.10 (1H, brs), 7.20-7.28 (2H, m), 7.28-7.49)
3H,m). 7.54 (1H, d, J = 9.6 Hz), 9.54 (1H, d, J = 1.6 Hz); LCMS: 100%,
MS (ESI): m/z 398.1 [M+ H]+.

259

S HIH A mp >156.6TC: £3lE; '"H-NMR (CDCI3, 400 MHz): §
140 3H, t,J = 7.6 Hz), 1.71-1.90 (4H, m), 2.72-2.84 (1H, m), 2.97 (2H
lg,J = 7.6 Hz),3.53 (2H, td, J = 11.6, 2.8 Hz), 4.05-4.15 (2H, m), 4.67 (2H,
ld, J = 6.0 Hz), 6.09 (1H, brs), 6.91 (1H, dd, J = 7.6, 2.4 Hz), 7.23-7.26
2H, m), 7.33 2H, ,d, J = 8.0 Hz), 7.59 (1H, d, J = 2.0 Hz), 9.36 (1H, d,
= 7.2 Hz); LCMS: 100%, MS (ESI): m/z 398.1 [M+ H]+.

260

St H|H A TH-NMR (DMSO-d6, 400 MH°Cz): & 1.31 (3H, t, J = 7.6
Hz), 3.03 (2H, q, J = 7.6 Hz), 4.76 2H, s), 7.18 (1H, dd, J = 8.4, 2.0 Hz),
7.45-7.55 (2H, m), 7.56 (1H, d, J = 2.0 Hz), 7.68-7.70 (1H, m), 8.57 (1H|
brs), 9.24 (1H, d, J = 1.6 Hz); LCMS: 100%, MS (ESI): m/z 388.1[M+]
H]+.

261

BH A S|, mp = 223.5-225.6 C: 'H-NMR (DMSO-d6, 400 MHz): § 1.27
3H,t,J =7.6 Hz),3.00 QH. q.J = 7.2 Hz), 4.70 2H. d. J = 5.6 Hz). 6.81
1H, s), 7.29 (1H, dd, J = 8.8, 2.4 Hz), 7.47 (1H, dd. J = 9.6, 2.0 Hz), 7.58
1H,d,J = 8.4 Hz), 7.68 (2H, dd, J = 5.6, 3.6 Hz), 8.59 (1H, t, J = 5.2 Hz),

9.08 (1H, d. J = 1.6 Hz); LCMS: 99.3%, MS (ESI): m/z 387.8[M+ H]+.
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262

HEAH A mp >220C: 'TH-NMR (DMSO-d6, 400 MHz): § 1.29 (3H, t,
=7.6 Hz), 3.00 2H, q, J = 7.6 Hz), 3.85 (3H, s), 4.84 (2H, d, J = 5.6 Hz),
7.21 (1H, dd, J = 8.4,2.0 Hz), 7.47 (1H, dd, J = 9.2, 2.0 Hz), 7.59 (1H, d,
=8.8 Hz), 7.68 (1H, d, J = 9.6 Hz), 7.74 (1H, d, J = 2.0 Hz), 8.65 (1H
t, J = 5.6 Hz), 9.26 (1H, d, J = 1.6 Hz); LCMS: 100%, MS (ESI): m/7
402.0[M+ H]+.

263

A% K| mp >220C: 'H-NMR (DMSO-d6, 400 MHz): § 1.28 (3H, t,
— 7.6 Hz),3.01 (2H, q,J = 7.6 Hz), 3.86 (3H, 5, 4.84 (2H, d, J = 5.6 Hz),
7.28 (1H, dd, J = 8.4, 2.0 Hz), 7.47 (1H, dd, J = 9.2, 2.0 Hz), 7.59-7.71
3H, m), 8.66 (1H, t,J = 5.6 Hz), 9.24 (1H, d, J = 1.6 Hz); LCMS: 98.7%,|
MS (ESI): m/z 401.9[M+ H]+.

264

#4448 mp = 201.1-201.8°C: 'H-NMR (DMSO-d6, 400 MHz): & 1.31
3H,t,J = 7.2 Hz),3.05 (2H, q,J = 7.2 Hz), 4.84 (2H, d, J = 5.6 Hz), 7.43
1H, dd, J = 8.4, 2.0 Hz), 749 (1H, dd, J = 9.6, 2.0 Hz), 7.69 (1H, d, J =

5.6 Hz), 7.71 (1H, d, J = 9.6 Hz), 7.74 (1H, d, J = 8.8 Hz), 7.95 (1H, d,

=2.0 Hz), 8.68 (1H,t,J = 5.6 Hz), 9.13 (1H, d,J = 1.6 Hz); LCMS: 98.6%

MS (ESI): m/z 389.0[M+ H]+.

265

HHAH DH|; mp >220C: "H-NMR (DMSO-d6, 400 MHz): § 1.32 (3H, t,
= 7.6 Hz), 3.06 (2H, q, J = 7.6 Hz), 4.86 (2H, d, J = 4.4 Hz), 7.12 (1H, dd|
V =17.6,2.4 Hz), 7.46 (2H, d, J = 8.4 Hz), 7.69 (1H, dd, J = 8.4, 1.6 Hz)|
7.79-7.86 (4H, m), 8.02 (1H, d, J = 1.2 Hz), 8.70 (1H, brs), 9.01 (1H, d,
= 7.6 Hz); LCMS: 98.2%, MS (ESI): m/z 515.1[M+ H]+.

266

B D H|; mp >220C: 'H-NMR (DMSO-d6, 400 MHz): § 1.33 (3H, t, J]
=7.6 Hz),3.07 (2H, q,J = 7.6 Hz), 4.93 (2H, d, J = 6.0 Hz), 7.50 (1H, dd,
1/ =9.6,2.0 Hz), 7.55 (1H, dd, J = 8.8, 2.4 Hz), 7.70 (1H, dd, J = 9.6, 0.8
Hz), 7.97 (1H, d, J = 8.8 Hz), 8.24 (1H, d, J = 2.0 Hz), 8.88 (1H, t, ./ = 6.0)
Hz), 9.15 (1H, dd, J = 2.4, 0.8 Hz); LCMS: 100%, MS (ESI): m/z 405.0)
[M+ H]+.

267

\\Q\NQ\QOF g

M HI™E; mp >167.9°C: 281 E; 'H-NMR (CDCI3, 400 MHz): §
1.40 (3H, t, J = 7.6 Hz), 1.80-1.99 (4H, m), 2.65-2.72 (1H, m), 2.75-2.87
2H, m), 2.97 (2H, q, J = 7.6 Hz), 3.75-3.85 (2H, m), 4.62 (2H, d, J = 5.2
Hz), 6.03 (1H, brs), 6.99 (2H, d, J = 8.8 Hz), 7.16 2H, d, J = 8.4 Hz)|
7.25-7.32 (5H, m), 7.56 (1H, dd, J = 10.0, 5.2 Hz), 9.46 (1H, dd, J = 5.2,
0.4 Hz); LCMS: 98.7%, MS (ESI): m/z 541.3 [M+ H]+.

268

B A HIGE; mp >177.7°C: &3l &; 'H-NMR (CDCI3, 400 MHz): §
139 3H, t,J = 7.6 Hz), 1.83-1.96 (4H, m), 2.63-2.69 (1H, m), 2.70-2.9
2H, m), 2.97 (2H, q, J = 7.6 Hz), 3.75-3.85 (2H, m), 4.60 (2H, d, J = 5.2
Hz), 6.04 (1H, brs), 6.78-6.84 (1H, m), 6.95-6.99 (3H, m), 7.14 (2H, d, J =|
8.8 Hz), 7.23-7.29 (4H, m), 9.18 (1H, dd, J = 6.8, 0.8 Hz); LCMS: 99.5%,
MS (ESI): m/z 541.3 [M+ H]+.

269

BHA 1 H|; mp >220C: 'TH-NMR (DMSO-d6, 400 MHz): § 1.32 (3H, t,
=7.2 Hz),3.07 (2H, q,J = 7.2 Hz), 4.86 (2H, d, J = 5.6 Hz), 7.12 (1H, dd
|/ = 7.6, 2.4 Hz), 7.46-7.50 (2H, m), 7.69 (1H, dd, J = 8.4, 0.8 Hz), 7.79-
7.80 (4H, m), 8.06(1H, d,J = 1.2 Hz), 8.69 (1H, t,J = 6.0 Hz ), 9.01 (1H.
ldd, J = 7.6, 0.8 Hz ); LCMS: 99.4%, MS (ESI): m/z 515.2 [M+ H]+.
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B A H|H A mp>96.9°C: 23l E; 'H-NMR (CDCI3, 400 MHz): § 1.38
3H, t,J = 7.6 Hz), 2.95 (2H, q. J = 7.6 Hz), 3.02 (1H, dd, J = 14.4, 6.4
Hz), 3.15 (1H, dd, J = 14.0, 6.0 Hz), 3.70 (1H, dd, J = 8.8, 6.8 Hz), 4.02)
1H, t,J = 8.8 Hz), 4.65 (2H, d, J = 5.6 Hz), 4.82-4.90 (1H, m), 6.05 (1H,|
t,J = 2.8 Hz), 6.89 (1H, dd, J = 7.6, 2.4 Hz), 6.99-7.05 (2H, m), 7.21-7.26
2H, m), 7.36 (2H, dd, J = 6.8, 2.0 Hz), 7.46 (2H, dd, J = 6.4, 2.0 Hz), 7.58
1H, dd, J = 2.0, 0.8 Hz), 9.36 (1H, d, J = 0.8 Hz); LCMS: 100%, MS
ESI): m/z 507.0 [M+ H]+.

B A H|H A mp > 97.10C: 'H-NMR (CDCI3, 400 MHz): & 1.27 3H, t|

= 7.6 Hz), 3.00 (2H, q, J = 7.6 Hz), 3.89-3.94 (1H, m), 4.19-4.30 (3H,
m), 4.51 2H, d, J = 6.0 Hz), 5.01-.06 (1H, m), 6.95-7.00 (2H, m), 7.08
7.22 (3H, m), 7.40 (2H, d, J = 8.8 Hz), 7.56 (2H, d, J = 8.8 Hz), 7.85 (1H,
s), 8.58 (1H, t,.J = 7.2 Hz), 8.97 (1H, dd, J = 7.2, 0.4 Hz); LCMS: 97.1%
MS (ESI): m/z 523.3 [M+ H]+.

Ch N
N7
270 NH
d
N/Y\Q
)
0)/" F
Gl N,
N7
271 NH F
d [ j/
N o
)/.—o
S
/
{ Z—N
272 OSNH N/)
Z N N\
SN

ZHA T1A|: 'TH-NMR (400 MHz, DMSO): 8 8.96 (d, J = 7.6 Hz, 1H), 8.56|
- 8.50 (m, 1H), 8.15 (s, 1H), 7.78 (s, 1H), 7.62 (t,J = 5.2 Hz, 1H), 7.53 (d,
J = 8.0 Hz, 1H), 7.33 - 7.24 (m, 1H), 7.10 - 7.07 (m, 1H), 4.65 (dd, J =
13.2, 6.4 Hz, 2H), 3.82 (s, 3H), 3.02 - 2.94 (m, 2H), 1.28 - 1.23 (m, 3H)]
ILCMS (electrospray) m/z (M+H)+

- o A

ZEAH - D H|: TH-NMR (400 MHz, DMSO): 8 11.03 (s, 1H), 9.08 (d, J = 2.0
Hz, 1H), 8.50 (t, J = 6.0 Hz, 1H), 7.67 (d, J = 9.2 Hz, 1H), 7.50 (d, J = 8.0,
Hz, 1H), 7.45 (dd, J = 9.2, 2.0 Hz, 1H), 7.39 (s, 1H), 7.30 (t, J = 2.8 Hz,
1H), 7.03 (dd, J = 8.0, 1.2 Hz, 1H), 6.38 (t, J = 2.4 Hz, 1H), 4.61 (d, J =

AN
N \,: 6.0 Hz, 2H), 2.99 (q, J = 14.4, 7.6 Hz, 2H), 1.26 (t,J = 7.6 Hz, 3H); LCMS|
electrospray) m/z (M+H)+
B A DH|: 'TH-NMR (400 MHz, DMSO): § 9.06 (d, J = 2.0 Hz, 1H), 8.51
o § 18.43 (m, 1H), 8.40 (s, 1H), 7.68 - 7.63 (m, 2H), 7.50 -7.43 (m, 2H), 7.40|
274 NH N

d,J=8.8 Hz, 2H), 7.34 (t, J = 8.8 Hz, 2H), 7.27 (d, J = 8.4 Hz, 1H), 5.34
s, 2H), 4.62 (d, J = 5.6 Hz, 2H), 3.00 -2.93 (m, 2H), 1.26 -1.19 (m, 3H);
ILCMS (electrospray) m/z (M+H)+ 528.26

275 Oy N

B A DK|: 'TH-NMR (400 MHz, DMSO): § 8.95 (d, J = 7.2 Hz, 1H), 8.6
8.41 (m, 1H), 8.40 (s, 1H), 7.78 (t, J = 5.2 Hz, 1H), 7.66 (s, 1H), 7.49 (d,|
V = 8.4 Hz, 1H), 7.40 (d, J = 8.8 Hz, 2H), 7.37 -7.31 (m, 1H), 7.29 -7.25
m, 2H), 7.09 -7.06 (m, 1H), 5.34 (s, 2H), 4.61 (d, J = 5.6 Hz, 2H), 2.99 -|
2.91 (m, 2H), 1.25 -1.09 (m, 3H); LCMS (electrospray) m/z (M+H)+|
528.26

276 NH N

ZHA T1K|: 'H-NMR (400 MHz, DMSO): § 12.40 (s, 1H), 8.96 (d, J = 7.2]
Hz, 1H), 8.52 (t, J = 5.3 Hz, 1H), 8.17 (s, 1H), 7.78 (d, J = 1.6 Hz, 1H),
7.57 (brs, 2H), 7.23 (d, J = 8.4 Hz, 1H), 7.09 (dd, J = 7.6, 2.0 Hz, 1H),
4.63 (d,J=5.6Hz,2H),2.98 (q.J = 15.2, 7.6 Hz, 2H), 1.25 (t, J = 7.6 Hz,
BH), ; LCMS (electrospray) m/z (M+H)+ 354.16.
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[0466]

277

HHAH - K|: 'TH-NMR (400 MHz, DMSO): § 8.94 (d, J = 7.2, 1H), 8.41 (t,

= 6.0 Hz, 1H), 8.30 (brs, 1H), 7.78 (d, J = 2.0 Hz, 1H), 7.32 (d, J = 8.4
Hz, 2H), 7.20 (d, J = 8.4 Hz, 2H), 7.08 (dd, J = 7.2, 2.0 Hz, 1H), 6.03 (brs
1H), 4.43 (d, J = 6.0 Hz, 2H), 2.96 (q, J = 14.8, 7.2 Hz, 2H), 1.25 (t, J
7.6 Hz, 3H), ; LCMS (electrospray) m/z (M+H)+ 428.15

278

B A DK|: 'TH-NMR (400 MHz, DMSO): § 9.06 (d, J = 2.0, 1H), 8.42 (t,

= 6.0 Hz, 1H), 8.20 (s, 1H), 7.66 (d, J = 9.6 Hz, 1H), 7.45 (dd, J = 9.6,
2.0 Hz, 1H), 7.31 (d, J = 8.4 Hz, 2H), 7.21 (d, J = 8.8 Hz, 2H), 5.95 (s,
1H), 4.44 (d, J = 6.0 Hz, 2H), 2.97 (q, J = 15.2, 7.6 Hz, 2H), 1.24 (t, J 5
7.6 Hz, 3H), ; LCMS (electrospray) m/z (M+H)+ 428.24

279

ZA K[ 'H-NMR (400 MHz, DMSO): & 8.98 (d, J = 7.2, 1H), 8.55 (t,

= 5.6 Hz, 1H), 8.07 (d, J = 8.8 Hz, 2H), 7.80 (d, J = 2.4 Hz, 1H), 7.58
s, 1H), 7.49 (d, J = 8.0 Hz, 2H), 7.11 (dd, J = 7.2, 2.0 Hz, 1H), 4.69 (d, J
= 5.6 Hz, 2H), 3.03 (q, J = 15.2, 7.6 Hz, 2H), 1.28 (t, J = 7.2 Hz, 3H);|
LCMS (electrospray) m/z (M+H)+ 481.09

280

Cl

SN

ZtAM - 1 A|: 'TH-NMR (400 MHz, DMSO): §9.09 (d, J = 7.2 Hz, 1H), 8.58]
t,J = 5.6 Hz, 1H), 8.07 (d, J = 9.6 Hz, 2H), 7.68 (d, J = 9.2 Hz, 1H), 7.61
s, 1H), 7.50 (d, J = 8.0 Hz, 2H), 7.46 (dd, J = 9.6, 2.0 Hz, 1H), 4.69 (d,
= 5.6 Hz, 2H), 3.03 (q, J = 14.8, 7.2 Hz, 2H), 1.29 (t, J = 7.6 Hz, 3H);
LCMS (electrospray) m/z (M+H)+ 481.08

NH

HH A T1TK|: TH-NMR (400 MHz, DMSO): & 8.74 (d, J = 6.8 Hz, 1H), 8.57
t,J = 6.0 Hz, 1H), 7.28 (dd, J = 10.8, 7.6 Hz, 1H), 7.20 (t, J = 8.0 Hz
1H), 7.00 -6.97 (m, 1H), 6.95 (s, 1H), 6.83 (t,J = 8.0 Hz, 2H), 4.49 (d, J =
6.0 Hz, 2H), 3.73 (1, J = 4.4 Hz,, 4H), 3.09 (t, J = 4.7 Hz,, 4H), 3.00 (q,

= 14.8, 7.6 Hz, 2H), 1.27 (t, J = 7.6 Hz, 3H); LCMS (electrospray) m/z
M-+H)+ 383.31

282

B A VK|, mp = 179 C: "H-NMR (400 MHz, DMSO-d6): & 1.25 (t, J =
7.6 Hz, 3H), 2.98 (q, J = 7.6 Hz, 2H), 3.39 (t, J = 8.0 Hz, 2H), 4.24 (t, J =
8.0 Hz, 2H), 4.31 (s, 2H), 4.51 (d, J = 5.6 Hz, 2H), 7.25 (d, J = 8.0 Hz,|
R2H), 7.36 (d, J = 8.0 Hz, 2H), 7.43 (d,J = 9.2 Hz, 1H), 7.65 (d, J = 9.2 Hz.
1H), 8.46 (t, J = 5.6 Hz, 1H, NH), 9.06 (s, IH); LCMS (electrospray) m/7
M+H) +413.

283

B DH|; mp = 172C: '"H-NMR (400 MHz, DMSO-d6): § 1.25 (t, J =
7.6 Hz, 3H), 2.97 (q, J = 7.6 Hz, 2H), 3.39 (t, J = 8.0 Hz, 2H), 4.24 (t, J <
8.0 Hz, 2H), 4.32 (s, 2H), 4.51 (d, J = 5.6 Hz, 2H), 7.08 (d, J = 7.6 Hz|
1H), 7.25 (d, J = 8.0 Hz, 2H), 7.36 (d, J = 8.0 Hz, 2H), 7.77 (s, 1H), 8.46
t,J = 5.6 Hz, 1H, NH), 8.95 (d, J = 7.6 Hz, 1H); LCMS (electrospray
im/z (M+H) + 413.

284

S DH|; mp = 133T: '"H-NMR (400 MHz, DMSO-d6): § 1.24 (t, J =
7.6 Hz, 3H), 2.31 (brs, 4H), 2.97 (q, J = 7.6 Hz, 2H), 3.42 (s, 2H), 3.54
brs, 4H), 4.50 (d, J = 5.6 Hz, 2H), 7.26 (d, J = 8.0 Hz, 2H), 7.31 (d, J
8.0 Hz, 2H), 7.44 (d, J = 9.2 Hz, 1H), 7.65 (d, J = 9.2 Hz, 1H), 8.46 (t, .
= 5.6 Hz, 1H, NH), 9.06 (s, 1H) ; LCMS (electrospray) m/z (M+H) + 413
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285 AN

o SN

B DH|; mp = 107T: 'H-NMR (400 MHz, DMSO-d6): § 1.25 (t, J =
7.6 Hz, 3H), 2.32 (brs, 4H), 2.97 (q, J = 7.6 Hz, 2H), 3.43 (s, 2H), 3.55
brs, 4H), 4.50 (d, J = 5.6 Hz, 2H), 7.08 (d, J = 7.2 Hz, 1H), 7.26 (d, J =
8.0 Hz, 2H), 7.31 (d, J = 8.0 Hz, 2H), 7.78 (s, 1H), 8.45 (t,J = 5.6 Hz, IH
INH), 8.95 (d, J = 7.2 Hz, 1H); LCMS (electrospray) m/z (M+H) + 413.

286 o KONQ

HHAH DH|; mp = 138C: 'H-NMR (400 MHz, DMSO-d6): § 1.26 (t, J =
7.6 Hz, 3H), 3.00 (q, J = 7.6 Hz, 2H), 3.25 (s, 3H), 4.50 (d, J = 6.0 Hz|
DH), 6.92 (d, J = 8.4 Hz, 2H), 7.10 (d, J = 8.4 Hz, 2H), 7.19 (d, J = 8.4 Hz
DH), 7.35 (d, J = 8.4 Hz, 2H), 7.45 (d,J = 9.2 Hz, 1H), 7.66 (d,J = 9.2 Hz
1H), 8.46 (t, J = 6.0 Hz, 1H, NH), 9.09 (s, IH); LCMS (electrospray) m/7
M-+H) + 503.

287 R KO/NQ

B DH|; mp = 134T : 'H-NMR (400 MHz, DMSO-d6): § 1.26 (t, J =
7.6 Hz, 3H), 2.97 (q, J = 7.6 Hz, 2H), 3.24 (s, 3H), 4.50 (d, J = 6.0 Hz
RH), 6.92 (d, J = 8.8 Hz, 2H), 7.08-7.10 (m, 3H), 7.19 (d, J = 8.8 Hz, 2H),
7.35 (d, J = 8.8 Hz, 2H), 7.78 (s, 1H), 8.45 (t, J = 6.0 Hz, 1H, NH), 8.97
d, J =7.2 Hz, 1H); LCMS (electrospray) m/z (M+H) + 503.

288 s NQ

HHA DH|; mp = 120C: 'H-NMR (400 MHz, DMSO-d6): § 1.27 (t, J =
7.6 Hz, 3H), 2.99 (q, J = 7.6 Hz, 2H), 3.25 (s, 3H), 4.50 (d, J = 5.6 Hz|
DH), 6.92 (d, J = 8.4 Hz, 2H), 6.98-7.02 (m, 1H), 7.10 (d, J = 8.4 Hz, 2H),
7.19 (d, J = 8.4 Hz, 2H), 7.34-7.39 (m, 3H), 7.59 (d, J = 6.8 Hz, 1H), 8.38
t,J = 5.6 Hz, 1H, NH), 8.98 (d, J = 6.8 Hz, 1H); LCMS (electrospray
im/z (M+H) + 469.

289 0

OLO| 22| A 1H|; mp = 192°C: 'H-NMR (400 MHz, DMSO-d6): & 1.69-|
1.76 (m, 2H), 1.81-1.84 (m, 2H), 2.54 (s, 3H), 2.63-2.74 (m, 3H), 3.74-3.78
m, 5H), 4.42 (d, J = 5.6 Hz, 2H), 6.94 (d, J = 8.8 Hz, 2H), 7.07-7.12 (m,
RH), 7.16 (dd, J = 2.4 Hz, 9.6 Hz, 1H), 7.22 (d, J = 8.8 Hz, 2H), 7.27-7.31
m, 2H), 7.48 (d, J = 9.6 Hz, 1H), 8.17 (t, J = 5.6 Hz, 1H, NH), 8.70 (d,
= 2.4 Hz, 1H); LCMS (electrospray) m/z (M+H) + 473.

290 KQNQ/O/

OtO| 22| A T A|; mp = 178 C: 'H-NMR (400 MHz, DMSO-d6): & 1.68-
1.75 (m, 2H), 1.79-1.82 (m, 2H), 2.24 (s, 3H), 2.54 (s, 3H), 2.56-2.62 (m,
1H), 2.67-2.74 (m, 2H), 3.73-3.77 (m, 5H), 4.42 (d, J = 6.0 Hz, 2H), 6.94
d,J=8.8 Hz,2H), 7.08 (d, J = 8.8 Hz, 2H), 7.12 (d, J = 8.8 Hz, 2H), 7.16|
dd, J=2.4 Hz 9.6 Hz, 1H), 7.22 (d, J = 8.8 Hz, 2H), 7.48 (d, J = 9.6 Hz|
1H), 8.18 (t, J/ = 6.0 Hz, 1H, NH), 8.70 (d, J = 2.4 Hz, 1H); LCMS|
electrospray) m/z (M+H) +469.

OLO| 22| A 1 H|; mp =207C: '"H-NMR (400 MHz, DMSO-d6): & 1.74-|
1.81 (m, 2H), 1.85-1.88 (m, 2H), 2.56 (s, 3H), 2.70-2.78 (m, 3H), 3.77-3.80)
m, 5H), 4.42 (d, J = 5.6 Hz, 2H), 6.95 (d, J = 8.8 Hz, 2H), 7.16 (dd, J =
2.4 Hz, 9.6 Hz, 1H), 7.23 (d, J = 8.8 Hz, 2H), 7.47 (d, J = 9.6 Hz, 1H),
7.49 (d, J = 8.8 Hz, 2H), 7.64 (d, J = 8.8 Hz, 2H), 8.18 (t,/ = 5.6 Hz, 1H|
INH), 8.70 (d, J = 2.4 Hz, 1H); LCMS (electrospray) m/z (M+H) + 523.
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292 o

HHA T H|; mp = 183 C: "H-NMR (400 MHz, DMSO-d6): & 1.71-1.77 (m,|
RH), 1.84-1.87 (m, 2H), 2.54 (s, 3H), 2.69-2.75 (m, 3H), 3.75-3.79 (m, 5H)
k.42 (d,J = 6.0 Hz, 2H), 6.95 (d, J = 8.8 Hz, 2H), 7.16 (dd, J = 2.4 Hz, 9.6
Hz, 1H), 7.22 (d, J = 8.8 Hz, 2H), 7.27 (d, J = 8.8 Hz, 2H), 7.39 (d, J =
8.8 Hz, 2H), 7.48 (d, J = 9.6 Hz, 1H), 8.17 (t, J = 6.0 Hz, 1H, NH), 8.70)
d, J =2.4 Hz, 1H); LCMS (electrospray) m/z (M+H) + 539.

293 o

OFO| 22| T1H|; mp = 181°C: 'H-NMR (400 MHz, DMSO-d6): 5 1.69-
1.76 (m, 2H), 1.81-1.84 (m, 2H), 2.29 (s, 3H), 2.53 (s, 3H), 2.64-2.74 (m,|
3H), 3.74-3.77 (m, 2H), 4.41 (d, J = 6.0 Hz, 2H), 6.94 (d, J = 8.8 Hz, 2H),
7.07-7.12 (m, 2H), 7.20-7.23 (m, 3H), 7.27-7.30 (m, 2H), 7.45 (d, J = 9.2]
Hz, 1H), 8.21 (t, J = 6.0 Hz, 1H, NH), 8.83 (s, 1H); LCMS (electrospray
m/z (M+H) + 457.

294 o

OLO| 22| A 1 H|; mp = 188°C 'H-NMR (400 MHz, DMSO-d6): & 1.68-]
1.75 (m, 2H), 1.81-1.84 (m, 2H), 2.29 (s, 3H), 2.53 (s, 3H), 2.63-2.74 (m,
3H), 3.75-3.78 (m, 2H), 4.41 (d, J = 6.0 Hz, 2H), 6.94 (d, J = 8.8 Hz, 2H),
7.21-7.24 (m, 3H), 7.28 (d, J = 8.8 Hz, 2H), 7.32 (d, J = 8.8 Hz, 2H), 7.47
d,J = 8.8 Hz, 1H), 8.21 (t,J = 6.0 Hz, 1H, NH), 8.82 (d, / = 1.6 Hz, 1H);
LCMS (electrospray) m/z (M+H) + 473.

295 o

OLO| 22| A 1H|; mp = 184°C: 'H-NMR (400 MHz, DMSO-d6): & 1.67-
1.74 (m, 2H), 1.79-1.82 (m, 2H), 2.29 (s, 3H), 2.53 (s, 3H), 2.54-2.59 (m,|
1H), 2.67-2.73 (m, 2H), 3.70 (s, 3H), 3.74-3.77 (m, 2H), 4.41 (d, J = 6.0
Hz, 2H), 6.84 (d, J = 8.8 Hz, 2H), 6.94 (d, J = 8.8 Hz, 2H), 7.16 (d, J |
8.8 Hz, 2H), 7.21-7.23 (m, 3H), 7.45 (d, J = 9.6 Hz, 1H), 8.21 (t, J = 6.0
Hz, 1H, NH), 8.82 (d, J = 0.8 Hz, 1H); LCMS (electrospray) m/z (M+H
L 469.

296 o

OLO| 22| A 1H|; mp = 184°C: 'H-NMR (400 MHz, DMSO-d6): & 1.71-
1.78 (m, 2H), 1.83-1.86 (m, 2H), 2.29 (s, 3H), 2.53 (s, 3H), 2.69-2.75 (m,|
BH), 3.76-3.79 (m, 2H), 4.41 (d, J = 6.0 Hz, 2H), 6.95 (d, J = 8.8 Hz, 2H),
7.21-7.23 (m, 3H), 7.27 (d, J = 8.8 Hz, 2H), 7.39 (d, J = 8.8 Hz, 2H), 7.47|
d, J = 8.8 Hz, 1H), 8.21 (t, J = 6.0 Hz, 1H, NH), 8.82 (s, 1H); LCMS
electrospray) m/z (M+H) + 523.

297 o

g2 M K| 'H-NMR (400 MHz, DMSO-d6): 8 1.69-1.76(m, 2H),
1.82-1.85(m, 2H), 2.56 (s, 3H), 2.61-2.75(m, 3H), 3.75-3.78 (m, 2H), 4.43
d,J = 6.0 Hz, 2H), 6.95 (d, J = 8.4 Hz, 2H), 7.08-7.13 (m, 3H), 7.23 (d,

= 8.4 Hz, 2H), 7.28-7.32 (m, 2H), 7.74 (d,J = 1.2 Hz, 1H), 8.35 (t,J = 5.8
Hz, 1H), 9.00 (d, J = 7.6 Hz, 1H); LCMS (electrospray) m/z (M+H) + 477 |

298 o

g2 M K| 'H-NMR (400 MHz, DMSO-d6): § 1.75-1.81 (m, 2H),
1.86-1.89 (m, 2H), 2.56 (s, 3H), 2.72-2.82 (m, 3H), 3.79 (d, J = 11.6 Hz,|
H), 4.43 (d, J = 6.0 Hz, 2H), 6.96 (d, J = 8.4 Hz, 2H), 7.09 (dd, J = 7.6
0.0, 1H), 7.24 (d, J = 8.4 Hz, 2H), 7.50 (d, J = 8.0 Hz, 2H), 7.65 (d, J =
8.0 Hz, 2H), 7.73 (d, J = 1.6 Hz, 1H), 8.35 (t, J = 5.8 Hz), 9.00 (d, J = 7.6|
Hz, 1H); LCMS (electrospray) m/z (M+H) + 527.
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[0469]

299

A 1A|: TH-NMR (400 MHz, DMSO-d6): § 1.67-1.74 (m, 2H), 1.79
1.81 (m, 2H), 2.24(s, 3H), 2.54 (s, 3H), 2.56-2.62 (m, 1H), 2.67-2.73 (m,|
RH), 3.75 (d, J =12.4 Hz, 2H), 4.41(d, J = 6.0 Hz, 2H), 6.93(d, J = 8.8 Hz,|
RH), 7.07(dd, J = 7.6, 2.0 Hz, 3H), 7.12 (d, J = 8.4 Hz, 2H), 7.21 (d, J =
8.8 Hz, 2H), 7.72(d, J = 2.0 Hz, 1H), 8.33 (t, J = 6.0 Hz, 1H), 8.98 (d, J
7.6 Hz, 1H); LCMS (electrospray) m/z (M+H) + 473.

300

2 WA DA 'H-NMR (400 MHz, DMSO-d6): § 1.70-1.74(m, 2H),
1.83-1.86 (m, 2H), 2.55 (s, 3H), 2.68-2.74(m, 3H), 3.76 (d, J = 12.4 Hz,
DH), 441 (d, J = 6.0 Hz, 2H), 6.94 (d, J = 8.4 Hz, 2H), 7.07 (dd, J = 7.6,
1.2 Hz, 1H), 7.22 (d. J = 8.4 Hz, 2H), 7.26 (d, J = 8.4 Hz, 2H), 7.38 (d. ./
= 8.4 Hz, 2H), 7.72 (d, J = 1.2 Hz, 1H), 8.32(t, J = 5.8 Hz, 1H), 8.99 (d,
= 7.2 Hz, 1H) ; LCMS (electrospray) m/z (M+H) + 543

301

'H-NMR (400 MHz, CDCI3 + CD30D): § 9.22 -9.23 (m, 1H), 7.88 (d,
= 8.4 Hz, 2H), 7.59 -7.63 (m, 2H), 7.50 (dd, J = 9.6, 2.0 Hz, 2H), 7.47 (d,|

= 8.4 Hz, 2H), 7.33 (dd, J = 9.6, 2.0 Hz, 1H), 7.02 (dd, J = 9.6, 8.4 Hz.
1H), 4.68 (s, 2H), 2.98 (q,J = 7.6 Hz, 2H), 1.33 (t,J = 7.6 Hz, 3H); LCMS
electrospray) m/z (M+H)+ 451.

302

'H-NMR (400 MHz, CDCI3 + CD30D): § 9.06 (d, J = 7.6 Hz, 1H), 7.88|
d, J = 8.0 Hz, 2H), 7.60 -7.62 (m, 2H), 7.54 (d, J = 2.0 Hz, 2H), 7.46 (d,

= 8.0 Hz, 1H), 7.02 (dd, J = 8.8, 8.8 Hz, 2H), 6.93 (dd, J = 7.6, 2.0 Hz.
1H), 4.68 (s, 2H), 2.7 (g, J = 7.6 Hz, 2H), 1.33 (t, J = 7.6 Hz, 3H); LCMS
electrospray) m/z (M+H)+ 451.

303

'H-NMR (400 MHz, CDCI3): § 9.51 (d, J = 2.0 Hz, 1H), 7.53 (d, J = 9.6
Hz, 1H), 7.31 -7.41 (m, 4H), 7.29 (dd, J = 9.6, 2.0 Hz, 1H), 6.12 (t,J = 5.2|
Hz, 1H), 4.68 (d, J = 5.6 Hz, 2H), 3.68 -3.80 (m, 4H), 2.97 (q, J = 7.6 Hz
2H),2.42 -2.52 (m, 4H), 1.39 (t, J = 7.6 Hz, 3H); LCMS (electrospray) m/7|
M+H)+ 441

304

'H-NMR (400 MHz, CDCI3): § 9.35 (d, J = 7.2 Hz, 1H), 7.58 (d, J = 2.0
Hz, 1H), 7.33 -7.38 (m, 4H), 6.90 (dd, J = 7.4, 2.0 Hz, 1H), 6.09 (t,J = 5.0|
Hz, 1H), 4.68 (d, J = 5.6 Hz, 2H), 3.68 -3.80 (m, 4H), 2.96 (q, J = 7.6 Hz
2H),2.42 -2.52 (m, 4H), 1.39 (t, J = 7.6 Hz, 3H); LCMS (electrospray) m/7|
M+H)+ 441.

305

'H-NMR (400 MHz, CDCI3): § 9.48 -9.49 (m, 1H), 7.53 (d, J = 8.8 Hz|
1H), 7.28 -7.31 (m, 3H), 7.19 (d, J = 8.0 Hz, 2H), 7.00 -7.03 (m, 2H), 6.92
dd, J = 8.8, 8.0 Hz, 2H), 6.07 (m, 1H), 4.62 (d, J = 5.6 Hz, 2H), 3.46 (s,
BH), 293 (q, J = 7.6 Hz, 2H), 136 (t, J = 7.6 Hz, 3H); LCMS|
electrospray) m/z (M+H)+ 465.

306

'H-NMR (400 MHz, CDCI3): § 9.28 (d, J = 7.6 Hz, 1H), 7.56 (d, J = 2.0)
Hz, 1H), 7.26 (d, J = 8.0 Hz, 2H), 7.16 (d, J = 8.0 Hz, 2H), 6.98 -7.01 (m,
2H), 6.86 -6.93 (m, 3H), 6.92 (dd, J = 8.8, 8.0 Hz, 2H), 6.15 (t,J = 5.6 Hz,|
1H), 4.60 (d, J = 5.6 Hz, 2H), 3.43 (s, 3H), 2.89 (q, J = 7.6 Hz, 2H), 1.34
t,J =7.6 Hz, 3H); LCMS (electrospray) m/z (M+H)+ 465.
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307

'H-NMR (400 MHz, CDCI3): § 9.53 (d, J = 2.0 Hz, 1H (m, 1H), 7.55 (d

=9.6 Hz, 1H), 7.31 (dd, J = 9.6, 2.0 Hz, 1H), 7.05 -7.10 (m, 2H), 6.93
dd, J=9.2, 8.0 Hz, 2H), 6.08 (t,J = 5.6 Hz, 1H), 4.62 (d, J = 5.6 Hz, 2H),
3.85 -3.88 (m, 4H), 3.07 -3.10 (m, 4H), 2.98 (q, J = 7.6 Hz, 2H), 1.42 (t,
= 7.6 Hz, 3H); LCMS (electrospray) m/z (M+H)+ 417.

308

'H-NMR (400 MHz, CDCI3): § 9.36 (d, J = 7.6 Hz, 1H), 7.60 (d, J = 2.0|
Hz, 1H), 7.05 -7.10 (m, 2H), 6.90 -6.95 (m, 2H), 6.07 (t, J = 5.6 Hz, 1H)
K4.62 (d, J = 5.6 Hz, 2H), 3.85 -3.88 (m, 4H), 3.08 -3.09 (m, 4H), 3.00 (q, .
= 7.6 Hz, 2H), 1.41 (t,J = 7.6 Hz, 3H); LCMS (electrospray) m/z (M+H)+|
417,

309

'H-NMR (400 MHz, DMSO-d6): & 8.80 (d, J = 6.8 Hz, 1H), 8.42 (t, J |
6.0 Hz, 1H), 7.27 (dd, J = 8.0, 7.6 Hz, 1H), 7.22 (d, J = 8.8 Hz, 2H), 7.12
d,J = 8.0 Hz, 2H), 7.08 (d, J = 8.4 Hz, 2H), 6.95 -6.98 (m, 4H), 6.94 (d,

= 8.8 Hz, 2H), 4.41 (d, J = 6.0 Hz, 2H), 3.70 -3.80 (m, 2H), 3.40 -3.48
m, 3H), 2.67 -2.73 (m, 2H), 2.57 (s, 3H), 2.24 (s, 3H), 1.78 -1.84 (m, 2H),
1.50 -1.76 (m, 2H); LCMS (electrospray) m/z (M+H)+ 457.

310

'H-NMR (400 MHz, DMSO-d6): & 8.80 (d, J = 6.8 Hz, 1H), 8.42 (t, J |
6.0 Hz, 1H), 7.64 (d, J = 8.4 Hz, 2H), 7.49 (d, J = 8.4 Hz, 2H), 7.27 (dd,
=7.6,7.6 Hz, 1H), 7.23 (d, J = 8.8 Hz, 2H), 6.96 -6.99 (m, 1H), 6.95 (d,
= 8.8 Hz, 2H), 4.42 (d, J = 6.0 Hz, 2H), 3.70 -3.80 (m, 2H), 3.30 -3.40 (m,|
3H), 2.70 -2.80 (m, 2H), 2.57 (s, 3H), 1.84 -1.90 (m, 2H), 1.70 -1.80 (m,
R2H); LCMS (electrospray) m/z (M+H)+ S11.

311

'H-NMR (400 MHz, CDCI3): § 9.24 (d, J = 6.8 Hz, 1H), 7.30 (d, J = 8.0|
Hz, 2H), 7.30 (d, J = 8.0 Hz, 2H), 7.15 -7.24 (m, 3H), 6.97 -7.06 (m, 4H),
6.81-6.97 (m, 1H), 6.05 (brs, 1H), 4.62 (d, J = 5.2 Hz, 2H), 3.76 -3.85 (m,|
2H), 2.80 -2.90 (m, 2H), 2.69 (s, 3H),2.60 -2.68 (m, 1H), 1.60 -2.00 (m,|
“H); LCMS (electrospray) m/z (M+H)+ 461.

312

'"H-NMR (400 MHz, DMSO-d6): & 8.80 (d, J = 6.8 Hz, 1H), 8.43 (t, J =|

6.0 Hz, 1H), 7.39 (d, J = 8.8 Hz, 2H), 7.24 -7.29 (m, 2H), 7.22 (d, J = 8.8]
Hz, 2H), 6.96 -6.99 (m, 1H), 6.94 (d, J = 8.8 Hz, 2H), 4.42 (d, J = 6.0 Hz|

2H), 3.70 -3.80 (m, 2H), 3.30 -3.40 (m, 3H), 2.70 -2.80 (m, 2H), 2.57 (s,|
3H), 1.82 -1.90 (m, 2H), 1.68 -1.80 (m, 2H); LCMS (electrospray) m/7
M+H)+ 527.

313

'H-NMR (400 MHz, DMSO-d6): §-1.68 -1.75 (m, 2H), 1.79 -1.85 (m, 2H),
2.56 (s, 3H), 2.62 -2.73 (m, 3H), 3.74 -3.77 (m, 2H), 4.43 (d, J = 5.6 Hz
RH), 6.95 (d, J = 8.4 Hz, 2H), 7.04 -7.11 (m, 2H), 7.23 (d, J = 8.4 Hz, 2H),|
7.27 -7.30 (m, 2H), 7.44 -7.49 (m, 1H), 7.61 -7.64 (m, 1H), 8.28 (t,J = 5.6
Hz, 1H, NH), 9.06 -9.07 (m, 1H), ; LCMS (electrospray) m/z (M+H)+ 461

314

'"H-NMR (400 MHz, DMSO-d6): §-1.68 -1.75 (m, 2H), 1.79 -1.83 (m, 2H),
2.56 (s, 3H), 2.58 -2.62 (m, 1H), 2.68 -2.73 (m, 1H), 3.74 -3.77 (m, 2H),|
4.42 (d,J = 6.0 Hz, 2H), 6.94 (d, J = 8.4 Hz, 2H), 7.07 -7.13 (m, 4H), 7.23
d,J = 8.4 Hz, 2H), 7.44 -7.49 (m, 2H), 7.61 -7.64 (m, 1H), 8.27 (t,J = 6.
Hz, 1H, NH), 9.05 -9.07 (m, 1H) ; LCMS (electrospray) m/z (M+H)+ 456
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315

'H-NMR (400 MHz, DMSO-d6): 3-1.71 -1.80 (m, 2H), 1.83 -1.88 (m, 2H),|
2.56 (s, 3H), 2.71 -2.80 (m, 3H), 3.77 -3.80 (m, 2H), 4.43 (d, J = 6.0 Hz.
RH), 6.96 (d, J = 8.4 Hz, 2H), 7.24 (d, J = 8.4 Hz, 2H), 7.44 -7.50 (m, 3H),|
7.61 -7.65 (m, 3H), 8.28 (t, J = 6.0 Hz, 1H, NH), 9.05 -9.07 (m, 1H) ;|
LCMS (electrospray) m/z (M+H)+ S11.

316

'H-NMR (400 MHz, Acetone-d6): §-1.82 -1.89 (m, 2H), 1.92 -1.96 (m,|
RH), 2.66 (s, 3H), 2.76 -2.84 (m, 3H), 3.82 -3.86 (m, 2H), 4.58 (d, J = 5.6|
Hz, 2H), 6.99 (d, J = 8.4 Hz, 2H), 7.26 -7.31 (m, 4H), 7.37 -7.44 (m, 4H),
7.55-7.59 (m, 1H), 9.34 -9.36 (m, 1H) ; LCMS (electrospray) m/z (M+H)H
527.

317

'H-NMR (400 MHz, CDCI3): § 1.40 (t, J = 7.6 Hz, 3H), 2.86 -3.00 (m|
SH), 4.70 -4.47 (m, 4H), 6.20 (brs, 1H), 7.45 -7.01 (m, 9H), 7.53 (d, J =
9.6 Hz, 1H), 9.50 (s, 1H).

318

'H-NMR (400 MHz, CDCI3): § 1.39 (t, J = 7.6 Hz, 3H), 2.86 -2.99 (m|
SH), 4.48 (m, 2H), 4.71 -4.69 (m, 2H), 6.16 (brs, 1H), 6.89 (dd, J = 7.2Hz,|
D.0 Hz, 1H), 7.01 -7.45 (m, 8H), 7.59 (d, J = 2.0 Hz, 1H), 9.34 (d, J = 7.2
Hz, 1H)

319

TH-NMR (400 MHz, CDCI3):  1.37 (t, J = 7.6 Hz, 3H), 2.02 -1.64 (m|
15H), 2.93 (q. J = 7.6 Hz, 2H), 3.48 (s, 2H), 4.60 (d, J = 5.2 Hz, 2H), 6.05
brs, 1H), 6.88 (d, J = 8.0 Hz, 2H), 7.25 -7.27 (m, 3H), 7.51 (d, J = 9.6 Hz
1H), 9.50 (s, 1H); ); 13C NMR (100 MHz, CDCI3) d 13.4, 23.6, 28.4, 28.5
34.0, 37.3, 39.7, 434, 76.9, 77.2, 77.5, 78.6, 115.1, 117.0, 121.6, 126.3
1283, 129.2, 129.7, 144.6, 151.5, 159.6, 161.2, 199.8

320

TH-NMR (400 MHz, CDCI3): & 1.36 (t, J = 7.6 Hz, 3H), 2.00 -1.64 (m|
15H), 2.92 (q, J = 7.6 Hz, 2H), 3.48 (s, 2H), 4.59 (d, J = 5.6 Hz, 2H), 6.05
brs, 1H), 6.89 -6.85 (m, 3H), 7.25 (d, J = 8.4 Hz, 2H), 7.55 (d, J = 2.0 Hz
1H), 9.32 (d, J = 7.6 Hz, 1H); 13C NMR (100 MHz, CDCI3) d 13.4, 23.6
D8.4,28.6,34.0,37.3,39.7,43.4,76.9,77.2,77.5,78.6, 114.7, 115.1, 115.8
128.6, 129.2, 129.7, 133.6, 146.2, 151.7, 159.6, 1612, 199.8

321

'H-NMR (400 MHz, CDCI3): § 1.36 (t, J = 7.6 Hz, 3H), 2.10 -1.63 (m,|
15H), 2.94 (q, J = 7.6 Hz, 2H), 4.56 (d, J = 5.2 Hz, 2H), 5.99 (brs, 1H)
6.77 (d, J = 8.4 Hz, 2H), 7.14 (d, J = 8.4 Hz, 2H), 7.20 -7.29 (m, 1H), 7.52
d, J =9.6 Hz, 1H), 9.51 (d, J = 1.6 Hz, 1H); ; LCMS (electrospray) m/Z
M+H)+ 463.

322

'H-NMR (400 MHz, CDCI3): § 1.37 (t, J = 7.6 Hz, 3H), 2.10 -1.63 (m,|
15H), 2.94 (q, J = 7.6 Hz, 2H), 4.54 (d, J = 5.2 Hz, 2H), 5.95 (brs, 1H),
6.59 (d, J = 8.8 Hz, 2H), 6.88 (dd, J = 2.4 Hz, 7.6 Hz, 1H), 7.16 (d, J = 8.8
Hz, 2H), 7.58(d, J = 2.0 Hz, 1H), 9.35 (d, J = 7.6 Hz, 1H); LCMS
electrospray) m/z (M+H)+ 463

323

'H-NMR (400 MHz, CDCI3): § 1.38 (t, J = 7.6 Hz, 3H), 2.04 -1.61 (m,|
15H), 2.94 (q, J = 7.6 Hz, 2H), 4.54 (d, J = 5.2 Hz, 2H), 5.98 (brs, 1H)
6.59 (d, J = 8.4 Hz, 2H), 7.16 (d, J = 8.8, 1H), 7.27 (dd, J = 2.4 Hz, 9.6
Hz, 1H), 7.52 (d, J = 9.2 Hz, 1H), 9.51 (d, J = 1.2 Hz, 1H); LCMS|
electrospray) m/z (M+H)+ 463.
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324

'H-NMR (400 MHz, CDCI3): § 1.37 (t, J = 7.6 Hz, 3H), 2.02 -1.61 (m,|
15H), 2.93 (q, J = 7.6 Hz, 2H), 4.56 (d, J = 5.2 Hz, 2H), 5.97 (brs, 1H)
6.78 (d, J = 8.4 Hz, 2H), 6.88 (dd, J = 2.0 Hz, 7.0 Hz, 1H), 7.14 (d, J = 8.4|
Hz, 2H), 7.58(d, J = 2.0 Hz, 1H), 9.34 (d, J = 7.2 Hz, 1H); LCMS|
electrospray) m/z (M+H)+ 463.

325

HHAH - DH|: TH-NMR (400 MHz, DMSO-d6): 8 1.78-1.95 (m, 4H), 2.60 (s,
3H),2.72-2.82 (m, 1H), 2.92-3.08 (m, 2H), 3.73-3.76 (m, 2H), 4.48 (d, J =
6.0 Hz, 2H), 7.11-7.22 (m, 4H), 7.29-7.35 (m, 4H), 7.54 (dd, J = 9.6, 1.6|
Hz, 1H), 7.68 (d, J = 9.6 Hz, 1H), 8.48 (t, J = 6.0 Hz, 1H, NH), 9.15 (d, .
= 1.2 Hz, 1H); LCMS (electrospray) m/z (M+H) + 477.

326

H|O|X| A 1L A|: "TH-NMR (400 MHz, DMSO-d6): & 1.66-1.86 (m, 4H)|
2.60 (s, 3H), 2.70-2.75 (m, 3H), 3.76-3.79 (m, 2H), 4.43 (d, J = 5.6 Hz|
H), 6.95 (d, J = 8.8 Hz, 2H), 7.09-7.15 (m, 4H), 7.24 (d, J = 8.8 Hz, 2H),
7.46 (dd, J =9.6, 2.4 Hz, 1H), 7.63 (d, J = 9.6 Hz, 1H), 8.36 (t,J = 5.6 Hz,|
1H,NH),9.12 (d, J = 1.6 Hz, 1H); LCMS (electrospray) m/z (M+H) + 473

327

H|O| X[ A TA|: 'H-NMR (400 MHz, DMSO-d6): & 1.72-1.92 (m, 4H)
2.59 (s, 3H), 2.73-2.79 (m, 3H), 3.79-3.82 (m, 2H), 4.4 (d, J = 6.0 Hz,|
RH), 6.97 (d, J = 8.8 Hz, 2H), 7.25 (d, J = 8.8 Hz, 2H), 7.46 (dd, J = 9.4
.2 Hz, 1H), 7.51 (d, J = 8.0 Hz, 2H), 7.62-7.67 (m, 3H), 8.37 (1, J = 6.0)
Hz, 1H, NH), 9.13 (d, J = 2.0 Hz, 1H) ); LCMS (electrospray) m/z (M+H
H527.

328

H|O| X[ A4 1H|: 'TH-NMR (400 MHz, DMSO-d6): & 1.78-1.90 (m, 4H)
2.58 (s, 3H), 2.71-2.76 (m, 3H), 3.77-3.81 (m, 2H), 4.44 (d, J = 6.0 Hz,|
DH), 6.97 (d, J = 8.8 Hz, 2H), 7.24 (d, J = 8.8 Hz, 2H), 7.29 (d, / = 8.8 Hz
DH), 7.41 (d, J = 8.8 Hz, 2H), 7.46 (dd, J = 9.6, 2.0 Hz, 1H), 7.63 (d, J
9.6 Hz, 1H), 8.36 (t,J = 6.0 Hz, 1H, NH), 9.13 (d, / = 1.6 Hz, 1H); LCMS|
electrospray) m/z (M+H) + 543.

329

NN

B A4 1 K|: 'TH-NMR (400 MHz, CDCI3): 8 1.38 (t, J = 7.6 Hz, 3H), 2.95
q,J = 7.6 Hz, 2H), 4.61 (d, J = 6.0 Hz, 2H), 4.73 (d, J = 6.0 Hz, 2H), 6.16
brs, 1H), 6.37 (brs, 1H), 6.89 (dd, J = 2.0, 7.6 Hz, 1H), 6.99 -7.06 (m, 2H),

7.30 -7.36 (m, 2H), 7.42 (dd, J = 7.6, 7.6 Hz, 1H), 7.51 -7.55 (m, 1H), 7.59)
d,J =2.0 Hz, 1H), 7.66 -7.68 (m, 1H), 7.84 (s, 1H), 9.33 (d, J = 7.6 Hz|
1H); LCMS (electrospray) m/z 465, 467 (M+H)+, Cl- isotope pattern.

330

Cl

g2 ZAM K| TH-NMR (400 MHz, CDCI3): 8 1.35 (t,J = 7.6Hz, 3H),
D.76 -2.97 (m, 2H), 2.86 & 2.94 (s, 3H), 4.45 & 4.68 (s, 2H), 6.31 (brs|
1H), 6.87 (dd, J = 2.0, 7.2 Hz, 1H), 7.00 -7.08 (m, 3H), 7.26 -7.43 (m, SH)
7.57 (d, J = 2.0 Hz, 1H), 9.28 (d, J = 7.2 Hz, 1H); LCMS (electrospray
m/z 479, 481 (M+H)+, ClI- isotope pattern.

g2 M K| 'H-NMR (400 MHz, CDCI3): § 1.37 (t,J = 7.6 Hz, 3H),
2.62 -2.64 (m, 4H), 2.94 (q, J = 7.6 Hz, 2H), 3.74 -3.76 (m, 4H), 3.85 (s
DH), 4.78 (d, J = 5.6 Hz, 2H), 6.18 (brt, J = 5.6 Hz, 1H), 7.28 (dd, J = 2.0,
9.6 Hz, 1H), 7.37 (dd, J = 1.2, 8.0 Hz, 1H), 7.51 -7.54 (m, 2H), 7.70 (d,
= 1.2 Hz, 1H), 9.51 (d, J = 2.0 Hz, 1H); LCMS (electrospray) m/z 454,
¥56 (M+H)+, Cl- isotope pattern.
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332

g2 ZAM 1K 'H-NMR (400 MHz, CDCI3): § 1.37 (t, J = 7.6 Hz, 3H)|
2.63 -2.65 (m, 4H), 2.94 (q, J = 7.6 Hz, 2H), 3.75 -3.77 (m, 4H), 3.86 (s
RH), 4.79 (d, J = 6.0 Hz, 2H), 6.13 (brt, J = 6.0 Hz, 1H), 6.90 (dd, J = 2.0,
7.2 Hz, 1H), 7.37 (dd, J = 1.6, 8.4 Hz, 1H), 7.52 (d, J = 8.4 Hz, 1H), 7.59
d,J =2.0 Hz, 1H), 7.72 (d, J = 1.6 Hz, 1H), 9.36 (d, J = 7.2 Hz, 1H);
LCMS (electrospray) m/z 454, 456 (M+H)+, ClI- isotope pattern.

333

€2 XA TH: 'H-NMR (400 MHz, CDCI3): § 1.37 (t, J = 7.6 Hz, 3H),|
1.98 -2.04 (m, 2H), 2.18 -2.29 (m, 2H), 2.93 (q, J = 7.6 Hz, 2H), 3.05 -3.11
m, 2H), 3.49 -3.55 (m, 2H), 4.19 -4.24 (m, 1H), 4.60 (d, J = 5.2 Hz, 2H),
6.01 (brs, 1H), 6.92 (d, J = 8.4 Hz, 2H), 7.26 -7.31 (m, 3H), 7.52 (d, J =
9.6 Hz, 1H), 9.53 (d, J = 2.1 Hz, 1H); LCMS (electrospray) m/z 431
M+H)+.

334

g2 XA 1H: 'H-NMR (400 MHz, CDCI3): § 1.36(t, J = 7.2 Hz, 3H),
1.99 -2.04 (m, 2H), 2.17 -2.20 (m, 2H), 2.92 (q, J = 7.2 Hz, 2H), 3.05 -3.10|
m, 2H), 3.50 -3.52 (m, 2H), 4.20 -4.23 (m, 1H), 4.59 (d, J = 5.6 Hz, 2H),|
5.99 (brs, 1H), 6.89 -6.94 (m, 3H), 7.26 -7.27 (m, 2H), 7.58 (s, 1H), 9.35
d, J = 6.8 Hz, 1H); LCMS (electrospray) m/z 431 (M+H)+.

335

S T K|: 'TH-NMR (400 MHz, DMSO-d6): § 1.26 (t, J = 7.6 Hz, 3H),
2.98 (q,J = 7.6 Hz, 2H), 4.58 (d, J = 6.0 Hz, 2H), 7.08 (dd, J = 2.4, 7.2
Hz, 1H), 7.48 (d, J = 8.4 Hz, 2H), 7.72 (d, J = 8.0 Hz, 2H), 7.78 -7.80 (m,|
3H), 8.00 (d, J = 8.4 Hz, 2H), 8.51 (brt, J = 5.6 Hz, 1H), 8.97 (d, J = 7.2
Hz, 1H); LCMS (electrospray) m/z 434, 436 (M+H)+, Cl- isotope pattern.

336

22 &M 1H: 'H-NMR (400 MHz, CDCI3): § 1.36 (t, J = 7.6 Hz, 3H)
1.71 -2.03 (m, 8H), 2.47 -2.55 (m, 2H), 2.62 -2.65 (m, 1H), 2.72 -2.84 (m,|
2H),2.87 -2.97 (m, 3H), 3.30 -3.40 (m, 2H), 3.62 -3.77 (m, 4H), 4.23 -4.26|
m, 1H), 4.58 (d, J = 5.2 Hz, 2H), 6.02 (brs, 1H), 6.91 (d, J = 8.4 Hz, 2H)
7.24 -7.29 (m, 3H), 7.51 (d, J = 9.6 Hz, 1H), 9.51 (d, J = 1.2 Hz, 1H);
LCMS (electrospray) m/z 554, 556 (M+H)+, Cl- isotope pattern.

337

g2 TIM TH: 'TH-NMR (400 MHz, CDCI3): § 1.36 (t,J = 7.6 Hz, 3H),
1.82-1.92 (m, 2H), 2.00 -2.04 (m, 2H), 2.44 -2.51 (m, 5H), 2.61 (t, J = 5.6
Hz, 2H), 2.77 -2.84 (m, 2H), 2.91 (t, J = 7.6 Hz, 2H), 2.91 -2.97 (m, 1H),
3.62 -3.70 (m, SH), 4.22 (t, J = 5.6 Hz, 2H), 4.58 (d, J = 5.6 Hz, 2H), 5.97
brt, J = 5.6 Hz, 1H), 6.88 -6.94 (m, 3H), 7.25 -7.27 (m, 2H), 7.58 -7.59
m, 1H), 9.35 (d, J = 7.6 Hz, 1H); LCMS (electrospray) m/z 554, 556|
M-+H)+, Cl- isotope pattern.

338

M4 A8 K| 'TH-NMR (400 MHz, CDCI3): 8 1.38 (t, J = 7.6 Hz, 3H), 2.64
s, 3H),2.95 (q, J = 7.6 Hz, 2H), 4.78 (d, J = 5.6 Hz, 2H), 6.15 (brt, J =
5.6 Hz, 1H), 7.31 -7.35 (m, 2H), 7.46 (d, J = 8.4 Hz, IH), 7.55 (d, J = 9.2
Hz, 1H), 7.65 (s, 1H), 9.54 (s, 1H); LCMS (electrospray) m/z 369, 371
M-+H)+, Cl- isotope pattern.

339

444 K 'TH-NMR (400 MHz, CDCI3): § 1.36 (t, J = 7.6 Hz, 3H), 2.64|
s, 3H), 2.93 (q, J = 7.6 Hz, 2H), 4.77 (d, J = 6.0 Hz, 2H), 6.14 (brt, J =
6.0 Hz, 1H), 6.90 (dd, J = 2.4, 7.6 Hz, 1H), 7.31 (dd, J = 2.0, 8.4 Hz, 1H),|
7.45 (d,J = 8.4 Hz, 1H), 7.60 (d, J = 2.4 Hz, 1H), 7.65 (d, J = 2.0 Hz, 1H),)
9.36 (d, J = 7.6 Hz, 1H); LCMS (electrospray) m/z 369, 371 (M+H)+, CI
isotope pattern.
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340

2 M K 'TH-NMR (400 MHz, CDCI3 + CD30D): § 1.24 (t, J =
7.6 Hz, 3H), 2.19 -2.25 (m, 2H), 2.81 (q, J = 7.6 Hz, 2H), 3.33 -3.45 (m,|
3H), 3.58 -3.62 (m, 1H), 4.46 (d, J = 5.2 Hz, 2H), 4.93 -4.94 (m, 1H), 6.34
brs, 1H), 6.48 (d, J = 8.2 Hz, 2H), 6.72 -6.75 (m, 2H), 7.13 -7.17 (m, 4H),|
7.23 -7.26 (m, 1H), 7.42 -7.44 (m, 1H), 9.30 -9.31 (m, 1H); LCMS
electrospray) m/z 509, 511 (M+H)+, Cl- isotope pattern.

341

He M A 'H-NMR (400 MHz, CDCI3): § 1.35 (t,J = 7.6Hz, 3H),
0.27-2.33 (m, 2H), 2.90 (q.J = 7.6 Hz, 2H), 3.41 -3.54 (m, 3H), 3.66 -3.70
m, 1H), 4.56 (d, J = 5.2 Hz, 2H), 4.99 -5.02 (m, 1H), 5.95 (brs, 1H), 6.56
d,J = 8.4 Hz, 2H), 6.79 -6.83 (m, 2H), 6.88 (dd, J = 2.0, 7.2 Hz, 1H), 7.21
17.25 (m, 4H), 7.58 (d, J = 2.0 Hz, 1H), 9.34 (d, J = 7.2 Hz, 1H); LCMS
electrospray) m/z 509, 511 (M+H)+, Cl- isotope pattern.

342

2 =M K| 'H-NMR (400 MHz, CDCI3 + CD30D): § 1.28 (t, J =
7.6 Hz, 3H), 2.23 -2.28 (m, 2H), 2.85 (q, J = 7.6 Hz, 2H), 3.37 -3.49 (|
3H), 3.61 -3.65 (m, 1H), 4.50 (d, J = 5.2 Hz, 2H), 4.96 -4.97 (m, 1H), 6.22|
brs, 1H), 6.52 (d, J = 8.8 Hz, 2H), 6.75 -6.79 (m, 2H), 7.17 -7.20 (m, 4H),
7.28 (d, J = 1.6 Hz, 1H), 7.46 (d, J = 9.6 Hz, 1H), 9.37 -9.38 (m, 1H)]
LCMS (electrospray) m/z 509, 511 (M+H)+, Cl- isotope pattern.

343

2 =M TIK|: 'TH-NMR (400 MHz, CDCI3): § 1.34 (t,J = 7.6 Hz, 3H),
.26 -2.33 (m, 2H),2.89 (q,J = 7.6 Hz, 2H), 3.41 -3.53 (m, 3H), 3.66 -3.70)
m, 1H), 4.56 (d, J = 5.2 Hz, 2H), 4.99 -5.01 (m, 1H), 5.97 (brt, J = 5.2
Hz, 1H), 6.56 (d, J = 8.4 Hz, 2H), 6.78 -6.82 (m, 2H), 6.87 (dd, J = 2.0
7.6 Hz, 1H), 7.21 -7.25 (m, 4H), 7.57 (d, J = 2.0 Hz, 1H), 9.34 (d, J = 7.6|
Hz, 1H); LCMS (electrospray) m/z 509, 511 (M+H)+, ClI- isotope pattern.

344

E2 =AM K| 'H-NMR (400 MHz, CDCI3): § 1.39 (t,J = 7.6 Hz, 3H),
1.99 -2.19 (m, 4H), 2.77 -2.80 (m, 1H), 2.95 -3.05 (m, 4H), 3.79 -3.82 (|
2H), 3.90 (s, 3H), 4.64 (d, J = 5.6 Hz, 2H), 6.41 (brs, 1H), 7.31 -7.39 (m,|
7H), 7.61 (d, J = 9.6 Hz, 1H), 7.97 -8.00 (m, 2H), 9.49 (d, J = 1.2 Hz, 1H)]
LCMS (electrospray) m/z 531, 533 (M+H)+ , ClI- isotope pattern.

345

A D K: 'TH-NMR (400 MHz, CDCI3 + CD30D): § 1.32 (t,J = 7.6 Hz|
3H), 1.97 -2.03 (m, 2H), 2.65 -2.80 (m, 1H), 2.95 -3.01 (m, 6H), 3.71 -3.74
m, 2H), 4.57 (s, 2H), 4.57 (d, J = 6.4 Hz, 2H), 7.21 -7.28 (m, 6H), 7.40 -
7.43 (m, 3H), 7.62 (d, J = 9.2 Hz, 1H), 9.28 (d, J = 1.6 Hz, 1H); LCMS|
electrospray) m/z 503, 505 (M+H)+ , ClI- isotope pattern.

346

Violet 11X|: 'H-NMR (400 MHz, CDCI3): § 1.39 (t, J = 7.6 Hz, 3H), 1.99
2.09 (m, 4H), 2.79 -3.02 (m, 4H), 3.47 -3.50 (m, 1H), 3.81 -3.84 (m, 2H),|
4.63 (s, 2H), 6.16 (brs, 1H), 7.00 -7.10 (m, 2H), 7.27 -7.45 (m, 5H), 7.57 -
7.59 (m, 1H), 7.84 -7.85 (m, 2H), 9.52 (s, 1H), 9.99 (s, 1H); LCMS

electrospray) m/z 501, 503 (M+H)+, ClI- isotope pattern.
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347

E2 WIM TKH|: 'H-NMR (400 MHz, CDCI3): & 1.94 -2.04 (m, 4H)
2.61 -2.71 (m, 1H), 2.66 (s, 3H), 3.78 -3.81 (m, 2H), 4.61 (d, J = 5.6 Hz.
RH), 6.15 (brs, 1H), 6.79 -6.83 (m, 1H), 6.98 -7.16 (m, 4H), 7.19 -7.24 (m,|
3H), 7.31-7.33 (m, 2H), 9.43 -9.47 (m, 1H); LCMS (electrospray) m/z 461
M+H)+.

348

B A DK|: "H-NMR (400 MHz, CDCI3): § 1.96 -2.02 (m, 4H), 2.65 -2.75
m, 1H), 2.70 (s, 3H), 2.95 -2.99 (m, 2H), 3.77 -3.80 (m, 2H), 4.63 (d, J =
5.6 Hz, 2H), 6.42 (brs, 1H), 6.84 -6.88 (m, 1H), 7.19 -7.24 (m, 2H), 7.26 -|
7.33 (m, 5H), 7.37 -7.41 (m, 2H), 9.42 -9.45 (m, 1H); LCMS (electrospray
m/z 477, 479 (M+H)+, CI- isotope pattern .

349

2 WIM DK 'H-NMR (400 MHz, CDCI3): § 1.97 -2.05 (m, 4H)
2.68 (s, 3H), 2.73 -2.82 (m, 1H), 2.83 -2.96 (m, 2H), 3.80 -3.83 (m, 2H),
4.62 (d,J = 5.6 Hz, 2H), 6.25 (brs, 1H), 6.81 -6.85 (m, 1H), 7.00 -7.18 (|
RH), 7.24 -7.27 (m, 1H), 7.31 -7.41 (m, 4H), 7.56 -7.58 (m, 2H), 9.43 -9.47
m, 1H); LCMS (electrospray) m/z 511 (M+H)+.

350

BHA TH|: TH-NMR (400 MHz, CDCI3): & 1.96 -2.05 (m, 4H), 2.69 (s,

3H), 2.69 -2.74 (m, 1H), 2.85 -2.96 (m, 2H), 3.78 -3.81 (m, 2H), 4.62 (d, .

=5.6 Hz, 2H), 6.31 (brs, 1H), 6.82 -6.87 (m, 1H), 7.15 -7.17 (m, 2H), 7.20)

1730 (m, 5H), 7.35 -7.41 (m, 2H), 943 -9.46 (m, 1H); LCMS|
electrospray) m/z 527 (M+H)+.
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