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15 R S FE B » PR EEZ0 B8R M-2 M [E Z D5 /R 1T -

[0252] B {ba® Q) BILEYWQam)F A RIS HKEE AH
FIRTEBRBE 7% - B XTI T AR RBEEZ G A
EITHE -

[& GBS AH]

[0253)
[1t 43]
w7’ 7
Q! 1 H
d§iz AH-1 é%fz‘§§
RS O”&S')/\R47 Cl/\vo R g RY
(2an) (2am)

[0254) (A >

R*7 7% C~Cs Ji B ~ Cy~Co BT E

W RE it SRR H B E#MERE > Q' Q° - R (48
Lt —gR (DS ® EBARE )

[0255])
[ B AH-1]

— R Qam) T RAE &Y T #E R E — R R Qan)FR{E & ER
05 F PR T 843 -

YR R FERME AT E R EE RE S B M-2 MFE 2 58T -

[0256] Eift{b&¥(2) B LE Y (2a0)i o #K R & BB 1% AL B
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M EBIRBHEZ 777 H RIS # 2 AR BB EE > FikE

TR -
[&REER S Al
[0257]
[1L 44]
w7 w7
Q1
d%;ﬁ R4B Al-1 d’;j R48 R4B
R* 04§/<R48 1 R* o"ﬁ&f
0 R49 RS0 HO R
(2ap) (2a0)
[0258] st -

R® S BIBILET H- FTAENAES C~C fisk » T A
ERRE I C~Co it - MABANAEY C~CoBBfEE » RYS
IR L R 4 T B IR

RY - R® S RIBIER H- FETEANARES C~Co ik - 7
{b Ci~Cs 522 ~ B3 Ci~Co it 2 ~ IR AT B BUR B 27 FUEE C~Co S 5 -
R* J RO IR A 48 b 2 45 T B 22

W E S B H TS B2 E AR > Q- Q2 R ki
R — R ()R E R E

[0259]

[ B Al-1]

— 8 3 (2a0) TR AL & 4 T #6 B — MR =X (2ap) B R A6 & 10 8
ROC(O)R™ ¥ 7 HE B foe S AL TT L35 -

VR R M - TR IO Gk - —Z 0 - B = TR -
NN-" R E B - T SIS S A R A
CEWEWRAREE CCEHEAVE)AEN  S(CREDE)
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REASF ETEHE FTEM F=THE# FEH#H B=TH
# - AL - SR - IREE ST - IREL ST - IRERSE - BRI =R FE 2 iR
£ F R¥C(O)R*® FrRm BE B HH ~ B4 PR BCER T B ~ 4,4- " HIRCF
3-RBTH - MIRAEE - &k-18C~E R - SHE RN INEER T #
1T »

[0260] LE#i(E &Y (2)RALEYI(2aq)FF 7] R I8 & R ES 1€ AT AT
RTEBIRB R 2 7k~ R UREE L T ARIRBE K FE LT 7RE
1THE -

[& 18 AT]

[0261]

[1E 45]

w? w’

Q"N o A1 Q;ﬁ

1 X h I X"}'

Q — X N\ — I Q — NH2
Q;f][t’4§K o t,lgxwﬁr’ .

X' R4

(2ar) (2a0)

[0262] = -

X5y Pl IR~ N 8¢ CH ;

Q'~ Q* R~ L ¥ M — () sc B Z EEAME -

[0263])
[ 8 AJ-1]

— R HQag T RILEYM I FEHE — A QanFrrib &Y (E5
EBRBEATRE -

TR IERG > A —RWEZEFRGRE > FIAORHEE -

B~ BAEE -~ 1L4-Z8 ke~ 1L2-T“HER L - BEE - BERE LT -
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Ko~ UGk ~ ZZ &M - BT EFER - NN-—FEFRR
HE - Ol UtEZBSBESZBES  EREY - &8 - &

EHAD - B - B - &8s - BRE - FEE - S0

- SLHE - SblsE - S b es - TR RIS - WAL FLE
B BEREE > K OC~Z0R ~ FIER R INEENR TET - RBERAT
MA&E LSz - B -~ BERE - —REEME - MBEF 2 0E - SOhRIEHT - IR
Besh - BkBRsE ~ ERALEN - EEALT - BB =P - iRER A A - RER

& ME - 2B NN-TERNEZEREZ @ - SHER TR
HEE - 28 ZEAE - 1420~ 1L2-Z“RESE Lk - BBl - Bk
ZBg 7K WEMRIE -~ S5 =T A FER - NN-ZHERERE - F7E -
REFEZREEREEZHED  REIEE T - A0 ~ #55% ~ 81
i~ fLHSHREETER

[0264])

AEREEZALEMRIEEH(1-salt) i Al KRS BB AK F
RAERBIRB R ZT775 - Ht BEEEZ T AR IBHEE 2 7k
TR -

[& R B € AK]

[0265]
[ 46]
N§T’ﬁ>—R’ R? S=I—i>_R1
AK-1
G, C ;1 - G.. q £1 (H-Y),
R4 R
) (4-salt
[0266] = -

R'-R*-Q'~Q* R*-L~G R X% Eaft—M=NU(1)FTEeEk >
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EHEMEE - X H-Y RAEAR - RIEE - HiEE - HEE - BRI - F
B - BEEE - IEHT& B - RTWR B - JTiHEL « AR - BRRK - A
Al - BB PRl - WEREE - K - AR - e
n¥FkE/nK 1/3F 3o

[0267]
[27 5% AK-1]

— % = (1-salt) fTn B & ) 7 7 B i — A =L (DFT R b & PO 1E 7k
HHE B -

ERRIERE - IER—KRZELFE PIOREE - Z8 -
2-NEE ~ 7K~ 28 ~ ZZEE - WEMRE -~ 1,4-Z18 0% - 1L,2-THE
Bk WL - ZARERE - AR - BF - FEZBHRLES
o KEERE - SORME - TREL - TR - BRER - TE R IET S
" RTW B BRI A BEREE - HOREE - EER - F
FERE - B IREEE KIS R - SERE—KA()ES IR
0C~InEAEREST - X > IR IAEEEERE > EHSLE3UR
{EERE HEFEMLEBRITLE LA - 1,4- 20505 - FEE -
LB~ 2-WEE - Z2EE  WEFEZIER -

[0268] EiiFiREMBEEMNRREREREERZILLEY

I ERBIR > AEREEZIEEY KR LATASURBERZTT -

R HM SIS E . TEERBEEZ TAETRE  WERET
ETETEEEER AN EBTEESHEZ ME -

[0269] - HEREEABENFEZREENER  TREAHE

EWACERE ARRBEZRFE - REEZEHE  HEA - fHETE

54 Theodra W. Green & Peter G. M. Wuts Z 45" Greene’s Protective
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Groups in Organic Synthesis |~ fourth edition + Wiley-Interscience
2006 FEE 2 TTE -

[0270] A EIEAERPERZ LSNP HEE THEERE
HATEEMERT ERBENHETEAZ BN ERE - BEFEY
B~ B BER - B SROREBWEETERE - BR -
Mo TREAETEEE - R BHEEERYEFREART —KE -

[0271] AEWREETFE "HRBER, BiENfRE W
JH - AEHPRRTFE " B NERERERREER ) EENHBR
/N XE R ER Z W BN E -

[0272) BRHU/NZEZBRERZREh—& RNA KFE
FMAELIHARZESESREESRFEELE -

[0273] B/ INEERBRRER 2 KRS —F BB
WEE TREE BIBIVREE  EMRE - OFE OFER
% - L FE W BB (Aquamavirus) - AT X 7% & (Avihepatovirus)
P} i 9% % /& (Cosavirus) ~ .75 UL 5 % & (Dicipivirus) ~ S 2K 5 B
(Erbovirus) £ F]J% %5 & (Salivirus) ~ (& {f’% 7% % /& (Sapelovirus)
S JE 74 % & (Senecavirus) - 5 555 3 J& (Teschovirus) « EERE B
(Tremovirus)Z o

[0274] fERIBEREBFIAANRS > TEHUERS &5
B ROERESE -

[0275] fERITHREBRTEESZHRE  TEHW A HFRRK
=,

[0276]1 ZEWRFEEZ LD L EERIBREBHRES 2R
BETNEBYUREFR -
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[0277) AEHHEZ LAY LEERBRE B FHES
SR EETRRIIEEEA -

[0278] 7 B HE T 5 2 11 & 170t 1 40036 7 370 46 018 1 M R
B W - R KM LE S R RN
BEETESR CEEBFE  ALERE  BRESEIRERL
RN LR H TN - T AR R R ERAE S B R
H B - |

[0279] ¥ - &BAHHHE LEWIEREBRS WELE
4T 5 FE AR B R R SR B R B BUAFAB R R COPD 3
ESEEGER SR

[0280] 2B ABEMHEZ (LAYIERERRSNESE TR
SFEER SR  IFRBERT - TREI M - FERE -
WO - BT - GEI  REEEE - GRSTEI RN - WEM - R -
N E

[0281] HEBETESHAFMEHLADES BRASH
e RERR S 2 BB B (LY - BES LS 2RI
BHARY - ERRBEARYFAEZ FNE TR
m - HERTE G5 SE - RUBE - WEM - SEE - SR(LE - BE
m SRR - AL - AECE - B R -
4 Al ) T B £ A B HE TR AR 2 (L S W BRI O R S R
YL & PORR TR - Y R TT M (T S -

[0282) 7 B5 HETo A = B 5 o 9 4 5 5 /3 0 6 ey 48 D w9 46
C(GEE - SN - BFORP - ERBPY - B0~ HLPY - 48R )T IR -
[ 76 1]

Tfﬁg"l;
o
g

f Ry
i
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[0283) LIF - iSRRG - BHEHI R 255 B S 4RI A B
B o X BRAML A (1) 2 43 o T 0 JEORME &9 P B 2 397
(L& - A BEORML & 2 S BITR 2 5 51 2 T R -
AHPLFRER TAEHALHZ S THRFRBEASHE
B EENETEE -

[0284) 5220 - SEWH - SRBFEFZIERT -
IH-NMR 345 8 B T KB 36 R 50 R BT B E 96 38 - CDCL B 5
g4h-d» DMSO-ds B — HETHH-dg » MS(ESI") & MS(ESIE 5 E
HEE W RS - MS(FI) B BB BT L% » MS(FD)B EHBMITE T
fE3% » MS(EI) B BT BT b5% + MS(CI) B e (B B T (L
EHEF AR - E G 1-30C -

[0285]
<) 1-1>

[0286]

L 47]

g

[0287) MERET » K FEHR(2.41mL) B NN- " HEH
B fZ (40mL) » FRKZ T > A S5%EAE#H(943mg) » DL O°CHERE 10
TR TR RERBEH 10 oE(ER 1) - #F > & 4-8R-2-
F-1-=FPEF(G.00g)FER N N-Z HE FEEZ(53mL) » #EFTK
RINIER 2) - RKLT » HRER 1 EBBETERER 2+ > &
HomEHE A 30 R 0 A SR &4k 8 KB (100mL) Kz 7K
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(100mL) - #£FE ik £ B (200mL)Z HY - 7% A # 8 DL e A1 R B K (100mL)

e o FE IR K BR 99 B2 KR
T

BEER O

R1%
=21 1 ZRESRGBOmL)
E(ChE - BEEE ZBE=98: 2~90: 10)#E

WERA B - BT 8RB HR%
B BEREEN
TR FEIRE/ESY(6.11g) -

'H-NMR (400MHz, CDCls) &: 4.16 (2H, s), 7.25-7.34 (5H, m), 7.36-7.41 (1H,

m), 7.46-7.51 (2H, m). MS (ESI"): 345 [M-H]".

[0288]
<25l 1-2~1-5>

EREEZ —KRANNZEEY RESZEH 1-1 HEZHE

FEBR R-1 FioR A~ BREBEZ 57 -
TTRFE >

HEZHEE
[0289) [3 23]

HA SR L8 2 )T A EIR 8

BEILT2EH] 1-2~1-5 -

2P | S

B

1H-NMR (400 MHz, CDCls) &: 3.94 (3H, s), 4.14
(2H, s), 7.19 (1H, s), 7.30-7.41 (5H, m), 7.81
(1H, 8).

MS (EI*): 309 [M]*

1H-NMR (400 MHz, CDCla) 8: 1.26 (3H, 1, J = 7.3
Hz), 3.68 (2H, s), 4.20 (2H, q, J = 7.3 Hz), 7.47
(1H, d, J = 8.5 Hz), 7.52 (1H, d, J = 8.5 Hz),
7.74 (1H, s).

MS (ESI): 341 [M-HJ

1H-NMR (400 MHz, GDCla) &: 1.23 (3H, t, J = 7.3
Hz), 3.62 (2H, s), 4.16 (2H, dd, J = 14.1, 7.3
Hz), 7.10 (1H, t, J = §5.3 Hz), 7.53-7.54 (2H, m),
7.73-7.74 (1H, m).

MS (ESI-): 323 [M-HJ-

1-5 Br

1H-NMR (400 MHz, CDCls) 3: 4.17 (2H, s), 7.27-
7.38 (5H, m), 7.7 (1H, d, J = 1.8 Hz), 8.48 (1H,
d, J = 1.8 Hz).

MS (ESI*): 348 [M+H]*

[0290]
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<% i 2>
[0291]

[1E 48]

F——F
N

Br

[0292] # &6 1-1 FiB L& ¥(6.11) % A BEBE (43.5mL)

- RK(14.5mL)tE - RUKAET 0 BIA N-EIRIAEE S f7(7.05g) - N =R
PERE 2 NEER > I AZK(100mL) » EEEERS 7, Bs (100mL) 2 HY - 15
J& DLBE A& K (100mL) %655 » # MK IS SR B0 IR 1% - B R B -

REREBTERZHEEZ  SRBRRCEKE  Z&FkE=1:

1 ZRE®

(30mL) - FEEWBERBITE(CH © B ZE=98 : 2~80 : 20)i

T8 BEEELEY4.96g) -

 "H-NMR (400MHz, CDCl3) : 7.84 (1H, d, J = 8.5 Hz), 7.98-8.03 (1H,

m), 8.48 (1H, d, J = 1.8 Hz).
[0293)

<£Z i 3>
[0294])

[1L 49]
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[0295] % 2%E6l 1-5 Fi(b&¥(213me) B iF I BB (4.6mL)
B K (1.8mL)%%& - R KA& T » IO A N-£ 3% 34 B 58 Bz (245mg >
1.84mmol) - FRERIEFE 1 /NG - DL SOCHEEE 1 /N - REIRID
AZK(AOmL)&FFE - REEBTERAEE » BER/KGBmL) » FEH
HHEYBERETIECK | ZE=80: 200ETHEE  SFEEHLSY
(138.4mg) -

"H-NMR (400MHz, DMSO-d¢) 8: 8.53 (11, d, T = 2.1 Hz), 8.84 (11, d,

J=2.1 Hz). MS (EST): 304 [M-HT".

[ 0296]
<3| 4-1>
[0297]

[1E 50]
FXF
o O F

Cl\ls//
/

Br

[0298] &R & (13.0mL) A fE 1-R4-(ZHEFHEE )X
(2.0mL) RZERERE 2.5 /MR- ER R EREIEEAZIK(00g)
o A ERFE/K (20mL)EF o MIAZK(20mL) » FE Z & HF HE(100mL)
- BEBE DN R EK(TSmL)EFER » B EKRBE NG -
ERABY - RIBBTHEERAE  SIEELEWQ.91g) -
'H-NMR (400MHz, CDCl3) §: 7.39-7.43 (1H, m), 7.88-7.93 (1H, m),
8.23 (1H, d, J = 2.4 Hz).

[0299)
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<& E ] 4-2~4-3>
ERHEEZ —RAANZEY  RESEHF 4-1 BEZ k-
BB R-4 FORTTE C RIRBE Z U7k - HtSCRELE S AR
HEZTERETKE BEILUT2%E4] 4-2~4-3 -
[0300] [ 24]

Br
EQ - H-NMR (400 MHz, CDCls) &: 3.38 (2H, t, J = 8.9
- d & Hz), 4.94 (2H, t, J = 8.9 Hz), 7.62-7.64 (1H, m),
4—2 0 0 7.81-7.82 {1H, m).
Br
1H-NMR (400 MHz, DMSO-ds) 5: 6.94 (1H, d, J
D ,s-Cl = 8.6 Hz), 7.46 (1H, dd, J = 8.6, 2.4 Hz), 7.76
p—C o (1H, d, J = 2.4 Hz).
4—3 D MS (CI*): 287 [M]*
[0301])
<HEF) 5-1>
[0302]
[1E 51]
0 o
Na. .S
(@)
Br

(03031 % o5 o B% 8 (1.42g) ~ R B4 & $3 (948mg) & R 1> /K
(17.0mL) » 4 70°CIIERHH - I’ S-A-2-BHEEFEEE(2.002)2
1,4-Z 025 B (17.0mL)IB /R ERF 10 53880 T » R 70°CIEHE 2.5 /NEF -
YRR T 8RR E R o REBA B K(5mL) > EREEAYEE
HEECK - ZH5=100 : 0~80 : 20)ETHFE - /BEEELEY
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(1.89g) *
'H-NMR (400MHz, DMSO-d¢) 8: 3.72 (3H, s), 6.82 (1H, d, J = 8.5
Hz), 7.30 (1H, dd, J = 8.5, 2.4 Hz), 7.60 (1H, t, ] = 2.4 Hz). MS
(EST'): 249 [M-HT".
[0304])
<& E i 5-2~5-4>
FRAHE — K52 e KB2F ] 5-1 HE 277745 -
BE R-6 Fm ik ~ BORIBHE Z J775 - BB Z T AR E
EEZHEETRE > BSEIUT2F6] 5-2~5-4 - |
[0305] [ 25]

7

Br
1H-NMR (400 MHz, DMSO-de) 5: 3.23 (2H, t, J =
OH 8.6 Hz), 4.67 (2H, t, J = 8.8 Hz), 7.43-7.44 (1H,
d ,?’ m), 7.58-7.59 (1H, m).
5—2 MS (ESI): 261 [M-H}-.
Br
SIOH 1H-NMR (400 MHz, DMSO-ds) 6: 3.86 (3H, s),
1 7.14 (1H, dd, Jd = 6.7, 3.0 Hz), 7.68-7.72 (2H,
5—3 /O o m).
Br
TH-NMR (400 MHz, DMSO-de) &: 3.93 (3H, s),
~OH 7.53-7.56 (1H, m), 7.85 (1H, dd, J =10.9, 2.4
F ﬁ Hz).
5—4 O O MS (ESI-): 267 [M-HT-.
[0306]})
<2 EZfHl 6-1>
[0307])
[1L 52]
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7 ~NH

F
Iy
4
Br ,S
[o]

OH

[0308) /¢ 4-Fr kB3R [2.2.2]% - 1- B2 B8 B6 B (100mg) B 2 174

VU4 BT (2.3mL) > 1A 2mol/L 4 1E 87K 5 (0.705mL) ~ £ % 4
. 2 EE(152me) RERIERE 1 /NEF - AR FER T HIA 1mol/L

BiEZ(1.41mL) ke 7/K(10mL) - #EES B Z B (10mL)ZEBY - /4 5 8 DL 6
IR EK(10mL)EE » DIEKREE SRz o BRAEY - RIRE
THEERBER  BRER G5k BHVBEERBITECK @ B
B ZFE=84 1 16~0 : 100)ETHFE > BEEE/IEEW(108mg) -
'H-NMR (400MHz, CDCl3) &: 1.16 (1H, s), 1.67-1.75 (6H, m),
1.84-1.93 (6H, m), 4.60 (1H, s), 7.69 (1H, d, J = 8.5 Hz), 7.79-7.83
(1H, m), 8.41 (1H, d, J = 1.8 Hz). MS (ESI"): 426 [M-H]".

[0309]
<HH Bl 6-2~6-43>

EREE BTEY  MREY —KRA15)ZEEY - k#ls
Z0|6-1 HEZ 50k ~ B R-TFiIRFE S SURBEE S FiE#ElT
KIE > BEILLT 2E 0] 6-2~6-43 -
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[0310] [3= 26]

REEE

24 | e
OH
- Ve
= 0 O
AN. ¢ 1H-NMR (400 MHz, CDCls) &: 1.45-1.67 (OH,
d m), 3.25 (1H, br), 3.83 (1H, brs), 3.98 (3H,
s), 4.91-4.95 (1H, m), 6.92 (1H, d, J = 9.1
Hz), 7.63 (1H, dd, J = 9.1, 2.4 Hz), 8.04
) 6—2 Br (1H,d, J=2.4Hz).
OH
H-NMR (400 MHz, DMSO-ds) 5: 1.03-1.12
o 07 (2H, m), 1.15-1.27 (2H, m), 1.53-1.56 (2H,
HN. & m), 1.69-1.72 (2H, m), 2.92-2.99 (1H, m),
d 3.24-3.30 (1H, m), 3.90 (3H, s), 4.48 (1H, d,
J=4.2Hz),7.20 (1H, d, J = 9.1 Hz), 7.42
(1H, d, J = 9.1 Hz), 7.76-7.78 (2H, m).
6—3 Br MS (ESI*): 364 [M+H]*
OH
vl
HN. & "H-NMR :
~d - (400 MHz, DMSO-ds) 5: 3.92 (3H,
d s), 6.57-6.61 (2H, m), 6.84-6.87 (2H, m),
7.7 (1H, d, J = 8.6 Hz), 7.64 (1H, d, J = 2.4
Hz), 7.73 (1H, dd, J = B.6, 2.4 Hz), 9.30
6—4 Br (1H, s), 9.60 (1H, s).
E
F
Br d :
e H-NMR (400 MHz, CDCla) &: 2.81 (1H, s),
" NH 3.39 (2H, d, J = 6.3 Hz), 4.48 (2H,d, J = 7.8
OH Hz), 4.57 (2H, d, J = 7.8 Hz), 5.22 (1H, t, J
= 6.3 Hz), 7.76 (1H, d, J = 8.5 Hz), 7.84-
7.89 (1H, m), 8.38 (1H, d, J = 1.8 Hz).
6—5 o MS (ESH): 388 [M-HT
OH H O Br
H_o 1H-NMR (400 MHz, CDCla) &: 4.06 (2H, s),
) 3 4.30 (2H, d, J = 7.3 Hz), 4.60 (2H,d, J = 7.3
o Hz), 5.42 (1H, s), 7.75 (1H, d, J = 8.5 Hz),
7.85-7.89 (1H, m), 8.38 (1H, d, J = 2.1 Hz).
6—6 FF MS (ESI): 388 [M-H]-
OH, o B TH-NMR (400 MHz, CDCh) o: 1.97 (1H, t, J
- H & r = 4.8 Hz), 2.63-2.83 (4H, m), 3.76 (2H, d, J
S = 4.8 Hz), 5.40 (1H, s), 7.75 (1H, d, J = B.2
e Hz), 7.84-7.89 (1H, m), 8.38 (1H, d, J = 1.8
- Hz).
6—7 FFFEF MS (ESI): 422 [M-H]-

[0311]) [3 27]
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2%

es g

‘H-NMR (400 MHz, CDCls) 5: 2.96 (1H, d
, J = 3.6 Hz), 3.12-3.21 (1H, m), 3.41-3.
50 (1H, m), 4.12-4.22 (1H, m), 5.18-5.25
(1H, m), 7.76 (1H, d, J = B.2 Hz), 7.85-7
.89 (1H, m), 8.37 (1H, d, J = 1.8 Hz).
MS (ESI): 414 [M-H]

'H-NMR (400 MHz, CDCls) &: 1.53-1.78 (8H,
m), 3.31-3.40 (1H, m), 3.85-3.90 (1H, m),
5.15 (1H, d, J = 7.9 Hz), 7.70 (1H, d, J = 8.1
Hz), 7.82 (1H, dd; J = 8.1, 2.1 Hz), 8.30
(1H, d, J = 2.1 Hz).

MS (ESI): 357 [M-H]-

H-NMR (400 MHz, CDCls) &: 1.23-1.28 (1H,
m), 1.51-1.68 (8H, m), 3.21-3.30 {1H, m),’
3.81-3.87 (1H, m), 4.08 (3H, d, J = 1.8 Hz),
4.90 (1H, d, J = 7.6 Hz), 7.47 (1H, dd, J =
10.6, 2.4 Hz), 7.82 (1H, dd, J = 2.4, 1.5 Hz).
MS (ESI*): 382 [M+H]*

H-NMR (400 MHz, CDCls) 5: 4.04 (3H, s),
6.87 (1H, s), 6.90-6.96 (3H, m), 7.01-7.07
(2H, m), 7.60 (1H, dd, J = 8.8, 2.4 Hz), 7.87
{1H, d, J = 2.7 Hz).

MS (ESI): 358 [M-HT

6—12

H-NMR (400 MHz, DMSO-ds) 8: 3.65 (3H,
s), 3.91 (3H, s), 6.77-6.81 (2H, m), 6.96-
7.01 (2H, m), 7.17 (1H, d, J = 8.8 Hz), 7.67
(1H, d, J = 2.7 Hz), 7.74 (1H, dd, J = 8.8,
2.4 Hz), 8.78 (1H, s).

MS (ESI"): 370 [M-HT

6—13

'H-NMR (400 MHz, DMSO-ds) 5: 3.88 (3H,
s), 6.37 (1H, dd, J = 8.2, 1.8 Hz), 6.50 (1H,
dd, J=7.9, 1.2 Hz), 6.55 (1H, t, J = 2.1 H2),
6.97 (1H, t, J = 8.0 Hz), 7.16 (1H,d, J = 8.B
Hz), 7.74 (1H, dd, J = 8.8, 2.7 Hz), 7.77
(1H, d, J = 2.7 Hz), 9.43 (1H, s), 10.03 (1H,
s).
MS (ESI-): 356 [M-H]-
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[0312] [ 28]

2%5pl

f#is

e RE

TH-NMR (400 MHz, DMSO-ds) &: 3.87 (3
H, s), 6.69 (1H, td, J = 7.8, 1.5 Hz), 6.7
4 (1H, dd, J = 7.8, 1.5 Hz), 6.93 (1H, td
,J =78, 1.5 Hz), 7.13 (1H, dd, J = 7.8
. 1.5 Hz), 7.19 (1H, d, J = 9.0 Hz), 7.69
(1H, d, J = 2.7 Hz), 7.75 (1H, dd, J = 9.
0, 2.7 Hz), 8.75 (1H, br s), 8.68 (1H, br

s).
MS (ESI): 356 [M-HJ

6—15

H-NMR (400 MHz, CDCls) &: 1.13 (6H, s),

2.12 (1H, t, J = 6.3 Hz), 3.46 (2H, d, J = 6.3
Hz), 3.99 (3H, s), 5.21 (1H, s), 6.92 (1H, d,
J = B.8 Hz), 7.63 (1H, dd, J = 8.8, 2.4 Hz),
8.04 (1H, d, J = 2.4 Hz).

MS (ESI"): 336 [M-H]"

6—16

1H-NMR (400 MHz, CDCls) &: 1.21-1.31 (1H,
m), 1.50-1.72 (8H, m), 3.27-3.40 (1H, m),
3.83-3.90 (1H, m), 4.71 (1H, d, J = 7.9 Hz),
7.73 (1H, d, J = 8.5 Hz), 7.80-7.85 (1H, m),
8.40 (1H, d, J = 1.8 Hz).

MS (ESI): 400 [M-H]-

6—17

1H-NMR (400 MHz, CDClz) &: 1.28 (1H, br
s), 1.57-1.71 (8H, m), 3.29-3.38 (1H, m),
3.84-3.90 (1H, m), 4.78 (1H, d, J = 7.3 Hz),
7.11 (1H, t, J = 9.1 Hz), 7.65-7.68 (1H, m),
8.04 (1H, dd, J = 6.4, 2.4 Hz).

MS (ESI): 350 [M-H}

6—18

*H-NMR (400 MHz, CDCls) &: 1.29-1.43 (5H,
m), 1.86-1.99 (4H, m), 3.19-3.30 (1H, m),
3.56-3.67 (1H, m), 5.00 (1H, d, J = 7.6 Hz),
7.70 (1H, d, J = 8.2 Hz), 7.83 (1H, dd, J =
8.2, 2.0 Hz), 8.31 (1H, d, J = 2.0 Hz).

MS (ESI): 357 [M-H]-

6—19

Br

1H-NMR (400 MHz, CDCls) &: 1.19-1.41 (5H,
m), 1.83-1.96 (4H, m), 3.17-3.29 (1H, m),
3.53-3.63 (1H, m), 4.56 (1H, d, J = 7.6 Hz),
7.73 (1H, d, J = 8.5 Hz), 7.81-7.86 (1H, m),
8.41 (1H, d, J = 1.8 Hz).

MS (ESI): 400 [M-HJ

108129669
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2%E |

e

OH

TH-NMR (400 MHz, DMSO-ds) &: 1.27-1.3

g (4H, m), 1.48-1.67 (4H, m), 3.01-3.1 3(

1H, m), 3.67-3.64 (1H, m), 4.34 (1H, d, J
= 2.7 Hz), 7.63 (1H, d, J = 8.5 Hz), 7.8

5 (1H, dd, J = 8.5, 2.6 Hz), 8.06 (1H, d.

J = 2.6 Hz), 8.08 (1H, d, J = 7.

MS (ESI-): 366 [M-HI

1H-NMR (400 MHz, CDCls) &: 1.21-1.37 (4H,
m), 1.40 (1H, d, J = 3.6 Hz), 1.83-1.87 (4H,
m), 3.17-3.27 (1H, m), 3.54-3.63 (1H, m),
4.56 (1H, d, J = 7.6 Hz), 7.26-7.30 (1H, m),
7.73 (1H, dd, J = 8.8, 2.4 Hz), 8.18 (1H, d, J
= 2.4 Hz).

MS (ESI): 416 [M-HJ

1H-NMR (400 MHz, CDCl3) 5; 1.21-1.33 (4H,
m), 1.35 (1H, d, J = 3.9 Hz), 1.81-1.96 (4H,
m), 3.10-3.19 (1H, m), 3.52-3.62 (1H, m),
4.06 (3H, d, J = 1.8 Hz), 4.77 (1H, d, J= 7.3
Hz), 7.48 (1H, dt, J = 13.0, 2.4 Hz), 7.82
(1H, dd, J = 2.4, 1.5 Hz).

MS (ESI): 380 [M-HJ

FO=8=0

1H-NMR (400 MHz, CDClz) &: 1.20 (6H, s),
2.00 (1H, t, J = 5.7 Hz), 3.51 (2H, d, J = 5.7
Hz), 5.07 (1H, s), 7.71 (1H, d, J = 8.6 Hz),
7.79-7.84 (1H, m), 8.43 (1H, d, J = 2.1 Hz).
MS (ESI): 374 [M-H}- -

6—24

Br

1H-NMR (400 MHz, CDCls) 6: 2.14-2.26 (4H,
m), 3.99-4.08 (1H, m), 4.42-4.49 (1H, m),
4.84 (1H, d, J = 7.0 Hz), 7.73 (1H, d, J = 8.3
Hz), 7.84 (1H, dd, J = 8.3, 1.5 Hz), 8.36
(1H, d, J = 1.5 Hz).

MS (ESI): 372 [M-HJ"

108129669
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2%f| | FEE Bz
OH
N 1H-NMR (400 MHz, DMSO-ds) &: 1.29-1.4
> Br 1 (4H, m), 1.50-1.69 (4H, m), 3.00-3. 1(
o 1H m), 3.58-3.68 (1H, m), 4.35 (1H, d, J
o = 2.7 Hz), 7.52-7.56 (1H, m), 7.95 (1
dd, J = 8.8, 2.7 Hz), 8.04 (1H, d, J =
_F—l—F 7 Hz), 8.06 (1H, br s).
6—25 F MS (ESI): 416 [M-H]
OH
F
F—F TH-NMR (400 MHz, CDCls) 5: 1.69-1.81 (3H,
\-NH m), 2.56-2.65 (2H, m), 3.37-3.50 (1H, m),
% 3.94-4.04 (1H, m), 4.86 (1H, d, J = 8.5 Hz),
. 7.73 (1H, d, J = 8.2 Hz), 7.81-7.86 (1H, m),
8.36 (1H, d, J = 1.8 Hz).
6—26 Br MS (ESI): 372 [M-HT"
H O Br TH-NMR (400 MHz, CDCh) &: 1.43 (3H, s),
z, N-d 1.71 (1H, d, J = 4.5 Hz), 1.93-2.01 (2H, m),
L 2.58-2.68 (2H, m), 4.31-4.40 (1H, m), 4.83
<§ e (1H, 8), 7.71 (1H, d, J = 8.5 Hz), 7.80-7.84
Y (1H, m), 8.41 (1H, d, J = 1.8 Hz).
6—27 oHF F MS (ESI-): 386 [M-HT-
b o Br TH-NMR (400 MHz, CDCls) &: 1.34 (3H, s),
N-d 1.76 (1H, d, J = 6.4 Hz), 2.10-2.18 (2H, m),
SO0 2.41-2.48 (2H, m), 4.08-4.18 (1H, m), 4.95
2> e (1H, s), 7.72 (1H, d, J = 8.2 Hz), 7.80-7.84
Y (1H, m), 8.40 (1H, d, J = 1.8 Hz).
6—28 OHF F MS (ESI): 386 [M-HT
OH |, o H-NMR (400 MHz, CDCla) 5: 0.72-0.76 (2H,
N2 Br m), 0.78-0.83 (2H, m), 2.00 (1H, t, J = 5.7
X 2 Hz), 3.49 (2H, d, J = 5.7 Hz), 5.51 (1H, s),
7.72 (1H, d, J = 8.5 Hz), 7.82-7.86 (1H, m),
8.43 (1H, d, J = 2.1 Hz2).
6—29 F"F MS (ESI): 372 [M-HT
JEOH
NH
FO=8=0 1H-NMR (400 MHz, coma)a 1.26 (6H, s),
F. 1.46 (1H, s), 2.94 (2H, d, J = 6.1 Hz), 5.13
(1H, 1, J = 6.1 Hz), 7.74 (1H, d, J = 8.5 Hz),
F 7.81-7.85 (1H, m), 8.35 (1H, d, J = 1.8 Hz).
6—30 Br MS (ESI): 374 [M-H]
Br
0 1H-NMR (400 MHz, CDCls) &: 4.45 (2H, t, J
& = 6.8 Hz), 4.52-4.63 (1H, m), 4.75 (2H, t, J
i “NH = 7.3 Hz), 5.33-5.44 (1H, m), 7.74 (1H, d, J
F——FO = 8.2 Hz), 7.84-7.89 (1H, m), 8.33 (1H, d, J
F = 1.8 Hz).
6—31 o) MS (ESI): 358 [M-H]

108129669
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[0315] [% 31]

S5 5

el

1H-NMR (400 MHz, CDCls) &:.1.85 (3H,
s), 3.68 (1H, dd, J = 10.4, 5.3 Hz), 3.9
9 (1H, dd, J = 9.1, 5.1 Hz), 4.14 (1H, t
, J = 8.2 Hz), 4.19-4.28 (1H, m), 4.36 (
1H, t, J = B.3 Hz), 554 (1H, d, J = 7.9
Hz), 7.76 (1H, d, J = 8.2 Hz), 7.85-7.8
9 (1H, m), 8.34 (1H, d, J = 2.1 Hz).
MS (ESI*): 401 [M+H]*

1H-NMR (400 MHz, DMSO-ds) &: 1.27-1.38
(4H, m), 1.39-1.51 (2H, m), 1.64-1.74 (2H,
m), 2.99-3.10 (1H, m), 3.15 (3H, s), 3.17-
3.22 (1H, m), 3.90 (3H, s), 7.20 {(1H, d, J =
8.8 Hz), 7.46 (1H, d, J = 7.8 Hz), 7.75-7.80
(2H, m).

MS (ESI*): 378 [M+H]*

Br

1H-NMR (400 MHz, CDCls) 5: 1.49 (2H, t, J
= 3.0 Hz), 1.52 (2H, t, J = 3.0 Hz), 3.37
(3H, s), 5.67 (1H, s), 7.75 (1H, d, J = 8.5
Hz), 7.81-7.85 (1H, m), 8.30 (1H, d, J =-
1.8 Hz).

MS (ESI): 400 [M-HJ"

1H-NMR (400 MHz, CDCls) 3: 2.18 (6H, s),
3.66 (3H, s), 5.42 (1H, s), 7.73 (1H, d, J =
8.5 Hz), 7.83-7.88 (1H, m), 8.41 (1H, d, J
= 1.8 Hz).

MS (ESD): 426 [M-H]

Br

"H-NMR (400 MHz, CDCls) &: 1.41-1.51
(2H, m), 1.68-1.74 (2H, m), 3.32-3.38 (3H,
m), 3.82-3.88 (2H, m), 3.98 (3H, s), 4.89
(1H, d, J = 7.3 Hz), 6.93 (1H, d, J = 9.1
Hz), 7.64 (1H, dd, J = 9.1, 2.4 Hz), 8.04
(1H, d, J = 2.4 Ha).

MS (FD*): 349 [M+H]*

6—37

N~

7 NN
HSJQN

H-NMR (400 MHz, CDCl) o: 1.32 (1H,
br), 1.46 (3H, t, J = 7.3 Hz), 1.54-1.67 (8H,
m), 2.55 (3H, s), 3.27 (1H, br), 3.82 (1H,
br), 4.06 (3H, s), 4.52 (2H, q, J = 7.1 Hz),
4.96 (1H, d, J = 7.3 Hz), 7.19 (1H, d, J =
9.1 Hz), 7.96 (1H, dd, J = 8.5, 2.4 Hz),
8.18 (1H, d, J = 2.4 Hz).

MS (ESI*): 495 [M+H]*
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[0316] [ 32]

Z2Ef| s Bas s
C:JH
= o o TH-NMR (400 MHz, CDCls) 5: 1.27 (1H, br),
P 1.56-1.62 (8H, m), 3.31 (1H, br), 3.88 (1H,
¢ 1) br), 4.09 (3H, s), 4.91 (1H, d, J = 7.9 Hz),
z 7.92 (1H, s), 8.24 (1H, s).
) 6—38 Br MS (ESI*): 365 [M+H]*
. Br
1H-NMR (400 MHz, CDCls) 5: 1.16 (6H, s),
F H 2.12 (1H, 1, J = 6.4 Hz), 3.49 (2H, t, J = 6.1
4 ,,§;N)r\ Hz), 3.85 (3H, s), 5.34 (1H, s), 7.44 (1H, d,
6—39 (o]} OH J=10.3 Hz), 7.77 (1H, d, J = 8.5 Hz).
Br ; ;
(j H
g-N
~0 4%y 1H-NMR (400 MHz, CDCls) &: 3.87 (3H, s),
4.00 (3H, s), 6.87 (1H, d, J = 8.6 Hz), 7.05
o) (1H, s), 7.10-7.14 (2H, m), 7.59 (1H, dd, J =
4 9.2, 2.4 Hz), 7.89-7.93 (2H, m), 7.99 (1H, d,
6—40 \ J = 2.4 Hz).
Br

1H-NMR (400 MHz, DMSO-ds) 5: 3.85 (3H,
s), 7.17 (1H, d, J = 9.2 Hz), 7.26-7.29 (1H,
m), 7.48-7.51 (1H, m), 7.76-7.78 (1H, m),
7.81 (1H, d, J = 2.4 Hz), 8.23 (1H, dd, J =
4.9, 1.2 Hz), 8.30 (1H, d, J = 1.8 Hz), 10.43
(1H, s).

MS (ESI*): 343 [M+HJ".

1H-NMR (400 MHz, DMSO-ds) 5: 1.24-1.38
(4H, m), 1.47-1.62 (4H, m), 2.97-3.07 (1H,
m), 3.56-3.62 (1H, m), 4.31 (1H, d, J = 3.1
Hz), 7.18 (1H, d, J = 8.6 Hz), 7.41 (1H, d, J
= 7.3 Hz), 7.75-7.79 (2H, m).

MS (ESI*): 367 [M+H]*

1H-NMR (400 MHz, DMSO-ds) 5: 0.98 (6H,
s), 3.16 (2H, d, J = 5.5 Hz), 4.90 (1H, t, J =
5.5 Hz), 6.79 (1H, s), 7.21 (1H, d, J = B.6
Hz), 7.77 (1H, dd, J = 8.6, 2.4 Hz), 7.80
(1H, d, J = 2.4 Hz).

MS (ESI*): 341 [M+H]*

[0317])
<5l 7>
[0318)

108129669
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[0319] MEEET > S50 3 FriELEm(123me) B @R
— 5 (2.0mL) > 0 A B EE £ (0.103mL) + N,N- = £ B B e
(0.020mL) > FAEEIBHE 5N« ERIAERER(0.0515mL)
1S g% - PRIETERES - A RECNLE KRBT ER
B FEFERERENTEREART—S8 -

I -4- LR T (69.2me) MR I = S B (2.0mL) % AT A

N,N-TE P Z B (0.136mL) % o BESERIF SRS Y T A i
(2.0mLYBEHBIBHT - B 5 @S AKQOmL) - FEEEEZ
S (Q0mL)SEEY 2 K « J6-2 B 2 5 1B LU BT & B K (10mL)YESS » B
KL SIS R 1R R - R T BB SE S - BER
SR 5 (4mL) > 6 R B T (D MBS ZBE—92 5 8~0 100)
TR - /3T EAL & 97(65.6mg) -
'"H-NMR (400MHz, CDCls) 8: 1.23-1.39 (4H, m), 1.41 (1H, d,J =4.2
Hz), 1.84-1.98 (4H, m), 3.20-3.33 (1H, m), 3.55-3.65 (1H, m), 4.72
(1H, d,J = 7.6 Hz), 8.70 (1H, d, J = 1.8 Hz), 8.90 (1H, d, J = 1.8 Hz).
MS (EST): 401 [M-HT".

[0320])
<5l 8-1>

[0321]
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[0322] REBRET - B2EF 5-1 Fisb &Y (1.00g) 87N
N,N-Z HEHEER (12.2mL) > JI AJREEE: FE5(0.675mL) » A E R 18
FE 8BS /NIFIR  BRE 14.5 /NEF - FRIEHE 3 /J\H%??ﬁ > I AZK(20mL) -
Fe S ZBE(20mL)ZE HY - B E DI | B /K(10mL) %85 - D&
KELBE SREZ IR 1R » RERABY) - WRE TEREER > BER &
FRE(8mL) > FBEWBEREITACK * B L85=84: 16~0: 100)
ETHHE > SEEE/LSY®TIng) -

'H-NMR (400MHz, CDCl;) &: 3.70 (3H, s), 4.00 (3H, s), 4.38 (2H, s),
6.96 (1H, d, J = 8.8 Hz), 7.72 (1H, dd, J = 8.8, 2.7 Hz), 8.06 (1H, d, J
= 2.7 Hz). MS (ESI*): 323 [M+H]".

[0323]
<25 ffl] 8-2~8-16>

EREEL —KAQDHOAD)Z/EEY - REZEH 8-1 HE
ZITE N FERO-1 Fim ik IRBEEZITEETRIE  £F 2
T2%4 8-2~8-16 -

[0324]) [ 33]
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108129669

S50 | HiE Hasiis
8—2 Br TH-NMR (400MHz, CDCls) 0: 3.24 (3H, s), 4.09 (3H,
d, J = 2.1Hz), 7.54 (1H, dd, J = 10.4, 2.3 Hz), 7.88
o (1H, dd, J = 2.3, 1.7 Hz).
F 52, MS (ESI*): 282 [M]*
oL ©
éo S 1H-NMR (400 MHz, CDCla) &: 1.26 (3H, t, J = 7.4 Hz),
\©\ 3.37(2H, q, J =7.4 Hz), 3.97 (3H, s),6.94 (1H, d, J =
9.1 Hz), 7.69 (1H, dd, J = 9.1, 2.4 Hz), 8.07 (1H, s).
8—3 Br MS (Fi*). 278 [M]*
Br
o 1H-NMR (400 MHz, CDCls) 5: 0.18-0.24 (2H, m),
& 0.52-0.59 (2H, m), 0.93-1.04 (1H, m), 3.27 (2H, d, J =
d l 7.3 Hz), 3.96 (3H, s), 6.93 (1H, d, J = 8.8 Hz), 7.69
A0 (1H, dd, J = 8.8, 2.6 Hz), 8.12 (1H, d, J = 2.6 Hz).
8—4 MS (ESI*): 305 [M+H]*
& 'H-NMR (400 MHz, CDCls) &: 1.24 (6H, s), 1.41 (1H,
' d s), 1.80-1.87 (2H, m), 3.47-3.54 (2H, m), 3.98 (3H, s},
6.95 (1H, d, J = 8.8 Hz), 7.69 (1H, dd, J = 8.8, 2.5
Hz), 8.06 (1H, d, J = 2.5 Hz).
B8—5 Br MS (ESI*): 337 [M+H]*
e
~&
§
'H-NMR (400 MHz, CDCla) &: 3.22 (3H, s), 4.00 (3H,
s), 6.95 (1H, d, J = 8.8 Hz), 7.69 (1H, dd, J = 8.8, 2.6
8—6 Br Hz), 8.10 (1H, d, J = 2.6 Hz).
e
o 1H-NMR (400 MHz, CDCls) 5: 2.16-2.24 (2H, m), 3.54
d (2H, t, J = 7.6 Hz), 3.64 (2H, t, J = 6.2 Hz), 3.99 (3H,
s), 6.96 (1H, d, J = 8.8 Hz), 7.70 (1H, dd, J = 8.8, 2.4
Hz), 8.07 (1H, d, d = 2.4 Hz).
8—-7 Br MS (ESI*): 327 [M+H]*
\(O o
& 1H-NMR (400 MHz, CDCls) 8: 1.87 (3H, ), 3.99 (3H,
d s), 4.04 (2H, s), 4.81 (1H, s), 5.01-5.02 (1H, m), 6.93
(1H, d, J = 9.1 Hz), 7.68 (1H, dd, J = 9.1, 2.7 Hz),
8.03 (1H, d, J = 2.7 Hz).
g—8 Br MS (ESI*): 305 [M+H]*

[0325] [ 34]
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SEH| | HE R EE
Br
1H-NMR (400 MHz, CDCl) &: 3.19 (3H, s), 3.32 (2H,
t, J = 8.9 Hz), 4.84 (2H, t, J = 8.9 Hz), 7.54-7.55 (1H,
d 5 m), 7.805-7.808 (1H, m).
B—9 o e! MS (FI*): 276 [M]*.
Br
1H-NMR (400 MHz, CDCls) 5: 4.04 (3H, s), 4.58 (2H,
o 8), 6.94 (1H, d, J = 9.1 Hz), 7.18-7.22 (2H, m), 7.24-
& 7.33 (3H, m), 7.63 (1H, dd, J = 8.1, 2.4 Hz), 7.80 (1H,
5 d d, J = 2.4 Hz).
. 8—10 | MS (EI*): 340 [M]*
Br
0 F | 1H-NMR (400 MHz, CDCh) &: 4.04 (3H, s), 4.55 (2H,
& s), 6.93-7.01 (3H, m), 7.16-7.22 (2H, m), 7.65 (1H,
d dd, J = 8.8, 2.7 Hz), 7.82 (1H, d, J = 2.4 Hz).
g8—11 | O MS (EI*): 358 [M]*
Br
on | TH-NMR (400 MHz, CDCls) b: 4.05 (3H, s), 4.62 (2H,
o s), 6.97 (1H, d, J = 9.1 Hz), 7.36 (2H, d, J = 7.9 Hz),
& |7.60 (2H, d, J =7.9 Hz), 7.68 (1H, dd, J = 9.1, 2.4
& Hz), 7.82 (1H, d, J = 2.4 Hz).
g8—12 | O MS (FI*): 365 [M]* :
Br 1H-NMR (400 MHz, CDCls) &: 4.05 (3H, s), 4.59 (2H,
I's), 6.96 (1H, d, J = 9.1 Hz), 7.25-7.29 (1H, m), 7.66
o # (1H, dd, J = 8.8, 2.7 Hz), 7.69 (1H, dt, J = 7.9, 1.8
& I L, Hz), 7.80 (1H, d, J = 2.4 Hz), 8.34 (1H, d, J = 1.8
& Hz), 8.55 (1H, dd, J = 4.8, 1.2 Hz).
g8—13 | O MS (FI*): 341 [M]*
Br
1H-NMR (400 MHz, CDCls) &: 4.05 (3H, s), 4.57 (2H,
o @ N s), 6.96 (1H, d, J = 8.6 Hz), 7.17 (2H, dd, J = 4.3, 1.8
& A Hz), 7.68 (1H, dd, J = 9.2, 2.4 Hz), 7.83 (1H, d, J =
& 2.4 Hz), 8.55 (2H, dd, J = 4.3, 1.8 Hz).
8—-14 | O MS (ESI*): 342 [M+H]*
Br
1H-NMR (400 MHz, CDCls) &: 4.07 (3H, s), 4.68 (2H,
o NO; | ¢), 6.98 (1H, d, J = 8.5 Hz), 7.41-7.45 (2H, m), 7.69
& (1H, dd, J = 9.1, 2.4 Hz), 7.83 (1H, d, J = 2.4 Hz),
d 8.14-8.18 (2H, m).
g—15 | O MS (ESI): 384 [M-H]
- Br
o 0 1H-NMR (400 MHz, CDCls) 5: 3.71 (3H, s), 4.10 (3H,
- . g d, J = 1.8 Hz), 4.40 (2H, s), 7.56 (1H, dd, J =10.6, 2.1
. g o~ | Hz), 7.84-7.87 (1H, m).
8—16 > MS (ESI-): 339 [M-H]
[0326])
<&F ] 9-1>
[0327]
[1E 55]
108129669 123
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[0328] MAEBET » HSE 4] 8-2 FiBILEY(286mg) AR
Fe O & BRI (S. 1mL) » &1 & 0C & - 1A 1.08mol/L — 2 N B FE %
o - VO BRI - O B 0B R (1.12mL) » 8 # 30 5881 - AR
(0.112mL) » REDREBF 1 /N o 1A SR &AL 87K A (6mL) K
7K(6mL)#% > FEBE B £ BR (10mL)ZE HY - % A 1 Jg LA AD & 8 7K (10mL)
BEFE 0 DURUKIRERSNEZIE » JERR TN AY - WNRE T EREH%
BER _EHEGnL) FHYBEE BT ACK : BEik ZE=95
5~60 : 40)EFTHEE - FEEE(EY(220mg) -
'H-NMR (400MHz, CDCls) &: 1.42 (6H, s), 3.42 (1H, s), 3.58 (2H, s),
4.08 (3M, d, J = 1.8 Hz), 7.54 (1H, dd, J = 10.4, 2.3 Hz), 7.86 (1L, dd,
J=12.3, 1.5 Hz). MS (ESI*): 341 [M+H]".

[0329]
<& %l 9-2~9-15>

EHHEZ —RXQap) 2 b&® » RRESEH 9-1 AEZ T
=~ TR ALl FinTiE - RBEEZ HAEBITKIE > BRLUT
£ ff] 9-2~9-15 -

[0330] [3& 35]

108129669 124
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22 | g BEREE
B b
o 0%
A/\S:I
ond 1H-NMR (400 MHz, CDCls) &: 1.42 (6H, ), 3.54 (2H,
s), 3.63 (1H, s), 6.95 (1H, d, J = 8.8 Hz), 7.69 (1H,
dd, J = 8.8, 2.1 Hz), 8.06 (1H, d, J = 2.1 Hz).
9—2 Br MS (CI*): 325 [M]*
7/
o)
2
HO, ~5 "H-NMR (400 MHz, CDCls) 5: 1.63-2.38 (6H, m), 3.70
] (2H, s), 3.85 (1H, s), 4.01 (3H, s), 6.96 (1H, d, J =
9.2 Hz), 7.68-7.70 (1H, m), 8.06 (1H, d, J = 2.4 Hz).
8—3 Br__| MS (ESI*): 317 [M-OHJ*
HO 0 o~
& 1H-NMR (400 MHz, CDCls) &: 1.70-1.77 (2H, m),
g 1.90-2.28 (6H, m), 3.53 (2H, s), 3.72 (1H, s), 4.00
(3H, ), 6.96 (1H, d, J = 8.9 Hz), 7.71 (1H, dd, J =
E 8.9, 2.4 Hz), 8.06 (1H, d, J = 2.4 Hz).
9—4 F Br___ | MS (ESI): 443 [M+HCOOY

[0331] [ 36]

108129669

125
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2%4|

W B

'H-NMR (400 MHz, CDCl) &: 1.20-1.23 (8H, m),

1.69 (2H, dd, J = 7.0, 5.1 Hz), 2.56 (1H, s), 3.9
4 (3H, s), 6.90 (1H, d, J = 9.1 Hz), 7.66 (1H, dd
y J = 8.1, 2.4 Hz), 8.14 (1H, d, J = 2.4 Hz).

MS (CI*): 331 [M-OH]*

1H-NMR (400 MHz, CDCls) &: 1.44 (6H, s), 2.84 (1H,
s), 3.01-3.11 (2H, m), 3.33-3.44 (2H, m), 3.95 (3H,
s), 6.86 (1H, d, J = 8.8 Hz), 7.73 (1H, dd, J = 8.8,
2.4 Hz), 8.08 (1H, d, J = 2.4 Hz).

MS (CI*): 381 [M-OH]*

0=8=0

H-NMR (400 MHz, CDCls) &: 1.47 (6H, s), 3.32 (2H,
5), 3.52 (1H, ), 7.46 (1H, d, J = 7.9 Hz), 7.80 (1H,
d, J = 6.7 Hz), 7.87 (1H, d, J = 7.3 Hz), 8.08 (1H, s).
MS (ESI*): 315 [M+Na]*

TH-NMR (400 MHz, CDCls) &: 1.48 (6H, s), 2.66 (3H,
s), 3.31 (2H, s), 3.83 (1H, s), 7.23 (1H, d, J = 8.1
Hz), 7.65 (1H, dd, J = 8.1, 2.3 Hz), 8.15 (1H, d, J
2.3 Hz).

MS (ESI*): 329 [M+Na]*

H-NMR (400 MHz, CDCls) &: 3.94 (2H, s), 4.02 (3H,
§), 4.12 (1H, 5), 4.61 (2H, d, J = 7.6 Hz), 4.70 (2H,
d, J = 7.6 Hz), 6.98 (1H, d, J = 8.8 Hz), 7.74 (1H,
dd, J = 8.8, 2.4 Hz), 8.04 (1H, d, J = 2.4 Hz).

MS (ESI*): 337 [M+H]*

9—10

'H-NMR (400 MHz, CDCls) 6: 3.53 (2H, s), 3.60 (1H,
s), 3.89 (3H, 5), 6.95 (1H, d, J = 8.9 Hz), 7.70 (1H,
dd, J = 8.9, 2.4 Hz), 8.07 (1H, d, J = 2.4 Hz).

MS (EI*): 328 [M]*

8—11

'H-NMR (400 MHz, CDCIs) &: 1.43 (6H, s), 1.52 (3H,
t, J =7.1 Hz), 3.57 (2H, s), 3.66 (1H, s}, 4.21 (2H, q,
J=7.1Hz),6.92 (1H, d, J = 8.8 Hz), 7.66 (1H, dd, J
= 8.8, 2.4.Hz), 8.06 (1H, d, J = 2.4 Hz).

MS (Cl*): 336 [M]*

9—12

Br

7

1H-NMR (400 MHz, CDCls) &: 1.43 (6H, s), 3.54 (2H,
s), 3.62 (1H, s), 3.99 (3H, s), 6.95 (1H, d, J = 8.8
Hz), 7.70 (1H, dd, J = B.B, 2.6 Hz), 8.07 (1H, d, J =
2.6 Hz). .
MS (ESI*): 323 [M+H]*

108129669
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[0332]) [% 37]

26 | #E e
Y
(0]
%J 'H-NMR (400 MHz, CDCls) 5: 1.34 (6H, s), 3.50 (1H,
00 s), 3.51 (2H, s), 3.82 (3H, s), 5.18 (2H, s), 6.92 (2H,
>F. d, J = 8.8 Hz), 6.99 (1H, d, J = 9.0 Hz), 7.40 (2H, d,
OHO J = 8.8 Hz), 7.65 (1H, dd, J = 9.0, 2.6 Hz), 8.08 (1H,
_ d, J = 2.6 Hz).
9—13 Br MS (ESI): 427 [M-HI
~ Br
S/*OH 'H-NMR (400 MHz, CDCl:) 8: 3.40 (1H, s), 3.44 (2H,
&y Licpa [9).7.77 (1H, d, J = 8.5 Hz), 7.90-7.94 (1H, m), 8.42
EINE CDs (1H, d, J = 1.8 Hz).
9—14 F MS (EI*): 366 [M]*
Br
"H-NMR (400 MHz, CDCIs) 5: 1.43 (6H, s), 3.31 (2H,
: t, J = 8.9 Hz), 3.49 (2H, s), 3.52 (1H, s), 4.83 (2H, t,
g o”s“/>(°H J = 8.9 Hz), 7.53-7.54 (1H, m), 7.76-7.77 (1H, m).
9—15 0 MS (FI*): 334 [M]*.
[0333]

<24 10>

[0334]

[{E 56]

N\\ SH

Br

[0335] j* 4-38-2-F A M (1.07g)Z N,N-— H B FHEg 7 (5.4mL)
B R OCHRIFAE SN - n AKEW(EE 65% @ 461mg) - RER
BRTREIRIBH 17 /M - IR T 0CHRI0 Imol/L EEEL 1%
FEERIEZEN - SERE B ERBER  EhWBERERENE
(Ot : Bk ZB=4: DETHEE - BEEELE%(467me) -
'"H-NMR (400 MHz, CDCls) 8: 4.13 (1H, s), 7.37 (1H, dd, J = 7.9, 1.8

108129669 127
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Hz), 7.45 (1H, d, J = 7.9 Hz), 7.59 (1H, d, J = 1.8 Hz). MS (EI'): 213
[M]".

[0336]
<BZF 11-1>

[0337)

[1t 57]

[0338) W&%EH 10 FiIB{EE&W(46Tmg) & 1-8-2-FF H-2-1§
B2(0.335ml)Z N,N-Z F & BRI (44mL)5 0K > fk 0°C IR DB B 67
(602mg) » MEBIE N RERBIE 6 NF - BREREHWBEHE
EATR(CK BB IBE=2: 1)ETHER  S2EEILEY(55Tmg) -
'H-NMR (400 MHz, CDCl3) 8: 1.38 (6H, s), 1.94 (1H, s), 3.19 (2H, s),
7.40 (1H, dd, J = 8.5, 1.8 Hz), 7.46 (1H, d, J = 8.5 Hz), 7.68 (1H, d, J
= 1.8 Hz). MS (ESI*): 268 [M-OH]".

[0339]
<S#fF] 11-2~11-18>

FEAHEZ —K=NA3NZ(EY - RE2EH] 11-1 HEZH
B TR Q2AImTE MR EZ HAETRE > B2 U T&%E
B 11-2~11-8 o

[0340] [% 38]

108129669 128
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2% z BREE
NS
% o

1H-NMR (400 MHz, CDCls) &: 1.46 (6H, s), 3.08 (2H, s),
3.89 (3H, §), 6.76 (1H, d, J = 8.6 Hz), 7.34 (1H, dd, J =
8.6, 2.4 Hz), 7.50 (1H, d. J = 2.4 Hz).

11—2 MS' (CI*): 300 [M+H]*
1H-NMR (400 MHz, CDCh) 5: 2.24-2.28 (2H, m), 2.78-

s—<><>o 2.84 (2H, m), 3.62-3.68 (1H, m), 3.85 (3H, 5), 4.68 (2H,

s), 4.72 (2H. s), 6.69 (1H, d. J = 8.8 Hz), 7.08 (1H, d, J
= 2.4 Hz), 7.24 (1H, dd, J = 8.8, 2.4 Hz).

11-3 MS (ESI*): 315 [M+H]*
1H-NMR (400 MHz, CDCls) 5: 2.55-2.67 (2H, m), 3.03-
3.14 (2H, m), 3.61-3.71 (1H, m), 3.87 (3H, s), 6.73 (1H,
d. J = 8.8 Hz), 7.20 (1H, d, J = 2.4 Hz), 7.30 (1H, dd, J
='8.8, 2.4 Hz).

11-4 MS (CI*): 308 [M+H]*
TH-NMR (400 MHz, CDCl) 3: 1.56-1.62 (2H, m), 1.67-

\ 1.76 (2H, m), 1.83-1.88 (2H, m), 1.95-2.01 (2H, m),
o Br 3.25-3.32 (1H, m), 3.86 (3H, s), 3.84 (4H, s), 6.73 (1H,
d, J = 8.5 Hz), 7.31 (1H, dd, J = 8.5, 2.4 Hz), 7.43 (1H,
g d. J = 2.4 Hz).
11—5 MS (CI*): 358 [M+H]*

[0341] [%& 39]

108129669
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2%5F] | s

BB

11—6 | Yo

1H-NMR (400 MHz, CDCls) &: 2.36-2.43 (2H, m), 2.
70-2.77 (2H, m), 3.06-3.15 (1H, m), 3.68 (3H, s), 3
72-3.80 (1H, m), 3.85 (3H, s), 6.70 (1H, d, J = B.5
Hz), 7.24 (1H, d, J = 2.1 Hz), 7.25 (1H, dd, J = 8.
5, 2.1 Hz).

MS (ESI*): 331 [M+H]*

11=7 [ >

1H-NMR (400 MHz, CDCls) 3: 1.46 (3H, s), 2.01-2.06

(2H, m), 3.02-3.08 (2H, m), 3.75 (3H, s), 3.82-3.89 (4H,

m), 6.68 (1H, d, J = 8.5 Hz), 7.10 (1H, d, J = 2.1 Hz),
7.24 (1H, dd, J = 8.5, 2.1 Hz).
MS (FI*): 344 [M]*

11—-8 | Do

'H-NMR (400 MHz, CDCl:) &: 1.48 (3H, s), 2.38-2.44

(2H, m), 2.55-2.60 (2H, m), 3.69 (3H, s), 3.79-3.87 (4H,

m), 6.70 (1H, d, J = 8.5 Hz), 7.16 (1H, d, J = 2.4 Hz),
7.25 (1H, dd, J = 8.5, 2.4 Hz).
MS (FI*): 344 [M]*

H-NMR (400 MHz, CDCla) &: 1.50 (3H, s), 1.70 (1H,
s), 2.13-2.18 (2H, m), 2.65-2.72 (2H, m), 3.86 (3H, s),
3.88-3.95 (1H, m), 6.69 (1H, d, J = 8.8 Hz), 7.08 (1H,
d, J = 2.3 Hz), 7.23 (1H, dd, J = 8.8, 2.3 Hz).

11—9 Br MS (FI*): 302 [M]*
Br
i S
0O 'H-NMR (400 MHz, CDCls) &: 3.07-3.14 (2H, m), 3.56-
3.63 (2H, m), 3.88 (3H, s) 3.94-4.01 (1H, m), 6.75 (1H,
d, J = 8.8 Hz), 7.25 (1H, d, = 2.4 Hz), 7.32 (1H, dd, J
11—10 0 = B.B, 2.4 Hz).
\

'H-NMR (400 MHz, CDCla) 0. 1.45 (3H, s), 3.22 (2H,

s), 3.89 (3H, s), 4.39 (2H, d, J = 5.9 Hz), 4.52 (2H, d, J
$ = 5.9 Hz), 6.72 (1H, d, J = 8.6 Hz), 7.28 (1H, dd, J =
8.6, 2.3 Hz), 7.37 (1H, d, J = 2.3 Hz).
11—11| O MS (ESI*): 303 [M+H]*
Br
*H-NMR (400 MHz, CDCls) &: 3.86 (3H, s), 4.39-4.47
S (1H, m), 4.66 (2H, t, J = 7.0 Hz), 6.05 (2H, t, J = 7.0
0 & Hz), 6.73 (1H, d, J = 8.6 Hz), 7.12 (1H, d, J = 2.4 Hz),
- 7.30 (1H, dd, J = 8.6, 2.4 Hz).
11—12 o MS (EI*): 274 [M]*

[0342] [ 40]

108129669
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2%0 |HBE [
o~ 1H-NMR (400 MHz, CDCls) &: 1.05 (6H, s), 1.76 (1

HO/7</S H, t, J = 6.2 Hz), 2.89 (2H, §), 3.50 (2H, d, J = 6.
2 Hz), 3.88 (3H, s), 6.71 (1H, d, J = 8.6 Hz), 7.26

(1H, dd, J = 8.6, 2.2 Hz), 7.38 (1H, d, J = 2.2 Hz)

11—13 Br MS (ESI*): 305 [M+H]*
Br

1H-NMR (400 MHz, CDCls) 5: 1.44 (9H, s), 3.84-3.90

(5H, m), 3.95-4.02 (1H, m), 4.35 (2H, dd, J = 8.9, 7.7
0”0 Hz), 6.73 (1H, d, J = 8.8 Hz), 7.13 (1H, d, J = 2.4 Hz),
1 7.30 (1H, dd, J = 8.8, 2.4 Hz).

11—14 MS (ESI*): 374 [M+HJ*

\
Si'o 0~ | 'H-NMR (400 MHz, CDCls) &: 0.03 (6H, s), 0.89 (9H,
\ S : s), 1.38-1.49 (2H, m), 1.50-1.70 (7H, m}), 2.78 (2H, d, J

= 5.8 Hz), 3.87 (3H, s), 3.91-3.96 (1H, m), 6.69 (1H, d,
J=8.7 Hz), 7.22 (1H, dd, J = 8.7, 2.3 Hz), 7.25 (1H, d,

: J=2.3 Hz).
11—15 Br | MS (ESI*): 444 [M]*
o/
s 1H-NMR (400 MHz, CDCl) &: 2.27 (1H, t, J = 6.1 Hz),
HO™ 3.07 (2H, t, J =6.1 Hz), 3.71 (2H, g, J = 6.1 Hz), 3.88
(3H, s), 6.75 (1H, d, J = 8.5 Hz), 7.34 (1H, dd, J = 8.5,
2.4 Hz), 7.47 (1H, d, J = 2.4 Hz).
11—16 Br MS (ESI*): 245 [M-OH]*
Ve
H?i 0
1H-NMR (400 MHz, CDCls) &: 1.32 (6H, s), 2.40 (1H,
s), 3.04 (2H, s), 3.89 (3H, s), 6.73 (1H, d, J = 8.7 Hz),
7.30 (1H, dd, J = B.7, 2.4 Hz), 7.48 (1H, d, J = 2.4 Hz).
11—17 Br MS (ESI*): 273 [M-OH]*
~o0
S 1H-NMR (400 MHz, CDCls) 5: 1.31 (6H, d, J = 6.7 Hz),
\r 3.42-3.54 (1H, m), 3.86 (3H, s), 6.72 (1H, d, J = 8.6
Hz), 7.28 (1H, dd, J = 8.6, 2.4 Hz), 7.41 (1H, d, J = 2.4
Hz),
11—18 Br MS (EI*): 260 [M]*

[0343]
<&FEfF 12-1~12-12>

FREEz —RA(1HZEEY  RESEH 10 HEZT774A
HEE Q-1 FImAE RIRBEEZIHEZETRIE  BATSHRZIHE
Z—HRR()KEMAE R EREER - RE2F4] 11-1 HEZT
BB Q2R E  WMRBESEZ TAETEE  BSEMUTZ
o 12-1~12-12 -

[0344] [ 41]

108129669 131
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2EP | WS

W BdE

1H-NMR (400 MHz, CDCl) &: 1.51 (3H, s), 1.68 (1H,
s), 2.16-2.21 (2H, m), 2.69-2.75 (2H, m), 3.96-4.04
(1H, m), 7.31 (1H, s), 7.34 (1H, d, J = 8.5 Hz), 7.46
(1H, d, J = 8.5 Hz).

F
12—3 Br

12—1 Br MS (FI*): 340 [M]*
HO
: :LS 1H-NMR (400 MHz, CDCl) &: 1.97 (1H, t, J = 6.1 Hz),
F 3.20 (2H, t, J = 6.1 HZ), 3.81 (2H, dd, J = 12.1, 6.1
Hz), 7.44 (1H, d, J = 8.5 Hz), 7.51 (1H, d, J = B.5
F Hz), 7.68 (1H, s).
12—2 Br MS (CI*): 300 [M]*
OH ‘
FES 1H-NMR (400 MHz, CDCls) &: 1.62-1.70 (2H, m), 1.78

(1H, br), 2.00-2.08 (1H, m), 2.51-2.58 (2H, m), 3.06 -
(2H, d, J = 7.3 Hz), 4.11-4.18 (1H, m), 7.38 (1H, d, J
= B.5 Hz), 7.47 (1H, d, J = 8.5 Hz), 7.54 (1H, s).

MS (ESI*): 340 [M]*

12—4

1H-NMR (400 MHz, CDCls) 5: 1.44 (3H, s), 3.34 (2H,
5), 4.42 (2H, d, J = 6.1 Hz), 4.51 (2H, d, J = 6.1 Hz),
7.43 (1H, dd, J = 8.5, 1.2 Hz), 7.50 (1H, d, J = 8.5
Hz), 7.64 (1H, d, J = 1.2 Hz).

MS (ESI*): 341 [M+H]*

F
3!
12—5 Br

1 (1H, d, d = 7.8 Hz), 7.71 (1H,

1H-NMR (400 MHz, CDCls) &: (

1.35 (6H, s),
s), 3.17 (2H, s), 7.41 (1H, dd, 4 = 7.9,
d,J=1.

, ), 2.04 (1H,

1.5 Hz), 7.49
5 Hz).

MS (EI*): 328 [M]*

12—86

H-NMR (400 MHz, CDCls) &: 4
(2H, t, J = 7.0 Hz), 5.10 (2H, 1,
d, J = 1.2 Hz), 7.43 (1H, dd, J
(1H, d, J = 8.5 Hz).

MS (EI*): 312 [M]*

49-4.56 (1H, m), 4.69
J = 7.0 Hz), 7.20 (1H,
= 8.5, 1.2 Hz), 7.52

12-7 )

'H-NMR (400 MHz, CDCl) 8: 1.74 (1H, t, J = 4.8 Hz),
3.46 (2H, s), 3.99 (2H, d, J = 4.2 Hz), 4.50 (4H, dd, J
=7.9,67Hz), 743 (1H, d, J = 8.5 Hz), 7.50 (1H, d, J
= 8.5 Hz), 7.71 (1H, s).
MS (ESI*). 357 [M+H}*

[0345] [F 42]

108129669
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25| s BEERBIE
F. F
F
F——F
S 1H-NMR' (400 MHz, CDCls) 8: 2.61-2.74 (2H, m), 3
.09-3.20 (2H, m), 3.68-3.74 (1H, m), 7.40 (1H, s),
7.43 (1H, d, J = 8.5 Hz), 7.52 (1H, d, J = 8.5 Hz
)_ N
12—8 Br MS (EI*): 346 [M]*
7{”
s '
- S | TH-NMR (400 MHz, CDCls) 5: 1.27-1.31 (7H, m),
1.82-1.86 (2H, m), 3.07-3.11 (2H, m), 7.37 (1H, d; J =
F 8.5 Hz), 7.48 (1H, d, J = B.5 Hz), 7.58 (1H, s).
12—9 Br | MS (ESI*): 325 [M-OHJ*
Br :
)
F——F 1H-NMR (400 MHz, CDCls) 5: 3.14-3.20 (2H, m),
£ 3.63-3.70 (2H, m), 3.99-4.06 (1H, m), 7.43-7.46 (2H,
m), 7.53 (1H, d, J = 8.6 Hz). '
12—10 o) MS (ESI*): 325 [M+H]*
OYO
e N
g 1H-NMR (400 MHz, CDCla) 5: 1.45 (SH, s), 3.90-3.94
(2H, m), 4.04-4.10 (1H, m), 4.39-4.43 (2H, m), 7.25
(1H, s), 7.42 (1H, d, J = 8.5 Hz), 7.51 (1H, d, J = 8.5
Hz). . '
12—11 Br MS (ESI*): 412 [M+H]*
OH
F'Es 1H-NMR (400 MHz, CDCla) &: 1.23-1.31 (1H, m),
F. 1.63-1.77 (BH, m), 2.91 (2H, d, J = 6.1 Hz), 4.01 {1H,
s), 7.36 (1H, d, J = 8.5 Hz), 7.47 (1H, d, J = 8.5 Hz),
F 7.52 (1H, s).
12—12 . Br | MS (ESI*): 368 [M]*
[0346]

< ZFE ) 13-1>

[0347]

108129669
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Br

[0348] MREMET - HSEH 11-16 FiR{&W(178me)%
BN S H (G 4mL) A 3-EIERFEE(423me) - RERERE 15
/INBRE o I BB R0 B AR BE 8 KA MR (10mL) ~ 8 F 5% 8 & SR /K B R
(10mL) 5z /K (SmL)#% - %EEEQZEEQOIHL)?EHE c M EREMHEIR
BE7K (10mL)%E 7% » DAFR/KIRER ShEC R 1% » TR R BY - RIRE T 8
PRAJEE - BN &Rk (oml) » FHYBELEETECKE « B
B2 ZB5=84 1 16~0 : 100)E{THH > S EE/ILEY(183.3myg) -
'H-NMR (400MHz, CDCl3) : 8§ 2.64 (11, t, J = 6.5 Hz), 3.58-3.62 (2H,
m), 3.98 (3H, s), 3.99-4.04 (2H, m), 6.96 (1H, d, J = 8.8 Hz), 7.72 (1H,
dd, J = 8.8, 2.7 Hz), 8.09 (1H, d, J = 2.7 Hz). MS (ESI*): 295 [M+H]",

[0349]
<& Z ] 13-2~13-34>

FEHSE S, —RN(2)2/EY » RRESZF 13-1 HEZ )
EC TR O2HRITE -SBRBERE FEAETKIE  BEMUTSE
5l 13-2~13-34 « |

[0350] [% 43]
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108129669

2501

HEaREE

13—2

TH-NMR (400 MHz, CDCIs) &: 1.60 (6H, s), 3.56 (2H,
s), 4.01 (3H, s), 6.97 (1H, d, J = 9.2 Hz), 7.73 (1H,
dd, J = 9.2, 2.4 Hz), 8.10 (1H, d, J = 2.4 Hz).

MS (ESI*): 332 [M+H]*

13—3

TH-NMR (400 MHz, CDCla) 5: 2.48-2.54 (2H, m),
2.70-2.75 (2H, m), 3.94 (3H, s), 4.00-4.08 (1H, m),
4.66 (2H, s), 4.71 (2H, s), 6.82 (1H, d, J = 8.8 Hz),
7.68 (1H, dd, J = 8.8, 2.7 Hz), 8.05 (1H, d, J = 2.7
Hz).

MS (ESI*): 347 [M+H]*

183—4

1H-NMR (400 MHz, CDCls) &5: 2.75-2.85 (2H, m),
3.06-3.22 (2H, m), 3.98 (3H, s), 4.01-4.11 (1H, m),
6.95 (1H, d, J = 9.0 Hz), 7.71 (1H, dd, J = 9.0, 2.6
Hz), 8.07 (1H, d, J = 2.6 Hz).

MS (CI*): 341 [M+H]*

13—5

Br

"H-NMR (400 MHz, CDCls) &: 1.49-1.57 (2H, m),
1.87-1.97 (6H, m), 3.35-3.46 (1H, m), 3.93 (4H, s),
3.97 (3H, s), 6.94 (1H, d, J = 9.1 Hz), 7.68 (1H, dd, J
= 9.1, 2.4 Hz), 8.05 (1H, d, J = 2.4 Hz).

MS (CI*): 391 [M+H]*

[0351]) [& 44]
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2%

BRI

1H-NMR (400 MHz, CDCls) 8: 1.13 (6H, s), 2.04-2.
14 (2H, m), 2.26-2.35 (1H, m), 2.45-2.53 (2H, m),
3.96 (3H, s), 4.03-4.15 (1H, m), 6.91 (1H, d, J =
8.8 Hz), 7.66 (1H, dd, J = 8.8, 2.4 Hz), 8.08 (1H,
d, J = 2.4 Hz).

MS (FI%): 362 [M]*

13—7 .

1H-NMR (400 MHz, CDCls) &: 1.14 (8H, s), 1.21 (3H,
s), 1.28 (1H, s), 2.15-2.21 (2H, m), 2.42-2.48 (2H, m),
3.93 (3H, s), 4.07-4.16 (1H, m), 6.89 (1H, d, J = 9.1
Hz), 7.64 (1H, dd, J = 9.1, 2.6 Hz), 8.09 (1H, d, J =
2.6 Hz).

MS (FI*): 376 [M]*

13—8

0=8=0
o\

Br

{

'H-NMR (400 MHz, CDCIs) &: 1.10 (BH, s), 1.21 (3H,
s), 1.68-1.74 (2H, m), 1.79 (1H, s), 2.77-2.82 (2H, m),
3.97 (3H, s), 4.10-4.19 (1H, m), 6.91 (1H, d, J = 8.6
Hz), 7.65 (1H, dd, J = 8.8, 2.4 Hz), 8.09 (1H, d, J =
2.4 Hz).

MS (F1*): 376 [M]*

13—9

2 OH

0=5=0

jep
B

1H-NMR (400 MHz, CDCls) &: 1.48 (3H, s), 1.71 (1H,
s), 2.26-2.32 (2H, m), 2.57-2.63 (2H, m), 3.85 (3H, s),
4.32-4.41 (1H, m), 6.91 (1H, d, J = 8.8 Hz), 7.67 (1H,
dd, J = 8.8, 2.4 Hz), 8.06 (1H, d, J = 2.4 Hz).

MS (FI*): 334 [M]*

13—10

HQ

&

0=8=0

A

M

H-NMR (400 MHz, CDCls) &: 1.50 (3H, s), 1.66 (1H,
s), 2.28-2.34 (2H, m), 2.61-2.67 (2H, m), 4.18-4.27
(1H, m), 7.77 (1H, d, J = 8.5 Hz), 7.89 (1H, d, J = 8.5
Hz), 8.33 (1H, s).

MS (FI%): 372 [M]*

13—11

OH

r
FE 0=8=0

Br
F
F

Br

1H-NMR (400 MHz, CDCls) &: 2.50-2.59 (1H, m),
3.53-3.56 (2H, m), 4.10-4.15 (2H, m), 7.78 (1H, d, J =
8.6 Hz), 7.93 (1H, dd, J = 8.6, 1.2 Hz), 8.42 (1H, d, J
= 1.8 Hz).

[0352]) [5= 45]

108129669
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&%l R MR
OH
FF
o 1H-NMR (400 MHz, CDCls) &: 1.65-1.73 (2H, m),
%5 1.84 (1H, s), 2.25-2.33 (1H, m), 2.49-2.56 (2H,
% m), 3.40 (2H, d, J = 7.3 Hz), 4.17-4.24 (1H, m),
7.77 (1H, d, J = 8.8 Hz), 7.91 (1H, d, J = 8.8
Hz), 8.38 (1H, d, J = 1.8 Hz).
13—12 . Br MS (ESI*): 373 [M+H]*
Br.
F
Oss:0 Dr 1H-NMR (400 MHz, CDCla) 5: 1.75 (3H, s), 3.63
F (2H, s), 4.48 (2H, d, J = 6.4 Hz), 4.69 (2H, d, J =
6.4 Hz), 7.79 (1H,d, J=8.6 H ),7.93(1H. dd, J =
8.6, 1.5 Hz), 8.41 (1H, d, J = 1.5 Hz).
13—13 0) MS (ESI*): 373 [M+H]*
OH
F 0=S=0
F 1H-NMR (400 MHz, CDCIs) 5: 1.51 (6H, s), 3.43
F (1H, s), 3.45 (2H, s), 7.77 (1H, d, J = B.6 Hz), 7.92
(1H, dd, J = 8.6, 1.5 Hz), 8.42 (1H, d, J = 1.5 Hz).
13—14 ' Br MS (ESI*): 361 [M+H]*
Br '
F
E 1H-NMR (400 MHz, CDCls) 5: 4.71-4.78 (1H, m),
Fy=5=0 4.83 (2H, t, J = 7.0 Hz), 5.03 (2H, t, J = 7.0 Hz),
7.79 (1H, d, J = 8.6 Hz), 7.94 (1H, dd, J = 8.6, 1.5
é Hz), 8.44 (1H, d, J = 1.5 Hz).
13—15 o] MS (Ei*): 345 [M+H]*
.
OJ\ .
FO=S=0 1H-NMR (400 MHz, CDCla) &: 1.22 (3H, t, J = 7.1
F Hz), 4.17 (2H, q, J = 7.1 Hz), 4.31 (2 H s), 7.79
(1H, d, J = 8.5 Hz), 7.94 (1H, d, J = 8.5 Hz), 8.42
F (1H, d, J = 1.8 Hz).
18—16 Br MS (ESI-): 373 [M-HJ
HO s'(’) B | 1H-NMR (400 MHz, CDCla) 8: 2.42 (1H, s), 3.76
h (2H, s), 4.31 (2H, s), 4.54 (2H, d, J = 6.7 Hz), 4.67
XO (2H, d, J = 6.7 Hz), 7.80 (1H, d, J = 8.5 Hz), 7.95
O F (1H, d, J = 8.5 Hz), 8.41 (1H, s).
13—17 g F MS (ESI+): 389 [M+H]*

[0353] [ 46]

108129669
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SEZH| f&is S E
OYO
N
FOSSCO 1H-NMR (400 MHz, CDCls) 5: 1.46 (9H, s), 4.07-4.
F 15 (2H, m), 4.24-4.33 (3H, m), 7.80 (1H, d, J = 8
: .6 Hz), 7.94 (1H, d, J = 8.6 Hz), 8.43 (1H, d, J =
F 1.8 Hz).
13—18 Br MS (ESI*): 444 [M+HJ*
OH
.| Fo=s=0 1H-NMR (400 MHz, CDCls) &: 1.49 (6H, s), 3.28 (1H,
s), 3.39 (2H, ), 7.55 (1H, t, J = 55.0 Hz), 7.77 (1H, d,
F)b\ J'=8.3 Hz), 7.90 (1H, dd, J = 8.3, 1.8 Hz), 8.23 (1H,
s).
13—19 Br MS (ESI): 387 [M+HCOO}
F. F
0= F
F TH-NMR (400 MHz, CDCla) &: 2.79-2.89 (2H, m),
: E 3.10-3.23 (2H, m), 3.81-3.96 (1H, m), 7.81 (1H, d, J =
8.5 Hz), 7.95 (1H, d, J = 8.5 Hz), 8.36 (1H, s).
13—20 | Br MS (EI*): 378 [M]*
——0OH
0=8=0
e 1H-NMR (400 MHz, CDCls) &: 1.26 (BH, s), 1.30 (1H,
s), 1.94-1.98 (2H, m), 3.40-3.44 (2H, m), 7.78 (1H, d,
F J'=7.9 Hz), 7.91 (1H, d, J = 7.9 Hz), 8.41 (1H, s).
13—21 Br MS (ESI*): 375 [M+H]*
OH
E o=s:= 1H-NMR (400 MHz, CDCls) 5: 2.14 (1H, d, J = 8.5
F Hz), 2.44-2.51 (2H, m), 2.59-2.66 (2H, m), 3.62-3.70
E (1H, m), 4.18-4.27 (1H, m), 7.77 (1H, d, J = 8.5 Hz),
7.90 (1H, d, J = 8.5 Hz), B.35 (1H, s).
13—22 Br MS (EI*): 341 [M-OH]*
OH
E O=f= 1H-NMR (400 MHz, CDCla) &: 1.97 (1H, d, J = 4.8
' F Hz), 2.30-2.38 (2H, m), 2.81-2.88 (2H, m), 4.04-4.11
F (1H, m), 4.69-4.77 (1H, m), 7.78 (1H, d, J = 8.5 Hz),
7.90 (1H, d, J = 8.5 Hz), 8.38 (1H, s).
13—23 ‘ Br MS (EI*): 359 [M+H]*

[0354]) [ 47]
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SEH| | BiE oAt st
Ho,'é
E 0=8=0 'H-NMR (400 MHz, CDCls) 5: 1.38 (3H, s), 2.837-2.
F 44 (3H, m), 2.58-2.63 (2H, m), 3.69-3.77 (1H, m),
Fﬁ\@\ 7.77 (1H, d, J = 8.5 Hz), 7.90 (1H, d, J = 8.5 Hz
), 8.35 (1H, d, J = 1.8 Hz2).
18—24 Br MS (EI*): 355 [M-OHJ*
K
0=8=0
Na 'H-NMR (400 MHz, CDCls) 5: 1.50 (6H, 8), 2.95 (1H,
§), 3.58 (2H, s), 7.75 (1H. d, J = 7.9 Hz), 7.91 (1H,
\Ej\ dd, J = 7.9, 1.8 Hz), 8.32 (1H, d, J = 1.8 Hz).
13—25 Br MS (ESI): 362 [M+HCOO}
Br
~o
0=5=0 tH-NMR (400 MHz, CDCls) &: 2.40-2.47 (3H, m),
; 2.58-2.66 (2H, m), 3.79-3.87 (1H, m), 3.95 (3H, s),
<> 4.20-4.26 (1H, m), 6.82 (1H, d, J = 8.1 Hz), 7.68 (1H,
Y dd, J = 0.1, 2.4 Hz), 8.07 (1H, d, J = 2.4 Hz).
13—26 OH MS (CI*): 321 [M+H]*
%, JOH
0=8=0 'H-NMR (400 MHz, CDCls) &: 1.38 (3H, s), 2.35-2.41
o (2H, m), 2.53-2.59 (2H, m), 2.90 (1H, br), 3.85-3.92
/i)/ ~ {1H, m), 3.86 (3H, s), .91 (1H, d, J = 9.1 Hz), 7.68
(1H, dd, J = 9.1, 2.4 Hz), 8.06 (1H, d, J = 2.4 Hz).
18—27 | Br MS (ESI*): 335 [M+H}* |
Br
1H-NMR (400 MHz, CDCls) &: 1.85 (1H, d, J = 4.9
0=8=0 Hz), 2.27-2.34 (2H, m), 2.76-2.82 (2H, m), 3.95 (3H,
8), 4.17-4.24 (1H, m), 4.66-4.74 (1H, m), 6.92 (1H, d
J = 8.6 Hz), 7.68 (1H, dd, J = 8.6, 2.4 Hz), 8.09 (1H,
Y d, J = 2.4 H2).
13—28 OH MS (CI*): 321 [M+H]*
S
o 1H-NMR (400 MHz, CDClz) 3: 1.64 (3H, s), 3.73 (2H,
Xls 5), 4. 1(3H s), 4.43 (2H, d, J = 6.4 Hz), 4.68 (2H, d,
bo] J'=6.4 Hz), 6.96 (1H, d, J = 8.9 Hz), 7.70 (1H, dd, J
o = 8.9, 2.5 Hz), 8.05 (1H, d, J = 2.5 Hz).
18—29 Br MS (ESI*): 335 [M+H]*
Br
o ; H-NMR (400 MHz, CDCl3) &: 3.94 (3H, s), 4.73-4.84
0=5=0 (3H, m), 5.00-5.09 (2H, m), 6.93 (1H, d, J = 8.8 Hz),
& 7.70 (1H, dd, J = 8.8, 2.4 Hz), 8.12 (1H, d, 1 = 2.4
Hz).
13—30 o MS (EI*): 306 [M]*

[0355] [3& 48]

108129669
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254 HhE

e

'H-NMR (400 MHz, CDCls) &: 1.14 (BH, s), 2.58
iH, t, J = 7.1 Hz), 3.36 (2H, s), 3.63 (2H, d, J
7.1 Hz), 3.99 (3H, s), 6.84 (1H, d, J = 8.8 Hz)
.68 (1H, dd, J = 8.8, 2.4 Hz), 8.06 (1H, d, J =

4 Hz).

£
7
2.

13—81 Br MS (EI*): 336 [M]*
Br
S
o;s;o
N *H-NMR (400 MHz, CDCls) 5: 1.44 (SH, s), 3.96 (3H,
s), 4.09 (2H, t, J = 8.8 Hz), 4.26-4.40 (3H, m), 6.94
0" S0 (1H, d, J = 8.9 Hz), 7.71 (1H, dd, J = 8.9, 2.5 Hz),
S 8.11 (1H, d, J = 2.5 Hz).
13—32 MS (ESI*): 406 [M+H]}*
b
/ o
o 07 1H-NMR (400 MHz, CDCls) &: 0.02 (6H, s), 0.87 (9H,
& s), 1.42-1.52 (2H, m), 1.53-1.63 (6H, m), 1.99-2.08
g (1H, m), 3.27 (2H, d, J = 6.1 Hz), 3.87-3.92 (1H, m),
3.98 (3H, s), 6.93 (1H, d, J = 8.8 Hz), 7.67 (1H, dd, J
= 8.8, 2.4 Hz), 8.08 (1H, d, J = 2.4 Hz).
13—33 Br MS (ESI*): 477 [M+H]*

1H-NMR (400 MHz, CDCls) &: 1.30 (6H, d, J = 7.o
Hz), 3.64-3.75 (1H, m), 3.96 (3H, s), 6.93 (1H, d

8.8 Hz), 7.68 (1H, dd, J = 8.8, 2.6 Hz), 8.07 (1H J
= 2.6 Hz).
13—34 Br MS (EI*): 292 [M}*
[0356]

<H %] 14-1>
[0357])
[{k 59]

OH

Br

108129669
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[0358] &%& Bl 12-10 FiiGL & ¥ (590mg)Z FH EZ (9mL)E K
o K OC AR EALEH#(68.6mg) » REIRE TREREBEF 1 /INEF -
AR IER RIS FIIR I EMK AR > BB BN - HEgE
BB BREYBEREBTECK B 4EE=2 DETR
> FIEEILEY(539me) -
'H-NMR (400 MHz, CDCl3) 8: 1.90 (1H, d, J = 6.7 Hz), 2.06-2.14 (2H,
m), 2.93-2.99 (2H, m), 3.33-3.41 (1H, m), 4.25-4.34 (1H, m), 7.37 (1H,
d, ] = 8.6 Hz), 7.40 (1H, s), 7.47 (1H, d, J = 8.6 Hz). MS (EI*): 326
[M]".

[0359]
<& 14-2>

ERHEL — A1) baY - RESFH] 14-1 HEZTT
E SR P-1FmITE  RIRBEZHEETRE > REUT2H
B 14-2 o

[0360]) [ 49]

225 i e
Br
1H-NMR (400 MHz, CDCla) &: 1.85 (1H,d, J = 7.3
: S Hz), 2.00-2.08 (2H, m), 2.88-2.96 (2H, m), 3.26-3.35
0/ (1H, m), 3.86 (3H, s), 4.22-4.31 (1H, m), 6.70 (1H, d,
<> J =8.5Hz), 7.19 (1H, d, J = 2.4 Hz), 7.25 (1H, dd, J
Y = 8.5, 2.4 Hz).
14—2 _OH MS (ESI*): 289 [M+H]*
[0361]

<2E 4] 15-1>
[0362]
[1E 60]
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F

F——F
§

Br

OH

[0363] B&E | 14-1 FrBLEY(285mg) » 4- T B EFEE
(174mg) ~ =R EH (275mg) Ry VU & BRI (4. 4mL )M >k 0°C R0
BETHRE _EWE(0.175mL) ) RERETRERERE 0.5 /NIF -
R ERZ BEBEER  HREEAERYBEREREIECK : B
B LB=4 DETHERE BEEEEMBNFEG.7/nL) - R IER
TR Z R AR INEREE $F (361mg) - R ZEJRIEH: 1 /N - ik 0C R FER
DRI SR - R IR - BB HE 2 B E R
g kR %%EEES’HZE%H@?FE%(EI% CBERR ZFE=3  DETHER &5
EEEEY(250mg) -

'H-NMR (400 MHz, CDCl3) &: 1.89 (1H, d, J = 4.9 Hz), 2.40-2.46 (2H,
m), 2.52-2.60 (2H, m), 3.91-3.96 (1H, m), 4.67-4.71 (1H, m), 7.29 (1H,
s), 7.36 (1H, d, J = 8.3 Hz), 7.47 (1H, d, ] = 8.3 Hz). MS (EI*): 326
[M]".

[0364])
<22 15-2>

EHEEZ (12025 - RESEH 15-1 HEZH

B TBRPL2IRTE SRBEREZFRETRE  BEUTSE
] 15-2 -

[0365) [ 50]
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24 | g WA

Br
1H-NMR (400 MHz, CDClis) &: 1.81 (1H, d, J =
S 4.8 Hz), 2.38-2.44 (2H, m), 2.49-2.56 (2H, m),
0 3.81-3.86 (1H, m), 3.86 (3H, s), 4.63-4.70 ‘
. (1H, m), 6.70 (1H, d, J = 8.5 Hz), 7.06 (1H, d,
: J=2.4 Hz), 7.23 (1H, dd, J = 8.5, 2.4 Hz).
15—2 OH MS (CI*): 289 [M+H]*
[0366])

<2% 4] 16-1>
[0367]

[fb 61]

HO,
$ &5
F——F

§

Br

[0368] WA & E ] 12-10 FrB1b& ¥ (543mg) Z VM & Bk

(9-0mL)5§‘Z§EF‘l’ #-78°C AN hn B AL B & #£(0.95mol/L. = Z B it % _.
W0 2.1mL) s RERBETRENRERRE 1 /NG > MR OCHEH 1/
B 0 B I FE ORI A RSB - RE IR Z BN -
BrBEBRBR@EE  BREEAVBERERBTAEZCKE BRI
=41 )EFTREEL  BFEE(LEY(220mg) -
'H-NMR (400 MHz, CDCl;) &: 1.46 (3H, s), 1.91 (1>H, s), 2.24 (2H, t,
J= 10;7 Hz), 2.68-2.73 (2H, m), 3.40-3.48 (1H, m), 7.36-7.38 (2H, m),
7.47 (1H, d, T = 9.2 Hz). MS (EI*): 340 [M]".

[0369)

<2% ) 16-2>
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EANEZ —KRA12)ZEEY  IKE2EH] 16-1 HEZH
B TR PIFRITE  IRBEZITEETRE SR UTSE

Bl 16-2 -
[0370] [3& 51]

BB

1H-NMR (400 MHz, CDCls) 5: 1.44 (3H, s), 2.00 (1H,
br), 2.13-2.23 (2H, m), 2.64-2.70 (2H, m), 3.34-3.42
(1H, m), 3.85 (3H, s), 6.70 (1H, d, J = 9.0 Hz), 7.15
(1H, d, J = 2.3 Hz), 7.24 (1H, dd, J = 9.0, 2.3 H2).
MS (ESI*): 303 [M+H]*

254| s
“, OH
%
S
16—2 Br
[0371])
<&Z ] 17>
[0372])
[1b 62]

[0373] A &%EpH] 8-6 FiB L&Y (111mg)Z Il & BLIE (4.2mL)
B 0 R OC AN (= B ALY £ ) BE HZ #2 (1.0mol/L 7 & Bk IR &
& 0 0.545mL) - MERT TR OCHEH 5 /N - REERFHK 0°C
ANOD 18 -3-FE-2-T )% (0.0580mL) » T R OCH#R#HE 3 /N - WK
FERAMEME R KER  BERIEE - BAEREZ BB
Rk BREXOWBERENACHK BB ZE=3: DHETH
2 FIEELEY(S3.6mg)

108129669
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'H-NMR (400 MHz, CDCl5) &: 1.55 (3H, s), 1.60 (3H, s), 2.38 (2H, q, J
= 7.7 Hz), 3.33-3.36 (2H, m), 3.97 (3H, s), 4.93-4.98 (1H, m), 6.93 (1H,
d,J =8.8 Hz), 7.67 (1H, dd, J = 8.8, 2.4 Hz), 8.06 (1H, d, J = 2.4 Hz).
[0374])
<% ] 18-1>
[0375])

[1E 63]

[0376] RERIE ~ » 220 8-1 FiBLAYI(500me)E R
B N,N- . E BB (7.7mL) 0 BB R 5 (0.482mL) ~ 8 49
(855mg) » fk 60°CHERE 6.5 /N » REEEFE 16 /NIF 40 534 -
228 467 I AT B A 16 8 /K A5 (20mL) K (10mL) %% - 3
B 6 7.1 (20mL) K /K (10mL) %58 25 28 - 38 S Bk Z B (20mL) » 3y
HHETE - 4675 18 DB 1 & B/K (20mL) % B 1% - MBI KREE N
o ORI EY o RREE T @RISR - B € FkE(6nL) -
2R BB ETA(S R BB ZEE-88 ¢ 12~0 : 100)%E /T8 -
B L L (535, 1mg) -

'"H-NMR (400MHz, CDCl3) &: 1.64 (6H, s), 3.72 (3H, s), 3.89 (3H, s),
6.92 (1H, d, J = 8.9 Hz), 7.69 (1H, dd, J = 8.9, 2.4 Hz), 7.99 (1H, d, J
= 2.4 Hz). MS (ESI"): 351 [M+H]"

[0377])
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<BE ] 18-2~18-3>

EHEEZ —KRAXCWZILEY » KESEH] 18-1 HEZH
B SR L2HRGE  RRBHRZFEAETRE  SEMUT2%
] 18-2~18-3

[0378) [ 52]

] i s
0__0
FO=8=0 'H-NMR (400 MHz, CDCls) &: 1.22 (3H, t, J = 7.2
F. Hz), 1.67 (6H, s), 4.15 (2H, q, J = 7.2 Hz), 7.79 (1H,
d, J = 8.5 Hz), 7.91 (1H, d, J = 8.5 Hz), 8.23 (1H, d,
F J = 1.8 Hz),
18—2 Br MS (EI*): 403 [M+H]*
Br
o0 H-NMR (400 MHz, CDCls) &: 1.64 (6H, s), 3.73 (3H,
E & s), 3.96 (3H, d, J = 1.8 Hz), 7.55 (1H, dd, J = 10.3,
d 7&0/ 2.4 Hz), 7.77-7.79 (1H, m).
18—3 O MS (ESI*): 369 [M+H]*
[ 0379])
<BE ] 19>
[0380])
1L 64]
e L
/7
e
0]

Br

(03811 HERET + H2EH 13-34 FEEEY(100me)%
WA T B (3.4mL) » FOKA T 0 T 1.13mol/L — 575 2L i 48
U0 Bk I 3 (0.362mL) » #BEBE 20 4358  HIABLE $2(0.0319mL) -
REEE P 10 5 8% > DA 8 R &6 8 K % % (SmL) B K
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(5mL) - FEEERE Z B (10mL)ZEE - KA 148 Dl IR B 7K (10mL) %
B 0 DUEKTRE R BB AR - RREBETERSES 5
R & HREGnL) FEHYBERBIMECK Bk LE=92:
8~34 : 66)ETTHEE - BEIEBLEY(83.0mg) -
'H-NMR (400MHz, CDCls) &: 1.37 (9H, s), 3.91 (3H, s), 6.94 (1H,d, J
= 9.0 Hz), 7.68 (1H, dd, J = 9.0, 2.7 Hz), 8.02 (1H, d, J = 2.7 Hz). MS
(ESI"): 307 [M+H]".

[0382)
<% 4] 20-1>

[0383]

b 65]

Br
()(2}
/\O Zg s\\o F
F F

[0384] f&Ef] 13-16 A/ LEW(215me) )k 1,2-ZIR L HE
(0.0593mL)z N,N-ZHEFER(11mL)FR » R 0°C A MR P
(238mg) RERBE T REREH 2.5 /NEF WK 60CTHEHF 9.5 /N
R OCHEERMAENE/HEKER > EERIEZERN - 5%
B BEBBRER  BREZEHVBEREBNIACK BEZE
=4 : DETHEH - SEEE{LLSY(206mg) -

'H-NMR (400 MHz, CDCl;) 8: 1.03 (3H, t, J = 7.0 Hz), 1.86 (2H, q, J
= 4.5 Hz), 2.11 (2H, q, ] = 4.5 Hz), 4.04 (2H, q, ] = 7.1 Hz), 7.74 (1H,

d, ] = 8.6 Hz), 7.88 (1H, dd, J = 7.6, 1.5 Hz), 8.61 (1H, d, ] = 1.8 Hz).
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[0385])
<% | 20-2>

EREEZ —JRACWZIEel - RESFH] 20-1 HEZH
BT L-AMRITE  BIRBEZTZETRE  &IUTESH
5 20-2

[0386]) [ 53]

2% e RS
Br 1H-NMR (400 MHz, CDCla) 5: 1.75 (2H, dd, J
. | =8.4, 4.7 Hz), 2.10 (2H, dd, J = 8.4, 4.7 Hz),
0o 3.59 (3H, s), 3.81 (3H, s), 6.90 (1H, d, J = 8.9
N % Hz), 7.66 (1H, dd, J = 8.9, 2.5 Hz), 8.24 (1H,
0 o O |d4,J=25Hz).
20—-2 s/ MS (ESI*): 348 [M+H]*
[0387]

<2 21-1>
[0388]
L 66]

-
S N
[0389) # S-EFNE-1,3,4-8 - 1k-2-F#(600mg) > Z. B2 (4.2mL)
CBRT o REIRRINAAE(0.352mL) > PREIRIE T INEAENR 8 /)
0 o IR ER Z S ER R B R 1% - ARIIEE MR L S ok /KB - #5ES
BB - B ARE CBEBRBER  SERARHWBELREN
EOCHE F B ZE=9: DETREHE > SREEELEEY(65Img) -

'"H-NMR (400 MHz, CDCls) &: 1.42 (611, d, J = 6.7 Hz), 2.35 (3H, d, J

= 1.2 Hz), 3.23-3.30 (1H, m), 7.40-7.41 (1H, m). MS (EI): 181 [M]".
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[0390]
<&EF] 21-2~21-14>

FREE: —RAR)ZLEY RESZFP 21-1 HEZHF A
FEE F-1 FimJik - RBEZ TEETKIE » BEIUT2E4
21-2~21-14 -

[0391] [3= 54]
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250 | wa R
e S o
21—2 N/l\ < MS (r(zr):' e [fwr( (ShTIT(R 6, 1= 1.2 K.
_(\ 1H-NMR (400 MHz, CDCls) &: 1.45 (9H, s), 2.35 (3H, d, J
= 1.2 Hz), 7.40 (1H, s).
21—3 MS (ESI*):.196 [M+H]*
\/O\Il/\(’ i 1H-NMR (400 MHz, CDCls) &: 1.31 (3H, t, J = 7.3 Hz),
N 2.36 (3H, s), 4.01 (2H, 5), 4.26 (2H, g, J = 7.3 Hz), 7.45
o) S~(\1\ (1H, d, J'= 1.2 Hz).
21-4 N MS (ESI*): 226 [M+H]*
o - H-NMR (400 MHz, CDCla) 5: 1.38 (3H, t, J = 7.3 Hz),
>—</\JN:§— 2.36 (3H, s), 4.38 (2H, g, J = 7.3 Hz), 7.22 (1H. s), 6.06
S =N (1H, s).
21-5 |/ °
: H-NMR (400 MHz, CDCls) 5: 1.32 (6H, d, J = e Hz),
>_</\N/\>_ 3'82 ﬁ: s;. 3.00-3.07 (1H, m), 7.03 (1H, d, J = 1.2 Hz),
. . S).
21—6 sy MS (ESI*): 181 [M+H]*
'H-NMR (400 MHz, CDCla) 8: 0.71-0.75 (2H, m), 0.95-
_(/\N/\>_<] ;.oJo (21H2, r:).)j'%gg;(.?; (;I’H:] m)1. gﬂ )(3H, s), 7.04 (1H,
I =L z), 1. ,a,Jd=1. zZ).
21-7 N~ MS (ESI*): 179 [M+H}*
F
-N F 1H-NMR (400 MHz, CDCla) &: 1.52-1.58 (4H, m), 2.36
J~N
- —{N;Ls\ (3H, d, J = 1.2 Hz), 7.45 (1H, s).
F
F——F
/SN |
_(;L/>_ OH | 1H-NMR (400 MHz, DMSO-ds) 5: 2,23 (3H, s), 7.49 (1H,
N™ =Sf——0rF 5), 8.23 (1H, s), 9.74 (1H, br s).
21—9 F MS (ESI*): 305 [M+H]*
_(/\N/\>__ ;H(;;qm' (4())07M0|-;z£1c}:+0c)|a) 5: 1.36 (9H, s), 2.32 (3H, 5),
—— . ,8), I. » 8).
21—10 N’J\s MS (ESI*): 195 [M+H]*
1H-NMR (400 MHz, CDCls) 5: 1.47 (3H, t, J = 7.2 Hz),
/3_ 2.40 (3H, d, J = 0.9 Hz), 4.53 (2H, g, J = 7.2 Hz), 7.60
o (1H, d, J = 0.9 Hz).
21—11 | / MS (ESI*): 212 [M+H]*
\ H-NMR (400 MHz, CDCls) 5: 2.35 (3H, 0, J = 1.2 Hz),
—Cl:> 6.74 (1H, d, J = 4.3 Hz), 7.20 (1H, s), 7.33 (1H, d, J =
21—12 N= g 4.3 Hz).
,—(/\N N 1H-NMR (400 MHz, CDCla) 5: 2.32 (3H, s), 2.38 (3H, d, J
.
21-13 = 1.2 Hz), 7.03 (1H, d, J = 1.2 Hz), 7.07 (1H, s).
N 'H-NMR (400 MHz, CDCla) 5: 0.45-0.51 (2H, m), 0.58-
0.67 (6H, m), 1.31-1.38 (2H, m), 2.35 (1H, s), 2.36 (3H,
d, J = 1.2 Hz), 7.43 (1H, d, J = 1.2 Hz).
21—14 MS (ESI*): 250 [M+H]*
[0392]

<2 H 4l 22-1>
[0393]

[fE 67]

108129669
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[0394] &% F 21-5 FifE (L& ¥ (116mg) 2 IUGEKIFE (5.5mL)
R R KA TR T B E b 8% (3.0mol/L VU & Bk I 7 K
0.552mL) » REIRE T REBEE 8N - RKAT - HRERS
A EAL # KB > FEEB Z R - 1A 18 2 7 I O
% GRERRYBEEEIL@RIEETHEE > SERESL
EH)(57.Tmg) ° | |
'H-NMR (400 MHz, CDCl5) 8: 1.65 (6H, s), 2.15 (1H, 5), 2.33 3H, s),
7.08 (1H, s), 7.22 (1H, s). MS (ESI"): 197 [M+H]".

[0395]
<&#% ] 22-2>

R E Y — G2 EE - RESER 22-1 HEZT

% HBD-1 R E BB R FAETRE - BEUT2%
B 22-2 - |

[0396] [ 55]

a%p | #E R
22—2 1H-NMR (400 MHz, CDCHs) &: 1.71 (6H, s),
N,N OH 2.35 (3H, d, J = 1.1 Hz), 3.28 (1H, 5), 7.40
—(\ (1H, d, J = 1.1 Hz).
MS (ESI*): 198 [M+H]*

[0397]

<2% ] 23>
[0398]

[1b 68]
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[0399) & % @l 22-1 Fi B L& % (18.0mg) K B H J
(0.00860mL)r N,N-ZHEHEER(0.4mL)B RS » BKA TR
60%E A8 (4.4mg) - MEBE TMRERER 1 /N - B K ER R
BMELH/KER » BEBRLEEN - B EBEZ FEREHE -
MEAEEOYEBEEETACK  BRIE=1: HETER 52
BELEY(16.7Tmg) -

'H-NMR (400 MHz, CDCl3) &: 1.58 (6H; s), 2.33 (3H, s), 3.18 (3H, s),

7.09 (1H, s), 7.17 (1H, s).

[0400]
<% fj 24>
[0401])
[ 69]
NP
N™ =S OH

[0402] #2356 21-5 FifS L& #1(500mg) > I & Bk (12mL)
AT RKATE TR ENE(0.418mL) - FRERE T
[E0m B HR A 30 08 > WREESRA 10 98 - RERHKEREZ
FIRAEEE(1.0mol/L WU BRIRA R - 7. 14mL)FERF 1 /NEEE T > &
PRI T REDRIEH 3 B - W R ERUR R 85 AR - R
ZEEFER - A WE AR  BEAERYBERENE
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(Ckt ' BB ZE=1 : HETEH  SIEE(LEY(61.0mg) -
'H-NMR (400 MHz, CDCl,) 8: 1.05 (2H, dd, J = 7.6, 5.8 Hz), 1.30 (2H,
dd, J=7.9, 5.4 Hz), 2.33 (3H, t,J = 1.8 Hz), 2.87 (1H, s), 7.08 (1H, d,
J = 1.2 Hz), 7.23 (14, s).

[0403)
<2Z ] 25>

[ 0404])

[1E 70]

)
N™ =S HO

[0405) i £(4% » 77.5mg) 2 WO BLIEE (3.4mL) BIZ R H > R K
AT T L4-TURT EE(0.197mLl) » RERE TREIRIEH 1 /I o
¥R FER R KA T RINSER 21-5 frig{b &% (100mg) » NERE
T Mk OCIERE 40 436 - REFMWHE 10 58 - X OCHEERR
Dﬂﬁ’@%ﬂ%{ba’%&vﬁiﬁfﬁ BB ZEEN - HAREZEERE®
b - BEREBEEHYEBEELENEZERIE)ETRER > SEEREEL
&) (98.3mg) -
'H-NMR (400 MHz, CDCl,) §: 1.80-2.05 (9H, m), 2.33 (3H, s), 7.08
(1H, d, ] = 1.2 Hz), 7.26 (1H, s). MS (ESI"): 223 [M+H]".

[ 0406)
<£F ] 26-1>

[0407)

[1E 71]
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I
N
/0%/@§'

[0408] H2EF 23 FifB{L&¥(63.9mg)Z Z 5 (1.5mL) ¥
W RS T N-BR R BB S B (68 .4mg) - MERBE T R=ERE
FE O30 reE - ¥R ME ORI 6E A0 IR BE o o K B R R BRRD AR (R B 8
KB HERIEZEN - HAKEZSEREHEE  BRE#EH
WEBERREMECKE BBIE=2 DETHES > S3EELEY
(83.8mg) |
"H-NMR (400 MHz, CDCl;) 8: 1.60 (6H, s), 2.33 (3H, s), 3.19 (3H, s),
7.09 (1H, s). MS (ESI’): 337 [M+H]".

[0409])
<B M 26-2~26-21>

FERAEEZ —BRAG)ZEY RESFH] 26-1 HEZ 5k -
FER C-1 FinJiik s BURBHEZTAETRIE  BEUT2EH
26-2~26-21 o

[0410] [ 56]
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2556

HiG

| SRR

26—2

N S
ST
N\ N~

"H-NMR (400 MHz, CDCls) &: 1.47 (SH, s), 2.35
(3H, s).
MS (ESI*): 322 [M+H]*

26—3 N< S
_S\:l!: <

H-NMR (400 MHz, CDCls) 5: 1.10-1.26 (4H, m),
2.24-2.31 (1H, m), 2.34 (3H, s).
MS (EI*): 305 [M]*

26—4 !
o) N -
H:I\\ H-NMR (400 MHz, CDCls) &: 1.40 (3H,t, J=7.3
d s\ Hz), 2.37 (3H, s), 4.40 (2H, g, J = 7.3 Hz), 7.99
/ (1H, 5).
\_N_/ TH-NMR (400 MHz, CDCls) 5: 1.84-2.06 (9H, m),
HO 2.33 (3H, s), 7.21 (1H, s).
I MS (ESI*): 349 [M+H]*
26—6 ! 1H-NMR (400 MHz, CDCls) &: 1.34 (6H, d, J = 6.7

Hz), 2.32 (3H, s), 3.04-3.11 (1H, m), 6.99 (1H, d, J
=1.2 Hz).
MS (ESI*): 307 [M+H]*

p =N
\ N‘N> l

1H-NMR (400 MHz, CDCls) 5: 1.92 (6H, s), 2.38
(3H, s).
MS (ESI*): 333 [M+H]*

1H-NMR (400 MHz, CDCls) 5: 1.01-1.05 (2H, m),
1.30-1.34 (2H, m), 1.68 (1H, s), 2.30 (3H, d, J =
1.2 Hz), 7.12 (1H, d, J = 1.8 Hz).

MS (ESI*): 321 [M+H]*

26—9 N§r8 TH-NMR (400 MHz, CDCls) &: 0.75-0.79 (2H, m),
*S\/N\/)—Q 0.99-1.03 (2H, m), 1.93-1.99 (1H, m), 2.31 (3H, s),
7.01 (1H, d, J = 1.2 Hz).
f MS (ESI*): 305 [M+H]*
26—10 |

/—O

0 N~ N
H_</ A\
S/I§N

TH-NMR (400 MHz, CDCls) 5: 1.28 (3H,t, J=7.2
Hz), 1.74 (6H, s), 2.36 (3H, s), 4.23 (2H,q, J=7.2
Hz).

MS (ESI*): 380 [M+H]*

[0411] [ 57]

108129669
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&2 | S HEs B
26—11 |
Q N4 1H-NMR (400 MHz, CDCk) &: 1.75 (6H, s), 2.36
}—i—(’ B (3H, s), 3.76 (3H. ).
—d SN MS (ESI*): 366 [M+H]*
26—12 F
NS F1~F
\\Nr p 1H-NMR (400 MHz, CDCls) &: 1.61-1.63 (4H, m),
~N 2.37 (3H, s).
| MS (ESI*): 374 [M+H]*
26—13
N-py 1H-NMR (400 MHz, CDCls) 5: 1.43 (6H, d, J = 6.7
>—</ /K\ Hz), 2.35 (3H, s), 3.31-3.38 (1H, m).
5N MS (EI*): 307 [M]*
26—14 N
Ne _S ] .
\I D 1H-NMR (400 MHz, CDCls) 5: 1.98 (4H, q, J = 3.4
N Hz), 2.36 (3H, s).
| 'MS (ESI*): 331 [M+H]*
26—15 F | ,
Ne-SFT°F
\\;E/)_ —OH 1H-NMR (400 MHz, DMSO-ds) 5: 2.24 (3H, §), 7.83
: F——F (1H, s), 9.84 (1H, s).
‘ F MS (ESI*): 431 [M+H]*
26—16 Ne —S
ﬂ \/)——— 1H-NMR (400 MHz, CDCls) &: 1.38 (9H, s), 2.32
(3H, s), 6.86 (1H, ).
| MS (ESI*): 321 [M+H]*
26—17 NeS OH
‘3\/”\/)_ 1H-NMR (400 MHz, CDCls) &: 1.67 (6H, s), 2.32
i (3H, 8), 7.15 (1H, ).
26—18 N<S._ OH
\\NC ) 'H-NMR (400 MHz, CDCls) 5: 1.74 (6H, s), 2.36
N (3H, &), 2.94 (1H, s).
i MS (ESI*): 324 [M+H]*
26—19 NS
AS\:NF \/} TH-NMR (400 MHz, DMSO-ds) &: 2.22 (3H, s), 7.31
(1H, d, J = 4.2 Hz), 7.71 (1H, d, J = 4.2 Hz).
i MS (EI*): 264 [M]*
26—20 |
N 1H-NMR (400 MHz, DMSO-ds) &: 2.19 (3H, s), 2.40
—ﬂ\ (3H, d, J = 1.2 Hz), 7.52 (1H, d, J = 1.2 Hz).
5N MS (EI*): 278 [M]*
26—21 |
7NN oH 'H-NMR (400 MHz, DMSO-ds) &: 0.47-0.52 (2H,
L TI m), 0.57-0.70 (6H, m), 1.35-1.42 (2H, m), 2.358
N= 8 (1H, s), 2.363 (3H, 5).
MS (ESI*): 378 [M+H]*
[0412]

<£%E ] 27-1>

[0413]

108129669
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[1& 72]
|
N-
N
o ’\g_
/ \S/k\N

[0414] HEBET > B2 26-18 FELEY(300me)
AR N,N-Z B E I EREE (3. 1mL) » A1 AR B % (0.0867mL) » FAIK A
T BA SS%EALH(48.6me) » HREE IR 40 438 - R IDEEAT
(b 3% K78 M (SmL) oK (10mL) » #89% 35 435874 » JEEUFRT 2 B 2 42 %
Wy DUKHESE - FORE T AR 70T B0 - 125 IERE (L& 1(309.8mg) »
'H-NMR (400MHz, CDCl;) §: 1.67 (6H, s), 2.36 (3H, s), 3.28 (3H, s).
MS (ESI*): 338 [M+H]*.

[0415])
<% E ] 27-2~27-3>

MRHEY B2 EEY » RESEH 27-1 HEZY
% SFE B-1 BRI  SURBE Y RRTRE BT %
Bl 27-2~27-3 «

[0416]) [ 58]

2% s WigE
27—2 I 'H-NMR (400 MHz, CDCls) §: 1.73-1.93 (6H, m), 2.1
3-2.20 (2H, m), 2.33 (3H, s), 3.14 (3H, s), 7.11 (1H,

\O \
d——a/\g* s).
ST TN MS (ESI*): 363 [M+HI"

27—-3 ' 'H-NMR (400 MHz, CDCL) é: 1.03 (2H, dd, J = 7.9,

~o0
HN A\ 5.4 Hz), 1.25 (2H, dd, ] = 7.3, 5.4 Hz), 2.33 (3H, s
s/EN ), 3.31 (3H, s), 7.14 (1H, s).

[0417]

<& fj] 28>
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[0419] £ %F ] 26-15 Fr#51L& ¥ (35.4mg) ~ = % K i
(25.9mg) ~ HEE(0.0132mL) 7 VO G BRI (0.4mD)E A P - KA T IR
MBS R = RRER0.0194mL) - RERE T REREHE 2 /)
RF o S ER AR - BBAXAYBERENACEK
R ZBE=2 ° DETHERE > S2EELEY(21.4mg) -

'H-NMR (400 MHz, CDCl3) 8: 2.36 (3H, s), 3.69 (3H, s), 7.46 (1H, s).
MS (BI*): 444 [M]".

[0420]
<&F ] 29>

[0421)

[k 74]

NS F
|

[0422] A& F H] 26-17 FifE (L& % (61.0mg) > — & H IE
(0.9mLYER T » FRKAL THRIN(E ZE&EE)=%/EF7(0.0297mL) -
REBIE T REREH 2 /N - R IERP KOS T R0 R EE &
HIKBR  B_EFREN - B AREBERBEER  HEEHE
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HYBERREITECK  BERIE=4: DETHEH > BIEELE
Y (44.2mg) °
TH-NMR (400 MHz, CDCl;) 8: 1.77 (3H, s), 1.83 (3H, s), 2.34 (3H, s),
7.23 (1H, d, J = 1.8 Hz). MS (ESI*): 325 [M+H]".

[0423]
<2%E ] 30>

[ 0424]

[1E 75]
ﬂl\hj/}_kob

[0425] A &E ] 29 FiB L& %(56.7Tmg)Z 1,4- 1% (0.1mL)
IR MRERAD 3-F3R T EE(64.8mg) > RBEIRIE T K 80°C HEHE
1 /0B - A4 TI0CHEHE 1 /NF - MR ERFHWBEZBMEC
b BEER ZBE=1 0 1DETEHE > BREERELEY(17.1mg) -
TH-NMR (400 MHz, CDCl3) &: 1.56 (6H, s), 2.33 (3H, s), 4.59-4.69
(5H, m), 7.08 (1H, s). MS (ESI*): 379 [M+H]".

[0426]
<% f] 31-1>

[0427])

[k 76]
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o

0
~&
S i
&
’

Br

[0428) ¢ 4-38 -2-(H A % B & ) B (51.5mg) K Bt HI Ji¢
(0.0197mL)Z N,N-Z I B i i (0.6mL)5 i & > 4% 0°C IR0tk BE £
(42.4mg) » PEIBE TSR 4 N - BREREHTEER
BT ECKE  BEZE=2: DETEE  S3EEILA%(38.2mg) -
'"H-NMR (400 MHz, CDCls) 8: 1.52 (3H, t, J = 7.0 Hz), 3.23 (3H, s),
4.21 (2H, q,J = 6.9 Hz), 6.92 (1H, d, J = 8.5 Hz), 7.66 (1H, dd, J = 9.1,
2.4 Hz), 8.09 (1H, d, J = 2.4 Hz).

[0429])
<& %] 31-2>

ERAHEZ RN (ag)2Ea? - IRE2EH 31-1 HEZH
BB T-1FmITE  SRBEZTEETRE  SEMUTEE
B 31-2 ¢

[0430] [ 59]

5%H | WE RS
DXD
~\é5) 7 b
& TH-NMR (400 MHz, CDCls) &: 3.22 (3H, s), 6.95 (1H J
=9.1 Hz), 7.69 (1H, dd, J = 9.1, 2.4 Hz), 8.10 (1H, d, J =
2.4 Hz).
31—2 ' Br MS (ESI*): 268 [M+H]*
[0431)

<5 % 32>
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[0432]
[ME 77]

><./
Si.

/ O

%

o

[0433] 7 3-EIBThe-1-F1(220meg)> NN-ZHEFRERE
Q.6mLYER T+ R OCHRMPKME(26Img) RE=TH_HELW
(463mg)> P IR EE T A S MM BE 18 /NES « ¥ 2 JE 0% 411 8% (0.5mL)
(RSB IBRE 30 S5 - R IER MRERE BB SRR O
il ZBE=4 0 )BTRS SEEELAY(428mg) -
'H-NMR (400 MHz, CDCIl;) &: 0.09 (6H, s), 0.91 (9H, s), 3.04-3.12
(2H, m), 3.20-3.28 (2H, m), 4.58-4.63 (1H, m). MS (ESI"): 201
[M+H]".

[0434])
<52 33>

[0435])

[1E 78]

HO, ;

OH |

[0436]) HN&ZH] 32 FiB1EE&Y(428mg) Z M & BRI (11mL) -
B > -1 C IR EEIL#EGmol/L INE B ZER > 0.853mL) »

MRERBETRENREEM 40 8 - IIAFEZE/LEGmol/L IWEK

108129669 161
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A& > 0.213mL) » (REF R E-20C » RRELAEIERE 10 4588 - K
-20C » HRERANINEMNE(LE/KBR  BERIEERN - B85
g 2 BEBEBER  MEBAEZ Z&F A0m)ER » ik 0CHRM
5 SRR — K &1 (81.0me) » PSR TR MMEE 2 /NGF - (R
=M E M ER RN B X — K-S (81.0mg)lf fik 5] & & #& £
16 /NEF - 8 KFERONIIEERBREE S /KA > FBEMH-FEG: 1)
FH - BERE SEBBEER > BREEZERYBEREETAMEE
Bl HEE=9: DETHEH > SFEELEY(139mg) -

'H-NMR (400 MHz, CDCl3) 8: 1.32 (3H, s), 1.71 (1H, d, T = 5.4 Hz),
1.74 (1H, s), 2.02-2.06 (2H, m), 2.48-2.55 (2H, m), 3.96-4.04 (1H, m).

MS (FI*): 103 [M+H]".

[0437])
<5 3% ff] 34>
[ 0438])
[t 79]
.. OH
@

[0439] &% H 33 FFLEWA3Ime)Z & F 7 (3.4mL)
AR RE R AIIEE(0.215mL) ;¥ B 55 B . (259mg) - R&EIR
HFMR OCHEH 1.5 /Ny > WARZEIRBH 21 /NG - G R IERZ 75
BB - BRBEREVBESRNA(CK B ZE=1: DET

EE - SEIEEEE(283mg) -
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'"H-NMR (400 MHz, CDCl;) §8: 1.29 (3H, s), 1.72 (1H, s), 2.23-2.28
(2H, m), 2.40-2.44 (2H, m), 2.45 (3H, s), 4.47-4.54 (1H, m), 7.34 (2H,
d, 7=17.9 Hz), 7.78 (2H, d, ] = 7.9 Hz). MS (FI"): 257 [M+H]".
[0440])
<& ] 35>
[0441)

[1E 80]

Br
0=8=0

(o)

[0442) 7 53E-2-HEEFHEE (107mg) 2 7K (0.22mL) & #
Berh o R B RIIE R (35.0mg) B 1mol/L BEEE(0.43mL) » R
BT EEERE 7 NG o WRIERARNIK 10mL » JEEAE Y - #
BHEELAEY(129mg)
'H-NMR (400 MHz, CDCl;) §: 2.27-2.70 (6H, m), 3.99 (3H, s);
4.25-4.33 (1H, m), 6.97 (1H, d, ] = 9.1 Hz), 7.72 (1H, dd, ] = 9.1, 2.4
Hz), 8.07 (1H, d, J = 2.4 Hz).

[0443)
<% ] 36>

[ 0444)

[k 81]

0O | N~N
//——C) 13”L;;:>-_—
[0445) 526 21-4 FiBLEY (345mg) K BLEF 52 (0.286mL)
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Z NN-ZHEHFBEREGCuL)ZERT > K 0CHEM 60% % 1L 5%
(153mg) * REIRE NRERBERE 2 /B - fk 0°C ¥ KK FER AR i g A0
SALSKEIK - FERBELBEN - K ERE 2 A REBER - B
BRAOBBEREMACK  BRIE=3: DETER > S31EE
{E&¥(229mg) -
'H-NMR (400 MHz, CDCl5) 8: 1.26 (3H, t, ] = 7.1 Hz), 1.71 (6H, s),
2.36 (311, d, J = 1.2 Hz), 4.21 (2H, q, ] = 7.1 Hz), 7.44 (1H, s). MS
(ESI*): 254 [M+H]".

[0446]
<P 37-1>

[0447]

[1b 82]

o

[0448] MtEEABFINASEH 36 FiEEEH(141mg) » &

AR AIE(7.0mol/L BRI » ImL)&ERA » ik 7T0C#HE 5.5 /)
Rr > K 110CHERE 3 /N - R ER 2 B EEEKE - BERE
RHYBEMNEBN Z(BRIB)ETERE > S5 EELEY
(55.5mg) °
'H-NMR (400 MHz, CDCl;) 8: 1.74 (6H, s), 2.36 (3H, d, ] = 1.2 Hz),
5.36 (1H, br s), 6.03 (1H, br s), 7.45 (1H, d, J = 1.2 Hz). MS (ESI*):
225 [M+H]".

[0449]
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<& 37-2>

FEAHEZ —KAGC)Z2bEY  RESFHF 37-1 HEZT
%~ B B2 FioR A RBEZTAETNKE - BEIR S1 Z
2F ] 37-2 -

[0450] [% 60]

a5f | e )
HN__o
N-N 1H-NMR (400 MHz, CDCl) 6: 1.45 (2H, q, J = 4.0 Hz),
—(/\, 3 1.85 (2H, g, J = 4.0 Hz), 2.36 (3H, s), 3.38-3.65 (1H, m),
37—2 s 5.48-5.70 (1H, m), 7.44 (1H, s).
[0451])

<% i 38-1>
[0452]

[k 83]

/NN 1L _
_(N\//I\S\ N

[0453] }x & = 37-1 i BALEW(GSSmeg) Z Z & H I
(2.5mL)ARF > ik OCHRI NN-Z RN EZE R (0.210mL) & = %
BEEEET(0.0865mL) » REBIETH 0CCHEH 1 /N » WREIRBH
1 /NBE - B FER RN FIIRER |k /KB » FERBR 2B - &
HHEZ SEBBEER  KBEREEAERYBERENRZEZCK @ B
ZBs=2: DETEHE - SEEEILLE%(39.8mg) -

'H-NMR (400 MHz, CDCls) &: 1.89 (6H, s), 2.37 (3H, d, J = 1.2 Hz),
7.49 (1H, s). MS (ESI): 207 [M+H]".
[0454])
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<2E ] 38-2>

FEREEZ —RX(NZILE&Y KESEH] 38-1 HEZ %A -
SE E-3 FionTiik c BRBEZFEAETRIE - BEF 52 28%
5] 38-2 o

[0455] [ 61]

254 s BesBug
;ﬂ
N-N I 'H-NMR (400 MHz, CDCls) 6: 1.86-1.90 (2H, m), 1.93-1.97
——Q S (2H, m), 2.35 (3H, d, J = 1.2 Hz), 7.42 (1H, d, J = 1.2 Hz).
38—2 N™ ™8 MS (ESI*): 205 [M+H]*
[0456]

<% 39>
[0457]

[{E 84]

\\O o
N-

[0458] &2 21-4 i LaWB.509) Rk 1,2- TR 2K
(1.60mL)2 N,N-F £ R i B (3 ImL )& 5 » % 0°C Al 60% &4k
B9(1.49g) » P EIBETREEMAE 4 I - 4k 0CIIA 1,2-7387Z
$2(0.543mL) B 60%4 AL (496mg) - fRZMIBRE 1.5 IEF - 4k 0T
S 57 1B ST I B AL K 0T - BE GBS ZBEREEY - R B 5
EHEER  BREEEYBEEHEECK  BRIE=2 1)
TR BEIEE(L A (645me) -

TH-NMR (400 MHz, CDCl3) 8: 1.29 3H, t,J =7.2 Hz), 1.78-1.81 (2H,

m), 1.88-1.91 (2H, m), 2.35 (3H, d, ] = 1.2 Hz), 4.25 (2H, q, J = 7.2
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Hz), 7.36 (1H, d, J = 1.2 Hz). MS (ESI"): 252 [M+H]".
[0459)
<& E ] 40>
[0460]
[t 85]

HO

HO:ko o~
i
S

0]

Br

[0461] FA&E ] 8-8 FRfS (L& (132mg) . VO & BRI (3mL) 2
K(mL)Z RSB R - RERAI N-F BRI N-S/647(76.1mg) &
&AL SR (2.5%2-F E-2-TNEEEK » 0.0881mL) » /K& BHREE 19 /)
BF o PR JEIRMR O°C 780 & R bk BE S sl /K B R B 10%785 B2 8 7K
W R IBERE - A RE S ERREE  BREFERWE
BRI AR ZEBE)ETHERE  SIEELEY(160mg) -
'H-NMR (400 MHz, CDCl;) &: 1.41 (3H, s), 2.52-2.58 (1H, m), 3.53
(1H, d, J = 14.5 Hz), 3.58-3.66 (2H, m), 3.71 (1H, d, J = 14.5 Hz),
3.73 (1H, s), 3.99 (3H, s), 6.96 (1H, d, J = 9.0 Hz), 7.71 (1H, dd, ] =
9.0, 2.6 Hz), 8.05 (1H, d, ] = 2.6 Hz). MS (ESI*): 339 [M+H]".

[0462)
<BE | 41>

[0463])

[1L 86]
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[0464] R&EH 17 FIB(EAY(53.6meg)Z & F #E(1.6mL)

B R OCARID 3-EBAEHRE(ME 70% > 43.7mg) » REBET
R IRIEFE 1 /NG o S 2 O8R4 0 /K 08 TR R B R i A
WMEG /KB #_EFIEW - B ERE 2 S EBEBEER B
EHEHYBEELRIE(CR BB ZE=1 )ETER - S5EE
{E&¥Y(45.9mg) -
'H-NMR (400 MHz, CDCls) &: 1.25 (3H, s), 1.30 (3H, s), 1.80-1.89
(1H, m), 2.04-2.13 (1H, m), 2.79 (1H, dd, T = 7.9, 4.8 Hz), 3.42-3.59
(2H, m), 3.98 (3H, s), 6.95 (1H, d, J = 9.0 Hz), 7.70 (1H, dd, J = 9.0,
2.6 Hz), 8.08 (1H, d, J = 2.6 Hz). MS (FI*): 348 [M]*.

[0465]
<&l 42>

[ 0466

[{k 87]

Br

0=8=0

A

OH

[0467) B&EH] 41 FREB6&Y(45.9mg) > MU & BE R (1.3mL)
BEF MK OCAHRMEBECEFEWE)BEREE(1.0mol/L UL & Bk 0%
& > 0.157mL) > PNEBE T 0C R 40 /788 - ¥ K FER R ID&EF0
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SALBKAR > BB IBEEN - BERE IS EBEERER - #7
EHEOWBEREENMEZ@ERIB)ETEY  SIEELEY
(39.0mg) -
JH-NMR (400 MHz, CDCl3) 6: 1.10 (1H, s), 1.14-1.19 (4H, m), 1.26
(3H, s), 1.36-1.41 (1H, m), 1.74-1.79 (1H, m), 2.98-3.03 (1H, m), 3.99
(3H, s), 6.94 (1H, d, ] = 9.0 Hz), 7.66 (1H, dd, J = 9.0, 2.6 Hz), 7.98
(1H, d, J = 2.6 Hz). MS (FI*): 348 [M]".

[0468)
<&Z ] 43-1>

[0469]

[{L 88]

Br ¢

[0470] #2%6l 6-17 BB L& % (50.0mg) /ARy 2mol/L —

B - DO R R IR A R (1.4mL) - AU BRAT T » 4K 1S0°CH|FE 1 /)

B - RIREB NERASRE  BBIR_&HREQCnL) » 3EHWEERE

MRSk - BElE ZB5=84 : 16~0 : 100)ETTHEH > FEEEILLE
Y7(48.3mg) -

- TH-NMR (400MHz, CDCls) 6: 1.22 (1H, d, J = 3.0 Hz), 1.45-1.70 (8H,

m), 2.77 (6H, s), 3.14-3.26 (1H, m), 3.79-3.88 (1H, m), 6.03 (1H, d, J

=17.0 Hz), 7.28 (1H, d, J = 8.5 Hz), 7.65 (1H, dd, ] = 8.5, 2.4 Hz), 8.12

(1H, d, J = 2.4 Hz). MS (ESI"): 377 [M+H]".
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[0471]
<& 25| 43-2~43-3>

{3 HEEZ — iR = (15)  KEL &% ] 6-1 MEZJT% ~ T B R-7
Frsc 82 75 RRBEEZHEET HRE 2 HEZ —&(20)
NIEEY » IREESFH 43-1 lHE 2777k ~ B S-1 Frm & » SR
BHZ EETNKE SR T 2256 43-2~43-3 -

[0472] [ 62]

BEf| iE BRI
OH
S 9 07 1H-NMR (400 MHz, DMSO-ds) &: 1.25-1.42 (4H,
HN. & m), 1.47-1.64 (4H, m), 3.03-3.14 (1H, m), 3.57-
d | N 3.64 (1H, m), 3.99 (3H, s), 4.33 (1H, d, J = 2.7
P Hz), 7.78 (1H, d, J = 6.7 Hz), 8.17 (1H, d, J = 2.4
Hz), 8.54 (1H, d, J = 2.4 Hz).
43—2 Br MS (ESI*): 365 [M+H]*
OH
o 07 "H-NMR (400 MHz, CDCl3) 5: 1.20-1.36 (4H, m),
HN. & - | 1.38 (1H, d, J = 3.9 Hz), 1.81-1.88 (2H, m), 1.89-
d | SN 1.97 (2H, m), 3.07-3.19 (1H, m), 3.53-3.64 (1H,
P m), 4.09 (3H, s), 4.83 (1H, d, J = 7.3 Hz), 8.29
(1H, d, J = 2.4 Hz), B.38 (1H, d, J = 2.4 H2).
43—3 Br MS (ESI*): 365 [M+H]*
[0473]
<B% | 44>
[0474])
[1k 89]
(:)H
H v
S
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[0475] #&2%E 6] 13-33 g b &% (603mg)iE Y 2mol/L &

{ES-ZEEBR(4.2mL) - REBEH 5 NF - BREREAZERES
T 6 AR B R 8N K B R (20mL) K (10mL) By R o - FEEE L Z B
(RQOmL)ZH - A % EFE R WK (10mL) 5% 1% » UK Bk 3
BZKE  WERABY - RRBTHEREERE  BER_&FH@nL)
FEHWBEREMEACHK | BB 2841 16~0 1 100)ETTHEH -
FEEELEY(422.7mg) -
'"H-NMR (400MHz, CDCl5) &: 1.21-1.30 (1H, m), 1.49-1.68 (8H, m),
2.06-2.15 (1H, m), 3.30 (2H, d, J = 6.1 Hz), 3.93-4.02 (4H, m), 6.94
(1H, d, J = 8.8 Hz), 7.68 (1H, dd, J = 8.8, 2.4 Hz), 8.08 (1H, d, J = 2.4
Hz). MS (ESI"): 363 [M+H]".

[0476)
<2 45-1>

[0477]

[1k 90]

[0478) ¥IE-4-(55 = T = FEK &%) BT K% T B (500mg)
SRR T E(6.8mL) » AIA NN-ZRF# ZE B (0.428mL) - 3
SRR . (409mg) » fREDEBEE 3 NEF o fIA NNN'N- IO EI
Z ZRE(0.0308mL) - B8k 4 /NEREE  BFE 15 /NES « BRI 2.5 /)
% - HIA NN,NNC-J0 BB 3 Z, 2 (0.0308mL) « = BT Z 3R
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(0.285mL) - B EUEREEE(175me) » B 4.5 /NEF B ERHIA
(SmL) » 3¢ 1 /NEEAR  FRI0B A /687K 58 (SmL) ~ 7K (10mL) »
S 20 (20mL) SEBY - 4975 1 45 0 & B K (20mL) %638 7% » B
KT BENEE - RRTEY - REBTERBES  BEN &
He(6omL) - FEHWBERLRBITEA(CYE © BB ZE=95: 5~60 : 40)
ETRER - BEEE/LLY@B06me) o
'"H-NMR (400MHz, CDCl;) &: 0.00 (6H, s), 0.85 (9H, s), 1.32-1.46
(6H, m), 1.56-1.72 (3H, m), 2.45 (3H, s), 3.84 (2H, d, J = 7.0 Hz),
3.89-3.94 (1H, m), 7.34 (2H, d, J = 8.2 Hz), 7.79 (2H, d, J = 8.2 Hz).
MS (ESI"): 399 [M+H]".

[0479])
<& FZ | 45-2~45-4>

FHHEY —BRRCOZSY  RESEH 451 HEZH
% - B AB-1 FiR A% - SURBHRSEY BT RIE > ST
S ZF| 45-2~45-4 o

[0480]) [3E 63]
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s | #iE WEES
F_F
o P 1H-NMR (400 MHz, CDCla) 5: 2.47 (3H, s), 2.68-2.82
5 (2H, m), 2.86-2.96 (2H, m), 4.70-4.77 (1H, m), 7.37
0 \©\ (2H. d, J = 8.3 Hz), 7.79 (2H, d, J = 8.3 Hz).
45—2 MS (CI*): 263 [M+H]}*

TH-NMR (400 MHz, -CDCls) 5: 1.52-1.58 (2H, m),
O 1.75-1.80 (6H, m), 2.45 (3H, s), 3.87-3.95 (4H, m),

0 “Sso | 4.62-4.66 (1H, m), 7.33 (2H, d, J = 8.5 Hz), 7.80 (2H,
[ O d, J = 8.5 Hz).

45—3 o MS (CI*): 140 [M-OSO2PhMe]*
0
o’ |
1H-NMR (400 MHz, CDCls) 5: 1.33 (3/2H, s), 1.38
(3/2H, s), 2.08-2.13 (1H, m), 2.17-2.22 (1H, m), 2.45
Q0o (3H, s), 2.56-2.62 (1H, m), 2.71-2.76 (1H, m), 3.679
LY (3/2H, s), 3.685 (3/2H, s), 4.85-4.93 (1H, m), 7.34
/@’ o) (2H, d, J = 8.2 Hz), 7.78 (2H, d, J = 8.2 Hz).
45—4 MS (FI*): 298 [M]*
[0481]
<=4l 46>
[0482]
[{k 91]

o) N‘N
Y A\
DanS s

[0483) MNTBEREFIMASEH 36 FiG{LEH(141mg) > K .
ZIRARIE(7.0mol/L FHERZAW > ImL)&ZER] » Ak 70°Cn#EL 5.5 /)
BF o MR 110°CANEE 3 /Ny - R ERZ B E BB ERE - fHEA
EHVYBERLEREZ(BELE)ETHEY  BSIEELEY
(72.9mg) °

'H-N'MR (400 MHz, CDCl3) 8: 1.75 (6H, s), 2.38 (3H, s), 3.78 (3H, s),
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7.46 (1H, s). MS (FI'): 239 [M]".
[ 0484]

<5 {5 47>
[0485]

[1E 92]

A

[0486] MERET » N&EH 8-7 FiB{LEAEW(221me) 51
PR H kI (6.7mL) 1% » 2 AT E-78C » & 1mol/L N H E W ig{L&F
PO BRI AR (1.01mL)E T » #8881 /0B - EHE LR 0C % IA
B &AL # K E R (10mL) Kz 7K (10mL) » FEEEEE 2 BE (10mL)ZEHY - 44
AHEFEEM B E/K(0mL) % F % - DUE/KIR BZ ShEzie > BRRE
) o IR TEEREER BN _EFk(oml) > EHWEBER
BATA(CEE © BEEE L BE=88 1 12~0  100)ETTHEH » [EEE(E
Y1(178mg) -
'H-NMR (400MHz, CDCl5) &: 0.98-1.04 (2H, m), 1.29-1.35 (2H, m),
2.92-3.00 (1H, m), 3.99 (3H, s), 6.95 (1H, d, ] = 8.8 Hz), 7.66 (1H, dd,
J =8.8,2.7 Hz), 7.99 (1H, d, T = 2.7 Hz). MS (ESI*): 291[M+H]".

[0487]
<% ] 48-1>

[0488])

[1E 93]
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[0489) KR&EH 1-4 iR (LEY(1.15g) Z UG K (18mL) -
5 0°C SR DML B £ $£(0.98mol/L - Z BB A% » 10.8mL) » REER
BHERTEE LNNG WRERR NS/ e KA BEK
ZESAE - MEME Z AR RBER > BERAEROHYBERERZE
(i MR Z =4 DETHES  SFEELAY(601ng) -
IHI-NMR (400 MHz, CDCl3) 8: 1.34 (6H, s), 2.01 (1H, s), 3.11 (2H, s),
7.06 (1H, t, J = 55.0 Hz), 7.44-7.50 (2H, m), 7.69 (1H, d, J = 1.2 Hz).

[0490]
<52 % ffl] 48-2~48-4>

FEREEZ —HX02D2EY > RESFE 48-1 HEZTT
%~ P BE AB-1 iR ik ~ IRBEFZAETRIE - BEILT
532 1] 48-2~48-4 o

[0491] [3= 64]
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Sy | Bl Mot
Br
S TH-NMR (400 MHz, CDCla) 6. 1.12 (6H, s), 1.88-2.05
_O (E (2H, m), 2.31-2.40 (1H, m), 2.44-2.51 (2H, m), 3.62-
3.70 (1H, m), 3.85 (3H, s), 6.69 (1H, d, J = 8.6 Hz),
7.19 (1H, d, J = 2.4 Hz), 7.22 (1H, dd, J = 8.6, 2.4
—+OH Hz).
48—2 . MS (FI*): 330 [M]*
HO\<
¢ o~ 'H-NMR (400 MHz, CDCla) 5: 1.16 (6H, s), 1.26 (3H,
S s), 1.36 (1H, s), 1.75 (2H, dd, J = 14.1, 6.1 Hz), 2.89
. (2H, dd, J = 14.1, 9.2 Hz), 3.66-3.74 (1H, m), 3.86
(3H, s), 6.68 (1H, d, J= 8.6 Hz), 7.04 (1H, d, J=2.4
Hz), 7.20 (1H, dd, J = 8.6, 2.4 Hz).
48—3 Br MS (Fi*): 344 [M]* '
HO.
O/ 'H-NMR (400 MHz, CDCla) &: 1.09 (6H, s), 1.26 (3H,
S s), 1.40 (1H, s), 2.07-2.12 (2H, m), 2.32-2.37 (2H, m),
3.75-3.81 (1H, m), 3.84 (3H, s), 6.67 (1H, d, J = 8.8
Hz), 7.14 (1H, d, J = 2.0 Hz), 7.21 (1H, dd, J = 8.8,
2.0 Hz).
48—4 Br MS (FI*): 344 [M]*
[0492]

<53 [f] 49-1>
[ 0493]

[1E 94]

[0494] 1A2% 5 8-3 FRB (L& ¥(81.3mg) 2 DU BRIF(2.5mL)

W M-I C IR EREERK (. 1mol/L &2 -V & 5 1 %5
W 0 0.635mL) > NERETA-T8CERE 5 78 - HRERMK-78C
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IR EEE(0.0350mL) - RS 2 NG FOR 2 ERR - BHIREIREBH
26 /NBF o ffk 0°C ¥ L FE R AN N8R &ALk /KB > FEEE L Z B 25 HY -
HERE S BAEBBER  $REERVBEERBNECKE @ B
B ZBa=1 2)EITHEH » FEEEBELEY(69.0mg)
'H-NMR (400MHz, CDCl;) &: 1.31 (3H, s), 2.20 (1H, d, J = 8.6 Hz),
2.39-2.44 (2H, m), 2.86-2.91 (2H, m), 3.90 (3H, s), 4.28-4.37 (1H, m),
6.90 (1H, d, J =8.6 Hz), 7.67 (1H, dd, J = 8.9, 2.8 Hz), 8.06 (1H, d,J
= 2.4 Hz). MS (FI*): 334 [M]*.

[0495])
<& %] 49-2>

ERHEZ —RQan)ZILEY - REZFF] 49-1 MH[EZJ7
5~ BERAH-1 Fim ik~ IRBHEF L TAETRIE » |2 2T
S 49-2 o

[0496] [ 65]

[%% 65]
sEp | BE T I
TH-NMR (400 MHz, CDCls) b: 0.19 (2H, q, J = 5.5 Hz),
/ 0.36-0.41 (2H, m), 0.85-0.91 (1H, m), 2.24-2.29 (2H, m),
HO. o © 2.34 (1H, d, J = 9.2 Hz), 2.80-2.85 (2H, m), 3.89 (3H, s),
ol 4.12-4.21 (1H, m), 6.88 (1H, d, J = 8.9 Hz), 7.65 (1H, dd, J
i = 8.9, 2.4 Hz), 8.09 (1H, d, J = 2.4 Hz).
49—2 B | MS (ESI*): 361 [M+H]*
[0497])

<& ff] 50-1>
[ 0498]

[1E 951
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[0499) REBEEIT » WS EH 63 FHLEHI(500mg) - 2
W S B B (418 mg) ~ BS99 (404mg) ~ [1,1°-% (Z ML) =
17 AL (D = B A B (1 12me) S R FY 1,4- B g

(6.9mL)d BLR I 4k 90°C HERE 2.5 /NIF < B RS BE Z B (10mL)
R (5T LB R o HEES TR Z B (G0mL)YES o FYIREE
FEBBEE - BREBERR - R EnL) - 50 B
(T BB Z =25 1 75~0 ¢ 100){THI%L » BEIEE LAY
(535mg) °
'H-NMR (400MHz, CDCly) &: 1.19-1.30 (4H, m), 1.35 (12H, s),
1.78-1.93 (4H, m), 3.04-3.15 (1H, m), 3.51-3.62 (1H, m), 4.00 (3H, s),
4.73 (1H, d,J = 7.0 Hz), 7.01 (1H, d, J = 8.3 Hz), 7.97 (1H, dd, ] = 8.3,
1.5 Hz), 8.36 (1H, d, J = 1.5 Hz).

[0500]
<& Z ] 50-2~50-7>

Y — R ()2 AL & RES %P 50-1 AE 2 J75% -
S AL FITTE  RIREES Y R E B TS5
50-2~50-7 o

[0501) [3= 66]
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S| ey B
0
o-8 Q 1H-NMR (400 MHz, CDCls) 5: 1.34(12H, s), 1.50-
$—NH 1.73 (9H, m), 3.24 (1H, br), 3.79 (1H, br), 4.00
o O (3H, s), 4.88 (1H, d, J = 7.3 Hz), 7.01 (1H, d, J =
o / |8.6 Hz), 7.96 (1H, dd, J = 8.0, 1.2 Hz), 8.36 (1H,
50—2 oH |d, J = 1.2 Hz)
9
08, Q 1H-NMR (400 MHz, CDCls) &: 1.35 (12H, s), 1.49-
/N5 1.67 (BH, m), 3.18-3.27 (1H, m), 3.79-3.86 (1H,
N={ O O m), 4.13 (3H, s), 4.93 (1H, d, J = 7.6 Hz), 8.53
P /" |(1H,d, J = 1.8 Hz), 8.66 (1H, d, J = 1.8 Hz).
50—3 oH_| M8 (ESI*): 413 [M+H]*
e H-NMR (400 MHz, CDCls) &: 1.17-1.28 (5H, m),
Q 1.35 (12H, s), 1.79-1.94 (4H, m), 3.04-3.15 (1H,
/' N—5-Ni m), 3.62-3.62 (1H, m), 4.13 (3H, s), 4.77 (1H, d, J
= O =7.3 Hz), 8.54 (1H, d, J = 1.8 Hz), 8.67 (1H, d, J
P / = 1.8 Hz).
50—4 OH_| MS (ESI*): 413 [M+H]*
IO
0O-B
H-NMR (400 MHz, CDCls) &: 1.23-1.25 (1H, m),
1.35 (12H, s), 1.50-1.71 (8H, m), 3.21-3.31 (1H,
oxd_ i m), 3.77-3.84 (1H, m), 4.99 (1H, d, J = 7.6 Hz),
. NH 7.62 (1H, d, J = 7.9 Hz), 7.89 (1H, dd, J = 7.9, 1.5
50—5 HO! Hz), 8.51 (1H, d, J = 1.5 Hz).
0%
O-B
1H-NMR (400 MHz, CDCls) &: 1.25-1.28 (1H, m),
F 1.35 (12H, s), 1.52-1.71 (8H, m), 3.24-3.35 (1H,
Osd_“o—{-F | m), 3.81-3.87 (1H, m), 4.66 (1H, d, J = 7.6 Hz),
L NoNs©  F [7.34-7.39 (1H, m), 8.01 (1H, dd, J = 8.3, 1.7 Hz),
50—6 HO! 8.45 (1H, d, J = 1.7 Hz2).
%_i? 1H-NMR (400 MHz, CDCls) 8- 1.34 (12H, s), 1.41
Q (6H, s), 3.53 (2H, s), 3.85 (1H, s), 4.02 (3H, s),
%‘k 7.03 (1H, d, J = 7.9 Hz), 8.02 (1H, dd, J = 8.5, 1.8
o d Hz), 8.40 (1H, d, J = 1.2 Hz).
50—7 A MS (FI*): 370 [M]*
[0502]

<BHfl 1-1>

[0503]
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OH

S+

0
P
—0 o”s‘N K

[0504] RERET > H2EH 26-18 FrB(L&%(50.0mg)

2E ] 50-1 L &EY(76.4mg) ~ [1,1°- ﬁé(:*ﬁ%%%)iﬁﬁ]:
SALEAD GRS RLY) (12.6me)/F R — H A nr g (1.6mL) 1% >
A 2mol/L BB $4 7K 78 7R (0.232mL) > 1% > fik BOCHEFE 1 /NEF -
ik = B A I & Rl &b #% K5 7 (SmL) /K (SmL) 7% %E%PEQZEE
(10mL)ZE EY - {75 A% J& #5 6 FI & B /K (10mL) 5 54 4% - DU 7K Bl BE 3
B0 IR TR A - AR T R s 5@@@3@:%@%(2mm.’
FEHYBERRBT AR O - FE=98: 2~80: 200 E1TIEH - &
FEELEY(42.5mg) -
H-NMR (400MHz , DMSO-dg) &: 0.98-1.10 (2H, m), 1.17-1.29 (2H,
m), 1.55-1.62'(8H, m), 1.67-1.75 (2H, m), 2.40 (3H, s), 2.92-3.02 (1H,
m), 3.22-3.32 (1H, m), 3.95 (3H, s), 4.48 (1H, d, J = 4.3 Hz), 6.47 (1H,
s), 7.31 (1H, d,J = 6.4 Hz), 7.37 (1H, d, ] = 8.8 Hz), 7.89 (1H, dd, ] =
8.8, 2.4 Hz), 8.10 (1H, d, J = 2.4 Hz). MS (ESI*): 481 [M+H]".

[0505])
<g e 1-2~1-53>

FEHAHEZ —BRAGHE-KADZLEY  REFKE 1-1

MEZ % PR A2RRGE BMRBEZEZ T AETKRIE &
FIATEHA] 1-2~1-53 -

[0506) [ 67]
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Hiip | #EE

WS

1-2 N

1H-NMR (400 MHz, DMSO-de) 5: 1.20-1.42
(4H, m), 1.48-1.58 (8H, m), 1.89-1.71 (2H, m),
2.32 (3H, s), 3.06-3.18 (1H, m), 3.56-3.63 (1H,
m), 4.35 (1H, d, J = 3.0 Hz), 5.79 (1H, s), 7.87
(1H, 8), 7.72-7.78 (2H, m), 7.84-8.00 (2H, m).
MS (ESI*): 484 [M+H]*

TH-NMR (400 MHz, DMSO-ds) &: 1.31-1.44
(4H, m), 1.48-1.70 (10H, m), 2.32 (3H, s),
3.16-3.26 (1H, m), 3.60-3.85 (1H, m), 4.36
(1H, d, J = 2.4 Hz), 6.80 {1H, s), 7.64-7.69
(1H, m), 7.70 (1H, s), 7.85 (1H, dd, J = 8.5,
1.8 Hz), 7.91 (1H, d, J = 2.4 Hz), 7.99-8.05
(1H, m).

MS (ESI*): 534 [M+H]*

1H-NMR (400 MHz, DMSO-ds) 5: 1.30-1.39
(13H, m), 1.49-1.58 (2H, m), 1.59-1.70 (2H,"
m), 2.31 (3H, s), 3.06-3.16 (1H, m), 3.57-3.62
(1H, m), 4.35 (1H, d, J = 3.0 Hz), 7.55 (1H, s),
7.75-7.77 (2H, m), 7.95-7.98 (2H, m).

MS (ESPM): 482 [M+H]*

TH-NMR (400 MHz, DMSO-ds) 5: 0.75-0.81
(2H, m), 0.95-1.01 (2H, m), 1.28-1.42 (4H, m),
1.49-1.58 (2H, m), 1.59-1.70 (2H, m), 2.05-
2.13 (1H, m), 2.31 (3H, s), 3.08-3.18 (1H, m),
3.57-3.64 (1H, m), 4.35 (1H, d, 4 = 3.0 Hz),
7.70 (1H, d, J = 0.9 Hz), 7.73-7.76 (2H, m),
7.95 (1H,t,J = 1.4 Hz), 7.08 (1H, d, J = 4.8
Hz).

MS (ESI*): 466 [M+HI*

1H-NMR (400 MHz, CDCls) &: 1.27 (1H, d, J =
3.0 Hz), 1.44 (6H, d, J = 6.7 Hz), 1.54-1.66
(8H, m), 2.52 (3H, s), 3.26-3.36 (2H, m), 3.B1
(1H, br), 4.04 (3H, 8), 4.94 (1H, d, J = 7.3 Hz),
7.15 (1H, d, J = 8.5 Hz), 7.81 (1H, dd, J = B.5,
2.4 Hz), 8.29 (1H, d, J = 2.4 Hz).

MS (ESI*): 465 [M+H]*

1H-NMR (400 MHz, CDCls) &: 1.26 (1H, d, J =
3.0 Hz), 1.51-1.71 (8H, m), 1.76 (6H, s), 2.44
(1H, s), 2.57 (3H, s), 3.26-3.33 (1H, m), 3.80-
3.84 (1H, m), 5.02 (1H, d, J = 7.3 Hz), 7.61
(1H, d, J = 8.5 Hz), 7.87 (1H, dd, J = 8.2, 2.1
Hz), 8.56 (1H, d, J = 2.4 Hz).

MS (ESI*): 485 [M+H]+

[0507] [% 68]
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PR

1H-NMR (400 MHz, CDCla) &: 1.15 (1H, d,
J = 6.1 Hz), 1.56-1.78 (14H, m), 2.45 (3H,
s), 3.28-3.35 (1H, m), 3.83-3.88 (1H, m), 4.
61-4.71 (SH, m), 5.05 (1H, d, J = 7.3 Hz),
7.24 (1H, s), 7.56 (1H, dd, J = 8.2, 2.1 Hz)
, 7.66 (1H, d, J = 7.9 Hz), 8.18 (1H, d, J
= 1.8 Hz).

MS (ESI®): 540 [M+H]*

TH-NMR (400 MHz, DMSO-ds) o: 1.25-1.43
{10H, m), 1.48-1.58 (2H, m), 1.58-1.70 (2H,
m), 2.46 (3H, §), 3.02-3.13 (1H, m), 3.37-3.46
(1H, m), 3.56-3.62 (1H, m), 4.34 (1H, d, J =
2.4 Hz), 7.79 (1H, d, J = 8.5 Hz), 7.93 (1H, dd,
J = 8.5, 1.8 Hz), 7.96 (1H, d, J = 6.1 Hz), 8.42
(1H, d, J = 1.8 Hz).

MS (ESI*): 469 [M+H]*

1H-NMR (400 MHz, DMSO-ds) &: 1.33-1.47
(13H, m), 1.50-1.70 (4H, m), 2.38 (3H, s),
3.21-3.30 (1H, m), 3.59-3.85 (1H, m), 4.37
(1H, d, J = 2.7 Hz), 7.86 (1H, s), 7.93 (1H, dd,
J = 8.2, 1.8 Hz), 8.01 (1H, d, J = 1.8 Hz), 8.15
(1H, d, J = 8.2 Hz), 8.24 (1H, s).

MS (ESI*): 473 [M+H]*

1H-NMR (400 MHz, CDCla) &: 1.61-1.73 (8H,
m), 2.45 (3H, s), 3.28-3.33 (1H, m), 3.85-3.90
(1H, m), 6.03 (1H, d, J = 6.7 Hz), 7.55 (1H, dd,
J = 8.2, 2.1 Hz), 7.66-7.69 (2H, m), 8.17 (1H,
d, J = 2.4 Hz).

MS (ESI*): 592 [M+H]"

1H-NMR (400 MHz, CDCls) 5: 1.28 (1H, d, J =
3.6 Hz), 1.51-1.67 (8H, m), 2.41 (3H, s), 3.30
(1H, br), 3.69 (3H, s), 3.84 (1H, br), 4.07 (3H,
s), 4.94 (1H, d, J = 7.3 Hz), 7.20 (1H, d, J =
8.5 Hz), 7.52 (1H, s), 7.57 (1H, dd, J = B.5, 2.4
Hz), 7.99 (1H, d, J = 2.4 Hz).

MS (ESI*): 602 [M+H]*

Hitfl | s
1_8 N\ S
N\_N-Z
o)
1
HN-S
O
nd
1—9
cl
o]
N~ .
>.¢ NTY OH
SJW
1—-10 N S
\_ N7
. .
1
HN-S
- o l
O 4
HO
1—11
S
Q
HN-§
o
HE
1—12 F
Na-SFTF
ppan
\N<¢:_§
l:
°
~—0 0” ‘NH
HO
1—13 N S
C,W—F
N
0
0 4
—0 o "nH
Hé

1H-NMR (400 MHz, DMSO-de) 3: 1.29-1.41
(13H, m), 1.49-1.68 (4H, m), 2.25 (3H, s),
3.10-3.20 (1H, m), 3.58-3.64 (1H, m), 4.06
(3H, s), 4.34 (1H, d, J = 3.0 Hz), 7.55 (1H, s),
7.70 (1H, q, J = 7.1 Hz), 8.07 (1H, d, J = 2.4
Hz), 8.56 (1H, d, J = 2.4 Hz).

MS (ESI*): 478 [M+H]*

[0508]) [ 69]
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S | s MR
1—14 Na S OH
N\ N‘N/> |
1H-NMR (400 MHz, CDCls) 5: 1.29 (1H, br),
0 1.56-1.65 (BH, m), 1.75 (6H, s), 2.53 (3H,
6 P s), 2.58 (1H, s), 3.28 (1H, br), 3.81 (1H, br
: ), 4.05 (3H, §), 4.95 (1H, d, J = 7.3 Hz), 7
15 (1H, d, J = 8.5 Hz), 7.87 (1H, dd, J =
\ 8.5, 2.4 Hz), 8.31 (1H, d, J = 2.4 Hz).
Ho MS (ESI*): 481 [M+H]*
1—15 Ne 5,
] S
1H-NMR (400 MHz, CDCls) 5: 1.11-1.28 (5H,
- 0 m), 1.54-1.66 (8H, m), 2.23-2.30 (1H, m), 2.50
~0 g (3H, s), 3.28 (1H, br), 3.82 (1H, br), 4.04 (3H,
: g), 4.94 (1H, d, J = 7.3 Hz), 7.14 (1H, d, J =
9.1 Hz), 7.88 (1H, dd, J = 8.5, 2.4 Hz), 8.28
\ (1H, d, J = 2.4 Hz).
HO MS (ESI*): 463 [M+H]*
1—16 Nz —S,
\\,[N/>—<]
Ny ] o 1
A H-NMR (400 MHz, CDCls) &: 1.12-1.28 (5H,
=3 m), 1.53-1.69 (8H, m), 2.23-2.29 (1H, m), 2.51
: (3H, s), 3.29 (1H, br), 3.84 (1H, br), 4.17 (3H,
O s), 4.98 (1H, d, J = 7.3 Hz); B.55 (1H, d, J =
\ 1.8 Hz), 8.67 (1H, d, J = 2.4 Hz).
HO MS (ESI*): 464 [M+H]*
1-17 NS OH

1H-NMR (400 MHz, DMSO-de) 5: 1.27-1.42
(4H, m), 1.51-1.89 (10H, m), 2.46 (3H, s),
3.11-3.22 (1H, m), 3.59-3.65 (1H, m), 4.35
(1H, d, J = 2.7 Hz), 6.52 (1H, s), 7.68-7.73
(1H, m), 7.98 (1H, br 5), 8.05 (1H, dd, J = 8.6,
2.4 Hz), 8.32 (1H, d, J = 2.4 Hz).

MS (ESI*): 535 [M+H]*

, —
N\ N‘N> |

1H-NMR (400 MHz, CDCls) 6: 1.27 (1H, d, J =
3.6 Hz), 1.65-1.68 (8H, m), 1.93 (6H, s), 2.55
(3H, s), 3.31 (1H, br), 3.85 (1H, br), 4.18 (3H,
s), 4.98 (1H, d, J=7.3 Hz), 8.55 (1H, d, J =
2.4 Hz), 8.68 (1H, d, J = 2.4 Hz).

MS (ESI*). 491 [M+H]*

1—19 :Tj—t—

1H-NMR (400 MHz, DMSO-ds) 6: 1.31-1.46
(4H, m), 1.48-1.50 (8H, m), 1.59-1.72 (2H, m),
2.38 (3H, s), 3.15-3.23 (1H, m), 3.567-3.65 (1H,
m), 4.36 (1H, d, J = 3.0 Hz), 5.82 (1H, §), 7.76
(1H. s), 7.91 (1H, d, J = 8.2 Hz), 8.04 (1H, d, J
= 8.5 Hz), 8.07 (1H, d, J = 6.1 Hz), 8.13 (1H,
d, J = 1.5 Hz).

MS (ESI*): 518 [M+H]*

[0509]) [3= 70]
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B | KRR
1-20 NS
\IN/H——N
TH-NMR (400 MHz, CDCls) b: 1.25-1.27 (1H
o , br m), 1.54-1.66 (8H, m), 1.93 (6H, s), 2.
—0 W 54 (3H, s), 3.29 (1H, br), 3.82 (1H, br), 4.0
: 5 (3H, s), 4.94 (1H, d, J = 7.9 Hz), 7.17 (1
O H, d, J = 8.1 Hz), 7.89 (1H, dd, J = 8.5, 2
\ 4 Hz), B.29 (1H, d, J = 2.4 Hz).
HO MS (ESI-): 488 [M-HT-
1-—21 Ns-S, OH :
ST
Ne | TH-NMR (400 MHz, DMSO-ds) 5: 1.28-1.39
N L (4H, m), 1.50-1.67 (10H, m), 2.42 (3H, s),
—0 G*NH 3.07-3.16 (1H, m), 3.57-3.63 (1H, m), 4.06
s (3H, s), 4.33 (1H, d, J = 2.7 Hz), 6.49 (1H, s),
7.71 (1H,d, J = 6.4 Hz), 8.43 (1H, d, J = 2.4
\ Hz), 8.70 (1H, d, J = 2.4 Hz).
HO MS (ESI*): 482 [M+H]*
1-22 Yo 0 TH-NMR (400 MHz, CDCls) &: 1.25-1.29 (4H,
Y m), 1.66-1.65 (8H, m), 1.75 (6H, ), 2.53 (3H,
S 7 s), 3.28 (1H, br), 3.82 (1H, br), 4.05 (3H, s),
O 423 (2H,q, J =7.1 Hz), 4.93 (1H,d, J = 7.3
Q Nen “on  |-Hz), 7.14 (1H, d, J = 9.1 Hz), 7.89 (1H, dd, J =
OH_<S’J§N 9.1, 2.4 Hz), 8.32 (1H, d, J = 2.4 Hz).
/[ MS (ESI*): 537 [M+H]*
1—-28 o )
O N H-NMR (400 MHz, CDCla) &: 1.26 (1H, br),
N=N_8-N, 1.55-1.88 (8H, m), 1.75 (BH, s), 2.54 (3H, s),
N1 & O 3.30 (1H, br), 3.77 (3H, s), 3.85 (1H, br), 4.17
o N (3H, s), 4.97 (1H, d, J = 7.3 Hz), 8.59 (1H, d, J
v /NL\ OH = 2.4 Hz), 8.68 (1H, d, J = 2.4 Hz).
—d 5N MS (ESI): 524 [M+H]*
1—24 Nep-S, OH
P
1H-NMR (400 MHz, DMSO-ds) &: 1.00-1.13
(2H, m), 1.18-1.32 (2H, m), 1.56-1.65 (8H, m),
1.68-1.77 (2H, m), 2.43 (3H, s), 2.99-3.11 (1H,
m), 3.22-3.36 (1H, m), 4.05 (3H, s), 4.51 (1H,
d, J = 4.2 Hz), 6.50 (1H, s), 7.70 (1H, br s),
8.44 (1H,d, J = 2.4 Hz), B.70 (1H, d, J = 2.4
> Hz).
HO MS (ESI*): 482 [M+H]*
1—25 NS ©OH
S 1H-NMR (400 MHz, DMSO-ds) &: 1.00-1.12
N (2H, m), 1.22-1.34 (2H, m), 1.58-1.66 (8H, m),
0 1.68-1.75 (2H, m), 2.52 (3H, s), 3.03-3.12 (1H,
M-S, m), 3.23-3.31 (1H, m), 4.51 (1H, d, J = 4.2
¢ Hz), 6.56 (1H, s), 7.92 (1H, s), 8.08 (1H, d, J =
JF 8.2 Hz), 8.10-8.14 (1H, m), 8.57 (1H, d, J =
\ 1.5 Hz).
HO MS (ESI*): 519 [M+H]*

[0510] [5& 71]
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BHHiG | R BEREE
1—26 No.-S_ ©H
S 1H-NMR (400 MHz, DMSO-de) 5: 1.27-1.41 (
N 4H, m), 1.49-1.58 (2H, m), 1.58-1.70 (8H,
m), 2.52 (3H, s), 3.09-3.18 (1H, m), 3.57-3.
NS, 63 (1H, m), 4.34 (1H, d, J = 3.0 Hz), 8.55
: (1H, s), 7.98 (1H, d, J = 6.7 Hz), 8.08 (1H,
FLF d, J = 8.5 Hz), 8.13 (1H, dd, J = 8.5, 1.5
\ Hz), 8.55 (1H, d, J = 1.5 Hz).
HO MS (ESI*): 519 [M+H]*
11-27 N -S_ OH
\T\)—'——
. 1H-NMR (400 MHz, DMSO-de) 5: 1.33-1.56
(14H, m), 1.80-1.89 (1H, m), 2.27 (3H, s), 3.37
L (2H, d, J = 6.4 Hz), 3.62-3.68 (1H, m), 4.01
- —0 ™\ (3H, ), 4.33 (1H, d, J = 3.1 Hz), 5.76 (1H, &),
£ 7.45 (1H, d, J = B.5 Hz), 7.53 (1H, s), 7.77
(1H, d, J= 2.2 Hz), 7.83 (1H, dd, J = 8.5, 2.2
> Hz).
HO MS (ESI*): 479 [M+H]*
1—28 Ner -8 /
\\,';N}‘l*O :
1H-NMR (400 MHz, DMSO-ds) 5: 0.98-1.10
(2H, m), 1.17-1.29 (2H, m), 1.54-1.64 (8H, m),
o 1.67-1.75 (2H, m), 2.41 (3H, s), 2.92-3.03 (1H,
—0 i m), 3.23 (3H, s), 3.24-3.31 (1H, m), 3.96 (3H,
s), 4.48 (1H, d, J = 4.2 Hz), 7.32 (1H, d, J =
O 7.3 Hz), 7.37 (1H, d, J = 8.8 H2), 7.91 (1H, dd,
\ J=8.5,2.4Hz), 8.13 (1H, d, J = 2.4 H2).
HO MS (ESI*): 485 [M+H]* -
1—29 OH
i A "H-NMR (400 MHz, DMSO-de) &: 1.00-1.12
s F (2H, m), 1.22-1.35 (2H, m), 1.59-1.67 (8H, m),
o 1.68-1.76 (2H, m), 2.53 (3H, s), 3.03-3.13 (1H,
m), 3.23-3.32 (4H, m), 4.51 (1H, d, J = 4.2
N Hz), 7.92 (1H, s), 8.09 (1H, d, J = 8.2 Hz),
OH N 8.12-8.17 (1H, m), 8.59 (1H, d, J = 1.5 Hz).
/ s~ MS (ESI*): 533 [M+H]*
1—30 N S
NN /> :]
. N 1H-NMR (400 MHz, DMSO-ds) b: 1.01-1.17
0 (4H, m), 1.22-1.36 (4H, m), 1.61-1.77 (4H, m),
- HN-S 2.47-2.56 (4H, m), 3.03-3.14 (1H, m), 3.23-
‘g 3.35 (1H, m), 4.51 (1H, d, J = 4.2 Hz), 7.85
d I (1H, d, J = 6.4 Hz), 8.07 (1H, d, J = 8.5 Hz),
- _. 8.08-8.13 (1H, m), 8.54 (1H, d, J = 1.2 Hz).
HO MS (ESI*): 501 [M+H]*
1—31 F
N8 F1-F
\ Ny
1H-NMR (400 MHz, CDCls) &: 1.28 (1H, brs),
o 1.53-1.66 (12H, m), 2.53 (3H, s), 3.25-3.31
-0 ™ (1H, m), 3.79-3.84 (1H, m), 4.05 (3H, s), 4.93
: (1H, d, J = 7.9 Hz), 7.16 (1H, d, J = 8.5 Hz),
O 7.86 (1H, dd, J = 8.5, 2.4 Hz), B.27 (1H, d, J =
\ 2.4 Hz).
HO MS (ESI*): 531 [M+H]*
108129669 185
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[0511]) [3 72]

=07

i

W BE

1—32

NS,
-

1H-NMR (400 MHz, DMSO-ds) &: 0.89-1.11 (
2H, m), 1.21-1.33 (2H, m), 1.48 (9H, s), 1.
57.1.65 (2H, m), 1.67-1.76 (2H, m), 2.53 (3
H, s), 3.03-3.13 (1H, m), 3.22-3.31 (1H, m),
450 (1H, d, J = 4.2 Hz), 7.87 (1H, s), B.0
8 (1H, d, J = 8.5 Hz), 8.11-8.16 (1H, m), 8
63 (1H, d, J = 1.5 Hz). :

MS (ESI*): 5§17 [M+H]*

1—83

TH-NMR (400 MHz, DMSO-ds) &6: 1.13 (6H, s),
1.61 (6H, s), 2.52 (3H, s}, 3.29 (2H, s), 4.91
(1H, br s}, 6.55 (1H, br s), 7.45 (1H, s), 8.06
(1H, d, J = 8.5 Hz), 8.09-8.13 {1H, m), 8.66
(1H, d, J = 1.5 Hz).

MS (ESI*): 493 [M+H]*

1-34

TH-NMR (400 MHz, DMSO-ds) 5: 1.32-1.52
(8H, m), 1.58 (6H, s), 1.75-1.87 (1H, m), 2.41
(3H, s), 3.36 (2H, d, J = 6.4 Hz), 3.61-3.66
(1H, m), 4.01 (3H, s), 4.32 (1H, d, J = 3.3 Hz),
6.47 (1H, 8), 7.46 (1H, d, J = 6.8 Hz), 7.99
(1H, dd, J=8.8,2.4 Hz), 8.16 (1H, d, J = 2.4
Hz).

MS (ESI*): 480 [M+H]*

1—35

1H-NMR (400 MHz, CDCla) &: 1.11-1.26 (10H,
m), 2.21-2.27 (2H, m), 2.49 (3H, s), 3.49 (2H,
d, J = 6.1 Hz), 4.05 (3H, s), 5.15 (1H, s), 7.14
(1H, d, J = 8.5 Hz), 7.86 (1H, dd, J.= 8.5, 2.1

Hz), 8.27 (1H, d, J = 2.1 Hz).

MS (ESI*): 437 [M+H]+

1—36

OH

'H-NMR (400 MHz, CDCls) &: 1.15 (6H, s),
1.74 (6H, s), 2.34 (1H, s), 2.52 (3H, s), 2.59
(1H, s), 3.50 (2H, d, J = 6.7 Hz), 4.06 (3H, s),
5.13 (1H, s), 7.18 (1H, d, J = 8.5 Hz), 7.84
(1H, dd, J = 8.5, 2.4 Hz), 8.33 (1H, d, J=2.4
Hz).

MS (ESI*): 455 [M+H]*

1—87

NS OH
.

—0 9

TH-NMR (400 MHz, DMSO-ds) &: 1.02-1.12
(4H, m), 1.58 (6H, ), 2.41 (3H, s), 3.03-3.12
(1H, m), 4.02 (3H, s), 6.46 (1H, s), 7.48 (1H,
d, J = 8.7 Hz), 7.98 (1H, dd, J = 8.7, 2.2 Hz),
8.08 (1H, d, J = 2.2 Hz).

MS (ESI*): 408 [M+H]*

[0512] [ 73]
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HasRE

1—38

1H-NMR (400 MHz, DMSO-de) &: 1.24 (6H,
s), 1.58 (6H, s), 2.41 (3H, s), 3.568 (2H, s),
4.01 (3H, s), 4.80 (1H, s), 6.47 (1H, s), 7.4
4 (1H, d, J = 9.0 Hz), 7.97 (1H, dd, J = 9.
0, 2.3 Hz), 8.16 (1H, d, J = 2.3 Hz).

MS (ESI*): 440 [M+H]*

1—-39 N
N. S n
- )—é
N-N
H-NMR (400 MHz, CDCls) 5: 1.15 (6H, §),
- 1.94-1.98 (4H, m), 2.24 (1H, t, J = 6.4 Hz),
0 2.51 (3H, s), 3.48 (2H, d, J = 6.1 Hz), 4.06
8 oy (3H, ), 5.16 (1H, s), 7.15 (1H, d, J = 8.7 Hz),
- 7.78 (1H, dd, J= 8.7, 2.3 Hz), 8.26 (1H, d, J =
j\ 2.3 Hz).
oH MS (ESI+): 462 [M+H]+
1—40 N
Ns I H-NMR (400 MHz, DMSO-ds) 5: 1.02-1.09
P (4H, m), 1.89 (2H, dd, J = 8.5, 5.1 Hz), 2.12
N-N (2H, dd, J = B.5, 5.1 Hz), 2.41 (3H, s), 3.03-
3.12 (1H, m), 4.02 (3H, s), 7.48 (1H, d, J = 8.7
PN Hz), 7.97 (1H, dd, J = B.7, 2.4 Hz), 8.03 (1H,
s d, J = 2.4 Hz).
—0 ™o MS (ESI*): 415 [M+H]*
1-41 N8, M {H-NMR (400 MHz, DMSO-de) 5: 1.54 (6H, s),
NN f 1.58 (BH, s), 2.42 (3H, s), 3.62 (3H, s), 3.91
(3H, s), 6.48 (1H, s), 7.44 (1H, d, J = 8.9 Hz),
o \ % 8.02 (1H, dd, J = 8.8, 2.4 Hz), 8.10 (1H, d, J =
51\'“ 2.4 Hz).
0 '9%4 MS (ESI*): 468 [M+H]*
1—42 N OH

1H-NMR (400 MHz, DMSO-ds) &: 1.26 (6H, s),
1.51 (BH, s), 2.28 (3H, ), 3.56 (2H, s), 4.01
(3H, s), 4.80 (1H, s), 5.75 (1H, s5), 7.42 (1H, d,
J=8.5Hz), 7.52 (1H, s), 7.77 (1H, d, J = 2.4
Hz), 7.80 (1H, dd, J = 8.5, 2.4 Hz).

MS (ESI*): 439 [M+H]*

1—43 NS
\\pl: /> I d

1H-NMR (400 MHz, CDCls) : 1.32 (1H, d, J =
3.6 Hz), 1.66-1.63 (14H, m), 2.39 (3H, s), 3.19
(3H, s), 3.30 (1H, br), 3.83 (1H, br), 4.06 (3H,
s), 4.95 (1H, d, J = 7.3 Hz), 7.16 (2H, 1, J = 4.2
Hz), 7.58 (1H, dd, J = 8.5, 2.4 Hz), 7.99 (1H,
d, J = 1.8 Hz).

MS (ESI*): 494 [M+H]*

[0513] [ 74]
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BHES | #iE i 253 g
1—44
SO
N HO
1H-NMR (400 MHz, CDCla) &: 1.31 (1H, d,
J = 3.7 Hz), 1.53-1.67 (8H, m), 1.82-2.05 (
o 8H, m), 2.39 (3H, s), 3.29 (1H, br), 3.83 (1
—0 H, br), 4.05 (3H, s), 495 (1H, d, J = 7.3 H
: z), 7.16 (1H, d, J = 8.6 Hz), 7.30 (1H, s),
O 7.57 (1H, dd, J = 8.6, 2.4 Hz), 7.98 (1H, d,
X J =24 Hz)
HO MS (ESI*): 506 [M+H]*
b
1H-NMR (400 MHz, CDCls) &: 1.30 (1H, d, J =
3.7 Hz), 1.51-1.84 (8H, m), 1.75-1.90 (8H, m),
0 2.10-2.20 (2H, m), 2.40 (3H, s), 3.14 (3H, s),
—6 i 3.30 (1H, br), 3.83 (1H, br), 4.06 (3H, s), 4.95
: (1H, d, J = 7.3 Hz), 7.16 (1H, d, J = B.6 Hz),
O 7.20 (1H, s), 7.58 (1H, dd, J = 8.6, 2.4 Hz),
\ 7.99 (1H, d, J = 2.4 H2).
HO MS (ESI¥): 520 [M+HJ*
Gro~
: 1H-NMR (400 MHz, CDCls) &: 1.31 (1H, d, J =
3.7 Hz), 1.33 (6H, d, J = 6.7 Hz), 1.52-1 67
W (8H, m), 2.39 (3H, s), 3.04-3.10 (1H, m), 3.29
~0 (1H, br), 3.83 (1H, br), 4.05 (3H, s), 4.95 (1H,
: d, J=7.3 Hz), 7.09 (1H, d, J = 1.2 Hz), 7.15
(1H, d, J = 8.6 Hz), 7.57 (1H, dd, J = 8 3, 2.1
\ Hz), 7.89 (1H, d, J = 2.4 Hz),
HO MS (ESI¥): 464 [M+H]*
1—47 Ne_s O
WAt
. "H-NMR (400 MHz, CDCk) &: 1.01 (2H, dd, J =
7.8, 5.8 Hz), 1.23 (2H, dd, J = 7.3, 5.4 Hz),
P 1.29 (1H, d, J = 3.0 Hz), 1.52-1.66 (BH, m),
—0 2.40 (3H, s), 3.29-3.33 (4H, m), 3.84 (1H, br),
: 4.06 (3H, s), 4.95 (1H, d, J = 7.3 Hz), 7.16
(1H, d, J = B.5 Hz), 7.23 (1H, s), 7.57 (1H, dd,
\ J = B.5, 2.4 Hz), 7.88 (1H, d, J = 2.4 Hz).
| HO MS (ESI*): 492 [M+H]*
1-48 Na S
\ Nj_q
1H-NMR (400 MHz, CDCk) &: 0.72-0.77 (2H,
m), 0.97-1.02 (2H, m), 1.33 (1H, d, J = 3.6
<O Hz), 1.54-1.66 (8H, m), 1.83-2.00 (1H, m),
—6 2.39 (3H, s), 3.29 (1H, br), 3.83 (1H, br), 4.05
. (3H, s), 4.96 (1H, d, J = 7.3 Hz), 7.13 (1H, d, J
O = 1.2 Hz), 7.15 (1H, d, J = B.5 Hz), 7.56 (1H,
\ dd, J = 8.5, 2.4 Hz), 7.97 (1H, d, J = 2.4 Hz).
HO MS (ESI%): 462 [M+H]*

[0514] [ 75]
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TS | KR R
\‘NF/>—|—-
1H-NMR (400 MHz, CDCls) &: 1.30 (1H, d,
J = 3.1 Hz), 1.37 (9H, s), 1.53-1.67 (8H, m
e ). 2.39 (3H, §), 3.29 (1H, br), 3.83 (1H, br),
—0 4.06 (3H, s), 4.94 (1H, d, J = 7.9 Hz), 7.0
: 4 (1H, s), 7.16 (1H, d, J = 8.6 Hz), 7.58 (1
O H, dd, J = B.6, 2.4 Hz), 7.99 (1H, d, J = 2
) 4 Hz).
HS MS (ESI*): 478 [M+H]*
1—50

1H-NMR (400 MHz, DMSO-de) 5: 1.51 (6H, s),
2.18 (3H, s), 3.08 (3H, s), 3.85 (3H, s), 7.03-
7.07 (2H, m), 7.11-7.15 (2H, m), 7.32 (1H, d, J
= 8,6Hz), 7.561 (1H, s), 7.70 (1H, d, J = 2.4
Hz), 7.73 (1H, dd, J = 8.5, 2.4 Hz), 10.14 (1H,
brs).

MS (ESI*): 490 [M+H]*

F
g\fﬂ/}—

1H-NMR (400 MHz, DMSO-ds) 5: 2.18 (3H, s),
3.33 (3H, s), 3.94 (3H, s), 7.04-7.08 (2H, m),
7.11-7.15 (2H, m), 7.31 (1H, d, J = B.5 Hz),

—0
7.41 (1H, d, J = 1.8 Hz), 7.67-7.69 (2H, m),
10.13 (1H, s).
F MS (ESI*): 432 [M+H]*
W
1H-NMR (400 MHz, DMSO-ds) 5: 2.21 (3H, s),
—0 ~NH 3.94 (3H, s), 7.04-7.09 (2H, m), 7.12-7.15 (2H,
m), 7.27 (1H, d, J = 4.2 Hz), 7.32 (1H, d, J =
8.5 Hz), 7.64 (1H, d, J = 4.2 Hz), 7.69-7.72
(2H, m), 10.14 (1H, s).
MS (ESI*): 418 [M+H*
1—-53
N s
N\ N~p _
OH 1H-NMR (400 MHz, DMSO-ds) 5: 0.34-0.41
- (2H, m), 0.46-0.62 (6H, m), 1.24 (6H, s), 1.29-
1.37 (2H, m), 2.43 (3H, s), 3.56 (2H, 5), 4.01
(3H, s), 4.81 (1H, s), 6.01 (1H, s), 7.44 (1H, d,
J = 8.8 Hz), 7.97 (1H, dd, J = 8.8, 2.4 Hz),
—0 o’ \\ 8.25 (1H, d, J = 2.4 Hz).
MS (ESI*): 482 [M+H]*
[0515]

<&FEf 51-1~51-3>

FERSEY —RR4) - BHEZ —BRGO)ZEY » REE
Wil 1-1 KR 2 J70% - B A2 FIROTE - BURB RS 2 R ER
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KHE » BEI LT &EH] 51-1~51-3 -
[0516] [ 76]

255 i3 i fd e

"H-NMR (400 MHz, CDCls) : 1.34 (1H, d,
3.6 Hz), 1.39 (3H, t, J = 7.3 Hz), 1.53-
7 (8H, m), 2.42 (3H, s), 3.31 (1H, br),

4 (1H, br), 4.07 (3H, s), 4.39 (2H, q, J =
Hz), 4.97 (1H, d, J = 7.3 Hz), 7.18 (1H,
. J = 8.5 Hz), 7.59 (1H, dd, J = 8.5, 2.4
Hz), 7.99 (1H, d, J = 2.4 Hz), 8.06 (1H, s).
MS (FD*): 493 [M]*

61—1

[~ A~

1.

J
3
7
d

New

51—-2

1H-NMR (400 MHz, CDCls) &: 0.47-0.52
(2H, m), 0.59-0.69 (6H, m), 1.33-1.40 (2H,
m), 1.68 (6H, s), 2.40 (1H, s), 2.52 (3H, §),
3.71 (3H, s), 3.96 (3H, s), 7.15 (1H, d, J =
8.6 Hz), 7.81 (1H, dd, J = 8. B, 2.4 Hz),
8.32 (1H, d, J = 2.4 Hz).

MS (ESI*): 520 [M+H]*

51—-3

'H-NMR (400 MHz, DMSO-ds) 5: 0.34-0.41
(2H, m), 0.46-0.62 (6H, m), 1.30-1.38 (2H,
E m), 1,57 (6H, s), 2.48 (3H, s), 3.62 (3H, s),
. 3.93 (3H, d, J = 1.8 Hz), 6.05 (1H, s), 8.01
ey (1H, dd, J = 12.7, 2.4 Hz), 8.07-8.08 (1H,
—0 ¢ “)gfo\ m).
MS (ESI*): 538 [M+H]*

[0517])
Bl 2-1>
[0518]

[1E 97]

Ny S, OH
S+

N==

\MA o

&

—0 o™wH

O

HO
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[0519] #6525 6-38 Fif{E&¥(79.6mg) ~ < H & =5

(107mg) B B (= F 2 ) (0)(25. 2me) BT 1,4- 08 £ (2mL) » B
SIBET > RIS TR 2 /N - I6 R IERE PR R SR T IR
W IR B R R BB - R SR 1,4- 208 (1mL) » DA
S22 45 26-18 Fi{S{L2 91 (56.4mg)~ B (= 2 )3 (0)(25.2mg) i B
B8 (1)(8.3mg) » MEIBIE T » FOINEME T T HERE 3.5 /NG5 - IS I JE
W BERBERE  WREEHYBELBIE@GRZE @ &
BE=20 : 1)EFTHEE > BEIEE(EAY(40.2mg) -
'H-NMR (400 MHz, CDCls) 8: 1.27-1.30 (1H, m), 1.58-1.67 (8H, m),
1.80 (6H, s), 2.56 (1H, s), 2.74 (3H, s), 3.29-3.36 (1H, m), 3.82-3.87
(1H, m), 4.14 (3H, s), 4.94 (1H, d, J = 7.9 Hz), 8.56 (1H, s), 8.70 (1H,
s). MS (ESI*): 482 [M+H]*.

[0520]
<Eip 2-2~2-98>

B e — B2 S RESEH 50-1 A2 H% -
SBEE A-1 FiR % SRS Y RETRIE  KHARZHIE
Y —BARO) 2 S YR N AR E SR RAE S 1-]
Wil 2-1 HE 2 3% - B A2 FmoAE - RURBHEY HERT
RHE > BE LT BHEH] 2-2~2-98 -

[0521]) [ 77]
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BaEE

2—2 N

"H-NMR (400 MHz, DMSO-ds) 5: 1.29-1.40 (4H,
m), 1.43-1.54 (8H, m), 1.66-1.76 (2H, m), 2.27
(3H, s), 3.08-3.13 (1H, m), 3.15 (3H, s), 3.18-
3.22 (1H, m), 3.96 (3H, s), 6.75 (1H, s), 7.35
(1H, d, J = 8.5 Hz), 7.39 (1H, d, J = 7.3 Hz),
7.52 (1H, s), 7.71 (1H, dd, J = 8.5, 2.4 Hz), 7.74
(1H, d, J = 2.4 Hz).

MS (ESI*): 494 [M+H]*

1H-NMR (400 MHz, DMSO-ds) 5: 1.28-1,44
(13H, m), 1.50-1.70 (4H, m), 2.29 (3H, s), 3.10-
3.18 (1H, m), 3.58-3.84 (1H, m), 4.03 (3H, d, J
= 2.1 Hz), 4.34 (1H, d, J = 3.0 Hz), 7.54-7.56
(1H, m), 7.56 (1H, 8), 7.67 (1H, d, J = 6.7 Hz),
7.76 (1H, dd, J = 12.83, 2.3 Hz).

MS (ESI*): 496 [M+H]*

1H-NMR (400 MHz, DMSO-ds) 5: 1.02 (
1.51 (6H, 8), 2.27 (3H, s), 3.19 (2H, d,
Hz), 3.97 (3H, s), 4.92 (1H, t, J = 5.5 H
(1H, s), 6.74 (1H, s), 7.36 (1H, d, J= 8
7.50 (1H, s), 7.72 (1H, dd, J = 8.7, 2.3 Hz), 7.75
(1H, d, J = 2.3 Hz).

MS (ESI*): 454 [M+H]*

1H-NMR (400 MHz, DMSO-ds) 5: 1.27-1.38 (4H,
m), 1.45-1.64 (10H, m), 2.28 (3H, s), 2.76 (6H,
s), 2.96-3.05 (1H, m), 3.54-3.60 (1H, m), 4.34
(1H, d, J = 3.0 Hz), 5.77 (1H, s), 7.13 (1H, d, J
= 6.7 Hz), 7.59-7.83 (2H, m), 7.72 (1H, dd, J =
8.3, 2.4 Hz), 7.4 (1H, d, J = 2.4 Hz).

MS (ESI*): 493 [M+H]*

1H-NMR (400 MHz, DMSO-ds) &: 1.02-1.15 (2H,
m), 1.22-1.34 (2H, m), 1.57-1.78 (10H, m), 2.53
(3H, s), 3.09-3.18 (1H, m), 3.23-3.36 (1H, m),
4.52 (1H, d, J = 4.2 Hz), B.57 (1H, s), 8.11 (1H,
dd, J = 8.2, 1.7 Hz), 8.18 (1H, d, J = 8.2 Hz),
8.48 (1H, d, J = 1.7 Hz).

MS (ESI%): 476 [M+H]*

o_F
9&

TH-NMR (400 MHz, DMSO-ds) 5: 1.01-1.12 (2H,
m), 1.21-1.33 (2H, m), 1.567-1.67 (8H, m), 1.69-
1.78 (2H, m), 2.47 (3H, s), 3.05-3.14 (1H, m),
3.23-3.35 (1H, m), 4.52 (1H, d, J = 4.2 Hz), 6.52
(1H, s), 7.68-7.73 (1H, m), 7.95 (1H, br s), 8.05
(1H, dd, J = 8.6, 2.4 Hz), 8.33 (1H, d, J = 2.4
Hz).

MS (ESI*): 535 [M+H]*

[0522] [%& 78]
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2—8

1H-NMR (400 MHz, DMSO-ds) 5: 1.00-1.12 (2
H, m), 1.20-1.32 (2H, m), 1.60 (6H, s), 1.61-
1.69 (2H, m), 1.69-1.76 (2H, m), 2.44 (3H, s)
, 2.08-3.08 (1H, m), 3.23-3.35 (1H, m), 4.02
(3H, d, J = 2.1 Hz), 4.50 (1H, d, J = 4.2 Hz
). 6.51 (1H, s), 7.61-7.66 (1H, m), 7.84 (1H,
dd, J = 12.9, 2.3 Hz), 7.96-7.98 (1H, m).

MS (ESI*): 499 [M+H]*

1H-NMR (400 MHz, DMSO-ds) b: 1.08-1.21 (2H,
m), 1.36-1.45 (2H, m), 1.50-1.85 (8H, m), 1.76-
1.85 (2H, m), 2.53 (3H, s), 2.81 (3H, §), 3.24-
3.35 (1H, m), 3.62-3.73 (1H, m), 4.57 (1H, d, J

= 4.5 Hz), 6.58 (1H, s), 8.10-8.16 (2H, m), 8.53-
8.55 (1H, m). :
MS (ESI*): 533 [M+H]*

2—10 OH

1H-NMR (400 MHz, DMSO-ds) 5: 1.45-1.53 (6H,
m), 1.63 (6H, s), 1.75-1.84 (6H, m), 2.52 (3H,
s), 4.30 (1H, s), 6.57 (1H, s), 7.82 (1H, s), 8.05
(1H, d, J = 8.2 Hz), 8.08-8.12 (1H, m), 8.61 (1H,
d, J = 1.5 Hz).

MS (ESI*): 545 [M+H]*

2—11

1H-NMR (400 MHz, DMSO-ds) 5: 1.01-1.15 (2H,
m), 1.25-1.38 (2H, m), 1.83 (6H, s), 1.65-1.77
(4H, m), 2.57 (3H, s), 3.07-3.17 (1H, m), 3.25-
3.39 (1H, m), 4.52 (1H, d, J = 4.2 Hz), 6.59 (1H,
s), 8.25-8.28 (1H, m), 8.87 (1H, d, J = 1.8 Hz),
9.25 (1H, d, J = 1.8 Hz).

MS (ESI*): 520 [M+HT*

2—-12

H-NMR (400 MHz, DMSO-de) &:
2.42 (3H, s), 3.58 (2H, t, J = 5.8
g, J = 5.8 Hz), 4.00 (3H, s}, 4.84 t
Hz), 6.46 (1H, 8), 7.45 (1H, d, J = 7H
(1H, dd, J = 8.7, 2.4 Hz), 8.13 (1H, , d
Hz).

MS (ESI*): 412 [M+H]*

1.
Hz
(

1H-NMR (400 MHz, DMSO-ds) &: 1.58 (6H, 5),
2.42 (3H, s), 3.30 (3H, s), 4.02 (3H, s), 6.47
(1H, s), 7.47 (1H, d, J = B.B Hz), 8.00 (1H, dd, J
= B.B, 2.4 Hz), 8.18 (1H, d, J = 2.4 Hz).

MS (ESI*): 382 [M+H]*

[0523]) [ 79]
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Hasgig

2—14

1H-NMR (400 MHz, CDCls) 8: 1.77 (6H, s), 2.62
(3H, s), 2.71 (1H, s), 2.82 (1H, t, J = 6.7 Hz),
3.57-3.59 (2H, m), 4.10 (2H, dd, J = 10.8, 6.4
Hz), 8.01 (1H, d, J = 7.8 Hz), 8.08 (1H, d, J =
7.9 Hz), 8.81 (1H, s).

MS (ESI*): 450 [M+H]*

2—15

1H-NMR (400 MHz, CDCls) 8: 1.17-1.32 (4H, m),
2.25-2.31 (1H, m), 2.60 (3H, s), 2.72 (1H, t, J =
6.7 Hz), 3.56-3.58 (2H, m), 4.09-4.13 (2H, m),
8.00 (1H, d, J = 8.2 Hz), 8.10 (1H, d, J = 8.2
Hz), 8.76 (1H, d, J = 1.8 Hz).

MS (ESI*): 432 [M+H]*

2—-16

H-NMR (400 MHz, DMSO-ds) 5: 1.63 (6H, s),
1.88-1.97 (2H, m), 2.06-2.15 (2H, m), 2.52 (3H,
s), 3.84-3.94 (1H, m), 4.11-4.19 (1H, m), 4.93
(1H, d, J = 4.8 Hz), 6.54 (1H, s); 8.08 (1H, d, J
= 8.3 Hz), 8.14 (1H, dd, J = 8.3, 1.2 Hz), 8.29
(1H, s), 8.50 (1H, d, J = 1.2 Hz).

MS (ESI*): 491 [M+H]*

1H-NMR (400 MHz, DMSO-ds) 5: 1.62 (6H, s),
1.68-1.79 (2H, m), 2.26-2.35 (2H, m), 2.52 (3H,
s), 3.19-3.30 (1H, m), 3.60-3.70 (1H, m), 5.04
(1H, d, J = 5.5 Hz), 6.56 (1H, s), 8.08 (1H, d, J
= 8.4 Hz), 8.14 (1H, dd, J = 8.4, 1.3 Hz), 8.25
(1H, s), 8.49 (1H, d, J = 1.3 Hz).

MS (ESI*): 491 [M+H]*

H-NMR (400 MHz, DMSO-ds) 5: 1.36 (3H, 8),
1.62 (6H, s), 1.69-1.76 (2H, m), 2.52 (3H, s),
2.53-2.58 (2H, m), 3.93-4.02 (1H, m), 4.95 (1H,
d, J =5.8 Hz), 6.55 (1H, s), 8.07 (1H, d, J = 8.5
Hz), 8.09-8.16 (2H, m), 8.62 (1H, d, J = 1.5 Hz).
MS (ESI*): 505 [M+H]*

2—18 N.

TH-NMR (400 MHz, DMSO-ds) &: 1.24 (3H, s),
1.62 (6H, s), 1.99-2.07 (2H, m), 2.14-2.22 (2H,
m), 2.53 (3H, s), 3.82-3.92 (1H, m), 5.01 (1H, d,
J = 6.1 Hz), 8.55 (1H, s), 8.07 (1H, d, J = 8.4
Hz), 8.12 (1H, d, J = 8.4 Hz), 8.20 (1H, s), 8.62
(1H, d, J = 1.5 Hz).

MS (ESI*): 505 [M+H]*

1H-NMR (400 MHz, DMSO-ds) 5: 0.55-0.60 (2H,
m), 0.61-0.66 (2H, m), 1.62 (6H, s), 2.52 (3H,
s), 3.37 (2H, d, J = 5.6 Hz), 4.86 (1H, t, J = 5.6
Hz), 6.54 (1H, s), 8.06 (1H, d, J = 8.5 Hz), 8.10-
B.15 (1H, m), 6.46 (1H, br s), 8.56 (1H, d, J =
1.8 Hz).

MS (ESI*): 491 [M+H]*
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s | B BaREE
2—21 No. S OH
\IN/
1H-NMR (400 MHz, DMSO-ds) 5: 1.07 (6H, s)
‘f\; , 1.82 (6H, s), 2.52 (3H, s), 2.89 (2H, s), 4.
HQ HN~Y 49 (1H, s), 6.54 (1H, s), 7.81 (1H, s), 8.07-8
? A~ A3 (2H, m), 8.44 (1H, s).
MS (ESI*): 493 [M+H]*
2—22
TH-NMR (400 MHz, DMSO-ds) 5: 1.63 (6H, s),
2.52 (3H, s), 4.41-4.45 (2H, m), 4.46-4.53 (1H,
m), 4.54-4.58 (2H, m), 8.55 (1H, s), 8.09 (1H, d,
) J = 8.5 Hz), B.14 (1H, dd, J = 8.5, 1.4 Hz), 8.49
(1H, d, J = 1.4 Hz), B.94 (1H, br s). :
. MS (ESI*): 477 [M+H]*
2—23
H-NMR (400 MHz, CDCls) 5: 1.64-1.77 (3H, m),
9 1.78 (6H, 8), 2.23-2.31 (1H, m), 2.48-2.55 (3H,
S m), 2.63 (3H, s), 3.45 (2H, d, J = 7.3 Hz), 4.11-
° L& 4.18 (1H, m), 7.99 (1H, d, J = 8.5 Hz), 8.10 (1H,
e d, J = 8.5 Hz), 8.76 (1H, s).
HO MS (ESI*): 490 [M+H]*
2—~24 N S OH
\\,[N/
o 1H-NMR (400 MHz, DMSO-de) 5: 1.81 (BH, s),
-5 1.87 (3H, 8), 2.53 (3H, s), 3.54-3.61 (1H, m),
‘ 3.86-3.94 (2H, m), 4.12-4.26 (2H, m), 6.55 (1H,
FTF s), 8.11 (1H, d, J = 8.5 Hz), 8.15-8.20 (1H, m),
N F 8.53 (1H, d, J = 1.5 Hz), 8.74 (1H, br s).
o= MS (ESI"): 518 [M+H]*
2--25 Ny -5, OH
\IN,) | 1H-NMR (400 MHz, DMSO-de) &: 1.19 (6H, d, J
= 6.7 Hz), 1.58 (6H, s), 2.42 (3H, s), 3.61-3.73
(1H, m), 3.99 (3H, s), 6.46 (1H, s), 7.48 (1H, d,
0 J = 8.8 Hz), 8.01 (1H, dd, J = 8.8, 2.4 Hz), B.15
3 & (1H, d, J = 2.4 Hz).
) MS (ESI): 410 [M+H]*
2—26 N\rs OH
\ N/ H-NMR (400 MHz, CDCls) &: 1.75 (3H, s), 1.78
(6H, s), 2.59 (1H, s), 2.63 (3H, s), 3.69 (2H, 8),
Q 4.46 (2H, d, J = 6.7 Hz), 4.69 (2H, d, | = 6.1
?6 Hz), 8.00 (1H, d, J = 7.9 Hz), 8.11 (1H, d, J =
, 7.9 Hz), 8.81 (1H, s).
o F¢ MS (ESI*): 490 [M+H]*
2—-27 s OH
N\ N‘h?
H-NMR (400 MHz, CDCls) 5: 1.50 (6H, s), 1.77
‘.’é (6H, s), 2.60 (1H, s), 2.63 (3H, s), 3.51 (2H, s),
H°7C‘6 3.64 (1H, s), 7.99 (1H, d, J = 8.5 Hz), 8.08 (1H,
. d, J = 8.5 Hz), 8.84 (1H, s).
Fe MS (ESI*): 478 [M+H]*
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2—28

TH-NMR (400 MHz, CDCla) 5: 1.78 (6H, s), 2
.52 (1H, s), 2.63 (3H, s), 4.76-4.86 (3H, m),
507 (2H, t, 4 = 6.4 Hz), 8.00 ("H, d, J = 7.
9 Hz), 8.09 (1H, d, J = 7.9 Hz), 8.856 (1H, d,
J = 1.8 Hz).

MS (ESI*): 462 [M+H]*

1H-NMR (400 MHz, CDCl) &: 1.18 (BH, s), 1.78
(BH, 5), 2.28-2.34 (1H, m), 2.55 (3H, s), 2.56-
2.60 (1H, m), 3.49 (2H, s), 4.15 (3H, d, J = 2.4

| Hz), .12 (1H, s), 7.67 (1H, dd, J = 12.4, 2.0

Hz), 8.10 (1H, t, J = 2.0 Hz).
MS (ESI*): 473 [M+H]*

TH-NMR (400 MHz, DMSO-ds) &: 1.80 (6H, s),
2.52 (3H, s), 3.27 (2H, s), 4.37 (2H, d, J = 6.7
Hz), 4.44 (2H, d, J = 8.7 Hz), 5.95 (1H, br s),

6.53 (1H, s), 8.08-8.14 (2H, m), 8.28-8.50 (2H,

m).
MS (ESI*): 507 [M+H]*

1H-NMR (400 MHz, CDCls) &: 1.79 (BH, s), 2.64
(3H, s), 2.96 (1H, s), 4.13 (2H, d, J = 5.1 Hz),
4.40 (2H, d, J = 7.2 Hz), 4.79 (2H, d, J = 7.2
Hz), 5.47 (1H, s), 8.00-8.03 (2H, m), 8.84-8.86
(1H, m).

MS (ESI*): 507 [M+H]*

1H-NMR (400 MHz, DMSO-ds) 5: 1.61 (6H, s),
2.52 (3H, s), 2.66-2.84 (4H, m), 3.42 (2H, br s),
5.19 (1H, br s), 6.54 (1H, s), 8.07 (1H, d, J =
8.2 Hz), 8.11-8.15 (1H, m), 8.56 (1H, br s), 8.63
(1H, d, J = 1.5 Hz).

MS (ESI*): 541 [M+H]*

1H-NMR (400 MHz, DMSO-ds) 5: 1.60 (6H, d, J
= 1.8 Hz), 2.52 (3H, s), 3.10 (1H, dd, J = 13.9,
8.2 Hz), 3.25 (1H, dd, J = 14.1, 4.1 Hz), 3.89-
4.10 (1H, m), 6.54 (1H, s), 8.09 (1H, d, J = B.5
Hz), 8.11-8.14 (1H, m), 8.47 (1H, d, J = 1.5 Hz).
MS (ESI*): 533 [M+H]*

Ny S OH
\ NI 2 I
~N

s”0
-0 o”><

1H-NMR (400 MHz, DMSO-de) 5: 1.30 (8H, s),
1.56 (6H, ), 2.41 (3H, s), 3.92 (3H, s), 6.47
(1H, s), 7.44 (1H, d, J = 8.8 Hz), 7.98 (1H, dd, J
= 8.8, 2.4 Hz), 8.11 (1H, d, J = 2.4 Hz).

MS (ESI*): 424 [M+H}*
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2—835

TH-NMR (400 MHz, CDCIs) &: 1.77 (6H, s), 2
47-2.82 (1H, m), 2.63 (3H, s), 2.65 (1H, s),
3.82 (2H, s), 4.33 (2H, d, J = 6.1 Hz), 4.54
(2H, d, J = 7.3 Hz), 4.66 (2H, d, J = 6.7 Hz
), 8.02 (1H, d, J = B.3 Hz), 8.12 (1H, d, J =
8.3 Hz), 8.82 (1H, s).

MS (ESI*): 506 [M+H]*

'H-NMR (400 MHz, CDCls) 5: 1.45 (SH, s), 1.78
(6H, §), 2.61 (3H, s), 3.52 (H, s), 4.11-4.40
(5H, m), 8.01 (2H, s), 8.86 (1H, s).

MS (ESI*): 561 [M+H]*

H-NMR (400 MHz, CDCls) 5: 1.49 (6H, s), 1.77
(6H, s), 2.61 (3H, §), 2.70 (1H, §), 3.46 (2H, s),
3.49 (1H, s), 7.63 (1H, t, J = 55.3 Hz), 7.99 (1H, .
d, J=7.9Hz),8.08 (1H,dd, J = 7.9, 1.8 Hz),
8.61 (1H, s).

MS (ESI*): 460 [M+HT*

‘H-NMR (400 MHz, CDCls) 5: 1.47 (BH, s), 1.76

| (6H, s), 2.58 (3H, s), 2.67 (1H, s), 3.38 (2H, s),

3.70 (1H, s), 7.68 (1H, t, J = 7.9 Hz), 7.86 (1H,
d, J = 7.9 Hz), 7.97 (1H, d, J = 7.9 Hz), 8.38
(1H, s).

MS (ESI*): 410 [M+H]*

H-NMR (400 MHz, CDCls) 6: 1.48 (6H, s), 1.75
(6H, 5), 2.55 (3H, §), 2.59 (1H, 8), 2.76 (3H, s),
3.38 (2H, s), 3.78 (1H, s), 7.45 (1H, d, J = 7.9
Hz), 7.85 (1H, dd, J = 7.9, 1.8 Hz), 8.47 (1H, d,
J = 1.8 Hz).

MS (ESI*): 424 [M+H]*

1H-NMR (400 MHz, DMSO-ds) 5: 1.58 (6H, s),
2.40 (3H, s), 3.96 (2H, s), 3.99 (3H, ), 4.38
(2H, d, J = 7.2 Hz), 4.67 (2H, d, J = 7.2 Hz),
5.97 (1H, s), 6.47 (1H, s), 7.42 (1H, d, J = 8.9
Hz), 7.96 (1H, dd, J = B.9, 2.3 Hz), 8.08 (1H, d,
J = 2.3 Hz). _

MS (ESI*): 454 [M+H]*

'H-NMR (400 MHz, DMSO-ds) 5: 1.47 (3H, s),
1.58 (6H, 5), 2.41 (3H, s), 3.8B (2H, s), 4.03
(3H, §), 4.15 (2H, d, J = 5.8 Hz), 4.56 (2H, d, J
= 5.9 Hz), 6.48 (1H, §), 7.48 (1H, d, J = B.8 Hz),
8.00 (1H, dd, J = 8.8, 2.4 Hz), 8.14 (1H, d, J =
2.4 Hz).

MS (ESI*): 452 [M+H]*
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2—42

TH-NMR (400 MHz, DMSO-de) &: 1.06 (6H, s)
, 1.65-1.63 (8H, m), 2.42 (3H, s), 3.40-3.49 (
2H, m), 4.00 (3H, s), 4.46 (1H, s), 6.48 (1H,
s), 7.47 (1H, d, J = B.7 Hz), 8.01 (1H, dd,
J =87, 2.3 Hz), 8.15 (1H, d, J = 2.3 Hz).
MS (ESI*): 454 [M+H]*

1H-NMR (400 MHz, DMSO-ds) &: 1.27 (6H, s),
1.59 (6H, s), 2.45 (3H, s), 3.62 (2H, s), 4.05
(3H, d, J = 1.8 Hz), 4.81 (1H, s), 6.50 (1H, s),
7.93 (1H, dd, J = 12.7, 2.3 Hz), 8.03 (1H, dd, J
= 2.3, 1.1 Hz).

MS (ESI*): 458 [M+H]*

1H-NMR (400 MHz, CDCls) 5: 1.78 (6H, ), 2.55
(1H, s), 2.62 (3H, s), 2.78-2.91 (2H, m), 3.13-
3.26 (2H, m), 3.96-4.01 (1H, m), 8.02 (1H, d, J
= 8.3 Hz), 8.07 (1H, d, J = 8.3 Hz), 8.79 (1H, s).
MS (ESI*): 496 [M+H]*

1H-NMR (400 MHz, CDCls) 5: 1.27 (8H, s), 1.43
(1H, s), 1.80 (6H, s), 1.98-2.02 (2H, m), 2.65
(3H, s), 2.72 (1H, s), 3.47-3.51 (2H, m), 8.03
(1H, d, J = 8.5 Hz), 8.12 (1H, d, J = 8.5 Hz),
8.78 (1H, s).

MS (ESH*): 492 [M+HT*

1H-NMR (400 MHz, CDCls) 5: 1.78 (6H, s), 2.38
(1H, d, J = 8.6 Hz), 2.49-2.56 (2H, m), 2.62 (3H,
s), 2.65-2.69 (2H, m), 2.71 (1H, s), 3.68-3.77
(1H, m), 4.24 (1H, dd, J = 14.7, 7.3 Hz), 7.99
(1H, d, J = 8.6 Hz), 8.05 (1H, d, J = 8.6 Hz),
8.75 (1H, s).

MS (ESI*): 476 [M+H]*

N
]
&
~

1H-NMR (400 MHz, CDCls) 5: 1.77 (6H, s), 1.99
(1H, d, J = 4.9 Hz), 2.32-2.40 (2H, m), 2.54 (1H,
s), 2.62 (3H, s), 2.88-2.95 (2H, m), 4.07-4.13
(1H, m), 4.73-4.77 (1H, m), 8.00 (1H, d, J = 8.3
Hz), B.06 (1H, d, J = 8.3 Hz), 8.74 (1H, s).

MS (ESI*): 476 [M+H]*

s OH

N\
N T
2
HO\:O-S}‘)
i F

F
F

1H-NMR (400 MHz, CDCls) &: 1.38 (3H, s), 1.77
(6H, s), 2.42-2.48 (2H, m), 2.62 (3H, s), 2.64-
2.89 (2H, m), 2.88 (1H, s), 2.82 (1H, s), 3.78-
3.86 (1H, m), 7.99 (1H, d, J = 8.5 Hz), 8.03 (1H,
d, J = 8.5 Hz), 8.79 (1H, d, J = 1.8 Hz).

MS (ESI*): 490 [M+H]*
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2—48 N._.S ©OH
SV
~N 1H-NMR (400 MHz, DMSO-de) 5: 1.58 (6H, s)
, 2.42 (3H, s), 3.96 (3H, s), 4.80 (4H, d, J =
7.3 Hz), 4.96-5.04 (1H, m), 6.48 (iH, s), 7.
° 45 (1H, d, J = 8.9 Hz), 8.01 (1H, dd, J = 8.
—0 o ‘]1 8, 2.4 Hz), 8.21 (1H, d, J = 2.4 Hz).
MS (ESI*): 424 [M+H]*
2—-50 N S OH
*H-NMR (400 MHz, DMSO-ds) 5: 0.97 (H, s),
. 1.58 (6H, s), 2.42 (3H, s), 3.15 (2H, d, J = 5.2
0 Hz), 3.42 (2H, 5), 4.00 (3H, s), 4.77 (1H, t, J =
-0 & 5.2 Hz), 6.47 (1H, s), 7.45 (1H, d, J = 8.8 Hz),
. 7.97 (1H, dd, J = 8.8, 2.4 Hz), 8.18 (1H, d, J =
% 2.4 Hz).
OH MS (ESI*): 454 [M+H]*
2—51 N S ©OH
\ Ny
L 1H-NMR (400 MHz, DMSO-ds) 5: 1.38 (9H, s),
—0 ¢ H 1.58 (6H, s), 2.42 (3H, s), 3.95-4.05 (§H, m),
4.07-4.18 (2H, m), 4.52-4.60 (1H, m), 6.47 (1H,
o s), 7.47 (1H, d, J = 8.8 Hz), 8.02 (1H, dd, J =
0 8.8, 2.4 Hz), 8.22 (1H, d, J = 2.4 Hz).
X MS (ESI*): 523 [M+H]*
2—52 No -5, OH
\TJ/ I tH-NMR (400 MHz, CDCla) &: 1.50 (6H, s), 1.68
(BH, s), 2.22 (1H, s), 2.49 (3H, s), 3.43 (1H, s),
2 3.51 (2H, s), 7.43 (1H, s), 7.79 (1H, dd, J = 8.5,
Ho ) 1.2 Hz), 8.00 (1H, d, J = 8.5 Hz), 8.35 (1H, d, J
© = 1.2 Hz).
FLF MS (ESI*): 477 [M+H]*
2—-53 N.. .S OH
QW
N 1H-NMR (400 MHz, DMSO-ds) 5: 1.58 (BH, s),
0 2.41 (3H, s), 3.55 (2H, s), 4.01 (3H, 5), 4.78
D p,S (1H, s), 6.47 (1H, s), 7.44 (1H, d, J = 8.7 Hz),
D o 7.97 (1H, dd, J = 8.7, 2.2 Hz), 8.16 (1H, d, J =
o{on N 2.2 Hz).
D" b MS (ESI*): 446 [M+H]*
B 254 NS OH
Y¥am
N-pf 1H-NMR (400 MHz, CDCls) &: 1.75 (6H, s), 2.30
; (1H, d, J = 9.7 Hz), 2.42-2.49 (2H, m), 2.52 (3H,
s), 2.54 (1H, s), 2.64-2.71 (2H, m), 3.87-3.95
0 (1H, m), 4.02 (3H, s), 4.19-4.28 (1H, m), 7.15
0 g (1H, d, J = 8.5 Hz), 7.90 (1H, dd, J = 8.5, 2.1
] Hz), 8.36 (1H, d, J = 2.1 Hz).
OH MS (ESI*): 438 [M+H]*
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2—-56 Ny S OH
\\.[,q/)—f*
1H-NMR (400 MHz, CDCls) &: 1.38 (3H, s), 1.75
(6H, s}, 2.41-2.47 (2H, m), 2.52 (3H, s), 2.56-
P 2.61 (3H, m), 2.83 (1H, ), 3.93-4.01 (1H, m),
—0 ¢ 4.03 (3H, s), 7.15 (1H, d, J = 8.5 Hz), 7.90 (1H,
dd, J = 8.5, 2.4 Hz), 8.37 (1H, d, J = 2.4 Hz).
HO MS (ESI*): 452 [M+H]*
256 N _S_ OH
| N~N’) | 1H-NMR (400 MHz, CDCls) &: 1.69 (6H, s), 2.28-
2,36 (2H, m), 2.50 (3H, s), 2.73-2.80 (2H, m),
3.31 (1H, s), 4.02 (3H, s), 4.21-4.28 (1H, m),
0 4.56-4.63 (1H, m), 7.19 (1H, d, J = 9.1 Hz), 7.92
0 & \D (1H, dd, J = 8.5, 2.4 Hz), 8.31 (1H, d, J = 2.4
] Hz).
"o MS (ESI*): 438 [M+H]*
2-57 Ne S OH
4
Y- | 1H-NMR (400 MHz, CDCla) &: 1.44 (BH, s), 1.56-
1.57 (3H, m), 1.75 (6H, §), 2.48 (1H, s), 2.52
OH (3H, s), 3.64 (2H, s), 3.83 (1H, s), 4.30 (2H, g, J

= 7.1 Hz), 7.16 (1H, d, J = 6.8 Hz), 7.90 (1H,
dd, J = 8.8, 2.4 Hz), 8.36 (1H, d, J = 2.4 Hz).
MS (ESI*): 454 [M+H]*

1H-NMR (400 MHz, CDCls) &: 1.43 (6H, s), 1.74
(BH, s), 2.51 (3H, s), 2.56 (1H, s), 3.61 (2H, 8),
3.78 (1H, s), 7.17 (1H, d, J = 8.8 Hz), 7.81 (1H,
dd, J = 8.8, 2.1 Hz), 8.36 (1H, d, J = 2.1 Hz).
MS (ESI*): 443 [M+H]*

2—-59 Nx -8, OH
N\ N~ﬁ7 .
1H-NMR (400 MHz, CDCl) &: 1.41 (3H, s), 1.74
(6H, s), 2.52 (3H, s), 2.56 (1H, t, J = 7.0 Hz),
v 2.60 (1H, s), 3.59-3.89 (3H, m), 3.75-3.80 (2H,
8 & m), 4.07 (3H, s), 7.18 (1H, d, J = B.5 Hz), 7.93
HO% (1H, dd, J = 8.5, 2.4 Hz), 8.35 (1H, d, J = 2.4
Hz).
oH MS (ESI*): 456 [M+H]*
2—60 N -5 ©OH
\hd ]
o 1H-NMR (400 MHz, CDCls) &: 1.61 (BH, s), 1.74

(6H, s), 2.52 (3H, s), 2.53 (1H, 8), 3.2 (2H, 8),
4.08 (3H, s), 7.18 (1H, d, J = 8.5 Hz), 7.95 (1H,
dd, J = 8.5, 2.1 Hz), 8.40 (1H, d, J = 2.1 Hz).
MS (ESI*): 449 [M+H]*
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B

Has B

2—61

1H-NMR (400 MHz, CDCls) &: 1.40 (1H, d, J =
2.4 Hz), 1.72-1.77 {7H, m), 1.85-2.07 (2H, m),
2.12-2.18 (2H, m), 2.24-2.31 (1H, m), 2.49 (1H,
s), 2.562 (3H, s), 4.04 (3H, s), 4.30-4.37 (1H, m),
4.53-4.57 (1H, m), 7.16 (1H, d, J = B.9 Hz), 7.91
(1H, dd, J= 8.9, 2.1 Hz), 8.33 (1H, d, J = 2.1
Hz). |

MS (ESI*): 452 [M+H]*

1H-NMR (400 MHz, CDCls) &: 1.73 (6H, d, J =
1.8 Hz), 1.81-1.88 (1H, m), 1.96-2.06 (2H, m),
2.16-2.20 (2H, m), 2.29-2.38 (1H, m), 2.53 (3H,
s), 3.11 (1H, s), 3.24 (1H, d, J = 9.8 Hz), 4.04
(3H, s), 4.15-4.22 (1H, m), 4.31-4.37 (1H, m),
7.17 (1H, d, J = 8.6 Hz), 7.89 (1H, dd, J = 8.6,

|24 Hz), 842 (1H, d, J = 2.4 Hz).

MS (ESI*): 452 [M+H]*

1H-NMR (400 MHz, CDCls) &: 1.59-1.67 (1H, m),
1.74 (BH, s), 1.87-1.93 (1H, m), 2.18-2.22 (4H,
m), 2.50-2.52 (4H, m), 3.75 (2H, s), 4.05 (1H,
s), 4.08 (3H, s), 7.18 (1H, d, J = 8.6 Hz), 7.92
(1H, dd, J = 8.6, 2.1 Hz), 8.34 (1H, d, J = 2.1
Hz).

MS (ESI*): 452 [M+H]*

1H-NMR (400 MHz, CDCls) &: 1.68-1.77 (8H, m),
1.88-1.97 (2H, m), 2.05-2.24 (4H, m), 2.49 (1H,

s), 2.52 (3H, s), 3.60 (2H, s), 3.85 (1H, s), 4.07

(3H, s), 7.19 (1H, d, J = B.5 Hz), 7.94 (1H, dd, J
= 8.5, 2.4 Hz), 8.36 (1H, d, J = 2.4 Hz).

MS (ESI*): 516 [M+H]*

1H-NMR (400 MHz, CDCls) &: 1.75 (6H, s), 2.51-
2.56 (5H, m), 2.73-2.79 (3H, m), 4.01 (3H, s),
4.06-4.14 (1H, m), 4.67 (2H, s), 4.71 (2H, ),
7.14 (1H, d, J = 8.7 Hz), 7.90 (1H, dd, J = 8.7,
2.3 Hz), 8.33 (1H, d, J = 2.3 Hz).

MS (ESI*): 464 [M+H]*

H-NMR (400 MHz, CDCls) &: 1.20-1.26 (8H, m),
1.73-1.77 (8H, m), 2.52 (3H, 8), 2.58 (1H, s),
2.76 (1H, s), 4.00 (3H, s), 7.13 (1H, d, J = 8.5
Hz), 7.86 (1H, dd, J = 8.5, 2.1 Hz), 8.47 (1H, d,
J = 2.1 Hz).

MS (ESI*): 466 [M+H]*

[0531]) [% 87]
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=034

WS RE

2—-67

NSy 1
y/
\Y N~pf
HO
Q
3
O
F

1H-NMR (400 MHz, CDCl) : 1.46 (6H, s), 1
.73 (BH, ), 2.52 (3H, s), 2.53 (1H, s), 2.99
(1H, s), 3.03-3.13 (2H, m), 3.41-3.52 (2H, m)
, 4.02 (3H, s), 7.18 (1H, d, J = 8.6 Hz), 7.9
3 (1H, dd, J = 8.5, 2.1 Hz), 8.41 (1H, d, J

= 2.1 Hz).

MS (ESI*): 616 [M+H]*

—0 ¢

TH-NMR (400 MHz, CDCl3) &: 1.52-1.60 (2H, m),
1.74 (6H, s), 1.86-2.05 (6H, m), 2.51 (4H, s),
3.42-3.50 (1H, m), 3.93 (4H, s), 4.04 (3H, s),
7.16 (1H, d, J = 8.8 Hz), 7.91 (1H, dd, J = 8.8,
2.4 Hz), 8.32 (1H, d, Jd = 2.4 Hz).

MS (ESI*): 508 [M+H]*

—~0 o
.
F

*H-NMR (400 MHz, CDCla) 5: 1.75 (6H, s), 2.52
(4H, s), 2.77-2.88 (2H, m), 3.09-3.22 (2H, m),
4.04 (3H, s), 4.07-4.17 (1H, m), 7.17 (1H. d, J =
8.8 Hz), 7.93 (1H, dd, J = 8.8, 2.4 Hz), B.36
(1H, d, J = 2.4 Hz).

MS (ESI*): 458 [M+H]*

H-NMR (400 MHz, CDCls) &: 1.36 (3H, s), 1.67-
1.71 (1H, m), 1.73 (6H, s), 1.95-2.42 (5H, m),
2.53 (3H, s), 2.82 (1H, s), 3.60 (1H, s), 4.04
(3H, s), 4.20-4.29 (1H, m), 7.17 (1H, d, J = 8.8
Hz), 7.89 (1H, dd, J = B.8, 2:4 Hz), 8.44 (1H, d,
J = 2.4 Hz).

MS (ESI*): 466 [M+H]*

—0 o7

1H-NMR (400 MHz, CDCls) &: 1.12 (6H, s), 1.66
(1H, s), 1.74 (BH, s), 2.12-2.19 (2H, m), 2.28-
2.37 (1H, m), 2.47-2.55 (5H, m), 2.76 (1H, s),
4.02 (3H, s), 4.08-4.17 (1H, m), 7.13 (1H, d, J =
8.8 Hz), 7.87 (1H, dd, J = 8.8, 2.4 Hz), 8.38
(1H, d, J = 2.4 Hz).

MS (ESI*): 480 [M+H]*

TH-NMR (400 MHz, CDCls) 5: 0.24 (2H, q,J =
5.7 Hz), 0.41 (2H, q, J = 6.7 Hz2), 0.87-0.94 (1H,
m), 1.73 (BH, s), 2.27-2.34 (3H, m), 2.51 (3H,
s), 2.57 (1H, s), 2.84-2.89 (2H, m), 3.96 (3H, s),
4.11-4.19 (1H, m), 7.11 (1H, d, J = 8.7 Hz), 7.88
(1H, dd, J = 8.7, 2.0 Hz), 8.38 (1H, d, J = 2.0
Hz).

MS (ESI*):; 478 [M+H]*

108129669
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HHH | #E M
2—-78 Ny S, o4
\ N-N/> I ».
1H-NMR (400 MHz, CDCla) 5: 1.15 (6H, s), 1.21
(3H, s), 1.28 (1H,'s), 1.74 (BH, s), 2.19-2.24
0 (2H, m), 2.45-2.50 (2H, m), 2.52 (3H, s), 2.56
—d &~ (1H, s), 4.00 (3H, s), 4.11-4:18 (1H, m), 7.12
E_ (1H, d, J = 9.1 Hz), 7.86 (1H, dd, J = 9.1, 2.3
Ho—£ 'Hz), 8.35 (1H, d, J = 2.3 Hz).
1 MS (ESI*): 494 [M+H]*
2—-74 Ns-S, OH ‘
Yan
'H-NMR (400 MHz, CDCls) 6: 1.09 (6H, s), 1.22
v (3H, s), 1.73-1.78 (8H, m), 1.97 (1H, s), 2.52
0 t (3H, s), 2.79-2.85 (3H, m), 4.03 (3H, s), 4.15-
4.24 (1H, m), 7.14 (1H, d, J = 8.6 Hz), 7.86 (1H,
Hod— dd, J = 8.8, 2.4 Hz), 8.40 (1H, d, J = 2.4 Hz).
MS (ESI*): 484 [M+H]* ‘
2-75 NS OH 1H-NMR (400 MHz, CDCls) 5: 1.38 (3H, s), 1.73
\ Ny (6H, 5), 2.31 (1H, d, J = 9.1 Hz), 2.42-2.47 (2H,
m), 2.51 (3H, s), 2.70 (1H, 5), 2.81-2.86 (2H,
m), 3.97 (3H, s), 4.30-4.36 (1H, m), 7.13 {1H, d,
P J = 8.7 Hz), 7.89 (1H, dd, J = 8.7, 2.0 Hz), 8.34
- (1H, d, J = 2.0 Hz). '
© & > on MS (ESI*): 452 [M*H]*
2—-76 NS, ©H
\Ij—l—
1H-NMR (400 MHz, CDCls) 5: 1.48 (3H, s), 1.66
(1H, s), 1.74 (6H, s), 2.30-2.35 (2H, m), 2.52
P | (4H, s), 2.61-2.66 (2H, m), 4.02 (3H, s), 4.37-
—0 ¢ T_—L. 4.46 (1H, m), 7.14 (1H, d, J = B.6 Hz), 7.89 (1H,
| dd, J = 8.6, 2.1 Hz), 8.33 (1H, d, J = 2.1 Hz).
HO MS (ESI*): 452 [M+H]*
2—-77 Nﬁ,s OH
N\ N<f 1H-NMR (400 MHz, CDCla) &: 1.50 (3H, s), 1.67
(1H, s), 1.78 (6H, s), 2.31-2.37 (2H, m), 2.56
o, N ?é (1H, s), 2.62 (3H, s), 2.66-2.72 (2H, m), 4.24-
7@*5 4.32 (1H, m), 7.99 (1H, d, J = 8.0 Hz), 8.08 (1H,
: . d, J = 8.0 Hz), 8.71 (1H, d, J = 1.2 Hz).
PR MS (ESI*): 490 [M+H]*
2—78 OH
- .S§Tf€
N~N
1H-NMR (400 MHz, CDCla) &: 1.04 (1H, s), 1.14-
1.19 (4H, m), 1.26 (3H, s), 1.37-1.42 (1H, m),
0 1.74 (6H, s), 1.78-1.83 (1H, m), 2.51 (3H, s),
0 &5 2.55 (1H, s), 3.03-3.07 (1H, m), 4.06 (3H, s),
b 7.17 (1H, d, J = 8.9 Hz), 7.88 (1H, dd, J = 8.9,
HO 2.4 Hz), 8.26 (1H, d, J = 2.4 Hz).
7 MS (ESI*): 466 [M+H]*

[0533] [ 89]

108129669
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TGl | fE

P38

2—-79 Ne S, ©H
T

1H-NMR (400 MHz, DMSO-ds) &: 1.50 (6H, s
). 2.17 (3H, s), 3.63 (3H, s), 3.97 (3H, &), 5
.74 (1H, s), 6.77 (2H, d, J = 8.1 Hz), 7.03 (
2H, d, J = 8.1 Hz), 7.32 (1H, d, J = 8.6 Hz
), 7.40 (1H, s), 7.63 (1H, d, J = 2.2 Hz), 7.
67 (1H, dd, J = 8.8, 2.2 Hz), 9.79 (1H, s).
MS (ESI*): 488 [M+H]*

H-NMR (400 MHz, DMSO-ds) 8: 1.50 (6H, s),
2.21 (3H, &), 3.94 (3H, s), 5.74 (1H, s), 6.34
(1H, d, J = 7.3 Hz), 6.54-6.61 (2H, m), 6.95
(1H, t, J = 8.1 Hz), 7.32 (1H, d, J = B.7 Hz),
7.48 (1H, s), 7.68 (1H, dd, J = 8.7, 2.2 Hz),
7.73 (1H, d, J = 2.2 Hz), 9.38 (1H, s), 10.05
(1H, s).

MS (ESI*): 474 [M+H]*

'H-NMR (400 MHz, DMSO-ds) &: 1.49 (6H, s),
2.18 (3H, 8), 3.94 (3H, 8), 5.73 (1H, br 8), 6.66
(1H, td, J = 7.8, 1.4 Hz), 6.74 (1H, dd, J = 7.8,
1.4 Hz), 6.88 (1H, td, J = 7.8, 1.4 Hz), 7.20
(1H,dd, J =7.8, 1.4 Hz), 7.34 (1H, d, J = 8.5
Hz), 7.40 (1H, s), 7.65 (1H, d, J = 2.4 Hz), 7.88
(1H, dd, J = 8.5, 2.4 Hz), 8.61 (1H, br 5), 8.74
(1H, brs).

MS (ESI*): 474 [M+H]*

"H-NMR (400 MHz, CDCls) 5: 0.50-0.75 (8H,
m), 1.37-1.43 (2H, m), 1.51 (3H, s), 1.70 (1H,
s), 2.20 (1H, s), 2.32-2.38 (2H, m), 2.55 (3H,
s), 2.63-2.68 (2H, m), 4.05 (3H, s), 4.40-4.49
(1H, m), 7.17 (1H, d, J = B.6 Hz), 7.91 (1H, dd,
J =86, 2.4 Hz), 8.41 (1H, d, J = 2.4 Hz).

MS (ESI+): 504 [M+H]+.

'H-NMR (400 MHz, CDCls) &: 1.47 (BH, s), 1.76
(6H, s), 2.52 (3H, 8), 2.63 (1H, s), 3.42 (2H, 1, J
= 8.9 Hz), 3.59 (2H, ), 3.69 (1H, 5), 4.91 (2H,
t, J = 8.6 Hz), 7.75 (1H, s), 8.04 (1H, ).

MS (ESI*): 452 [M+H]*.

g
’IS\\’CN 0’%
0

TH-NMR (400 MHz, CDCls) &: 0.49-0.54 (2H,
m), 0.58-0.71 (6H, m), 1.34-1.41 (2H, m), 1.44
(9H, s), 2.34 (1H, s), 2.53 (3H, s), 4.03 (3H, s),
4,08-4.15 (2H, m), 4.31-4.44 (3H, m), 7.16 (4
H, d, J = 8.8 Hz), 7.91 (1H, dd, J = 8.8, 2.4 Hz),
8.46 (1H, d, J = 2.4 Hz).

MS (ES!): 575 [M+H]*.

[0534]) [3& 90]
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HHS | W&

s8R

2—85 NS
E /H
NN on
H
s-N

1H-NMR (400 MHz, DMSO-ds) 5: 1.56 (6H, s),
2.33 (3H, ), 3.90 (3H, s), 6.42 (1H, s), 7.20
(1H, dd, J = 8.2, 5.1 Hz), 7.32 (1H, d, J = 8.5
Hz), 7.48 (1H, d, J = 7.3 Hz), 7.84 (1H, dd, J =
8.8, 2.1 Hz), 8.12 (1H, d, J = 2.4 Hz), 8.16 {1H,
d, J = 3.6 Hz), 8.32 (1H, d, J = 2.4 Hz), 10.39
(1H, s). -

MS (ESI*): 460 [M+H]*.

1H-NMR (400 MHz, DMSO-ds) 5: 1.57 (6H, s),
2.32 (3H, s), 3.97 (3H, s), 6.44 (1H, s), 6.53-
6.57 (2H, m), 6.88-6.92 (2H, m), 7.33 (1H, d, J -
= 8.5 Hz), 7.83 (1H, dd, J = 9.1, 2.4 Hz), 7.98
(1H, d, J = 2.4 Hz), 9.20 (1H, s), 9.57 (1H, s).
MS (ESI*): 475 [M+H]*.

1H-NMR (400 MHz, CDCls) &: 0.50-0.55 (2H, m),
0.62-0.71 (6H, m), 1.38-1.42 (2H, m), 1.50 (6H,
s), 2.36 (1H, s), 2.63 (3H, s), 3.50 (2H, s), 3.64
(1H, s), 7.98 (1H, d, J = 8.5 Hz), 8.07 (1H, d, J

= 8.5 Hz), 8.89 (1H, d, J = 1.2 Hz).

MS (ESI*): 530 [M+H]*

1H-NMR (400 MHz, DMSO-ds) 5: 1.28-1.38 (4H,
m), 1.51-1.64 (10H, m), 2.26 (3H, s), 3.03-3.11

(1H, m), 3.67-3.61 (1H, m), 4.32 (1H, d, J = 3.1
Hz), 5.75 (1H, s), 7.32-7.36 (2H, m), 7.51 (1H,

5), 7.69-7.74 (2H, m).

MS (ESI*): 483 [M+H]*

1H-NMR (400 MHz, DMSO-d¢) 5: 1.24-1.36 (4H,
m), 1.52-1.63 (10H, m), 2.40 (3H, s), 2.99-3.08
(1H, m), 3.56-3.61 (1H, m), 4.31 (1H, d, J = 3.1 .
Hz), 6.45 (1H, s), 7.28 (1H, d, J = 7.3 Hz), 7.36
(1H, d, J = 8.6 Hz), 7.89 (1H, dd, J = 8.6, 2.4
Hz), 8.10 (1H, d, J = 2.4 Hz).

MS (ESI"): 484 [M+H]*

[0535] [Z& 91]

108129669
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Bhpl | #E

W B

2-90 NeS
<

1H-NMR (400 MHz, DMSO-ds) 5: 1.02 (6H, s),
1.05-1.09 (2H, m), 1.20-1.25 (2H, m), 2.39 (3H,
s), 2.44-2.48 (1H, m), 3.18 (2H, d, J = 6.1 Hz),
4.91 (1H, t, J = 5.8 Hz), 6.67 (1H, s), 7.36 (1H,
d, J = 8.6 Hz), 7.86 (1H, dd, J = 8.6, 2.4 Hz),
8.08 (1H, d, J = 1.8 Hz).

MS (ESI*): 440 [M+H]*

1H-NMR (400 MHz, DMSO-ds) 5: 1.55 (6H, s),
2.26 (3H, s), 4.09 (3H, s), 4.76 (2H, s), 6.44
(1H, s), 7.17-7.22 (2H, m), 7.24-7.29 (3H, m),
7.47 (1H, d, J = 8.6 Hz), 7.82 (1H, d, J = 2.4
Hz), 7.96 (1H, dd, J = 9.2, 2.4 Hz).

MS (ESI*): 458 [M+H]*

1H-NMR (400 MHz, DMSO-ds) &: 1.54 (6H, s),
2.27 (3H, s), 4.09 (3H, s), 4.76 (2H, s), 6.44
(1H, s), 7.07-7.13 (2H, m), 7.20-7.26 (2H, m),
7.47 (1H, d, J = 8.5 Hz), 7.82 (1H, d, J = 2.4
Hz), 7.97 (1H, dd, J = 8.5, 2.4 Hz).

MS (ESI*): 476 [M+HT*

1H-NMR (400 MHz, DMSO-ds) 5: 1.54 (6H, s),
2.27 (3H, s), 4.08 (3H, s), 4.91 (2H, s), 6.44
(1H, s), 7.40 (2H, d, J = B.5 Hz), 7.4B (1H, d, J
= 8.5 Hz), 7.76 (2H, d, J = 8.5 Hz), 7.81 (1H, d,
J = 2.4 Hz), 7.97 (1H, dd, J = 8.5, 2.4 Hz).

MS (ESI*): 483 [M+H]*

N
!

94 N

'H-NMR (400 MHz, DMSO-ds) 5: 1.55 (6H, s),
2.27 (3H, s), 4.09 (3H, s), 4.84 (2H, s), 6.44
(1H, s), 7.31 (1H, dd, J = 7.6, 5.1 Hz), 7.49 (1H,
d, J =8.5 Hz), 7.61-7.65 (1H, m), 7.82 (1H, d, J
= 2.4 Hz), 7.98 (1H, dd, J = 9.1, 2.4 Hz), 8.34
(1H,d, J= 1.8 Hz), 8.46 (1H, dd, J = 4.8, 1.2
Hz).

MS (ESI*): 459 [M+HT+

'H-NMR (400 MHz, DMSO-ds) 5: 1.55 (6H, s),
2.28 (3H, s), 4.09 (3H, s), 4.85 (2H, s), 6.45
{1H, s), 7.21 (2H, dd, J = 4.2, 1.2 Hz), 7.48 (1H,
d, J =8.5Hz), 7.85 (1H, d, J = 2.4 Hz), 7.98
(1H, dd, J = 8.5, 2.4 Hz), 8.47 (2H, dd, J = 4.2,
1.8 Hz).

MS (ESI*): 459 [M+H]*

[0536]) [ 92]
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L GERE o )
2—06
Na—S
\I 4 1H-NMR (400 MHz, CDCls) &: 0.48-0.54 (2H, m), |
N OH 0.69-0.71 (BH, m), 1.34-1.42 (2H, m), 2.26 (1H,

s), 2.32 (1H, d, J = 9.1 Hz), 2.42-2.49 (2H, m),
2.53 (3H, s), 2.62-2.71 (2H, m), 3.88-3.96 (1H,
m), 4.02 (3H, s), 4.19-4.28 (1H, m), 7.15 (1H, d,

".Q-"OH J = 8.8 Hz), 7.90 (1H, dd, J = 8.8, 2.4 Hz), 8.41
_3 O,,S‘*\ ~ |(1H, d, J = 2.4 Hz).
o) MS (ESI*): 490 [M+H])*
2—-97 Ne S OH
. \§r p
N~N ;
1H-NMR (400 MHz, DMSO-ds) 5: 1.62 (6H, s),
2.55 (3H, s), 3.55 (2H, s), 4.83 (1H, 8), 6.55
s (1H, s), 8.12 (1H, d, J = B.5 Hz), 8.20-8.24 (1H,
F 7\ OH
- F% 9 Nep m), 8.75 (1H, d, J = 1.8 Hz).
DsC s MS (ESI*): 484 [M+H]*
2—08 ' .
N~ S
T
N\ _N-.7
N  OH

1H-NMR (400 MHz, CDCls) &: 0.48-0.53 (2H, m),
0.58-0.72 (6H, m), 1.33-1.40 (2H, m), 1.61 (6H,
s), 2.39 (1H, s), 2.53 (3H, s), 3.63 (2H, s), 4.08
3 (3H, s), 7.19 (1H, d, J = 8.9 Hz), 7.94 (1H, dd, J
,>TCN = 8.9, 2.4 Hz), B.46 (1H, d, J = 2.4 Hz).

—0 g'v
0 +. +
MS (ESI*): 501 [M+H]

[0537])
< E | 52-1~52-14>

EREEY —#A Q)2 e RESZH 50-1 FE 2 7% -
BEEA-L PR R RIRBEEY SEETRE  BFRaR 2 HE
T —BRO) 2SI ARE S A R E B R 11 RE
WG 2-1 HEZ J55% - BB A2 iR ok ~ IR H S Y 58T
R JE - B3 T 225 52-1~52-14 -

[0538] [ 93]
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BessuE

“"OH

TH-NMR (400 MHz, DMSO-ds) 5: 1.05-1.11
(2H, m), 1.16-1.26 (2H, m), 1.31 (3H, 1, J =
7.3 Hz), 1.59-1.61 (2H, m), 1.71-1.73 (2H,
m), 2.31 (3H, s), 2.87-3.02 (1H, m), 3.25-
3.32 (1H, m), 3.97 (3H, s), 4.33 (2H, g, J =
7.3 Hz) 4.48 (1H, d, J = 4.2 Hz), 7.35-7.38
(2H, m), 7.80-7.83 (2H, m), 8.37 (1H, s).
MS (ESI*): 484 [M+H]*

52—2

QH

1H-NMR (400 MHz, CDCls) &: 1.40 (3H, t, J
= 7.0 Hz), 2.28 (3H, s), 4.12 (3H, s), 4.38
(2H, q, J = 7.1 Hz), 6.68-6.71 (2H, m), 6.92-
6.96 (2H, m), 7.16 (1H, d, J = 8.5 Hz), 7.51
(1H, dd, J = 8.5, 2.4 Hz), 7.70 (1H, d, J =
2.4 Hz), 7.77 (1H, 5).

MS (FD*): 487 [M]*

52—3

'H-NMR (400 MHz, CDCls) &: 0.2 (3H, t, J
= 7.2 Hz), 1.77 (6H, s), 1.89 (2H, q, J = 4.4
Hz), 2.13 (2H, q, J = 4.4 Hz), 2.63 (3H, s),
2.77 (1H, s), 4.01 (2H, g, J = 7.2 Hz), 7.97
(1H, d, J = B.5 Hz), 8.07 (1H, d, J = 8.5 Hz),
8.80 (1H, s).

MS (ESI): 618 [M+H]*

52—4

1H-NMR (400 MHz, CDCls) 5: 1.14 (3H, t, J
=7.2 Hz), 1.73 (6H, s), 1.77 (6H, s), 2.62
(3H, s), 2.72 (1H, s), 4.09 (2H, q, J = 7.2
Hz), 8.00 (1H, d, J = 8.5 Hz), 8.09 (1H,d, J
= 8.6 Hz), 8.87 (1H, d, J = 1.8 Hz).

MS (ESI*); 520 [M+H]*

52-—-5

1H-NMR (400 MHz, CDCls) 5: 1.50 (6H, s),
1.78 (6H, s), 2.60 (1H, ), 2.64 (3H, s), 3.24
(1H, s), 3.84 (2H, s), 7.96 (1H, d, J = B.2
Hz), 8.11 (1H, dd, J = 8.2, 1.8 Hz), 8.73
(1H, d, J = 1.8 Hz).

MS (ESI*): 435 [M+H]*

52—6

'H-NMR (400 MHz, CDCls) 5: 1.35 (6H, s),
1.74 (6H, s), 2.51 (3H, s), 2.58 (1H, s5), 3.58
(2H, s), 3.67 (1H, s), 3.83 (3H, s), 5.26 (2H,
5), 6.95 (2H, d, J = 8.8 Hz), 7.21 (1H, d, J =
8.5 Hz), 7.45 (2H, d, J = 8.8 Hz), 7.87 (1H,
dd, J =8.5,2.4 Hz), 8.38 (1H, d, J = 2.4
Hz).

MS (ESI*): 5§46 [M+H]*

52—7

\ O
Oé%
S
B
—0

Naw—8
NP

Ny

OH

TH-NMR (400 MHz, DMSO-de) 0: 1.59 (BH,
s), 1.76 (2H, q, J = 4.6 Hz), 1.94 (2H, q, J =
4.6 Hz), 2.44 (3H, ), 3.50 (3H, d, J = 0.6
Hz), 3.85 (3H, s), 6.48 (1H, s), 7.42 (1H, d,
J = 8.8 Hz), B.0O (1H, dd, J = 8.8, 1.5 Hz),
8.29 (1H, d, J = 1.5 Ha).

MS (ESI*): 466 [M+H]*

108129669
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254

WBERBIE

62—8

{H-NMR (400 MHz, DMSO-de) o: 1.30 (3
H't, J = 7.2 Hz), 2.22 (3H, s), 3.95 (3H
. s), 4.34 (2H, g, J = 7.1 Hz), 7.03-7.00
(2H, m), 7.11-7.17 (2H, m), 7.33 (1H, d,
J = 8.6 Hz), 7.75-7.80 (2H, m), 8.27 (1H
. 8), 10.14 (1H, s).

MS (ESI*): 490 [M+H]*

52—9

1H-NMR (400 MHz, DMSO-de) &: 1.22-1.26
(2H, m), 1.32-1.37 (2H, m), 1.62 (8H, s),
2.50-2.51 (3H, m), 3.27 (3H, s), 6.55 (1H,
s), 8.09 (1H, d, J = 8.2 Hz), 8.11-8.15 [1H,
m), 8.54 (1H, d, J = 1.5 Hz), 8.93 (1H, s).

5§2—-10

MS (ESI*): 519 [M+H[*

1H-NMR (400 MHz, DMSO-de) &: 1.61 (BH,

§), 2.06 (6H, s), 2.53 (3H, s), 3.52 (3H, s),

6.57 (1H, s), 8.09 (1H, d, J = 8.6 Hz), 8.11-
8.15 (1H, m), 8.66 (1H, d, J = 1.5 Hz), 9.11
(1H, br s).

MS (ESI*): 545 [M+H]*

52—11

O

TH-NMR (400 MHz, CDCla) 6: 1.39 (3H, t, J
= 7.0 Hz), 1.49-1.53 (2H, m), 1.73-1.79 (2H,
m), 2.42 (3H, s), 3.33-3.44 (3H, m), 3.85-
3.90 (2H, m), 4.07 (3H, s), 4.39 (2H, g, J =
7.1 Hz), 4.92 (1H, d, J = 7.3 Hz), 7.19 (1H,
d, J = 8.5 Hz), 7.60 (1H, dd, J = 8.5, 2.4
Hz), 7.9 (1H, d, J = 2.4 Hz), .08 (1H, s).
MS (ESI*): 480 [M+H]*

52—12

1H-NMR (400 MHz, CDCls) 8: 0.47-0.52
(2H, m), 0.59-0.69 (6H, m), 1.33-1.40 (2H,
m), 1.88 (6H, s), 2.40 (1H, s), 2.52 (3H, s),
3.71(3H, s), 3.96 (3H, s), 7.15 (1H, d, J =
8.6 Hz), 7.91 (1H, dd, J = 8.6, 2.4 Hz), 8.32
(1H, d, J = 2.4 Hz).

MS (ESI*): 520 [M+H]*

52—13

1H-NMR (400 MHz, DMSO-ds) &: 1.51 (6H,
8), 2.27 (3H, s), 4.09 (3H, s), 4.99 (2H, s),
6.43 (1H, 5), 7.47-7.52 (3H, m), 7.84 (1H, d,
J = 1.8 Hz), 7.98 (1H, dd, J = 8.5, 2.4 Hz),
8.13-8.17 (2H, m).

MS (ESI*): 503 [M+H]*

[0540]) [3& 95]

108129669
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2%p | s

a3

/> L
NNy OH

1H-NMR (400 MHz, CDCls) 5: 1.74 (6H, s),
2.47 (3H, s), 2.53 (1H, s), 3.84 (3H, s), 4.06
(3H, s), 7.08 (1H, d, J = 8.6 Hz), 7.14-7.18
(3H, m), 7.81 (1H, dd, J = 8.6, 2.4 Hz),

7.86-7.90 (2H, m), 8.28 (1H, d, J = 1.8 Hz).
MS (ESI*): 517 [M+H]*

N
-0 'C?“
0
. o\
[0541]
<EIEH 3-1>
[0542]
[1E 98]

OH

T $
F O\\S,NH

e
H

[0543] RERET » BSFH 52-10 FiI/IEEW(G2.Tme)AE
FE 7 VU & BRI (0.60mL) » J2 A1 E 0°C & > T 0.95mol/L B BB (b 8%
PO BRI R (0.3 16mL) » (REDRE#AE 1.5 /NFik > kK HEH
3.5 /NEF - B RER AN AL /KB R (SmL) KK (SmL) - #EFE

Bk ZBe(10mL)ZEEY - A KB M| E/K(10mL)5EF - DAR/KER

BRSNRCIRTR MR EY - RIRB THEREHEER  BER S5k

(3mL) > FHHYIBERLETA@ERZE © FE=99:

1~90 : 10)# 1T

B I EELLEaY(12.5mg) -
'H-NMR (400MHz, DMSO-dg) 8: 0.92 (6H, s), 1.61 (6H, s), 1.63 (6H,

s), 2.54 (3H, s), 4.07 (1H, s), 6.55 (1H, s), 8.08 (1H, d, J = 8.5 Hz),

108129669
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8.14-8.15 (1H, m), 8.62 (1H, d, J = 1.5 Hz), 8.94 (1H, br s). MS
(ESI"): 545 [M+H]".
[0544]
<EEp 3-2~3-3> |
RS E Y — B2 E Y REEHEH 3-1 HEZ %
BB H-1 FiRbi% RRBHSEZ HERETRE  SEIMUTEES
3-2~3-3 ¢
[0545]) [ 96]

HE | B EREE

1H-NMR (400 MHz, DMSO-ds) &: 0.55-0.58 (2H, m),

Q 0.86-0.91 (2H, m), 1.18 (6H, s), 1.64 (6H, s), 2.48-2.52
LS (3H, m), 4.26 (1H, s), 6.56 (1H, s), 8.03-8.06 (2H, m),
° 8.35-8.37 (1H, m), 8.52 (1H, br s).
3—2 F g MS (ESI*): 519 [M+H]*
Nﬁ/s |
/)
NNo? ol
S,',;,‘ 1H-NMR (400 MHz, DMSO-ds) &: 1.28 (€H, s), 1.56 (6H,

(1H, d, J = 8.2 Hz), 7.82 (1H, dd, J = 8.6, 2.4 Hz), 8.09
(1H, d, J ='2.4 Hz), 10.00 (1H, s).

;) g), 2.32 (3H, §), 3.82 (3H, s), 4.82 (1H, §), 6.43 (1H, 8),
oo 7.03 (2H, d, J = 8.6 Hz), 7.24 (2H, d, J = 9.2 Hz), 7.31
3—3 HO MS (ESI*): 517 [M+H]*

[0546]

<E il 4-1>
[0547]

[1E 99]
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[0548) MERIEET - W EHEH 1-41(18.8me) AR I 4,05 18
(0.400mL) » 1A 1.01mol/L 4k & T £45-E 5 % % (0.199mL) »
[RSR R SNBSS - BB 14 /NKE - FEUD KA (0.400mL )R

IR (SmL) R (1)-E B B 8 4 (100me) - BB ZE(5mL) &
SR 2 N - A1 AK(ISmL)RESE ZBE(15m)) » BT - 16
1B B R BOK (10mL)YE iS4 - DUR/K IR B SN 08 + SRR 34
W - RRE TR AES - SRR ST EGNL)  HEBEERE
B AR A (B ES 2B - FRE=99 1 1~90 ¢ 10T » BRI A
(14.3mg) °

* 'H-NMR (400MHz, DMSO-de) 8: 1.25 (6H, s), 1.57 (6H, s), 2.41 3H,
$),3.57 (2H, d, ] = 5.5 Hz), 3.93 (3H, s), 4.94 (1H, t, J = 5.5 Hz), 6.47
(1H, s), 7.43 (1H, d, T = 8.7 Hz), 7.97 (1H, dd, J = 8.7, 2.1 Hz), 8.10
(1H, d, J = 2.1 Hz). MS (ESI"): 440 [M+H]".

[0549])
<E Wil 4-2~4-5>

RS ES — R R 202 B ET - KA 4-1 F8F 2 5%
5B H-2 BT E RS E Y TR R TR
4-2~4-5 o |

[0550) [ 97]
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HAEp | s HERE

Nap-sy
NNy 1H-NMR (400 MHz, CDCl3) 5: 1.17 (2H, dd, J = 7.3,
5.5 Hz), 1.75 (6H, s), 1.81 (2H, dd, J = 6.7, 4.9 Hz),
HO— 9 262 (3H, s), 2.89 (1H, t, J = 5.8 Hz), 3.35 (1H, 5),
}% 3.81 (2H. d, J = 5.5 Hz), 8.00-8.05 (2H, m), B.81 (1H,
F s).
4-2 g v MS (ESI*): 478 [M+H]*
N S, OH ‘
W =
1H-NMR (400 MHz, CDCls) 5: 1.43 (6H, s), 1.75 (6H,
2 s), 2.62 (3H, s), 3.37 (1H, t, J = 6.4 Hz), 3.55 (1H, s),
) r\’a 3.89 (2H, d, J = 6.7 Hz), 8.00 (1H, d, J = B.6 Hz),
HO e 8.06 (1H. d, J = 8.6 Hz), 8.71 (1H, d, J = 1.2 Hz).
4—3 MS (ESI*): 478 [M+H]*
s OH
N> I 1H-NMR (400 MHz, DMSO-de) 5: 1.09 (2H, dd, J =
7.1, 4.6 Hz), 1.43 (2H, dd, J = 7.1, 4.6 Hz), 1.59 (6H,
s), 2.42 (3H, ), 3.62 (2H, d, J = 5.8 Hz), 3.94 (3H,
0 s). 4.79 (1H. t. J = 6.8 Hz), 6.47 (1H, s), 7.42 (1H, d,
0 & J=8.7 Hz), 7.96 (1H, dd, J = 8.7, 2.3 Hz), 8.18 (1H,
d, J = 2.3 Hz).
4—4 bH MS (ESI*): 438 [M+H]*
N\ ) ]
N\ N~/
N OH 1H-NMR (400 MHz, DMSO-de) 5: 0.33-0.41 (2H, m),
0.45-0.62 (6H, m), 1.25 (6H, s), 1.29-1.38 (2K, m),
2.42 (3H, s), 3.56 (2H, d, J = 5.5 Hz), 3.93 (3H, s).
4.93 (1H, t, J = 6.1 Hz), 6.01 (1H, s), 7.43 (1H, d, J =
/\\</ 8.6 Hz), 7.98 (1H, dd, J = 8.6, 2.4 Hz), 8.17 (1H, d, J
’-O O/ [\ OH - 2.4 HZ -
4—5 MS (ESI*): 482 [M+H]*
[0551])

<2 53-1>
[0552]

] [t 100]

[0553) % B Wt B 1-41 Fr 31L& ¥ (199me) & 1% 1° H B2
(2.1mL) > JOA 2mol/L S EALKHER(0.640mL) - fk 50CHE# 2
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NEE o ROREE T EREH % - 0 AKQnL) - 1A Imol/L BES
(1.28mL) » W40 AK(6mL)E » BATHEE - RBE T 70C 2 -
B EIBE 1 77 (180.9mg) -
'H-NMR (400MHz, DMSO-d¢) 8: 1.50 (6H, s), 1.58 (6H, s), 2.41 (3H,
s), 3.89 (3H, s), 6.46 (1H, s), 7.41 (1H, d, J = 8.7 Hz), 8.00 (1H, dd, J
= 8.7, 2.3 Hz), 8.09 (1H, d, J = 2.3 Hz), 13.21 (1H, s). MS (ESI*): 454
[M+H]". |
[0554)]
<& FE | 53-2~53-3> |
BEREEY —RRE)ZAEY » RESEH 531 BEZH
kB E H3 B OTE  RBES Y FARFRE  BEANTS
Z 5] 53-2~53-3 o
[0555]) [5= 98]

BEY| | M HasldE

\r

N‘N OH

1H-NMR (400 MHz, DMSO-ds) 5: 0.33-0.41 (2H, m),
0.45-0.62 (6H, m), 1.29-1.38 (2H, m), 1.49 (6H, s),
2.42 (3H, s), 3.89 (3H, s), 6.00 (1H, s), 7.41 (1H, d,
| J'= 8.6 Hz), 8.00 (1H, dd, J = 8.8, 2.4 Hz), 8.16 (1H,
d, J = 2.4 Hz), 13.21 (1H, br s).

MS (ESI*): 506 [M+H]*

%EN\> < ><|
N
1H-NMR (400 MHz, DMSO-ds) &: 0.34-0.42 (2H, m),

-0 O’S\\ OH
53—2

0.46-0.62 (6H, m), 1.29-1.38 (2H, m), 1.54 (6H, s).
2.47 (3H, s), 3.95 (3H, d, J = 1.8 Hz), 6.04 (1H, s),
7.99 (1H, dd, J = 12.4, 2.1 Hz), 8.05-8.07 (1H, m),
13.41 (1H, br s).

53—3 MS (ESI*): 524 [M+H]*

[0556]
<E B 5>
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FEHHEZ —#&ILQb)ZEEY » RESEH] 53-1 HEZH
BB H3 FRIIE  BURBHEEFEZTEAETRIE > BHEUTE
RS -

[0557] [5% 99]

ol | s R
s OH

S+

'H-NMR (400 MHz, DMSO-ds) 5: 1.56 (6H, s), 1.60

o ‘?é (BH, s), 2.54 (3H, s), 6.57 (1H, br), 8.13 (1H, d, J =
5’\"6 8.3 Hz), 8.23 (1H, d, J = 8.3 Hz), 8.64 (1H, s), 13.49
HO - (1H, br).
5 Fe MS (ESI*): 492 [M+H]*
[0558]
<EHfl 6-1>
[0559]
[1E 101]
N. S _ OH
il
ST
L
—0
(0]
HaoN

[0560] #2241 53-1 A& %(50.0me) A fEF N,N-_H
(. ImL) 1A N,N-— 8 P Z 5 #(0.0576mL) ~ 1-[#(—
Rl Bk )om R AL ]-1H-1,2,3- =M [4,5-b] I I 85 -3- (L 7N %55 B2 B
(HATU)(62.9mg)~ &AL #% (8.8mg) R = JRIBHE 7.5 NF 12 - E 15.5
INEy o BEBEFR 0 TDAK(OmL) - #85 1/NFRETIEE > 7
TR S0CHZEE - BEIEE(LEY(42.9mg) -

'H-NMR (400MHz, DMSO-dg) 5: 1.48 (6H, s), 1.58 (61, 5), 2.41 (3H,

s), 3.89 (3H, s), 6.46 (1H, s), 7.33 (1H, s), 7.41 (1H, d, J = 9.0 Hz),
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7.44 (1H, s), 7.99 (1H, dd, T = 9.0, 2.4 Hz), 8.05 (1H, d, T = 2.4 Hz).
MS (ESI*): 453 [M+H]".
[0561)
B H 6-2~6-4>
EHEE —KRACHZ/ILEY  REETH 6-1 AR 2 J77% -
SR HAFRITE NIRBEEZ T EAETRIE B2 U TERES
6-2~6-4 o

[0562] [£ 100]

RG] s BEs
S OH -

\ N‘N>—i__

H-NMR (400 MHz, CDCl) &: 1.68 (6H, s), 1.72

(6H, s), 2.57 (3H, s), 4.66 (1H, s), 6.60 (1H, s), 6.97
% (1H, s), 7.94 (1H, d, J = 8.0 Hz), 8.04 (1H, d, J =
HoN 8.0 Hz), 8.53 (1H, d, J = 1.8 Hz).
6—2 MS (ESI*): 481 [M+H]*
N‘N OH

1H-NMR (400 MHz, DMSO-ds) &: 0.34-0.41 (2H, m),
0.45-0.62 (6H, m), 1.30-1.38 (2H, m), 1.47 (6H, s),

| 2.42 (3H, s), 3.89 (3H, s5), 6.00 (1H, ), 7.32 (1H, s),
o ,S‘ NH 7.41 (1H, d, J = 8.1 Hz), 7.45 (1H, s), 8.00 (1H, dd,
- 0} 2 J=09.1,2.1Hz), 8.12 (1H, d, J = 2.1 Hz).
6—3 MS (ESI*): 605 [M+H]*
\ - > I ﬂ
N-N" o

. 1H-NMR (400 MHz, DMSO-ds) &: 0.35-0.42 (2H, m),
0.47-0.61 (6H, m), 1.30-1.39 (2H, m), 1.52 (6H, s),
3 o8 NH 2.46 (3H, s), 3.96 (3H, d, J = 2.4 Hz), 6.02 (1H, s),
—0 o™y 2 |7.42 (1H, s), 7.52 (1H, s), 7.95-8.01 (2H, m).
6—4 o) MS (ESI*): 523 [M+H]*

[0563])
<BHH 7-1>
[0564])

[fE 102]
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”*I’S)—’—OH
V/,
N\ N~y

0

-0 o”)<
W

N

[0565)] MEBET » BEHH 6-1 /a5 (G3. Ime)iF
A Z & H OBE (0.750mL) 0 A Mk BE (0.0302mL) ~ = % EE BR BT
(0.0315mL) » {RZEJIHE 7 /N 30 iR - FE 15 /Mg - TIAZ

S FFE(0.750mL) » $BHEE 1 /NEF 30 5388 o JOAMENRE(0.0302mL) ~ =

SEEEBEET(0.0315mL) > A2 MK 5 /NS 30 4% IR E 17 /NG -
BB 3 /NEE% > DA SRR B €80 7KA R (SmL) f /K (10mL) »
R ZEQSm)ZEE - SEEREHEEMREK(mL)ZFR > B
KL SHE R - WA BY - REETHEREHER  HERZ&
FYE(4mL) » FEHYBELERAEGFERIE - HE=99 : 1~90 : 10)
ETEN  FEREE/LEESY(14.4mg) -
'H-NMR (400MHz, DMSO-d) 8: 1.58 (6H, s), 1.70 (6H, s), 2.43 (3H,
s), 3.97 (3H, s), 6.47 (1H, s), 7.54 (1H, d, J = 9.0 Hz), 8.12 (1H, dd, J
=9.0, 2.3 Hz), 8.21 (1H, d, J =2.3 Hz). MS (ESI"): 435 [M+H]".

[0566)
<E il 7-2>

EREEZ —H&AQe)Z{EY RBEEHE 7-1 A Z 774
S BE H-5 FimR % SRBHEZ INEETNIE  BEUTEHHA
7-2 o

[0567] [ 101]
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BeeH] | Mk BB

N~

N OH
1H-NMR (400 MHz, DMSO-ds) 5: 0.33-0.41 (2H, m),
0.45-0.62 (6H, m), 1.30-1,38 (2H, m), 1.70 (6H. s).
2.44 (3H, s), 3.97 (3H, s), 6.00 (1H, §), 7.55 (1H, d,
S J'=8.5 Hz), 8.12 (1H, dd, J = 9.1, 2.4 Hz), B.28 (1H,
3 A d, J = 2.4 Hz).

0’y CN MS (ESI*): 487 [M+H}*

[0568])
<&l 8-1>
[0569])

[{b 103]

N s OH
)

\ N‘N

5)(

—NH

[0570) #2244 53-1 Fi 5L & Y1(26.0mg)/5 B H N,N-— H
EHERRZ(0.3mL) - SRIINN-"RFEZER(0.0146mL) ~ 1-[E (=
B A A ) o A ]-1H-1,2,3-= Uﬂé[4,5-b]Uttﬂﬁﬁé‘%-}%mﬁ‘%ﬁmfﬁﬁﬁ
(HATU)(23.2mg » 0.0688mmol) 5z BF B fF# (2.0mol/L U & kI35 7K -
0.0573mL) » MZERIEH | /NF - FRIERZ BERBEE 453
BREEWEBELBITEA@R I - FE=20: )ETHN > 52)E
B 1L &%(15.6mg) °
'"H-NMR (400 MHz, CDCls) 8: 1.60 (6H, s), 1.73 (6H, s), 2.50 (3H, s),
2.60 (1H, s), 2.91 (3H, d, ] = 4.8 Hz), 3.94 (3H, s), 7.01 (1H, d, J = 4.3
Hz), 7.13 (1H, d, J = 9.1 Hz), 7.91 (1H, dd, J = 9.1, 2.1 Hz), 8.26 (1H,

d, J=2.1 Hz). MS (ESI"): 467 [M+H]".
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[0571]
<& Hi Bl 8-2~8-4>

FREE —RAQCHZ/IEY  REEHS 8-1 HEZ 774 -
R H-6 i 504 - SURIBREZ TAETRIE TR LT EH Gl
8-2~8-4 o

[0572] [ 102]

gl | & Bk

1H-NMR (400 MHz, CDCls) 8: 1.72 (6H, s), 1.73

d ,,s"° (6H, s), 2.50 (3H, s), 2.64 (1H, s), 2.94-3.47 (6H, .
-0 g )ggo m), 3.92 (3H, s), 7.10 (1H, d, J = 8.8 Hz), 7.89 (1H,
dd, J = 8.8, 2.0 Hz), 8.23 (1H, d, J = 2.0 Hz)
B—2 —N_ MS (ESI*): 481 [M+H]*
Nﬁ/s
\ N2
N-N OH

1H-NMR (400 MHz, DMSO-ds) 5: 0.34-0.41 (2H, m),

0.46-0.62 (6H, m), 1.02 (6H, s), 1.29-1.37 (2H, m),

1.51 (6H, s), 2.42 (3H, s), 3.08 (2H, d, J = 5.4 Hz),

u 3.90 (3H. s), 4.57 (1H, s), 6.00 (1H, s), 7.43 (1H, d,
d s N OH|J=85Hz),7.48 (1H,, J = 5.8 Hz), 8.01 (1H, dd, J

—0 oY \/% = 8.5, 2.4 Hz), B.14 (1H, d, J = 2.4 Hz).

o

8—3 MS (ESI*): 577 [M+H}*
Nx S ]
N\ N‘N/
OH 1H-NMR (400 MHz, DMSO-ds) 5: 0.34-0.41 (2H, m),
0.46-0.61 (6H, m), 1.30-1.38 (2H, m), 1.49 (6H, s),
. 2.42 (3H, s), 2.60 (3H, d, J = 4.8 Hz), 3.88 (3H, s),
o 5.99 (1H, s), 7.41 (1H, d, J = 9.1 Hz), 7.88 (1H, q, J
4 & N = 4.4 Hz), 8.00 (1H, dd, J = 8.5, 2.4 Hz), 8.09 (1H,
—Y 0"} N d, J = 2.4 Hz).
8—4 o] MS (ESI*): 519 [M+H]*
[0573])

<&%Ef] 54-1>
[0574])

[{E 104]
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SOH

S+
2

HNQ'%F :

[0575]1 MEHEHF] 2-36 FTE(EE(26.9mg)Z — & H fZ(1mL)
B MK OCAII=ABEERL(0.5mL) » X 0C |+ 1 /I - Wk =0R
R 1 NG - TR Y RS R IR IA T - R0 B RIBE RS SR K
K FEST-FEEA0: 1)ETERN - BAERE A ERBESER - K
BRERBYBERRBITA@ERZEE  FE=9: DETEE > S5
AL &% (12.9mg) -
'H-NMR (400 MHz, CDCl;) &: 1.77 (6H, s), 2.62 (3H, s), 3.80 (2H, t,
] = 8.9 Hz), 4.20 (2H, dd, J = 9.2, 6.7 Hz), 4.49-4.57 (1H, m), 8.00
(1H, d, J = 8.6 Hz), 8.09 (1H, d, J = 8.6 Hz), 8.76 (1H, d, J = 1.2 Hz).
MS (ESI*): 461 [M+H]*.

[0576)
<BE ] 54-2~54-3>

EREE —KRAC)ZEEY - RELFF] 54-1 HEZH
E- TR FRITE  SRBEEZ HEETRE  BFUTS
5| 54-2~54-3 o

[0577]) [ 103]
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BE #E s
Nep-S. OH
W 'H-NMR (400 MHz, DMSO-ds) &: 1.59 (EH, s),
2.42 (3H, s), 3.86 (2H, t, J = 8.4 Hz), 3.95-4.02
(5H, m), 4.65-4.74 (1H, m), 6.48 (1H, s), 7.47 (1H,
N d, J = 8.7 Hz), 8.02 (1H, dd, J = 8.7, 2.4 Hz), 8.19
—° I (1H, d, J = 2.4 Hz).
54—2 NH MS (ESI*): 423 [M+H]*
Nx S
T
"N OH. |'H-NMR (400 MHz, CDCls) &: 0.48-0.54 (2H, m),
0.59-0.71 (6H, m), 1.34-1.41 (2H, m), 2.53 (3H,
s), 2.56 (1H, s), 3.77 (2H, t, J = 8.5 Hz), 3.81-3.84
(1H, m), 4.02 (3H, s), 4.16-4.20 (2H, m), 4.61-
/CNH 4.68 (1H, m), 7.15 (1H, d, J = 8.7 Hz), 7.91 (1H,
0 o"‘ dd, J = 8.7, 2.3 Hz), 8.41 (1H, d, J = 2.3 Hz).
54—3 MS (ESI*): 475 [M+H]*
[0578]
<EHEf 9-1>
[0579]
[{E 105]
s OH

N: l
.,s—NO( 2

F

F

(05801 A&EH 54-1 FiiR L& (44.6mg) Rk NN-—ERFE
ZE R (0.0329mL)  Z & BB (ImL)BE R+ > K 0°CRhn B s ik &
(0.00750mL) » fREBIERE 1 /INBF - 4 0°C B S FEMR A0 2mol/L B
BESH/KIB R G5 -FEE(10: 1) » #|BFF 5 08 - BENFMEELEZAA
Y SEEELEEY(28.8mg) -
'H-NMR (400 MHz, DMSO-d¢) 8: 1.61 (6H, s), 2.54 (3H, s), 3.08 (3H,
s), 4.18-4.25 (4H, m), 4.62-4.69 (1H, m), 6.55 (1H, s), 8.20 (1H, d, ] =

9.2 Hz), 8.25 (1H, d, J = 9.2 Hz). 8.74 (1H, d, J = 1.8 Hz). MS
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(ESTH) :

539[M+H]".

[0581)
<E Wi Bl 9-2~9-3>

FEHYEEZ —KRACm)Z/ILEY » REBHS 9-1 HEZH
BB 3 R A  BRBHEEZHEETRE  BEMUTE
Wit 9-2~9-3 o

[0582] [ 104]

x|

%i%

HasRdn

sOH

Tt

l,
\

1H-NMR (400 MHz, DMSO-ds) &: 1.58 (6H, s),
2.42 (3H, s), 3.07 (3H, s), 3.99 (3H, s), 4.13-

4.21 (4H, m), 4.61-4.70 (1H, m), 6.47 (1H, s),
7.48 (1H, d, J = 8.7 Hz), 8.03 (1H, dd, J = 8.7,
2.3 Hz), 8.22 (1H, d, J = 2.3 Hz).

9—2 MS (ESI*): 501 [M+H]*
\I’
NNy OH | *H-NMR (400 MHz, CDCls) 5: 0.48-0.54 (2H, m),
0.59-0.71 (6H, m), 1.34-1.41 (2H, m), 2.54 (3H.
O [5).2.98 (3H,5), 4.04 (3H,5), 4.23 (2H, 1, J = 8.2
1,0 |Hz), 4.34 (2H, dd, J = 9. a 6 1 Hz), 4.43-4.50
,CN < | (1H, m), 7.18 (1H, d, J = 8 Hz), 7.04 (1H, dd, J
3 A = 8.8, 2.3 Hz), 8.44 (1H, d, J = 2.3 Hz).
9—3 00 MS (ESI*): 553 [M+H]*
[0583])
<EFl 10-1>
[0584])
[1E 106]
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RS HH 54-1 i EEmETiml) R NN-ZREEZHRE
(0.0329mL) 7 = § F J5% (0.8mL) % 3% > K 0 C 7 il B Bk B
(0.00920mL) » k% BBERE 1 /NS o B BRI I 2mol/L A 17K
R FER B0 0 BT - 67 HE 2 I R B R B
Yo s R R IR R B AT A (R 20 ¢ FE=20 1 IEFTHERL > 15
S {ERE (L & #(30.5mg) -

'H-NMR (400 MHz, CDCl;) 8: 1.75 (3H, s), 1.79 (3H, s), 1.93 (3H, ¥),
2.61 (3H, d, J = 1.2 Hz), 3.81 (1H, s), 4.08-4.13 (1H, m), 4.28-4.33
(1H, m), 4.40-4.47 (2H, m), 4.67-4.70 (1H, m), 8.01 (2H, s), 8.85 (1H,
s). MS (EST"): 503 [M+H]".

[0585] :
<EEHEH] 10-2~10-3>

MRS EY —BRCm)ZEEY  REEHES 10-1 HEZH
W BER 14 BRI C URBES Y EETRE > BEUTHE
HEH] 10-2~10-3

[0586] [ 105]
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HHEpl | #iE i e

TH-NMR (400 MHz, CDCls) &: 1.75 (6H, s), 1.80 (3H,

0 §), 2.52 (3H, s), 2.75 (1H, s), 4.04 (3H, s), 4.13-4.17
4 X (1H, m), 4.31-4.37 (2H, m), 4.42-4.48 (1H, m), 4.58-
b 4.61 (1H, m), 7.18 (1H, d, J = 8.5 Hz), 7.93 (1H, dd,
N_o J=8.5,2.4 Hz), 8.40 (1H, d, J = 2.4 Hz).
10—-2 7’ MS (ESI*): 465 [M+H]*

N~N" OH4  |H-NMR (400 MHz, CDCb) 5: 0.49-0.54 (2H, m)
0.59-0.70 (6H, m), 1.33-1.40 (2H, m), 1.90 (3H, §),
O | 2.40 (1H, 5), 2.54 (3H, s), 4.04 (3H, s), 4.12-4.18
(1H, m), 4.32-4.37 (2H, m), 4.42-4.49 (1H, m), 4.58-
,CNJ{ | 4.61 (18, m), 7.18 (1H, d, J = B.6 Hz), 7.93 (1H, dd,
3 A J = 8.6, 2.4 Hz), 8.45 (1H, d, J = 2.4 Hz).
O o MS (ESI*): 517 [M+H]*

10—3

[0587]
<EHH 11>
[0588]
[1E 107]

s OH

ot
2
e
3

[0589) J 2 % ] 54-1 Fi 34L& 4 (20.0mg) 2 = 4 7 ks
(0.8mL)Z I » 4k 0°CH I EHEEFE = B A 59 52.(10.0mg) » {238
B2.5 K o B R RERURIIK (ImL) » JEELFR A Y R A > B 5
FERE (L & #9(16.3mg) -
'H-NMR (400 MIz, CDCl;) 8: 1.62 (6H, s), 2.55 (3H, s), 4.04-4.05
(4H, m), 4.50-4.57 (1H, m), 6.08 (2H, s), 6.54 (1H, s), 8.20 (1H, d, J =

9.1 Hz), 8.26 (1H, d, J = 9.1 Hz), 8.71 (1H, d, ] = 1.8 Hz). MS (ESI*):
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504 [M+H]".
[0590]

<Ehpl 12-1>
[0591]
[{E 108]

‘R
Ty
¢
[0592] &= f] 54-1 BB L&Y (25.2me) X — & HF Jiz
(0.27mL) jz B2 (0.27mL)ARH » K 0OCR/RIIFEKBEET% »
0.00670mL) Kk S b= ZER S EM 7 (17.4mg) » PRZRIBHE 1.5 /INEF
HWRERRMENRB SN KER  F_EFIREN - BEHE
BEBEBER  REERBHYBELENAMRIRETER
BEEELEY(153mg) - |
'H-NMR (400 MHz, CDCls) &: 1.78 (6H, s), 2.38 (3H, 5), 2.62 (3H, s),
2.87 (1H, s), 3.56-3.63 (4H, m), 4.25-4.32 (1H, m), 7.99 (1H, d, J =
8.6 Hz), 8.07 (1H, d, J = 8.6 Hz), 8.75 (1H, d, J = 1.8 Hz). MS (ESI*):
475 [M+H]".
[0593)
<E Bl 12-2>
ERHE —KACm)ZEY » REEHEF 12-1 HEZH
&~ BB I-6 FiRJTiA  BURBEREEZTEETRIE - BEIUTE
HEB] 12-2 -
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[0594) [% 106]

Hiif | #is WERgS

1H-NMR (400 MHz, CDCls) &: 1.78 (6H,
N> | §), 2.62 (3H, s), 2.70 (2H, t, J = 5.1 Hz),

3.55 (2H, t, J = 5.1 Hz), 3.67 (4H, dt, J =

‘R 18.4, 7.9 Hz), 4.31-4.39 (1H, m), 8.00
HO’\,NQ'% (1H, d, J = 8.2 Hz), 8.06 (1H, d, J = 8.2
. Hz), 8.79 (1H, d, J = 1.8 Hz).
12—2 | F e MS (ESI*): 505 [M+H]*
[0595])
<ERHl 13>
[0596])
[1E 109]
Ys OH
Y-N-\f
L0
-0 o 2:

[0597) P E B 2-68 FrE1b& ¥ (138me) 2 N B (4mL) 3%
A MR 0C AR 3mol/L BEEE(2mL) » RERBE TR ERIBHE 5 /I -
BN ERRINeE A EE SN KA FBEG-FEE0: 1)EITIEE -
BEBRBREER  SREEHVESRBNE®REZE: B
=20 @ DETHE - SEEE{EEY(126mg) -
'H-NMR (400 MHz, CDCl;) 8: 1.74 (6H, s), 2.12-2.23 (2H, m),
2.28-2.41 (4H, m), 2.45 (1H, s), 2.52 (3H, s), 2.60-2.68 (2H, m),
3.83-3.91 (1H, m), 4.07 (3H, s), 7.20 (1H, d, J = 8.8 Hz), 7.94 (1H, dd,
] =8.8,2.4 Hz), 8.36 (1H, d, J = 2.4 Hz). MS (ESI*): 464 [M+H]".

[0598) (

<5 % fjf 55>
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[0599]
[1E 110]

Br

~o

0=§=0

O

HO

[0600] 2= 4] 35 FiS{EE Y (123mg) 2 HF & - 70 &, 0k 1F
(1:1>42mL)ERF » 1 0OCHRIMAE(E$7(15.9mg » 0.420mmol) >
RERETIREERME 30 08 - 3R ERRINERKE S HKE
RN > R LB - B ERE AR > BERE
WEBEEENEZ@ERZBE)ETEN S EELEY(128mg) -
'"H-NMR (400 MHz, CDCl;) &: 1.73-1.82 (1H, m), 1.91-1.98 (2H, m),
2.16-2.23 (3H, m), 2.87-2.92 (1H, m), 3.97 (3H, s), 4.09-4.19 (1H, m),
4.33 (14, s), 6.96 (1H, d, ] = 9.1 Hz), 7.68-7.71 (1H, m), 8.08-8.09
(1H, m). MS (ESI"): 335 [M+H] ™.

[0601)
<E il 14>

EREEZ —KRAQCHZEEY » IRESEH 55 HEZH% -
FERI-2PFRGTE  BIRBEREEZ TAETRIE - RIEXNWHE KR
Y ZREMBEI LT BRG] 14 -

[0602]) [ 107]
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Gl | s B
g OH
\IN
TERY
0 TH-NMR (400 MHz, CDCls) &: 1.24- 2 14 (14H, m), 2.54
4 ,,s” (3H, s), 2.66 (1H, s), 3.39-3.47 (1H, m), 3.62-3.69 (1H,
-~ 0 Q m), 4.07 (3H, s), 7.20 (1H, d, J = 8.8 Hz), 7.83 (1H,
dd, J = 8.8, 2.1 Hz), 8.25 (1H, d, J = 2.1 Hz).
14 OH MS (ESI*): 466 [M+H]*
[0603]
<@ % 56>
[0604]
[1b 111]
Br
o
0=5=0
Ho@

[0605) A &EH] 55 FrB & (78.7Tmg) ~ 4-H X H K
(47.1mg) ~ =R ERBE(92.5mg) Z MG ERFE(1.2mL)E K » ik 0°CIRID
BE = EWEE(0.0694mL) - FEIBE TR ERIBEE 3 N -
BEERZ BEREBER  BREEXEHDYEBELBTEZCK | B
B ZB5=1: DETHEE BREREARENR FEQ.4ml) - K IER
REE RN EE $9(97.3mg) » MRERIBHE 16 /NEF - W R B R OB
BB BAWELETEE BRERZAERBER  KEREE
MY BEEENMA@ERBZE)ETER  SEEE L&Y (63 4mg) -
'H-NMR (400 MHz, CDCl;) &: 1.43 (1H, s), 1.71-1.77 (1H, m),
1.90-2.05 (2H, m), 2.09-2.15 (2H, m), 2.19-2.26 (1H, m), 3.97 (3H, s),

4.24:4.32 (1H, m), 4.54 (1H, s), 6.94 (1H, d, J = 8.6 Hz), 7.68 (1H, dd,
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J = 8.6, 2.4 Hz), 8.06 (1H, d, ] = 2.4 Hz). MS (CI'): 335 [M+H]".
[0606])

<5 f 57>
[0607)

[k 112]

E OH

-, ”o

0’12 f

Br

[0608] W&EH] 35 FrB L&¥(72.0mg)Z IO ERHE (2. 2mL) &
W M O°CARDIIRAL B AR $%(0.98mol/L VIS IKIRIAN » 0.331mL) »
SEE TR OCHEF 20 08 - IKRERERE 17 /N - WK IERRNEE
MEALE/KBER - FBEK B - AERE ZSHERBER - BB
BERBEYBERENAGEER LB ETRE FEIRE(ESY(.9mg)-
'"H-NMR (400 MHz, CDCls) §: 1.37 (3H, s), 1.61-1.69 (1H, m),
1.92-2.05 (3H, m), 2.17-2.31 (2H, m), 3.27 (1H, s), 3.97 (3H, s),
4.17-4.25 (1H, m), 6.95 (1H, d, ] = 8.8 Hz), 7.70 (1H, dd, J = 8.8, 2.4
Hz), 8.10 (1H, d, J = 2.4 Hz).

[0609])
<EHHl 15-1~15-2>

ERANEZ —KRACHZIEEY » RRE2F 6 57T HEZJ77%
B I-4FmRTTE - BRBHEHEZTAETKIE SR TERKE
15-1~15-2 -

[0610] [% 108]
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EHep Bz HEsEE
N s OH
a4
N~N
TH-NMR (400 MHz, CDCla) &: 1.24 (3H, s), 1.39-1.46
W) (2H, m), 1.74 (6H, s), 1.78-1.87 (4H, m), 1.96-2.06
_0 O"S (2H, m), 2.51 (4H, s), 3.35-3.44 (1H, m), 4.03 (3H,

s), 7.16 (1H, d, J = 8.7 Hz), 7.91 (1H, dd, J = 8.7, 2.0
ey Hz), 8.33 (1H, d, J = 2.0 Hz).
16—1 OH MS (ESI*): 480 [M+H]*

H-NMR (400 MHz, CDCla) &: 1.29 (3H, s), 1.31 (1H,
s), 1.46-1.53 (2H, m), 1.74 (6H, s), 1.78-1.91 (4H,
0 m), 1.99-2.04 (2H, m), 2.45 (1H, s), 2.52 (3H, s),
0 3.46-3.53 (1H, m), 4.03 (3H, s), 7.17 (1H, d, J = B.8
Q Hz), 7.92 (1H, dd, J = B.8, 2.4 Hz), 8.31 (1H, d, J =
/ 2.4 Hz).

15—2 n MS (ESI*): 480 [M+H]*

[0611])

<E B 16>

[0612]
[k 113]
Na—S OH
S
0

[0613] 1A &% ] 52-6 FiBiL& % (44.1mg) 2 — & H iz
(0.8mL)/F R » 4 0°CIRNI = A BES I (0.4mL) F % F B% (0.0437mL) >
PEEE TREBENE 0.5 /NS - BRIER S SERESER B3
BAREHWBERRITAMER 2 © FEE=20: )ETHEY > S3E
AL EY(30.9mg) -

'H-NMR (400 MHz, CDCl;) : 1.44 (6H, s), 1.69 (6H, s), 2.48 (3H, s),

3.61 (2H, s), 7.12 (1H, d, J = 8.5 Hz), 7.78 (1H, dd, J = 8.5, 2.4 Hz),
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8.17 (1H, d, J = 2.4 Hz). MS (ESI"): 426 [M+H]".

[0614]
<ERpl 17>
[0615]
[1L 114]
Naw—S OH
e d

9
S
HO7C %
OH

[0616) &% Bl 52-5 FIBEEWG3.Tmg) 2 — & F Iz
(1.2mL)AHR > RKATRNEIEZET ZEEA.0mol/L TIEAER
0.494mL) » RERIE TR E BB 2 /NF - HEERPR KA TR
10% B A /KBRILBHE > & FEJ0: DETERN - #F
BMEZASERBRER EEREBAYBERERNEAMERZE) K
EREMEJRBEEEANRT -SB -RBEZ—¥5(7.3mg) 2 H
2 (0.2mL) Fr — & f2 (0.4mL) 5 A H ik 0°C 7 ho U & 7 B &
(0.63mg) » RERFE TIREREBEH 7 /NF - BHLERMK 0°CIHRINEE
MBSO /KIER » FBED - FEE00: DEFTER - BEHEZ B
LERBER  SERERAVBERENA@ERIB ETER &
FEELEY(G.2mg) -

'H-NMR (400 MHz, CDCl5) &: 1.49 (6H, s), 1.75 (6H, s), 2.57 (3H, s),
2.77 (1H, s), 3.02-3.07 (1H, m), 3.52 (2H, s), 3.61 (1H, s), 5.01 (2H, d,
J = 6.1 Hz), 7.67 (1H, d, ] = 8.1 Hz), 7.96 (1H, dd, J = 8.1, 2.0 Hz),

8.51 (1H, d, J = 2.0 Hz).MS (ESI"): 440 [M+H]".
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[0617])
<EHEH 18-1>

[0618]

[1 115]

OH

NS
31@——&0
0
S,

=0 o™wn

O

HO

[0619) A E MBI 1-22 Fi 81L& ¥ (44.7mg) 2 VU &, Bk 15

(0.3mL) & Z B (0.3mL) % & 1 » 1A & &AL 5 7K % 3% (2.0mol/L »
0.3mL) - REIRFT TR SOTHEE 1| /NEF o K FE IR 2 375 450 6% R 6
bR o K OCH AR 10%Me 5 e 7K 287 - I B P 4 ok 2 [ B 3t A
KAEF  BEIEBELESY(G3.2mg) -
'H-NMR (400 MHz, DMSO-ds) &: 1.27-1.35 (4H, m), 1.51-1.61 (4H,
m), 1.65 (6H, s), 2.42 (34, s), 3.04 (1H, br), 3.58 (1H, br), 3.96 (3H,
s), 4.31 (1H, br), 7.29 (1H, d, J = 7.3 Hz), 7.37 (1H, d, J = 9.1 Hz),
7.90 (1H, dd, J = 8.8, 2.1 Hz), 8.14 (1H, d, J = 2.4 Hz). MS (ESI"):
509 [M+H] "

[0620]
<E W5 18-2>

FERABNEZ -RRNAHZILEY  REFEKEE 18-1 HEZH
B BB X-VPBURTE RIRBEHEZ FAETEE  S3UTHE
I ] 18-2 -
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[0621) [ 109]

S EEnE
Nx S OH
NS /S,,O 1H-NMR (400 MHz, DMSO-ds) &: 1.30-1.37 (4H, m),
—0 o wp 1.50-1.60 (4H, m), 1.63 (6H, s), 2.43 (3H, s), 3.12 (1H,
o br), 3.60 (1H, br), 4.06 (3H, s), 4.31-4.34 (1H, m), 7.70
O (1H, d, J = 7.3 Hz), 8.47 (1H, d, J = 2.4 Hz), B.70 (1H, d,
\ J = 2.4 Hz). | , .
) 18—2 HO - MS (ESI*): 510 [M+H]* *
[0622])
B Al 19>
[0623]
[{& 116]

\ N‘N> ( -

[0624] KBRS 18-1 FrBbEY(19.2mg)F > N,N-_H
EFEEF(0.2mL) » fk 0°CHRAI NN-ZERFEZEE(0.00950ml) »
[~ BB 2 B ) BT 2] 1H-1,2 3-5u@[zx,s-b]uttuﬁ%-z-é—zwmﬁ
2% I By (HATU)(17.2mg) Kz — B ZE i (2.0mol/L I £ Bk ﬂﬁ B
0.0283mL) > MREAERE 1 /INF - R ER 2 BEH BB - KB
BEAWEBESHBITE@EEREZEE  FEE=9: )BTRS S3EE
ILE#(6.5mg) -
'H-NMR (400 MHz, CDCls) &: 1.44-1.65 (9H, m), 1.73 (6H, s), 2.53
(3H, s), 2.83-3.02 (6H, m), 3_'.29 (1H, br), 3.82 (1H, br), 4.05 (3H, s),

4.94 (1H, d,J = 7.3 Hz), 7.15 (1H, d, J = 8.6 Hz), 7.83 (1H, dd, J = 8.9,
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2.1 Hz), 8.27 (1H, d, T = 1.8 Hz). MS (ESI"): 536 [M+H] .
[0625]

<EiEf 20-1>
[0626]

[fE 117]

N S CH
0
N\ Nepf

Pl

O

HO

[0627) #HEHH! 1-22 FrB &% (G0.2me)BE R & H %

(0.6mL) » fk 0OCMASRILZ2T &8a(1.0mol/L 2R AWK
0.282mL) » RERET » KEVEAEEHE 1 /N - BRERABINK
(0.5mL) » {RERIBFE 20 738 - B KRB RINIIE B £ B & K5 BR
o ETRERERE 30 o8 - FREREAYELETHEE  #
BRZBEBBEER BBEERYVBEERME@EERZE ©
B-10 1)ETIEA . BEEE(LAY (] 2mg) -
'H-NMR (400 MHz, CDCL,) &: 1.28 (1H, d, J = 2.4 Hz),1.47 (6H, s),
1.54-1.67 (8H, m), 2.31 (1H, t, J= 6.4 Hz), 2.52 (3H, s), 3.28(1H, br),
3.79-3.83 (3H, m), 4.05 (3H, s), 4.93(1H, d, J = 7.3 Hz), 7.14 (1H, d, J
= 8.5 Hz), 7.85 (1H, dd, J = 8.5, 2.4 Hz), 8.35 (1H, d, J = 1.8 Hz). MS
(EST"): 495 [M+H] ". |

[0628]
< Wi 20-2>
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EREEZ —RRADZLEY > REERE 20-1 HEZH
E B X3FTRAE C RIRBEEY FEETRIE  SEMTE
i B 20-2 - |

[0629] [ 110]

BHbl | W HesBE

Nx~S OH
\IN/ ‘
NS /s"° TH-NMR (400 MHz, CDCls) 5: 1.28 (1H, d, J = 3.0 Hz),
~0 \H 1.47 (6H, s), 1.54-1.68 (8H, m), 2.07-2.11 (1H, m), 2.53
R (3H, s), 3.29 (1H; br), 3.80 (2H, d, J = 6.1 Hz), 3.84
O (1H, br), 4.17 (3H, s), 4.97 (1H, d, J = 7.9 Hz), 8.61
\ (1H, d, J = 2.4 Hz), 8.67 (1H, d, J = 2.4 Hz).
20—2 HO MS (ESI*): 496 [M+H]*
[0630])
<3 ] 58>
[0631)
[ME 118]
\0
Q N‘N
/—OHSAT:

[0632] % 1-8-1-4-HEEEFEER)HIE-2-0(7.120) 2 Z &
Z B (60mL)ER - fk 0°CARM S-BEE-1,3,4-18 — W -2-38 B¢ 2 B
(5.07g) » REIRE TREATEH 1 /NG > MRAER 15 D - R
ER<SAEZ R  IBERABEY  RIIEMRE SN KO8 K » #5
KZ pHFEER 10 - R ZERE - FHRE 2 55 B -
REROYBEREMACHK "B IE=2: DETHEH - &3
BREILEY(965mg) -
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'H-NMR (400 MHz, CDCl;) 8: 1.45 (3H, t, J = 7.1 Hz), 2.52 (3H, s),
3.87 (3H, s), 4.51 (2H, q, ] = 7.1 Hz), 7.04 (2H, d, J = 8.5 Hz), 7.61
(2H, d, J = 8.5 Hz). MS (ESI"): 318 [M+H]".

[0633]
<%l 59-1>

[0634)

[1E 119]

N O...OH
0 o M

/
4-NH
N
o]
o} -
Y
s

o] S N

(06351 $ &% 0] 58 Fie(ha ¥ (965me) — & ik (15mL)
R Hc-10°C T T ARBR R (SmL) » 1A LB B S A 1 /NS
0 R T B koK (30mL) » R B 2 BRI - Y M R R
B I T A8 1 T OE (1.229) 7 — 0 5 (126me) 9 = & 5 5 25 R
(ImL) » U -3- (B 2 5 )38 T ok 1 - 8 B 0 62, Tm) e 6 4 7K
W (2.0mol/L » 1.0mL)Z BAY - fik 0CEAHT - MR ERIKE
S 17 /N - I T I K A A (B R 2 )
TR B SR AY(101mg) -
'H-NMR (400 MHz, CDCl3) &: 1.46 (3H, t, J = 7.3 Hz), 1.50-1.55 (2H,
m), 1.77 (1H, d, J = 6.1 Hz), 1.91-1.95 (1H, m), 2.35-2.42 (2H, m),
2.54 (3H, s), 2.98 (2H, t, J = 6.4 Hz), 4.05 (3H, s), 4.10-4.16 (1H, m),
4.52 (2H, q, ] = 7.3 Hz), 4.91 (1H, t, J = 6.1 Hz), 7.20 (1H, d, ] = 9.0

Hz), 7.94 (1H, dd, J = 9.0, 2.0 Hz), 8.16 (1H, d, J = 2.0 Hz). MS
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(ESTY): 481 [M+H] ™.

[0636]
<& 3 {5} 59-2~59-16>

EHEEL —RACHZ e » RESFH 59-1 HEZJT
SRR U3 BB U4 TR BB S Y ARG
BEI LT 2F fF] 59-2~59-16 -
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[0637]) [3 111]

(AL S

W
ot
=

59—2

H-NMR (400 MHz, CDCls) b: 1.46 (3H, t,
J = 7.2 Hz), 2.55 (3H, s), 3.11-3.18 (1H,
m), 3.28 (2H, t, J = 8.7 Hz), 4.08 (3H, ),
4.33 (2H, t, J = 5.8 Hz), 4.52 (2H, q, J =
7.2 Hz), 4.74 (2H, dd, J = 7.6, 6.4 Hz),
6.06 (1H, t, J = 6.4 Hz), 7.21 (1H, d, J =
8.8 Hz), 7.97 (1H, dd, J = 8.8, 2.1 Hz),
8.19 (1H,d, J = 2.1 Hz).

MS (ESI*): 467 [M+H]*

H-NMR (400 MHz, CDCls) 5: 1.46 (3H, t,
J = 7.2 Hz), 1.83-2.05 (4H, m), 2.28-2.34
(1H, m), 2.54 (3H, s), 3.58 (2H, dd, J =
6.7, 5.4 Hz), 3.88-3.96 (1H, m), 4.07 (3H,
8), 4.52 (2H, q, J = 7.2 Hz), 5.08 (1H, d, J
= 8.5 Hz), 7.18 (1H, d, J = 8.8 Hz), 7.93
(1H, dd, J = 8.8, 2.4 Hz), 8.15 (1H, d, J =
2.4 Hz).

MS (ESI*): 481 [M+H]*

58—3

59—4

wOH

'H-NMR (400 MHz, CDCls) 5: 1.46 (3H, t,
J=7.0Hz), 1.72 (1H, d, J = 5.4 Hz),
1.98-2.11 (4H, m), 2.32-2.38 (1H, m),
2.55(3H, s), 2.97 (2H, dd, J = 7.5, 6.4
Hz), 4.05 (3H, s), 4.34-4.39 (1H, m), 4.52
(2H, g, J = 7.0 Hz), 4.90 (1H, t, J = 6.1
Hz), 7.20 (1H, d, J = 8.7 Hz), 7.96 (1H,
dd, J=8.7,2.3 Hz), 8.16 (1H,d, J =2.3
Hz).

MS (ESI*): 481 [M+H]*

59—5

TH-NMR (400 MHz, CDCs) 5: 1.26 (6H,
s), 1.46 (3H, t, J = 7.2 Hz), 1.63 (1H, ),
2.55 (3H, s), 2.84 (2H, d, J = 6.7 Hz),
4.05 (3H, s), 4.52 (2H, g, J = 7.2 Hz),
8.392(1H,t, J=6.7 Hz), 7.20(1H, d, J =
8.8 Hz), 7.98 (1H, dd, J = 8.8, 2.4 Hz),
8.16 (1H, d, J = 2.4 Hz).

MS (ESI*): 468 [M+H]*

59—6

TH-NMR (400 MHz, CDCls) &: 1.46 (3H, 1,
J=7.2 Hz), 1.74 (1H, d, J = 3.6 Hz),
2.14-2.25 (4H, m), 2.54 (3H, s), 3.93-3.98
(1H, m), 4.06 (3H, s), 4.45-4.47 (1H, m),
4.52 (2H, q, J = 7.2 Hz), 5.02 (1H, d, J =
8.1 Hz), 7.18 (1H, d, J = 8.5 Hz), 7.94
(1H, dd, J = B.5, 2.4 Hz), 8.15 (1H, d, J =
2.4 Hz).

MS (ESI*): 467 [M+H]*

59—7

TH-NMR (400 MHz, CDCl) &: 1.31 {1H, 1,
J = 5.5 Hz), 1.46 (3H, t, J = 7.3 Hz), 1.58-
1.66 (2H, m), 2.02-2.12 (1H, m), 2.17-
2.24 (2H, m), 2.54 (3H, s), 3.52 (2H, 1, J =
4.8 Hz), 3.69-3.77 (1H, m), 4.07 (3H, s),
4.52 (2H,q, J = 7.3 Hz), 5.14 (1H, d, J =
8.5 Hz), 7.18 (1H, d, J = B.7 Hz), 7.85
(1H, dd, J = 8.7, 2.3 Hz), 8.16 (1H, d, J =
2.3 Hz).

MS (ESI*): 481 [M+H]*
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[0638] [ 112]

%

255

s

e BE

59—8

TH-NMR (400 MHz, CDCls) 6: 1.46 (3H, t,
J = 7.4 Hz), 1.72-1.79 (3H, m), 2.51-2.57
(5H, m), 3.34-3.40 (1H, m), 3.91-3.96
(1H, m), 4.08 (3H, s), 4.52 (2H., q, J = 7.4
Hz), 5.05 (1H, d, J = 8.1 Hz), 7.18 (1H, d,
J = 8.7 Hz), 7.96 (1H, dd, J = 8.7, 2.3
Hz), 8.16 (1H, d, J = 2.3 Hz).

MS (ESI*): 467 [M+H]*

59—9

OH

1H-NMR (400 MHz, CDCls) &: 1.46 (3H, t,
J = 7.3 Hz), 1.67-1.69 (6H, m), 1.84-1.88
(6H, m), 2.55 (3H, s), 4.05 (3H, s), 4.53
(2H, g, J = 7.2 Hz), 4.81 (1H, s), 7.18
(1H, d, J = 8.7 Hz), 7.95 (1H, dd, J = 8.7,
2.3 Hz), 8.15 (1H, d, J = 2.3 Hz).

MS (ESI*): 621 [M+H]*

59—10

TH-NMR (400 MHz, CDCls) &: 1.24 (3H,
5), 1.41-1.50 (7H, m), 1.58-1.85 (2H, m),
1.79-1.87 (2H, m), 2.55 (3H, s), 3.23-3.20
(1H, m), 4.05 (3H, s), 4.52 (2H, q, J = 7.1
Hz), 4.88 (1H; d, J = 6.1 Hz), 7.18 (1H, d,
J=8.8 Hz), 7.97 (1H, dd, J = 8.8, 2.4
Hz), 8.18 (1H, d, J = 2.4 Hz).

MS (ESI*): 509 [M+H]*

59—11

TH-NMR (400 MHz, CDCls) 6: 1.17 (3H,
5), 1.33-1.39 (2H, m), 1.46 (3H, t, J = 7.1
Hz), 1.51-1.63 (6H, m), 2.55 (3H, s), 3.009-
3.21 (1H, m), 4.05 (3H, s), 4.53 (2H, q, J
= 7.1 Hz), 4.84 (1H, d, J = 7.9 Hz), 7.18
(1H, d, J = 8.7 Hz), 7.96 (1H, dd, J = 8.7,
2.3.Hz), 8.17 (1H, d, J = 2.3 Hz).

MS (ESI*): 508 [M+H]*

58—12

H-NMR (400 MHz, CDCls) &: 1.19 (3H,
s), 1.30-1.37 (2H, m), 1.44-1.55 (5H, m),
1.68-1.75 (2H, m), 1.96-2.03 (2H, m),
2.54 (3H, s), 3.60 (1H, br), 4.08 (3H, s),
4.51 (2H, q, J = 7.1 Hz), 4.88 (1H, s),
7.18 (1H, d, J = 8.6 Hz), 7.92 (1H, dd, J =
8.6, 2.4 Hz),.8.18 (1H, d, J = 2.4 Hz).

_| MS (ESI*): 509 [M-+H]*

E8—13

TH-NMR (400 MHz, CDCl») &: 0.86 (3H, t,
J=7.2Hz), 1.45(3H, t, J =7.1 Hz), 1.47-
1.50 (4H, m), 2.52 (3H, s), 3.86 (2H, q, J
= 7.1 Hz), 4.07 (3H, s), 4.51 (2H, q, J =
7.2 Hz), 5.92 (1H, s), 7.18 (1H, d, J = 8.5
Hz), 7.91 (1H, dd, J = 8.5, 2.4 Hz), 8.11
(1H, d, J = 2.4 Hz).

[0639] [ 113]
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2%pl HEE pRas s

" TH-NMR (400 MHz, CDCla) &: 1.45 (3H, t,
0 OH | J=7.2 Hz), 2.30 (1H, s), 2.54 (3H, s),

% NH 2.60-2.69 (2H, m), 2.74-2.86 (2H, m),

W 3.71 (2H, d, J = 5.4 Hz), 4.08 (3H, s),
4.52 (2H, q, J = 7.2 Hz), 5.66 (1H, s),
AN 7.21 (1H, d, J = 8.8 Hz), 7.93 (1H, dd, J =
: and Axy 8.8, 2.4 Hz), 8.18 (1H, d, J = 1.8 Hz).
59—-14 | / MS (ESI*): 517 [M+H]*

\ F ¢ | "H-NMR (400 MHz, CDClIs) &: 1.45 (3H, t,
0, J=7.1Hz), 1.77 (1H, d, J = 3.0 Hz), 2.63
% NH OH (3H, s), 3.06-3.13 (1H, m), 3.38-3.44 (1H,

% m), 4.06 (3H, s), 4.16 (1H, br s), 4.52
(2H, q, J = 7.1 Hz), 5.52-5.56 (1H, m),
A NN 7.22 (1H, d, J = 8.7 Hz), 7.95 (1H, dd, J =
OHS/RN - |8.7, 2.3 Hz), 8.18 (1H, d, J = 2.3 Hz).
§59—15 | /_ MS (ESI*): 509 [M+H]*
N~-S_ 0 '
W
-\
1H-NMR (400 MHz, CDCls) &: 1.47 (3H, t,
H J = 7.3 Hz), 2.52 (3H, s), 4.06 (3H, s),
5N 4.54 (2H, q, J = 7.3 Hz), 7.15 (1H, d, J =
=0 g% 9.1 Hz), 7.22-7.25 (2H, m), 7.52-7.56 (2H,
m), 7.57 (1H, s), 7.89 (1H, dd, J = 9.1, 2.4
N Hz), 8.22 (1H, d, J = 2.4 Hz).
59—16 N MS (ESI): 496 [M-HJ-.

[0640]
Ep 21-1>
[0641]

[{E 120]

g OH

N\
Yoan
O
—~0 o ‘_b""

O

HE

[0642] 2% F] 51-1 FrfG{L& ¥ (43.0mg) 2 VO & Bk 1
(0.4mL)AHK - H O°C AR HNE AL B &5 5% (0.98mol/L 10 & bk I 73 g ~
0.53mL) > ik O°C#EH 5 /NEF - ik 0C ¥ BRI ea R &Lk KB
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R BEE-FEQ0: 1)RESEETER - KARKE ZSEBE
BB EOEWBEERBA@ER L HEE=9: DETHEHE - 535
BE{LEY(16.6mg) -
IH-NMR (400 MHz, CDCl5) 8: 1.31 (1H, d, J = 3.1 Hz), 1.51-1.62 (8H,
m), 1.66 (6H, s), 2.14 (1H, s), 2.39 (3H, s), 3.29 (1H, br), 3.83 (1H,
br), 4.05 (3H, s), 4.95 (111, d, ] = 7.3 Hz), 7.15 (1H, d, ] = 8.6 Hz),
7.26 (1H, s), 7.57 (1H, d, J = 8.6 Hz), 7.98 (1H, s). MS (ESI*): 480
[M+H] *.

[0643])
<E Wil 21-2~21-20>

FEAEEZ —KAQOZILEY  WEEHmE 21-1 HEZT
BB USEIRAE - IRBESZZ TEAETRIE  BFIUTE
i Bl 21-2~21-20 o

[0644] [3= 114]
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"l | e B
N S OH
\T/H—
H-NMR (400 MHz, DMSO-ds) &: 1.37-1.56 (10H, m),
e 2.27 (3H, s), 3.18-3.27 (3H, m), 3.70-3.77 (2H, m), 3.97
R T (3H, s), 5.75 (1H, s), 7.36 (1H, d, J = 8.5 Hz), 7.52 (1H,
s), 7.56 (1H, d, J = 7.9 Hz), 7.72 (1H, dd, 1 = 8.5, 2.4
Hz), 7.75 (1H, d, J = 2.4 Hz).
21—2 o MS (ESI*): 466 [M+H]*
N -5 ©OH
N\ N~N/> | .
H-NMR (400 MHz, CDCls) &: 1.51-1.56 (2H, m), 1.71
0 (1H, d, J = 6.1 Hz), 1.75 (6H, §), 1.82-1.97 (1H, m),
3 P 2.36-2.42 (2H, m), 2.50 (1H, s), 2.52 (3H, s), 2.96 (2H,
) t, J = 6.4 Hz), 4.04 (3H, s), 4.10-4.17 (1H, m), 4.90
(1H, t, J = 6.4 Hz), 7.16 (1H, d, J = 8.5 Hz), 7.88 (1H,
| dd, J = 8.5, 2.4 Hz), 8.29 (1H, d, J = 2.4 Hz).
21—3 oH | MS (ESI*): 467 [M+H]*
Ny -5 ~©H .
&S |
H-NMR (400 MHz, CDCla) &: 1.75 (6H, s), 2.53 (3H, s),
2.55 (1H, s), 3.10-3.17 (1H, m), 3.26 (2H,t,J = 7.0
P Hz), 4.05 (3H, s), 4.33 (2H, t, J = 6.1 Hz), 4.73 (2H, dd,
~0 ™\ J=7.6,6.4Hz), 5.05 (1H, t, J = 6.4 Hz), 7.17 (1H, d, J
= 8.8 Hz ) 7.88 (1H, dd, J = 8.8, 2.4 Hz), 8.31 (1H, d, J
21—4 o MS (ES +) 453 [M+H]*
Ny S, OH
Y
1H-NMR (400 MHz, CDCls) &: 1.75 (6H, s), 1.97-1.99
0 (4H, m), 2.27-2.34 (1H, m), 2.52 (3H, s), 2.56 (1H, s),
4 & 3.57 (2H, dd, J = 7.0, 5.1 Hz), 3.88-3.92 (1H, m), 4.06
NH (3H, s), 5.09 (1H, d, J = 9.1 Hz), 7.14 (1H, d, J = 8.8
d Hz), 7.86 (1H, dd, J = 8.8, 2.4 Hz), 8.28 (1H, d, J = 2.4
? Hz).
21—5 Ho— MS (ESI*): 467 [M+H]*
Ne S, OH .
ST
1H-NMR (400 MHz, CDCl3) &: 1.67 (1H, d, J = 5.4 Hz),
0 1.75 (6H, 5), 1.98-2.09 (4H, m), 2.34-2.37 (1H, m), 2.48
0 (1H, s), 2.53 (3H, s), 2.97 (2H, dd, J = 7.9, 6.1 Hz),
NH 4.04 {3H, s), 4.33-4.38 (1H, m), 4.80 (1H, t, J = 6.4
S:l Hz), 7.16 (1H, d, J = 8.7 Hz), 7.89 (1H, dd, J = 8.7, 2.3
| Hz), 8.30 (1H, d, J = 2.3 Hz).
21—6 on | MS (ESI*): 467 [M+H]*
Ny S, OH
N N~|/|>
1H-NMR (400 MHz, CDCls) &: 1.2B (6H, s), 1.68 (1H, s),
0 1.75 (6H, 8), 2.52 (3H, 8), 2.55 (1H, 5), 2.84 (2H, d, J =
D 6.7 Hz), 4.04 (3H, s), 5.31 (1H, t, J = 6.7 Hz), 7.16 (1H,
0" NH d,J=85Hz)788(1H dd, J = 8521Hz)829(1H
d, J = 2.1 Hz).
21-7 HO MS (ESI*): 455 [M+H]*
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[0645) [ 115]

BB HiE PEs s
Nx S, OH
YW
_d 4 :° 1H-NMR (400 MHz, CDCls) &: 1.70 (6H. s), 2.04-2.22
0" NH (4H, m), 2.49 (3H, s), 3.88-3 (1H, m), 4.04 (3H, s),
4.35-4,38 (1H, m), 7.17 (1H = 8.5 Hz), 7.88 (1H,
\ dd, J = 8.5, 2.4 Hz), 8.25 (1H, d, J = 1.8 Hz).
21—8 HO MS (ESI*): 453 [M+H]*
TH-NMR (400 MHz, CDCIs) &: 1.57-1.65 (2H, m), 1.75 |
o (6H, s), 2.02-2.10 (1H, m), 2.16-2.21 (2H, m), 2.48 (1H,
| oS 8), 2.52 (3H, s), 3.52 (2H, t, J = 5.4 Hz), 3.67-3.75 (1H,
oF m), 4.06 (3H, s), 5.12 (1H, d, J = 8.1 Hz), 7.14 (1H, d, J
O = 8.7 Hz), 7.87 (1H, dd, J = 8.7, 23Hz),830(1HdJ
. = 2.3 Hz).
21—9 HO—" MS (ESI*): 467 [M+H]*
Nx S, OH
\ N‘N/>_’7
o 1H-NMR (400 MHz, CDCIs) &: 1.71-1.76 (9H, m), 2.47
d (1H, s), 2.48-2.55 (5H, m), 3.34-3.40 (1H, m), 3.91-
—~ 0" NH 3.93 (1H, m), 4.07 (3H, s), 5.05 (1H, d, J = 8.1 Hz),
Q‘ 7.15 (1H, d, J = 8.7 Hz), 7.88 (1H, dd, J = 8.7, 2.3 Hz),
\ 8.29 (1H, d, J = 2.3 Hz).
21—10 HO MS (ESI*): 453 [M+H]*
OH
HN. £ o~
d?
TH-NMR (400 MHz, CDCl.) 5: 1.64-1.68 (6H, m), 1.75
(6H, s), 1.85-1.80 (6H, m), 2.516 (1H, s), 2.524 (3H, s),
4.04 (3H, s), 4.81 (1H, s), 7.14 (1H, d, J = 8.5 Hz), 7.84
‘ )(( (1H, dd, J = 8.5, 2.4 Hz), 8.29 (1H, d, J = 2.4 Hz).
- 21—11 MS (ESI*): 507 [M+H]*
N
_ STt
0 1H-NMR (400 MHz, CDCI3) &: 1.24 (3H, s), 1.41-1.48
—0 (4H, m), 1.58-1.65 (2H, m), 1.75 (6H, s), 1.79-1.85 (2H,
m), 2.50 (1H, s), 2.53 (3H, s), 3.25 (1H, s), 4.04 (3H,
s), 4.88 (1H, d, J = 6.1 Hz), 7.15 (1H, d, J = 8.5 Hz),
\ 7.88 (1H, dd, J = B.5, 2.4 Hz), 8.32 (1H, d, J = 2.4 Hz).
21—12 HO" MS (ESI*): 485 [M+H]*

[0646] [ 116]
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g ks RESEg
Ny S OH
AT
1H-NMR (400 MHz, CDCla) &: 1.17 (3H, s), 1.34-
0 1.38 (2H, m), 1.56-1.64 (6H, m), 1.75 (6H, s), 2.47
8 o (1H, s), 2.53 (3H, s), 3.16 (1H, br), 4.04 (3H, s),
484 (MH,d,J=7.9 Hz), 7.14 (1H, d, J = B.8 Hz),
7.87(1H, dd, J=8.8,2.4 Hz),8.31(1H, d, J=2.4
Hz).
21—13 HO"% MS (ESI*): 485 [M+H]*
Na-S OH
So o
0 1H-NMR (400 MHz, CDCls) 8: 1.20 (3H, s), 1.31-
-0 o NH 1.70 (6H, m), 1.74 (6H, s), 1.97-2.00 (2H, m), 2.49
(1H, ), 2.51 (3H, 8), 3.60 (1H, br), 4.07 (3H, s),
4.82 (1H, s), 7.14 (1H, d, J = 8.9 Hz), 7.B2 (1H,
dd, J = 8.9, 2.4 Hz), 8.30 (1H, d, J = 2.4 Hz).
21—-14 OH MS (ESI*): 495 [M+H]*
No -5 ©OH
N\ N‘N) |
TH-NMR (400 MHz, CDCls) 8: 1.74 (6H, s), 2.13
(1H, t, J = 5.4 Hz), 2.52 (3H, s), 2.55 (1H, s),
0 2.568-2.65 (2H, m), 2.78 (2H, g, J = 14.1 Hz), 3.71
s PN (2H, d, J = 5.4 Hz), 4.07 (3H, s), 5.54 (1H, s), 7.18
0" NH
(1H, d, J = 8.7 Hz), 7.87 (1H, dd, J = 8.7, 2.0 Hz),
F 8.31 (1H, d, J = 2.0 Hz).
21—15 F OH MS (ESI*): 503 [M+H]*
NS OH
N\ N‘N% |
0 TH-NMR (400 MHz, CDCls) 5: 1.74 (6H, d, J= 1.2
4 Hz), 2.51 (1H, s), 2.62 (3H, s), 3.04-3.14 (2H, m),
3.37-3.44 (1H, m), 4.06 (3H, s), 4.11-4.19 (1H, m),
OH 5.34-5.41 (1H, m), 7.18 (1H, d, J = 8.5 Hz), 7.89
F F (1H, dd, J = 8.8, 2.1 Hz), 8.32 (fH,d,J =24 Hz).
21—16 F MS (ESI*): 495 [M+HT*
Ny S OH
\ NJ_'»
H-NMR (400 MHz, CDCls) &: 1.256-1.31 (4H, m),
L 1.36 (1H, d, J = 4.8 Hz), 1.66 (6H, s), 1.87-1.94
—0 g “NH (4H, m), 2.09 (1H, §), 2.40 (3H, s), 3.13 (1H, br),
3.58 (1H, br), 4.05 (3H, 8),4.79(1H,d, J=7.3
Hz), 7.16 (1H, d, J = 8.5 Hz), 7.25 (1H, s), 7.59
) (1H, dd, J = 8.8, 2.1 Hz), 7.98 (1H, d, J = 2.4 Hz).
21—17 HO MS (ESI*): 480 [M+H]*

[0647] [F£ 117]

108129669
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EHf & e
N S, OH
N\_N /> l
1H-NMR (400 MHz, DMSO-de) &: 1.50 (6H, s),
P 2.17 (3H, s), 3.98 (3H, d, J = 8.6 Hz), 5.74 (1H, s),
—0 & NH 6.57 (2H, d, J = 8.6 Hz), 6.89 (2H, d, J = 8.6 Hz),
7.31 (1H, d, J = 8.6 Hz), 7.39 (1H, s), 7.60 (1H, d,
J=2.4 Hz), 7.65 (1H, d, J = 8.6 Hz), 9.21 (1H, s),
, '9.61 (1H, s).
21—18 HO MS (ESI*): 474 [M+H]*
N .S ©H _
SWan .
P 1H-NMR (400 MHz, DMSO-ds) 5: 1.50 (6H, s),
—0 ™ nh 2.18 (3H, s), 3.94 (3H, s), 5.75 (1H, s), 7.02-7.09
(2H, m), 7.10-7.16 (2H, m), 7.32 (1H, d, J = 9.4
Hz), 7.42 (1H, s), 7.66-7.71 (2H, m), 10.14 (1H,
s).
21—19 P MS (ESI*): 476 [M+H]*
Na S l
/
NN o
H 1H-NMR (400 MHz, CDCls) &: 1.75 (6H, s), 2.49
, 5N (3H, s), 2.54 (1H, s), 4.06 (3H, s), 7.12 (1H, d, J =
-0 g% 9.2 Hz), 7.19-7.22 (2H, m), 7.29 (1H, s), 7.49-7.52
(2H, m), 7.85 (1H, dd, J = 8.6, 2.4 Hz), 8.31 (1H,
N | 8 J=1.8Hz).
21—20 . N | MS (ESI*): 484 [M+H]".
[0648]
<E jufl 22>
[ 0649]
b 121]
Ny S
\\E:j}_gi
el
—0 o’l \-NH

O

[0650) 7A&E ] 51-1 FiR L&Y (232mg) 2 VI & BRI (9.4mL)
BT R OTHE TSRS U E N AFE(0.209mL) » REREETH 0
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CRIETHRE=R - B 20 578 - HRIERMK 0CHZER(LE
(1.0mol/L VU BRI » 2.82mL)EERF 2 /NIFRE T > NEBETH
OCEIBAMEE R - R 16 /NIF - B X ERF IR EAL 8 KS
W HEBIERER - KAREZ SEREBER  BRAELDWE
BB E(FETE 2.5 © HEE=20: 1)ETEE 23 EELSY
(26.5mg) °
'H-NMR (400 MHz, CDCl;) 8: 1.04-1.07 (2H, m), 1.30-1.33 (3H, m),
1.53-1.66 (8H, m), 2.39 (3H, s), 2.92 (1H, br), 3.29 (1H, br), 3.83 (1H,
br), 4.05 3H, s), 4.95 (1H, d; J = 7.3 Hz), 7.15 (1H, d, J = 8.5 Hz),
7.26 (1H, s), 7.55 (1H, dd, J _ 8.2, 2.1 Hz), 7.96 (1H, d, J = 2.4 Hz).
MS (ESI¥): 478 [M+H] *.

[0651)
<E Bl 23>

[0652)

[k 122]

Ny -5, OH
9P

Ny

0
S.
—~0 o” ‘NH

HO

[0653] 7% &%EF59-13 Fif5{L& ¥ (116mg) > VU & BRI (2.4ml)
B MR OC IR IIBAE B E $2(0.95mol/L TUE BRI A% » 2.4mL) »
NERE TREREEE O /N - WRER MM E#EKER
RN CTEEN - SARBZ AR REEE  BREEIVBEER
EATAEERR LB FEE=20: DETHEE B2 ZEE/LE4Y(48.4mg)-
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IH-NMR (400 MHz, CDCI;) §: 0.68 (2H, dd, J = 6.9, 5.7 Hz), 0.88 (2H,
dd, J = 6.9, 5.7 Hz), 1.23 (6H, s), 1.74 (6H, s), 2.51 (1H, s), 2.52 (3H,
s), 2.70 (1H, s), 4.03 (3H, s), 5.42 (1H, s), 7.13 (1H, d, J = 8.6 Hz),
7.84 (1H, dd, J = 8.6, 2.4 Hz), 8.27 (1H, d, J = 2.4 Hz). MS (ESI*):
481 [M+H]".

[0654)
<&%E ] 60>

[0655]

[1E 123]

Br

[0656] MNEIRIET > KSFH 6-19 FiF L& Y(80.0mg)  fi
B 9 (35.7mg) & /% J4 N,N- _ B A F B B (2.0mL) > o A Bt B
(0.0186mL) X ZE R #EHE 1.5 /NEF N AZK(10mL)> #EB5 B2 Z B (10mL)
FEE - BB EMANAEKO0mML)EIE% DK eSS
EERAAY - IWREB T 8RB ER - BB _&EF5E@nL) » #H
WEBERRERACK - BiE 20584 16~0 1 100)ETHH - 157
BEALEY(80.3mg) -
IH-NMR (400MHz, CDCl3) 8: 1.34-1.47 (3H, m), 1.50-1.63 (2H, m),
1.66-1.75 (2H, m), 1.99-2.07 (2H, m), 2.77 (3H, s), 3.48-3.57 (1H, m),
3.75-3.84 (1H, m), 7.73 (1H, d, ] = 8.5 Hz), 7.79-7.83 (1H, m), 8.29

(1H, d, J = 1.8 Hz). MS (ESI"): 416 [M+H]".
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[0657]
<E B 24>

FEANEZ —FXN(Im)Z &Y RESFEH 60 HHE 2 %
HE Z-1 Fim ik - SREBHEFZ IR ETRIE > S EI LT B 6l

24 -
[0658] [£& 118]
FHB] e BEBE
Ny S OH
T
1H-NMR (400 MHz, CDCls) 5: 1.18 (1H, d, J = 2.4 Hz),
<O 1.40-1.62 (4H, m), 1.66 (6H, s), 1.82-1.93 (4H, m),
0 P 2.08 (1H,-s), 2.39 (3H, s), 2.90 (3H, s), 3.75-3.82 (1H,
: m), 3.99 (3H, s), 4.00-4.03 (1H, m), 7.11 (1H, d, J =
<:> 8.6 Hz), 7.25 (1H, s), 7.54 (1H, dd, J = 8.6, 2.1 Hz),
\ 8.01 (1H, d, J = 2.1 Hz).
24 HG MS (ESI¥): 484 [M+H]*

[0659]
<EHE B 25>
[0660]

[t 124]

Ne S,
\\312**§

(o]
J &
o [o] NH

O

HO

[0661] 256 20 Frig(LAYI(41.2me) R 7 — F 25
(0.6mL) » JIAZEH] 50-2 FELEY(57.5mg) « Q-ZBTHEBE
-2°,47,6°- = BT E I 5 ) B 2 5 5 AL 4 (10.7me) B Bk R 4 K B R
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(2.0mol/L » 0.19mL) » AEIRE TR O0°CINEIEF 1 /NEF - HIE
RRINEERE 205 - (F WS T RECKIREESRETTIRIE - KIERZA
KB BRAERHYBEREME@EREIE - FEE=20:1)
HITRER EMBEHYEYBEEENEMRERE K=4: 1)ETEH
SEEE LAY (5.9mg) -
TH-NMR (400 MHz, CDCl;) 8: 1.29 (1H, s), 1.56-1.66 (8H, m), 2.09
(3H, s), 2.39 (3H, s), 3.26-3.32 (1H, s), 3.83 (1H, s), 4.06 (3H, s), 4.95
(1H, d, J = 7.3 Hz), 5.09 (1H, d, ] = 1.8 Hz), 5.26 (1H, s), 7.17 (1H, d,
J = 8.8 Hz), 7.24 (1H, s), 7.58 (1H, dd, J = 8.8, 2.4 Hz), 7.99 (1H, d, J
= 2.4 Hz). MS (ESI¥): 462 [M+H]".

- [0662]
<EH B 26>

[0663]

[1E 125]

N S OH
W

\ oy

[0664] & £ % ff 52-13 FR 51L& % (20.0mg) &I N L B2
(0.2mL) K 7K (0.2mL) - ¥ /0 &8 A1 & AE #% 7K 75 M (0.2ml) K7 8 [F i
(11.1mg) » 4 SOCHH 10 7 #& - MATIE R (0.2mL) » #&k 50CHE
LR RNEMFFE 17 M - BRI SOCHEHA 1 /IFR - R
ZORFE SR CmL)FMRE - EHKKIESR - BRABY > B
MR S0 » WIER T IIK > #BHERIEZER - A MEREANEE
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TKHEF DU KR BR SRR MR 1% > B R A - WIREB T ERa#% -
BEN SR FERHYBERE IR L8 FE=99:1~90 :
10)ETHEE - BEIEELESY(5.9mg) -

'H-NMR (400 MHz, DMSO-de)8: 1.56 (6H, s), 2.29 (3H, s), 4.07 (3H,
s), 4.50 (2H, s), 5.12 (2H, s), 6.38 (2H, d, J = 8.5 Hz), 6.44 (1H, s),
6.80 (2H, d, ] = 8.5 Hz), 7.44 (1H, d, J = 8.5 Hz), 7.83 (1H, d, ] = 2.4

Hz), 7.95 (1H, dd, J = 8.5, 2.4 Hz). MS (ESI"): 473 [M+H]".

[0665)
<ERB 27-1>
[0666])
[1E 126]
Ny S OH
\\,!:NH

HCl
H,0

~0 o"S\gXOH

[0667] & EHfFI 1-38 A8 (L& %(100.0me) % % N EEEE 2 s
(1.5mL) > JOA 1mol/L &b & -FEEE Z B5(0.30ml) - fRE B 10 5
ik EITREE  EERBZE(nL)ESE - BASERYRRET
K SOCEZE: » BEIEEEY(90.4mg)

'H-NMR (400 MHz, DMSO0-dg)8:1.24 (6H, s), 1.59 (6H, s), 2.45 (3H,
$), 3.57 (2H, 5), 4.02 (3H, s), 7.46 (1, d, J = 8.8 Hz), 7.98 (1H, dd, J
=8.8,2.3 Hz), 8.17 (1H, d, J = 2.3 Hz).

[0668])
<E Wil 27-2~27-10>
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:

ERHE KA e WRETHA 27-1 HEZJ7E
H B AK-1 FroR 7k » BURBEEZTAETRE » SE DU TERK
] 27-2~27-10 o

[0669]) [ 119]

B His R

‘—O/':OH H-NMR (400 MHz, DMSO-ds) & 1.31 (3H, s), 1.62
(6H, 8), 2.18-2.27 (2H, m), 2.43-2.52 (2H, m), 2.54 (3H,

27—-2 s), 4.15-4.26 (1H, m), 8.14-8.21 (2H, m), 8.68 (1H, s). -

N§|/S OH .
>

\ N~p .
HCI

H ‘

2SN 1H-NMR (400 MHz, DMSO-de) 5: 1.36 (3H, s), 1.62 (6H,

F ] FO Y D s), 1.69-1.77 (2H, m), 2.52-2.58 (5H, m), 3.93-4.03

5 (1H, m), 8.08 (1H, d, J = 8.5 Hz), 8.10-8.14 (1H, m),
273 OH | 8.15 (1H, s), 8.62 (1H, s).

N=S
\T/) Q
HCI

H 'H-NMR (400 MHz, DMSO-ds) 5: 0.81-0.88 (2H, m),

—0 o0*™ 1.01-1.08 (2H, m), 1.28-1.39 (4H, m), 1.48-1.66 (4H,
0 m), 2.14-2.23 (1H, m), 2.34 (3H, s), 3.02-3.14 (1H, m),
(8]

3.55-3.64 (1H, m), 3.98 (3H, s), 7.37-7.44 (2H, m),

27—4 H | 7.76-7.84 (3H, m).
N\ S OH
4
N\ N~y
- HCI
A TH-NMR (400 MHz, DMSO-de) &: 1.25-1.36 (4H, m),
-0 ()”S\\ 1.49-1.66 (10H, m), 2.44 (3H, s), 2.98 3 09 (1H m),
- O 3.65-3.62 (1H, m), 3.97 (3H, s), 7.33 (1H dJ=7.3,
Hz), 7.39 (1H, d, J = 9.1 Hz), 7.90 (1H, dd, J = 8.5, 2.4
27—5 OH | Hz), 8.11 (1H, d, J = 2.4 Hz).
Nw_S__ OH
p)
N\ N~y
HCI
Y
0 "% 1H-NMR (400 MHz, DMSO-ds) &: 1.58 (6H, s), 2.43 (3H,
0 OH |s), 2.70 (4H, t, J = 12.5 Hz), 3.33 (2H, s), 3.97 (3H, 5),
7.39 (1H, d, J = 8.6 Hz), 7.86 (1H, s), 7.90 (1H, dd, J =
27—6 F F 8.6,2.4 Hz), 8.10 (1H, d, J = 2.4 H2).
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[0670] [ 120]

R i A
N\j/s OH
N\ _N- /> {
HCl
H _
0 o 'H-NMR (400 MHz, DMSO-de) &: 1.27-1.39 (4H,
S m), 1.48-1.67 (10H, m), 2.34 (3H, s), 3.02-3.13
(1H, m), 3.57-3.63 (1H, m), 3.99 (3H, s), 7.39-7
27-7 OH |.44 (2H, m), 7.78-7.87 (3H, m).
N\ _N. /> <
HCI
H ‘
0 o™ "H-NMR (400 MHz, DMSO-de) 5: 1.28-1.41 (13H,
0 m), 1.49-1.67 (4H, m), 2.34 (3H, s), 3.02-3.12 (1H,
m), 3.57-3.63 (1H, m), 3.99 (3H, s), 7.39-7.44 (2H,
27—8 OH | m), 7.69 (1H, s), 7.80-7.85 (2H, m).
Ny S, OH
\ N\N/>_$
Hot | 'TH-NMR(400 MHz, DMSO-ds) &: 1.33 (6H, s),
H0 |1.62 (6H, s), 2.55 (3H, s), 3.56 (2H, s), 8.13 (1
. °"S‘g>§°H H, d, J = 7.9 Hz), 8.20-8.24 (1H, m), B.74 (1H,
27—9 FF d, J = 1.8 Hz).
N< S
N\ N‘N/> ﬂ
HCl | 1H-NMR (400 MHz, DMSO-de) 5: 1.02 (6H, s),
H 1.08-1.12 (2H, m), 1.23-1.29 (2H, m), 2.43 (3H, s),
s-N 2.48-2.56 (1H, m), 3.18 (2H, s), 3.98 (3H, s), 6.71
—0 o™ 7<\ (1H, s), 7.39 (1H, d, J = 8.6 Hz), 7.86 (1H, dd, J =
27—10 0 OH 8.9, 2.1 Hz), 8.09 (1H, d, J = 2.4 Hz).

<&%f] 61>
[0671]

[fL 127]

HaN
=N

HO
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B S -1,3,4-1 =20 Bk 72 6(2.62¢) 2 PO 5K (100mL)
B R OCIRIIR LB £ 8% (0.5mol/L VI E Rk E 753K > 100mL) »
FOETH T i 0C BEHE 4.5 /N « B RO M A0 BB SR
F R Z R RN - SR R 2 B IR - 6T e R
BT A (R Z BT B I REL A9 (1.24g) - 5
'H-NMR (400 MHz, CDCl) 8: 0.40-0.46 (2H, m), 0.50-0.67 (6H, m)
1.22-1.29 (2H, m), 2.80 (1H, s), 5.07 (1H, s), 5.78 (1H, s). MS (ESI)
212 [M+H]". '

[0672)

<SRBI 1>

M/ B R AL T 2 N ADEM SR E (B E &2 PCRE)
FENERZ WHREEY » = F AR (DMSO)EREE
10mmol/L « 3% » FEHHF ML ABBEQWFKRFME » S%EE
HRBEEE RS > & 30mmol/L MgCl, Zﬁiﬁdé\ﬁ%‘%%(Mlmmum'
Essential Medium(MEM)))#i% 100nmol/L £ 1000nmol/L 3 5 >
b eWER - EAABEEEEE 10%40E 5 W% 2 MEM) H%‘?‘F
FR 3 B{E4M/mL 2 MRC-S(A\HERG 7 il 48 4 I 4t AT ATCC)E"
24 AR B HE 1 FLERE 625uL > 1? 37C ~ 5%CO; ﬂ%#"ﬁ%ﬁ%
' 72 /NG - HESEE] SO0%NE SN FE 625uL Z%E&F%@Eféﬁ’é\ﬁﬁ
JK(F#& Ca> Mg; PBS- )/5’6/34 LR LB A B 4 a2~ 625uL
BELEYIARR - 30 7% - ERIBEE RN HRV14(ATCC)
B 5 22 e T8 8 (multiplicity of infection : MOT)=0.2 = J5 2 38
B BRAL S WA 187.5uL 0 A 35°C ~ 5%CO, 4 T ilEfTR%& -
BT 2 /NES R - AR A BB Y 6250l Z W B SRR - IR
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35°C ~ 5%CO R fF T HEITHEE, - 48 /NBETR > 3 625uL 7 PBS-JE%
1 2% > {£ ] RNeasy(GEM G 4R )plus kit(Qiagen /A F]) » Ak IH A& R
BRE ZZ BV 4M 8 2 42 RNA - i’%ﬁﬁ%{;{ﬂ High-Capacity ¢cDNA Reverse
Transcription Kit(Thermo Fisher Scientific 2\ 5] )& i cDNA - 1% -
{£ 4 7500 Fast Real-time PCR system(Life technologies 4\ 5] )%& H H[I
f € & PCR HIE HRV14 2 18s rRNA < JHIE (R A 95°C 20 #b 2 %)
ZEEME ~ 40 AT 95C3 M2 Bt~ B 60°C30 T Z R & /1 = KL e
IR T T - Sl FHREHRFIIGRIE 1 fi/x HRV14 FIES|F - #EHFF
FUSEYR 2 T HRV14 KBS T + S8 GEF P51 SR 3 FFomist -

18s rRNA Z M E % A Eukaryotic 18S rRNA Endogenous
Control(Applied Biosystems /X 5] )T o {KEEETHE L 1> FEH 18s %
MEAz RNA fE RN ERIE T HRV 14 §i 2 E4E4E -
GFE= 1)

HRV14 &=

AT R EEZ HRV14 BN BRI 18s rRNA B

%ﬁﬁﬁ?fbé\wzmﬁiﬁﬁ{%@ﬁ.ﬁ%‘l‘%ﬁ 2 FEHAHIER (%) -
GTHE= 2)

AR (%)=

[(Fa2#BbePomERFMEET HRV BEE-2HFHEL
SYZHEBEEGAAR IRV BRRV [T 2R EY 2 %54

JZ HRV i ZE] x100
[0673] & 100nmol/L Z&ERMKFXEMPIFRRIN T - L F
o BFHIH ER>80% R B+++ 0 1§ 80% = HI#HI ZR>50%F T h++

1% 50% = fIHIZREFEL R+ -
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[0674] [ 121]

GRS
++

i
++
+H+
+++
++

+++

4+

it
e+t
Fs

ot
++

i+
e

b
.

+++

+++

+++

o
+++

++
+++
4+
e
++

+++
++
++

++

++

+++

A

1-1

1-2

1-4

1-6
1-7
1-8
1-8

1-10
1-11
1-12
1-13
1-14
1~-15
1-18
1-17
1-18
1-18
1-20
1-21
1-22
1-23
1-24
1-25
1-26
1-27
1-28
1-29
1-30
1-81
1-32
1-33
1-34
1-35
1-36
1-37
1-38
1-39
1-40
1-41
1-42
1-43
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[0675] [3% 122]

AL IEE
1-44 +
1-45 +4++
1-486 +H
1-47 ++
1-48 +
1-49 +-+
1-50 -+
1-51 ++
1-52 +
1-53 i+
2-1 +
2-2 +
2-3 +++
2-4 +
2-5 +
2-6 +
2-7 +++
2-8 +++
2-9 +t
2-10 ++t
2-11 +
2-12 +
2-13 +
2-14 +
2-15 ++
2-16 +++
2-17 ++H+
2-18 . +++
2-18 ++t
2-20 +++
2-21 +++
2-22 +++
2-23 ++
2-24 +
2-25 +
2-26 +++
2-27 +++
2-28 +++
2-29 +++
2-30 +4+
2-31 +t
2-32 e+
2-33 et
2-34 : +++
2—-35 ++
2-36 e
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[0676] [ 123]

fd=R

++

++4+

++

++

Fras

4+

FRS
+++
++F
+++

++
++

+++

+++

4+

++

++

++H+
++

+

= VA KT

2-37
2-38
2-39
2-40
2-41

2-42
2-43
2-44
2-45
2-46
2-47
2-48
2-49
2-50
2-51

2-52
2-53
2-54
2-55
2-56
2-57
2-58
2-59
2-60
2-61

2-62
2-63
2-64
2-65
2-66
2-67
2-68
2-69
2-70
2-11

2-72
2-13
2-74
2-75
2-76
2-77
2-18
2-79
2-80
2-81
2-82
2-B3
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[0677]) [$& 124]

=T =R
2-84 +++
2-85 +
2-86 +++
2-87 +++
2-88 +
2-89 ++
2-90 +++
2-91 i+
2-92 ++
2-93 ++
2-94 ++
2-95 ++
2-96 +++
2-97 +++
2-98 +4+
3-1 +++
3-2 +++
3-3 +
4-1 +44
4-2 +H+
4-3 +++
4-4 ++
4-5 4
5 +
6-1 ++
-2 +
8-3 it
6-4 +4++
7-1 i+
71-2 +++
8-1 ++
8-2 +
8-3 +++
8-4 +++
9-1 +++
9-2 ++
9-3 +++
10-1 +++
10-2 +
10-3 +++
11 +
12-1 ++
12-2 ++
13 +
14 +
16-1 +
16-2 ++

108129669
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[0678] [ 125]

=YiAE T R
16 +
17 +
18-1 ++
18-2 +
19 +++
20-1 +44
20-2 +
21-1 +
21-2 +
21-3 ++
21-4 ++
21-5 +
21-6 +
21-17 ++
21-8 ++
21-9 +
21-10 +
21-11 +
21-12 ++
21-13 +
21-14 4+
21-15 +++
21-16 ++
21-17 +
21-18 +4
21-19 ++
21-20 +
22 +
23 ot
24 +
25 ++
26 +

(% E 2 TR A )

108129669
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