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L A R 1-350 54k & 3K 2.

\j\)’\_.sozcuz M \O\/i_\

MeOH, refiux

[0203]

N NaOH HOBt, EDCI
THFf MeOH \Q\%_\ movE \Q\i—\
A3
[0204] 5%l
[0205] & itk S ALK — KRR
[0206]  7E0°CF , K Wik 4 (220g, 1.63mo 1 )3 AN 34 A2 7P 8 (200g 5 1. 55mo 1) )
oK S e (500mL) VR, FEAE25 C 26 T IRFEIR S0 16 /N 5 R S LR 5 P B
(500mL) 5 43 B H HLRZ , FI7K (500mL) PRk 37K ik £57K (500mL) e 1 VK , 5 FH T /K A% By T
B, IR IE IR AR B — TR L I PEAL &AL (245g , 7228196 % ) , 6 85 i — B (L B AT T
IR
[0207] & itk EHIAH —EHE T
[0208]  7E25°CF AL A 4IAL(10.5g,63. 6mmol ) i A 2~ 55—k (10 0g
57.8mmo 1) 1 F ¥ (10mL) Vi, BEEI U BRI A M6/ s YA 26 R BT 2, 47
B4 2 2 R 2015 (100mL) A17K (100mL ) s 42 B AT HLWUZ » FZK (100mL ) #hi56 37 vk 7K
(100mL) P 1 , 35 FEL TR B BT+ Z0 080 FR VR4 I 2 PR A7 B8 0 P Comb £ ash B £
PR AL CF g : 2 BRZ B = 1) 2 R B (B ACIRAL A IA2(4. 008, 72 %2 25% ) o
[0209] & RAk A A — R F )T
[0210]  7£25°CF 4 2N AL (40mL) AL 4 H1A2(3. 008 10, 6mmo ) 74 2L i
(40mL ) A1 H B (20mL ) FEVR FH , 25°C TN BRI A 16 /0N« Y {38 A 30 43 FF e R T ke g 4
7;\ FEAGIR A S0P 5 (40mL) Fh 20K FH ER IR IR AL /K PE VR Z ZE pHIE A6 %lﬁlﬁiﬁiﬁfﬁ
PR KA TR BHE 2 JR8 T e U/ B =5« LRE 0 (40mL) o 53
JEIR AW W AR DR S B — R B AR A HA3(2.60g, 7228 :91 % ) o
[0211] & Ak S WIA4R — AT
(02121 Hgn—FR SEMG 0k (136mg, 1. 34mmo 1 ) AN E 1 4 IA3 (60mg , 0. 224mmo] ) \J& HE 2 3 =
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CON 105745208 A w Bg B 14/76 T

M4 (45mg, 0. 336mmol ) FlfH — WV % (86mg, 0. 448mmo1 ) [t — FF 35 FR B it ( 1. 5mL ) Y&V T 5 7E20
CHHFHRE107 B, HIER S i (4= (4= FENRIE -1 -3 ) 85 ) F X (40mg
0.212mmo1) ,30°C 4t L8/INEF s [a) IR S W) I 15mLAK , A2 [ AR YD s il VR A4 , ¥4 D
VT 20mL SR B e, el TR A AR SOREL T DA R MDA IR 3mL R B B 20K 3mL &
BB LUK s FAT I 0 Hﬁ‘%‘l)ﬁtﬁi:ﬂﬂ?%u—ﬁélélﬁlﬁﬁ’mﬁr?%w12mg,F$=12%>o

/\NBoc NBoc

[»)

. )% HzlPdC HCl
ARy 0 N g >

Boctt PdCIz(dppf) K3C0 MBOH dioxane

0N DMF, 80°°C ' :

B2

0~

[0213]

CN S
LiAIH, i

SN F\Q )
N N N A N
—
|O _ S ~ THF »
F07 N el K,C0;; DMSO ]
FiC Fa€

3 ki
B4

[0214] 7‘37?,‘;2

[0215] & itk EHIBLI — R T

[0216]  FEZUREHE T AR IR (30. 3g, 223mmo 1) FI[ 1, 17X ( 2R BLJpe L ) — ik Ik
FE(1.33g,1.79mmo 1 ) MBI & H AL &1 —1R-4-(=F 3L ) 2K (20.0g,89. 3mmo 1 ) AL &4
4-(4,4,5,5-PUF H-1,3, 2- 5B A -2- 8 ) -5, 6- AL IE -1 (250) —BUT He ik IR B
(33.1g,107mmo 1 ) Fit] — FF J& FR i e (200mL ) VR & H 5 7E80 °C VAU U H T, itk S RLTR & 4)
16 /1N 325 EE 8 43 BT AVRORE 238 BT 1 K FH 40 B Y 7 e 2468 R s ok IR 5 WD 9 s R A4 i 1
s 17 B W5y J2 N AIK (200mL) Rl ZL B8 2,15 (400mL) 5 43 B VU2, 20 R 2. 15 (400mlL ) A5 EL K
YEWZ 24k s & IR 2R, AZK (100mL ) BE 29K, F e /K B R M 165 , IF 98 He ik 4 < 47 B8 W H
Combi flashBsE ikt H2 40 (B IR BOA AT T EE : PUSURIRE = 19: 1) f5 Al — Fh e ey AL
EWIY05_1A(16.0g,77 % :54.6% ),

[0217] & itk S B2IK — R T

[0218]  fEG ST, HPd/C(10% ,2.50g) IAB1(16.0g,48.8mmo1 ) Y] FF B (250mL ) ¥
TR s AR B SR T 2 BRIR &M AU, I FHE AR F3IR  7E20°C VAR (40psi) SH T
PHE S SR A V247N 5 VROAH E T BT I FH 40 B oS S 45 o s e Tk i SR R I TR A
Y, 5 F B (50mL ) Mg Y8 F 34K s A FF DRV, D Ik 4 22 T8, A2 e — o (i Ak 5 4)B2
(14.0g,77%86.9%) .

[0219] & itk B3I — K FE) T

[0220]  £E25°CR, WAL & 4IB2(14.0g,42. 4mmo 1 ) (1 2L 5/ — S 45% (4N, 140mL ) ¥E R 3/
INF s VRAH EE 3 5T % BK FH 40 B S0 7 S S5 o s TR A S REVR A ) 28 108, AR il — P i S A A
YIB3(14.0g,772£92.1% ).

[0221] Gtk EYIBAN)—EAET

[0222] Y4 BRFR AT (26.9g,195mmol) IO 4L A 4)B3(8.98g,39.0mmo 1 ) Fl4—F 4 g
(5.20g,43.0mmo1 ) ¥ Jo/K — FF FE P AMIE R (100mL) W 5 7E120°C R fiidk S BTR S 4016788
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CON 105745208 A w Bg B 15/76 7

VRORH CL T B IE FH 23 BT B B2 R K TR A M ION B 7K (200mL) H, i g8 5 [ AR TR
EWET R R (600mL) H , FIZK (200mL) 37K , B BAK Eh7K (200mL) pPe3ik , £ 8K
it PR B T 15 I U S v 4 5 47 B8 0 P AE 2 B (100mL) FF B% , 159 31— i 3 £2 8] 254k &5 B4
(11.0g,7"%:85.5% ).

[0223] & jidb & IB5H] — AL

[0224]  7F0-10°CF IS ALE 48 (4. 10g, 108mmo 1) AN B4k-A4B4(7.00g,21 . 2mmo 1 ) [
oK VUSRS (120mL ) VR B VR P 5 S NLTR A W28 3N [R1 9 5 2 8 43 A FVRORE €63 i
5B FH A BT S 7 S R 45 5K o0 S TR A A H1 210 °C L BN K (4. 1mL) VEUEAL BN (10 %,
4. 1mL ) F0PY SR (120mL ) 82K s b JETR A4 , 1 D8I FH e /K B BR AN T 45 , P oek I vk 4 s 47 ]
Yy IE 2 458 (100mL) ifF B , 49 31— Bl (9 8 5L 50705 (5. 60g, 1724 o BRER 4T
B8 (9.42g,42.4mmo 1) A B EHIB5 (5. 60g A 7™ il ) () FREE (150mL) VAR H s FEZ18°C T
B RETR A W02/ INm] 5 YRR 2T 50 16 FH 40 AT S 7 SN 45 IR s LS TR IR A VA W, HE B Combi
f lashPRd (3 kSR 28 e I VA VY SR/ il Tk = 1/20) , 15 B4k 5 71Y05_Boc (5.80g, ¥l
P ) s fEI8CTR , BiFE AL & 4B5_Boc (AN, 80mmo 1 ) 1) £h AR / — B e VR A VA (4N, 80mL) 37
I VUAH 1 DT B I 40 BT B R O BE A5 R IR IR 4 S NIR A, AR R — R LB S A )
B5(5.10g, /" %:72.0% ).

A, BOG

N
LN e ¢ onm Rl
Pdy(dba); xantphos; r’\N' ) N\) \©‘cn
T €sL0y N\/J Hel O/ ici —_—
a /©/ dioxane E5CQ KC0;3, DMSO
dioxarie FiCO7™S
€1 €2

[0225]

r"\N/O/ I/\N/©/\ 2

LiAlH;

A T A
F-_.CO " F-aco‘”@

[0226] &3

[0227] &AL A C I — IR AR

(02281 ZESUVUR B T L HEBRERH: (378, 166mmo | ) F = (W R L PAR) 4L (1.20g) 4,
B T ORFE -9, 9- THIESE MR (1. 20g) I B & A 1R -4- (= 05 ) K (20. 0,
83.0mmo 1) FIAL £ 4 1~ T AR BAENRIE (18.6g,99 . 6mmo 1) ) — ekt (100mL ) IR 5 75
120°C R R S R BRIV A0 16 /NN 5 T 2 €60 8 437 RIAOA €2 T2 B 8 P47 e
12 REE5 TR 5 TNIK (200mL) , B DL 7, B2 7., 6 (100nL ) % BUR & 31K 455 I A HLADLE
Heth K (100mL) 20k , 38 FITE K BRIR BN T4 » J: 00 R EAH » £ B 100 FITFP 50 T 8K (50mL)
BRI L 79 3] — B 5 AL A 4C1 (1888, 77 22:65% )

[0229] & itk S WIC2H0 — TR T

[0230]  7£25°C R, $EFE LA IC1 (18.8g,54. 0mmo 1 ) (¥ £k 5/ — M4 (AN, 250mmo 1 ) W3 /)N
P Y0 AH i 5 3 5% 40 T 7% S 0 65 5 45 I VR A0 43 B A €2 (13 3g Rl
W), AL BT TR,

[0231] LAk A O3t — IR

[0232] 4 TERR 4 (30.0g,216mmol ) A FIALAHC2(13.3g,54. 0mmo 1) Fl4— 5 5 i
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CON 105745208 A w Bg B 16/76 7

(7.20g,59.4mmo 1) K] Fo7K —F FAPHA (150mL ) IEW P s 7E120°C R SRk SO TR A 016 /N
TBORE €88 TS IE FH 9 A B 7 S RLZE R IR S I 217K (600mL ), 3k RIS 4R 5 K [ 254
TEAET £ £ WE (500mL) H , AT /K BB AN T4, IR e 4 s A7 B8 W) L IE T e/ B BUT 2
TR AIF I , 45 21— i L8 S A C3 (11 .8, 77 3:62.9% )

[0233] & itk EHCAR — e HE)T

[0234]  #£0-10°C R, KBS 4L 84 (6.50g, 170mmo L) IO AN B & A 4k-&54C3(11.8g,
34. 0mmo1) i) e 7K VU Wk Rg (150mL ) VR B H s IR MLVR B W 48 37N (R 37 5 98 J2 Ea i 0 A R
FH BT BT B FH 40 BT S 7 SR 485 o 5 4 S D YR A 09 H1 810 °C L F /Nt 7K (6. 5mlL) U
14 (10% , 6. 5mL ) FTPY IR (100mL) ¥ 2K s 1k 98 TR A4 » P D8 T /K B BR A 15 , Tk
JEW 4 s /7B IE T be /B BT B REAH S , 19 3] — P ([l A 5104 (5. 37g, 77 2
45% ),

[0235]

F
NH
TEA P
THE
NG

O . O~ N

i::r- f:ifjg:\I:i]\F Raney-Ni; Hy g::jjl:\ji!n\F

/|©/N _ N o o

Ne™ . o2

[0236] J5%&4

[0237] & itk EHIDII —FE)T

[0238] FEOC N, KFK =2 (754mg,7.45mmol ) Fl (4-F-FH)-Z B & (514mg,
2.98mmo ) I BVE A A W4- (4-Z LR g -1 -28) 2R F i (500mg , 2. 48mmo 1) 1) T 7K VU &
R (5mL) VAR 5 [R5 B N 3 HE0 . 5/, B IR A M) I = 20 Chedk 16 /8 s K
(100mL) B S N TR A0 » H 1 218 2015 (50mL ) A5 B3I s 45 A BV F M &k 7K b gt , H DABR R
BN, R4 5 A5 B 1) A7 B ) R A e 2 (B U e/ LR G BR=4/1-1/2) 43 31—
Fh A (8 246 A D1 (380mg , 723 :45% ) .

[0239] & itk EHID2M — AT

[0240] &4 JE 4 (50mg) A 2L 54D1 (380mg, 1. 13mmo 1) [ FF B (10mL) ¥ ¥ H 5 20°C R
PiFr I SR A D 2/IN JE 1 98, W 4A D8 VR RD 15K 72, B R R R A RR A (B oy A
Fe/FEE=30/1-10/1) 432 — M a8 &40 5 HD2(150mg , 772 :39% )

Q e Soon % mND—OH Rl NC—@—ND—Q \_7
NC™ Z DMB0 DMF 4
E1 B

[0241]

- H‘;‘N’_@NC}O/_Q
E3
[0242] 545
[0243] & idb S WIEL —EFE T
[0244]  FE120°CF i+ EH4-F- K FJE(5.00g,41.3mmol) . 4-F2 LR IE (8. 35¢,
82.6mmo ) ARG (5. 71g,41. 3mmo ) ) F 5 . (50mL ) ¥4 VAL 16 /1N 5 FET7K (100mL) F
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CON 105745208 A w Bg B 17/76 T

IR AW, B 8 85 (100mL) BEEL3IR s & FZE I, 4k ik FI7K (100mL ) F9K £k 7K
(100mL) 5 , i FITE K BRER BN -0 , Lo W 4015 247 B8 W0 1547 58 40 PR ek B A B 4 (e JBs oy
FHEE/ R R =5/1-1/ )33 — P A AR S AEL (4. 708, 772 :57% )

[0245] & Eitb SWIE2E) — R

[0246]  fEO°CH, A A8 (60 % 5 Wit 73 HU4E , 237mg , 5. 93mmo 1) A BIL 5 MEL
(1.00g,4.94mmo1 ) f) — H 3 B B i ( LOmL ) P, 7E0°C R HhE0 . 5/, FEAEO'C T 4R F
FEIR(930mg, 5. 4mmo 1) AU BIVR S W s KR AP In#E20°C , BACRE 16/ 5 7K (100mL)
PR ML, B 28 215 (50mL) ZEEL3IK 5 £ 3F ZE BV » 4k vk FE 7K (100mL) AT 57K (100mL)
M, B T K BRER AN T , IR 4013 BT BB 10 s 1o A7 5 W Pk SO B 20 (e o Yok A il e /
2T B =4/1-1/1) G A8 — i (5 [ AL A E2( 1. 10g, 7228 78% ) o

[0247] & itk SHIE3H — B HE ST

[0248]  FEOC T, HEAMELHE (390mg, 10. 2mmol ) A B AHIE2(1.00g, 3. 42mmol ) (¥t
K VYR (1OmL) VA9 s 7E0C R i8R0 . 5/, BRI VR A I E 20 CHERE0 . 5/ 5 H
SEALANIA (0. 5mL) ¥ K SN, FH7K (50mL) i BIR &40 , 8 I 2.2 2. 16 (50mL) A BU3 YK + 46
FE Y PR B 7K gte  FECABRBR BN -0, YR 40 Fo 45 B A7 B8 W PR I A 4 (U i &
Fbe/FEE =20/1) 15 2 — R A A b 510 5 PIE3 (350mg , 77 %:35% ) .

F
I i o » s} X e
‘ - WK \ ReGOyDMSQ NG: N y Raney-Ni _ ‘ N \
NG g i T T
i Nt o~ \ 70 Hy/MeOH H,N o)
1 F2

120°C

F

L
N7y EDC/HOBt
e

7 ‘gq
[0249] jo&"” %H\/@/
Fa

I
7
MeMgCl OH
e N,' N N
g Q

F§

al
°/> HEI f\\f 9
NOLD {/N H : '\U

F4

[0250] 7526

[0251] SR EMIF L — T

[0252]  ZE100°C R, PESH4-R-—FEFHE(10.0g,82.0mmol ) . 1,4- A Z—8—H ZIZ[ 4,
51244 (11.8g,82.0mmo 1) FIRRERHH (11.4g,82.0mmo1 ) [ — I HE VA (100mL ) AT 16 /N
FI7K (200mL) F B S MIR S W), B 2.1 2. 15 (250mL) 3£ BU3 VR 4 35 2 B , 4%k vk 7K
(200mL) A1k £ 7K (200mL) pie , i FHIC K BR FR BN 15 , 0 I A 49 31— Pl 8 2 [ 510 & P L
(18.0g,7%:90%) .

[0253] A itk SWIF20) — R

[0254] K5 JE 4R (1.0g) IMABIHAWIFL(5.00g,20.0mmol ) ¥ FFEE (50mL ) & ; 7E[R] —
BT BRI NIR A AN JE I 98, W 4E D8 H VRS B — A e A S LA F2 (5. 008, 7
#:98%),
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CON 105745208 A w Bg B 18/76 T

[0255] &Rk SRS — R

[0256]  £E20°C R4tk & A &GWF2(1.10g,4.50mmol ) \6-50-2-Z, FEBKIE[ 1, 2—a JHHIE -
3-#212 (1.00g,4.50mmol ) i — V¢ (955mg , 4. 90mmo1)  F2 3L 2K I = (66 1mg , 4. 90mmo1 )
M= ] (1.30g,13.3mmol ) [ VY SR (20mL ) VA5 VA MR 16708 5 FHIZK (50mL ) FBE S S TR A5
Y, H 218 156 (50mL) ZEEL3IK s A FF A HUA , F Eh K i st , B9 DABR BR A T-05: , Wk 4 f 15
B A7 B8 W) IR AR SR Al (B & P e/ FEE=20/1-15/ )13 38| — P A il S0 &
MIF3(1.50g, /"2 :75% ) .

[0257] &Rtk EYIFAR — T

[0258] g {b-AHIF3(1.40g,3.08mmol ) 1 VY SRR /5 B (5mL/5mL , HC1 < 2M) i[5 9 [ 8216
/N 5 FH 7K (80mL ) S NV A 40 , 5 DA A A AN /K VTR (2M, 5L ) Bl Ak VR A 22 p B A8 5
2. 18 2. 155 (50mL) FEEUR A W3IK s A FF F U , R ER K phide , T AR BRAA 15 , IR 4 5 43
B — PR E S APIFA(1.00g, 75 F:79% ) o

[0259] & itk &IPS —HE) T

[0260]  #F-78°C T, f5H H: R4k 85 (0. 16mL,0.48mmo 1, f77F T-3. OMM¥ — Z. Tk ) iZ i fn
FAPIFA(100mg, 0. 24mmo 1 ) (1) Fo7K VY Z R I (5mL ) VR s 78 [ — i B2 T IR 44905
/NI s AR B (mL ) YK S SETR 540, B 7K (30mL) AR 9 LA £ 18 R (20mL) 22 BU 3K s A5
AHUY) , R 7K (30mL ) 8k , FE AR B AN T4 , 4 o 159 21 47 B8 W FH il 28 28 s A0 rH £
TEHRAE(LLO. 1% =T LB AR s 0k 2265 K4 O, B ARG T 2R FIR
GBI — PR B PR S IFS (2Tmg , T2 :21% ) o

7\ K.COs N\ Rarmsy NitHe HzN VAR
NE —F » HN N—BoE e NG N N—Bog \A@QN N—B
‘@‘ N/ oo ./ oGt A
1 G2

o)

\~OH ?

£ Ny, N#

h \)LSNF TFADCM N £

Ao SRaaanaaey 4
EDCHOB NH \/Lg-nn , TEATHF
[0261] —_— I oo &
N N7
G3 G4

. o)
Cfﬂ -
7y TN ‘[ ;
2 N\/l £
N H
A N A
5 o

o5

[0262] &7

[0263] &R AYIGLE —RFET

[0264]  BRERAH(14.8g,107mmol ) AU EI 55 45 A-FR— 2K H % (7.80g,63 . 9mmo 1) MI1—L T
SAPRFHENRIZE (10.0g,53. 7Tmmo ) ) 757K = E VAR (200mL ) 5 1 ZE100°C T IR G416
AN 2 G ST RO € S5 0K P 0 7 S R IRE 45 3R B0 S — PR BT 3
W A7 B R BT 7K (100mL) 1, FZ0 1 2018 (100mL) FEEU3YK 5 & HE A EU , Wik A 7K (100mL)
Ak 7K (100mL ) e , 5 F TG /K B R AN 45 , 80k 4 Jo 45 2 47 B 10 FH AP B (150mL ) {8 47 B
Vo2 B 45 iR AL, 43 3 — Rl A O AR S IGL(7.08g , 77 5:43% ) .

[0265] & R EWIG2H] —AEFP
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CON 105745208 A w Bg B 19/76 T

[0266] #4575 JE45(0.50) INABMLAHIGL(1.00g,3.50mmol ) i) % (50mL ) VAR 41 s 76 &
AT EBRIRER I AE, IF A AR 3IK ;s £20°C VAR (46psi ) GUHE T, B [ i
TR B W) 4/INIS s VUM (0,38 ST IC FH 20 B S0 78 B2 5 3R s 3ok B S SETR 5 0 » 0 IR 4 DB, OF |
RE R A $R 20 IR BN 218 £ R /A ik = 3/ 1 B4 218 2.1, A1 % = 2 J R s 13 21
— P A BB AR EC2(1.00g, 772 :100% ) .
[0267] &b MG — T
[0268] {E20°C R, WIS HHAW6-F-2- L FEmkmM[1,2-a g -3- 8 (140mg ,
0.48mmol) L& 962(90mg,0.40mmol ) % V% (234mg, 1.20mmo1 ) \ # HL 7% 3F =
(162mg 1.20mmo 1) FI=Z, % (121mg,2.00mmo1 ) [¥] VU SR (10mL ) VB A V&M L6 /N 5 YRUAH 2
T BT IE FH 20 M S0 OB TR 5 g S REVR A BN K (30mL ) K, B FH B2 £, B (20mL) A
EXMﬁaﬁt:&ﬂi%,Hﬂﬂzmk(10mL>/EP/5‘a,ﬁﬁH%7kﬁEa%Vﬂﬂm,é@&é’fﬁﬁ—uﬁﬁ%%,W@
B W) P B R AR 4 (UR B A T/ 2. R 2L B = 8/1-4/1) 18 31— Fh A ey KR B 9G3
(120mg, /" #:47% ).
[0269] & plidb & IGAN] — LT
[0270] B =% B (1.5mL) IABIML A PIG3(120mg 0. 24mmo 1 ) ) — 52 452 (5mL ) VAR 5
1E20°C T HEHEVR A 06 /N 5 A A1 BT I 0 A B 7 S R4 o s 25 B v A S A3 B — A
R AR A WIGAR =R 2 (92mg , 773 :87% ) , iR 3t — DAtk Bl n] FiF F— P&,
[0271] & itk EHIGHH —FE) T
[0272]  &4-FAAE (21mg,0. 13mmo 1) IZF A BAL 5H9G4 (45mg, 0. 1 1mmo 1) Fl = Z, f& )
(40mg,0.55mmo 1 ) ] S FF HE (10mL) VAW H s /E20° C NI FRR AL . 5/ 5 UAH 1 BT
I FH 43 B 30 s IO 485 o 5 R A SOSETR B ) 5 % BT A A B8 400 FH ) 2 Y s 80U A 1 e 40 (LA
0.1% =5 LR A INF) s W IEIE R K2 0, AR EH T 2R R EF G AR —MA
R AR A PIGE(35mg , P H:T1% ) o

Et
O e -0 2w OOX
DNISO,120°C D—% Tmeon T HeN ")

H2

ﬂHCI

) /_@_ D_\( _BIKOH ,-@- C>_<
> BocHN e T Bock 5 EDCI HOB TEA

[0273] THE, 20.°C

QCFy

/
o
: Yo Bng CF.
O~ oo
BocHN = A THF 20°C T e

H

[0274] 7‘3;3‘,!‘;8

[0275] & RAb AL — R

[0276]  FE120°C R, S HIRNE-4-RIR L BE(10.0g,63.6mmol ) \4-F R JE(8.10g,
65.5mmol ) JIRERAH (14 .4g, 104mmo 1 ) (1 — FF JEEAA (150mL ) VB 5 VAR 16 /N 5 Yk AH (1 o 3
B A A s OSLEE IR s 28 56 T 2B IE A 1A B B K (100mL) 1, DL 12 2. B
(50mL) FEEL 3K 5 & I ZEEUYY , 43R #h 7K (50mL ) P s F TS K B BR AN 15 , BT A7- 55 W AT et
IAEIR AL GO BN A e/ B8 L BR=4/1) Ja A3 B — PR v AL A L (9. 50g, 77 2
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51%),

[0277] & ik & HH2I — )T

[0278]  fE20°C HAAEMNE T, HiH: & A WA YHL(8.50g,33.0mmol )\ JEER-(1.00g)
(%) R B (300mL ) VB A VA i A/ NI s YRURE €% B 16 FH 49 B il /s IOBE 468 T 5 3 0, IR 4 D VR A 2
()47 B8 ) e B A 4 4 (R VR 2R 2,186 5 PLO . 5% = Z A E R InsRl) » 15 31— Fi (4 € &
BAAYIN2(6.08g, 77 FK:T1%) .

[0279] & Ak S H3E] — AT

[0280] FE20°C T, i+ AL AHH2(6.08g,26.0mmol) . AR 4T g (6.83g,
32.8mmo 1) =2, & (2.55¢,25. Tmmo 1 ) (1) VYW IRE (150mL ) VR 55 V& VL1 6 /N 5 YU AH €23 o i
B M R O TR s BRI G B IR A BRI IK (100mL) H , FI 2R 2. B (50mL ) #E
B3R s B IR AU , FH ik 27K (50mL) R , F FH /K B B AN 152 , ok 4 i 15 I 47 58 ) F Ak
HEAESR 2 (Pe oA T/ . BR 2. B8 =4/ 1) JE A3 B —Fp 3 il 2510 5 9H3 (6. 80g ) , TR
B LRI ] T~ — DIk

[0281] & itk SWIHAR] —REFEIT

[0282]  #E30°C T, ¥tk & A4 &H3 CHL™ b ,6.80g) FIA S AL 87 (2M, 20mL ) [ /P i
(100mL ) V&5 &R 37N 5 VRURH 038 Ui T 40 i B 7R I L4 oK s 2 ik 4 BRI 7 s W A7 B8
PEIN K (100mL) 7 5 4 7K AH FH 2,2 2 B (30mL) ZEHR27R Ja Y 77 , 75 FH 2MI%) #6152 /N K 7K
YEZ B4k EplE A4, F 218 .85 (50mL) ZEEU3 IR ; A AR B , F ik 3K (40mL) phisk , 76
AR RER AN T-H , W 4 JE A3 21— R (1 ([ AL A R = 04 (5. 50g, AT AN — 2D 4l
LB T N — DR

[0283] & itk & HAI — M HE) T

[0284]  fE20°CF, $iH: & A WA MHACH ™ i ,5.50g) N, 0- Ll Eh i £6 (4. 76,
49.0mmol) B W% (9.55g,49.0mmol) . FF 37 I =M (6.62g,49.0mmo 1 ) fl =2, %
(10.3g,82.0mmo 1 ) ¥y VU I (150mL ) VR A VA VR L 2/ s VRURH €4 18 S5 EC FH 43+ A i /s e
GES U VARG B IR A BN K (100mL) H , FHZ FR 2, T8 (70mL) ZEEL 37K s & FF #E H
Yy, SR K (50mL) #rist , F5 G /K B R BT 45% , Wk 46 J T4 1) 47 B8 W PR IS AT 42 2 (e e
WNFINER/ R R =4/1) 5183 — Mt b S 515 (5.80g, S B FZ % :63% )
[0285] & jliAb & IHOH] — M AT

[0286] #F50°C T, fite & A8 (99.6mg,4.15mmol ) Fl4- =P E LR A (1.00g,
4. 15mmo 1) [ TC /K Y &k e (15mL) VR B VE W, ER B LT K /E0C T B L& WH5
(400mg, 1.06mmo 1) 1 TC7K PU Ak (10mL ) A WU I3 RS 5 7220 °C T 4k s it
FIT A5 A W 3 /N 5 VRURE € 438 o 3 30 FH 90 M S s I N 45 R 5 FH P AR S A A K T VR K S
Jii > HZ B .85 (20mL) ZEEUR A3 UK s & HZEE) , K ERZK (10mL) phide , 5 FH JE /K B R 4
T Wi a3 BN 147 BB ) - A SR 208 GO U A ik / 18 G BR =4/ ) AR 3 — A
[ 2540 A IH6 (100mg , P72 :21% )

[0287] & itk EHIHTI —HE) T

[0288] i =48 2 & (4mL) DAL A HH6 (100mg , 0. 21mmo 1) f) — &L FR 52 (20mL) W, 20
TR A5/ s B2 N EBREN G KRS W EIAK (20mL) H, F 28 287 (10mL)
AH, EFF A s I S A AL BNV K 2 S A8 2 B pHAE N 9 . O K R VAR F5 FH 2
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W2 2.6 (20mL ) ZEHL3IR 5 A FF A ERA , IR 27K (10mL) hist , 5 HITE /K R BR A 106 , W 4 Jm 45

BT H— DA R T T — IR,
Br . \ ) o NBoc “ “NBoc
/@ ¥ g N PdCla(dppf), K.£0; ] Hs, Raney Ni
NZ 'ij/ o DMF,80°C MeOH, 25 °C
BocN G,

i 12

HITR

[0290] 7‘33‘,‘;9

[0291] AR EWTLE BT

[0292] ZESO°C. A S MH N, k& H 4K (1.40g,7.80mmol) . 4-(4,4,5,5-JY FF -
1,3, 2- SRR -2-08) -5, 6 &Mk mE -1 (25) - T IR EE(2.00g,6.48mmo1) JE7K
WRIZH (2.68g,19.5mmol ) FI[ 1,17 =X ( AL B AE ) — /& k 1514 (0. 95, 1. 30mmo 1 ) [¥) 75
7K FR 5 R I Jie (30mL) YR A VA VR L6 /N 5 05 S RETR B M (RIN 7K (100mL ) 7K v, B FH 2 B8 < B
(50mL) ZEEL 3K 5 A - AL HL) , M vk FH 7K (50mL) Al £ 7K (50mL) phigts , F TS /K B BR AN 45
SR FIT 4347 B8 ) PR E B A B 4 (W IR VB A T / TR . B =8/1) Ja A5 31— Pt (2 il 4k
AMTL(1.50g, 772 :83% ) .

[0293] & itk &2 — B HE)T

[0294]  4£25°C . 45psi & SJE N, A S HMLEYI1(1.50g,5.00mmol ) FIEE B4 (500mg ) [
R (40mL) VR A I MR AT S AL S RE 3 /N s I SR VR A W 4 D8 AT BIRE = s kL e H
R R Al e O — & P B/ EE=10/1, LA % = Z AV N s 18 3] — Fh i ol R
REMT2(635mg, 773K :42% ) .

[0295] ARtk EWI3N— LT

[0296]  fE20°CF, it & A 6-F -2 WKL 1, 2—a JIERE -3 2R (278mg, 1. 24mmo 1) \{L
EW12(300mg,1.03mmol ) i MV & (242mg, 3. 10mmo 1 ) FIFRFE A - =1 (167mg , 3. 10mmo )
1) VU SR (15mL ) B A iR 8/ M) 5 4 [ BEVR A B ZK (30mL) 7K, I .12 £, B (20mL)
AR s A FF 2B, vk FHZK (20mL ) AR £ 7K (20mL ) 1 , T TS /K R BR B 105 , 289k 46
FAS42 88 W R A 3R 20 (Be vy — & P e/ =10/1, BL0. 5% = ZJ&AE R inif)) 43
B— P BB AR AP 13(500mg, 722K :97% ) o

[0297] SRtk EWTAR— T

[0298] & =3 LB (4mL) IMAAL A T3(500mg, 1. 00mmo 1) ) S H FE (16mL) E il H 5 20
CHFEIR A5/ NI 3 3 2 T 7 A 7 IRONL5 R s U 4 I SLTR 5 AR 21— B € gl PR
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P =ROTRER ,300mg , 77 FE: 75 % ), T #t— DAL RI A HI T F — Ak

[0299] &R EWISH — LS P

[0300] FEOC T, H4-F A MBS (48mg,0.30mmo ) INARI S HAL G 14(100mg,
0.25mmo 1) F1 =2, K (76mg, 0. 75mmo 1 ) ) JE 7K VY SN (10mL ) YA s 7E20°C R it IR
EA3053 Bl s VURE €5 0% BT IC FH 43 BT S SR 45 R 5 A 2R A BN K (10mL ) 7K v, B
PR 2B (10mL) REEL3IR s & FF A BUY , FTH ER 7K (1omL) i , B FHAC K BRER BN T4 , 03 4
A5 B 00 L 1) 46T M 8 (B0 . 1% = 32 M D I ) SR, 26 45 2 30
9 2 EIINO . LYK AR , 22 IOV 1 2 BR A S A 80— R S AR 0 15 (%
#h,26mg, "2 :20% ) .

[0301]
Br £
5 & ,
N7 nf’ NH, N N " B ‘
fraong —— e —_—
““/Lﬁg—ou EDCHHOBE /(7’LWIN\/£::j/ Pelaelbials, Ploiolyds,
g fo} TEADMF

J J2

[0302] HZ10

[0303] &tk S —RERET

[0304]  7E20°C R, ik & AL A 6- M -2- 2 HEmk I (1, 2-a It -3 - ¥4 2 (300mg ,
1.34mmol) \A—JR*Ef% (248mg, 1. 34mmol ) Bk — ¥ ik (286mg, 1. 47mmo 1) | 3 Jt 2 I = s
(198mg, 1. 47mmo 1) FI= 2. (405mg , 4. 0 1mmo1 ) I TE 7K I LN (10mL) V& A5 VA ¥ 16 /1N s
7K (50mL) BB S NI A0 » 1 2R 2. B8 (A0mL ) AEHR 39K 5 A F 2B, P AN £ 7K (100mL)
Wik, T FE T A BRER A0 , 2 IR A3 ) 1 (450mg , 72 .86 % ) il ELEE FI T F— 35
7%

[0305] &Rtk &) 20— R T

[0306] 7E100°C &AM T, HAALAWI1(100mg,0.25mmol ) X F8IK 2, /i (46mg
0.38mmol) = ( =W EIHE) — 48 (23mg,0.025mmol ), = (4F A AL 58 52 ) #% (Smg ,
0.025mmo 1) Fl =27 & (129mg, 1. 27mmo 1 ) {) — FF Ik R [ iz (2mL ) I8 4 VAL 16 /N 5 7K
(50mL ) Fi S VR A0 F FH 2018 20 B8 (A0mL) AR BU3YK 5 4 3 AU, 46 7 FH 7K (100mL ) ATk
7K (100mL ) %k , F DABR BREMNaz S0 -1 , 48 o 15 20 (1 KL= FH il 4% 284 s 28 VBAH £33 (LA
0.1% —KAZBNERE A F24E s L0+ B RT3 0, B ARE G T ERRIRE G
B —MatAERSHEYI2(14ng, 772 13%) .

0 0
Nc N OHC-—Q—GCFQ NaBH{OACY, HOAE HN Mek NaH Ny
CFy OCF;.

K2

[0307] K

H;_-N

LiAH, /N
THE:

K3 OCF;
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[0308] %11

[0309] &Rk EVIKL — T

[0310]  7E25°C R, ¥hk3-Z L5 (4.12g,34.9mmo 1) , 4- (=45 P 4 3L ) P % (8. 38g,
44 1mmo1) 2,12 (2.43g,40.5mmo1 ) [{] 52 %5e (100mL ) J& A VAR 3 /N 5 FA48 = 2 Bk A LA
AA8(12.7g,60. 0mmo 1) IIA B S BEIE A4 , 25°C TR i HE I A3 IR S W0 16 /Nt 3 = (i
ST S RSEES R 5 P S P A TR P S SS9 4 0 5 pHIF % 98 , I 2, TR 2. 6 (30mL) %
ER3UK 5 £ IFREERAY , PR TS BR A U P VA S 49 B — B £ A L 0K (1147
22:98% ) o FLHUAIEE 1 BRI IE P B 801 :93% , T it B ok I T T — B,

[0311] £ B & IR 2M — R

[0312]  ZEZUVSAET , IS8 E 1043 Bh P AL S 0K 1 (2.00g,6 . 85mmo | ) [ - FF 38 FF
P (10mL) ¥ VL2 43 S O N BU S A4 (0. 328g 8. 20mmo 1, 60 % 7 il 43 B0 I Tk —
A B (L) YRRV [RDENT J3 61 3 LS /E0°C—10 C 2 1) s 725 °C F , BB S R YR 4
WI1043 4t s T R SR 2R AE 1043 B PKE IR e (1. 06, 7. 47mmo 1 ) 38 43 Sk 7 I\ B S B TR &
Ve, IR B 4 ] P9 BB A0 C 10 C 2 18] 5 AR S 7525 C TR Hi i 147Nk 5 A v AN S A B /K VA TR
PRI, B8 216 (30mL) ZEEU3IR s £ 35 2B, FH TS /K AL B T4, 0o e vk 4 J A7
B ERER AR AL (BB A EE/ B A ls=12/1) , 453 B — P B MR 5 4K 2
(350mg, " #:17%) o

[0313] &Rk EMIK3I — T

[0314]  7EO°CF, B AL 448 (300mg, 7. 89mmo 1 ) (19 T2 7K PU A6 (10mL ) VA543 5T, H
FE104 8 KAk A 90K 2 (350mg , 1. T4mmo 1) {1 FE 7K VU SR I (10mL ) 40 VR0 4 Lo o\ 2|
REY 1 B3 2 VR S W0 BRI ORES . 57N, FRAK IR A 7K (BmL) 15 % S A AL AN K 8 TR
(3mL) FI7K (10mL) ¥ K S 3 I 288 2.6 (15mL) ZEER 3 , 5 I 2B , TS /K B By 108
VR IR G 13 B — R il AL A K3 (300mg , 7= % :85% ) o

o)

. H:N »

Br, : Na,CO o) LiAH; o3

oais] el o MAD)oon, S b ™ _@
OH

OCF; ‘ QCFy
& L2

[0316] FZ12

[0317]  SRAL SV — BRE R

[0318]  JiFEA A 3-F KM (1.40g,11.8mmol ) 4 ( =5 A& ) IR (3.29g,13.0mmo1 )
FUBRER (3. 23g, 23 . 4mmo L) Y PR (100mL ) 88 A4 1R AERF I A 1 U715/ < 9872 0
G W RN RN TR 1L IR R NV A, ERRUTE Y s FH LR R (20mL) ZEHUATBIR s A F %
Y, FIFC /K BRBR BT s Dol T R 4 2 — A0 108, 3R AL ) Bk B A 4R 4 (R B
At/ LR EE=12/1) 438 — MR PE L GYILL(3.01g, 7 3:87%) .

[0319] SRt EWIL20 — e

[0320]  7E0°C R HHEE A (325mg,8.55mmo 1 ) [y U LUK (10mL) 8054 B, FHAE 1043
o K 3-3(500mg , 1. 71mmo 1) () VY S I (10mL ) V& WHZ T 2 HE VI BRI AW
FITAS 20 T8 A IR B ISL3 . /1N 9825 €20 0 90 BT M e S 2255 A 5 UK 7K (3mL) V15 26 S
A (3mL) ZK VBRI K (9mL ) VA K 52 B2, FH 20 18 2B (20mL) REEL 3R s 15 JF A HU , FI oK iR
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BRAN T , Ao R e 4 F?%iﬂ*ﬁ%é?ﬂiﬁﬂc/*%m(480mg TEE96% ) .

Ne—
Pas(dbals
Kant-phos, 1-BUONza LLAIH,;
[0321] %} % T e &g THF %

[0322] %13

[0323] Atk EYMLE— LT

[0324]  7E3043%f P =5/ £ R (50mL) B NN B4 A9 4- (4 (=5 R 428 ) 2R 38 ) R g -

- BT HiE (12.5g,36 . 2mmo 1) (19 &0 AR 4 (100mL ) YA, [5) SHAR-5 P BEL A2 0°C-5°C

Z 0] s FHAE25°C Pt S BV A LT /N 5 F &R e (20mL ) BEEL S SLVR A 034K s A 9 AR HL

Y, FC/KBRBR AN T , o080 e i e 13- 21— P (ol IR 5L (8. 508, 7 #2:96% ) .

[0325] & itk S M2I —MEHR) T

[0326]  7E110°C A AM T PS5 AL EYML(1.00g,4.08mmol ) A3 ok
5 (890mg,4.92mmol ) = ( MV FETANH) 4R (750mg,0.819mmol) 4,5 XX - IRFHEHE-9,9-

TR R TE(720mg 5 1. 24mmo 1) AAL T EEAN (1.70g,12. 3mmo 1) 1 28 (30mL ) ¥ VR 18 /N

FEOCTR , FHZK (20mL) ¥ K J B, P 28 fik e = HG 8 s FH 2 IR 20T (20mL) ZEHUR W3R s &

FEZEEU) , FH G /KB BB 058, 22 90 Uk 4 i 45 BUREL = 40 « R 4 PR ek FEOAE i 4 (e Pt v

A : LR BR=T:1) 13 B — Mprag A [E &S 5 PM2(1.00g, 77 2 :69% ) .

[0327] & itk &M — )T

[0328] N4 & Ak 45 (280mg, 7. 36mmol ) I 2 VU SR (5mL ) H , 7E0°C 805U T fid

3043 s FEAE 3043 4 PO AL & M2 (500mg » 1. 44mmo 1) [ PY S04k i (5mlL ) VA V0Z i it A 3 |

TR VR VR R, [R] B 4 1] P SRR JEAE0 C -5 C 0] s B I MVR A RIS . 57N, 18 J2 i 43 #r

SEIRN SO EE A AR IR 7K (3mL) < 15 % S SE AN 7K AR (3mL ) Al 7K (9mL) ¥ K e 8 s FH 2. BR 24

Bi5 (20mL) ZEEL s VR A I 3IR s & I ZE B , FHTC /K BRER B T-15e , 48 Dk IR e 4 5 49 31— P i

AL S M3 (390mg , 7 22 :83% )

- . N
Br\‘\, Pphz Bh\©\/ \Q\/C? zn'{CN)z Pd(Pphj)A
O ;
B Toluens, reflux S P PhsBr n-BuLn THF DMF

N1

THF

N4 N5

[0329]

[0330] 7‘3?,‘;14

[0331] & itk EHINLE —FE) T

[0332] WA AR IRAE (10.0g,40 . Ommo 1) F1 =2 K23 (10. 5,40 . Ommo 1 ) [ FF 28 (100mL)
VRO 12/ s ¥ H R =8 S, IR A, R 2R (200ml) PP gt , s B2 N+

me,élJ FhE B AR B HINL(19. 5,772 :95% ) , AL B T~ — 2P 3%

[0333] & itk &N — e HE) T

[0334]  #E-70°C R, 1E T 48 (11.8mL,29.5mmol, 2. 5ME K& 91 ) B I B4k & ¥IN1
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CON 105745208 A w Bg B 25/76 T

(14.4g,28. Immo 1) ¥y FE 7K P4 S0k R (120mL) VIR FHAE-T0°C T EAHIB A 4305 B 5 0
A PINFREN0C , HA4% DY A -4H-TH IR 4 (2. 95g , 29 . 5mmo 1) [ PY 2L ( 10mL ) 159 0% 17
INE] FR IR A R EAE0°C-10°C 2 1] s FEAE20 °C R St HE R SR A1 2/ N
FE0°C-10°C N AN RIS Az (100mL) , 78 FI7K (200mL) # B, 3 FH 22 20 B (100mL) 3EHR 2
s B IHANIBZ Wl 45 T 4910 47 B8 ) PR ISR 4R 200 (e BB A Tk / . R . B =8/
1) JE A3 3] — Fsg b AL A HIN2 (4. 90g , 7 22:69% ) .

[0335] & p b B WIN3IY — AR 7

[0336] & A LA IN2(4.90g,19. 3mmol) VUL B (2. 38g,20. 3mmo 1 ) A1 PY = ZEIE AT
(2.24g,1.94mmol) [ — FF J& FR 9t i (20mL ) YR A V& VRLAE 280 A0 I I 4 [ 98 L /N 5 K
(100mL) A1 Z. 72 £, 5 (100mL ) Rk S ST A1 s 1L Jm 7 B A HLRUR > TR ER K pR e, 9F PR
BN I8 U TR 440 i 15 20 K0 S P KL P 4 b ek e i i (e Pt Y A i Tk / 2,88 2. T = 10/
1) JEA3 3] —Fh g eyl PEAL A PIN3 (5. 50g, 77 26:69% ) o

[0337] &b S INAR —JEFT

[0338]  7E20°C A (KL FIFE T B S A LA YIN3(500mg, 2. 51mmo] ) #1Pd/C(100mg ,
10% ) F) F B (20mL) VR S 024/ N 53 VB TR A 40, R HS IR A DB VLA B — Pk s e T PR AL 5 42
FF=PINA(420mg) , T EHEZERH T F— P&,

[0339] A RALEHINGH— LT

[0340]  7E20°CF, A L8B4 (378mg, 9. 94mmo ) I B A HINA(400mg , [~ 45 98 45
R4 (4 2K DY SR 1 (LOmL ) VAR, 70 C N s SEVR A1 1 2/ 5 7220 C TR AR IR HE K
(0. 4mL ) FH2MI A AN (0 . 4mL ) B3 A0 B S5 B2V 40 vh i R B R 5 st iR 5040, I &R
IR (20mL ) PP R 20K s 5 JF UE L 220 IR A7 45 30— b s €8 vl VAR 4 (440mg ) 5 4 P
TR P A T — S 52 (30mL) AT IMEYy 28R (30mL ) i, 350 P — S 42 (30mL) 3EHR 20 5 FI it
I I A B 3 7K PR VR B pHEL S , B FH R 58 (40mL) REBLSV s & HAT WA, T K
BRI 22 IR 4545 31— P IR AL 5 NG (310mg , 220 3R 22:60%6 )

Cl S o | . '
) 5 . KCO5 . R PhNMe, Gk
A G T e R
N gy O acetone : , ;
Cl Z7 8
™M

02
[0341]
AIBN.NBS  Cli A Boo,NH O TR
Miupieiie \m\ -
GGl NS Br NaH, THF g NBoc, DCH

&3 o4 05

[0342] T Z15

[0343] & itk W01 —FE) T

[0344] %2 3- & -1-TA%(9.90g,90.0mmol ) NN BI& 1 4-E KBy (10.0g,69. 5mmol )
AR EH (29.0g, 210mmo 1) ) PR (110mL) B SV H s 7260 °C T i dk r 43V & 105/ Nk - 78
HEZW G, LR EGY, &R IRAGIE AT B — P (0 KR A P01 (10.0g, 772
65% ).

[0345] &Rtk &H020) — AR Y
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[0346]  7E190°C N, HiFEAL 401 (10.0g,45.9mmo 1) [N, N-— FF JL JE iz (50mL ) ¥ 207N
s HI R IR G, R 2R EUT A (30mL) ZEHUR A 3K s A I ZEHU , W ER 7K (20mL) f
B, F FHTC /K BR R A58 , 42 el 5 K 4 )5 P43 ) 47 B8 )bk A 4 2 e I VB o A il ek / 2
B BE=20/1) 433 —Fh ) BB AR 5 402(8.00g, 7 2:96% ) o

[0347] & itk EH03M — B FE) T

[0348] FESOC T, IS HMEA ~F T (300mg,1.83mmol ) FIN-JRAX T B IV fi%
(1.95g,11.0mmo 1) ¥ VU & ALTK (10mL) & 108, BB & A L A54)02(2.00g, 11 . 0mmo 1) [
DU EAL TR (20mL) IEINN B 3R IS W 7E80°C R IR TS IR S WL T/ A R E IR G,
TR AW G0 R IR A TR 153 210 47 88 W) R I AR 6 (e v o T/ 1R L BR =
15/1) J5 3 3 — M e AR A03(2. 17, 722K :76% ) o

[0349] & itk S04 —HR) T

[0350]  7E0°C  E&AAE T, B WG — 3R R —FUT e (454mg , 1. 09mmo 1) (1 7K PY Wk e
(15mL) VA WIZ I B S 450 (120mg , 3. 00mmo 1, 60 % 1™ )y 43 B A4 ) 19 I 7K DU &, Pk Hgg
(10mL)VRAVEWH s /E0°C I HiHE303- B , /20°C T3 5403 (500mg , 1.93mmo 1) { e 7K
VUSRI (10mL) YA OZ T8 MBI LR TR A W s 7E25°C R IR TR R &40 15/ 5 FHK
(30mL) ¥R WL, B FH B8 015 (30mL) 2B 3K s A FF A HUA , A £ 7K (20mL) v st , F5 FH
IR RN 15, 22 ek R MR 4 i PIT A3 38 (208 R Rk JRO A $R 20 (e I B A Wi / 1R B =
12/1) .13 3| —Fi g 20k AR A 4904 (400mg , 7= #6:53% ) .

[0351] & itk &405H — M FE) T

[0352]  £E25°CR,HdE & A L E04(400mg, 1.05mmo 1) Fl =4 2, B8 (15mL) [ — 50 F 4%
(30mL) IEV L5 /INIT 3 98 A 4 IR TR 5 ) T4 (1) 47 B8 0V e T M Mk P8 A 7K VA ¥R (20mL )
FH R 215 (20mL) ZEL3IK s & FEZEEUD , I Eh7K (20mL) s , B FH TS KR BRAA T , 42
@Ei&‘zé’ﬁ%%J—ﬁﬁé*ﬁXW&A%%< 164mg, = #:79% ) .

\ Zn{CN)s, PA{PPhg) —
Bl’ l-PrN@Cl THF Toluene DME 3
P2

P3

[0353]

[0354] J7&16

[0355] &Rk S HP1E)— AT

[03561 E-40°C R, ¥ 5 A RS EE (10mL, 20 . Ommo 1, 2MPU & kR ) 328 N A\ BIAL & 41 -
R—4-7% (5.00g, 17. 7Tmmo 1 ) {1 Jo 7K PY &g (20mL) ¥ i 5 /E-40°C F Hiidk IR IB AL

/J\HTF,ETH I8 JE R I S 40 -4 (L. 77g, 17 Tmmo 1) [ T 7K PH S e (2mL ) ¥

BOZTFIMABNE SV DR A YIINIE 207 C, iR/ £E10°C-25°C R, B &4k

e (50mL) BTN AP, H FHZK (50mL) 7 K N 3 FH B8 2085 (50mL) R BV A 024K 5

AIFANRZ, 455 FRERAERR2E (B A g/ L R B =20/1) , /33— P A 4

AR AEPIPL(1.58g, 75 %:35% ) .
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[0357] & pdb G P2I — A7

[0358] & A ALAIPL(1.57g,6. 1 mmol ) FIX} AR ZETE R — /K A4 (Bmg ) 1) Y 26 94 W
(40mL ) AR a8 /N 5 80 I e S BT A 43 B S WP 2K 1 (1. 62¢, E B , AT LLEL
EHT 5%,

(03591 i b B WP3IY —FR T

[0360] K& HEWP2(1.62g, lLH F—DIR) (HALEE(835mg, 7. 11mmo 1) ATPY = 2 e
8 (783mg, 0. 678mmo 1) 19— FF I FF Ik i (1 5mL) VR A ¥ RLAE S0 AU BRI A el LN 5 K
(50mL) 5 S SR A LI, FEL 20 BR 2 155 (30mL ) BB 3YK , 40 15 2.1 L B VRUZ » FHIR Bk
B, I PRI AN 5% 9o I ok 47 5 45 21 SR ) _E ek AR SR 40 QB IR VB A T / 0 R £ B
=20/1) , 433 — i 5 (3 PEAL S IP3(930mg , 2P B %2:82% ) o

[0361] &b A HPAR)— AR T

[0362]  7E20°C ET(IAMRHERUR) U T Btk & A 1L A 4P3(930mg, 5. 02mmo 1) AT
B (150mg , 10% ) ¥ FF 8 (20mL ) Vi S A A8 /NI s I JETR 54, W A4 B VAR 31— Ak S 1
P, Al BT R R

[0363] & RiAL A YIPSI — R F T

[0364]  ££20°CF , S ALELER (720mg, 19 0mmo 1) I FIAL A HPA(T10mg , 3. 79mmo 1 ) (1) T
TR VO SR VAR (30mL) Y, FF PR 48 /NI s £E20°C TR, 17K (0. TmlL ) FI2MIK L AKAM (0. 7mL)
B AN B S SLVR A A KRS, B SRR A, DY S0 iR (30mL) ph e g 20K s A
VL » 20 VR 445 A3 FCUHL P 4 P — G 4% (50mL) AT IMER 3R R (40mL) BB, 5 — T 4
(30mL) AEHR 2 + P UL ATRS P S B 1 7K PRV ) pIUF 8 » 350 FH S0P A5 (50mL ) 3R 3
E I AR BT I TC KRB A T O 42 M A4 459 B — AR ORI A PS5 (210mg , 77 28
29%)

HO:@\ =—CH,NH,
ot
[0365] i e Cul, PdCl; (PPha);

THMG

[0366] &17

[0367] G EL EYIRIE— LT

[0368]  7E50°C AR T, Hidk & A 4-5—2- kM) (1.00g,3.94mmo 1 ) L HRLA i (1.08g,
19.6mmol ) ALV 4 (75mg ,0.40mmo1) , — ( = IR FERE) S48 (278mg,0.40mmo] ) Fi1PY FH
HEN(4.21g,36.6mmol ) [ Jo 7K — FF It Y I e VR A V0 v (20mL ) B/ s A A1 2 =3 s, K
(20mL) i BEIR A0 , B B8 R (30mL ) A B3R 5 & FE 2 HUY , W R 7K (15mL) b , #
ToAKER RN T, 298 He Wk 4 Ji I A1 A7 B8 W FH i 48 28 v 0B R i 3R 2E (LL0 . 1% — K&
DNEINR) s RRETE R Z85 R O B ARE G T 25 RIRE R G152 — Mg
FRAEPIRL (300mg, 72 :41% ) .
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CON 105745208 A w Bg B 28/76 T

UNH, N, CHCOOH ,”I‘j\ BoE,0 /_</N cHil
Gi [ [ol] H3N E NN EtN,, THF BocHN ﬂ TENCE K305, DUF

NH,
R1 R2
[0369]
N N Nz N
4 a 4 ;
4 B - A < :©\ N :@
Bock ) D\q BocHN N‘]@\m raal Gl HN N ¢l
Ra R4

R3 R
[0370] 7 Z18
[0371] &b SR — B RE P
[0372]  £E100°C BT, #H & H4-5-1,2-7K =& (3.00g,21. lmmo1) FIH 2 R
(2.00g,26.0mmol ) [KJ6NER BR VAR (16mL) 72/ A A B RIR G, IR SYIRE T HEikE—
KA VAW (18mL) B &0 462 (30mL) ZREN 3R 5 & 2K B , FHMe R 7K (20mL) phsk ,
FTC/K IR BN 158 , 808 IR 48 J5 A3 B — Rl s o AR S HIR1 (1. 21g, 77 28:32% ) 6
[0373] & ikib & ¥IR2M —EFE
[0374]  FEO°CF, ¥ —kEE —fUT S (4.32¢,20mmo 1 ) iZ I B & A 1L & ¥IR1 (3. 62¢,
20.0mmo 1) F1=Z. % (4.04g,40mmo 1) [ USRI (70mL) VR A VAW R , B/E25°C R bk Fr g
A5/ 5 FHZK (50mL) #6510 » B F 20188 20 R (30mL) ZEEL3IK s A5 I R B, F
To /K BR BN 15 , 208K IR 48 5 T A3 047 B8 ) ek oA S o (e o Tk / . BR . B =
1/5) 43 2| —Fh i o R R EHIR2(900mg , 72 : 16 % )
[0375] &AL S YIRSHIRS 1) — R
[0376]  {EO°C N, ML %2 (420mg,2.96mmo 1) B A B & A1 &5 HR2(600mg ,
2. 14mmol ) AR A (588mg , 4. 26mmo 1) — F J FF Ik fize VR A5 (20mL ) A 5 7E25°C N i FE pr 13
TRAYL6/ 5 FIZK (50mL) FBEIR A4, H FH 2R 2.1 (30mL ) AEHL3IK ; 5 I 24 , IR L
K (20mL) P, 5 FH TC K B BR BN 0652 , 28 0 R R 4 i I 19 1K 47 B8 0 Rk B A 3 (e e v oy
Filk/ LR BE=5/1), 13 8 — P& G EPIRSFIL A VIR 10 2 M KRB AW
(350mg , /™ #:56% )
[0377] &AL S YIRAFIRA [ — S FE
[0378] FZEOC N, K =8 LB (12mL) BN EHE L AYRIFALEHIRS (500mg,
1.69mmo 1) [ —5UH B (25mL) VA s 7625 C N Bt HE BIr 1R A W0 L5 /NI, 4 8 0ol R e 46 i BT
1300 47 B W) T R B PR B 7KV W (15mL) 1, B 20 B2 <5 (20mL ) ZEER3IK 5 & FF 2 HL
Y, T KR ER BN 158 , 8080 IR 48 Ja 15 2 — P & A AL S IRAFIAL A VIRA 1) 2 M AR
A W(289mg, 772 :88% ) , TR #— DAk BRI o] H4 T T — P IK

N i-Bu j\ H {HO}:;:B:
Br +NHz. #HBud” A Br N\H/\NHBQC DEAD: PPh3
\.i 3 BocNHCH,CO,H, BocHN OCFy
~oH orf ——

TEA, THE ; PaPBHg:
$ s2
[0379]
v acE; , JOCFs
3 N TFA
EoclﬂN’?—é DeM HzN/_é(:
53 s4
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CON 105745208 A w Bg B 29/76 T

[0380] 7%19
[0381] &S RALEYISIIK — AT
[0382] ZE-20C N, BEFMRA T EE(12.0g,87.9mmol ) IBHIMAEIE A KT ERIEHE
1% (18.6g,106mmo 1 ) F1 =2, % (10.6g,105mmo 1 ) [¥) Fo 7K PU Z K FRg (10mL ) B AV ¥ 5 7E-20
CF e IR A L . 5/NI i 4 2 B -5 -5k (20 . 0g, 106mmo 1) ¥ 5 7K VY Sk iR
(50mL ) ¥EWE T AN R VR A VAW s 25°C T BedE T4 IR A1 77Nk s FHZK (50mL) ¥ K
IS, K TR A TR B T A R AN K P (20mL) v, FE 20 BR 2 R (50mL ) ZEER 3K 5 & - A B
Yy, FRA EE7K (30mL) ¢ , F Ao /KB R AN 8 28 ol e IR A48 i T A 0 A7 B8 ) b ek ok 4R 2
BB A T/ R 2 B =4/1) 43 3] — Fhis o AR A WS1(12. 08, 77 2:32.6% ) 6
[0383]  HRRALEYIS2H— AT
[0384]  FEOC RNHHEHMEMS1(5.00g,14.5mmol ) = Z I (8. 45¢,32. 2mmo 1 ) () 2
7K VY SRR (70mL) VR 304 8, AL IR A R B8 (5.0mL,31. Tmmol ) ; /£25°C
TR TR A Y16/ K (20ml) F B BVR A4, T R 1R (30mL) ZEHU3IK s &
A, R ERAK (15mL) st , 1 FHTC KB BR B T4 , G808k ik 4 J P AR A7 B8 ) kR
FERR AL (B IR B AT e/ LR B =9/1) , 43 3| — M i AR B 1S2(2. 40g, 772
51%) .
[0385] A itk WIS — I FL)T
[0386]  ZE80°CF, fitHE &AL A HS2(1.00g,3.06mmol ) \4—( =5 FF 483 ) 25 R (800mg ,
3.88mmo1 ) P4 (= 2K FL [ ) £ (600mg , 0. 519mmo 1 ) FH2MIH B4 7K 747 ( 10mL ) () — FF gk ( 35mL. )
TRETEWLT/INGS s 7K (20mL) B BEVR A4, FH B8 2010 (20mL) ZEEL 3K, F AV R 7K (10mL)
MG s B I ARHY) , TG /K BR BR AN T 488, 8 080 H R A7 i I A9 1) A7 BE W B AR 3R 20 e i B A
K/ R B8 =9:1) 53 B — A A B AR AWS3(1.00g, 72 2:80% ) .
[0387] ARk G SAR —IAR)T
[0388]  7£25°CF , il & 4 A 1S3 (400mg, 0. 980mmo 1 ) I =4 7. 18 (7mL) [ — &0 FF 4%
(12mL) VAW 2 . 57N 5 YR 4 IR TR &0 BT 453 B A7 B8 VR & T W DB B AN K VA R (15mL)
2R 2,06 (20mL) R ER3YR s & JE XU » I h K (15mL) gt , 7 TR R B -1 » £
PR IR GE AT B — PP Ll ML A 1S4 (230mg, 722K : 76 % ) o
[0389]

i Ca0, Pdx{dba},.

b Ph,P)ferrocens O 2 -8 TFA SN
L @uc)l*n”\[rNHz APhP)terocens \©: . _ T L >
o Ho L MeCN N NHoe DM G s M

k! 2

[0390] %20

[0391] A RAL BT — BFE)F

[0392]  7E20°C R, A 2~ A —-4— T2 (500mg , 1. 97Tmmo 1 ) ¥ 2. J55 (3mL.) V& A& I\ 21
A 2-E I -2- TR IR RS R AT B (450mg , 2. 37Tmmo 1) A L5 (165mg, 2. 94mmo1 ) . =
(W) 4R (365mg, 0. 400mmo 1) AL, 17 =X ( 28 AL ) — % £k (885mg , 1.60mmoll)
(K 205 (TmL ) VR AT, BEAE60 C 20U B F A TR o Y8/ s o Al &2 = 0l s
R (20mL) FRER A4 15 HI 2. B2 2L B8 (30mL ) FEHR 3K 5 TR £h7K (10mL) gt 5, 7 T K B
PR T4 » 22 O s < 45 i T A5 K 47 B8 0 DA SR 2 (BE B A Bk / L TR G B =6/1) , 19 21
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CON 105745208 A w Bg B 30/76 7

— P R AR AT (500mg , 72 :87% )

[0393] &Rk &T20] — AT

[0394]  #E25°CF, b S A S WTL(300mg, 1. 00mmol) A1 =% 2, 1 (5mL) [ — &0 F 4%
(8mL ) VAR 3/ NI s 9 e 47 b3k V5 W I 45 ) A7 B8 W TR & T A AT R 8 7KV VR (20mL ) 5
218 .16 (20mL) ZEER 3R s A FE 2BV , FHMR $hK (20mL) st , 5 TS /K B R 1t » 48 ik
JE k41T 2 — P O AR AP T2(182mg, 7722 :91% ) .

NGO Y
e g I O~
0 MR ‘ F AL N N _RaneyNi_
O e e —_—— TMeoH
i Cs;C0;, MeCN Mgl THF
g NE
1 uz

[0395]

05}/0 _ ’O‘QF
HEN

[0396] 21
[0397] &Rk & UL — LT
[0398]  7E80°C R, fitHE &4 A & kS (4.00g,43 . 2mmo ) \A-F 2K} (5. 34¢,47 . 6mmol )
%ﬂﬁﬁﬁﬂﬁ%@(lll 1g,43.3mmol )] ZiE (50mL) VR A ER 17T/ s ¥ M & = 5 )5 , /K (50mL ) #
BB AW, B R B85 (50mL) REEL3VK 5 I £57K (30mL) phiste i » T F T /K B R A T8, &8
IS AR e T 43 B A7 B8 W) FHRE A SR 28 (e VBN SR B8/ itk =1 :10) , 15 38— Fi
AL S IUL(2.10g, 77 22:29% )
[0399] &Rtk EHU2H — I FE) T
[0400]  7E60°C T, S AILAMIUL(1.00g,5.95mmol ) 4-F Ik 3 FFUER S (1. 03¢,
7. 15mmo 1 ) AL B (825mg , 2. 98mmo | ) 1) TE /K VY S Wk iRg (25mL) VR A VIR L T/Ne) s A H B2 =
BG, F7K (35mL) BB IR A0, i 218 2,16 (30mL ) ZEEL 3R 5 A 257K (30mL) b e ,
%ﬂwﬁﬁa’émﬂm,éé«)i}ifw‘ﬁfzﬁﬁﬁﬁﬁﬁ%%ﬁﬁﬁZEQZ@B/E/MJ&(1/4,15mL>7'1J‘15H§?%
B — PR AR AR A PIU2(800mg , 77 FE:43% ) .
[0401] & itk S HUSH —FE) T
[0402]  7E30°C & (50psi) A T, i+ &AW EU2(400mg, 1. 28mmo 1 ) FI'E JE 47
(100mg ) [ FF B (20mL) A VA VR LT /INE 5 3 D8 VR A 0 » 8 Dok 1 A< 4 8 I 15 81 — At £ yil 2k
HAHIU3(320mg, = 2:78% ) 6
&)

o O

/@ N % LioH (ag) /tu
e T ' Ny S ZINY

F ~ "NH: cl EtOH refiux /O\ EtOH, 50°C ST \

overnight F7 S N

[0403] =
o & NI R

us

V2
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CON 105745208 A w Bg B 31/76 7

[0404] %22

[0405] & itk EHIVIE —FE)T

[0406]  FE[JmEE N K & 2- 2 2 -4-F AR RE (0. 41g,3.66mmo 1 ) F12-S LB . IR £
BE(0.66g,4.02mmol ) (1) £ B (TmL ) VR A I R A F I 44 5 o He e i S SLTR -S40 » IS 47 B8 W
BRI (EC S : LREE=3:1) 5132V,

[0407] & itk BV — B HE)T

[0408] S A ALEKER (0. 11g,4.5mmo LY T 2mLAK ) MBI & EV1L(0.20g,
0.90mmo 1 ) 1) FF B VR B VR (6mL) FH , BEAES0 C N L TR &0 s 2/} i, YK 2 B A ML
5 MBS S5 B2 ORI BR AT A3 7K PR VR 2 8 s Fack 8 T 2B R e , B 25 T8 5 45 31—
S AV2(0.10g, 722 :60% ) o

[0409] & itk SV — R T

[0410] 45 HV2(0.030g,0.16mmol ) 1-Z3E-3-(3- B R TH ) - = W JI%
(0.044g,0.23mmol)  1-¥2H I3 =M (0.010g,0.078mmo 1) F1 =7, 1% (0.043mL,0 . 31mmo1)
)0 7K — FP 2 TR i VR 5 VA s TR AR % (0. L 7mmo 1) I B H 3R VR A VA W 5 7£80°C
DR TAHE A WA/ s Y B BR A WA, IS 7 B PO A g e 2l (EC e : LR
ZBE=2:1) 513 3IV3,

[0411]  SEZjif5)3

[0412]  FT-/IN RO PRV A4 AV

[0413] 1715 MELTS SUEW S SHAE Y TP (INH) FHEC L, T R0 52 45 4%
TR ) /N B4R TR A7 1T (1 R %R . 8 SRS MEMEBa 1 b/ C/IN BRI B8 N 3 P45 4% 40 B AF I HS TRy
BEAR e P 8 x 10°5 1K Ji AR FE /N B LA F2 ] HL i 35 1 4 12 1 B 7 [0 50 5 7 B P S e A 7
i, [ 6 RS 1IN SR BT EEA IR T-20 % d—a—4E A2 RESE 20 B BRI BRI VA VLI
A WAF H B 48 DE B — IR A 25 s Bl — 15 PBSZE i il 46 I 2L 2L ) S AV AE 40 T 64 5
WIE MR H LS IR AT TOKIRTHL LR 37 1R |, 7E37°C .6 % A IRFM T E 3 A G
DN TR T A Y B

[0414]  YE S PR (VRT3 R 2 5 s LIS A ml S 2« AHEL TR VRI7 /N, SR
17154 GBS 175 5 LA WH450me / ke 2 11 HE B 425 VA 7 T 17N B 1) i 38 T 9% 1 B B
Bb Bk L T USSR S 1 T5 540 AW 1) B S B SN R AR T PR T R
(04151 XoJ 417 fit] 5 1k 200 L PAY 40 1 A K SIS 240 70 %0 W00 — L DA e Db e PR g R DR T 9 T Rl B
(55 FRAR PO RE 7 BB A A K2R 12 2 A R TR DA S A8 T I S G 2% A 7 T AL
A DR L, IR PR VI R A R TR B, R T &k w12b 2 3% A/ 41 TR 1
YN AN A KR I IR YRR AL &4 s B 330 5 AR A 1 il T2 v IR R A 2 o T RE S T
AR A F R 771 R 7 tH O ERASEAL A e Y T AT 1

[0416]  FEEE T , 40058 XRS5 4% 73 RO B 1) A A S 3 R 1 A B 0 e s L T )
250 s AR S5 2 43 B HH R IR 25 s A A ) 350 EL A H VS P 5 0 &5 R TR 0% AR I — B A
AEA YT oo X AR SR B AWM R s 8 5 2, FIREG LN, HE
LR R I L BT I K B A & SR AT m] SV %07V m] DASEBILN &
MG ZA AV PR i .

[0417]  RUBKREFEIEE 25 A7 AW (CFEARBERZ 1-V Id) B9 AH RLA B P
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CN 105745208 A Ui B B 32/76 T
#opil (Ml%ﬁm kepd (MI%%M) #epd (MI%&??)M)
1 At 27 ++ 53 -
2 Fepip 28 - 54 4
3 ot 29 s 55 ot
4 b 30 R 56 F+
5 e 31 et 57 A+
6 Ak 32 At 58 A
7 4+ 33 4 59 4+
& + 34 ++ 60 4+
9 s 35 -+ 61 F++
10 -+ 36 E 62 4+
11 et 37 -+ 63 -+
12 +++ 38 4 64 4+
[0418] 13 it 39 bbb 65 ot
14 et 40 bt 66 -+
15 -+ 41 et 67 et
16 ot 42 -+ 68 -+
17 -t 43 4t 69 4t
18 et 44 s 70 et
19 et 45 et 71 St
20 e 46 o+ 72 bt
21 et 47 it 73 ++
22 + 48 ++ 74 e
23 — 49 At 75 o+
24 et 50 b 76 4+
25 ++ 51 At 77 F++
26 bt 52 -t 78 ++
[0419] S ]+ R UM, ++fRAE7E 1-20uMZ 7], +£042> 20uM
[0420] ‘1%
#B4 | anicuunt) | #P9 | i unt) | #P9 | onCu, un
[0421] 79 -+ 105 ++ 131 e
80 4 106 bt 132 4+
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CN 105745208 A w Bg B 33/76 1
81 e+ 107 FH+ 133 o+
82 P 108 o+ 134 A+
&3 4+ 109 ¢ 135 -
84 ++ 110 s 136 E
&5 4+ 111 -+ 137 ++
86 e 112 -+ 138 Ny
87 A 113 e 139 4+
88 ++ 114 -+ 140 4
89 ++ 115 e 141 bt
90 et 116 bt 142 et
91 e 117 e 143 e
92 -+ 118 et 144 o+

0422] 93 e 119 -+ 145 o+
94 F4F 120 44 146 -+
95 ++ 121 A 147 S
96 4+ 122 o+ 148 4+
97 ek 123 o+ 149 ek
98 Ea 124 o 150 4
99 4+ 125 Fok 151 ++
100 b 126 -+ 152 o
101 et 127 et 153 et
102 o 128 - 154 ++
103 ++ 129 -+ 155 SRS
104 ++ 130 . 156 bt

(04231 SRS FH : +4+ARFEC LM, ++Q 75 1 -20uMZ ], +{R> 20uM

[0424]

R1EE
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CON 105745208 A w Bg B 34/76 7

wepd (m%:ﬁM) #cpd (Ml%gf/{lM) fapd (MI%%M}
157 e 183 et 209 o
158 4t 184 o+ 210 | 4+

[0425] 159. o+ 185 e 211 -
160 4 186 e 212 ++
161 ot 187 At 213 T+
162 -+ 188 - 214 +
163 b 189 4 215 | +
164 o+ 190 et 216 -+
165 e+ 191 oot 217 +
166 4+ 192 4 218 +++
167 A+ 193 A+ 219 -+
168 ++ 194 et 220 et
160 Fobb 195 4+ 221 o+
170 4+ 196 ot 222 +4++
171 -t 197 - 223 -
172 ek 198 4 224 St

[0426] 173 SR 199 et 225 et
174 4+ 200 ++ 226 4
175 et 201 ot 227 -
176 4+ 202 At 228 +—t
177 e 203 e 229 At
178 ++ 204 et 230 et
179 +++ 205 -+ 231 -+
180 A 206 e 232 o+
181 4+ 207 ++ 233 +++
182 Abt 208 ++ 234 +

[0427]  VEPEVEH  +++ARR LM, +HRRAE L -20uMZ 7] , +83RD> 20uM
[0428] 14
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CON 105745208 A w Bg B 35/76 7

QUM QUM QUM
(MICgy, uM) (MICygp, uM) (MICg, uM)
235 e 261 -t 287 o
236 F++ 262 + 288 O
237 o+ 263 + 289 A+
238 4+ | 264 4 290 b

# cpd #cpd #epd

239 A 265 ++ 291 e

240 -+ 266 A 292 -+

[0429]

241 T+t 267 -+ 293 4
242 -+ 268 -+ 294 b

243 A 269 e 295 G

244 ++ 270 +t 296 A
245 Aot 271 +4 297 ok

246 it 272 | i 298 bk
247 o 273 G 299 ot
248 ++ 274 b 300 4+
249 + 275 + 301 bt
250 * 276 + 302 -
251 A+ 277 | + 303 -+
252 e 278 ++ 304 o

[0430] 253 S 279 4y 305 T4
254 e 280 At 306 ++
255 # 281 ++ 307 it
256 | -+ 282 | ++ 308 4+
257 s 283 ot 309 Foet
258 +F 284 +tt 310 +4++
259 et 285 ot 311 bt
260 + 286 S 312 4
(04311 SE P ++-+ OB CL UM, ++FRAEAE 120002 ], +£0 40> 20uM
[0432] 1%
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CON 105745208 A w Bg B 36/76 7

QUM QUM QUM
(MICyy, u) (MICyy, uM) (MICyy, uM)

313 ot 328 et 343 At
314 ek 329 ++ 344 G

#cpd #epd #epd

315 ot 330 e 345 et
316 o+t 331 ++ 346 e+
317 ++ 332 44 347 +++
318 s 333 e+ 348 .

[0433] 319 ks 334 TS 349 S

320 et 335 ot 350 e

321 ok 336 AR
322. Ft 337 g
323 | e 338 pet
324 Aok 339 At

325 et 340 -+

326 BN 341 e
327 ot 342 S

S PR LM, ++ R 1-200M2 7], +4R2E520uM
(04341 62851350 2 1k AU S5 0 J% HOAH LA s
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CN 105745208 A

nw BB P 37,76 T

RAEM

B THAINMR (CDCL): 8 9.66 (1H, d, J = 1.2 Hz), 7.21-7.60 (9H, m),
702 (2H, &, S~ 8:4 Hz), 605 (1H, brs), 4.64 (2H, d. J = 5.2 Hz), 3.79-3.93
(2H, m), 2199 (2H, g J = 76 Hz), 2.80-2194 (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+ B[+,

R (R TH-NMR (CDCL): 6 965 (1H, %), 7.51 (1H, d, /= 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. & J = 8.8 Hz), 5.05 (1H, brs), 464 (2H, d, J = 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, ), 142 (3H, t.J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z

549, 1 [\+ H+,

EEEE THNMR (CDCL): © 9.55 (1H, 4, J = 7.6 Hz), 7.93 (1H, s),
T2 TAT (IOH, m), TA1-7.03 (U ), 7.02 Q4 J - 84 H2), 6.09 (1K
brs), 4:65 (2H,d, F=52 Hz}, .85 (2H, d, /= 124 Hz), 3.02 QH, g, /=76
), 2.83-2.91 (2H, m);. 2:66-2.70 {1H,m), 1.90-2.02 (4H, ), 1.44 GH. 1, J =
7.6 Hz); LOMS: 100%, MS (ESDrmiz 507 1M H%

BB THNMR (CDCL): ¢ 9.55 (1H, d, J = 7.2 Hz), 8.04 (1L, v),
7.28-7.30 (3H, m), 7.20-7.24 (2H, m), 7.12:(1H, 4, J = 1.2 Hz), 7.00-7.10 (4H,
m), 6.10 (1H; brs), 4.65 (28, ¢ F = 5.6 He), 3.84 (2H. d. J = 12.4 Hz),
290305 (2H, m), 2.82:2.89 (2H, m), 2.63-2.71 (IH, m),.1.82-1.99 (4H, m),
144 (3H, t,J = 7.6 Hz); LUMS: 100%, MS (ESL): m/z 525.0|M+H|+,

EEL AR TH-NMR (CDCL): 6 9.44(1H, 1, /=72 Hz, 6.0 Hz), 7.28(2H; d. J=5
8.8 Hz), 7.21-7.26(1H, m), 7.14-7.16.01(4H, m), 6.98(2H, d, J= 8.8 Hz),
6:77-6.8 (1 H, m); 5.99(1H, brs), 4:61(2H; d. /= 5.2 Hz), 3.80-3:87(2H, m);
2.92-2.9802H, m), 2.80-2.86(2H, m), 2:39-2.67(2H, m), 2:92-2.98(1H, m),
2.34(3H, s), 1.83-1.97(2H; m); 1.39(3H, t. /= 7.2 Hz); LCMS: 98.2%, MS
(EST: m/z:493.0[ M+ Nal+:

EEB HNMR (CDCLY): §:9.20 {1H, 4 J= 68 H7), 7.30.CH, . J~8.8
H7), 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 (ZH, m), 3.00 (2H, g, J= 7.6 Hz), 2.90-2.83
(2H, m), 2:68-2:60 (11, m), 2.33 (1H, s}, 1.97-1.86 (4H, m), 1.40 SH. t, J =
7.6 Hz); TLOMS: 98.4%, MS (B mi/z471.1[M+ H]+.

FIE I 'HINMR(CDCL): 69,54 (1H, d, J = 1.2 Hz), 7.54 (1H, d, J = 9.6
Fiz), 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. J = 5.2 Hz), 3.82 (2H, d, J= 12 Hz), 2.96 (2H, ¢, J= 7.6 Hz),
2.80-2.87 (2H, m), 2.60-2.66 (1H, m), 233 (3H, s), 1.83-1.97 (4H, m), 1.40
(IH, 1, J= 7.6 Hzh; LEMS: 98.0%, MS (ESD: myz 4871 [M+ HJ+,

BB 'HANMR (ODCL); 8924 (1H, d, =7 Hz), 7.29 (ZH, d, J= 8.5
Hz), 717 (2H, d, J = 8.8 Hz), 711 (I1H, d, J = 6.8 Hz), 6.98 (2H,d, J =85
Hz), 6,87 (2H, &, J = 8.5 Hz), 682 (1H, t, J =69 He), 601 (1H, brs), 4.62
(2H, d. /=55 Hz), 3.81 (ZH. d,.7=12.2 H7), 3.60(3H. 8), 299 (H, q. J= 7.5
Hz), 2.87 (2H, td, .J = 12.2, 2.5 Hz}, 2.57-2.66 (1H, mJ, 2.61 (3H, 5), 1.80-2.00
(4H, m); 137 GH, t, 4 = 7.7 Hz); LCMS: 100%;. MS (ESI); m/z 483 1{M+
H+.
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EEE THNMR (CDCL): 6:9:16-9.29 (1 H, m), 7.46 - 7,56 (1 H, 'm), 7.28
- TAT R H), 12 120 (1 B, 6:96 - 7.05(4 H, m), 6.84 - 6.95 (1 H, m),
5.93 - 6:09 (1. H, m), 456 - 4.69 (2 H, m), 3.35 (8 H. 8), 2.90 - 3.02 (2. H, m),
23703 H, s), 1.32 - 145 (3 H, m); LCMS:100%, MS (BSI)! m/z 453.2[M¥+
EL

10

W B R THENMR (CDC): §°9.24 (1H, 4, 7= 7.6 Hz), 731 (2H, d, J =
8.4 Hehy 713 M,y J = 818 Hey, 6.91-7.01 (4H, m), 6.88 (1H. d; J'=2.0 Hz);
661 (IR, dd, S =76 Hz, 24 Hz), 5.95 (1H, brs). 4,61 (2H, & J=521Hz), 3.86
(3H, $), 333 (38, 8), 2:9) (2H,q, /= 7.6 Hz), 1.38 BH, t,J = 7.6 Hz); LCMS:
98.39%, MS (ESD iz 554 1M+ H

11

FHEE f: "H-NMR (CDCLY, 8947 (1H, dd, J =52, 2.4 Hz), 7.50-7.65 (3H,
), 7.37 20, 4, J = 8.4 Hz), 7.20:7.35 (31, m pverlap with CDCl; sighal),
700(ZH, d, J=84 Hz), 6.04 (1H, bira), 4.63 (2H, 4, J=5.6 Hz), 3:84 (2H, d, J
=124 Hz), 2958 (2H, q, J = 7.6 Hz), Z80-2.90 (2H, m), 2.65-2.80 (1H; m),
1:85-2.06 (31, m), 141 BH, 6 J= 7.6 Hz); LCMS: 98:3%. MS (BSI): m/z
525.1| M+ Hi+,

12

ErE s THNMRACDOL): § 921 (I 8. J=6.8 Hz), 7.59.(2H, d, J=8.10
Hz), 7.37:(2H, 'd; J = 8,0.Hz), 7.30 {2H; d, J =184 Hz), 7.06-699 (31'-1, m,
6,85:6:83 (1H, m), 6.07 (1H. brs), 4.63 (2H, d,7=5.6 Hz), 3.86-382 @H, m),

m), 141(3H, t, J=7.6 Hz); LCMS: 98.4%; MS{ESI); miz 525.1[M+ H]+

13

CIg i HENME (CDCL): 8 9.37 (1H, & J=7.6 Hz), 7.58 (2H, d, J= 8.0
Hz). 7.37:(2H, 4, F = 8.0 Hz ), 7.25:7.35 (3H, m); 7.00 2H,d, J = 8.4 Hz),
6:91 (1H. dd, & = 2.0 Uz, Jy = 7.2 Hz), 6.03 (1T, brs), 4.62 (2H. d, J=5.2
Ho), 3.8 (2H, d, J'= 12 H¥), 296 (2H, ¢, J= 7.6 Hz), 2.70-2.90-(2H, m),
265279 (TH, m), 1.85:2.0% (4K, m),. 139 (3H, ¢, J =76 Hz); LCMS:
08.4%, MS (BSD: /i 541.0 | M+ H.

14

EIE A THNMR (CDCLY: 8 9.44(1H, t J= 64 Hz), 7.17-7.30(6H, m),
6.99(2H, d, /= 8.8 Hz), 6.87(2H, ¢, J= 8.8:Hz), 6.87(1H, m), 6.00(1H, brs),
d61(2H. 4, J= 5.2 He), 3.81-3.87(3H, 1), 2.93-2.98(2H, m), 2.80-2.86(2H,
m), 2:54-2.57(1H, /m), 1LI8-L97(4H, m), L40(3H, t, /= 7.2 Hz); TLOMS:
98,20, MS (ESTy: m/z 487.1[M+ H+.

15

FIEGH P HINMR (CDCL): § 9.21:(1H, d, = 6.8 Hz), 729(2H, d, J = 8.4
F7), 718 ¢2H, &, J = 8.4 Hz), 7.08-6.98 (3H, m); 6,89-6.84 (3H, m), 6.07 (1H,
bes), 463 (2H, d, J =32 Hz), 3.84-3.80 (3H, m), 3.00 (ZH,.q, J =7:6 Hz),
2.86-2.80 (2H, m), 2.64-2.56 (1H, m), 1,97-1.84 (4H. m), 1.41 SH, , J=7.6
IHz); LOMS: 98:7%, MS (ESTY: miz 487, 1[N+ Hi+,

16

FIEEE: HMNMRCDOR): 8954 (1H, d, J~ 1.2 Hz), 754 (H, d. 7= 9.2
M), 7.279.31 {4Hm), 7.18 (2H.d, J= 8.8 H2), 6.99 (2H, 4, J=8.8 Hz), 6.87
(2H. 7= 8.8 Hr), 6.03 (1H, bre), 462 (3H, d, J = 56 Fz). 3.79:3.85 (5H, m),
2.97 (ZH, 4, J = 7.6/ Hz), 2.80-2.88 (2H , m), 2.58-2:68 (1H, m), 1.84-1.97 (4H,
), 140 (3H, £, J=7.6 Hz); LOMS: 100%, MS (BSD): i/z 525.1[VI+ Na]+,

17

B "HANMR (€DCL)Y: § 944(1H, t. /= 64 Hz, J= 68 Hzj,
TARTA0TH, m), 6.98(2H, &, = 8 Hz), 678-680(1H, m), 6.01(1H, bis).
M62(ZH, 6, = 5.2 Hz), 3.81-384(2H, m), 2.93-2 98(ZH, 1), Z.80-2.86(2H,
i, 2.52:25501H, m), 1.84-1.96(4H, m), 14003H, . J=7.6 Hz); LCMS:
99.8%, MS.(ESD;:m/z491.1 [M+ B+,
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HEE THNMR (CDCLY: 8 9,25 (1H, d, J'= 7.6 Hz), 7.15-7.36 (9H, m),
6.9% (2H, d, J = 8.8 Hz), 6.89 (1H. d, J =24 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, 5), 3.82. ZH, d, J=12.4
Hz), 2.75-2.95 (4H, m); 2:60-2.72 (1H, m), 1.80-2:02 (4H, m), 139 (3H. t. J =
7.6 Hz); LCMS: 100.0%, MS (ESD): n/z 469, 1| M+ H|+.

18

i en A THANMR (CDChLY: 8 9.19 - 930 (1 H, m), 7.53 (1 H, d, J=9.03

/@4" Hz), 7.28 - 7.33 (2 H, 1), 7.18 - 7.24.(3 Hym), 6,95 - 707 (4 H, m), 5.96 - 6.10

19 s (O (1 H, m), 4.65 (2 H, d, J=5.52 Hz), 3.84 (2 H, d, J=12.30 Hz), 2.98 (2 H. q.

F , V=157 Hzj, 277« 293 (ZH, ), 267 (1 H, 8), 239 (3 H,'s), 1.94 - 201 2 H,

ﬂx~’ e i), 182 - 1942 Hy m), LA2(3H, & 2759 Hz): LOMS: 98.0%; MS (ESI):
s/ miz 471 1M+ H]+.

AR THENMER (CDCK): § 924 (15, &, 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
H2):8.94 (LH: brs), 4:60 (ZH, 4, /=52 Hz), 387 (3H, §%, 381 @H, &, J=124
Fz), 2:92 (20, q. 4 = 7:6 Hz), 282 (2H. td, J = 124 Hz, 2.4 Hz), 2.55-2.70
(1H, m), 1,75-2:02 (45, m), 1,39 (3H, €, J = 7.6 Hz); LOMS: 99.0%, MS (ESI);
m/z 487, [V HE

20

IR E B THNMRACDCL): 6 924 (TH, 4, J~7.6 Hz), 7.22-7.35 (5H, m),
7, 18:(2H, 2H, d,F= R4 Hz), 6.98 (2H, d, J= 84 Hz), 6.88 (1H, d,.7=2.4 Hz),
6.61 (IH, dd, .f'= 7.6 Hz, 2.4 Hz), 5.94 (1H, m), 4,60 (2H, d, J =52 Hz), 3.87
(3H, 8), 381 (2ZH, d, J = 124 Hz), 292(2H, q. J= 7.6 Hz), 282 (2H, 1d. /=
12.0 Hz, 2.4 Hz}), 2.58-2:68 (1H, m), 1.80-2:00 (4H, m), 138 GH; £ .J=7.6
Fizj: LOMS; 100.0%, MS (ESD): vz 503. 1] M+ HJ#:

21

AT S - THANMR (CDCls): 6 960 (1H, d, J = 7.2 Hz), 768 (1H, 4, J =
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= 5.2 112),3.80-3.90 (ZH, m}, 3.05 2H, q, J=7.6 Hz)
2.8022,90: (2H, m), 2.60-2.70 (1H, m); 1.80:2:00: @H, m), 1.40 GH, t, J=7.6
Hz): LOMS: 100%, MS (ESI): m/z 541.0[M + Hl+,

22

FrE B HNMR (CDCL): 6 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), 5.95 (1H, brs), 4.60 (2H, d, 7= 5.2 Hz), 3.87
(3H, s), 3.80 (2H, ¢, 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, §), 1.80-2:00 (4H, m), 1.38 (3H,
)= 7.6 H)y LOMS: 98.7%, MS (ESI): miz 483.2| M+ H|+

23

AT THENMR (CDCE): § 952 (1H, 4, J =72 Hz), 7.90 (1K, s),
726729 (2H, m), 710715 (4H, m), 7.07 (1H, ¢, J =20 Hz), 6:99 (2H, d, J
=88 Haz), 6.07 (1H, brs), 4.62'(2H, .4, Ji= 5.2 Hz), 3.81 (2H. d, J = 12.0 Hz),
299 (2H, g, J= 7.6 1), £:79-2:87 {21, m), 2.60:2:68 (1H, m), 2.33 (31 §),
1.85-1.96 (4H, m), 141 (3H, t, J= 7.6 Hz); LOMS: 98.6%. MS (ESI): m/z
5211 M+ H

24

Fife A - HENMRCDCLY 89,61 (114, J = 6.8 Hz), .68 (1H, 4. = 7.2
Hz).. 7.20-7.40 (28, m), 7.10:7.20 (4H, m); 6:95-7.05 (3H, m), 6:12 (1H, brs);
465 (2H, d,J = 52 Hz), 3.80-3.90.(2H, m), 3.05 (2H, q, F= 7.2 Hz); 2.80-2.90
(2H, m), 2.55-2.70 (1H, m), 2.36 (3H, 5), 1.80-2.00 (4H, m), 1.40 (3H, t, J —
7.2 Hz): LUMS: 98.4%, M5 (ESD): tn/z 521.0[M + H]+,

25
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26

BERA: THNMR (CDCLY & 955 (1H, 4, J — 7.2 Hz), 7.93 (1H. s), 7.60
(2, d, S =80 Hz), 738 (2H, d,./=8.0 Hz), 7:28:7.34 (2H,1n); 7.11 (1H, d. J
=7.2 Hz), 7.01 (28, d, J = 84 Hz), 6,10 (1H, brs); 4.66 (2H, d, J= 5.2 Hz),
3.86 (2H, d, J =124 Hz), 3,02 2H, q, J = 7.6 Hz), 2.85-291 @QH, m),
2.72:2,79 (1H, m), 1,88-2.04 (4H, m), 1.44 (3H, t,./ = T.6Hz); LCMS: 99,2%,
MS (ESI); m/z 575.0[M+ H]+,

27

& AR THANME (CDCLY: §'9.58:(1H, d, J= 6.8 Hz); 7.65 (1H, 4, F=7.2
Hz), 7:28 (2H, 4, J= 8.8 Hz), 7,17(ZH, d, J = 8.8 Hz), 6:90-7.00 (3H, m), 6.86
(2H,d, J= 8:8 HZ), , 6.08 (11, brs), 4:62 (21, 4,J = 5.6 Hz), 3.75:3.85 (2H,
m); 3.80 (3H. §).3.03 (2H. ¢, ./~ 7.6 Hz), 2:80-2.90 (2H, m). 2:55-2:65 (1H,
m), 1.80-2.00 (45, 'm). 1,38 (3H, t, #= 7.6 Hz); LOMS: 99:7%, MS (ESL): m/z
537.0[M + Hl+

28

WA THEINMR CDCL ) 8941 (1H, 4, 4 = 7.2 Hz), 7.60 (1H, 4, J = 8.8
H7), 7.28-7.40 (3H, m), 7.10 (2H, d, J = 8.4 Hz), 6.98 (2H, d, J = 8.4 H7),
6,80-6:95 (3H, m), 6:.01 (11, brs), 4.62 (2H, 4, J = 5.2 Hz), 3.20-3.41 (8H, m),
297 (2H, g, 1= 7.6 Hz); 2.28 (G, 8), LAO(H, 1, F=7.6 Hz); LOMS: 99.7%,
NS (ESD): in/z 454 0[M+ H]+.

29

EIEE TR 'HENMR (CDCL): 8 9.41 (1H, d. J= 6.8 Tz), 7.61 (11, d, J=9.2
Hz). 751 (2H, &, J= 8.8 Hz), 7.27-7.38 (3H., ), 6.95-7.04-(4H, m). 6.92 (1H,
t,.J = 6.8 Hz), 602 {1H, brs), .63 (2H, ¢, J =5.6 Hz), 3:393.50:(@H; m),
3.29-3:39-{4H, m); 298 (2H; ¢, T+ 7.6:Hz). T46:(3H. 1. F ~7:6 Hz); LOMS:
1009%, MS (BSD): m/z 508.1 [M+ H+,

30

B SR THANMER (CDCLY S 944 (L 8./ =68 Hz), 763 (1H, d, 7 =92
Hz), 7.31-7.42 (ZH, m, overlap with-CDCl; signal), 6.85-7.08 (8H, m), 6.04
(IH, brs), 4:66 (2H, d, J = 5.2 Hz), 3.81 (BH. §), 3:38 (4H, 1, J — 4.4 Hz), 3.26
(4H, t,.J =44 Hz), 3.00 (2H, q, /=76 Hz); 1.43 (3H, t, /= 7.6 Hz); LCMS:
98:8%, MS (EST): m/z:492.3 [M+ Nal+.

31

B AR THENMIR (CDCL) 8 9.23-(TH, & J= 7.2 H2), 733 (2H, d, J=
8.8 Hz), 7.13 (2H, d. J= 8.4 Hz), 7.08-6.99 (3H, m), 6.93 (2I. 4. J= 8.4 Hz),
6.88-6.83 (1H, m), 6.08 (1H; brs); 4.65.(2H, d, J=5.6 Hz), 3.39-330 (8H, m),
3.02:2H. . J = 7.6 Hz), 143 (3H, t. J = 7.6 Hz); LCMS: 99.5%, MS (ESD);
/7494, TEM+ Na]+:

32

I e 'HANMR (CDCL): 8 9.23 (TH, d, J = 7.2 H2), 7.33 (2H, d, 7= 8.8
Hi),, TOR-6.96 (SH, m), 6:91-6:83(3H, 1), 6.08 (1H, brs), 465 2H, 4. J—5.6
Hz), 3.81 (3H, ), 3.39-3.36 (4H, m), 3.27-3.24 (4H, m), 3.02 2H. q, J = 7.6
HZ), 143 (3H, t, J= 7.6 Hz); LCMS: 98:8%%, MS (EST): m/z 488. L [M+ H]+,

33

EHE R THINMR(CDCL): 8 9.56 {1H, d, J = 1.2 Hz). 7.56.(1H, d, J = 9.6
H7),7.30-7.35-(3Hm), 6.97-7.05 (41, m),-6.89 (211, d, J=8.8 Hz), 6.05 (1H,
brs), 4,65:(2H, d, J= 5.2 Hz), 3.81 (3H, 8}, 3.35-3.40 (45, m), 3.23329 (4H,
i), 2.98 (ZH; 4, J= 7.6 Hz), 142 (3H, 1, J = 7.6 Hzj: LOMS: 98:4%, MS
(EST): miz 526.1 [+ Nal+.

34

FrEER A THANMER (CDCLY: § 942 (1H, d, J= 6.8 Hz), 7.60 (1H, d, J=6.8
H7); 7.25-7.35 (2H, mi); 7.13-7.2044H, m}, 7.01 {26, &, J = 8.8 H7). 6.82 (1H,
t, = 7.2 Hz), 6,08 (1H, brs), 4.64 (ZH, d, 4= 5.6 Hz), 3.84 (2H, d, J =12.0
Hz). 3.04 (2H, g,/ = 7.6 Hz), 2.85 21, 1, J = 12.0 Hz), 2.60-2.70 (111, m),
1.85-2.00 (4H, m), 140 {3H, t, J = 7.6 Hz); LOCMS: 100%, MSESD:m/z
531.1/533.1 [M+H].

47



CON 105745208 A w Bg B 41/76 T

[0439]

7.25-7.32 (2H, m), 7.13 (2H, d, J = 8.0 Hz), 6.90-7.05 (3H, m), 6.04 (1H, brs),
4.63.(2H, d, = 5.2 Hz ), 3.30-3.40 (8H, m), 2.97-(2H, q.J = 7.6 Hz), 2.31(1H,
50 LAl (3L, 0= 7.6 Hz)y LOMS: 100%; MS (BST): iz 488:1 [Mi+ H+

N B HNMR (CDCLY: 6 939 (1H, d, 4 = 7.2 Hz), 7.61 (I1H, sk
i
35 b

b R HNMR(EDCL ) §.9:56 (1H, d, J= 1.2 Hz);, 7.56 (1H, d,-F=9.6
Hz), 7.27:7.35 (3H, mi), 7.13 (2H, d,.J =84 Hz), 7.01 (2H, d, J= 8.8 Hz), 6.95
(ZH, d, J=8:4 Hz), 6.06.(LH, brs), 4.65 (2H, d, J=5.6 Hz), 3.29-3.40 (8H, m),
D98 (2H, g, J =76 He), 142°GH, 1, J = 7.6 Hz); LCMS: 100%, MS (ESI);
il S0 M Na

36

BEBIE: THNMR (CDCE): 6 943 (1H, d, J=7.2 Hz), 7.63 (1H. &, J=8.8
Hz), 7.31<742 (3H, m), 7.20-7.30 (2H, m, overlap with CDCly signal), 7.00
(ZH, d, /= 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, g, J=7.6 Hz), 1.43 GH, t. J = 7.6 Hz); LCMS;
100%, MS (ST iz 474.1| M+ H+,

37

ErEE A "THNMR (CDCL): §°9:24 (1H, &, J= 6.8 Hz), 731 2H, 4,7 =835
Bz, 700 (1, d, J=6.9 Hz), 6.97 (4, 1, J= 8.7 Hz), 6.84-6.90 (2H, m); 6.82
(1H, t, J = 7.0 Hz); 6.02 (1H; brsy, 4.65 (2H, d; .F = 5.4 Hz), 3.78 (3H, g).
3.18-3.38 (8H, m), 3.00 (2H, g, J = 7.6 Hz). 2.6 (3H, §), 1.37 BH, t, /= 7.7
Hz): LOMS: 100%, MS (ESD): wmifz 484 1[N+ H[+.

38

L K TENMR (CDCL): 6 9.24 (11, d. J= 6.9 Hz), 731 (1L d, /= 8.7
Hz), 7.07-7.15 (3H, m). 6.98 (21, d, J = 8.7 Hz), 690 (2H, &, J= 8.5 Hz), 682
(1H, t, J =7 Hz), 6.03 (11, brs), 4.63 (2H, d. J=5.5 Hz), 3.25:3,38 (81, m),
3.00 (2H, q, J = 7.6 Hz), 2.61 (3H, s), 2.20 GH, 5), 1.37 GH. t, J = 7.6 Hz);
LOMS: 100%, MS (EST): iz 490.1 [M+ H]+.

39

FrERR: "HNMR (CDCEY: § 9.25-(1H, d, /= 7 Hz), 7.51 (2H. d, J= 8.7
H2). 7.32 (2H, d, = 8.5 Hz), 7,12 (I1H. d,J = 7.5 Hz), 6.98 (4H, d, J = 8.5
Hz), 6:82 (1H, t, F= 6.9 Hz), 6.03 (1H, brs), 4:63 @H, d, J = 55 Hz),
3.30:3.48 (8H, mj, 3.00 (2H. q, J =7.7 Hz), 262 3H, %), 137 3H, L J=7.7
Hz): LOMS: 98.5%, MS (EST); mijz 5221 [M+HI+,

40

FIER: THANMR (CDCL): 6 9.25 (1H, d, J= 7 Hz), 7.26-7.35 (4H, m), 7.11
(1H, &, 7= 6.9 Hz), 6:96-7.03 (45, m), 6.90(1HL 1, 7= 7.3 Hz}, 6.82 (1L, t, J=
7.0 Fle). 6.02 (LH, brs), 4:63 (2H, d, J = 5.4 Hz), 3.35 (8H, ), 3.00 (2H, ¢, J =
7.5 Hz), 2.61 (3H, 8), 137 (3H, t, J = 7.6 Hz); LCMS: 100%, MS (ESI): miz
4761 | Mt H [+,

41

A THNMR (CDOL): 6,948 (1H, dd, J=4.8, 2.0 Hz), 7.59 (1H, dd, .

=9.6, 5.2 Hz), 7.34 (2H, d../ = 8.4 Hz), 7.24-7.30 (1H, m, overlap with CDCL
sighial), 7.07 (2, d J= 8.8 Hz); 6.90:7.08 (411, 'm), 6.06 (11, brs), 4.65 (2H,
d, = 5.6 Hz), 3.36 (8H, %), 2.99(2H, g, J = 7.6 Hz), 1.43 3H, t, J=7.6 Hz);
LOVS: 98:2%; MSIESIY m/z 54200 [MHHH-

42

FEBE 'HNMR (CDCL): §9.24 (1H, d, 7~ 6.9 Hz), 731 (2H, d..7 — 8.5
Ha), 7.23/(2H, 4, J = 89 H), 7. 12 (1H, U, = 6.7 Hz), 6.98 (2H, 4. = 8.7 Ha);
GO0 (2H: 4 J= 8.9 Hz), 682 (TH, 1.7 = 6.8 Hz), 6.03 (1H, brs), 4.63 (2H, d, J
= 5.5 Hz), 3.28-3.38 (8H, m), 3.00 (2H, g, /= 7.7 Hz), 2.62 (3H, §): 1.37 (3H,
it 7= 7.7 Hz); LOMS: 100%; MS (ESI): m/iz 4881 [M+ H]+.

43

HEE HNMR (CDCL): 89,24 (1H, 4,0~ 6.9 Hz), 7.32 2H. 4, J~ 8.7
Hzy, 7.08-7.17 (3H, m), 6.91-7.03 (41, m), 6.82 (11, t, J = 6.9 Hz), 6.03 (11,
brs), 4.63 (2H, 4,7~ 3.3 H), 3:30-338 (8H, m), 3.00 (2H, g, J= 7.5 Hz), 2:62
(3HL-%), 137 (3H, .7 = 27 H2); LOMS:98.3%, MS (ES1j: m/z 5381 M+ HJ.

44
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45

EOE - THINMRCDCL): 8 9.56 (1H, d, /= 1.2 Hz), 7.56 (1H. d. J=9.2
Hz); 7.30-7.40 (3H, m), 7.23-7.29 (2H, mi), 7.00 (2H, d; J = 8.4 Hz), 6,92 (2H,
d, J= 8.8 Hz), 6.06 (11, brs), 4.65 (2H, d,J = 5.6 Hz), 3.25:3.40 (8H, m); 2.98
(2H, ; J =76 Hz), 142 (3H, t, J = 7.6 Hz); LOMS: 100%; MS (ESD): /2
530.0] M+ Naj+.

46

ErfafS i o THNMR (CDCL): 8 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, 5), 3.20-3. 30 (4H, m), 3.32-3.40
(H, m), 297 (21, 4, J'= 7.6 Hz), 141 (3H, t, J= 7.2 Hz); LCMS: 100%, MS
(EST); m/z: 526.0 [M+ Nal+.

47

FIEIRE  HNMR (CDOL): § 937 (1H, d, J= 64 He) , 742 (1H, 4, J=72
Hz), 7.33 (2H, &, J = 8.8 Hz), 7.25 (2H. 4, J =88 Hz), 7.00-(2H, d, J = 8.4
Hz), 6.82-6.93 (3H, m); 6.00 (1H, brs), 4.65 (2H, d. J= 5.2 Hz), 3:34 (8H,
= 6.8 Hz), 3.03 (2H, q, J = 7.6 Hz), 1.40 (3H, ../ = 7.6 Hz); LCMS: 100.0%,
MS (ESD): in/z SOR.0[M+ H]+,

48

HEE A THNMRCDCL): 8 9.56 (11, 4,/ = 1.6 Hz), 7.53-7.59 (3H, m),
7.29-7.35 (3H,'m), 7.00°(4H, d, J=8.8 Hz), 6,07 (I1H, brs), 465 2H, d, /=56
H7), 3.43-3.49 (4H, m), 3.35-3.40 (4H, m), 2.98 (2H, q, J~ 7.6 Hz), 1.42 (3H,
it S =76 Hz)y LEMS: 98.4%, MSAEST): mvz S42.0[ M+ H]+

49

SR - SHNMRACDCE): § 937 (1H, dd, JI = 0.8 Hz, J2 =7.2 Hz), 7.54
(2H, d, J = 8.8 He). 742 (1H, dd. JI = 0:8 Hz, J2 = 7.6 Hz), 7.34 (2H, 4, =
8.8 Hz), 7.00 (48, & J= 84 Hz), 6,88 (1H, t; =72 Hz), 6.10 (TH, brs); 4.66
(2H. 4, J =56 Ha), 347040 dd 1 » 44 Bz J2 =72 B2), 338 (4H, dd, J1'=
7.2 H7..12 = [0 Hz), 3.04 H, g, J = 7.6 H7), 1.41:(3H, t J— 7.6 Hz); LCMS:
98.7%, M8 (BSD): myz 542.0[M+ H]+:

50

A B HNVR (CDOLYE S 937 (1H 4 J— 6.8 Hz), 742 (1H, d, J~6.4
Hz), 7.33 (ZH, 4, J = 8,4 Hz), 7.00 (4H, £, J = 9.2 Hz), 6.86-6.90 (3H, m), 6.10
(1H, bre), 4.65 2H, d,.J = 5.6 Hz), 3.81 (3H, §), 338 (4H, t, J = 5 Hz), 3.25
(4H, 1, /=5 Hz), 3.04 (2H, q. J'= 7.6 Hz), 141 (3H, t. J = 7.6 Hz); LCMS:
100.0%, MS (ESTy miz 5261 [M+ NaJ+

51

BRI Pk TH-NMR (CDCL): 8 931 (1H, ./ = 7.2 Hz), 760 (2H, d, J = 8.4
H7). 738 (3H, d, [~ 8.0 Hz), 7.33-7.28 (2H, mi), 2,01 (2H, d. J~ §.8 Hz), 6.78
(1H, d, 4= 7.0 Hz), 601 (1H, brs), 4.64 (2H, d, J=5.2 Hz), 3.84 (2H, d, J ~
(1H, m), 245 BH, s), 2,02-1.91 (4H, m), 1.28 (3H, t, J = 7.2 Hz); LCMS:
100%, MS (BSTy av/z 521, 1[M+ H+,

52

HEEAE  THNMR (CDCLY: § 9.30 (JH, d, 7~ 7.2 Hz), 7.38 {IH, 3),
32729 (4K, m), T.20/(2H, d, J= 8.4 Hz), 7.00 (QH, d, J =84 Hz), 6.77 (1H,
dd, 7= 7.2 He, 1.6 Hz), 6.0 (1H, brs), 464 (3H, d. J~ 5.6 Hz). 3.81 (2H. d,.7
124 Hay, 297K, q,J = 7.2 Hey 28421, v, J =12 Hz, 2.4 Hz), 2.70-2.60
(TH, m), 242 (3H, 5% 2.04-1.82 (4H, m), 1.39 GH, t, J= 7.2 Hz); LCMS:
100%, MS(EST): myz 487.1[ M+ B[+,

53

£ HNMR (CDCL): 3 937 (1H, 8d, J = 0.8 Hz, ./ = 6.8 Hz), 7.42
(1H, dd, J= 0.8 Hz, J=7.2 Hz), 7.31 (4H. d, /= 8.4 Hz), 7.20 {ZH,- d, F=84
Fz). 7.00 (2H, d, J = 8.8 Hz). 6.88 (1H, t, 7 = 7.2 Hz), 6,09 (1H, brs), 4.64
(TH.d, J = 5.2 H), 3.84 (2H, 4, J = 120 Hz), 3.04 (2H, ../ = 7.6 Hz), 2.85
(ZHL td, /=724, 12.4 Hy), 2.62-2.70 (1H, m), 1.83-1.98 (4H, m), 1.41 (3H, ¢,
= 7.6 Hz); LOMS: 100.0%, MS (EST): m/z S07.0[M+ H]+.

49
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ik BRI - H-NMR (CDCL): 59,28 (1H, d, J = 7.2 Hz), 7.35-7.29 GH, m)]
\Q 6991695 (4H, m), 6,86 (2H,. d, J =8:8 Hz), 6,74.(1H, . J =72 Hz). 5,99 (1H,
54 i brs), 4.62 (2H, d, J= 5.6 Hz), 3.78 GH, 8), 3.36-3.22 (8H, m), 2.95 (21, q, J =

‘ 7:6 H2), 2,17 (3H, €), 1.39 GH, t, J = 7.6 Hz); LCMS: 100%, MS (ESD: m/z
484, 1| M+ HI+

FIEAA: "HNMR (CDCl): 69,14 - 951 (1H, m), 745 - 7.56 (1H, m), 7.29
- 738 (ZH, ), 708 - 7.22 (3H, m), 6.96 (4H, s); 595 -6.09 (1H, m); 4:57 -
4:73. (2H; m), 3,34:(RH, s), 2.89 - 3.04 (2H, ), 237 (3H, ), 1.40:CH, 5);
LOMS: 98.2%, MS (ESI): m/z 538, 1[M+ HJ+,

35

P i THNNIR (CDCLYE § 9,15 <925 (1H, i), 7.46°- 7.54 (1H, iti); 7.27
- 7.36 (2H, m), 7,09~ 7.21 (1H, m), 6.96 (4H, d, J=9.54 Hz), 6.88 (2H, ), 5.96
- 6,06 (1H, 1), 4,59 - 467 (2H, m), 3.78 (3H, §),3.35 (4H, 4. J=5.27 H#),3.23
(4H, brsj, 2.90 - 301 (2H, m), 2:36 (3H, 5), 1.39 (3H, & /~7.53 Hz); LCMS:
08.8%, MS (ESD: /2 484.0[ M+ Hi+,

K THONMR (CDCL): 6 9.25 (1H, d, J = 7.6 Hz), 7.51 (2H, d,J = 8.8
Hz), 7.31 (24, d, ./ = 84 Hz), 6:92-7.03 (4H, m)6.89 (1H, d. J = 2.0 Hz) 6.61
(1H, dd, 7 = 7.6 Uz, 2.4 Hz), 5.96 (LIL brs), 4.61 (211, &, J = 5.6 Tiz), 3.87

57

LOMSH985%, MS (ESD: m/z 538 1M Fj%, 560.0 [MANa]+.

ErE R "THNMR (CDCLY: 8 .99 (11, d, =68 Hz), 731 21, d, J=18.4
H2)..6,97 (4H, 1, /=88 Hz), 6.87(2H, d, J= 8.3 Hz), 6,81 (1H, 1, J=7.2 Hz),
6:62 (1H, d, J= 8.0 Hz). 6.05 (LIL bre), 4.62 (2H, d,./ = 5.6 Hz), 402 (3H, 9).
3,78 (BH, ), 3.35(4AH, 1, J= 4.8 Hay, 3.23 (4H, 1, J=4.8 Hz), 2.98 2H, q, J=
7.6 Hz), 1,38 (3H, ./ =7.6 Hzl; LOMS: 99.4%, MS (ESI): nifz 522.1[M+Na|
o

58

A THNMR (CDCL): 6 928 (1H, 4, J = 7.2 Hz), 7.36 (1H, ), 7.31
(2H, d, J= 8.4 Hz), .23 (2H,.d, J = 8.8 Hz), 6.98 (2H, d, J = 84 Hz). 6.89
(2H, d, J='8.8 Hz), 6.75 (1K, d, J = 6:4 Hz), 6,00 (1H, brs), 4.62 (2H, d, J =
oY 5.6 Hz), 3:33-3.31 (8H, ), 2.95 (2H, q, J=7.6 Hz), 2.42 (3H, ), 1.38 (3H, 1.
Lfﬂ U =76 Hz); LEMS: 100%, MS (ESL): m/z 488, 1] M+ H|+.

39

Aot E{ e s THANMR (CDCL: 89413 - 9.25 (1H, m), 7.46 - 7.54 (1H, m), 7.27
SN - 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 (3K, 5), 3:35 (4H, d, J=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:
09.0%, MS (81 miz 522, 1[M+ Hi+,

60

BT THNMR (CDCR): 8928 (1H, d, 7— 7.2 Hz), 7.51 (2H, d, 7~ 8.8
Hz). 7.36-7:30 (3H; m), 6.98 (4H..d,.J = 8.4 Hz), 6.76 (1H, ../ = 7.2 Hz), 6:00
(UFL, brs), 4.63:(2H, . F= 5.2 Hz), 3.45-3.34 (SH, m), 2:94 OH, q, F= 7.6 Hz),
2:42-(3H, %), 1.39.(3H, t,J ="7.6 Hz); LCMS: 99.3%, MS(ESI); vz 522.1[M+
H]+.

61

ErHE i THINMR (CDCL): 8 9.41 (1H, d, J= 7.2 Hz), 761 (1H, d, J =88
Hz), 7.25:7.36 (3H, m, avetlap with CDCl; signal), 6:95-7:04 (m,. 4H),
6.26-6,94 (2H, m), 6.0% (18, brs), 463 (2H, d, J= 5.2 Hz). 335 (8H, §); 2.98
(21, q, J = 7.6 Hz), 141 B3I, t,.J = 7.6 Hz); LCMS: 100%, MS (ESI): m/z
WADLT [ M+ H [+,

62

50
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63

Pk THANMRACDCL): § 921 (1H, d, J=6.8 Hz), 731 (ZH, d,. = 84
Hz). 7.24 (2H, d,.J =92 H7), 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), 3.35-3.30 (8H, m),
3.00°(2H, q, 4= 7.6 H), LAG (3H, ' J = 7.6 Hz); LCMS: 100%, MS (ESL):
/7 491, 9 M+ Nal+,

o4

FHEE 1 - HNVIR (EDCT): 8 955 (1H, d, J=6.8 Hz) , 739 (1H, ¢, J=7.2
Hz), 7.28-7.32 (4H, m), 6.99 (4H, d. /= § Hz). 6.83-6.92 (2H, m), 6.07 (1H,
lbes), 4.63 (2H, d,.J =:5.2 Hz), 3:35 (8H, v), 3.01 2H, q..J = 7.6 Hz), 1.39 (3H,
it..J = 7:8 Hz); LOMS: 100,0%, MS (ESD: m/z474.0[ M+ H]+,

P THINMER (CDOL): §9.12 929 (1 H, m), 7.48 - 7.53 (L H, m), 7.29
- 734 (2 Hymy, 7.15°- 7.20{1 H, m), 7.07 - 7.14 (2 H, m), 6.94 - 7.01 2 H,
i), 6,85+ 694 (2 H, m), 595 = 6.04 (1 H,m), 463 (2'H, d, /=552 Hz)), 3.34
(4 H, d,0=5.77 Hz); 5.30:(4. H, d, /=577 Hz), 296 2. H, 4, /=7.53 Hz), 236 (3
H. 83, 2:29 (3 H %), 1.39 (3 B £ J~7.53 Hz); LOMS: 100%, MS (EST): m/z
467 21N HiF

66

CEEF T TH-NMR (CDCLy: 59,14 - 931 (1 I, m), 7.45 - 7.56 (1 H, m), 7.28
7,40 (2 Hm), 719 - 7,30 (21, m), 15 - .20 (LH, i) 6.94 - 7.02(2 I, m),
685 - 6.94.(2 H, m), 5.97 - 6,06 (1 H, i), 4.63.(2 H, d,./~5.27 Hz), 332 (8 H,
../=5.94 Hz), 2.96 (2 H, d, /=753 Hz), 2.36 (3 H. %), 1. 39 (3 H, t, /=753 Hz);
LCMS: 100%, MS (EST) m/z 488.0[ M+ HI+,

07

B THNMR (CDOLY § 930 (1H, d. J~ 7.2 Hz), 7.38-7.28 (5H. m),
7.01 (4H, dd..J = 8.0 Hz. 1.6 Hz), 6:92(1H, 1, J= 7.2 Hz). 6,76 (1H. dd, J =
7.2 Hz, 1.6 Hz), 6.02 (1H, brs), 4.64 (2H, d, J= 5.6 Hz), 3.37 (8H, 5), 297
(2H, ¢, J="7.6 Hz). 2.44 (3H, &), 1.41.(3H, t, J = 7.6 Hz); LCMS: 100%, MS
(EST): m/iz 4761 M+ H]+:

08

AR "HANMRCDCE) 5956 (1H, 4, J = 1.2 Hz), 757 (1K, ¢, J =92
Hz). 7.29-7.35 (5H, m), 7.01 (4H, d,J = 8.4 Hz), 693 (1H, t, J=7.2 Hz), 6.05
(1H, brs), 4.65 (2H, d,.7 =56 Fz), 3:38(8H. 5), 298 (2H, q.J = 7.6 Hz); 142
(3H, 1, J=7.6 Hz); LOMS: 100%, MS (BS1): m/z 496.0[M+ Na]+.

69

BB THNMR (CDCLY: & 944-948(1H, m), 7.33-7.28(3H, m),
72557 231K, m), TOT(4H, d, J= 84 Ha), 6.92(4H, 4, /=7.2Hz7), 6.83-6.78(1H,
m), 6.02(1H, brs), 4.642H, d, J=5.6Hz), 3.37(8H, 5), 2.99-29422H, m).
LAL(3H, 1= 7.6 He); LEMS:99.9%, MS (ESL): iz 480.1| M+ Naf+,

70

BRI e THENMR(CDCL Y 8 9,23 (1H, d, J= 6.8 Hz), 7.34-7.28 (4H, m),
7,08:7.00 (5H, 1), 6,92 (1H, t, 7 =72 Hz), 6.88-6.83 (1H, m), 6.10 (1H, bis),
4,65 (2H, d, J= 5.6 Hej, 3,38 (8. 8), 3.02:(2H, q, J=7.6 Hz), 1.42 BH, t, J 7
7.6 Hz); LCMS: 98 8%, MS (ES; miz 480L1[ M+ Naj+.

71

SR THNVIR (€DC)): 6948 (1H, dd,/— 4.8, 2.0 Hz), 7.59 (1H, dd, J
= 9.6, 5.2 Hz), 7.24-7.35 (5H, m, overlap with CDCl; signal), 7.01 (4H, d. J—
8.8 Hz), 693 (1 H, 4, J=7.6Hz), 6.06.(1H, brs); 465 (2H, d,F =5.6 Hz), 3.38
(REL, ), 2.99 (ZH, 4, J = 7.6 Hz), 142(3L t, J= 7.6 Hz); LCMS: 100%, MS
(EST): e 480, 1 [V Ma+,

o1
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EEE TH-NMR (CDCLY: 8 956 (1H, d, J= 1.6 Hz), 7.40-7.49 (1H, m),
729737 (1H, m), 7.05-7.2% (4H. n1), 6.84-7.01 (4H, m), 595 (1H, brs),
4.48-4.62 (2H, m), 3.65-3.81 (2H, m), 2.89(2H, g, F = 7.6 Hz), 2:69-2.81 (2H,
1), 2.50-2:61 (1H, o, 1.71-1.95 (4H, m), 1.33:(3H, t, J = 7.6 Hz); LCMS:
100%, MS (BS1):m/z $35.0[ M+ H|+.

B

72

FEEE B THNMR (CDCl):8 924 (1H, d, J = 6,8 Hz), 7,18-7.36 (7H, m);
AN 7.1 (1H, d, J = 6.8 Hz). 6.98 (2H, d, J = 8.4 Hz), 6.81 (1H, t, J =69 Hz). 6.03
7 s (LHL, brs), 4.62(2H, d, J=5.5 Hz), 3.82 (2H, d,.J = 12.3 Hz), 2.99 (2H, q, J 5
P . 7.7 Hz), 283 (2H, td, J = 12, 2.8 Hz), 262-2.71 (1H, m), 2.61 (3H, s),
v ‘\Q\\ e 1.83:2.01 (4H, m), 1.36 (3H, t, = 7.5 Hz); LOMS: 100%, MS (ESI): m/z

A 475 2V H

Bt Wr g THINMR (€DCLY 6 9.41-945(1H, m), 7.2902H, d, I= 8.4 Hz),
\Cfﬂ 7:20-7.22(1H, 1), 6936994 ni). 6.85-6.88Q2H, m), 6:75-6.80(1H, m),
74 ‘}m _ 5991H, brs), 4612H, d J=S2HZ), 378GH, 5), 333-336(3H. m),
N~ 3:21:3.24(41], m), 291-2.97(2H, m), L3RG 6 J= 7.2 Hz); LCMS: 98.0%,

A Ny INES QESTY: imile 485, 1 M+ Hi, STOM* HEx

FUEE 5 TENMR (CDCL): & 9.40-9.48 (1H, m), 7.52-7.60 (1L m), 7.30
(2H. d, /=88 He), 7.20-728 (1H, m, overlapped with CDCLy), 7.10 (2H, d, J
R H2), 6,98 (ZH, d, J="8.4 Hz), 6.90 (21, d, J= 8.8 Hz), 6.02 (11, brs);
4,62 (2H, d, J= 5.6 Hz), 3,20-3.40 (RH, m), 2.96 (2H, q. J = 7.6 Hz), 2.28 (3H,
<), 139 GH. € T= 7.6 Hz); LOMS: 100%, MS (EST): iz 494, 1[VE- Na#

73

ErEE i HNMR (DMBO-d,): § 940-9:51 (1H, m), 7:42-7.62 (GH, m),
726740 (3H, 't overlap with CDCl; signal), 6.89-7.10 (4H, m), 6.04 (1H,
lbrs), 4.63 (1H, d../ = 5.6 H7), 3.20-3,50 (8H, m), 2.97 (2H, ¢, J= 7.6 Hz), 1.40
(3H, &= 7.6 Hah LOMS: 100%, MS (BS1): miz 5260 M+ Hp

76

Ere e THNMR (CDCLY: 6°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 CDCly), 6.98 (2H, d..J
= 8.0 Hz), 6.90-2H, d, J =84 Hz), 6.03 {1H, brs), 4.63 (2H, d, J =52 Hz),
3.20:3.45 (8K, m), 297 (2H, g, J= 7.2 Hz), 1.40 GH, t. 4= 7.2 Hz); LCMS;
100%, MS (ES1): m/z492.0[ M+ H|+.

77

EHE R TH-NMR (CDCL): 8 9.60 (1H, d, J= 6.8 Hz), 7.65 (1H, d, J=6.8
H7), 7.25-7.40 (2H, m), 7.10-7.25 (2H, m), 6.90-7.10 (5H, m), 6.09 (1 H, ),
4:62 (OH,d,.J= 5.2 He), 3.70:3,90 (20, m), 302 (2H, q. /= 7.6 Hz), 2.75-2.90
(2H, m), 2.60:2:70 (1H, m), L.R0-2:05 (4H, m); 1.38 (3H, 1, J = 7.2 Hz);
LCMS: 100%, MS.(ESD:imiz 525.0[M + H]+.

78

BB THNMR (CDCL): § 963 (IH, 8), 749 (1H,-d, J = 9.6 Hz ), 7.39
(UL, 4, J=9.6 1z), 7,29-7.35 (2H, m), 7.05-7.20 (4, m), 6,90-7.05 (2H, m),
603 (1H, Brs), 4162 (O, i, J = 5.2 o), 371391 (2H, ), 2.96 OH, 4./~ 7.6
HZ), 2.75-2.90 (2K, m), 2.55-2.70 {1H ui), 2.33 (3H; 8, 1:80:2:05 (4K, ),
1.40 (3H, t, 7= 7.6 Hz); LCMS: 98.1%, MS (ESD): miz 53 11[M+ H}+.

79

HEF A THNMREDCL): § 986 (1H, §), 7.69 (1H, d, 7= 8.8 Hz), 747
(1H, d,.J = 9.2 Hz), 7.28-7.40 (41, m), 6.95-7.10 (4H, m}, 6.87-6.95 (1H, m),
607 (1H, 5), 4,64 (2H, d, /=52 Hz), 3.36 (8K, ), 299 (2H, q. /= 7.6 Ha),
1:42 (3H, 1,7 = 7.2 Hz); LCMS: 100%, MS (CSD: m/z 330.1[M+ H]+.

0 |7
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81

EOEM HNMR (CDCLY: & 9.53 (1H, d, J= 7.2 Hz), 791 (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 He), 3.39-3:41 (8H, m), 3.00 (2H, q, J-
T2 Hz), LARBH, 4 = 7.2 Hz)p LOMS: 98.7%;. MS (ESD); nv/z 508, 1[M
L+

82

WA THNMR (CDCLYE 8 9.42:946(1H, m), 7.31-7.13(3H, m),
T01:686(61, m), 6:80-6.77(1H, m), 6.00(1H, brs), 462(CH. d, J=5.2Hz),
Y AS(UH, 0, S04 H7), 32T, 4, J=4.412).2.97:2.92(2H, m), 1.39(3H, t, J5
7.6 Hz): LCNS: 99.4%, M8 (ESD: m/z 476.1[M+ HJ+,

B BIR: "HNMR (CDCY); 89,25 (1H, d, =7 Hz), 731 (ZH, d, J = 8.3
Hz), 7.12 (1H, d, /=63 Hz), 6.89-7.04 (6H, m), 6.82 (1H; t. J=6:8 Hz), 6.03
(1H, brs), 4.63 (2H, 4, J'= 5.3 Hz). 3.20-3.44 (8H, m), 3.00 2H, 4, J =74 Hz),
2.62 (3H; s,), 1.37 GH, t, J = 7.7 Hz); LCMS: 99.5%, MS (CSI): m/z
494 TV H i+

84

B THNMR (CDCL): 59,58 (1H, d, 4 = 6.8 Hz), 7.66 (1H, d, J= 6.8
Hz), 7.25-7.35 (4H, m), 6.95-7.05 (5H, m), 6.91 (1H, t. 7~ 6.8 H), 6.10 (1H,
lbes), 4:64 (2H, d, J =32 Hz). 336/ (8H, 5), 3.03 (ZH, ¢, J = 7.6 Hz), 138 GH,
t, ./ —7.6 Hz); LCMS: 100%, MS (EST): mz 508.0[M + H]+,

83

S SHANMR (CDOLY: 8 935 (1H, d, J =68 Hz), 739 (1H, d, J = 7.6
Hz), 7.300(2H, d. /= 8 Hz), 6.89:-7.19(6H: m), 6.85(1H, £, J— 7.2 Hz), 6.08
(1H, brs), 4.63 (2H,d, J = 5.6 Hz), 3.35(2H, d, 4 =5.6 Hz), 3.27 (2H, d, J 5
5.6 Hz), 3.00(2H, ¢, J = 7:6 Hz). 1.38 (3H. 1, J= 7.6 Hz); LCMS:100.0%, MS
(EST): vz 492.0| M+ H|+.

86

PO THANMR (CDCL): 8 9.53 (1H, ¢, /=72 Hz); 7.91 (1H, §), 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,
lbrs), 4.63 (2H, d, J =4.8 Hz),.3.32-3:40 (4H, m), 3.27-3.30 (4H, m), 3.00 (2H,
. «Ji= 746 Hz), L42(3H, t, J = 7.6 Hz), LOVIS: 98.8%, MS (BSD: miz
526.0[NH+HI+

87

EHE I THNMR (CDOL): 6 9.86 (1H. 8), 769 (1H, d, .J = 9.6 Hz), 7.48
(1H, d,.J= 9.2 He), 7.28-741 (2H, ), 6.83-7.12 (6H, m), 6.08 (1H, s), 4.64
(OH,d, J =52 Hz), 3.36 (4K, 5), 3.26 (4H, 8), 299 (2H, ../ = 7.6 Hz). 1.42
(3H, t,J=T:6 Hz); LOMS:BY.0%, MS (ESD:miz 526.0{ M+ H|+.

&8

B  HONMR (CDCLY: & 9.60 (1H, d, = 7.2 Hz), 766 (1H, d, 7="17.2
Hz),; 7:58 (2H, 4, = 8.0.Hz), 736 (2H, dy.J = 7.6 Hz), 7.29 (2H, 4, J = 8.0
lz), 6.90-7.05 (3T, my, 6.10.(1H, brsy, 463 2H, & J=3.2 Hz), 375-3.90
(2H, ), 305 (2H, g, J = 7:6 Hz), 2.80-2.90 (2H, m), 2.65-2.75 (I1H, m),
1:80-2.05 (4H. m), 1.38 3H, & 4= 76 Ha); LCMS: 100%; M5 (ESD: miz
575.0[M +H]+.

&9

R THANMR (CDCI3Y: § 939 (1H, d,J =7.2 Hz), 7.58 (1H. d, J = 7.6
H7), 7.20-7.40 (2H, m), 7.17 (2H, d, J~ 8.4 H7). 6.98 (2H.d, 7 =8.0 Hz), 6.87
(2H, d, J = 7.2 Hz), 579 (1H, t. 7 = 7.2 Hz), 6.06 (1H, brs), 4.62 (2H, d, J =
5.2 Hz), 3.70:3.90(5H,:m), 3.0} H,.q. =76 Hz), 283 (2H, ,.J=11.6 Hz),
2.61 (ZH, 1, J = 120 Hz), 1.80-2.00 (4H,'m); 1.38 3H, t. J — 7.6 Hz); LOMS:
100%; MS(EST:m/z 569,0/57 1.0 [M+23]
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\O B THANMR (CDCL): § 9.43(1H. 1, J= 7.6 Hz), 7.22-7.63(5H, m).

ch 6.97(2H, d, J= 8.4 Hz), 6.80QH, d, J= 8.4 Hz), 6.61-6.81(1H, .m), 6.00(1H,

&R brs), 4:61(2H, d, J=4:8 Hz), 3.48-3.55(8H, m), 2.91-2.95(2H, m), 1.39(3H, d,
T, U=7.6 Hz); LCVIS: 99,9%, MS$ (ESI): my/z 492.0[ M+ H]+,

90

B THONMR - (ODCL): § 928 (TH &, 7— 6.8 H2), 7.35-7.22 (9H, m);
6:99 (2H, ;.0 = 7.6 Hz), 675 (1H, ../ =6.8 Hz); 5.98 (1H, brs), 4.62 (2H, d.J
— 44 Hz), 382 (@, & .J— 112 Hz), 2:66 (1H, brs), 242 (3H. ), 1.95-1.83
(4HL, ), 1.40-1,30' (3H,m); LEMS: 100%, MS(ESI): iifz 433, 1[M+ HJ+,

91

FTEE A THNMR (CDCL): §9.25 (1K, .= 7.6 Hz), 728 (2H, 4, J= 8.4
Hz), 717 (2H, d,J =80 Hz), 6:98 (2H, d, J= 1580 Hz),6,80-6.90 (3H. ), 6.60
(1H, d, J = 64 Hz), 5.94 (1H, brs), 4.60 (2H, 4, J = 5.2 Hz), 3.86 (3H, s),
3.70-3:82 (5H, m), 292 (ZH, q, J= 7.6 Hz), 282 (2H, t, J = 120 Hz),
255270 {LH, ), 1.85-2.02 (4H, m), 1.39 (3H. 1, J=7.6 Hz); LCMS: 98.7%.
IS (EST): 7499, 1 [MHH]+, 5211 [VHFNa -

92

HE I THNMR (CDC ) S 044018, 1, J= 7.2 Ha). 73021, d, =8 Hz),
72172401 H, m), TI002H, d, = 7.6 Hz), 6.98(2H, d, J~ 8.4 Hz), 6.90(2H, d,
U= 80 Hz), 6.77-6.81(1H, m), 597(1H, brs), 461{(2H, d, J~ 52 Hz),
3193 46(RH, ‘m) 2,92:2.97Q2H, ‘m), 2.89G3H, 5); 139GH, t, J= 7.2 Hz)
LCMS: 99,9%; MS(ESL): 1mi/z 494.0] M+ Na [+,

AR T H-NMR (CDCIE): 8940 (1H, d, J=6.8 Hz), 7.58 (1H, d, /= 7.6
H7), 731 (2H, 4, — &0 Hp), 714 (2H, 4, J — 8.4 Hz). 7.05 (2H, d. 7 — 84
Hz), 6.85-7.05 (4H, m), 6.80 (1K, €, 7= 7.2 Hz), 6.08 (1H. brs), 4.63 (2H, 4, J
5.2 Hz), 3.18-3:44 (8H, m), 3.02 2H, q. /= 7.6 Hz), 1.38 BH, t, J = 7.6
IHz); LOMS: 98.2%, MS(ESD:miz 601.8/603.8 | M+H|+

B " H-NMR (CDC13):6 940 (1H, & J =68 Hz), 7.58 (1H. d. J = 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
(IH; t;J = 7.2 Hz), 607 (1H; bes), 4.63 (2H, d, J = 5.6 Hz), 3.96 (3H, 3),
3.28-3.50 (4H,th), 3,15-3.28 (4H,.m), 3.02:(2H, q,J = 7.6 Hz), 13§ (3H, t, J =
7.6 He); LCMS: 100%, MS(ESD:im/z 371.6/573.6 [M+23]

95

EE R R THENMR (CDCL): 8 953 (IH, d,J = 7.2 He), 7.91.(1H; §), 7.31
(2H, &, J=8.4Hz), 7.09 (1H, 4, J= 6.8 Hz), 6.81-7.01 (4H, m), 6.87 (2H, d..J
= 9.2 Hzy 6.1 (1H; brs), 4.631(2H, d, 5,6 Hz), 3.79:(3H, 5); 3.35-3.40 (4H,
), 3.28-3.32 (4H, m), 3.00 (2H, q. J = 7.6 Hz), 1.42 (3H, t, J = 7.6 Hz);
LCMS: 100%, MS (LS m/z 538.1[M+ H+

9%

EI AR THENNIR (CDCI3Y: 8 9,40 (1H, d, J = 68 Hz), 758 (1H, &, J = 7.2
Hz), 7.31 (2H, d, J =88 Hz), 7.11 (2H, d, J = §8 Hz), 6:99 (2H, d, J = &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, 4, J = 5.2 H7), 3:20-3.40 (811 m), 3.02 (2H, q, /= 7.6 Hz), 2.29 (3H, ).
138 (3H, 1, J="1.6 Hz); LOMS; 100%:; MS(ESDim%:532.17534. 1 [M+H}+

97

R T H-NVR (CDCLY: §934 (1H, &, F=68Hz) | 739(H, &, J=72
Hz), 7.27 420, d, J=8:4 Hzj, 707 (2H, &, J=84 Hz), 699 (ZH, d, J =84
Hz), 6.83:6.87 (3H, m), 607 (1H, brs), 4.62:(2H, d, J =352 Hz), 3.80-3.82
(SH, m), 3.02 QH..q,f = 7.2 Hz), 282 {20t J =112 Hz). 2.61 (1H.t, J=
116 Hz), 1.81-1:95 (4H, m), 1.38 (3H, t, J = 7.2 Hz); LOMS: 100:0%, MS
(ESH: m/z 525, 1M+ Nal+,

98
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Fr il "HANMR (€DCL): 6 961 (IH, d,.J =68 Hz), 7.68 (1H, d, J=16.8
Hz). 7.3242H, 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 (1 H, brs), 4.66 (2H, d, J=5.2 Hz), 3.31-3.38 {(8H, m),
3:.05(2H, 4, J = 7:6/Hz), 2.31 (3H, 8), 140 (3H. t, J = 7.6 Hz); LCMS: 100%;
MS (ESL): m/z 522, 1[M + HJ+,

100

B HANMR (CDCL):6 913 (1H, d, J =24 Hz), 752 (1H, d, J = 9.6
H2), 7.33 (2H, 4, J= 8.8 Hz), 7.14(2H, d,.F=8.8 Hz), 7.01 2H, d, J=8.4 Hz),
6:93:(2H; o, J = 84 Hz) 6.05 (1H, brs), 4,65 (25, d,J = 5.6 Hz), 3.90 (3H, ),
3.25:3,40 (]H, m), 297 (2H, q,J = 7:6 Hz), 231 (3H, s). 141 GH, t, J = 7.6
Hz): LOMS: 100%, MS(ESTym/z 484.1 [M+H]+

101

B G T HANMR (CDCK): 89,65 (1H; ), 7:51 (1H, d, /=92 Hz ), 741
(1H, d, J=9,6 Hz), 7.3%3 (2H; d, J = 8.4 Hz), 7.13 (ZH. d, J = 84 Hz), 701
(2H, d, J= 8.4 Hz), 6,93 (2H, 4, J =84 Hz), 6.07 (1H, brs), 4.64 (2H, d, J 5
5.2 Hz), 3.26-3.42 (81, m), 2.98 (211, ¢, J = 7.6 Hz), 1.42 GIL t, J = 7.6 Hz);
LENVS: 100%, ME (ESD): m/z 5340 M+ H]+.

102

B LR THENMR (CDCL): 6 988 (TH, 53, 771 (1H, &, 7= 9.2 Hy), 7.49
CLH, dd, =706, 20 Ha), 733 @H, 0= 84 Ha), 713 0H: 4, J= 80 Hz),
7.01 (28, d..J = 8.4 H2),6.93 @H, d..J = 4.8 Hz), 6.09:(1H,5), 4.66 2H. d,J =
5.2 Hz), 3.35-3.45 (4H, m), 3.25-3.35 (4H, m); 3.01 @QH, ¢, /= 7.6 Hz), 2.31
(3, 8), 147 (3H, 7= 7.6 ) LEVIS: T00%. VIS (EST): miz 522.1[M+ H+.

1035

E B THNMR (CDCI): 9.0 (1H, 4, /= 6.8 Hz). 7.34 (2H,d, J=84
Hzy 7.26:02H, .4, F= 8.8 Hz), 7.00-(2H, d,.J =84 Hz), 692 QH, 4, J=9.2
Hz), 6.83 (1H, t, J=7.4 Hz), 6:64 (IH, & J = 7.6, Hz), 6.07 {1E, brs), 465
(2H, d,.J =56 Hz),4.04 (3H, 8). 336 4H. d. /=56 Hz), 533 4H, d, J = 6.0
H7)..3.00 (2H, §. J =76 Hz), 140 -(3H 1, J = 7.6 Hz); LCMS: 100%, MS
(ESD):; miz 526, 1| M+ Nal+,

104

FE AR THNMR (CDCI3): 6 8.99 (1H, dd, 7= 0.8 Hz, /=72 Hz), 731
(2H, d, J =88 Hz), 7.11 (2H,.d,.J = 8.0 Hz), 6.98 (2H, d,./ = 8.8 Hz), 6.93
(2H, d, = 10:0 Hz), 6.81 (1H, t, J =74 Hz), 662 (1H, &, J=7.2 Hz), 6.04
(1H, brs), 4.62.(2H,.d,.J = 5.2 Hz), 4.02 (3H, §). 3.28-3.84 (8H; m), 2.98 2H,
g f = 7.6 Hz), 2.29/(3H; 8); 1.38 (3H, t; /= 7.6 Hz); LCMS; 100%;, MS (ESL):
m/z 484, 1M+ H]+.

105

ErEE A HONMR (CDCL): § 959 (1H, d, J= 7.2 Hz), 7.66 (1H, d, J= 6.8
), 7.30: (28, d, J'= 8:4 Fz), 6.94-7.06 (SH, i), 6.85-6.90 (2H, 1), 6.13 (1H,
brs), 4:63 (2H, &= 5.6 Hz), 379 (3H, 8), 3.34:3.37-(4H, m), 3.19:3.30 (4H,
m). 3.03 (2H, q. J = 7.6 Hz), 1,38 (3H, t, J = 7.6 Hz); LCMS: 99.4%, MS
(EST): mi7 538, [M +HJ+,

106

B THNMR (CDCLY: 8 Y.55 (1H, & =72 Hz), 7.93 (1H, s); 7.33
(2H. &0~ 8.4 Hz), 7.10-7:15 (3H, m), 7.01(2H, d, 7~ 8.4 H7), 6.92 2H, d..J
= 8.4 Hz), 6.10 (1H, bis), 465 (2H, d, # = 5.6 Hz), 3.36-3.40 (4H, m),
3.27:3.38 (40, m); 3.01 2H. @ F = 7.6 Hz), 231 OH, 5), 144 GH, . 7 =76
Hz); LEMS: 100%, M8 (ESD: m/z 522,0[M+ H]+.

107

EEE A THRMR (CDCBE S 913 (TH & 7= 24 Hz), 752 (0H, 4,.7 =98
[z), 7.34 (21, d, J'= 8.8 Hz), 7.10-7.20 (3L, m), 6.92-7.04 (4H, m), 6:06 (1H,
sy, .66 (2H, 4. = 5.6 H2), 5906 H,.8), 3:26-340(8H, m). 298 (2H. g, 7=
7.6 Hz), 142 (3H, 1, J ='7.6 Hz); LCMS: 98.0%, MS(ESD:m/z 554.1 [M+H]+
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108

B THANMR (CDCL): §9.25 (1H, d, J= 7.6 Hz), 731 (2H, d, /=84
Hz), 711 (2H, d, J = 84 Hz),6.99 (2H, d; J= 8.4 Hz), 6.89-6.96 (3H, m), 6.61
(UHL 0, =76 T, 24 1), 595 (11, brs), 4.62 2H,d,J = 5.6 Tz), 3.87 GH,
§3,3.52:3.71 (8H, m), 292 (2H, ¢,.J = 7.6 Hz), 2.29 (3K, 5), 1.39-3H, t, J =
7.6 Hz); LCMS: 100.0%, MS (ESD): n/z 484. 1| M+ H|+, 506:1 | M+Nal|+.

109

EIEaE 4 "HANMR (CDCL): 8 9.88 (1H, 5), 7.72/(1H, d, J=9.6 Hz), 7.50
(L, dd, s 800, 16 He), 7.33 (2H, d, J = 8§ Hz), 6,95-7.08 (4H, m), 6:89
(2H, d, J = 9.2 Hz), 6.10 (1H, 8), 466 (2H, d, J= 56 Hz), 3.81 I, s),
3.35:3:52 (4H, m), 3.21-3.30 (45, m), 3.01 (2H, g,/ = 7.6 Hz), 1.44 GH, t, J =
7.6 Hz); LEMS: 100%;, MS(ESD: mfz 538, 1[M+ HJH-

110

B THNMER (CDCLY: 8 9,27 (1H, d, /= 7.6 Hz), 732 (2H, d, J — 84
Hz), 6.93-7.04 (4H, ), 6:85-6,94 (3H, m); 6:32 (1H, dd, J=7.6, 2.4 Hz); 5.97
(1H, t, =44 Hz), 463 (2H, d, J = 5.6 Hz), 3.89 (3H, §); 3.81 (3H; 9),
330340 (4H, ), 3:20-3.29 (4H, m), 24 OH, g, = T.6 Hz), 141 3H, ./~
7.6 Hr): LOMS: 99:0%, MS{EST): nifz 522, 1[M+ Nal+.

m

B THNMR (CDCLY: 6 9,13 (1H, d,.J = 2.0 Hz), 7.51 (1H, d, J=9.6
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, 4, J =92 Bz), 6,05 (1H, bre), 4:65 (20, d, F=52 Hz), 3.89 3H. 5),
3,30-3.40 (4, my, 3.20-3.30 (45, m), 297 CH, q, J=7.6 Hz), 1.41 (3H, t, J =
7.6 Hz); LCMS: 100%, MSTEST:m/z 5221 [M+23].

112

HEB M HNMRCDCE): & 961 (IH 4 J~ 68 Hz), 768 (1H, &, =72
Hz), 7.20-7.40 (7TH, m), 6:95-7.10 (3H, m), 6.12 (1H, brs), 4.65 (2H,d,J=5.6
H7). 380390 (28, i), 3.06 (2H, . J ~ 7.6 He), 2.R0-2.90:43H m). 2:60-2.75
(1H, m), 1.85-2.05 (4H, ), 1.40 3H, & J = 7.6 Hz); LCMS: 100%, MS (ESI):
m/z S07.0[M + Hf+.

113

P PR HNMR (CDCY); 69.29(1H, d, J= 7:6 Hz), 776 (1H, & J=2.0
Hz), 7.15:7.36 (7TH, m), 6.93-7:05 (3H, m), 6.05 (1H, brs); 4.60 (2H, d, J=5:6
Hi). 4.52-4.63 (2H. m); 2.94(2H, g, J— 7.6 Hz), 2.77-2.89 (2H, m), 2.60-2.71
(1H. m), 1.81-2.02 (4H. m), L.38 (3H, t,J = 7:6 Hz); LCMS: 98.3%, MS (ESL):
my/z- 517, 0fM+ Hi+:

114

B E A HINMRACDCLY: 8916 9.27 (1 H,m), 7.44 - 7541 H, m), 7.23
- 731 (3 H, m), 709 - 720 4 H. m), 6:98 2 H,.d, J=8.60 Hz), 5,981 H, b,
s 46142 H,y 005,51 Hz), 3.80 (2 H, 4, J<12.35 Hz), 2.95 2 H, 4, J=7.72
Hz), 2.77 - 286 (2 H, i), 2:62 (1 H,%), 234 (6 H, &, J-12.35Hy), 1.81 - 1.98
(4 H, m), 138.(3 B €.J=7.50 Hz,); LCMS: 98.0%, MS (ESD: m/z 453.0[ M+
Hp,

115

ST R  EEN MR (CDOT): 8 945 (1 dd: I = 5.2, 2.4 Hz), 7:55 (1H, dd.
= 10.0, 5.2 Hy), 7.20-7.30 (3H, m, overlap with CDCI, signa), 7.10-7.20 (4H,
in), 6,98 (ZH, d, J= 8.8 Hz), 6.01 (1H, brs), 4.55-4:65 (2H, m); 3.81(2H, d..J
= 12,0 He), 2,96 (2H, g, J="7.6:Hz), 2:82 (2H, td, J=12.0, 2.8 Hz), 2.60-2.70
(1H, m), 232 (3H, s), 1.80-2.00 (4H, m), 1.39 (3H, t, J = 7.6 Hz); LCMS:
98.7%, MS (ESL): mi/z 493 O[M:+ Na+.

116

BV THNMR (CDCL): 6 9:41-945(1H, m), 7.292H. ¢, /= 8.4 Hz),
7.19:7.2201H, 1), 712028, 4, /= §4 Hz). 6.92-6.98(5H, ), 6.75-6.80(11L,
m), 5.99( LI, brs), 4.60(2H, d, J=5.2H2), 3.30-3.35(8H, m), 2.91-2.97(ZH, m),
L38(3H, 1,/~7.6 Hz); LOMS: 98.1%, MS (ESL: miz 542 1M+ H+
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117

LM THINMR (CDCh): 8 898 (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,
It S =6.2 Hz), 6.60 (1H, d,J= 7.6 Hz), 6.03 (1H, brs), 4.61 (2H, d, =352 Hz),
4.01 (3H, s} 3.81 (2H, 'd, J='12:4'Hz), 2.97 (2K, ¢, J=T7:6:Hz), 2,82 2H, t. J
= 11,4 Hz), 2:62-2:69 (1H; m), 1.82-1.96 (4H, m), 1.37 BH, t, J = 7.6 Hz);
LEMS: 100%, MS (EST) i miz 5531 M+ H]+

118

2 e THANMR (GDCLy: 8 9,10 (LH, d, J = 1.6 Hz), 7.48 (1H, d, J =
0.6 Hz), 7.17-7.35 (7H, m), 7.08 (1, d, J =7.2 Hz), 6.98 (2H. d, J = 8.4 Hz),
6,02 (1H, brs), 4.62 (2H,/d; /=52 Hz), 3.86 (3H,s), 3.82.(2H, 4,/ =12:4 Hz),
2:94 (2H, g, J = 7.6 Hz), 283 (2H, £ J = 12.0 Hz). 2.60-2.70 (1H, m),
1.80-2.00 (4H;:mmy; 138 (3L 1, J = 7.6 Hz); LCMS: 100%;, MS(EST)im/z 469.1
|M+H

119

ATELE PR THANMR (CDCL): 5934 (1H, d, / = 6.8 Hz), 7.57 (2H, 4, J = 8
Hz), 7.3447.39(3H, -mi), 728 (2H, €, J =& 8 Hz), 6,98 (2H, 4, J = $.4 Hz),
6.85 (1H, t. J= 7.2 Hz), 6.06 (1H, brs), 4.62 (2H. d, 7= 5.6 Hz), 3.82 21, &,.J
= 12,0 Hz), 3.01 (2H, g, J = 7.6 Hz), 2.84 (2H, td, J =28, J = 124 Hz),
2.68:-2.76.(1H, m), 1.84=2.00-(4H; m), 138 GH, £, J= 7.6 Hz): LCMS: 98.5%,
MS (E8T):miz 5411 M-+ HE+,

120

SECME THANMR (CDCLE 8 9.70-9.80 (IH, mi), 7:68 (1H; 4,-J = 8.8 Hz),
746 (I dd, J= 7.6, 2.0 Hzy, 7.26 (28, 4, J=8.8 Hz), 7.16 (2H, dd, J— 4.8
2.0 Hz), 698 (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, s}, 2.992H, q. / =7.6-Hz),
2.75-2.89 (2H, m), 2.53-2,69 (1H, m), 1.78-2.01 (4H, m); 1.40 (3H.t, J=7.6
Hizji LEMS: 100%, MS (ESL): miz S37.00M+ HI+,

121

EER M "HANMR (EDCL): § 9.85 (VH, 5), 7.69 (1H, d,-7 — 5.2 Hz);, 747
(1H, dd, /=76, 2.0 Hz), 730 (2HL, d, J = 8.0 Hz), 7.18-7.24 (2H, m), 6.98
(2H, d,.J= 84 Hz), 688 H, d.J=35.2 Hz), 6:02-6.11 (1H, ni), 463 (2H, d, J
= 5.6 Hz), 3.30-3.35 (8H, m), 2.99 (2H, ¢. J= 8.4 Hz), 1.41 (3H, . J = 7.6 Hz);
LCMS: 100%, MBS (ESD: vz 54 1.8 M+ HI+

122

2R THANMR(CDCE): § 9:15+9.27 (1 H, m), 7.49 (1.H, d, 7=9.04 Hz),
7,22~ 733 (4 H, m); 7.17 (3 H, d, J=8,38 Hz), 6,972 H, d, J=8.60 Hz), 5.94 -
.06 (1 H, i), 4.61 (2 H,d, J=5.51 HZ), 3.80.0 2 H, d, J=12.35 Hz), 2.95 (2 H,
d, J=7.50 Hz), 2.81 (2 H, d, /=243 Hz), 2.57 - 2.69 (1 H, m), 2.35 (3 H, s),
1.92 (2.H, br..s.), 1.85 (2.H, dd, J=12:46, 342 Hz), 1.38 (3 B, 1. /~7.50 Hz);
LONIS: 100%, MS (EST): miz 487.0[MH HI+:

123

iy ar S THANMR, (CDCI3): 89013 (1H, d, J=2.0 Hz), 7.52 (1. &, J =
96 Hz), 731 (2H, & J =841z, T20:2H, 4, = 8.4 Hz), 743 (1H, 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 (1H, brs),
4,65 (2E, d, J= 5.2 Hz), 3:90 (3H, s);, 3.76-3.88 (5H, m), 2.97 2H, g. /= 7.6
), 2.87 (2H, 1, J="12.0; 2.4 Hz), 2:60:2.70 (£H, m}, 1,80-2,00 (4H, m),
141 (3H, t, J=7.6 Hz); LCMS:; 100%, MS(ESI):m/z.521.1 [M+23]

124

A SHNMR (€DCR): & 935 (1H, & J = 7.2 Hz), 7.93 (1H; )
7:30-7.32:(2H, m), 719 (2H, d; J =84 Hz), 7.10 (1H, dd, # = 7.2, 1.6 Hz),
7.01 (2H, d, J=8.8 Hz), 6.89 (2H, 4. J =8.4 Hz), 6,09 (1H, hws), 465 (2H, d, J
= 5.6 Hz), 3.8642H, ), 3:82 (3H, sk 3:01 (2H, q, F= 7.6 Hz), 2.812.89°(2H,
m), 261267 (18, o), 1.86:2.00 @i, m), 144 GH © J= 7.6 Hg); LOMS:
99 1%, MS(ES8Ty: m/z 537.0[M+ H]F
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n B

Frar Az THANMR (CDCI3): 6 9.02 (1H, d, J= 6.8 Hz), 7.61 (2H, 4, Jj
8.0 Hz), 7.38 (2H, d, J= 8.0 Hz), 7.31 (2H, d; J=8:8 Hz), 7.00 (2H, d, J = &.
Hz), 6.83 (1 H, t,J = 7:6 Hz), 663 (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; &t = 2.8 Hz, J'= 12 Hz), 2.73 (1H, m), 1.87-2.00 (4H, m),
141 (3H, 1, J=7:6 Hz), LOMS: 99:1%, MS{ESTy: /7 S37.1[M+ H]+.

2L B THNMR (CDCI3): 5 9.14 (1H, d,.7 = 2.0 Hz), 760 (1H, d,J = 8.4
). .53 (2H, &7 = 9.6 Hz), 7.39 (21, d, J = 84 Hz), 7.32 QH, d, J = 8.4
Hz). 7.15 (2H, d,J = 9.6 Hz), 7.02 (2H, d, J = 8.8 Hz), 605 (1H, brs), 4.65
(2H, d, 7= 5.6 Hz), 3.90 (3H, 8), 3.86 H, &, J = 12.4 Hz), 298 (2H, q. / =
7.6 Hz), 2.87 (2H, td, J = 12.0, 2.4 Hz), 2.70-2,80 (1L, m), 1.88-2.05 (4H, m),
142 (3H, t, J = 7.6 Hz); LOMS: 98.40%, MS(ESL):m/z 337.1 [M+H |+

EHAIE T HNMR (CDCI3): 6 9:13 (1H, d, J = 2.4 Hz), 752 (1H, d, J = 9.6
Hz), 7.317(2H, d, 7= 8.8 Hz) 708721 (5H: m), 702 (2H, d. J — 8.8 Hz), 6.04
(1H, brs), 4.63 (2H, d, 7 = 52°Hz), 390 (3H, sj. 3.85 (2H, . J =120 Hz)|
2.98 (2H, g, 7= 7:6 Hz), 285 (2H, 1, J = 120, 2.8 Hz), 2.61-2.70 (1H, m),
236 (3H, m), 1.80-2.00 @H, m); 1.39 GH, t.J = 7.6 Hz); LOMS: 98.40%,
MS(EST):mvz 483.1 [MHH]+

D A THANME (CDCLY: 8 9,13 (1M, d,J=2.4 Hz}, 751 (0H. 4. J=9.6
Hz), 7.33 (21, d, F= 8.8 Hz), 7.26 (2H. 4, ./ =92 Hz), 7.13 (11, dd, J=9.6,
2.4 Hz), .00 (2H, d, /= 7.6 Hz), 6.92(2H, d, J = 8.8 Hz}, 6.05 (1H, brs); 4.66
(2H, d, J =56 Hz), 3.90 (3H, §), 3.25:3:40 (8H, m), 2.98 (2H, g, J= 7.6 Hz),
LA (H, .0~ 76 Hap LOMS: 100%, MS(EST:miz 504, 1 [M+HP+

e T SHENMR (CDCI3): 8 901 (11, 4= 6.8 H2), 753 (2H..4, 7= 8.8
Hz), 7,34 (2H, d, & = 8.4 Hz), 7,00 (4H, d,J = 8.4 Hz), 6.83 (JH, t, J="7.4 Hz),
6.64 (LH, 4. = 7.6 Hir), 6,08 (LI, bis), 4.65 (2H, ., J=5.6 Hz), 4.04 (3L.8).
3.36-3.47 (RH, m), 3.0] (20, q.J— 7.6 B2, 141 3H, t. J— 7.6 Hz); LOMS:
99,0%, MS(ESD: in/z S38.0| M+ H +,

FER R H-NMR (CDCL): 6 988 (IH, 8), 7.72 (1H. d, J = 92 Hz),
7.48-7.59 (3H, m), 7.34 (2H, d, J = 8.4 Hz), 6.95-7.08 (4H, m), 6.10 (1H, 5),
4.67 (2H, d, J = 5.6 Hz), 3.41-3.52 (4H, m), 3.32-3.51 (4H, m), 3.02(ZH, g, J
= 7.2 Hz), 1:44 (3H, t,.J = 7.6 Hz); LCMS: 98:8%, MS (TSI): m/z 576.0[M+
H+,

A A 'H-NMR (CDCLy): 8932 {1H, 4, J=7.2 Hz), 7.79 (1H, d, J=1.2
Hz'), 7:23-7.34 (2H, i), 6.95-7.08 BH, ), 6.89 (3H, d,F =88 Hz), 6.04:(1H,
brs), 4.63 (2H, d, J = 5.2 Hz), 3.78-3.89 (5H. m), 2.97 (2H, g, J= 7.6 Hz),
2.79:2.90 (2H, m), 2.56-2.69 (18, m), 1,80:2,02 (4H. m), 1.41 3H, t, J=7.6
BE2): LOMS: 98:5%, MS (ESD): mifz 517.0[M+ H+.

AT R THANMR (EDCLY: §9.33 (1TH, . .F = 7.6 Hz), 7.80 (1H, 4, T =1.2
Hz ), 76021, &, J =80 Hz), 739 (2H, d, J= 8.0 Hz), 7.29-7.34 (2H, m),
6.97-7.09 (3H, m), 6.04 (1, brs), 4.64 2H, d, J = 5.2 Hz), 4.56-4.68 (2H. m),
2.9% (2H, g, J = 7.6 Hz), 2.80-2.93 (2H, m), 2,68-2.80:(1H, m), 1.83-2,02 (4H.
il LAT (3H, 6= 7:6 By LOMS:98.2%, M& (EST: miz 585:0[ M+ HJ+.

[0449]
R o)
PN,
s | >
126
127
128
129
N
N W
Oy
131 p
132
133

FEEE HMMR (CDCK): 8932 (IH, &, J— 7.2 Hz), 7.80 (1H, d, 7~ 1.6
Hz J, 7.28-7.37 (2H, m), 7.20-7.26 (2H, m), 6.94-7.09 (5H. m), 6.04 (1H, brs).
A3 (2H, 4, J =36 Ho), 4.57-4:66 (TH. ), 298 (3H,-q. J =76 H2), 2.79-2.90
(2H;, m), 2.59-2.73 (1H. m); 1.80-2.01 (4F. m), 1.41 (3H, t,J=7.6 Hz)

58
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134

I THANMR (CDCL): 8 9.33 (1H, d, J=7.6 Hz), 7.80 (1H, d, J=1.6
Hz ) 7.28-7.35 (6H, mi); 7.17-7.25 (2H, m); 6.97-7.08 (3H. m), 6:04 (1H, brs),
463 (2H,d, J= 5.6 Hz), 4:57-4.68 (2H. m), 2.98 (2H, q. J =7.6 Hz), 2.78-2.89
(ZH, m). 260-2.91 (IH, m), 1.81-200 (4H. m); 141 3H, t..J = 7.6 Hz);
LCMS: 98.4%, MS:(ESD): im/z 552.6[M+ H]+.

135

B THNMR (CDCL): §9.33 (1H, ¢, J= 7:6 Hz), 780 (1H, &, J = 1.2
Fz ), 733 (2H,d,J = 8.8 Hz), 7.21-7.31 (2H, m), 6:96-7.08 (3H, m), 6.88-6.95
(ZH, 1), 6.05 (1H, brs), 4,64 (2H, d, J 5.2 Hz), 3.27-341 (8H, m), 2.98 (2H,
q, =6 He), TAL (BH 6.0 = 7.6 Hz); LOMS: 99.0%; MS (ESD: miz
553, 6[M+ H]+.

136

HEE AR "HINMR (CDCL): 8 9:66 (TH, d,.J = 1.2 Hz), 7.60 (2H, d, 7=80
M7 ), 7.52(1H, d, = 9.2 Hz), 7.35-7.45 (3H, m), 7.29-7.35 (2H, m), 7.02 (2H,
d..J=%.4Hz), 606 (IH, brs), 4.65 (2H, d. /= 5.6 Hz), 3.80-3.91 (2H, m), 2.99
(2H, g, 7= 7.6 Hej, 2:81-2.91 2H, mi). 2.70-2.80 (1H, 1), 1,86-2.06 (4FH, m);
142 (3H, t, J=7:6 Hz); LOMS: 98.9%, MS (ESD): in/z 585.0[M+ H]+,

137

ARG HNMER (CDCE): § 943(1H, 6 J= 64 Hz), T19-730(5H, m);
6.99-7 (02(@H, m), 6.75-6R1(1H, m); 5.99(1H. bis), 461(2H, d, /= 5.6 H7),
3.73-383C2H, 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), 13930, t. J~7.6 Hz); LCMS: 99.9%. MS (BST): m/z
475, 0[M+H]+

138

DR R THENMR (CDCEY: 39.63 (1H, ¢, 74911, 4, =927 Hz), 7.39
(1H,d,d=9.6 Hz), 7.31 2H, 4, = 8.4 Hz), 6.90-7:17 (4H, m), 687 (2H, ;. J
= 8.8 Hz), 6.03 (1H, bes), 4.62 (2H. ¢, J=35.2 Hz), 3.78 (3H. 5), 3:14:3.45 (8H.
m),2.96 (ZH, 4,7 — 7.6 Hz), L40:(3H. 4, 7~ 7.6 Hz); LCMS: 100%, MS{EST):
m/z: 3480 M+H]+

139

BT HNMR (CDCLY 6941 (TH,d F~ 7.2 Hz), 761 (1H, d. T~ 8.8
Hz), 7.20-7,40 (5H, m; overlap: with CDCly signal), 7.18 (2H, d, J =8.4 Hz),
6.82:7.05 (3H, m}; 601 (IH, brs), 4:63 (2H, 4, J— 5.6 Hz), 3.82 CH, d. J
12,0 Hz), 2298 (ZH, ‘¢, J =76 He), 2.83-(2H. t, J = 11.2 Hz), 2.53-2.70 (1H,
), 1.72-2.03 (4H, m), /1 41 3H, t,.7=7,6 Hz); LCMS: 100%, MS (ESD; m/z
473 0[M+H]+:

140

R P THANMER (CDCL): 6 9.16 - 9.29 (my 1 H), 7.58 (br.s., 3 H), 7.12 -
741 (i, 6 H)6.99 (be. 5, 2 H), 594 = 610, 1 H); 4.62-(be. &, 2 H), 3.83 (d
F=10.54 Hz, 2 H), 2.95 (d, J=6:53 Hz, 2. H), Z:84 (br. 5, 2 H), 2.72 (br.'s, 1 H),
2.36:(d, /=427 Hz, 3 H), 1.85 - 2.04 (m, 4 H), 1.31 - 1.47 (m, 3 H); LCMS:
09,19, MS (BST) iz 5 2L 0[N HE¢

141

B R "H-NMR (CDCl): 6 9.28 (1H, 4,7 = 7.2 Hz), 7.35-7.29 (GH, m),
700 (2Hd, S =80 Hz), 6.98 (2H, d, J = §4 Hg), 675 (2H, 4, = 6.8 Hz),
5199 (1H, Ds), 462 (31, d, J = 5.6 Hz), 335-3.20.(RH, m), 295 (2H. q,.7 = 7.6
Hz), 242 (3H, 8),.2.29 (3H, %), 139 (3H, © = 7.6 H2); LCMS: 100%, MS
(EST): miz 490, 1 [M+ H+,

142

FHE A K 'HENMR (CDCL): 6 9.35 (1H, d. J = 6.4 Hz), 740 (1H, d, 7= 7.2
7). 731 (2H, d, J = 68 He), 714 (CH, d. J = 7.2 Hz), 694-7.00 (4H, m),
6.86-6.88 (1H, m), 6.08 (1H, brs), 4.64 (211, 5}, 3.34 (8H, ), 3.02 (2H, d, J =
7.2 Hz), 139 GH, t,J = 7.6 Hz); LOVIS: 97.9%, MS (BSI): m/z 474.0[M+
1.
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B TH-NMR (CDCLY: 8 9.40 (1H, d, J = 6.8 Hz), 7.45-7.65 (3H, m),
30745 (2H, i), 7.20:7.30 /(2 H, m), 7.00(2H, d, J=7:6 Hz), 6.80 (1H, £, J=
7.2 Hz), 6.07 (1H, brs), 4.62.(2H, d, 7= 5.2 Hz), 3.83(2H, d, J = 12.0 Hz),
3,02 (2H, g, J = 7.6 Hz), 285 (2H, t,.J = 12.0 Hz), 2.73 (2H, t. J = 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]

143

AL R THANMR (DO § 925 (1H; d,.J =7 Hz), 7.29-(2H, 4.0 = 83
Hz) 7.07-7.20 (SH, m), 6.98 (21,0, J = 8.5 Hz), 6.82 (11, t, 7= 6.9 1z), 6:01
(1H, brs), 462 (2H, d, J=53 Hz), 3.81 (2H, d, J=12.0 Hz), 2.99 (2H, q, I =
7.5 Hz), 283 (ZH, td, J= 11.7, 2.0 Hz); 2.55-2,68 (1H, m); 2:61 (3H, 8), 2.33
(3H, 8),-1.82-1.98 (4L, m), 1.37 (BH. 1, 4=7.5 Hz); LCMS: 98.7%. MS (ESI):
iz 489, [[M+ H]3.

144

AR HINMR (CDCLs): §9:25 (1H, 4, J = 6.8 Hz), 7.58 (2H, d, F=8.2
Hz), 7.36 (2H, d, J =82 Hz), 730 (2H, d, J=8.6 Hz), 711 (1H, d, J =66
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, 7 =55Hz), 3.83 (2H, d, J= 12,3 Hz), 3.00:(2H, g, J=7.6 Hz), 2.84 (2H, 14,
L =12,2:5 He), 268278 (1H, m), 2.61 (3H, 8), 1.84-2.02 (4H, m), 1.37 (3H,
t. J— 7.5 Hz): LOMS: 98.6%. MS (ESD:m/ 5211 M+ H]+.

145

S THANMR (CDCLY: 8 9.86 (1H, d,.J = 0.8 Hz), 768 (1H,d. J = 9.6
H7), 7.56 (20, d, I =80 Hz), 746 (11, d, J= 92 Hz), 7.35 (4. d. J = 8.0
Et7), 7.2942H, d, J= 8.4 Hz), 6.98 (2H, d, =88 Hz), 6.06 (1H, m), 4.63 (2H,
d. J=75.2 Hz), 3.83 (2.4, J=12.4 Hz), 2.99 (21, q. J = 7.6 11z), 2.80-2.91
¥ (2H, m), 2.57-279 (1H, m), 1.82-2.05 (4H, m), 141 (3H, t, J = 7.6 Hz);
v LEMS:99.3%, MS(ES): in/z 575.0[M+ Hi+:

146

ZIE A THINMR (CDCL): § 934 (1H, dd, J =8 Hz), 7.38 (1H, dd, J= 8
Hz), 7.27 (2H, m) 7.07<7.17 (4H, m); 6.98 (2H, d, 7= 8.40 Hz), 6.84 (1H.t, J
= 7.2 Hz), 6.05 (1H, brs), 4.61 (2H, d,J= 5.6 Hz), 3:81 (2H, d, /=124 Hz),
3.01 (2H; g = 7.6 Hz), 282 (2H, td, 7=2.8; J = 12.0 Hz), 2.62 (1H, m); 2.32
(3H, ), 1.85-1.96 (4H, m), 1.:37 GH,t, J =8 Hz); LCMS:100,0%; MS (ESD):
im/z 487 1IM+ Hi+.

147

BEE R THINMR (DO 6 9.20 (1H, d, J = 6.8 Hz), 7.29-7.17 (4H, m),
7.04-6,96 (3H, 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), 2.67-2.60 (1H.
m), 1,95-1.79 (4H, m), 1 .39 (3H, t..7 = 7.6 Hz); LCMS: 98.7%, MS (ESI); m/z
475 0[M+ Hl,

143

EHEE 18 "HNMR (CDCL): 6 9.40-9.49 (1H, m), 7.55 (1H, dd, J=9.6, 4.8
Hz); 7.294(2H, d,.= 8.4 Hz), 7.19-7.28 (2H, . overlap with €DCly signal),
6.90-7.00 (4H, m), 6.84 (2H, d,.F= 8.4 Hz), 6:03 (11, t,.J=4.4 Bz), 4.61 (ZH,
d, J=5.6 Hz), 3.77(3H, ), 3.30-3.40 (4H, m), 3.15-3.25 (4H, m), 2.96 (2H. q,
'=7.6 Hz), 1.39 (38, .7 ="7.6 Hz); LCMS: 100%. MS$ {ESI): iz 488. 1[M+
H+.

149

AT s THANMR (CDCT): 8 9.45 (1H, dd, J=4.8. 2.0 Hz), 7.56 (1H, dd,
F=10.0, 56 Hz), 720-731 (3H, i, overlap with CDCI, signal), 7.16 (2H, d,.J
= 8.% Hz), .98 (2H, d f = 8.8 Hz), 6:86.(2H, d, J = 8.8 Hz), 595:6.05(1H;
m), 4.61 (2H, d, J= 5.6 Hz). 3.76-3.88 (5H, m), 2.96 (2IL q. J = 7.2 Hz),
277287 (2H,m), 253266 (1H, m), 1.78-1.99 (4H, m), § 139 GH. t, J=7.2
ot Hz); EOMS: 100%, MS(ESI: miz 4870 [M+H]+

150
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151

e THANMR. (CDCI3): & 8.97 (1H, dd, J = 04 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 (11, d, J=7:6 Hz), 602 (1H , brs), 4.60 (211, d, J =5.6 Hz), 4.00
(3H, 5), 3,80 (2H, &, J=12.4 Hz), 2.95 (2H, q,J = 8.0 Hz), 2.82 2H, td, J=2.4
Hz, J =124 Hz), 2.66-2.60 (1H, m), 1.95-1.82 (4H, m), 1.37 3H, /= 7.6
Hz); LOMS: 100%, MS.(ESD: miz 487.1[M+ H}+.

152

rer R "H-NMR (CDCL): 8 8.97 (1H, dd, J = 0.8 Hz; J = 7.2 Hz),
7.25:728 (ZH, m); 717 QH, d, J=2.0 Hz), 715 OH, &, J= 1.6 Hz),
6.96:6,98(2H, m), 6.84-6.87 (2H, m); 6:80 (1H, t;J= 7.2 Hz), 6.60 (1H, d,.J =
7.2 Hz), 602 (IH, brs), 4.60 (2H, d, J = 5.6 Hz), 4.0 (3H..5), 3.78-3.81 (SH,
m), 2.96 (2H, g..J = 7.6 Hz), 2.80 (2H, td, 7=2:4 Hz, J = 12Hz) 2:60 (1H, m),
L82-1.99 (4H, 1), 137 (3H, ¢ .J="7:6 Hz); LOMS; 100%, MS (ESH: my/z
521 [M+ Naj+,

153

L A THANMR (CDCL): 8 9.45 (1H, dd, J = 5.2, 2.4 Hz) , 7.56 (1H, dd, J
=9.6, 8.2 Hz) , 7.15-7:32 (5H, m, overlap-with CDCl, signal) , 6.90-7.05 (4H,
i), 6,01 (1H, brsy , 4.60/(2H, d, J = 5.6 Hz) . 3.80 (2H, d, J = 124 Hz) , 2.95
(ZH. ‘g, J'= 7.6 Hz} , 278286 (2H, wm) , Z260-270 (1H, 'm) , 1.78-2.00 4H,
). 138 (3K, 7= 7.6 Hz)y LOMS: 100%, MS (EST: miz457. 1M+ H]+.

154

A R THEONMR (CDCL): 89,57 (1H, 4. J = 7.6 Hz), 7.64 (1H, d, /= 7.2
Hzj, 7.20-7.30 (4H, m), 715 (2H; d, /= 8.6 Hz), 695-7.00 (3H, m). , 6.08
(1H, brs), 4.62(2H, 4.7 = 6.0 Hz); 3.68-3:85 2H, m); 3.03 (2H, g F=7.6 Hz),
078288 (2H, w, 265272 (VH, m), 1.80:2.00 (4H,_m), 137 GH. 4, 7~7.6
Hz); LOMS: 100%, MS (ESI): miz 591.0[M + Hi+.

155

B THNMR (CDCL): 8 9.27 (TH, ¢, J =72 Hz), 7.35 (1H, ), 7.28
(CH, d..J— 84 Hz), 7.16(2H, 4d; J 6.4 Hz, L.0O.H7), 6.97.(2H, dd. 7= 8 &K Hz,
2.0 Hzj, 6.86 (2H, dd, ./ = 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, /= 2.8 Hz), 5.81:3.78 (3H, m), 2.93 (211, y, J=8.4
Hz). 2.83 (2H;td,.J = 12 Hz, 2.4 Hz), 2.66-2:56 (1H, m), 241 (3H, d, J=0.4
Fiz), 1,98-1.82 (4H, m), 1.37 (3H, t, J = 7:2 Hz); LEMS: 100%, MS (ESD): vz
4831 [M+ H]+

156

FE R "HANMR (CDCLY: 6 9.56 (1H, 5), 7.40-7.50 (3H, m), 7.29-7.37
(1EL 1), 7.21-7.29 (2H, m); 6.81-6.97 (4H, mi), 5.98 (1H, bis), 4.56 (2H, d, J=
5.6 Hz), 3.41<3.51 (4H; m), 3.22-3.41 (4H, m), 2.89(2H, g, J = 7.6 Hz), 1.33
(3H, t,/=7.6 Hz): LOMS: 100%; VIS (BST): m/z 586,0[ M+ H]+.

157

SHEE M HNMR (CDCL): § 9,39 (1H; d, J= 5.6 Hz), 7.59 (1H, d, =88
Hz),: 7.26:7.35 (3, 1, overlap with CDCly- sigual), 7.10-7.17 (4H; m);
6.95:7.03.(2H,:m), 6.9L(1H, £, 7= 6.8 Hz), 5.96-6.05 (1H, m); 461 (2H, d,.J—
5.6 Hz), 3.75:3.85 (2H, m), 297 (2H, g, J = 7.6 Hz), 2.76-2.88 (2H, m),
2.56-2.68 (11, m), 232 (3H. 8), 1.80-1.99 (41, m), 1.39 (311, 1, J = 7.6 Hz);
LCMS: 98.4%, MS (ESI): m/z475.1[M+ Na+,

158

£ B MEENVIRCC DI 3-8 9254 (1 H. dd, J = 2:0 Hz, F = 0.8 Hz), 7.50-7.60
(3H, m), 7:36-740 (2H, m) 7.27-7.32 (3H, m), 6.93-7.00 (CH, m), 6.04 (1H,
brs), 4.63 (2H, d. J='5.6 Hz), 3,78-3.86 (2H. ), 2.98 (2H, 4, J = 7.6 Hz),
2.82-2.89 (2H, 1), 2.69-2.80 (1H, m), 1.82:2.00 (41, m). 140 GH, ¢ J—7.2
Hz): LOMS: 100%, MS (ESD: m/z 541, 1M+ H+
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PO THANMR (CDCL): §9.65 (1H, d, = 1.2 Hz), 7.51 (1H, &, /=922
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, &, J = 5.2 Hz),
3.76-3,90(2H, t); 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 (ESD): nv/z
5530/ M+ H4-

160

et THANMR (CDCL): 8 9.37 (1H, dd, = 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, d, J =
8.0 Hz), 701 (2H, d, J = 8.8:Hz), 6.86-6.94 (3, m), 6.09 (1H, brs); 4:65 (2H,
d, o =5.2 Hz), 3.37 (4H, 89, J1. = 3.6 Hz; /2= 7.2 Hz), 3.31 (4H,.dd, JI =2.4
Hz, J2=5.6 Hz), 3.04 (2H, ¢, = 7.6 Hz), 1.41 (GH, t, J= 7.6 Hz); LCMS:
98.4%, MS (ESL: miz- 488, 1| M+ Hi+

161

B THINMR (CDOCLY 6 923 (TH, & J=6.8 Hz), 7.53 (2H, d, J=8.8
Hz), 7,34 (2H, d, J= %4 Hz), 7.08-6.99 (5H, m), 6.88-6.83 (1H, m), 6.10 (1H,
lbrs), 4:66:(2H, &, /=56 Hz), 348336 (8H, m},/3.01 2H, ¢ F=7.6 Hz), 1.43
(3H, t,./— 7.6 Hz): LOMS: 99.5%, MS (EST): miz 526.1[M+ H]+.

FERR: THNMR (CDOL): §9.48 (1H, dd, .7—4.8, 2.4 Hz), 7.59 (1H. dd. J
=9.6, 5.2 Hz), 7.25-7.33 (5H, 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), .64 (2H. d,.J = 5.6 H), 3.84
(ZH. d, =124 Hz), 299 (OH, q. /= 7:6 Hz), 2.85 (2H, td,J = 12.0,2.4 Hz),
2.60-2.70 (LEG my, 1.R0:2.00- (4l i), 14231, £ J=7.6 Hz): LEMS:98.7%,
IMS(EST): miz 491 :.0[M+ H]+.

163

SO PR THANMR (CDEL): & 928 (1H, d, J = 72 Hz), 7.35 (1H, s),
7305726 (2H, my, 7.21-7.18 (2H, m); 7.02-6,97 (4H, m), 6.75 (1H, dd, /=72
Hz, 1:6 Hz), 5.98 (1H, bis), 4:61 (2H, d, J=5.6 Hz), 3.80 (2H, d, J= 2.4 Hz),
2:94(2H, q, J — 7.2 Hz). 2.82 (2H.td, F~12 Hz, 2.4 Hz), 2.68-261 (1H. m),
2.42 (3H, s), 1.98:1.80 (4H, m); 1.38 (3H, t, J = 7.2 Hz); LCMS: 100%, MS
(EST): myz 4711 [+ H]+:

164

PR T HANMRACDCL): 5 9:44(1H, £, Ji=7.6 Hz, 6.0 Hz), 7.53(2H, d, /=
7.6 Hz), 7.3402H, d, J~8.8 Hz), 727(2H. 4, J= 7.6 Hz); 7.21-7.23¢1 H, m),
TAS(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), 2.82-2.88(2H,
m). 2.70-2.77(1H, im), 1.63-1.99(4H, m), L.23(3H, t, J~ 7.6 Hz); LCMS;
99.1%, MS (EST): m/z 525.0[M+ HJ+ 490, 1 [M+ Na+

165

FHEE e THANMR (CDCL):8'9.45 (1H, dd, J=5.2, 2.4 Hz) , 7.56 (1H, dd, J
=10.0, 5.2 Hz) , 7.18-7.40 (8H, m, overlap with. CDCly signal), 7.00 (2H, d, J
~ 8.4 Hzy , 6,02 (1H, brs) , 4,62 QH, d,.J =52 H7) , 3.82 (2H, d, J —12.4
Hz) , 297 (2H, q, = 76 Hz) , 2.80-290 (ZH, m} , 2:60-271 (TH, m) ,
180205 (4H, 1), 140-(3H, t, J = 7.6 Hz); LEMS: 100%, MS (ESI): m/z
457.0[M+ H]+

166

B THANMR (CDCL): § Y44(1H, t, J= 72 Hz), 721-735(7H, m),
T00(2H, d, I= 84 Hz), 677-681(1H, m), S.60(1H, brs), 4.61(2H, d, 7=5.6
Hiz), 3,81-3.84(2H, ), 2.92-298¢1 H, m), 2.81-2.88(2H, 'm), 2.62-2. 70{1 H; m),
1.86-2.01(4H, m), 1.390H. t. /7.6 Hz); LCMS: 99.9%. MS (BST): m/z
457.0[VH H]+.
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TR THAINMR (CDCLY: 8:9:2041H, d, = 6.8 Hz). 7.35-7.20 (6H,.m),
@4 705698 (3H, in), 6:86-6.81 (1H, m), 6.06:(1H, brs), 4.62 (2H, d, J=5.6 Hz).
67 S \{/ 3.84:3.81 (2H, mY, 3.00:(2H, q, J'= 7.6 Hz), 2.87-2.81 (2H, m), 2.71-2.63 (1H,
g i), 2.01-1.86 (4H, 'm), 1.40(BH, 1, J= 7.6 Hz); LEMS: 100%, MS (ESD); m/z
LQM 4ST.0[MF ]+,
b P i HNMR (CDCIR): § 9.39 (1H, d, J=6.8 Hz), 7.58 (1H. d, J=7.2
CF‘ Hz), 7,18-7.38 (8H, my), 6,99 (2H, d, J= 7.6 Hz), 6.80 (1H, t, / =7.2 Hz), 6.07
168 N (1H, brs), 4:62 (2H, d, J = 5.6 Hz), 3.82 (2H, 4, J=12.4 Hz), 3.02 QH, ¢, J=
ST 7.6 Hz); 2:84 (2H; t, F = 11:6 Hz), 2:60:2.75 (1H, mj, 1.85:2:00 (4H, m), 1.38
S (OH, €, J = 7.6 Hz): LCMS: 100%, MS(ESDimitz 516,8/518.8 [M+H].

FHZ R "HENMR (CDCL): 6 9.86 (1H, 5); 7.69 (1H, d, 7= 9.2 Hz), 7.47
3 (1H, dd, J=7.6, 1.6 Hz), 7.28 QH, t.J =84 Hz), 7.12 (4H, 5}, 6.99 QH. 4, /=
X 2.0 Hz), 606 (1H; m), 4.63(2H, d, J=5.2 Hz), 3.82 (2H, d, J=124Hz), 2.99
N (CH, q, /=72 Hg), 281-2.86 (ZH, m), 2:58-2.70 (1H, m); 233 3H, 5,

\\@\Q\Q\ 1:82-2.02 @H, m), 141 B3H, ¥, J= 7.6 Hz); LEMS: 100%, MS(BSL): miz

521.01M+ H|+.

P

169 | F

S HANMR (CDCL): §9:41 (1H, & J=7.2 Hz), 761 (1H,d, J=88

@* Hz), 7.15-7.36 (8K, i, everlap with CDCls signal), 6,99 (2H, d, J = 8.8 Hz),

| ™~ 6.92 (11 t./= 7.2 Hz), 6.02 (LH, brs), 4.63 (2H.d,J = 5.6 Hz), 3.83 QI d. J

Ay =12.0: Hz), 2,98 (OH, ¢, = 7.6 Hz), 272-2.90. QH, m), 2.60-2.70 (IH, m),

1.81-2.04 (45 my, 1.40 OH; 1, F= 7.6 Hz); LOMS: 99:3%, MS-(ESI); m/z
39: 1M+ H]+:

A THNMR (CDCL): & 928 (1H, d, J = 7.2 Hz), 738 (1H, s),
7.30-7.258 OH.m); 7.17-7.15Q2H, t0),.6.98 (2H, d. J =84 Hz), 6.77{1H. 4. J
= 6.0 Hz), 5.98 (1H, bg), 462 (2H, 4, J=5.6 H2), 295 (2H, q. 4 = 7.6 Hz),
2:83 (2H, 1d. = 10.8 Hz, 24 1z), 2.70-2:62 (1H, m), 243 (3H, 5), 2:03-1.75
(4H, m), 1.39 (3H, 1, J = 8.4 Hz); LOMS: 100%, MS (EST):; m/z 537.1[M+
E ]+,

171

EEEL T e HENMR (€DCIBY: S 911 {18, d, J'= 2.4 Hz), 749 (1H, 4,7 = 9:6
Hz), 7.26-7.35 (4H, m); 7.18 QH, &, J = 84 Hz), 7.10 (1H, dd, J = 9.6, 2.4
Hz), 6.98(2H, d, T = 8.4 Hz), 6.02 (1H, brs), 4.63 (2H, d,.J = 52 Hz), 3.88
(3H, 8), 3.82 (2H, d, J = 124 Hz), 295 (2H, g, 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, J = 7.6 Hz);
ILCMS: L00%, MSEESDimnz 503.0 [M+H |+

172

FrEE 4 THINVIR (CDCL): 69:24-(1H, 4, =7 Hz), 7.26-7.31 (4H, m),
(/LF\ 715720 (2H,m), 711 (UHL 4,00 =7 Hz), 6.98(2H, d, /=85 Hz), 6:82. (1K, t,
P F'=6.9 Hz), 6.03 (1H, brs), 4.62(2H, &, J =353 He), 3.81 (2H. ¢, J = 12:5 Hz),

A 299 (2H, q, Ji=7.5 Hz), 2.83 (2H, 4d, T~ 12:2, 2.5 Hy), 2.62:2.69 (1H, m),
2,61 (3H, ), 1.79-1,98 (4K, my, 1.37 (3K, t, J = 7.5 Hz); LCMS: 100%, M$
(ESI): m/z 487.0[ M+ H]+:

173

ErE R "H-NMRA(CDCL): 59,19 - 9,27 (m, 1 H) 7.46 ~7.55 (m, 1 H), 7.25
- 7.32 (4 HY, 744 - T2 (my 3 H), 6,92+ 707 (g, 2 H), 5.96 -6.12:(m; 1 H)
.59 - 4.65 (m, 2 HY, 3,77 - 389 (i, TH), 2.91 ~3.00 (m, 2 H), 2.77 - 2.90 {in,
2 H), 2.61 - 2,75 (m, 1 H), 237 (s, 3 1), 1,80 - 2.00 (w4 H), 1.40 (s, 3 H);
T.CMS:100%, MS, (EST): mifz $37.0[M+ H]%.

174

A THNMR (EDCL): § 942946 (1H, m), 730:7.21 (3H, m),
7075705 (2H, m);, 6,99 (2H, d, J= 7.6 Hz), 6.81-6.77 (1H, m), 5,99 (1H; brs),
4,61 (ZH, d, /= 5.2 Hz), 2.97-2.92 (2H, m), 2.86-2.80 (2H, m), 2.67 {1H, m),
1.97-1.89 (41, m), 1.41-1.37 (3H, t, J= 7.6 Bz): LCMS: 99.9%, MS (ESD: m/z
S41.0[M+ Hi%:

175
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176

BB AG HNMROBC): $:9.200(1H, & 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), 300 2H, q.J = 7.6/ H7), 2.86-2.80
(ZH, m); 2:68-2.60 (1H, m), 1,96-1.83 (4H, m), 1.40 (3H, t, J = 7.6 Hz);

LCMS: 100%, MS (ESD): m/z 491.0[M+ H]+.

177

K THINMR (CDEBY: §:8.99-(1H, d, /= 6.8 Hz) 7.20-7.35 (7H, m),
6.99 (2H, d, J = 8.0 Hz), 681 (1H, §, ./ =7.6 Hz), 6.61 (1H, 4, J =7:6 Hz), 6,04
(1EL, Brs), 4.61 (2, d. J'=5:6.1z), 4.01 (31, $),3:82 (2. d, J =12 Hz), 2.98
(2H, g = 76 H) 283 0H. .7~ 9.6 Hz), 2.63-2.69 (1H. m), 1.89-1.98 (4H;
), 1.38(3H, £, F=7.6 He); LOMS: 100%, MS (EST): m/z 469,00 M+ T+

178

FrEsFEfR: THNMR (CDOL): 8 9.86 (1H, s, 769 (1H, d, J =92 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), 463 (IH, 4, J~ 5.2 H7), 3.83 (2H, d,.J~ 12 Hz), 297 (2H. q, J = 7.6
Hz), 2.71-2.88 (2 B, m), 2:57-2.63 (1H, m), 1,812,053 (4H, m), 141 (3H.{, J =
7.6 Hz); LOMS: 100%, MS (ESD:mi/z S07.0[M+ H]+.

179

TS "HINMR (CDCL):89.10 (1H, d, J=2.4 Hz), 749 (1H, d, 7= 9.6
Hz), 7.29°(2H, d, J = 84 Hz), 7.15-7.25 (2H, m); 7.11 (1H, dd, J = 84, 2.4
Hz), 7.00 (1H, t, J = 8.8 Hz), 6.03 (1H, brs), 4.62(2H, d, J = 5.6 Hz), 3.87
(3H, 8), 381 (21 d, J = 124 Hy), 295 (2H, q, 7 = 7.6 Hz). 282 QH. 14, 7 =
12.0, 2.4 Hr); 2.55:2.70 (1H, m), 1.80-2.00 (4H, m). 1.39 (3H, & J= 7.6 Hz);
LCMS: 100%, MS(ESD:m/z 487.0 [M+H]+

186

ATEE AR THNMR (CDCLY:§9.40 (1H, . J= 68 Hz), 7.60 (1H,d, =88
Hz), 7.25-7,35 (3H, m; overlap with CDEL, signal); 7.17 (2H, d, J =84 Hz),
6.99 (2H, d, J= 8.8 Hz), 6.89-6.91 (1. m), 6.87 {2H, d, J=8.8 Hz). 6.02 (1H,
brs), 4.62 (2H, d; /=52 Hz), 3.72-3.84 (5H, m), 2.98 (2H,.q, J = 7.6 Hz),
2.77-2.87 (2H, m), 2.56-2.67 (1H, m), 1.63-1.98 (4H, m), 1.40 GH. t, 7= 7.2
Hzj; LOMS: 99.2%, MS (BSI); m/z 491.1 [M+ Nal+.

181

EOE A THAINMR (CDCh): 6 9.24°(1H, d, 7= 6.8 Hz). 7.23-7.32 (4H, m),
7.16 (2H, d, J= 8.3 Hz), 711 (IH, d, J= 6.8 Hz), 6.98 (2H, d, J = 8.5 Hz),
6.8 (1H, 't J'=69 Hz), 6,02 (LH, bis), 4.62 (2H, d, /=53 Hz), 3.82 2H, d..J
= 12.0 Hz), 2.99 (2H, q, J = 7.6 Hz), 2.84 (2H, 1d, J = 12.1, 2.4 Hz),
2.627-2.72 (IH, m), 2.61 (3H, 8), 181200 (48, m); 1.37 GH. t, J=7.7 Hz);
LOMS: 100%, MS (CSD: mitz 337, 1[M+ H]+.

182

FIEE P THENMR (CDCL): 8 9.11 (1H, d. J = 2.4 Hz), 7.50 (1H, d, J = 9.6
Hz). 7:22-7.32 (48, m). 7.17 (2H, d. J = 8.4 Hz), 7.10 (1H, dd, J = 9.6, 2.4
Hz). 6:99 (2H, d. J = 8.8 Hz), 6.02 (1H, brs), 4.62 (2H, d, J = 5.6 Hz), 3.88
(3H;'5), 3.82 (2H, ¢, 4 = 124 Hz), 2.95 (2H, ¢, J = 7:6 Hz), 285 (2H, td, 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);
LOMS: 100%; MS(ESD:mfz 553.1 [M+H]+.

183

EEE AR THNMR (CDCL): 8 9,35 (1H, 4, J = 6.8 Hz), 740 (1H, d, 7=7.2
Eiz), 7,29 (2H, d, J'= 84 Hz), 7.20 (2H, dd, / = 88, J = 5.6 Hz), 698-7.03
(4H, m), 6.86 (1H, 1, J=7.2 Hz), 6.07 (1H, brs), 4.62 (2H. d,./ = 5.6 Hz), .82
(2F, 4, &= 124 Hzj, 3.02(2H, q, F="7:6 Hz), 2.83 (2H, t, J=11. 2 Hz),
2:64:2:65 (1H, m); L.84-196 (4H, m), 1.39 3H, t.J = 7.65 Hz); LCMS:
100.0%, MS (ESI): m/z49 0[N+ HJ#.

184

B THNMR (CDChLY 59,25 (TH 4, #= 7.6 Hz), 7.22-7.32 (4H, m),
7.16 (2H. d, T = 8.4 H7), 6.98 (2H, d, J — $4 Hz), 6.89 (1H, d..7 = 2.4 Hy),
b:60(TH, dd,. /= 6.4 Hz, 2.8 Hz), 5,94 (18, brs), 4.60 (2H, d, J= 5.6 H2), 337
(3, 83, 382 (2L, d, =124 Hz), 292 (3T, q, =76 Hz), 2.82 (21, td, J =
12:0Hz, 2.4 Hz), 2.60:2.72 (1H, w1, 1.70:2.02 (@H, 1), 139 GH, £, /=76
Eiz): LOMIS: 100:0%, MS (ESI): mvz 553.1 [MEHT+
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PO THANMR (CDCL): §9.39 (1H, d, /=68 Hz), 7.58 (1H, &, S =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, 4, = 7.2 Hz), 6.08 (1H, brs), 4,62 (2H, ¢, J=5.6 Hz), 3.83 QH, d,J =
124 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 U, t J = 7.6 Hz); LCMS: 100%,
MS(ES Tz 601.0/603.0 [M+H]+

186

A THINMR (CDCLY 60953 (1H, d, J = 7.2 Hz), 791 (1H, %),
724738 (4H, ), TU8 (2H, 4, 0= 80 Hz), 7.00 (1H, dd, J=7.2, 1.6 Hz),
6.98 (2H, d, J'= 84 Hz), 6.11.(1H, brs), 4.63 (2H, d,.J =5.2 Hz), 3.81-3.86
(2H; m), 3.10°2H, ¢ J = 7.6 Hz), 2.80:2.86 (2H, m), 2.61-2.68 (1H, m),
180-2.08 (4H, 'w), 144 (3H, t, /= T:6Hz); LEMS: 100%, MS (ESD): m/z
54 T M

187

FIE R TF: 'HNMR (CDCL):  9.63 (11 5). 749 (11, d, /= 9.2 Hz ), 743
(1H, d, F= 7.6 Hz), 7.21-7.32 (3H, m), 7.13-7.20 (ZH, m), 6:92-7.04 (2H, m),
6,04 (11, brs), 4.54-4.67 (2H, ), 3.76:3,89 (2H, m), 2.94 (2H, g, J = 7.6 Hz),
2.76-2.89 (2H, m), 259271 (1H, m), 1.77-2.00 (4H, m), 1.42 (3H, t, J = 7.6
Hz); LEMS: 1008, MS {EST): iz 602 8[ M+ H]+:

188

B TH-NVR (CDCLL): 6 982 (1H.d, J— 152 Hz), 770 (1H, 4, /— 9.2
Flzj, 7.45-7.52.(2H, 'm), 7.32 (21, 4, & = 8.4 Hz), 7.14 (2H, d, J = 8.8 Hz),
6.88-7.08 (4H, 1), 6.02-6.15 (1H, m). 4:64 (JH, 4, J=5.6 Hz); 3.23-3.42 (SH,
m), 3.00(2H, g /= 7.6 Hz); 1.44 (3H, ./ = 7.2 Hz); LCMS: 98.0%, MS
(ESD): miz 592.0[M+ H]+

189

O THNMR (CDCL): 8 9.39 (1H, 4, J = 6.4 Hz), 758 (1H, d, J= 6.8
Hz). 7.22:7.30 (2H. m), 7.15-7.21 (2H, m), 6.90-7.03 (41, m), 6,80 (11, 1, J =
7.2 Hz), 607 (1H, brs), 4.62 (2H, d. J = 3.6 Hz), 3.82 (2H, d, /=124 Hz),
3.12 (2H, g, /= 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,-F = 7.6 Hz); LCMS: 99.0%, MS(ESD):m/z
535.0/537.0 [M+H]

190

E A THNMR (CDCL): 8 9.35 (1H, d. J= 6,8 Hz), 740 (1H, d, /= 6.8
Fz), 7.28-7.37 (4H, m), 7.21-7.25(3H; m), 7.00 (2, d, J=84 Hz), 6.86 (11,
t, J = 7.2 Hz), 6,07 (1H, brs), 4.63 (2H, d, J = 5.6 Hz), 3.83 (2H, d, J=12 Hz),
3.02 (2H, ¢ J = 7.6 Hz), 2.82-2.87 (2H, m), 2.63-2.70 (1H, m), 1.86-2.01 (4H,
i), 139 (3H, t, I = 7.6 Hz); LOMS: 99:6%, M8 (ESI): m/z 473.0[M+ H]+.

191

FHE 4K "TH-NMR (CDCL): 8 9:33 (1H, d, J= 7.6 Hz), 780 (1H, &, J= 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), 298 (H, g, 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. t, J = 7.6 Hz);
LEMS: 100%, MS (ESTY: m/z.603:0[M+ Hi+.

S0 HENMR (CDOLY: 8 9530 (11, &, J = 7.6 Hz), 778 (1H, d, F=1.2
H7 ), 7.30(2H, d, 7 — 64 Hz), 714 (CH. 4, J ~ 8.4 Hz), 6.87-7.05 (5H, m),
6.04 (1H, brs), 462 (2H, d, /=56 Hz), 3.22-3 40 (8H, m), 298 @H, g J=7.6
Hz). 141 (3H, t, J= 7.6 Hz), LEMS:98.3%, MS (ESD: m/z 602.0[M+ H]+.

193

FrE s THINMR (CDCLY 6 9,25 (1H, & J=72 H2), 733 (2H, d, /=84
H2), 7:17 (2H, d. J = $.8 Hz), 7.08-696 (SH, m), 6.88-6.83 (1H, m), 6,09 (1H,
lbrs, 4:66 (2H,d, /= 5.2 Hz), 3.40-3.30 (8H, m), 3:02 (2H, ¢,/ =7.6 Hz); 1.43
(3H, 1, .J= 7.6 Hz); LOMS 96.3%, MS (BSD: miz 542, 1[M+ HJ+.
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194

EOEA THNMR (CDCLY: 89,39 (1H, d, J= 7.6 Hz), 7.61 (1H, d. J=1.6
Hz), 732 (2H, d, J= 8% Hz), 7.26 (2H, d, J= 9.2 Hz), 7.00 (2H, d, J = 8.4
Flz), 6.88-9.95 (31, m), 6.05 (11, brs), 4.64.(2H, &, J =52 Hz), 3.34 (8H, d. J
= 6.8 Hz ), 2,98 QH, ¢, J = 7.6 Hz), 1.41 (3H, t, J= 7.6 Hz); LCMS: 97.6%,
IMS (ESLY: miz 507:9 [M+ Hft,

193

ErfalE i THANMR (CDCL): § 925 (1H, &, J = 7.6 Hz), 7.57 (2H, 4, J = 8.0
Hz), 7.37(2H, d, J = 80 Hz), 7.29 (2H. d, J'= 88 Hz), 699 (2H, d, J =84
Hz), 6.89 (IH; d, J= 2.0 Hz), 6:61 (1H, dd, J="7.6 Hz, 2.4 Hz), 5.95 (IH, brs),
4.61 (2H, d, J= 5.2 Hz), 3.87(3H, $).3.83 (2H, d, J = 12.4 Hz), 292 (2H, q,J =
7:6.Hz), 2.84. (2H, td, £ =12.0 He, 2.4 Hz), 255-2.70 (1H, m), 1.85-2.02 (4H,
m). L39SH, t. = 7.6 Hz) LCMS: 98.7%, MS (ESD: miz 537.1 [M+H]+,
559.1 [+ Nal+,

196

AR HENMR (CDCL): §9.28 (1H, & J = 6.8 Hz), 7.36-7.51 (3H, m),
714 (2H, d, J= 88 Hz), 6:99-6.94(4H, mi), 6,75 (1H, d,. J=6.8 Hz), 5,30 (1H,
lbrs), 462 (2H, d, J = 5.6 Hz), 3.34 (811, brs), 2.95 (11 g, J = 7.2 Hz), 2.42
(3H, <), 139 (3H, %, J= 7.6 Hz); LOMS: 97.9%, MS (ESL): m/z 454,1[M+ H]+,

197

EE i TH-NMR (CDCL): 8 9.63 (1H, s), 749 (1H,; d. J = 9.6 Hz ), 7.39
(1H: d, J =92 Hz), 731 (2H. 4, J =84 Hz), 714 QH. d. J =838 Hz),
6.87-7.05 (4K m), 6.05 (1H, brsy, .62 (2H, d, J=56 Hz), 3:21-3.45 (SH. in),
.96 {2H..q, F = 7.6 Hz), 140 (BH, 1./ =76 Hz); LOMS: 95:9%, MS (ESI):
m/z 603 8N+ H+

198

Hz), 7.31 (2H, d, J = 8.4 He), 6.90-7.10 (7H, m), 6.10 (LH, brs), 4.64 (2H, 4.
= 5.6 Hz); 3.30-3.42 (4H, m), 3.20-3.30 (4H, .m), 3.03 (2H, g, /= 7.2 Hz), 1.38
(3, 1, = 7.2 Hizy; LOMS:97.5%, MS (EST): m/z 526.0[M + H] .

BEBE HNMR (CDCL); § 958 (1H, d,.J ~ 68 Hz), 766 (1H, 4, T~ 6.,?’

199

FELH PR "HANMR (CDCI3): 6 9.40(1H, d, /= 7.2 Hz), 7.58 (1H, d,J = 7.2
Hz). 7.42-(2H, 4, J= 7.2 Hz); 7.24 QH, d;. J =88 Hz), 698 @H. &, = 8.0
Hz), 6.90:(2H, d, J = 8.8 Hz), 6.80 (1H, 1, J = 6.8 Hz), 6.08 (1H; brs), 4.63
(2H, d, J =52 Hz), 3.20-3.40 (8H, m), 3,02 (2H. q,.7 = 7.6 Hz). 1L.38 (3H, 1, J
= 7.6 Hz); LEMS: 97.5%, MS(ESI:.m/z 552.0/554.0 [M+H[+

200

Hz). 7,14 (2H, 4. Ji= 8.8 Hz), 6:94-6.99 (4H. m), 6.82:(1H, t. 7= 7.2 Hz), 6.62
(FHL @, 7 =7:6'H2), 6,05 (1H, brs), 4,63 (2H, . J—5:6 H2), 4,02 (3H, 5). 3.34
(811, 5), 2:98 (2H, g, J =7:6 Hz), 1.38 (3H, t, J = 7.6 Hz); LCMS: 96.2%, MS
(EST: miz 554, LM+ H ]+

FLEE R THNMR (CDCLY: § 9.63 (1H, ), 7:49 (1H, d, 7= 9.6 Hz ), .39
(1H, 4, F=9.6 He), 7.3 OH, 4, J =84 Hz), 7.19-7.26 (2H, i), 6.98 (2H, d, J
= 8.4 Hz), 6:90 (2H, &, J=8.8 Hz), 6:04 {1H, brs); 4.62. QM. d, = 5:6"Hz),
3154340 (8H, m), 2.96 (2H, q, = 7.6 Hz), 142 (3H, 1.7 = 7.6 Hz), LCMS:
97, 8%, VS (ESI): m/z 552.0[M- T+

202
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B THNMR (CDCLY: § 9.59 (1H, d,J =68 Hz), 766 (1H, d, J= 7.2
H7) 7512 4, J= 84 Ha), 714 (2H, d, 7~ 84 Hz), 6.92-7.01 (5H, m): 6:12
(TH, bis), 4,64 (2H, o, /=56 Hz), 3.17-3.54 (8H,'m), 3.03 (2H, g,/ = 7.6 Hz),
1.37 (3H, 1. = 7.6 Ha): LOMS: 97.9%. MS-(BST): miz 592.0[M + HJ+.
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203

EE R IR ORI 8 955 (I & I =72 89), 1.93 (1, §), 734
(2H,:d, J= 8.4 Hz), 7.16 2H, d,J = 8.4 Hz), 7.11 (1H. 4d, J= 7.6, 2.0 Hz),
6.9657.03:(4H, m), 6. 11 (1H, brs), 4:66-(2H, d, J~ 5:6 Hz), 3.29-3.38 (§H, m),
3.01 (2H, q J = 7.6 Hz), 144 BH, t, J = 7.6 Hz); LOMS: 97.7%, MS (ESL):
miz 592,0[ M+ H}#,

204

s E A THNMR (CDCLY: 6 939 (1H, d, J = 7.2 Hz), 7.62 (1H, 5), 7.53
(OH, d, J= 84 Hz), 7.33 (2H, d, J =8.0 Hz). 7.00.(4H, d, J'= 8.8 Hz), 6.93
(UH, dd, 7, = 2.0 Hz, = 7.6 Hz) 6.04 (IH, brs), 4.64 (2H, d, 7= 5.6 Hz ),
3:30-3.50 (8H, m), 298 (2H, q, J = 7.6 Hz), 1.41 (3H, t, F= 7.6 Hz); LCMS;
05.6%, MS (BST):-fz 5421 [M+H]+

205

FHEE . THNMR (€DCL): §:9:39 (1H, d, J= 7.6 Hz), 761 (2H, d, F=1:6
Hz), 7.25-7.33 (2H, m), 7.20 (2H, d, J'= 8.8 Hz);, 7.00 (23H.-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 (5H, m),
DO%(2H; g, J=7.2 Hz), 2.80-2.90 (2H, ni), 2,60-270(1H, 'm), 1:83:2.02-(4H,
i), 1:40 (3H, 1.0 = 7.6 Hz): LOVIS: 97.3%, M8 (EST): m/z 525.1 [M+ Nal+.

206

F i THANMR (CDCL): 8 9.55 (1H, &, J= 7.2 Hz), 7.93 (1H, ), 7.53
(2H. d, 7= 88 Bz}, 734 (3H, d, /= 84 Hz), 7.1 (H, dd, = 7.2, 1.6 Hz),
6.97-7.04 (4H, i), 6.11 (1H, brs), 4.66 (2H, d, J = 5.2 Hz), 3.46-3.50 (4H, m),
5.31-340 (41, ), 3.02 (2H; q. 7 = 7:6 Hz) 144 (3H. 1. = 7.6 Hz); LCMS:
07.2%, MS (ESD): iz 576.0[M+ H]+,

207

B E R THNMR (CDCL); 8932 (1H, 4, J = 7.2 Hz), 779 (1H, d, J = 2.0
Hz ), 7.32 (26, d, /= 8.8 Hz), 7.13 (2H, d. 7= 8.0-Hz), 6.97-7.10 (3H, m),
6.89-7.00 (2H. in), 6.05 (1H, brs), 4.64(2H, &, J=5.2 Hz), 3.25-3.43 (RH, m),
298 (2H. q, J 7.6 Hz), 141 (3H, t, J = 7.6 Hz); LOVIS: 97:1%,. MS (ESI);
iz 532.0[M+ H+.

208

R THNMR (CDCL): 8933 (1H, d, /=72 Hz), 780 (1H, d, I= 1.6
Hz ), 7.32 (2H, d. J = 8.8 Hz), 6.94-7.07 (5H, m), 6.90 (2H, d, J = 8.8 Hz),
6.04 (LH, brs), 4.64 (2H, d, J = 5.2 Hz), 3.90 (3H, §), 3.31-3.42 (4H, m),
3.20:3.30 (4K, m), 2.98 (2H, ¢, J = 7:6 Hz), 141 BH, t,.J = 7.6 Hz); LCMS;
05.:4%, MS (EST): m/z 548.0[M+ H]+.

209

BB THINMER (CDCLY: 8957 (1TH, & J=7.2 Hz), 7.64 (1H, 4. # =72
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
(ZH, 1), 6:08 (1H, brs), 4.62 (2H, d. J = 5.2 Hz), 3.28-3.35 (8H, m), 3.01 (2H,
o, J= 76 He), 157 (3H, t, J'= 7.6 Hz): LCMS: 97.4%, MS (BSD): miz
542, 0] M+ H .

F T T HNME (CDC):69.13 (1H, 8), 745-7.60-(3H, m), 7.34 (2H, d, J
= 84 ), 714 O, 4, J=8.8 Hz), 7.00 (41, 4.7 =8.0 Hz), 6.06 (1H, brs),
1.66°(2H, 4, J= 52 Hz), 3.90:(3H, ), 3.40-3.50 (45, m); 3.30-3.40 (4H, m);
2,98 (2H, ; J=7.6 Hz), 141 (3H, t,.J = 7.6 Ha): LEMS: 98.2%. MS(ESDim/z
558.0 [MEH] R

211

AL PR THENME (CDCT): 8 951 (LH, 4, =68 Hz), 7.89 (1H, §), 7.29
(2H; &,/ =152 Hz), 7.24-7.30 2H, m), 7.07(1H. ¢, 7=7.6 Hz), 7.00-(2H, dd,
= 120, 116 Hz), 6.89 (2H, m), 6.04 (11, brs), 4:62° OH, d, 7 =5.6 Hz),
331348 (4 m), 325330 (48, m), 2 .98.(2H, , =76 Ha), 140 (3H, 1, J=
7.6 Hzy, LEMS: 97.4%; MS(ESD:m/z 541.8[M+ H]+

67

60/76 BT



CON 105745208 A w Bg B 61/76 T

[0459]

O THANMR (CDCL): 8 899 (1H, d, J= 6.8 Hz). 7.26-7.30 (4H, m),
717 (2H, d, J= 8.4 Hz), 698 (2H, d, J=R.4 Hz), 6.81 (1H, t, J= 7.2 Hz), 6.61
(1H, &, J= 7.6 Hz), 6:04 (IH, brs), 4.61 (2H, d, J=5.2 Hz), 4.02 (3H, s); 3.80
(2H,d, 7= 12 H2), 2.99 2H g, /= 7.6 Hz), 2:83 2H, td, J=24 Hz, S = 12
Hz), 2:67-2:60:(1H, in); 2.01-1.80 (4, m), 1.38 (3H, t, = 7.6 Hz); LCMS:
99.3%, MS (BST):m/7 503.0[ M+ H]+;

212

L THANMR (CDCL): 6 9.38 (1H, o, J = 6.8 Hz), 7.56 (1H, d, J = 7.2
Hz), 7.20-7.35 (4H, m), 7.16 (31, d, = 7.6 Hz), 6,97 (2H, &, J= 7.6 Hz), 6.78
(1H, 1, =72 Hz), 6.07 (1H, brs), 4:60 (2H, d, J = 5.6 Hz), 3,80 (2H, d, 7=
124 Hz), 3.02 (2H, g, . = 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. J = 7.6 Hz) LEMS: 100%,
MS(ESH:imz 530.8/552.8 | M+H|

213

EI AR THNMR (ODCL): 6 931 (11, 4.7 =7.6 Hz). 7.78 (1H. 5), 7.12
(ZH, o, /=68 Hz), 7.31 (2H, o, J'= 84 Hz), 6.81-7.09 (5H, m}, 6:03 (LH, brs),
462 (21, d, J=5.2 Hz}, 3.26-3.53 (81, m1), 2.87-3.03 (2H. m}, 1.41 B3I, ¢ J =
7.6 Hz); LOMS: 98.2%, MS (EST): mifz 588 0[M+ H]+,

214

7.14-7 18 (4H, m), T.002H, 4, J= 8.8 Hz), 6.83 (11, € F=72 Hz), 6.63 (11,
d, J= 7.6 Hz), 6.06 (1H, brs), 4.62 (2H, i1, J= 5.6 Hz), 4.00-(3H, 5), 3.82 (2H,
d,f =124 Hz), 3.00QH ;. J= 7.6 Hz), 2.85(2H, 1d, /=28 Hz, J=12 Hz),
2.61-2.6% (1H, m), 2.35 (3H, 9), 1.85-1.98 (4H, m), 1.40 (3H, t,.J = 7.6 Hz):
DCMS: 97.8%, MS (BS1): /7 483, 1[M+ T+

215

P HNMR (CDCE): 69,19 <929 (1 Hom), 7.52 (1 H, d, 7-9.16 Hz),
7.14 - 741 (RH, m), 7.01 (2 I, d, J=8.66 Hz), 5.97 - 6.11 (1 H, m), 4.64 2 H,
o, =540 Hz), 3.85 (2 1, 4, /=12:30 Hz), 2.91 - 3.04 (2 H.m), 2.86 (2 H. 4,
U=2.76 Hzy, 2,60 - 273 (1 Hom), 239 3H, s); 198 (4 H, br sy, 141 (3 H.
F=7.53 Ha), LOMIS: T00%, MS (EST: iz 433, [V HIF

216

S R T HNMR (CDCL): 8:9:61 (1H, d, J= 6.8 Hz), 7.68 (1H, d, I=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=56 Hz), 3.31-3.49 (BH, m), 3.05 @H, q, J=7.6 Hz),
1.41 (3H, 1, J = 7.6 Hz); LCMS: 98.6%, MS (ESI): m/z 576.0[M + H]+.

217

B THNMR (DO §9:42 (1H, &, J = 6.0 Hz), 7.61 (1H. d, J= 7.6
Hz); 7.5% (2H, d,J = 8.4 Hz), 734 (2H. d, J~ 88 Hz), 7.00 (4H, d..J — 8.8
Hij, 682 (LH, & J = 7.2 Hzy, 6.10 (1H, ‘brs); 4.65 H, d, 4 =56 Hz),
3.30:3.50 (8H, m), 3.04 (2H; q,J = 7.6 Hz), 1.38 (3H. 1, = 7.6 Hz); LCMS;
100%, MS(ESDan/z 585.8/587.8 IM+H |+

218

B THANMR (CDCL): 89,32 (1H, &.J = 7.6 Hz), 7.79 (1H, d, J="1.6
Hz ), 7.28-7,33 (ZH, m), TA3:7:20 (4H, m), 6:93-7:06 (3H. 1), 6.04 {1H, brs),
4:63 (2H, d, J= 5.6 Hz), 4.56-4.67 (2H. m), 2.98 (2H, q, J = 7.6 Hz). 2.76-2.92
(2H, m), 2.60-2.70 (1H, m), 1.83-2.02 @H. m), 141 GH, t J = 7.6 Hz);
LIEMS:95.0%, MS (ESD): m/z 333 .0[M+ H]+

FE A "HNMR (CDCLY. 927 (1H, d, J~ 7.6 Hz), 7.33 (2H, 4.7~ 8.8
Hz), 7.25.(2H. 4, 7= 8.8 Hz), 699 (JH, 4, J = 88 Hz), 6.91 3H, d. J = &8
H7). 6:63 {1, dd,.J = 7.6 Hz, 24 Hz); 5.97 (1H, m); 4.63 (2H, d, J = 5.6 Hz),
3,89 (3H; §), 3.20:3.40 (8H, i), 2,94 (2H, g, J= 7.6 Hz), 141 (3H, t, J=756
H7); LEVIS: 100,0%, MS(EST):; miz 504.0[M=+ H]+.
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EOEAE THNMR (CDCLY: §9.38 (1H, d, J= 7.6 Hz), 7.61 (1H, d, J=1.6
g Hz); 7:24-7.33 (OH, m), 7.13-7.20 (4H, m), 7.00 H, d, /=84 Hz). 6,92 (1H,

sy dd,.Jy = 24 Hz, s = 7.6 Hz), 603 (1H, brs), 4.63 (2H, d, 7 = 5.6 Hz), 3.83
: (2H, d, J'=12.4 Hz), 2:97 (2H, ¢, J = 7.6 Hz), 2.80-2.90 (2H, m), 2.59:2.72
(LH; m); 2.35 (3H, §); 1.85-2.02 (4H, m); 141 (3H, t, J = 7.6 Hz); LCMS:
97.2%, VIS (BST): iz 486.8 [M+H]+.

221

G PR THANMR (CDCL): 6 9.18.- 9.34 (i, 1 H), 7.48 - 7.58 (m, 1 H),
7.28°(s, 2 HY TUF «7.23 (m, 3 H), 6.98 = 7.03 (m, 2 H), 6.90 (s, 2 H), 5.96 -
6,06 (mn, 1 H), 4.64.(d,J=5:52 Hz, 2 H), 3.83 - 3.88 (m, 1 H), 3.82.(s; 4 H);
294 <303 (m; 2:.H), 279 = 2.90 (m;, 2 H); 2.59« 2,69 (m, 1 H), 2.39:(s, 3 HJ,
1.82 = 201 {my, 4 ), 142 (t, /=7.53 Hz; 3 H); LCMS: 100%. MS (ESI): m/z
4830V E+,

222

ELELE R "HENMR (CDCL): § 986 (1H. s); 7.69 (1H. d, J =92 Hz), 7.46
(1H,dd, J=7.6, 1,6 Hz),; 7.25-7,32 {(4H, m), 7.16 (2H, 4, J= 8.0 Hz), 7.00
(2H, €, ] = 8:8 Hz), 6.00-6.16 (1H, m), 4.63 (2H, d, J= 5.2 Hz), 3.83 (2H, d.J
=124 Hz), 2.99 (2H, g, J = 7.6 Hz), 2.79-2.89 (2H, m), 2.51-2.73 (18, m),
1.78:2.02 (4H; i), 1,42 (3H, t, J = 7.6 Hz); LOMS: 100%, MS (ESD); nv/z
59100+ HI+

EEELE A THANMR (CDCK): 8937 (1H, dd, 7= 0.8 Hz, /s = 6.8 Hz ), 7.41
(1, dd, ;= 1.2 Bz, Jr= 7.6 Hz), 7.27-7.32 (4H, m). 7.18QH, &. J=§ Hz ),
7.01 (2H, d, /=84 Hz), 6.87(1H, t,J= 7.2 Hz), 6.09 (1H, brs), 464 (2H, d,.J
=52 Hz)i 3,84 (2H. 4, 7= 124 Hz), 3.05 21, 6, 7= 7.6 Hz.), 2.86 (ZH, t J=
11.6 Hz), 2700(0H, t,J = 12 Hz), 1.88-1.99 (4H, m), 141 3H, t, /= 7.6 Hz);
LEMS: 100,00%; MSAEST: vz 556 9[ M+ H]+.

224

FECEE: THONMR (CDCL): 8924 (1H, d, J = 7Hz), 7.29 @H, d,J = 8.5
AN 7 Hz), 7.16-7.23 (2H, m), 7.11 (1H, d, /=7 Hz), 6.95-7.03 (4H, m). 6:81 (11, ¢,
{/ =69 Hz), 6.03.(1H, brs), 4.62.(2H, d,.J=5.3 Hz), 3.81 (2H, d,J =123 Hz),

Kt 2.99(2H, q,J = 7.5 Hz), 2.83 2H,¢d, J = 12.2, 2.6 Hz), 2.62-2.69 (1H, m),

2:61 (3H: 8); 1.79-1.98 {(4H, m). 1.36 (3H, 1,/ = 7.5 Hz); LCMS: 100%; MS
(ESD: iz 4711 | M+ H+;

225

FIEREE: THNMR (CDCL): 6 9.86 (1H, 8), 7.69 (1H, d, J= 92 Hz), 7.47
(1H, dd, =716, 2.0 Hz), 7.28-7:33 (4H, 1), ‘718 (2H, &, /= 84 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, 0,/ = 7.6 Hz), 2.77-2.90 (2H, m), 2.58-2.70 (1H, m), 1.79-2.00 (4H, m),
1.41 (3H, 1,7 = 7.6 Hz); LCMS: 100%, MS (EST): m/z 341.0[M+ H]+.

G PR THNMR (CDCL: 8 986 (LI, §), 7:69 (1H, d, J=9.2 Hz), 747
(1H, 0, J= 7.6, 2.0 Hz), 7:25:2.38 (2H,m); 7.15-7.25 (2H, m), 6.91-7.09 (4H,
i, 6.3 (1, m), 4.63 (1H,d, J~5.2 Hz), 3.82 (2H, &, J~ 12.4 Hz), 3.00 (2H,
. L= 7.8 Hz), 2.78-2.90 (2H, ), 2:49-2.73 (1K, m), 1.78-2.03 (4H, m), 1.43
(H, £~ 7.6 Hz) LOMS: T00%, VIS (EST); miz 525.0[M+ H+,

FERE: "HNMR (€DCLY: o 953 (1H, d, J = 7.6 Hz), 791 (1H, s),
7:29-7.52. (31, mY, .28 (LH, 8), 16,021, d, J= 8.0 Hz), 7.10 (11, 4d, 7= 7.6,
1.6 Hz), 6.96 -(2H, d,J'=22.0 Hz), 6.08 (1H, bis), 4.63 (2H, d, J = 5.6 Hz),
3.82 (2H, d, J = 124 ‘Hp), 300 QH. q, J = 7.6 Hz), 279-282 (2H, m),
2:63-2.70-(1H, m), 1.84-1.80(4H, m), 1.35 (3H, 1, 7~ 7.6 Hz); TOMS: 100%,
MS{EST): 1z 590.8[M+ H-

228

FrEfE: THNMR (CDCL): 8 9.46(1H, 1, 7= 7.2 Hz), 7.53(2H, 4, 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, bis), 4:64(2H, d; /= 5.6 Hz), 336-348(8H, m), 2.94:300(2H, m).
LALGH, t,.J= 7.6 Hz); LOMB: 99:9%,; MS(BSI): m/z 526,00 M+ Hl+

229
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O THNMR (CDCLY: 8 941(1H, d, J= 7.2 Hz). 7.53-7.65 (3H, m),
7.28-7:40 (5H, ), 6.99 (2H, d,J = 8.4 Hz), 6:89-6.96 (1H, m); 5.97-6.09 (1H,
m), 463 (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 (1K, m), 1.85:2.01 4H. m), 1:41 GH, t, J=7.6
Hz); LCMS: 100%, MS (ESD: miz 507.0| M+ Hi+

231

EIEE A THNMR (CDCL): 8 9.28 (1H, d, J = 7.2 Hz), 7.36 (1H, s).
7.30-7.26 (2H, i), 7.07-7.02 (4L mi), 698 (2H, d./ =84 Hz); 675 (1H, dd..J
=72 Hz, 1,6 Hz), 4.61 (2H, d, J= 5.6 H2), 3.75 (2H, d, J = 12.4 Hz), 2.94
(2H, o, =72 Hi), 281 (2H, 4d, J =12 Hi, 24 Hz), 267257 (1H, .m), 2.42
(3H, 's), 2:00<1.81 (48, m), 139 (3H, ./ =72 Hz).

232

FrE R THNMR (DMSO-d6, 400 MHz): & 1.26 (3H, t, J = 7.6 Hz),
1,65-1.63 (2H, m), 1L.92-1.89 (2H, m), 3:.01 2H, ¢, J = 7.6 Hz), 3.17 (LH, brs),
3.39 (2H, 5),:3,62-3.59 (2H, in), 3.82°(1H, m), 449 (2H, d, J = 5.6 Hz), 7.10
(2H, 1 J = 8.8 Hej, 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, 4, J = 9.6 Hz), 8.19 (11, d, J= 7.2 Hz), 8.70 (1H. t..J
=56 Hz), 9.1 (1H; $); LOMS: 99.7% MS (ESD: m/z 548,21 M+ H |+,

233

B THENMR (MeOD; 300 MHz): 81.37 (3H; t, F = 7.5 Hz), 2.15-2.23
(4L m), 310 (2H, g, J= 7.5 He), 3.51-357 (ZH, m), 3.77-3.87 (3H, m), 4.63
(2Hs), 4.68(2H, s); 7.29-741 (5H,m), 7.57-7:64 (4H, m), 7.76-7.81 (2H, m),
9.22 (1H, d, ./ = 9.0 Hz); LEMS: 98.9%, MS (ESL): fm/z 503.2[M+ H}+.

234

B THANMR (DMSO-d6, 400 MHz): 61.29 (3H, t, J = 7.6 Hz),
L.79-1.81 (2H. m), 1.97-1.99 (2H, m), 3.02 (2H, q;/ = 7.6 Hz); 3. 15 (1 H. mi),
3.70:3.75.(2H, m); #05:(1H, m), 4.50 (2H, d, & = 5.6 Hz), 7.25-7.33 (4H, i),
7.36-7.38 (2H, m), 7.64 (1H, dd, J= 1.6 Hz, 9.6 Hz), 7.78 (1H, d, J = 9.6 Hz).
7.9247.96 (2H, m), 8.42:(1H, ¢, J= 7.2 Hz), 8.65 (1H, t, J=5.6 Hz), 9.12 (1H,
d, J = 1.6 Hz): LOMS: 100%, MS (BSD): m/z 534. 1M+ H]+.

235

Bt ik TH-NMR (DMSO-d6, Bruker Avance 300 MHz); § 1.25 (3H, t,.J =
7.5Hz), 3.00 (2H, g, J'= 7.5Hz), 3.08-3:28 (4H, m), 3:31:3.91 (4H, m), 4.43
(2H, d, J=5.7 Hz), 6.95 (2H, d, J = 8.7 Hz), 7.20-7.33:(4H, m), 7.49:(2H, dd,
=84, 54 Hz), 7.70(1H, dd,.J = 9.2, 1.8 Hz),7.80 (1H,4,.J = 9.2 Hz), 8.70
(1H, t,.J =-5.7 Hz), 9.10 (1H, s} LCMS: 100%, MS (EST): m/z 520.0 [M+
H [+,

236

FHEE P THNMR (DMSO:d6, Bruker Advance 300 MHz): §1.24 (GH, t, J=
7.5Hz), 291-3.12(6H, in), 3.51-3.65 (4H, m), 3.74 (2H, 5), 4:42-4.44 (2H, m),
6:92 (2H, 4, =87 Hz), 710 21, t,J = 8.8 Hz), 7.19:7.31 (4H, m), 7.69 (1B,
dd, J = 9.6, 1.8 Hz), 7.78.(1H, d, J = 9:6 Hz), 8:66 (1H. t, J = 5.7 Hz). 9.10
CUH 5). LOMS: 100%; MS (ESD: miz 534.0 [M+ HJ+.

237

Il THNMR (CD30D, 300 Mz): §1.32-1.41 (61, m), 1.91-1.96 21,
), 2022 13 (28, i, 3 102 g, F = 7.5 He), 351355 (2H, mi), 3:82:3.91
(2H, ), 4.70 (2H, 5), 7.66 (4H, s), 7.80-7.90 (2H, m). 9.24 (1H, $); LCMS:
08.4%, MS (B8 itz 427. 1M+ Hi%,

238

PR THANMR (CD30OD, 300 MHZ): 8099 (3H, ¢, /= 7.5 Hz); 1.393H,
t..7 = 7.5 Hz), 1.62 (2H, q,J = 7.5 Hz), 1.90-2.08 (4H, m), 3.12 (2H, q. J = 7.5
Hz), 3.53-3.59 (2H, m), 3.83-391 (ZH; m); 470 (2H, 5), 7.66 (4H, s),
7.80:7.90 (211, m). 9.25 (1H, s); LCMS: 99.0%. MS (CS1): n/z 440.2[M+ H]+-
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B THNMR (CD30D;, 400 MHz): §1.40 (2H, t, /= 7:6 Hz); 211 QH,
d o = 13,6 H2), 2.50:2.61 (2H, m); 3.13 (2H; g, J= 7.6 Hz), 3.67 (2H. d, J =
12:4 Hz), 4.02-4.69 (2H, m), 4.72 (2H, 5), 7.29 (1H, &, J=7.6 Hz), 7.39 (2H, 1,
J = 8.0 Hz), 7.57 (2H, 4. J = 7.2 Hz), 7.67-7.73 (4H, i), 7.81-7.89 (2H, m),
926/ (1, d,. = 0.8 Hz);y LOCMS: 99.9%, M$ (ESD: miz489.2| M+ H[+.

240

ErfedE RS A); TH-NMR. (DMSO-d6; Bruker Avance- 400 MHz): & 1,33
(3H, t,J = 7.2 He), 2.00-2:12 (2H, m), 2.13-2.30 2H, m), 3.11 2H, ¢, J = 7.6
Flz)e 3:55-3.70.(SH, 1), 4:59 (21, d,.J = 5.6 Hz), 743 (21,1, J'= 8.8 Hz), 7.57
(2H, d, 7 = 7.6 Hz), 7.65-7.78 (2H, m), 7.88-7.95 (2H, m), 8.12 (2H, dd, J =
8.8, 5.6 Hz), 9,11 (1H, 'brs), 9,19 (1H, s); LOMS: 100%, MS (ESL: miz 519
(MR .

241

FHS IR CRR); TH-NVIR (MeOD, Bruke: Avance 400 MHz): & 1.43 (3H,
it,J = 7.6 Hz); 2.16-2,38 (4H, ni), 3.17(2H, q,J = 7.6 Hz), 3.75-3.88 (4H, m),
390401 (1H, m), 4.74 (ZH, o, J = 44 Hz), 748 (ZH. 4, J = 8.4 Hz), 7.70
(411, ), 7.89 (1H, d, J =9.6 Hz), 8.00 {1H, dd. J = 9.6, 2.0 Hz), 8.22 (2H, ,.J
= 8.8 Hz), 8.95 (1H, t, /=56 Hz), 9.31.(1H, s); LEMS: 100%, MS (ESI): m/z
584.8 [M+H]+,

242

B e &R A);  H-NMR. (MeOD, Rruker Avance 400 VIHz): § 1.42 (3H,
t. J = 7.6 Tz}, 2.03-2.18 (2H, m), 2:25-2.35 (2H, m), 3.04-3.12 {1H, m), 3.18
(2H, g, J = 7.6 Hz), 3.68-3.70 (4H, m), 3.93 (2H, 5). 4.72 (2H, d, J = 2.8 Hz),
706 (2H, J= 88 Hej, 7.23-7.30 (2H, dd, J = 8.4, 5.2 Hz), 767 (4H, 5), 7.93
CLEL -, =906 Hzy, 808 (UH, 8d, J = 96,2.0 Hz), 905 (1H, 1. /= 6.0 Hz).
032 (1K, d, J= 1.2 Hey LOMS: 100%, MS (ESD: vz 533:0 [MFH[+:

243

FEAERS Ry "HNMR (DMSO-d6, Bruker Avance 400 MHz): § 1.32
(3H, £ = 7.6 Hz), 1.52-1191 (4K, m), 2.75-2:92 (2H, m), 3.08 (2H. g, /= 7.6
17}, 3. 00:3.25 (1, mi), 5.38:3.72 (10 m), 433 (2, 4. J= L6 5), 7.26:7.38
(6HL, m), 7,51 (ZH, dd, J =84, 556 Hz), 7.95 (2H, §), 9.09:(IH, t, J=5.6 Hz),
0,19 (1H, s} LC-MS putity: 100%. MS (EST): miz 5191 [M+H]+

244

B R ORI ) mp = 216.2-220.7°C: 'H-NMR (DMSO-d6, Bruker
IAvanee 400 MHz): & 1.32 GH, t, J = 72 Hz), 1.37-1.50 (2H, m), 1.68-1.81
(2H, m). 2.58-2.82 (2H, m), 3.00-3.15 (3H, m), 3.74 (2H, &), 4.03-4.08 (1H,
m), 4.51 (2H, d,.J =56 Hz), 4:54-4;58 (1H, ), 7.11:7.20 (4H, i), 7.24-7:40
(4H, m), 7.950 (ZH, 5), 9.06 (1H, brs), 9.19 (1H, s); LC-MS purity: 100%. MS
(EST vz 533:0 M+,

245

ETERR I (powder); mp = 221.5:221.8°C: 'HENMR (DMSO-d6, 400 MHz): &
0.85(9H, 8). 123 3H, & J = 7.6 Hz), 150 (2H, 0, J= 12.4 Hz), 1.61:1.69 (2H,
i), 2:86-2.98 (41, m), .45 (2H, d, J =9:6 Hz), 3.92 (1H, ), 4.40 2H, d. J =
5.6 Hz), 6.89 (21, d, J = 88 Hz), 7.19 (2H, d, J = 8.4 Hz), 7.44 (1H, dd, .J =
2.0 Hz, 92 Hz), 7.65 (1H, d, J = 9.6 Hz), 839 (1H, 1, /= 5.6 Hz), 9.05 (1H,
9 LOMS: 97:4%, ME(EST:miz 4402 M H]+,

246

AR AR AR "H-NMR. (DMSO-d6, 300 MHz): & 1.23 (3H,t,.J = 7.5
Hz). 2.97 (2H, g J = 7.3 Hz), 450 QH, d..J = 5.7 Hz), 7.10-7.23 (4L, m),J
734020, d, 4 = 31 Hz), 743 (1H, dd, J = 9.6, 1.5 Hz), 7.50-7.70 (5H, m),
848 (1H, 1.0 =37 Hz), 9.04 (1H, s); LCMS: 98.7%, MS (ESI): m/z 433.9
[M+ H+.

247

B mp »142.3°C dovomposed; TH-NMR (DMSO=db, 400 MHz); 8
123 (3H, 1. J = 7.6 Hz), 2.94 (2H, q, J = 7.6 Hz), 2.97 (3H, 5). 445 (2H, d, J
= 6.0 Hz), 4:59 (2H, 3), 6.:60-6.70(2H; m), 676 (1H, 8}, TA2(1H, ¢ F= 8.0
[z), 7.24 (2H, d, J = 8.4 Hz), 7.29 (21, d,./ = 8.8 Hz), 745 (11, dd. J = 9.2,
2.0 Hz), 7.66 (1H, d, J'= 96 Hz), R43 (1H, t,J = 6.0 Hz), 9.04 (1H, d, /= 1.2
Hz): LOMS: 98:6%, MS{ESL): mvz 5170 [M+ Hi+. '€
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E A mp >142.7°C: decoraposed:. "H-NMR (DMSO-d6, 400 MHz): 8
126 (3H, t, J = 7.6 Hz), 299 (2H, q,J = 7.6 Hz), 451 (2H, d, /' = 5.6 Hz),
5.14 (2H,:8), 6.90:(1H, dd, J = 84, 2.0 Hz); 6.94 (1H, d, J = 7.6 Hz), 7.03 (1H,
$), 727 (1H, t, J = 8.0 Hz), 735 (2 H, d, J = 8.0 Hz), 7.45 (1H, dd, J = 9.2, 2.0
H, 7.56 (2H. d, J = 8.8 Hz), 7.67 (1H, 4, J = 9.6 Hz), 8.47 (1H. t, J= 5.6 Hz),
9.07 (1 H,d, J= L2 H7); LOMS: 96.1%, MS (EST): m/7504.1{M+H]+.

B mp = 135,5-1364°C; "H-NMR (DMSO-d6,-400 MHz): 5 1.26 GH,
t, = 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), 449 (2H, d, J = 6.0 Hz), 678 (1H, 4,/
=76 Hz), 688 (1H, d, J =8.0 Hzj; 7.0 (1H. s), Z.19(1H, t. J = 8.0 Hz), 7.28
(2H, d, J = 8.0 Hz), 739-747 (3H, m}, 7:66 (1H, d, 7= 9:6 Hz), 851 (1H; ¢,
= 6.0 Hz), 9.03 (1H, d, J = 1.2 Hz); LCMS: 100%, MS (ESD: mi/z 557.0 [ M+
]+

B ARG mp #1988 T decamposed; "H-NMR {DVIS0-d6, 400 ViHz): &
L2243 Hot-J = 7.2 Hz), 298-(2H, q; J'=7.6 He), 3:62 (2H, ), 4.53 QH, 4, 4
— 6.0 Hz), 709 2H, t,.J = 9.2 Hz), 7.10-7.35 (41, m), 7.46 {1 H, dd, I- 9.2,
0.0 Hz), 7.58 (2H, dd., J = 9.5, 52 Hz), 7.66 (1H, d, J = 9.2 Hz), $.50 (1H,
lbrs; J = 6,0 Hz), 9.07(1H, d, = 1.6 Hz), 10.21 (1H., brs); LCMS: 99%, MS$
(EST): im/z 4635.1 [M+ HI+,

PR mp 2168.0°0: decomposed; "H-NMR (DMS0-d6; 400 MHz): &
127 (3 H, 7= 7.6 Hz), 3,00 (31, q, F= 7.2 Hz), 3.20-3.30 (81, m). 4.50 (21,
d, .J= 6,0 Hz), 4.50 (2H, d,.7 = 6,0 Hz), 6.83 (1H, d,.J = 7.6 Hz), 6.91 (1H, 4,
= 84 Hz), 7.02:(1 H, ), 7.07 (2H, d, J = &8 Hz), 7.20-7.26 (3H, m), 7.45
CUHLdd, = 9.6, 2.0 Hz), B.50:(1H, t,.7 ~ 6.0 Hz), 9.04 (16, d, 7~ 1.6 HA):
LECMS: 95:2%, MS (EST): m/z580.1 [M+ Nal+.

ISR THENMR (CDCI3, 400 MHz): 8.1,20:1.40 (2H, m), 141 3H, t,J = 7.2

F7). 1.50-1.59 (28, m), 1.68-1.82 (1K, m}, 2,552 H, d. J = 6.8 Hz), 2.99 (2H,
. = 7.6 Hz), 3.28-3.38 (2H, m), 3.90-4:00 (2H, m), 4.68 (2 H. d, J = 5.2 Hz),
6.08 (1H, brs), 6.92:(1H, 1, J ='6.8 Hz), 7.1542 H, d, J = 8.0 Hz), 7.26-7.40
(ELam) P61 d, 0= S8 H), 941 (08, d, 7= 6.8 Ha); TCMS: 98.96%,
NS (ESD: vz 377.8 [M+ H]+.

EEER mp — 132.24033.0°C: "HINMR (CDCI3, 400 VIH7): 8 1.25-1.40
(20, m), 144 (3EL 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
(ZH; my; 469 (2H, ./ = 56 Hz); 611 (1H, brs), 7.18 (2H, ¢, = 8.0 Hzj,
7304740 (GH, 1), TSTAH, & J=9.6 Hz), 956 (1H, 4, J= 1.6 Ha)i LOMS:
T00%, MS (EST); iz 4118 |+ HIF,

Fia RS mp >1259°C: decomposed; "H-NMR. (CDCI3; 400 MHz): &
120-1.40 (2H, ), L40(3H, 1, F=7.2 Hz), 1.50-1.60 (ZH, m); 1:68-1.83 (1H,
ml, 2:56 GH, d, J= 7.2 Ha) 297 QHoq, /= 7.6 Hz), 328340 (2H: m),
3.90-4.00-(2H, m), 4.67(2H, d,F =56 H7), 608 (1H, brs); 691 (1H, 44, 7~

76, 20 HA), 705 (OH, 4 =8 0°H2), 1264138 (ZH m), TS9O TIH, & =16

[0463]
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H2). 936 (1H, &, J = 7.2 Hz); LCMS: 99.86%, MS(ESI): m/z 411.7 [M+H]+.

e LR mp = 126.3-127.2°C: "HANMR (DMSO-d6, 400 MHz): & 1.24 (3H,

gt it J = 7.6 Hz), 1:65:1.73 (2H, m), 1.95:2.05 (2H, m), 2.97 QH, . J = 7.2 Hz),

N s 3005307 (ZTH, i), 3:45-3.55 (OH, m), 447 (2H, 4,7 = 6.0 Hz), 4.55:4.59 (1H,

255 Q W) 6,76 (1Hd, = 7.2 HE), 6.84-6:86 (1H, w1). 6.97 (1H, 5), 706 QH, d.J=

(“ 0:2 Hz), TA7 (15, 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 (1H, 1, J ='5.6 Hz),9.01 (1H, 4,
| F="1:6 Hr): TOMS: 96,4%, WIS (EST: miz 573, 1[N H+.

el g FI R P mp >220°C: "HANMR (DMS0-d6, 400 MHz): 6 1.28 (3H, 1, J = 7.6

/C 7 H7), 3.00 (2H, ¢, J = 7.6 Hz), 479 2H, d, J = 5.6 Hz), 7.33 (1H, dd, J = §4.
256 :CH 2.0 Hz), 737 (1H, s), 7.48 (1K, dd, J = 9.6, 2.0 Hz), 7.68 (1H, d, J = 9,2 Hz),
X ¢ ' 790/ (1H, d, J = 2.0 Hz), 7.96(1H, 4, J = 84 Hz), 8.70 (1H, , J = 5.6 Hz),

9.12:(1H, d, # = 1.6 Hz); LCMS: 95.4%, MS (ESD): m/7404.0 [M+H}+.

E{ AR &, mp »133.7°C: decomposed; "H-NMR {CDCI3; 400 MHz): 3 1.42
(3H t, 7 = 7.6 Hz), 1.72-1.90 (4H, m), 2.70-2.82 (1H, m), 3.00 2H, q.J = 7.6
Hz), 3.53 (2H. td, J = 116, 2.8 Hz), 3.93 (2H, dd, / = 10.8, 2.8 Hz), 4.68 (2H,
4, J = 6.0 Hy), 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 =92 Hz), 941 (IH, d,J =72 HZ); LEMS: 99.27%,
MIS (EST): iz 364.1 [M+ HJ-

257

H & dEdh A mp 2195.5°Co decomposed; "H-NMR (€DC13, 400 MHz):-8 1.41
e (3H, t,.J = 7.6 Hz), 1.7141.90 (4H, m), 2.72-2.84 (1H, m), 298 (H, g,/ = 7.2
s d Hzy, 3.53(2H, td, 7= 11.6,2:8 Hz), 408 (2H, dd, J= 112, 3.6 He), 468 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 (ESD): m/z 398.1
IV Hi

258 |©

I EERE; mp »156.6°C: decomposed; "TH-NMR (CDCI3, 400 MHz): & 1.40
BN (3H, t, J= 7.6 Hz), 1.71-1.90 (4H, m), 2.72-2:84 (1H, m); 2.97 QH, 4. J = 7.6

Syrting Hz), 3.53 (2H; d, J = 11.6, 2.8 Hz), 4.05-4.15 (2H, m), 467 2H, d, J = 6.0
i Hz), 6:09 (1H, brs), 6.91 (1H, dd, J = 7.6, 2.4 Hz), 7.23-7.26 (2H, m), 7.33
(ZH, i, J= R0 Hz), 7.59 (1H, d, J = 2.0 Hz), 9.36-(1H, d, J = 7.2 Hz);
LEMS: 100%, MS(EST):ni/z 3981 [M+H]+,

259

FE AR 'HANMR (DMS0-d6, 400 MHCz): § 1.31 (3H, t, J = 7.6 Hz),
560 /}m 5.03 (2H, q. J = 7.6 Hz), 4.76 (2H, s), 7.18 (1H, dd, J = 8.4, 2.0 Hz), 7.45-7.53
: Sagm M - (ZH. i), 7.56 (1H, d, J = 2.0/ Hz), 7.68-7.70:(1H, 1), 8.57 (IH; brs), 9.24 (1H,

\©[N,>4 a d. .7~ 1.6 Hzy, LOMS: 100%, MS (EST): iz 388.1[M+ H]+

S B e mp = 223,5-225:6°Cr 'H-NMR (DMSO-86; 400 MHz): 5 1.27 (3H,
. )G P . F = 7.6 Hz), 3.00(2H, g, J = 7.2 Hz), 470 (2H, &, J ~ 5.6 Hz), 6.81 (1H, %),
w1 |9 {\; _ 729°(1H, ad, = 8.8, 2.4 Hz), 747 (1H, dd, J = 9:6, 2.0 Hz), 7.58 (1H, d, J =
© \ 8:4 Hz), 7.68 (2, dd,.J = 5.6, 3.6 Hz). 8.59 (1H, t, J = 5.2 Hz),-9.08 (1H,d. J

= 1.5 Hz); LOMS: 99.3%, M5 (ESL): mifz 387.8fM+ H+.

(6 B ;5 mp >220°C: "H-NMR (DMSO-d6, 400 MHZ): & 1.29 GH. 1, /= 7.6
L Hz). 3.00 (ZEL g, /= 7.6 Hz), 3,85 (3H, 5), 4.84 (21 d. J = 5.6 Hz), 7.21 (11,
262 , /\?-N\:L 4d, J = 8.4, 2.0 Tz, 747 (1H, dd, J = 92, 2.0 Hz), 7.59 (11, d, J = 8.8 Hz).
C'U“'ﬂ‘ y, ¢ 7.68 (JH, d,J = 9.6 Hz), 7.74 (1H, d, J = 2,0 Hz), 8.65 (1H, t,.J = 5.6 Hz),

S 9.26 (1H, d. J = 1.6 Hz); LOMS: 100%, MS (CST); m/z 402.0[ M+ H .

73
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B, mp 220°C: "H-INMR (DMSO-d6, 400 MHz): 5 1.28 GH. ./ = 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, 2.0 Hey, 74T (1H, dd,F =92, 2.0 He), 7:59-7.71 (3H, m), 8.66
(1H, 8, =56 He), 924 (1], 4, &= 1,6 Hz); LOMS: 98.7%, MS (ESD): m/z
A0 TN

264

EIEFE 4 mp = 201.1-201.8°C 1 'H-NMR. (DMSO-d6, 400 MHz): 8 1.31 (3H,
) = 7.2 Hzy, 3.05 (2H, q, = 7.2 Hz), 4.84 (2H, d. J = 5.6 Hz), 7.43 (1H, dd,
= 8.4, 2.0 Hz), 749 (1H, dd, J =19.6, 2.0 Hz), 7:69 (15, 4, J = 5.6 Hz), 7.71
(1H, d, 7 = 9,6 Hz), 7.74 (1H, d, J =8.8 Hz), 7.95 (1H, d, J = 2.0 Hz), 8.68
(1H; b b= 506 Hz), 9153 (1H; d, J'= 16 Hz); LCMS: 98.6%; MS (ESL): niz
BRG0[M+ H]F.

265

B R mp »220°C: TH-NMR (DMSO-d6, 400 MHz): 8132 (3H, 4, J = 7.6
Hz), 3.06 (2H, g, J = 7.6 Hz), 4.86 (2H, d, J = 44 Hz). 7.12 (1H, dd, J = 7.6,
2.4 Hz), 746 (2H,d, J= 84 Hz), 7.69 (1H, dd, J =84, 1.6 Hz), 7.79:7.86
(4H, m), 8.02 (1K, d, J = 1.2 Hz), 870 (1H, brs), 9.01 (1H, d, J = 7:6 Hz);
LOMS:98.2%, MS(ESD; iz 5151 M+ HI+

266

EHE T M p 2220°C: THENMR (DMSO:d6,400 MHz): 5133 BH 1, J = 7.6
Hz). 3.07 (2H, g, J = 7.6 Hz), 493 (2H, d,J = 6.0 Hz), 7.50 (1H, dd, J = 956,
20 HZ), 7.55 (18, dd, J = 8.8, 2.4 ), 7.70 (11, ¢d..J = 9.6, 0.8 Hz), 7.97
(TH, 4, = 8.8 Hz), $.24 (1H, d, J=2.0 Hz), §.88 {1H, t. 4 = 6.0 Hz), 9.15
CHLAd, 7= 24, 0:8 Tz LEMS=100%, MS{ESD: m/z 405.0 [M+HE

267

B R S mp S167.9°C decomposed; TH-NMR. {CDCI3, 400 MHz): §1.40
(3HL, 1, J = 7.6 Hz). 1.80-1.99 (4H, m), 2.65:2.72 (1H, ), 2.75-2.87 (2H, m),
307 (21, g,/ = 7.6 Hzl, 3.75-385 (H, m), 4,62 (OH, 4, J = 53 Hy), 6.03
(1H, brs), 6:99-(ZH, d,J = 8.8 Hz), 7.16 (2H. d, J = 84 Hz), 7.25-732 (5H,
m). 7.56 (1H, dd, J = 10,0, 5.2 Hz), 946 (1H, dd. /=52, 24 Hz); LCMS:
98.7%, MS (ESL): m/z 541.3 | M+ Hl+.

EIE R g mip »177.7°C decomposed: THENMR (CDCI3, 400 MHz): & 1.39
(H, 1, J = 7.6 Hz), 1.83-1.96 (4H, m), 2.63-2.69 (1H, m), 2.70-2.90 (2H, m),
2:.97(2H, g4,.J = 7.6 Hz), 3.75-3.85.(2H; m), 4.60 (21, d,.J =52 Hz), 6.04
(1H, brs), 6.78:6.84 (1H, m), 6.95-6.99 (3H, m), 7.14 (2H, 4, J — 8.8 Hz),
7.23-7.29 (4H, m), 9,18 (1H, dd. J = 6.8,.0.8 Hz); LCMS:99.5%, MS (ESL):
milz 5413 [Vi+ H]+,

269

FHE % mp >220°C TH-NMR (DMSO-d6, 400 MHz); § 1.32 (GH. 1, J'= 7.2
Fz), 3.07 (2H, g, J = 7.2 Hz), 4:86.(2H, d, J = 5:6 Hz), 7.12 (1H, dd; S =76,
2.4 Hz), 7.46-7.50 (ZH, m), 769 (1H, dd, J = 84, 0.8 Hz), 7.79-7.80 (4H, m),
SOG(IH, d, J= 1.2 Hz ), 869 (1H, t, J = 6.0 Hz ), 2.01 (IH, dd, J = 7.6, 0.8
Hz); LEMS: 99.4%, MS (ESL: iz 515.2 [M+ Hi+:

270

"

EIEAR 2 mp > 96,9°C; docomposed; “H-NMR (CDCI3, 400 MHz): 8 1,38
(GH, &, J = 7.6 Hz), 295 (2H, q. J = 7.6 Hz), 3,02 (1K, dd, = 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; . J =
8.8 Hz). 4.65 QH, 4, J = 5.6 Hz); 4:82-4:90 (1 H; m), 6.05 (1H; t. J= 2.8 Hz),
6.89 (L, dd..J= 7.6, 2:4 Hz), 6.99-7.05 (M, 1), 7.21-7.26 (2H, m), 7.36 (2H,
dd, J = 6.8, 2.0-Hz), 7:46 (2H, dd, J = 64, 2.0 Hz), 7.58 (1H. dd. J =2.0, 0:8
Hz), 9.36 (1H, d, J= 0.8 Hz); LEMS:-100%, MS-(ESD: m/z 507.0 [M+H]+.

271

B Ie5 RS mp > 97.10°C: THINMR (CDCI3, 400 MHEz): 8 1.27 GH. £, J =
7.6 Hz), 3.000(2H, q, J = 7.6 Hz), 3.89-3.94 (1H, m), 4.19-4.30 GH, m), 4.51
(2H, d, J =60 Hz), 5.01-006 (1H, m), 6:95-7.00 (2H, 1), 7.08-7.22 (3H; m),
7.40 (ZH, d, = 8.8 Hz), 7.56 (2H, d, = 88 Hz). 7.85 (1H, s), 858 (1H, t. J
= 7.2 Hz), 8.97 (1H, dd, J = 7.2, 0.4 Hz); TCMS: 97.1%, MS (EST): m/z 523.3
M+ H+,

74
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TR THANMR €400 MHz. DMSO) 8 896 (4, = 7.6 Hz, 1H), 8:56 -
.50 (my 1H), 8.15°(s, 1H), 7.78.(s, TH), 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 = 132, 64
Hz, 2H), 3.82 (s, 3H), 3:02 - 2,94 (m; 2H, 128 = 1.23 (m, 3Hj; LCMS
(electrospray) miz (M:+H)+

273

HE TS T HANMR (400 MEz, DMS0):8 11,03 (s, 1H), 9.08 (d, 7= 2.0 Hz,
1H), 8.30(t, J = 6.0 Hz, TH), 767 (d, J = 9.2 Hz, 1H), 7.50 (d, J = 8.0 Hz,
LH), 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 = 6.0 Hz, 2H),
2990, = 144, 7.6 Hz, 2H), 1.26 (t, J= 7.6 Hz, 3H); LCMS (cleeteospray)
miz(M+H)+

274

B4k 'H-NMR (400 MHz, DMSQ): § 906 (d,.J = 2.0 Hz, 1H), 851
8,43 (m; 1H), 8.40 (s, 1H), 7.68 ~ 7,63 (m, 2H), 7.50 ~7.43 (m, 2H), 7:40 (d, J
=88 Hg, OH), 7.34.(t, =88 He, 2HY, 727 (4 J = 8.4 Hz, 1H), 5.34 (s, 2H),
462 (4, J = 5.6 Hz, 2H); 3.00 -2.93 (m, 2H), 1.26 -1.19 (m, 3H); LCMS
(cleetrospray) m/z (M+H)+ 528.26

275

3 i : z‘f\i
B
NH Nj

NN Aok,

i

EHE I "HENMR (400 MHz, DMSQY:-8 8.95(d, J =72 Hz, 1H): 860
-S.41 (o, TH), .40 (s, TH), 7,78 (.0 = 5.3 Hz, TH), 7.66 (s, 1H). 7.49 {d. 7 =
8.4 Tz, 1H), 7.40 (d,.J = §8 Hz, 21D), 7.37 -7.31 (m, 11}, 7.29 -7.25 (m, 2H),
7.09 -7.06 (m, LH), 5.34 (s, 2H), 461 (d. J = 5.6 Hz, 2H), 2.99 -2.91 (m, 2H),
1.25-1.09 {m, 3H); LEMS (electrospray) vz (M 528:26

276

g
Z

S

s THENMR (400 MHz, DMSO): 6 12,40 (s, 1H), 8.96 (d,./= 7.2 Hz,
IH), 8.52 (¢, J = 5.3 He, 1H), 8.17 (s, 1H), 7.78 (4, J = 1:6 Hz, 1H), 7.57 (bis,
2H), 7.23:(d, J = 84 Hz, 11}, 7.09 (dd. J = 7.6, 2.0 Hz, 1H). 4.63(d, J = 5.6
Hz, 2H), 2.98 (g, J = 15.2, 7:6 Hz, 2H), 1.25 (t, J = 7.6 Hz, 3H), ; LCMS
electrospray) miz (M+H)+ 354.16.

277

PR THNMR (400 MHz, DMSO): 6 8.94.(d, /=72, 1H), 841 (t.J =
6.0 Hz. 1H), 830 {brs, 1H), 7.78 4d, 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,
| = 6.0 Hz, 2H), 2.96 (q; J = 148, 7.2 Hz, 2H), 1.25 (¢, J = 7.6 Hz, 3H), ;
LCMS (electrospray) miz (M+Hj+ 428,15

278

E R A THNMR (400 MMz, DMSO): 6 9.06 (d, J = 2.0, IH), 842 (, J =
6.0 Hz, 1H), 8.20:(s, 1H), 7:66:(d, J = 9.6 Hz, 1H), 7.45 (dd. J =96, 2.0 Hz,
(H), 731 (d, J = 8.4 iz, 2H), 7.21 (d, J = 88 He, 2H], 5.95 (s, 1), 444 (d.
— 6.0 Hz, 2H), 2.97 (. J = 15.2, 7.6 Hz. 2H), 1.24 (t, J = 7.6 Hz, 3H), : LCMS
{clecteospray) miz (M+H)+ 428.24

279

B A K THONMR (400 MHz, DMSO): 6 8.98 (d, J = 7.2, 1H). 855 (4 J =
5.6 Bz, THY, $0760 J = 88 Uz TH), 7.80:d, F = 2.4 Hz; TH), 7.58 (s, TH),
7.49 (d, J = 8.0 Hz: 2H), 7.11 (dd, J= 7.2, 2.0 Hz, 1H), 469 (d J = 5.6 Hz
OH), 3.03 {g,. JF = 152, 76 Hz, 2H), 128 &, J = 7.2 Hz. 3H): LCMS
(cloctrospray) m/z (M+H)+ 481.09

280

PRELE PR HNMR (@00 MHz, DMSO): § 9,09 (d, J — 7.2 Hz, 1H), 8.58 (1, J
= 5.6 Hz, 1H), RO7(d, J=9.6 Hz, 2H), 7.68 (d, J = 9.2 Hz, 1H), 7.61 (s, 111},
7.50 (d, J = 8.0 Hz, 2H), 7.46 {(dd, J = 9.6, 2.0 Hz; 1H), 4.69 (d./ = 5.6 Bz,
DHY. 3.03 (g, J = 148, 7.2 Hz, 2H), 129 (t, J = 7.6 Hz, 3H); LCMS
(electrospray) méiz (M+H)+481.08

75
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EOEE: HINMR (400 MHz, DMSO):8 8.74 (d. J = 6.8 Hz, 1TH), 8.57 (6 J
= 6.0'Hz, 1H), 7.28 (dd, J = 108, 7.6 Hz; 1H), 7.20°(t, J =8.0 Hz, 1H), 7.00
-6:97 {my, 1H), 6.95 (s, 1H), 6.83:(t, J'= 8.0 Hz, 2H), 4.49 {4,/ = 6.0 Hz, 2H),
3.73(t. = 4,4 Hz,, 4H). 3.09 (£, J = 4.7 Hz;, 4H), 3.00 (q,.J = 14.8, 7.6 Hz;
2H), 1.27 (t, J = 7.6 Hz, 3H); LCMS (#lectrospray) miz (M+H)+ 383.31

282

Ch

SR

EIEE A mp = 179C: "HANMR (400 MHz, DMSO-d6): 8 1.25 (t, J = 7.6
Hz, 3H), 2.98 (g, J'= 7.6 Hz; 2H); 3.39 (t; J = 8.0 Hz, 2H), 424 (t, J = 8.0 Hz,
OH), 431 (5 2H), 4.50(d, J= 5.6 Hz, 2H), 725 (d, J= 8.0z, 2H), 7.36.(d, J
= 8.0 Hz, 2H), 743 (d; & = 9.2 Hz, 1H), 7.65 (d,J = 9.2 Hz, 1H), 846 (t. / =
5.6 Hz, 1H, NH), 9.06 (s, 1H); LCMS (electrospray) myz (M+H) +413.

283

HEE T mp = 1720 "HENMR (400 MHz, DMSO=d6): & 1.25 (£ J =176
Hz, 3H), 2.97 {4, J = 7.6 Hz, 2H), 339 (, J = 8.0 He, 2H),4.24(t, J=8.0 Hz,
2H), 4:32-(s: 2H), 4,51 4d, 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,./ = 5.6 Hz, 1H,
INH}),-8.95.(d; /= 7.6 Hz, 1H); LCMS (electrospray) m/z (M+H) +413.

284

FHETEIHR mpe— 13370 "HENMR (200 MHz, DMSO-d6): 5 1.24 (& J = 7.6
Hiz, 3H); 2.31 (bes, 41, 2.97 (g, = 7.6 Hz, 2H); 3.42 (s, 2Hj, 3:54 (brs, 4H),
450 (d, J = 5.6 Hz, 2H), 7.26 (4, J ~ 8.0 Hz, 2H), 7.31 (d, J — 8.0 Hz, 2H).
744 (d, J=9.2 Hz, 1H), 7.65 (d, J = 9.2 Hz, 1H), 846 (t. J = 5.6 Hz; 1H,
INH), 9.06 (s, 1H) ; LCMS (electrospray) vz (M+H) +413.

285

BRI mp = 1070 "H-NMR (400 MIz, DMSO-d6): § 1.25 (&, /= 7.6
Hz, 3H}. 2.32:(bts, 4Hj, 207 (0,7 = 7.6 Hz, 25, 3,43 (s, 2HJ, 3.55 (brs; 4H),
430 (d; J= 5.6 Hz 2H), 7.08 (4, J— 7.2 Hz, 1 H), 7.26 (d, J — 8.0 Hz, 2H),
7.31 (d; /= 8.0 Hz; 2H); 7.78 (s, LH), 8.45(t, J= 5.6 Hz, 1H, NH), 8.95 (d.
=7.2Hz; 1Hy; LCMS (electrospray) miz (M+H)y + 413,

286

BEE A mp = 138°C: "TH-NMR (400 MHz, DMSO-d6): 8 1.26 (t, J = 7.6
Hz, 3H), 3.00 (g, J = 7.6 Hz, 2H), 3.25 (s, 3H), 4.50 (d, J = 6.0 Hz, 2H), 6.92
(d, J =84 Hz, 2H), 7.10 (d,.J = 8.4 Hz, 2H), 7.19 (d, J = 8.4 Hz, 2H), 7.35 (d,

=84 Hz, 2H), 7.45(d. J = 9.2 Hz, THY, 7.66 (& J = 9.2 Hz, TH), 846 {t. J =
6.0 Hz, 'TH, WH}, 9,09 (s, TH); LCMS (eleetrospray) m/z (M+H) + 503,

287

FIERE; mp = 134°C "HANMR(400 MHz, DMSO=d6): & 1.26 (- = 7.6
Hz. 3H), 2:97 {q. J = 7.6 Hz, 2H), 3,24 (s, 3H), 4.50:(d, J = 6.0 Hz, 2H), 6.92
(d, . = 8.8 Hz, 2H); 7.08-7.10 (m, 3H), 7.19 (d, J = 8.8 Hz, ZH), 7.35 (d,J =
8.8 Hz, 2H), 7.78 (s, 1H), 8:45 (t, J ="6.0 Hz, 1H, NH), 897 (d; J =7.2 Hz,
THY; LCMS. (eleetrospray) miz (M+H) + 503,

ETERAR, inp = 12070 "HINMR (400 MHz, DMSO-d6): 8 1.27 (i, .J = 76
Hz, 3H). 2.99 (q, J = 7.6 Hz, 2H), 3.25 (s. 3H), 4.50 (d, J = 5.6 Hz, 2H), 6.92
(d, J = 8.4 He, 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 (1. J = 5.6 Hz,
TH, NH}, 8.98 {d, J=5.8 Hz, 1H); LOMS {elcetrospray) miz (M+H) +469;

289

T

LT mp = 19270 THONMR (400 MHz, DMSO=d6): 6 1.69-1,76.(m;
DY 181184 (my 260, 2.54 (s, 3HY, 2:63-2.74 (n; 3H); 3.74:3:78 (i; SHY,
4:A42(d, =356 Hz, 2H), 6:94(d, J= 8.8 Hz, 2H), 7.07-7.12 (m, 2H), 7.16 (dd,
7 =24 Hz, 96 Hz, TH), 722 (d, = 8.8.Hz, 2H), 7.27-7.31 (i, 2H), 7.48 {d,
=9.6 Hz, 1H), $.17(t, J*= 5,6 Hz. 11, NH). $.70(d,.J = 24 Hz, 1H); LCMS
(clectraspray) miz (M+HY +473.

76
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g {:O,u

&N
NS

O

FLE T mp = 178°C: TH-NMR (400 MHz, DMSO-d6): 8 1.68-1.75 (in,
2H), L79-1.82 (m, 2H), 2.24 (s, 3H), 2.54 (5, 3H), 2.56-2.62 (m, 1H),
2:67:2.74(m, 211, 3.73-3.77 {fm, 5H), 442 (d. J = 6.0 Hz; 211}, 6.94 (d, J =
8.8 Hz, 2H), 7.08:(d, J = 88 Hz, 2H), 7:12 (& J =88 Hz, 2H), 7.16 (dd, J =
2.4 Hz, 9.6 Hz; 1H), 7.22:(d. J = 8.8 Hz, 2H), 748 (d, J = 9.6 Hz, 1H), 8.18 (t,
I = 6.0 Hz, 1H, NH), 8.70 (d, J= 2.4 Hz, 1H); LCMS (electrospray) m/z
(M+H) + 469,

291

FaToata
0‘ ”/;‘ =
ey

A

LA S mp = 2071C; TH-NMR (400 MHz; DMSO-d6): & 1.74-1.81 (m,
2H), 1.85:1.88 (m;, 2H), 2,56 (s, 3iD), 2:70-2.78 (m; 3H), 3:77-3.80 (m, 5H),
442 (8, J = 5.6 Hz, ZH), 695 (d, 4= 8.8 Hz, 2H), 7.16/(dd; /=24 Hz, 9.6
Hz, 1H), 7.23 (d, J = 8.8 Hz, 2H), 7.47 (d. J = 9.6 Hz, 1H), 749 (d, J = 88
Hz, 2H), 7:64:(d, J = §,8 Hz, 2H), R.18 (€ J =56 Hz, 1H, NH), 870 (d, J =
2.4 Hz, [H); LCMS (electrospray) miz (M+H) +523.

292

EE I mp = 183°C; THINMR (400 MHz, DMSO-d6); & 1.71-1.77 (m, 2H),
1.84-1.87 (m, 2H), 2.54 (s, 3H), 2.69-2.75 (m, 3H), 3.75-3.79 (m; 5H), 4.42 (d,
= 6.0 Hz, 2H), 695 (4, J = B8 Hz, 2H), 7.16 (dd, J = 2.4 Hz, 9.6 Hz, 1H),
7.224d; J = 8.8 He, 2H), 7.27 (4, J = 8.8 He, 2H), 7.39 (d, /= 8.8 He, 2H},
748 (4, J =9.6 Hz, 1Hy, 817 (1, J =60 Hz, 1H, NH), 870 (d, J = 2.4 Hz,
1HY;, LOMS (clectrospray) m/z (M+H) + 539,

293

UL A mp = 18170 "HANMR (400 MHz, DMSO-d6): 6 1.69-1.76 (m,
2H), 1.81-1.84 (m, 2H), 2.29 (s, 3H), 253 (s, 3H), 2.64-2.74 (m, 3H);
374397 (m, 2H); 441 (4 J = 60 Hz :2H), 6,94 (d, J = 88 Hz 2H).
7.07-712 (m, 2H), 7.20-7.23:(m; 3H), 7.27-7.30 (m, 2H), 745 (4, =92 Hz,
1H), 8214t/ = 6.0 Hz, 1H, NH), 8.83 (s, 1H); LCMS (clcetrospray) m/z
(VI+H ) +457.

294

FLE R mp = 188°C "H-NMR (400 MHz, DMSO-d6): & 1.68-1.75 (m.
2H), 1.81-1.84 (m, 2H), 229 (, 3H), 2.53 {s, 3H), 2.63:2.74 (m, 3H).
3.75:3.78 (m, 2H), 441 (4, J = 60 Hz, 2H), 694 (d, J = 88 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,
U =88 Hz, 1H), 8.21 (t,J = 6.0 Hz, 1H, NH), 8.82 (d, J = 1.6 Hz, [H); LCMS
(clectrospray) my/z (M+H):+473.

295

FLFTE R mp = 1840 "HINMER (400 MHz, DMSO-d6): § 1.67-1.74 (m;
PH), 1.79-1.82 (m, 2H), 2.29 (s, 3H), 2.53 (s, 3H), 2.54-2.39 (m, 1H),
2.67-2.73 (m, 2H), 3.70 (s, 3H), 8.74:3.77 (m, 2H), 4.41 (d, J'= 6.0 Hz, 2H),
6.84 (d., J = 8.8 He, 2H), 6.94 (d, J = 8.8 Hz, 2H), 7.16 (d, J = 8.8 Hz, ZH),
7.21-7.25 (m; 3H), 745 (= 9.6 Hz, 1H), 821 (t, J = 6.0 Hz, 1H, NH), 8.82
(d. =08 He, 1HY; LEMS (cleetrospray) m/z (M+H) +469,

296

FLET R EHA mip = 18470 "HENMR (400 MBz, DMSO-d6): § 1.71-1,78 (m,
2H), 1.83-1.86 (m, 2H), 2.29 (s; 3HY 2.53 (5, 3H); 2:69-2.75 {m, 3H),
5.76-3.79 {m, 2H), 441 (4, J = 6.0 Hz, 2H), 6.95 {d, J = &8 Hz. 2H),
7.21-7.23 (m; 3H), 7.27 (d,J = 8.8 Hz, 2H), 739 (d, J— &8 Hz, 2H), 747 (d,
V=88 Hz, 1H)Y $21 (¢ J = 60 He, 1H, NH) 882 (5, 1H); LCMS
(electrospray) miz (M+H)Y + 523

297

e T THANMR (400 MHz, DMSO-d6); & 1.69-1.76(m, 2ZH),
1.82-1.85(m, 2H), 2.56.(s, 3F). 2.61-2.75(m, 3H), 3.75:3.78 (m, 2H), 4.43 (d,
U =6.0'He, 2H), 6,95 (4, J = 8.4 Hz, 2H), 7:08-7.13 (m, 3H), 7.23 (&, = 84
Mz, 21D, 7.28:7.32 (m, 21D, 7.74 (d,.J ="1.2 Hz, 1H), 8.35(t, J= 5.8 Tz, 1),
9.00:(d, J = 7.6 Hz; 1H); LEMS (electrospray) miz (M+H) +477.

77
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Tk S THANMER (400 MHz, DMSO-d6): 8 1.75-1.81 (m, 2H), 1:86-1.89
O’O (i, 2H), 2,56 (s, 3H), 2.72-2.82 (m, 3H), 3.79 (d, J = 11.6 Hz, 2H), 4.43 (d, J
558 ,,Q e = 6.0 Hz, 21y, 6.96 (d,J = 8.4 Hz, 2H), 7.09 (dd, J = 7.6, 2.0, 1H), 7.24 (d, J

’ Wi = 8.4 Hz, 2H), 7.50 (d, J = 8.0 Hz, 2H), 7.65 (d, J = 8.0 Hz, 2H), 7.73 (d, J =

E/:N 1.6 Hz 1H), 835 (¢ J = 58 Hz), 9.00 (d. J = 76 Hz 1H); LCMS
I S (cleetrospray) miz (M+HY+ 527,

AL R T HANMR (400 MHEz, DMSO=d6): :1,67-1:74 {m, 2H), 1,79-1.81
D/O (m, 2T, 2.24(s, 310, 2.54 (s, 3H),.2/56:2:62 (m, 1H), 2.67-2.73 (m, 21D, 3.75
200 f@dm | (d, J=12.4 Hz, 7H), 4:41(d,.J = 6:0 Hz, 2H); 6:93(d, J = 8.8 Hz, 2H), 7.07(dd,

Any U=7.6,2.0Hz, 3H), T 124 J = 8.4 Hz, 2H), 7.21 (4. J = 8.8 Hz, ZH), 7.72(d,

/CN g = 2:0 Hz, 1H), 833 (t, J =:6.0 Hz. 1H), 898 {d; J =76 HZ, 1H); LCMS
e (slectrospray) miz (M+H) + 473,

R EES THNMR (400 MHz, DMSO-d6): § 1.70-1.74(m, 2H)

,/}' @us 1.83-186 (i, 2H), 2:55 (s,3H);. 2.682.74(m, 3H), 3.76 (d, J = 12.4 Hz, 7H),
100 S 4.41(d. J = 6.0 Hz, 2H), 6.94 (d, J = 8.4 Hz, 2H), 7.07 (dd, J = 7.6, 1.2 Hz,
= e 1H), 7:22 (d, J = 8.4 Hz, 2H), 7.26 (d,.J = 84 Hz, 2H), 738 (d, J= 84 Hz,
J@i 2H), 772 (d, J = 1.2 Hz, 1HY, $.32(, ./ = 5.8 Hz, 1H), 8994d, J = 7.2 Hz,
e 1H) : LCMS (elgetrospray) miz {M+H) +:543

o "H-NMR (400 MHz, CDCI3 + CD30DY): §9.22 -9.23 (m, 1H), 7.88 (d,J = 8.4
/‘”Q‘J(‘“‘ ’@4 Hz, 2H), 7.59 -7.63 (m, 2H), 7.50 (dd, J = 9.6, 2.0 Hz, 2H), 747 (d, J = 8.4
301 ot S Lz, 2ED, TA% 60, 0= 906, 207 He, 11, 702 (@d, 7=9.6, 8.4 Hz, 1H), 468 (5,
Cinoz 2H),.2.98 (g, 4 = 7.6 Tz, 2H), 1.33 (t,.J = 7.6 [z, 3H); LCMS (clectrospray)

\@r 7 m/z (M+H)+451.

TH-NME (400 MHz, CDCI3 + CD30D): § 9.06.(d, J = 7,6 Hz, 1H). 7.88 (d, .
O,r = 8.0 Hz. 2H), 7.60 -7.62 (m, 2H), 7.54 (4, J = 2.0 Hz, 2H), 7.46 (d, 7 = 80
302 Qg s 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,
P N:§_\ PH), 2.7 (q: J = 7.6 Hz, . 2H), 1:33 {t, J = 7.6 Hz, 3H); LCMS (clectrospray)

oA N /s (OMEEH 451,

H-NMR. (400 MHz, CDCI3): 6 9.51 (d, J — 2.0 Hz, 1H), 7.53 (d, J — 9.6 Hz,
AN 1H), 7.31 “7.41 {m, 4H), 7.29(dd, 7 = 9.6,2:0 Hz, 1H), 612 (t, F =52 Hz,
303 aah NS THY, 468 (d, J=5.6 Hz, 2H), 3.68 -3:80 (m; 4H), 297 (g, J=7.6 Hz, 2H),

ENG ,zr_\ 2.42 -2.52 (m, 4H), 1.39 {t, J = 7.6 Hz, 3H); LCMS (electrospray) m/z
\©§N (M+H )+ 441

. [H-NMR (400 MHz, CDC13):6 935 (4 J = 7.2 Hz, 1H), 7.58 (d, J = 2.0 Hz,
/’Q{F‘Cf [H), 7.33 -7.38 (m, 4H), 6.90 (dd, J = 74, 2.0 Hz, 1H), 6.09 {t, J = 5.0 H,
304 & 1H), 4:68 {d, J= 5.6 Hz, 2H), 3.68 -3.80 (m, 4H), 2.96 (4. J = 7.6 Hz, 21),
P N%’_\ 2.42 <252 {m, 4H), 1.39 (t, J = 7.6 Hz, 3H); LOMS (clectrospray) m/z

C,/Q/km ’ (M+ED)+ 441,

TH-NVR (400 MHz, CDCI3): 6 9,48 -9:49 (m, 1H), 7.53 (d. J = &8 Hz, 1H),
7.28 -7.31 {m, 3H), 7.19.(d, J = 8.0 Hz, 2H). 7.00 -7.03 (m, 21), 6.92 (dd. J =

305 8, 8.0 Hz, 2H), 6.07 (m, \H), 4:62:(d, Ji= 5.6 He, 2H), 3.46 (s, 3H), 293 (g

463,

& FLNMR (400 MHz, CDC13): 8 9.28 (&, J = 7.6 Hz, 1H), 7.56 (d, J = 2.0 Hz,
_ \ 4 \F 1H); 7.26:4d, J = 8.0 Hz, ZH); .16 (d, J = 8.0 Hz; ZH), 698 ~7.01 (m; 2H),

306 G (®, 6.86 =693 (ny, 3H), 6.92 (dd, J= 88, 8.0 Hz; 2H); 6:15 (t, J=35.6 Hz; 1H);
H”g_\ A60(d,.] — 56 Hz, 2H), 5.43 (3, 3H), 2.89 (.7 — 7.6 Hz 2H), 1.34 (t. T = 7.6

AN Hiz, 3H); LOMS (cloctrospray) myz (M+H)+ 465.

78
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, "H-NMR (400 MHz, CDCI3): 69.53 (d, J = 2.0 Hz, 1H (m, 1H), 7.55 (d, J =
f@,@ﬁ 9:6 Hz, 1H), 7.31 (dd, J = 9.6, 2.0 Hz, 1H), 7.05 -7.10 (m, 2H), 6.93 (dd, J =

307 q 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
ENP | (in, 4H), 3,07 -3.10 (m, 4H), 2.98(q,J = 7.6 Hz, 2H), 1.42 (,.J = 7.6 Hz, 3H);
\©§ LCMS (electrospray) m/z (MAH+H417.

™ MH-NMR (400 MHBz, CDCL3): §9.36.4d, J= 7.6 Hz, 1H), 7.60.(d, J = 2.0 Hz,
308 o NS TH, 7:08 <7:40:(m, 2ED), 6,90 <695 (m, 2H), 6.07 (t, /-~ 5.6 Hz, 1H), 4.62:(d,

- e = 5.6 Hz, 2H), 3.85 2388 (m, 4H), 3.08 -3,09 (m, 4H), 3.00 (g, = 7.6 Hz,
AN 2H), LA, J= 7.6 He, SHY LOMS (electrospray) nvz (M+H)+ 417,

, "H-NMR (400 Mz, DMSO-d6): 5 8.80 (4, J = 6.8 Hz, 1H), 8.42 (t. J = 6.0
" O,@’ Hz, 1H), 7.27 (dd, J = 80, 7.6 Hz, 1H), 7.22 (d, J = 8.8 Hz, 2H), 7.12 (. J -
- . r@” A .0 Hz, ZH), 7.08 (0, J = 8.4 Hz. 2H), 6,95 -6.98 (m; 4H), 6.94 (d, J = 8.8 Hz,

ot 2H), 441 (d, J = 6.0 Hz 2H), 3.70 -3.80 (m. 2H), 340 348 (m, 3H), 2.67
# N:l; 273 (m, 2H), 2.57 (s, 3H), 2.24 (s, 3H), 178 -1.84 (m, 2H), 1.50 -1.76 {m,
bl 2H); LCMS (electrospray) iz (M+H)*+ 457,

THENMIR (400 MHz, DMSO-d6); & 8.80 (d, 7 = 6.8 Hz 1H), BA2(t, F—~ 610
- /D,@'CF Hz, 1H), 7.64 (d, J= 84 Hz, 2H), 749 (d, I = 84 Hz, 2H), 727 (dd, 7 =7.6,

516 . ,,O*” 7.6 Hz, 1H), 723:1d, J = 8.8 Hz, 2H) 6.966.99 (m, 1H),-6.95 (d. J = 8.8 Hz,
Sy 2H), 4.42 (d,J = 6.0 Hz, 2H), 3.70 -3.80 (m, 2H), 3.30 -3.40 (m, 3H), 2.70

: N\%j -2:80-(m, 2HY, 2.57 (s, 3H), 1.84 ~1,90 (m, 2H); 1.70--1.80 (m, 2H); LCMS
(eleetrospray) miz (M+HyE 511

e NGE "H-NWR (400 MHz, CDCI3): 6 9.24 (d, J = 6.8 Hz, 1H), 7.30 (d, J = 8.0 He,
/”@’NO/@ 2H), 730 {d. £ ~ 8.0 Hz, 2H), 7.15 <724 (m; 3H), 6.97 -7.06. (m, 4H), 681
311 o ki -6:97 {m, 1H),.6.05 (br s, 1H), 4.62.(d, J =-5.2 Hz, 2H), 3.76 -3.85 (m, 2H),
2 r:x”’§_ 2,80.-2.90(m, ZH), 2:69 (s, 3H),2.60: -2:68 (m, 1H), 1.60-<2.00 {m, 4H); LCMS
NS (clectraspray) m/z (M+EH461.

- "H-NMR (400 MHz, DMSO0-d6): & 8:80 (d, J = 6.8 Hz, 1H), 8.43 (t, J = 6.0

,/Dm ' Hz, 1H), 7.39 (4. J = 8.8 Hz, 2H), 7.24-7.29 (ui, 2H);, 722 (d. J = 8.8 Hz,
312 & 2H),6.96-6.99 (m, 1H), 6.94 (d, J~ &8 Hz, 2H), 442 (d, J —6.0 Hz, 2H),
Nx 3.70 -3.80 (v, 2HY; 3.30 -3.40 (i, 3H), 2.70 -2.80 (m, 2H), 2.57 (s, 3H), 1.82

QN <190 (m, 2H), 1.68 -1.80 (m, ZH); LOMS (glectrospray) nvz (M+H)+ 527.

O@ i 2.56 (s, 3H), 2,62 2.7 (in, 3H), 3.74 -3.77 (i, 2H), 4.43 (d, J = 5.6 Hz, ZH),
6:95 (3, J= 8.4 Hz, 2H), 7,04 -7.01 (i 2H). 7.23 (4, J = 84 Hz, 210), 7.27
p ’?“” L7:50:(m, 2HY, 7.44-27.49 (m, TH), 761 ~Ti6d (i, TH), 8.28(t.J = 5.6 Hz, 1H,
. N .
T

313

INH); 9.06 -9.,07 (nr;, 1H), 5 LOMS (clectrospray) miz (M+H)+461,

» [FENMR (400 MHz, DMSO-d6); 5-1.68 -1.75 (m. 2H), 1,79 =1.83 (m; 2H),
. 'OZQ’ 2.56 (s, 3H), 2.58-2.62 (m, 1H), 2.68-2.73 (m,. 1H), 3.74 ~3:.’{7 (m, 2H). 4.42

‘ (d, = 6,0 Hz, 2H), 6.94 (d, J = 8.4 Hz, 2H), 7.07 -7.13 (m, 4H);, 723 (d, J =
8.4 Hz, 2H), 744 -7.49 (m, 2H), 7.61 -7.64 (m, 1H), 827 (t, J = 6.0 Hz. 1H,
INH); 905 -9.07 (m; 1H) 1 LCMS (electiospray) in/z (M+H)+ 456.

314 &

o "H-WNME. (400 MHz, DMSO-d6): 6-1.71 -1.80 (m, 2H), 1.83 -1.88 (m, 2H),
I(D/@’ e 0:561(s, 3H), 2,71 -2.80 {in, 3H), 3.77 <3.80 (i, 2H), 4.43 (d, J = 6.0 Hz, 2H),
s 6.96(d, J =~ 8.4 Hz, 0H), 7.24 (d. J =~ $:4 Hz ZH), 7.44 -7.50 (m, 3H), 7.61
s i"” -7.65 (m;, 3H), 828 (t, J = 6.0 Hz, 1H, NH), 9.05 -9.07 (m, 1H) ; LEMS

N : . ; - i
\@L‘N (electrospray) m/z (IMHH)+ 5171.

315
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316 Cynt
el
XA

'HINMR (400 MHz, Acetone-d6); 5-1.82 -1.89 (m, 2H), 1.92 <1.96 (m; 2H),
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 (4, J = 8.4 Hz, 2H), 7.26:-7.31 (m, 4H); 7:37.-7:44 (m, 4H), 7.55 -7.59
(in; 1H), 9.34 -9:36.(im, 1H) ; LCMS: (electrospray) my/z (M+H)+ 527,

317 e ‘\C:/ij .
S ,
QN :

"H-NVIR (400 MHz: CDCI3): 8 140 (t, J = 7.6 Hz, 3H), 2.86 -3.00 {m, 5H).
4,70 -447 (m, 4H), 6,20 (brs, 1H), 7.45 -7.01 (i, 9H), 7.53 (d, J = 9.6 Hz,
1H), 9.50 (s, 1H).

BN
e
a8 )ng

"H-NMR. (400 MHz, CDCBY: § 1.39 (t,.J = 7.6 Hz, 3H), 2.86 -2.99 {(m, 3H),
448 (m, 2H), 4.71 -4.69 (m; 2H), 6,16 (brs, TH), 6.89(dd. J = 7.2Hz, 2.0 Hz,
1H), 7.01 -7.45 (m, 8H), 7.539 (d, J = 2.0 Hz, 1H), 9.34(d, J="7.2 Hz, 1H)

T
319 U\CE;‘_\VQ

TH-NMR (400 MHz, CDUB): 6 1.37 (&, J = 7.6 Hz, 3H), 2.02 -1.64 (m, 15H),
2.93.(q, .~ 7.6 He, 2H), 348 (5, 2H), 4.60 (d. ] = 5.2 Hz, 2H), 6:05(brs; TH),
6.88 (d, J = 8.0 Hz, 2H), 7.25 <7.27 {m, 3H); 7.51 (d, J= 9.6 Hz, 1H), 950 (s.
THY: 35 I3CNMR (100:MHz, CDCI3) d 13.4, 23:6, 28.4, 285,340,373, 39.7,
434, 76.9, 77.2, 715, 78.6; 1151, 117.0, 121.6, 126.3, 1283, 1292, 129.7,
144.6,151.5,159.6, 1612, 199.8

320 . '“v@f

"HWNMR (400 MH>7 CDCI3Y: & 1,36 (t..) = 7.6 Hz, 3H), 200 -1.64 (m, 15H),
D97 (g, = T6 Hz, ZH), 348 (s, TH), 4.590d, =56 Hz, 2H), 6.05 {brs, 1H);
6:89<6.85 (m, 3H), 7.25 (. ] — B Hz, 2H), 7.55 (4, J— 2.0 Hz, 1H); 9.32.(d,
7= 7.6 Hz, 1H); 13G NMR: (100 MHz, CDCI3) d 13.4, 23.6,28.4,.28.6, 34.0,
573, 397 434,969,972, 775, 786, 1147, 1151, 158, 1286 1292,
129.7,133:6,146.2, 151.7, 159.6, 161,2, 199:8

o0 B s Ho
o s
321 Bl ,2;_:/./ 7

"HANWVIR (400 MHz, CDCI3): § 136 (t,J = 7.6 Hz, 3H), 2,10 -1.63 (m, 15H),
294 (q, 7= 7.6 Hz, 2H), 4,56 (d, J = 5.2 Hz, 2H), 5.9 (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,
1HY, 9.51.(d; J = 1.6 Hz, 1H); s LCMS (electrospray) m/z (MHH)+ 463.

322 ii‘_\l/@‘

"H-NMR (400 MHz, CDCI3): 8 1.37t, J = 7.6 Hz, 3H), 2.10 -1.63 (m, 15H),
2.94 (g, 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), 688 (dd. J — 2.4 Hz 7.6 Hz, 1H). 7.16 (d, ./ = 8.8 Hz. 2H),
7.58(d, = 2.0 Hz, TH), 9.35 (4, = 7.6 Hz, 1H); LOMS (clectrospray) m/z
(M+H ) 463

i !
P3| W y

"HOEMR (400 MHz, CDCI3): & 138 (. J — 7.6 Hz, 3H), 2.04 -1.61 (m, 15H),
094 (g, ] = 7.6 H, 209, 454 (d, =52 He, 281, 598 (bis. TH), 6.59 (& J =
8.4 Hz; 2H), 7.16.(d;, J=8.8, TH), 7:27 (dd, J = 24 Hz, 9.6 Hz, 1H), 7:52 (4, J
= 9.2 Hz, 1H), 951 (& J = 1.2 Hz. TH); LCMS (electrospray) miz {M+H}+
463.

324 /@J:‘%_H\\/.

"H-NVR {406 MHz, CDCI31: 37137 (, J = 7.6'Hz, 3H), 2.02 <161 (m, 15H,
2.934q, J— 7.6 Hz, 2H), 4.56 (d,.7 — 5.2 Hz, 2HY, 5.97 (brs, 1H), 6.78 (d,.J —
8.4 Hz 2H), 688 (dd, J= 2.0 Hz, 7.0'Hz, TH), 7.14 {d, J = 84 Hz, 2H),
75R(d, J = 200 Hz, 1H), 934 (d, J =72 He, 1H); LOMS (clectrospray) m/z
(M+H )+ 463,

80
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: E L TH-NMR (400 MHz, DMSO-d6):5 1.78-1.95 (i, 4H), 2.60 (s, 3H),

Q@ ' 2:72:2,82 (i, 1H),'2,92:3.08:(im, 2H), 3.73:3.76°(m, 2H), 448 {(d, J = 6.0 Hz,

325 . N/H/OK & D), 7.11-7.22 (m, 4H), 7.29-7.35 (m, 4H), 7.54 (dd, J = 9.6, 1.6 Iz, 1H), 7.68

oy N§ (d, J = 9.6 Hz, 1H), 848 (t, J = 6.0 Hz, 1H, NH), 9.15(d. J = 1.2 Hz, 1H);
@[: LEMS (eleeteospray) my/z (M+H) + 477,

Kt A THAINMR (400 MHz, DMSO-d6): § 1.66-1.86 (m, 4H), 2.60 (s,

NQ/O’ BH), 2.70-2.75 (m; 3H), 3.76:379 (o 2HJ, 4.43 (d, o = 5.6 Hz, 2H), 6.95 (d. J

326 o N,:@ = 8:8 Hz, 2H), 7.09:7.18 (m; 4H), 7.24 (d, J'= 8.8 Hz; 210, 7.46 (dd, J = 9.6,

i ,C ' 2.4 Hz, TH), 7.63 (d, J = 9:6 Hz, 1H), 836 (t, = 5.6 Hz, 1H, NH), 9.12 (d, J
@} = 1.6 Hz, TH): LOMS (electrospriy) miz (VE-H) +473,

SRk B R CH-NMR (400 MHz, DMSO-d6): 5 1.72-1.92 (m, 4H), 2.59 (s,
r@/O/Q’ e 3H), 2.73:2.7%(m, 3H); 3.79-3.82 (iti; 2H). 444 (d; J=6.0 He, 21, 6.97 (&)

327 6 : = 8.8 Hz, 2H), 7.25 (d, J='8.8 Hz, 2H), 7,46 (dd, J = 9.4, 2.2 Hz, 1H), 7.51
s (d, J= S0 Hz 283, 7625767 (i, 3EY, 8376, J= 6.0 Hz, TH. NHY, 9,13 (d, J
\@f = 2.0 Hz, A HY);, LCMS (eleetrospray) miz (M+H) + 527.

SR T H-NMR (400 MHz, DMSQ-d6): & 1.78-1.90 (m, 4H), 2.58 (s,

B _D/Q'O«:Fs SHY, 2.71-2.76 {m, 3H), 3.77-3.81 (m, 2H), 4.44 (d, 7 =60 Hz, 2H), 6,97 (4, J
M = 8.8 Hy, 2H), 7.24 (d, J = 8.8 Hz, 2H), 7.29 (d. J = 88 Hz, 2H), 7.41 (d, J =
S 8,8 Hz, 25, 7.46 (dd, J = 9.6, 2.0 He, 1H), 7.63 (d,.J = 9.6 Hz, 1H}, 8.36(t,.]
C*@—". = 6,0 Hz, TH, KH), 903 (d, /=16 Hz, TH): LOMS (electrospray) m/z (M+H)
A 543,

328

FUEs i THINMIR (400 MHz, CDCI3): 8 138 (t, J = 7.6 Hz 3H), 2.95 (g, J
= 7.6 Hz, 2HY, 4,61 {d, 7= 6,0 Hz, 2H), 4.73 (d, J'= 6.0 Hz, 2H), 6.16 (brs,
LHY, 6,37 (brs, TH); 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, TH), 7.51 -7.55 (m, 1H), 7.59(d, J =
2.0 Hz, 1K), 7.66-7.68 {m, 1H), 7.84 (s, 1H), 933 (d, J= 7.6 Hz; 1H); LCMS
(clecteospray) mifz 465, 467 (M+H)+, Cl- isotope patteri.

329

Al flEl e THANMR (400 MHz, CDCI3): § 1.35 (1, J = 7.6Hz, 3H), 2.76
2097 (g, 2H), 286 & 2,945, SH), 4.45 & 4.68 (s, 2H), 6:31 (brs, 1H), 6.87
(dd; S=20,7.2 Hey 11, 7.00 -7,08 (i, 3H), 7.26-7.43 (m;, SH), 757 (d.J =
2.0 Bz, 1, 928 (4, J = T2 Hz, 1HD); LOMS (electrospray) mi'z 479, 481
(MAH)+; Cl-isotope patterm:

TR E A R THNMR (400 MHz, CDCI3): 8§ 1.37 1, J = 7.6 Hz, 3H), 2.62
2,64 (m, 410, 294 (4, /= 7.6 Hz, 2H); 3.74 -3,76'(m, 4H), 3.85 (s, 2H). 4.78
(d, J'=15.6 Hz, 2H), 6,18 (bet, J= 56 Hz, 1H), 7.28 (dd, J = 2.0, 9.6 Hz, 1H),
737 (dd, Ji= 1.2, 8.0 Hz, 1H), 7.51 -7.54 (m, 2H), 7.70.(d, J = 12 Hz, TH),
951 (dy J = 2.0 Ha, 1H); LCMS (elettrospray) m/z 454, 456 (M+H)+, Cl-
isotope pattern,

331

AR R CHANMR (400 MHz, CDCI3Y: 8 1.37 (¢, J = 7.6 Hz, 3H), 2.63

y .s,(‘“\:} 2,65 (my; 4H), 2,94 (q, J = 7.6 Hz, 2H), 3.75 -3.77 (m, 4H), 3.86 (s, 2H), 4.79

332 _ , ¢ (4, 7 = 6.0 Hz, 2H). 6.13 (brt, J = 6.0 Hz, 1H). 6.90 (dd, J = 2.0, 7.2 Hz, 1H).

Ol 7374dd, F = 1.6, 84 Hz, TH), 732 (d, = 84 Hz, 1H), 7.59 (d..J = 2.0 Hz,

2 TH), 7.72.(d, J = 1.6 Hz, 1H), 936 (d, J = 7.2 Hz, 1H); LCMS (electrospray)
eSS m/z 454, 456 (M+H)+, Cl- isotope patiern.

PR A i TH-NMR (400 MHz; €DCIBY: § 137 (t, = 7.6 Hz, 3H), 1.98
-2,04 (m, 21}, 2.18 2.29 (m, 2H), 2.93 (q,.] = 7.6 Hz, 2H), 3.05 -3.11 (m,
DHY 349 -3.55 (m; THY, 419 424 (m, 1H), 4.60(d, J =52 Hz, 2H). 6.01
(brs, TH), 6.92 (d, 4= %4 Hz, 2H), 7.26 -7.31 (i, 3H), 752 (d, J = 9.6 Hz,
1H), 9:53(d, /= 2.1 Hz, 1H); LCMS (electrospray) miz 431 (M+H)+.

333
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334

A R TH-NMR, (400 MHz, CDCI3): 8 1.36(t, J = 7.2 Hz, 3H), 1,99
2,04 (m, 2H), 2:17 2220 (m; 2H), 2.92 (g, J = 7.2 Hz, 2H); 3.05 -3.10 (1,
2H), 3.50 =3.52 (in, 2H), 4.20 -4.23 (m, 1H), 4:59 (4, J = 3.6 Hz, 2H), 5.99
(bi's; 1H). 5.89-6,94 (i, 3H), 7.26 ~7.27 (m, 2H),. 7.58 (5, 1H);, 935 (d. /= 6.8
Hz, 1H); LCMS (Sloctrospray) iz 431 (M+H)+.

335

ErealE fh: "HANMR (400 Mz, DMSO-d6): § 1.26 (1, J = 7.6 Hz, 3H), 2.98
(: o = T Hezy 2H), 4.58 (d, o =6.0 Hz, 2H), 708 (dd, F'= 2.4, 7.2 Hz, 1H),
7484, J= 84 Hz, 2HY, 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), 897 (d, J = 7.2 Hz, 1H); LCMS
(clectrospray) m/z 434, 4536 (M+H)+, Cl-isotope pattern,

336

SRR CH-NMR (400 MHz, CDCI3): 8 1.36 (. J — 7.6 Hz, 3H), 1.7
2,03 (m, ST, 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 (i, 4H), 4.23 -4.26 {m, 1H), 4.58
(d, J' =52 Hz, 2H), 602 (brs, 1H),76.91 (4, J = 84 Hz, 2H), 7.24 -7.29 (in,
3, 7.51 (4, J = 9.6 Tz, [}, 9.51 {d, J = 1.2 Hz, 1H); LCMS (electrospray)
im/z 554, 356 (NEH T, Cl=isotope pattern.

AT B R "HENMR (400 MHz, CDCI3):8 156 (6 J = 7.6 Hz, 5H). 1.82
1,92 (r, ZH), 2,00 <204 (m, 2H), 2:44 2,51 (in, 5H), 2.61 (t, /=56 Hz, 2H),
2.77 -2.84 (m, 2HY, 2.91 (6, J— 7.6 Hz 2H) 291 297 (m. 1H): 362 3.70(m,
SHY, 4,22 {t, J = 5.6 Hz, 2H), 458 (d, J = 5.6 Hz, 2H), 597 (brt, J = 5.6 Hz,
THY, 6,88-6.94 (m, 3H), 725 -7.27 (m, ZH), 7:58 -7.59 (m, 1H); 9351, I =
7.6 Hz; 1H); LOMS (electrospray) m/z 554, 556 (M+H)+, Cl- isotope pattern,

338

IR "HINMR (400 MHz, CDCI3): 6 1.38 (4 J = 7.6 Hz, 3H), 2.64 (5,
3H), 2:95 (g, & = 7.6 Hz, 2H), 478 (d, 4 = 5.6 Hz, 2H), 6.15 (brt, 4 = 5.6 Hg,
1H), 7.31<7.35 (m, 2H), 746 (4, J = §.4 Hz, 1H), 7.55(d, J = 9.2 Hz, 1H),
7.65-(s, 1H), 9:54 (s, 1H); LCMS (electrospray) miz 369, 371 (M+H)y+, Cl-
lisotope pattern.

339

EI R THONMR. (400 MHz, CDE1R): 6 136 (7~ 7.6 Hz, 3H), 2.64-(s,
3H), 2.93: (g, J = 7.6 Hz, 2H), 4.77 (d, J = 6.0 Hz, 2H), 6.14 (brt; /= 6.0 Hz,
1H), 6:.90 (dd. J— 2.4, 7.6 Hz, 1H), 7.31 (dd, J— 2.0, 8:4 Hz, 1H), 745(d, .J =
8.4 Hz, 1H), 7.60.(d, J = 2:4 Bz, 1H),.7.65 {d; / =2.0.Hz, 1H);, 9.36 (d, /= 7.6
Hz, 1H); LOMS (electrospray) m7z 369, 371 (M+H)+, Cl-isotope pattern.

340

kR TH-NMIR (400 MHz, CDCB + CD30D): 8 124 (t,.J = 7.6 Hz,
SH), 209 -2.25 (m, 2H), 281 (q.J = 7.6 Hz 2H), 533 345 (m, 3H), 3.58
=362 (im; 1H), 446 (d, J = 5.2 Hz, 2H), 493 -4.94 (m, 1H), 6.34 (brs, 1H),
648 (d, J = 8.2 Hz, 2H), 6.72 -6:75 (m, 2H), 7.15-7.17 (m, 4H), 7.23 -7.26
(m, [H), 7.42 744 (m, TH), 930 <931 {m, TH); LOCMS {electrospray) miz
509, 511 (M+H)+, Cl- isotope pattera,

341

A E THANMR (400 MHz, CDCI3): S 1.35 @, 7 = 7.6Hz, 3H), 2.27
(233 (m, 211, 2:90.0g, J = 7.6 Hz, 2H), 341 -3.54 (m, 3H), 3.66 3.70 (i,
1H), 4.56.(0, J = 5.2 Hz. 2H), 4.99-5.02 (m, 1H), 5.95 (brs, 1H), 6.56 (d, .J —
%4 Hz, 2H), 6.79 -6.83 (m;, 2H); 6.88 (dd, J=2.0, 7.2 Hz, 1H), 7.21 -7.25 (m,
4Ty, 7.58 (4, J = 2.0 Hz, 1H), 9.34 (4, J = 7.2 Hz, 1H); LCMS (eléctrospray)
im/z: 509, 511 (M+H)+, Cl- isotope pattern.

342

R A TH-NVIR (400 MHz, €DCI3-+ CD30D): 6 1.28 (. F = 7.6 Hz
SH): 223 2228 (m; 2HY, 2.85 (4, F =76 Hz, 2H), 337 349 (m, 3H); 3:61
2365 (m, 1H), 4.30 (4,7 = 5.2 Hz, 2H), 4.96 -4.97 (m, 1H), 6.22 (brs, 1H),
6.52:(d, ./~ {8 Hz, 2H), 6,75 -6.79 (m, 2H), 717 -7.20 ¢m, 4H), 728°(d, J =
L6 Hr 1H), 746 {d, = 96 Hz. TH), 937 <938 {ui; 1H); LCMS
(electrospray} m/z 509; 511 :(M+H)+; Cl-isotope pattern.

82
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SR o THENMR (400 Mz, CDCI3): 8 134 (1, J = 7.6 Hz, 3H), 2.26

fin Q 233 (m, 2H); 289 {0, F = 7.6 Hz, 2H), 341 -3.53 (m; 3H), 3.66 -3.70 (m,
343 //O' N\)'f 1H), 4.56 (d, J = 5.2 Hz, 2H), 499 -5.01 (m, 1H), 597 (brt, J = 5.2 Hz, 1H),
A 6:56 (d,.J = 8.4 Hz, 2H), 6.78 -6.82 (m, 2H), 6.87 (dd, J = 2.0, 7.6 Hz, 1H),
/CtN\ » 121 <725 (m, AH), 737 (0,0 = 20 He, TH), 934 (d, /= 7.6 Hz, 1H); LCMS
S (electrospray) miz 509, 511 (M+H)+, Cl-isotope:pattern.
o I THANMR (400 MHz, CDCIR); § 139 (t, J = 7.6 Hz, 3H), 1.99
_, : e <219 (i, 4ED), 2,77 2,80 (g 1HY, 2.95°-3.05 @, 4H), 3.79 3382 (m, 2H), 3:90
544 r—@’ - (s, 3H), 4.64 (4, F'= 5.6 Hz, 2H), 6:41 (brs, 1H), 7.31 <7.39 (m, 7H), 7.61 (d, J
o M = 9.6 Hz, 1H), 797 <800 (m, 2H).. 949 4, J = 12 Hz. 1HE LCMS
) \@ ; (electrospray) miz 531, 533 (M+H+ , Cl-isotope patteri.

B T H-NMR (400 MHz, CDCI3 + CD30DY: 6 1.32 (t,.J = 7.6 Hz, 3H),

K@ '\O'Q—(\“?H 1:97 -2.03 {m, 2H), 2.65 +2.80 ¢, 1H); 2.95 -3.01 (i, 6HJ, 3.71 -3.74 (i, 2H),

345 457 s, TH), 457 (d, F =64 Hy, 28, 731 <728 {in; 6H), 740 743 (m, 3H)

o d ' 7.62 (d, J = 92 Hz, 1H), 9.28 (d. J = 1.6 Hz, 1H): LOMS (electrospray) m/z
@LN : 503, 505 (M+H)+., C1- isotope pattern.
L A [ 4 TH-NMIR. (400 MEe, CDCI3Y: 6 1.39 (1, J = 7.6 Hz, 3H), 1.99 -2.09
~f LT % (i, 4H), 2.79 -3.07 (m, 4H), 347 <3.50 (m, 1H), 3.81 -3.84 {(m, ZH), 4.63 (s,
346 /’O N D1, 6.16 (brs, 1H), 7,00 <710 (m, 2H), 7.27 -7.45 (m, SH), 7,57 -7.59 (m,
e B 1H), 7.84 -7.85 (m, 2H), 9.52 (s, 1H), 9.99 (s, 1H); LCMS (electrospray) m/z
T “\N . S0L; 505 (MFH)Y*, Cl-isotope pattern.
O/,Q»F AT A [ 4 HENMR (400 MHz; €DCI3):-8 1.94 -2:04 (m;, 4H), 2.61 -2:71
347 ,,Q'f' J (m, TH), 266 (8, 3H), 3.78 -3:81 (m, 2H), 4.61 (d, J = 5.6 Hz, 2H), 6.15 (brs,
Cyit 1H): 6.79 -6.83 (i, 1H), 6,98 -7.16 (m, 4H), 7.19 “7.24(m, 3H), 7.31 7.33 (m,
AN 2H), 943 -947 (my;, TH); LEMS (eloctrosprayynyz 461 (M+H)+.
F Rt
‘ . EIE I K THNMR (400 MHz, CDCI3Y: 6:1.96:-2.02 (m, 4H), 2.65 -2.75 (m,
O’Q 1H), 2.70 (s, 3H), 2.95 +2.99 (m, 2H), 3,77 -3.80 (m; 2H), 4.63 (d, J = 5.6 Hz,
348 A 2H), 642 (brs, 1H), 6,84 -688 (m, 1H), 7.19 -7.24 (m, 2H), 7.26 -7.33 (m,
P N§ SHY, 7:37 741 (m; 2H), 9.42 945 (m, TH); LCMS (electrospray) m/z 477,
. ,Q B 479 (MFH)E, Cl- isotope pattem:,
N b SRR B AR "HNMR (400 MHz, CDCI3): 8 1.97 <205 (m, 4H). 2.68 (5.
'O/Q 3H), 2.75 -2.82 (m, 1H), 2.83 -2.96 (tn, 2H), 3.80 -3.83 (m, 2H), 4.62 (d, J =
349 e 5:6 Tz, 28, 6.25 (brs, 11D, 6,81 -6.8% (15, 1H), 7.00-7.18 (m, 2H), 7.24 -7.27
" (m, 1H), 7.31 <741 (m, 4H), 7:36 758 (i, 2H), 943 <947 (m, 1H); LCMS
o « "?\LN (electrospray) miz 511 (M+Hy+
\ ooEs R TH-NMR (400 MHz, CDCI3): 8 1.96 -2.05 (o, 4H), 2.69 (s, 3H),
I/@,,D/Q 2:69--2. 74 (m, TH}; 2.85 -2.96 ¢, 2H), .78 -3.81 (m, 2H), 4.62.(d, J = 5.6
350 e Ez, 2H), 6.31 (brs, 1H), 6.82 -6.87 (m; 1H), 7.15 :7.17 (m, 2H), 7.20 -7.30 {m,
~ Njg‘ 5H), 7.35 <741 (m, 2H), 943 946 (m, 1H); LCMS (electrospray) miz 527
AN M)
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