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-0 =-2-U4ZE(5.0 g, 31.4 mmol)2] oFAIE &M(60 ml)S EAIEF(4.77 g, 34.5 mmol)] F&H(20
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b St wEity. 3-EEIAVZE-2-YolWI(2.5 g, 12.4 mmol)S oAl 7hetal, doXl EFES FF
gl 7hAEAA 4x3F ot mukelih,  WhE ERES deow yYrhelal, olF gt dollA wEFEa An
slo] WEreERE IS AZAs], @A Bool 2 o-tuE-5-[(3-Z2EA YT eEd-2-Yolu] ) wE
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1-(3-ZRZA|-5,6,7,8-HlEgts| =2 T etall-2-2 ) o E}=(8.88 g, 38.2 mmol)& FEREZFE(20 ml) ¥ HE-S
(80 ml)e] =3 guo] LIMAHTE. =Byl A5 A(4.05 g, 53.2 mmol) 2 FHFH(9.46 ml, 117
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rloi
fo %
W
o go to 2 =

7l
A2 B97) SolA 4722 B 00T wela, ol F Aeow W, % 9 %3 dsiry 49
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A CH,
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B gL oo Jhsta, ohEMIEE FEHAT. F/1FE TEPULUGOR Axsta, oF ¢
stolA el Aumsdch. e A A A AsvhEdds (S el Bk €=10: )2
Akt Ui e slAl AAsel, B4 fEel WA W5 YA FR-7-) ek (7.9 g,

Zrard] 24
I X
9 = NH,
O
s-r e Wl 2 FE-7-Jolrl o] A%
Wizs|=da dl(5-w 22 FT-7-9)o}71(17.9 g, 0.57 mmol)S THF(150 ml)ell &&HAIZATE. 5 N AH50 m
1S oAl 7}slar, 2A7F Fot Ao x wHkslth. 5 N FABIUER 8440 nl)S WS 2322 FH7)
sla, oHEMNER FEeT. FEES cAHoR I FAUEF £84 2 23 YIUEF 589
o2 AR, #§715S IAvtadlEeR HAxstal, olF AYStA sFste] Hasgth. AE A
7} A Ay FRuEIY Y (- ol EAlo|E=50:1-10: D2 AAsIAt. AAES @ sl sFsn
Aaste], oA GAEo s-EZFED-7-UolR(2.5 g, & 30%)S UL},
ae] 25
| J}
TSNH,
-0

5-ulg-2,3-t]s| =2 Wl 2 A-7-doprl o] A%

S-el Wl -7-dobR1(1.3 g, 8.8 mmol) B 10% FeHE 7H2(500 mg)& oleh&(50 mDell 7hekar, &<t
o Aol vl fds AT, FulE AfelE o AAStL, ozl g At el FHAZ

AAE gIFRzvE &aA7]a, FeRAYEFoR Hxsta, ofF it
A Eeke] 5-vd-2, -t s Em Ml e-7-dol(1.15 g, & 87%)S AU

2-(4-v|ZA B D) -5-Z R EZA - X[ [ ] F EH-1-29] A=

L2 EZAYZEA-2-UolTl 2.05 g(10.18 mmol) F  a-(F=EAHE ™) -4-HFEA] 5 olA| Ealo| Do ~H 2
2.29 g(10.3 mmol) o] Wl &M(50 ml)el 350 mge] PWAE 15(AanfLd=gx)E 7fsta, P-~E 3 ERNS
o] &ste] EFES 2147, 7HE &R/ shellA wwkelth. Wb EFES AL27MA] WZsta, odiste] $A5
AAEAL, oHE 7S stell A wFgATk. Ak fEdelEHE 2.2 nlE Jhetal, E£3}ES WES|HE Ut
dstar, &5 shelA 1.5A17F wRkslgith, wkgde HA7ix] Wz & AF Ayt A 249 J=2elEady
(fE22v e v ek-2=100:1-60:1) oAlA EF3i JALE oA Esb| d-n-F)

2

2 gAYt AAEE U %
Ao 2HE] AAAgste] w@EA 2Ho] 2-(4-w A FE)-5-Z 2 FA AN E[{]F]=H-1-8 1.55 g(F& 42%)
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[0991]

[0992]
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on
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4 172 WA 174C

'H-NMR (DMSO-dg) Sppm: 1.08 (3H, t, J=7.3 Hz), 1.87-1.95
(2H, m), 3.77 (3H, s), 4.22 (2H, t, J=6.5 Hz), 6.97 (2H, d,
J=8.8 Hz), 7.47-7.52 (3H, m), 7.64 (2H, d, J=8.8 Hz),
7.83-7.87 (1H, m), 7.92 (1H, s), 10.24-10.28 (1H, m),
11.60 (1H, brs).

Ao 2

9-F T-3-9-5- L 2 E A AW Z[[]7] 5 2-1-&

Lo

A Z

3-8 QE-5-TREXNAP-HZ[f]FHEH-1-& 1.06 g(2.79 mmol)S TH|EA|oEF 20 mlo] Fersti, F-3-H
A

22F 354 mg(3.16 mmol), 1,1'-H]A(TAdZz A9 m)H2ATZ2 2385 (1])-t)F22W e 2| (PAC1,(DPPF)
- CHCly) 123 mg(0.11 mmol) % 2 N EMIYES 89 4.0 nlE dEdd =32} 7lsta, TFES di 97

atell, 90 W= 100TCAlA 3A17E aRkekglch, W3NS ALskA] WAsta, =& vhekal, dolAl= ERES
SRRSO R FET. f715E # stellA wFeta, e Ak A A ARvEIRY(HER
dlgh oA EAbE=80: D2 AGASITE. AAEE A stlA sFeta AbE OMIE*W%E ARE 5 3

[e) l
Zabo], WA Ruko] 9-Fg-3--5-Z R EZA|AP-HIZ[{]F 5 -1-8 430 mg(F& 48%)E AT},

o

&4 252 WA 254C

'H-NMR (DMSO-ds) Oppm: 1.10 (3H, t, J=7.4 Hz), 1.87-1.98
(2H, m), 4.27 (2H, t, J=6.5 Hz), 7.03 (1H, s), 7.48-7.55
(24, m), 7.57 (1H, s), 7.72 (1H, s), 7.84-7.89 (1H, m),
8.22 (1H, s), 8.71 (1H, s), 10.24-10.30C (1H, m), 11.80 (1H,
brs).

2-F -3-U-4-r D -5- L 2 EA - 2 [ 17 5 -1-2 9] A%

2-FF-3-G-5-Z 2 EZA-4H- M Z[{]F] 5H-1-2 300 mg(0.94 mmol)S] DMF £M(5 ml)ell FATFIEF60%
A1) 61 mg(1.4 nmol)& 7heta, EFES Ao 5EZ wikedu.  olAd 2o =3tWE 181 mg(1.27
mol)S 7}8lar, dojxE= EFES A2oA 62A17F wHkEktl.  wkS-do) B3} olNEAMNE S s)Etar, o
stal, F715S 22 AASNY. PRIV ERCR Az T 74 sl FFERY. dAE Ay A

AY FRvEIYY (Y22 olA E4lo €=90:1-80: o
FALE oM EAt H-n-E it o 2 BE A A st @A ] 2-F-3-
H-1-2 130 mg(5& 42%)S LA,

o} ?ﬂzﬂg% At st wFska
d-4-w&-5-= %1—41{—@;&]%’—1%
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[0997]

[0998]
[0999]

[1000]
[1001]
[1002]
[1003]

[1004]

[1005]
[1006]

[1007]
[1008]
[1009]
[1010]

[1011]

[1012]

[1013]

[1014]

[1015]

&% 165 WA 167C

'H-NMR (DMSO-dg) Sppm: 1.05 (3H, t, J=7.4 Hz), 1.83-1.92
(2H, m), 4.12 (2H, t, J=6.4 Ez), 4.21 (3H, s), 7.07 (1H,
s), 7.45-7.51 (2H, m), 7.54 (1H, s), 7.70 (1H, s), 7.79-
7.83 (1H, m), 8.36 (lH, s), 8.69 (1H, s), 10.34-10.38 (1H,

m) .

!H-NMR (DMSO-dg) &ppm: 1.10 (3H, t, J=7.4 Hz), 1.87-2.01
(2H, m), 4.27 (2H, t, J=6.5 Hz), 7.12 (1H, dd, J=3.9 Hz,
5.1 Hz), 7.47 (1H, d, J=4.7 Hz), 7.52-7.57 (2H, m), 7.59
(1H, s), 7.66 (1H, d, J=3.7 Hz), 7.87-7.91 (1H, m), 8.50
(1H, s), 10.20-10.27 (1H, m), 11.95 (1H, brs).

AAd 5

Age &0 QRE ol §eky, A 33 FASA sl Y] HFTL Az
S B (ohA = E)

|4 193 WA 195T

'H-NMR (DMSO-dg) &ppm: 1.05 (3H, t, J=7.4 Hz), 1.84-1.92
(2H, m), 4.12 (2H, *t, J=6.4 Hz), 4.23 (3H, s), 7.09-7.13
(1H, m), 7.46-7.55 (4H, m), 7.66 (1H, d, J=3.7 Hz), 7.80-
7.84 (1H, m), 8.63 (1H, s), 10.32-10.36 (1H, m).

Al 6
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[1016]

[1017]

[1018]
[1019]

[1020]
[1021]
[1022]

[1023]

[1024]

[1025]

[1026]
[1027]

[1028]

[1029]

[1030]

on

£50l 10-1548414

'H-NMR (DMSO-de¢) Sppm: 1.10 (3H, t, J=7.3 Hz), 1.90-1.98
(2H, m), 4.27 (2H, t, J=6.5 Hz), 7.49-7.58 (4H, m), 7.63-
7.66 (lH, m), 7.85-8.00 (1H, m), 8.24 (1H, s), 8.34-8.36
(1H, m), 10.23-10.29 (1H, m), 11.71 (1H, brs).

AN 7

lH-NMR (DMSO-d¢) Sppm: 1.05 (3H, t, J=7.4 Hz), 1.84-1.92
(2H, m), 4.12 (2H, t, J=6.4 Hz), 4.19 (3H, s), 7.44~7.57
(4H, m), 7.70 (1H, d, J=5.1 Hz), 7.80-7.84 (1H, m), 8.38-
8.40 (2H, brs), 10.30-10.34 (1H, m).

A 8

2-(4-v EA D) -3-HE-5-Z 2 ZAAP-H Z[f | F =H-1-29] A=

J-ZEFAZEI-2-UolHl 600 mg(2.98 mmol) B a-otME-4-HFS A A EAo Hol 2~ 2 1.41 g(5.96
mmol)e] WAl 8-o(38 ml)ol 85 mge] PHHAE I5(Aavk-A=g|A)E 7heba, ©-2Bka EfE o] 88,

EFES 047 4G BF SIA s B TR Aes B2, OH sto] 542 AlAst,
ofghelg ek Sl A FEHSACT. WAl AU 2.8 mlE Astn, EFEE WEHHR Adstn, B
# o

ol A 70&xt wWRESIGITE. WhENS HR7lx] Wbk & Ay Ay A A9 ELEU}E Yy (S22
Eh | EHE=80:1-70: D Z AASIATE. AAES 7Y Sl 53] 800 mg(F& 72%)9 FAES AU
oL Esto| ) n-iks Aol fAdEel 7hste] AASIAI71aL, oM EAME 2N E Al dA st T3 B
2-(4-w| EA H D )-3-M D -5-Z 2 ZA4H-AZ[{ | A= U-1-< 290 mgS LT}

&4 204 WA 206C

'H-NMR (DMSO-d¢) Sppm: 1.05 (3H, t, J=7.4 Hz), 1.90-1.98

(2H, m), 2.31 (3H, s), 3.77 (3H, s), 4.27 (2H, t, J=6.8

Hz), 6.95 (2H, &, J=8.6 Hz), 7.17 (2H, 4, J=8.6 Hz), 7.39-

7.50 (2H, m), 7.56 (1H, s), 7.84 (1H, dd, J=2.2 Hz, 6.5
Hz), 10.09-10.13 (1H, m), 10.79 (1H, brs).
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[1031]

[1032]
[1033]
[1034]
[1035]

[1036]

[1037]
[1038]

[1039]
[1040]
[1041]

[1042]

[1043]

[1044]

[1045]
[1046]
[1047]

[1048]

[1049]

on

(A EAbE)

o
foh
=
Mo

€74 186 WA 183TC

'H-NMR (DMSO-dg) &ppm: 1.04 (3H, t, J=7.3 Hz), 1.88-1.97

(2H, m), 2.40 (3H, s), 4.26 (2H, t, J=6.7 Hz), 7.14 (1H, d,
J=4.9 Hz), 7.41-7.54 (5H, m), 7.83 (1H, d, J=6.6 Hz),

10.07-10.11 (1H, m), 10.84 (1H, brs).

AAld 10

Ik
g
9
i
rfo
1o,
2,
Y

#-2-9-1,2,3,6-HE 3| =2-6-o}x-A| S 2 E}Ha] L}

T
(&l
i
Nl
>,
i
Au)
to
r 1

Agd 2 Y98s of&star, A 13} U dtof 7] aftes Azl

'H-NMR (DMSO-dg¢) &ppm: 1.04 (3H, t, J=7.4 Hz), 1.77-1.88
(2H, m), 1.97-2.08 (2H, m), 2.86 (2H, t, J=7.5 Hz), 3.45
(24, t, J=7.0 Hz), 4.10 (2H, t, J=6.5 Ez), 7.05 (lH, t,
J=3.8 Hz), 7.13 (1H, s), 7.36 (1H, d, J=5.1 Hz), 7.53 (1H,
d, J=3.6 Hz), 8.31 (1H, s), 11.39 (1H, brs).

A AT 11
o R
| s
7
/\/(” !
6-v -5 2% A]-8-F] © 9-2-91-1,2,3,6-F| E 28] = oG-l A- A F =AM a] 2 & R-9-20] Az

'H-NMR (DMSO~dg¢) &ppm: 1.01 (3H, t, J=7.4 Hz), 1.77-1.85
(2H, m), 1.97-2.03 (2H, m), 2.84 (2H, t, J=7.6 Hz), 3.49
(2H, t, J=7.1 Hz), 4.00 (2H, t, J=6.4 Hz), 4.13 (3H, s),
7.05 (1H, t, J=3.8 Hz), 7.18 (1H, s), 7.35 (1H, d, J=4.7
Hz), 7.54 (1H, d, J=3.3 Hz), 8.48 (1H, s).
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[1050]

[1051]
[1052]
[1053]

[1054]

[1055]

[1056]

[1057]
[1058]
[1059]

[1060]

[1061]
[1062]

[1063]
[1064]
[1065]

[1066]

on

E£45

'H-NMR (DMSO-dg) &ppm: 1.03 (3H, t, J=7.4 Hz), 1.76-1.87

(2H, m), 1.95-2.07 (2H, m), 2.85 (2H, t, J=7.5 Hz), 3.30-
3.55 (2H, m), 4.09 (2H, t, J=6.5 Hz), 7.11 (1H, s), 7.48-
7.56 (2H, m), 8.11 (1H, d, J=6.2 Hz), 8.21-8.23 (14, m),
11.18 (1H, d, J=5.8 Hz).

AAd 13

-1,2,3,6-HEHS] =2-6-0o}A-A| SR EH a2 &3 -9-29] A%

Al 33 LS Sol 7] ATEE Az

'H-NMR (DMSO-ds) &ppm: 1.01 (3H, t, J=7.4 Hz), 1.76-1.85
(2H, m), 1.95-2.01 (2H, m), 2.83 (2H, t, J=7.6 Hz), 3.49
(2, t, J=7.4 Hz), 3.99 (2H, t, J=6.5 Hz), 4.09 (3H, s),
7.15 (1H, s), 7.48-7.52 (lH, m), 7.63-7.65 (1H, m), 8.26-
8.28 (2H, m).

A Al 14

S04 B (ob = E)
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on

5351 10-1548414
[1067] &% 206 WA 208C

'H-NMR (DMSO-dg) &ppm: 1.02 (3H, t, J=7.4 Hz), 1.78-1.86
(24, m), 1.96-2.02 (2H, m), 2.83 (2H, t, J=7.5 Hz), 3.40
(24, t, J=7.3 Hz), 3.74 (3H, s), 4.07 (2H, t, J=6.4 Hz),
6.91 (2H, d, J=8.8 Hz), 7.09 (lH, s), 7.55 (2H, d, J=8.8
Hz), 7.78 (1H, d, J=5.9 Hz), 11.06 (1H, d, J=5.8 Hz).

[1068]
[1069] AA S 15
[1070]
[1071] 8-(4-W| EA A D)-7-HD-5-Z 2 ZA|-1,2,3,6-H| E&}3| = 2 -6-o}A-A| F 2 HEHa] T & e:-9-29] A%
[1072] Age 2% 985E ol &ata, AAd 83 T st A7) SEES AxsHAT.
[1073] G BT (ol Exlel |
[1074] 4 223 WA 225CT
'H-NMR (DMSO-d¢) dppm: 0.99 (3H, t, J=7.4 Hz), 1.79-1.87
(2H, m), 1.93-1.99 (2H, m), 2.21 (3H, s), 2.82 (2H, t,
J=7.4 Hz), 3.31 (2H, t, J=7.1 Hz), 3.75 (3H, s), 4.10 (2H,
t, J=6.7 Hz), 6.%0 (2H, d, J=8.7 Hz), 7.08 (2H, d, J=8.5
Hz), 7.10 (1H, s), 10.30 (1H, brs).
[1075]
[1076] AA 16
0 S,
)
I
| H
P
[1077]
[1078] 7-we-5-Z 2 FA]-8-F] Q. 3-3-9U-1,2,3,6-H E}s| = 2-6-o}A-A F R B a W Z D -9-29 A%
[1079] et 2% 98E o|&sta, Ard 87 FUSA st A7) StES AxsST.
[1080] GaA EH (A EAE)
[1081] F4 260 WA 262°C
'H-NMR {DMSO~-d¢) dppm: 0.99 (3H, t, J=7.3 Hz), 1.79-1.87
(2H, m), 1.90-1.99 (2H, m), 2.31 (3H, s), 2.82 (2H, t,
J=7.5 Hz), 3.32 (2H, t, J=7.3 Hz), 4.09 (2H, t, J=6.7 Hz),
7.04-7.10 (2H, m), 7.31-7.32 (1H, m), 7.44-7.47 (1H, m),
[1082] 10.35 (1H, brs).
[1083] AA 17
o o~
N
(]
P K/\C,
[1084]
[1085] 6-(3-FRRZ2)-8-(4-HEAHL)-5-ZZZA]-1 2 3 6-E|ETF| = 2-6-o}A-A| F ZHEHa] Y Z&al-9-29]
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[1086]

[1087]
[1088]

[1089]
[1090]

[1091]

[1092]

[1093]
[1094]

[1095]
[1096]

A =

8-(4-vll Z A3 d)-5-Z 2 FA)-1,2,3,6-F| ET}8| = 2-6-o} A A 2

DMF  &<1(6 ml)dl
WS
A=

R EFO R AXS

TaIHEF(60%

HUL‘

7Vysha, &

23)-8-(4-H|EXHD)-5-T 2 ZA]-1,2, 3,6-H E&}5| =2-6-0}2}-A| ZFEHE}H a] L}

IH-NMR (CDCl;) &ppm:
2.91 (2H, t, J=7.6 Hz), 3.45
t, J=7.5 Hz), 3.83 (3H, s),
(2H, t, J=6.4 Hz), 6.92-7.04
2 Ale] 18
0.
O
(]
AP K/\N
@
8-(4-HEAH ) -6-(-REZU4-Iz T
9-29] A=

6-(3-FRRZ2H)-8-(4-MEAHL)-5-ZZEA]-1 2 3 6-H| ET}3| = Z-6-0}x}-
2=2Z9 165 mg(1.90 mmol),
mmol) % THEXESoln|= 3 nlES ¥&3+=

700 mg(1.64 mmol),

gS Jtsta, ¥Hsha,
T3, LS oA EAt "
X 29)-5-X2*%A]-1,2,3,6-HE

€74 135 WA 137C

'H-NMR (DMSO-dg) &ppm:
( m), 1.96 (2H, t,
( t, J=7.5 Hz),
( t, J=6.5 Hz)
J=8.7 Hz), 7.18 (1
S

).

, 4.55
H, s),

A ATl 19

PO RN
O

8-(4-EZA HD)-6-(3-F g H-1-L =
9-29] Az

1.01
J=7.5 Hz),
3.38-3.41
(2H,
7.60

1.07-1.13 (3H, m),

(2H, t, J=5.7 Hz), 3.67 (2H,
4.04 (2H, t, J=6.7 Hz), 4.71
(34, m), 7.58-7.62 (3H, m).

)-5-E 2 EA|-1,2,3,6-HEe}3]| E2-6-0}R}-

E}A} 71—

= a

X = e)

(3H, t, J=7.3 Hz), 1.75-1.85
2.04-2.15 (6H, m), 2.83
(6H, m), 3.74 (3H, s), 4.02
t, J=6.2 Hz), 6.90 (2H, d,

(2H, d, J=8.7 Hz), 7.93 (1H,

2 )-5-Z 2 ZEA]-1,2, 3,6-EH E} 3| = 2-6-0}x}-

_68_

ZHEHal Yz eda-9-2
) 189 mg(4.33 mmol)S 2
Aol = ZEEo| -HER-3-F2EI2 1.70 g(10.8 mmol)< 7}3
Hhg-o] B3} ol EAtE S 7}8)aL,

o H
sk
wstal, F7lse 3} AUEF 78
T, ASE stllA sFseh. IAbE
gk ol Ealol€=20:1-12: D2 AAE T},

AAES 7Y shellA i$0}7 G

1.90-2.24 (6H, m),

341 mg(2.47 mmol), {o=
Z3ES 60ColA 7TAZE ugkelgith, vk
F71%5S 23 PV ER F8&AoR 23] AANUY. T
ALS A A A aERvEadyd(gE 22 e feke=70:1-50:1)2 AA|sI3A .
SN PARS

=

o

on

J

A=

o}
==
2HE AdAste] WA o] 8-(4-vEAIHE)-6-(3-EEE7-4-d
e

23| = 2-6-olA- A F2HEH a| U ZHA-9-2 295 mg(5&

A=

0l 10-1548414

1.26 g(3.60 mmol)<]
ES AdA 10
A-Zo A 16417k
oﬂoi 2§] /q]xq
A7t A 49 ﬂﬁﬁuazm1 ==
frdeEe] 6-(3-E222
2dl-9-2 365 mg(F& 92

Rl M

],

Oln
1A

mLL

2aleHal -

A2 EHal =z gAo-9-2

IJYHEH 295 mg(1.97
el & Gl ofM ELle]
Fell A sF8glet. z+

Pl Zﬂ S 7F

Stoll A

==

38%)S AU},

ZxeHal =z el-



on

=35 10-1548414

[1097] A3t 9% 985 o]&slal, AAld 187 FAsH st 47 SFES Axs .
[1098] A k(o)A EAbel €l -n-al4t)
[1099] &4 99 WA 101T

IH-NMR (DMSO-d¢) Sppm: 1.01 (3H, t, J=7.3 Hz), 1.20-1.50
(6H, m), 1.74-1.86 (4H, m), 1.96 (2H, t, J=7.4 Hz), 2.02-
2.20 (6H, m), 2.83 (2H, t, J=7.3 Hz), 3.30-3.40 (24, m),
3.74 (3H, s), 4.02 (2H, t, J=6.4 Hz), 4.53 (2H, t, J=5.8
Hz), 6.90 (2H, d, J=8.7 Hz), 7.18 (1H, s), 7.60 (2H, d,

[1100] J=8.7 Hz), 7.91 (lH, s).

[1101] A Ao 20

%Lifj

N P

[1102]

[1103] 6-(3-FRR IR H)-5-ZZLA-8-F] 91-3-U-1,2,3,6-H| Eg}d] =2-6-olx- Al F 2 HEH a2 ll-9-2] A
z

[1104] Ak 9 AR5 ol g3k, A 173 FUA sto] 7] SFES AxEAT.
'H-NMR (CDC13) &ppm: 1.07-1.13 (3H, m), 1.88-2.25 (6H, m),
2.91 (2H, t, J=7.6 Hz), 3.45 (2H, t, J=5.8 Hz), 3.69 (2H,
t, J=7.5 Hz), 4.01-4.04 (2H, m), 4.74 (2H, t, J=6.4 Hz),
7.05 (1H, s), 7.32-7.35 (1H, m), 7.43-7.47 (1H, m), 7.83

[1105] (1H, s), 8.08-8.10 (1H, m).

[1106]

[1107]

[1108] 6-(3-REZYU-4-AT 2T )-5-TZ ZA]-8-E] Q M-3-9-1,2,3,6-H| E} 3] = &-6-0}A-A| S Z e} [a] L} ZE-3l-
9-9] Az

[1109] e 9 Y8 E o|&stal, AAd 187 Tl skl A7) IFES AlxsAT

[1110] TEA B (ol A Extel E)

[1111] £ 163 WA 165TC

'H-NMR (DMSO-dg¢) &ppm: 1.01 (3H, t, J=7.3 Hz), 1.76-1.86
(4H, m), 1.98 (2H, t, J=7.5 Hz), 2.03-2.20 (6H, m), 2.84
(2H, t, J=7.5 Hz), 3.41-3.52 (6H, m), 4.02 (2H, t, J=6.5
Hz), 4.60 (2H, t, J=6.3 Hz), 7.18 (1lH, s), 7.49-7.52 (1H,

[1112] m), 7.62-7.64 (1H, m), 8.25-8.27 (1H, m), 8.30 (1lH, s).
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[1113]

[1114]
[1115]

[1116]
[1117]

[1118]

[1119]

[1120]

[1121]

[1122]

[1123]

[1124]

on

£50l 10-1548414

6-(3-[1,4] LA A F-4-Y Z 2 F)-5-Z 2 ZA]-8-E] 0. #-3-9-1,2,3,6-H| E&} 3| E2-6-0} A -A| S ZHE}H a2 &
d-9-29] Az

2

e
o

25 o]&sta, A 183 FUASA st F7] Sites Az

T R (opA E AR E)

57 146 WA 148°C

'H-NMR (DMSO-dg) ®ppm: 1.01 (3H, t, J=7.3 Hz), 1.60-1.64
(2H, m), 1.74-1.86 (4H, m), 1.98 (2H, t, J=7.4 Hz), 2.19
(2H, t, J=6.3 Hz), 2.40-2.45 (4H, m), 2.84 (2H, t, J=7.4
Hz), 3.51-3.59 (6H, m), 4.03 (2H, t, J=6.4 Hz), 4.60 (2H,
t, J=6.0 Hz), 7.19 (1H, s), 7.48-7.51 (1H, m), 7.61 (1H, d,
J=4.9 Hz), 8.23 (1H, d, J=1.8 Hz), 8.27 (1lH, s).

A Al 23
0 O N
0

A

3

2
o=Pp-

7

A -tert-F- Lol 2H 28-(4-v| FA ' d)-9-5 2-5-Z 2 FHA|-1,2,3,9-H Ee}s| =2 -6-olA-A| 23 EHa]
Zekl-6-d ol ~E =] A%

8-(4-MEA AL )-5-Z 2 ZA-1,2 3, 6-E| ES}S]| = 2-6-0lA-A| S 2 HEHa] =& el -9-2 400 mg(1.15 mmol) =
QEZIVESR 343 mg(2.29 mmol)e] DMF £9(10 ml)el —riﬁ}‘/}E%(ﬁ‘)O% F4) 74.9 mg(1.72 mmol)& 7}3f
i, EPES A4 1027 wRkeginh. fojXe £FE ditt-tert-FEHAAHEZEZZHdd2HE
888 mg(3.43 mmol)2] DMF £(20 ml1)S 7}stal, EES 40CoA 4A7F adksledc), ¥kS-S Wusia, o
w25 7hetal oM EZE R FEE AL, f715E X3 HFHUEF &R 23] AAT. FEgUE
FoR fAxe &, At sl Feh. e Y AA ARetEIHI(NH At A, n-FAi oA EAL
"=100:0—0:100) 2 AASAE. AAES 7St skl sFeta WA ZEe] JiT-tert-FHol 2~ 28-
(4-v 5 A= ]é) “9-EA-5-2 R FA-],2,3,9-HEHS| E2-6-olA-A| S 2HAEH a2 D All-6-Ld | Hol| ~HE 263
ng(5E 40%)S AU,

ko

‘H-NMR (CDCls;) &ppm: 1.08-1.14 (3H, t, J=7.4 Hz), 1.35
(18H, s), 1.88-2.16 (4H, m), 2.88-2.95 (2H, t, J=7.7 Hz),
3.60-3.66 (2H, t, J=7.5 Hz), 3.82 (3H, s), 4.05-4.10 (2H,
t, J=6.7 Hz), 6.30-6.35 (2H, d, J=12.4 Hz), 6.90-6.97 (2H,
d, J=8.8 Hz), 7.09 (1H, s), 7.57-7.63 (2H, d, J=8.8 Hz),
7.76 (1H, s).
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[1125]

[1126]

[1127]

[1128]

[1129]
[1130]

[1131]
[1132]

[1133]

[1134]

£50l 10-1548414

on

A e~ [8-(4-H BEA | )-0-F A2-5-Z R ZA|-1,2,3,9-H E&}3| E2-6-olx-A| 2 FEH al = & el -6-U v

gl ~H 29 Az

8- (4-HWEA HH)-9-2A-5-T 2 EZA|-1 2 3 9-F|Ed}s| =2-6-olx-A| FE2HE a] YT ed-6-drgo]| ~H =

263 mg(0.46 mmol)2] TEZ2uet S04 ml)S WYsla, A B97] dloA] EZFQZOlHAEA 1.2 ml

2 OESREE 4 alE 7E dol EFES 0Tl 1A17F aksiglet. st stellA w53k, FALE

3 Azx3} %%W“ o] QIR - [8-(4-H EAF ) -9-F A-5-Z 2 HA]-1,2,3,9-H E&}3]| = 2-6-0}A}-A|
<

5=
ZEAeHal Wz EA-6-dr D] ~H = 147 mg(F&  56%)S DA

'H-NMR (DMSO-dg) &ppm: 1.01-1.04 (3H, t, J=7.4 Hz), 1.78-
1.86 (2H, m), 1.96-2.02 (2H, m), 2.83 (2H, t, J=7.5 Hz),
3.40 (2H, t, J=7.3 Hz), 3.74 (3H, s), 4.07 (2H, t, J=6.4
Hz), 6.25-6.30 (2H, d, J=10.42 Hz), 6.92-6.95 (2 m),
7.13 (1H, s), 7.59-7.63 (2H, d, J=8.8 Hz), 7.76-7.79 (1lH,
d, J=5.9 Hz).

A A 25

QA e [8- (4] 5 A 7)) -9~ Ao 2 EA]-1,2,3,9- ¥ = 2 8] = 2-6-0} 1}~ 4] 2 2 A} [a] L e 26 o
Gl s 2ol E e A

AR - [8-(4-H F A A ) -0-F 2-5-Z 25 A]-1,2,3,9-H| EZ}S| ERZ-6-0} A=A S Z A EHa | L Z 23l -6-% 7]

gl ~E 2 147 mg(0.32 muol) & olaZ2HLTE 20 mlol] AE3tar, Aa #97] 8F, 0TelA 1 N ks
EHF 89 0.64 m1(0.64 mol)S 7FsIith. PolAE EFES 0CA 1A wukstar, A E8E8S &+
glefar, ohdESR  AAE &, xste], WA Baro] QMR m-[8-(4-WF A H)-0-SA-5- T 2 E A~

1,2,3,9-HEZ3]| =2-6-o}A-A| S 23 EH a] Y2 Ea-6-A WP ol ~EH 2 G EFH 42 mg(F& 26%)= ATt

'H-NMR (D;0) &ppm: 0.91-0.98 (3H, t, J=7.8 Hz), 1.74-1.83
(2H, m), 1.92-1.98 (2H, m), 2.75-2.81 (2H, t, J=7.6 Hz),
3.30-3.36 (2H, t, J=7.2 Hz), 3.75 (3H, s), 3.90-3.95 (2H,
t, J=6.7 Hz), 5.94-5.99 (2H, d, J=9.5 Hz), 6.89-6.93 (2H,
d, J=8.8 Hz), 7.15 (1H, s), 7.87-7.94 (2H, d, J=8.8 Hz),
8.58 (1H, s).
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[1135]

[1136]
[1137]
[1138]
[1139]

[1140]

[1141]

[1142]

[1143]
[1144]
[1145]
[1146]

[1147]

[1148]
[1149]

[1150]
[1151]
[1152]

[1153]

on

2
BN

Z2]-7,8,9,10-HEZF3| E2-4l-A =[] F=d-1-9]

=
g3, WA 13 BASHA sle] 7] e

o
>
BN
_O|L
32
T

AGgd 0 s

S R (ol A=)

|7 186 UlA 187TC

'H-NMR (DMSO-dg) Sppm: 1.02 (3H, t, J=7.4 Hz), 1.60-1.70
(4H, m), 1.78-1.86 (2H, m), 2.70-2.80 (2H, m), 3.30-3.40
(2H, m), 3.74 (3H, s), 4.05 (2H, t, J=6.4 Hz), 6.85 (1H,
s), 6.90 (2H, d, J=8.7 Hz), 7.50 (2H, d, J=8.7 Hz), 7.72
(1H, d, J=5.1 Hz), 10.95 (1H, d, J=4.7 Hz).

A Al 27

5-X 2 ZA-2-E] 9 :-3-9-7,8,9, 10-EH| Ed} s =2 -4l-W 2 [ [ ] 7] H-1-29] A=

ek 2 Adug o] &stal, Al 13 sAdsA st A7) SEES Azl

A (ol EAt |

§4 213 WA 215C

'H-NMR (DMSO-de¢) Sppm: 1.02 (3H, t, J=7.4 Hz), 1.60-1.70

(4H, m), 1.75-1.86 (2H, m), 2.70-2.80 (2H, m), 3.30-3.40
)

(2H, m), 4.05 (2H, t, J=6.4 Hz), ©.85 (1H, s), 7.46-7.52
(24, m), 8.06 (lH, s), 8.14-8.15 (1H, m), 11.10 (1H, brs).

A Al 28

\_/

2-(4-mEA Hd)-3-HE-5-Z 2 EA]-7 8,9, 10-H E3| E2~40-H =[] F E=U-1-9 A=

Aga 2w ARE olgetn, AAld 83 FUA stol A7) AR Azatsnh,

it
i
o

T EE (oA ELAE)
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on

E£E535 10-1548414
[1154] &3 199 WA 201C

'H-NMR (DMSO-de) Sppm: 0.98 (3H, t, J=7.3 Hz), 1.60-1.70
(4H, m), 1.78-1.87 (2H, m), 2.17 (3H, s), 2.70-2.80 (2H,
m), 3.20-3.30 (2H, m), 3.74 (3H, s), 4.07 (2H, t, J=6.7
Hz), 6.84 (1H, s), 6.88 (2H, d, J=8.7 Hz), 7.06 (2H, d,

J=8.5 Hz), 10.17 (1H, brs).
[1155]

[1156] A Ao 29

~o o A0

eVl

| ”r

/\/o

[1157]
[1158] 3-(4-WEAHH)-10-ZEZA]-1,6,7,8-H E}d] = &-5-2 A} -1-o}A-H G E 2ll-4-2-9] A *
[1159] st S YR E o) gatar, AAld 13 U skl 7] SFES Az,
[1160] 4 222 WA 223C

'"H-NMR (DMSO-dg) Sppm: 1.00-1.06 (3H, t, J=7.5 Hz), 1.74-
1.95 (4H, m), 2.72-2.75 (2H, t, J=6.5 Hz), 3.75 (3H, s),
4.00-4.10 (4H, m), 6.87-6.93 (3H, m), 7.46-7.52 (2H, d,

[1161] J=9.0 Hz), 7.65 (1H, s), 10.70-10.90 (1H, brs).

[1162]

CiH

N\/\O/

[1163]

[1164] 1-{3-[4-(2-r 5 A ol &) 9] A 2p - 1- | 2R )-3-(4-W| 5 A 9l ) - 10-Z 2 FA]-1,6,7, 8-F| E2} 8] =R -5-5 A=
1-of A= G E gl-4-2 0] Akl o] A%

[1165] A L A85E ol &k, AAld 187 A st A7) sEE Al

[1166] &3 145 WA 147C

'H-NMR (DMSO-dg) Sppm: 1.01-1.06 (3H, t, J=7.4 Hz), 1.85-
2.02 (4H, m), 2.12-2.33 (2H, m), 2.84-2.89 (2H, t, J=6.3
Hz), 3.02-3.20 (2H, m), 3.28-3.80 (15H, m), 4.08-4.13 (2H,
t, J=6.8 Hz), 4.28-4.31 (2H, t, J=4.6 Hz), 4.75-4.95 (2H,
m), 7.00-7.03 (2H, d, J=8.9 Hz), 7.30 (lH, s), 7.63-7.66

(2H, d, J=8.9 Hz), 8.48 (1H, s).
[1167]

[1168] A Al 31

A N
0 o~
[1169]

[1170] [3-(4-H I 5 A AL ) ~4-8 2-10-Z 2 FH A]-7,8-1] 3] = 24l 6H-5-F A= 1-op A= G E =l -1-2 |-o} A EXbe & o] 2 ]
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[1171]

[1172]

[1173]

[1174]
[1175]

[1176]

[1177]
[1178]

[1179]

[1180]

[1181]

on

=35 10-1548414

29 Az

3-(4-WEA H 9 )-10-Z 2 ZA]-1,6,7,8-H E&}3] = &2 -5-2A}-1-0} 2}~ Jﬂ EAN-4-£ 600 mg(1.64 mmol)e] DMF
L9010 ml)o FA2IUVEFGO% 4) 80 mg(2.0 mmol)S 7}8laL, EFES ALoA 587 wwkatdt), o]
Aol BEFolAEAE 330 mg(2.0 mmol)S 7}8lal, dojxE= EIHE % Ao A 16A1ZF ket de),  wEg-o
of & % olMEAYES Jleta, Bk, f715S B2 AT, TR E§oR Axd &, e
st Al FEedth. AbE Fot AA AERefE I (N AEgF A, Ak b EAbe ©=100:0—0:100) 2 A
AT, AAES 7 slelA sFste] FA {429 8-(4—“ﬂ%f\]ﬁﬂ‘é)—4 & 4-10-ZREA]-7 8-U]F =2
-4H, 6H-5-2A}-1-0}A-H G E U -1-D [ Do} ExLo El o] ~H 2 700 mg(F8& 95%)S LTt

4-NMR (CDCls;) &ppm: 1.00-1.10 (3H, t, J=7.5 Hz), 1.25-
1.28 (3H, t, J=6.0), 1.75-1.90 (2H, m), 2.02-2.43 (2H, m),
2.80-2.90 (2H, m), 3.85 (3H, s), 3.86-3.88 (2H, m), 4.10-
4.13 (4H, m), 5.10 (2H, s), 6.75 (1H, s), 6.85-6.90 (2H, d,
J=9.0), 7.24 (1H, s), 7.60-7.75 (2H, d, J=9.0).

A A]e] 32

[3-(4-H EA H ) -4-2 2-10-Z 2 Z A]-7,8-U) 3] =24l 6H-5-A-1-0}A-H G E d-1-L | d o} A EALe] A=

[3-(4-HEA L) -4-2A-10-E R ZA]-7 8- ‘Z]O]CE 41, 6H-5-A-1-o} A=A F E dl-1-d | L o} A Extof & of 2
B2 700 mg(1.55 mmol)2] o&bg &M (30 ml)ol]l 5 N FAIYEF F84 10 nlS 718t 247 719 3k&7 3
AN wuketglty.  E¥ES AL7MA WHsta, Ay spllA wFevh. wE5ES WY s, A E
2 FAMNS Tlete] Ao R sta, AAT BLES FEstu, Axste], 4 R [3-(4-vEAHY)-4-2
2-10-Z 2 EA)-7 8- 3| =2 -4l 6H-5-ZA-1-olA-H G EA-1-L | 580 mg(F& 88%)S HUArt.

'H-NMR (DMSO-dg¢) 8pom: 0.94-1.00 (3H, t, J=7.5 Hz), 1.74-
1.82 (2H, m), 1.94-1.98 (2H, m), 2.78-2.83 (2H, t, J=6.2
Hz), 3.77 (3H, s), 3.92-3.98 (2H, t, J=6.7 Hz), 4.21-4.25
(2H, t, J=4.8 Hz), 5.35 (2H, s), 6.96-7.00 (2H, d, J=8.8
Hz), 7.16 (14, s), 7.56-7.59 (2H, d, J=8.8 Hz), 8.29 (1H,

s) .

2-[3-(4-W| BA H D )-4-& A-10-Z 2 ZA]-7 8-T] 3| =2 -4, 6H-5- S A}-1-0}A-H G E A-1-G |-N-(2-R 2 Z Y-

4-dol|d) ol M Eojn|=9o] Az
[3-(4-H BN T )-4-2 2-10-Z ZEA|-7 8-T] 8| =241, 6H-5-SA-1-okA-F FE A-1-A | oA EAL 580
mg(1.39 mmol), 2-(7-o}A-1H-HIZEo}ZF-1-U)-1,1,3,3-H ESHESZEAAZF Q. ZAAA(HATU) 790
mg(2.1 mmol) % EZjo&olyl 5 ml2] DMF &M (10 ml)oll 4-(2-ofn|eo&) 22 Z 217 mg(1.7 mmol)2 7}3}
i, A
%

71

Lol apEy wukelgith. et dlolA wEela, Wabel B R olMEMNNHES slelal, Eelagin.
& B2 AASta, A5k sellM sHas. AAE Aert A dY azeEagerEzedg g
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[1182]

[1183]
[1184]

[1185]
[1186]

[1187]

[1188]
[1189]

[1190]

[1191]

[1192]

[1193]

2=10: D& AT, AAES A dtllM sFetar IS oA EAE =Y A2 ste] s
3 9] 6H-

—[3-(4-HEA)H D )-4-22-10-Z 2 Z A7, 8-T] 3| =24,
4-doe) oM Eoln = 115 mg(FE 16%)S AATt.

5~ Ab-1-okx}-5] 1t

&% 201 WA 203C

I4-NMR (DMSO-d¢) Sppm: 0.94-1.00 (3H, t, J=7.5 Hz), 1.71-
1.77 (24, m), 1.91-1.93 (2H, m), 2.29-2.34 (4H, m), 2.72-
2.75 (2H, t, J=6.2 Hz), 3.15-3.19 (2H, m), 3.25-3.30 (2H,
m), 3.33-3.54 (44, m), 3.76 (3H, s), 3.85-3.90 (2H, t,
J=6.7 Hz), 4.07-4.11 (2H, m), 5.06 (2H, s), 6.90-6.93 (3H,
m), 7.54-7.58 (28, m), 7.72 (1H, s), 7.80-7.82 (1H, m).

—Q,

e

7
O:E;’
0

o1kt -tert-F-Eo 2HE
1-du g 2~gH 29 Az

O

Y FU URE ol§3hu, AAe] 233 FAsA so] 47 AP AxHA.

'H-NMR (CDCls) &ppm: 1.06-1.12 (3H, t, J=7.4 Hz), 1.36
(184, s), 1.88-1.96 (2H, m), 2.01-2.10 (2H, m), 3.82 (3H,
s), 3.98-4.03 (2H, t, J=6.7 Hz), 4.28~4.32 (2H, t, J=5.1
Hz), 6.25-6.31 (2H, d, J=12.2 Hz), 6.85-6.93 (3H, m)
7.60-7.66 (3H, m).

A Al 35

A9ge F% A8E o §ekn, AAd) 2ush SAA sol 4] AFE

tlo

Az}

H-NMR (DMSO-dg) Sppm: 0.99-1.04 (3H, t, J=7.4 Hz), 1.74-
1.95 (4H, m), 2.72-2.75 (2H, t, J=6.5 Hz), 3.75 (3H, s),
4.00-4.10 (4H, m), 6.20-6.24 (2H, d, J=10.3 Hz), 6.92-7.10
(34, m), 7.53-7.57 (2H, m), 7.86 (1H, s).
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on

=35 10-1548414

[1194] A Ao 36

[1195]

[1196] OM}5;B(4ﬂiﬂﬂé%&%iﬂ&Ei%ﬂﬁ£{HE£¥MﬁW&%4ﬂ4VFﬂ%E@ﬂ%ﬁﬁﬂﬂiﬂ
E

[1197] A3 2 985S of&star, Al 259 T sto] 7] sHeE

o

Az ).

'H-NMR (D,0) ®ppm: 0.91-0.97 (3H, t, J=7.4 Hz), 1.72-1.86
(2H, m), 1.90-1.94 (2H, m), 2.70-2.75 (2H, t, J=6.4 Hz),
3.74 (3H, s), 3.91-3.97 (3H, t, J=6.8 Hz), 4.11-4.15 (3H,
t, J=4.8 Hz), 5.94-5.98 (2H, d, J=8.8 Hz), 6.89-6.93 (2H,
d, J=8.8 Hz), 7.03 (1H, s), 7.37-7.41 (2H, d, J=8.8 Hz),

[1198] 7.97 (1H, s).

[1199] A Ao 37
[¢] o
Y ~
7N
P
[1200]
[1201] 9-(4-H| EA) H D) -6-Z R ZEA]-2 3-T] 3| =2-1H,7TH-¥] &} =[3,2-f | A & H-10-9] A=
[1202] st S d5E o], AAd 13 LA sto] Y] StES Az
[1203] $7A 171 WA 173C

'H-NMR (CDCl;) &ppm: 1.03-1.10 (3H, t, J=7.5 Hz), 1.84-
2.02 (4H, m), 3.52-3.58 (2H, t, J=6.5 Hz), 3.81 (3H, s),
4.02-4.07 (2H, t, J=6.6 Hz), 4.16-4.19 (2H, t, J=5.1 Hz),
6.58 (1H, s), 6.91-6.95 (2H, d, J=9.0 Hz), 7.51-7.55 (2H,
d, J=9.0 Hz), 7.61-7.64 (1H, d, J=6.2 Hz), 8.86-8.88 (1H,
d, J=5.45 Hz).

[1204]
[1205] A Ao 38
/ o
= N

P ‘\W/O\/
[1206] °
[1207] [9-(4-F EA A D) -10-FA2-6-ZZ FA]-1,2,3,10-EH| E&}3| =29 = [3, 2- [ F = H-T-L JoPH ELtol eof| 2~ H 2

o A%
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=35 10-1548414

[1208] A g Zu

dz

o=
=

il

o1g5ta, A 3isk FAM shel 7] AFES Az,

[LN'

'4-NMR (CDCls) &ppm: 1.01-1.07 (3H, t, J=7.5 Hz), 1,23-
1.29 (3H, t, J=7.5 Hz), 1.79-1.85 (2H, m), 1.95-1.98 (2H,
m), 3.49-3.54 (2H, t, J=6.5 Hz), 3.83 (3H, s), 3.91-3.96
(2H, t, 6.8 Hz), 4.11-4.27 (6H, m), 5.05 (2H, s), 6.62 (1H,
s), 6.92-6.95 (2H, d, J=8.8 Hz), 7.29 (1H, s), 7.54-7.57
(2H, d, J-8.8 Hz).

[1209]
[1210] A Ao 39
0\
QI
[ “
P Lrw
[1211] °
[1212] [9-(4-W E A HD)-10-22-6-Z 2 ZA]-1,2,3,10-H ES} S| =29 2} = [3,2-f | A = A-7-D oA EALE] A%
[1213] g 9 ARE ol s, A 329 FA Bo] 4] HHEL Azt
H-NMR (DMSO-dg) Sppm: 0.94-1.00 (3H, t, J=7.5 Hz), 1.72-
1.86 (4H, m), 3.11-3.33 (2H, m), 3.76 (3H, s), 3.90-3.95
(2H, t, J=6.5 Hz), 4.08-4.11 (2H, m), 5.17 (2H, s), 6.70
(1H, s), 6.90-6.95 (2H, d, J= 8.8 Hz), 7.53-7.60 (2H, d,
J=8.8 Hz), 8.54 (1H, s), 12.6-12.9 (1H, brs).
[1214]
[1215] A Ao 40
. o 0\
DI
| H
O AN
0
[1216] ;
[1217] 2-[9-(4-vIEA A D)-10-Z 52-6-Z 2 ZA]-1,2,3, 10-H| ESS| =2 T = [3 2-f | A =H-7T-d |- N-(2- =2 ZH-
4-do&)olA Eolu= 9] A Z
[1218] Agst 2% A8 E o]&stal, AAd 337 YA st A7 SEES AxZsHth
[1219] &% 206 WA 208C
'H-NMR (DMSO-ds) Sppm: 0.93-0.98 (3H, t, J=7.3 Hz), 1.66-
1.90 (4H, m), 3.00-3.20 (4H, m), 3.50-3.62 (2H, m), 3.76
(3H, s), 3.90-3.96 (4H, m), 4.04-4.12 (2H, m), 5.07 (2H,
sy, 6.70 (1H, s), 6.91-6.95 (2H, d, J=8.8 Hz), 7.56-7.59
(2H, d, J=8.8 Hz), 7.77 (lH, s), 8.10-8.25 (1H, m).
[1220]
[1221] A Ao 41
N (o]
0 Kr(n\/\/(\/’
[1222] °
[1223] 2-[9-(4-HEA H D)-10-&2-6-Z 2 Z A]-1,2,3, 10-HEZHI =2 Z e [3,2-[ | FE=A-7T-L |-N-(3-R=2ZH-
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[1224]

[1225]

[1226]
[1227]

[1228]

[1229]

[1230]

[1231]

[1232]
[1233]

[1234]
[1235]

[1236]

[1237]

on

£50l 10-1548414

'H-NMR (DMSO-d¢) Sppm: 0.94-1.00 (3H, t, J=7.4 Hz), 1.66-
1.96 (6H, m), 2.90-3.21 (6H, m), 3.25-3.43 (4H, m), 3.56-
3.66 (2H, t, J=11.9 Hz), 3.77 ( ), 3.85-4.04 (4H, m),
4.05-4.18 (2H, m), 5.09 (2H, s 1 (1H, s), 6.92-6.96
(2H, d, J=8.8 Hz), 7.57-7.61 (2H, d, J=8.8 Hz), 7.79 (1H,
s), 8.09-8.14 (1H, t, J=5.5 Hz).

w o~
s
]

A Ao 42

P K/\N
O\/\O/
7-{3-[4-(2-v EA o &) T F| 2} -1-L | Z 2 F }-9-(4-H| FA| 9| D ) -6- L ZZA|-2, 3-U] 3| = 2~ 11, 7TH-7] 2} = [ 3, 2~
fl1A=H-10-20| g2k 9] A=
HGge 29 d2 5 o] &3lar, Ao 187 T dto] A7) FFES AFEA T

&4 180 WA 182¢C

'H-NMR (DMSO-dg) &ppm: 1.00-1.05 (3H, t, J=7.4 Hz), 1.83-
1.91 (4H, m), 2.00-2.20 (2H, m), 3.00-4.50 (20H, m), 4.50-
4.70 (2H, m), 6.77 (1H, s), 6.90-6.95 (24, d, J=8.8 Hz),
7.60-7.65 (2H, d, J=8.8 Hz), 7.94 (1H, s).

A Al 43

Hge & ARE olgehn, Ul 233 FUs stel 47 AFBE Azt

'H-NMR  (CDCl3) dppm: 1.07~1.13 (3H, t, J=7.4 Hz), 1.35
(18H,s), 1.89-1.98 (4H, m), 3.46-3.51 (2H, t, J=6.5 Hz),
3.82 (3H, s), 4.01-4.06 (2H, t, J=6.6 Hz), 4.16-4.21 (2H,
t, J=5.0 Hz), 6.25-6.30 (2H, d, J=12.3 Hz), 6.70 (1H, s),
6.91-6.95 (2H, d, J=8.8 Hz), 7.55-7.59 (2H, d, J=8.8 Hz),
7.68 (1H, s).

_78_



on
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[1238]
[1239]
[1240] AR - [9-(4-F| EA A D) -10-F A-6-Z2 2% A]-1,2,3,10-H Eg}s| =2 9] 2} [ 3, 2-f | A = A -7-Ld v & | o 26
29 A%
[1241] A 2% Yag ol gshar, AAd 249 A st A7) FFES Az
'H-NMR (DMSO-dg) &ppm: 1.03-1.10 (3H, t, J=7.5 Hz), 1.84-
2.02 (4H, m), 3.52-3.58 (2H, t, J=6.5 Hz), 3.81 (3H, s),
4.02-4.07 (2H, t, J=6.6 Hz), 4.16-4.19 (2H, t, J=5.1 Hz),
6.15-6.19 (2H, d, J=10.8 Hz), 6.80 (lH, s), 6.94-6.96 (2H,
d, J=9.0 Hz), 7.52-7.56 (2H, d, J=9.0 Hz), 7.69-7.72 (1H,
d, J=6.2 Hz).
[1242]
[1243] 2 Ao 45
L A
SeNY
L]
Q
A o-b_g Na
b
[1244] *
[1245] AR - [9-(4-F| EA A D) -10-F A-6-Z2 2% A]-1,2,3,10-H Eg}s| =2 9] 2} [ 3, 2-f | A = A -7-L v & | o 26
Bo|UEFH] Ax
[1246] Ageh 0 dug o] gshal, dAld 259 YA el A7) FFES Az
'H-NMR (D;0) &ppm: 0.94-0.99 (2H, t, J=7.4 Hz), 1.81-1.88
(2H, m), 3.21-3.23 (2H, m), 3.78 (3H, s), 3.99-4.05 (2H,
m), 4.13-4.15 (2H, m), 6.04-6.14 (2H, d, J=8.8 Hz), 6.78
(1H, s), 6.96-6.99 (2H, d, J=8.8 Hz), 7.39-7.45 (2H, m),
[1247] 8.08 (1H, s).
[1248] Ao 46
[1249]
[1250] z
[1251] e 2 A8g ol &star, Al 13 FLsA e 7] sSFES AxsIAT
[1252] G B (oA EAL E)
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[1253]

[1254]
[1255]

[1256]
[1257]
[1258]
[1259]

[1260]

[1261]

[1262]

[1263]
[1264]
[1265]
[1266]

[1267]

[1268]
[1269]

[1270]
[1271]

57 218 WA 220T

'H-NMR (DMSO-dg) &ppm: 1.00 (3H, t, J=7.4 Hz), 1.75-1.83
(2H, m), 3.13 (2H, t, J=8.8 Hz), 3.74 (3H, s), 4.02 (2H, t,
J=6.5 Hz), 4.54 (2H, t, J=8.9 Hz), 6.91 (28, d, J=8.7 Hz),
7.15 (1H, s), 7.51 (2H, d, J=8.7 Hz), 7.75 (lH, d, J=5.9
Hz), 10.99 (1H, d, J=5.9 Hz).

A AT 47

3,6-U)3] R -2H-Z2[2,3-119] = 0-9-29] A%

Agd &2 d8s ol&sta, A 13} L8 ko] A7) gt

o)
ils
o
2,
N
Q‘L
38
o

HaA 28 (dgE)

|4 275 WA 277C

'H-NMR (DMSO-dg) dppm: 1.00 (3H, t, J=7.4 Hz), 1.72-1.84
(2H, m), 3.14 (2H, t, J=8.9 Hz), 4.02 (2H, t, J=6.5 Hz),
4.55 (2H, t, J=8.9 Hz), 7.15 (1H, s), 7.47-7.54 (2H, m),
8.08 (1H, d, J=6.3 Hz), 8.16-8.17 (1H, m), 11.10 (1H, d,
J=6.1 Hz).

A A]e] 48

8-(4-m| EA A ) -7-M & -5-Z L LA -3, 6-1] 3| =R-2H-F 2[2,3-[ | A EA-9-29] A=
et 9 ARE ol &slal, A 87 T st A7) AFES AxsAUT.
D4 Bk (ol Eqto] d-n-Al)

S+ 216 U] 218C

'H-NMR (DMSO-dg) Sppm: 0.97 (3H, t, J=7.4 Hz), 1.76-1.84
(2H, m), 2.18 (3H, s), 3.11 (2H, t, J=8.9 Hz), 3.74 (3H,
s), 4.04 (2H, t, J=6.8 Hz), 4.50 (2H, t, J=8.9 Hz), 6.90

(24, d, J=8.7 Hz), 7.06 (2H, d, J=8.6 Hz), 7.15 (1H, s),
10.19 (1H, brs).

A Al 49

on

2
=

£ol

10-1548414

[8-(4-WEA A D)-9-% -5~ 2 FA]-2 3-U] 3| E2-9H-Z2[2,3-[ | F] 5 H-6-L | oA Extel Do 2= 2 9] A=
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on
]

0ol 10-1548414

[1272] Aeat

dz

g =
=

il
?0
[0
_|_4
>
>
£2
w
—
o
off
e
ol
2L
0]
2L
2
-
2
N
o
=
i
tlo
X
B
[0
2L
32
o

[LN'

'H-NMR (CDCls) &Sppm: 1.04 (3H, t, J=7.3 Hz), 1.26 (3H, t,

J=7.2 Hz), 1.78-1.86 (2H, m), 3.19 (2H, t, J=8.8 Hz), 3.82
(3H, s), 3.91 (2H, t, J=6.9 Hz), 4.22 (2H, q, J=7.2 Hz),
4.75 (2H, t, J=8.9 Hz), 5.05 (2H, s), 6.90 (2H, d, J=8.8
[1273] Hz), 7.01 (1H, s), 7.31 (1H, s), 7.83 (2H, d, J=8.8 Hz).
[1274] A Al 50

[1275]
[1276] [8-(4-HEA H D )-9-& A-5-Z ZZA]-2 3-U|3| =2-9H-Z 2 [2,3-f | A =T-6-L oA EALS] A%
[1277] Agd 2 d8S ol&star, A 329 FUsH ko] 7] =S Azl
'H-NMR (CDCl;) o®ppm: 1.04 (3H, t, J=7.3 Hz), 1.26 (3H, t,
J=7.2 Hz), 1.78-1.86 (2H, m), 3.19 (2H, t, J=8.8 Hz), 3.82
(3H, s), 3.91 (2H, t, J=6.9 Hz), 4.22 (2H, g, J=7.2 Hz),
4.75 (2H, t, J=8.9 Hz), 5.05 (2H, s), 6.90 (2H, d, J=8.8
Hz), 7.01 (1H, s), 7.31 (1H, s), 7.63 (2H, d, J=8.8 Hz).
[1278]
[1279] 2 A)e] 51
[1280]
[1281] 2-[8-(4-T|EA H ) -9-& A-5- L ZZA]-2 3-L]F| E2-9H-ZZ[2,3-f | FH=T-6-U]-N-(2-EE2ZZ-4-2 o
) ot Eopn = o] A%
[1282] Agst 2% A8 E o]&stal, A 337 YA st A7 SEES AxZsHth
'H-NMR (DMSO-dg) dppm: 0.92 (3H, t, J=7.3 Hz), 1.67-1.76
(2H, m), 2.28-2.33 (6H, m), 3.08-3.17 (4H, m), 3.47-3.51
(4H, m), 3.75 (3H, s), 3.86 (2H, t, J=6.7 Hz), 4.53 (2H, t,
J=8.9 Hz), 5.06 (2H, s), 6.90 (2H, d, J=8.8 Hz), 7.19 (I1H,
s), 7.54 (2H, d, J=8.8 Hz), 7.74 (1H, s), 7.83 (1H, t,
J=5.4 Hz).
[1283]
[1284]
[1285]
[1286] 8-(4-m EA I D)-6-(2-HEEZH-4-Y Y )-5-Z R EA|-3 6-T] 3| =2 -20-F 2 [2,3-[]F] 5H-9-29 A=
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£50l 10-1548414

[1287] Aeat

rjz

g =
=

[L N‘
il
[0

ol gk, el 183 BAsA shol 7] S-S Az,

'H-NMR (DMSO-dg) Sppm: 0.99 (3H, t, J=7.3 Hz), 1.74-1.82
(2H, m), 2.30-2.33 (4H, m), 2.54 (2H, t, J=5.5 Hz), 3.14
(2H, t, J=8.8 Hz), 3.42-3.45 (4H, m), 3.74 (3H, s), 3.97
(2H, t, J=6.5 Hz), 4.50-4.61 (4H, m), 6.92 (2H, d, J=8.8

Hz), 7.25 (lH, s), 7.56 (2H, d, J=8.8 Hz), 7.81 (1H, s).

[1288]
[1289] A Ale] 53
[1290]
[1291] AT -tert-F-g o 2~ H E8-(4-H B A H d )-9-2 A-5-Z B EZA]-2 3-T] 5| 2 -9H-Z 2 [2,3- | F = d-6-L | Lo
g 29 Az
[1292] et % 98E o|&sta, AAd 237 A o] Y] FFES Az
'H-NMR (CDCl;) &ppm: 1.06-1.12 (3H, t, J=7.4 Hz), 1.36
(18H, s), 1.85-1.97(2H, m), 3.19-3.26 (2H, t, J=9.0 Hz),
3.82 (3H, s), 4.00-4.05 (2H, t, J=6.7 Hz), 4.73-4.80 (2H,
t, J=9.0 Hz), 6.28-6.34 (2H, d, J=12.6 Hz), 6.88-6.94 (2H,
d, J=8.8 Hz), 7.11 (1H, s), 7.63-7.70 (2H, d, J=8.8 Hz),
[1293] 7.74(1H, s).
[1294] 2 Ao 54
[1295]
[1296] A = [8-(4-H FA A D )-9-F 2-5- LR ZA|-2, 3-T] 5| E2-9H-Z 2 [2,3-{ | FEd-6-LdWE ]l 2| 2 9] A=
[1297] HGet 2 982 o|&am, AAd 249 BA5HA Ft A7 FAES AxdA).
'H-NMR (DMSO-dg) &ppm: 1.00-1.05 (3H, t, J=7.4 Hz), 1.79-
1.90 (2H, m), 3.15-3.22 (2H, m), 4.00-4.06 (2H, t, J=6.7
Hz), 4.53-4.62 (2H, m), 6.21-6.25 (2H, d, J=10.6 Hz),
6.92-6.97 (2H, m), 7.36 (1H, s), 7.56-7.59 (2H, m), 7.90
1H .
[1298] (1, s)
[1299]
[1300] N’
[1301] SR - [8-(4-H B A H| D )-9-2 2-5-Z R EZ]-2 3-T]S| R -9H-Z 2 [2,3-f | A =-6-L e o ~H Zo|}E

_82_



[1302]

[1303]
[1304]

[1305]
[1306]
[1307]

[1308]

[1309]
[1310]

[1311]
[1312]
[1313]

[1314]

[1315]
[1316]

[1317]

[1318]

A 28 A8E o]&skaL, A 259

A stol A7 BgreS Alxs3l.

'H-NMR (D,0) &ppm: 0.92-0.97 (3H, t, J=7.4 Hz), 1.76-1.84
(2H, m), 3.12-3.19 (2H, t, J=8.9 Hz), 3.75 (3H, s), 3.93-
3.99 (2H, t, J=6.8 Hz), 4.56-4.59 (2H, m), 5.95-5.99 (2H,
d, J=8.9 Hz), 6.90-6.94 (2H, d, J=8.8 Hz), 7.27 (1lH, s),
7.39-7.43 (2H, d, J=8.8 Hz), 8.01 (1H, s).
2 A e) 56

o = O
|
Ny
4 ) N

7-(4-H| S A H D) -5-D-9H-= = [3,2-h ] F = -6-29 Az

(

il

e 2w

it
o
il

LR RO RS N

22 olgata, AAd 19} SUs stel 37 BFBe Az

'H-NMR (DMSO-dg) Sppm: 2.84 (3H, s), 3.76 (3H, s), 6.89-
7.02 (3H, m), 7.22 (1H, s), 7.52-7.58 (2H, d, J=8.8 Hz),
7.77 (1H, s), 8.21 (1H, s), 12.06 (1H, brs).

A Al 57

H-NMR  (DMSO-dg) Sppm: 2.73(3H, s), 3.26-3.33 (2H, t
J=8.8 Hz), 3.75 (3H, s), 4.69-4.76 (2H, t, J=8.8 Hz),
6.87-6.93 (3H, m), 7.50-7.53 (2H, d, J=8.9 Hz), 7.64 (1H,
sy, 11.30 (1H, brs).
2 Ao 58
BEdR
Dah
ALN'
6 U
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[1319]

[1320]
[1321]

[1322]
[1323]

[1324]

[1325]

[1326]

[1327]
[1328]

[1329]

[1330]
[1331]

[1332]
[1333]

[1334]

[1335]

SE5061 101548414

N
il

O

A9

o

28 ol gaha, AAld 239 BASA stel 7] HFBS Azt

it

i

'H-NMR (CDCls) &ppm: 1.39 (18H, s), 2.86 (3H, s), 3.26-
3.33 (2H, t, J=8.8 Hz), 3.83 (3H, s), 4.66-4.73 (2H, t,

J=8.9 Hz), 6.21-6.26 (2H, d, J=11.3 Hz), 6.92-6.99 (3H, m),
7.52-7.56 (2H, d, J=8.9 Hz), 7.66 (1H, s).

H-0-drg el 2H =29 Az

1-838kar, AAld 249} FAsHA sl A7) sRHES A=A

'H-NMR  (DMSO-dg) &ppm: 2.75(3H, s), 3.26-3.33 (2H, t,
J=8.8 Hz), 3.75 (3H, s), 4.69-4.76 (2H, t, J=8.8 Hz),
6.15-6.19 (2H, d, J=10.8 Hz), 6.90-6.97 (3H, m), 7.52-7.58
(2H, d, J=8.9 Hz), 7.64 (1H, s).

'H-NMR (D,0) &ppm: 2.57 (3H, s), 3.06-3.13 (2H, t, J=8.8
Hz), 3.72 (3H, s), 4.50-4.58 (2H, m), 5.84-5.88 (2H, d,
J=8.8 Hz), 6.84-6.87 (2H, d, J=8.8 Hz), 6.93 (1lH, s),
7.27-7.31 (2H, d, J=8.8 Hz), 7.75 (1lH, s).

A Al 61
[¢] ° Z 0\
HN. B . J
1 |
N
P

FA1-4,7,9,10-H E}B| = 2-[4, 7] FEER-1,8-1] 9] A%

=l

af)

=
g3, Aol 13 A st} A7) AFES A%

b4

A B(ohbA| EAlo Y- EkE)

_84_



[1336]

[1337]
[1338]

[1339]
[1340]

[1341]
[1342]

[1343]

[1344]
[1345]

[1346]
[1347]
[1348]
[1349]

[1350]

[1351]

[1352]

[1353]
[1354]

[1355]

on

&3 132 WA 133C

'H~NMR (DMSO-d¢) &ppm: 1.03-1.10 (3H, t, J=7.4 Hz), 1.80-
2,00 (2H, m), 2.33-2.3% (2H, t, J=7.4 Hz), 3.70-3.80 (5H,
4.04-4.09 (2H, t, J=6.5 Hz), 6.85 (lH, s), 6.91-6.95
( J=8.8 Hz), 7.53-7.56 (2H, d, J=8.8 Hz), 7.72-7.75
(iH, d, J=6.4 Hz), 9.94 (14, s), 11.02-11.25 (1H, m).

A A 62
° o A0
A ; RN !
[ N
P

2-(4-v| EA A D) -7- e -5-Z 2 ZA-4,7,9 10-HEH3| =2-[4, 7] FEZH-1,8-t]29 A%

AHgg 2% A8E olgstal, AAld 13 A& ste] 7] SgEs Azl

'H-NMR (DMSO-dg) Sppm: 1.03-1.10 (3H, t, J= 7.4 Hz), 1.82-
2.00 (24, m), 2.37-2.43 (2H, t, J=7.4 Hz), 3.32 (3H, s),
3.65-3.95 (S5H, m), 4.17-4.22 (2H, t, J=6.5 Hz), 6.90-6.95
(2d, d, J=8.8 Hz), 7.05 (lH, s), 7.50-7.55 (2H, d, J=8.8
Hz), 7.76 (1H, s), 11.14 (1H, brs).

Al 63

55 % A]-3- (4= 5 Al W)~ 1H-[ 1, 10 ] E B 14— 8- 9] A =

)G

2

e F

th
o
il

25 ol&sta, A 1% FdstA sto] 47 eSS AxsAT

A 2)

~

ol
=)

(el

)

Sh

|74 118 WA 120C

'H~NMR (DMSO-dg) Sppm: 3.75 (3H, s), 3.89 (3H, s), 6.93
(2H, d, J=8.6 Hz), 7.00 (1H, s), 7.57 (2H, d, J=8.6 Hz),
7.63-7.68 (1H, m), 7.91 (1H, s), 8.26 (1H, d, J=8.2 Hz),
8.78 (1H, d, J=4.2 Hz), 12.23 (1H, brs).

A Al 64
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[1356]

[1357]

[1358]
[1359]

[1360]
[1361]
[1362]
[1363]

[1364]

[1365]
[1366]

[1367]
[1368]

[1369]
[1370]

[1371]

[1372]

[1373]

[1374]
[1375]

[1376]

T B (el Ee)
&% 143 WA 145C

'H-NMR (DMSO-d¢) &ppm: 3.98 (3H, s), 7.17 (1H, s), 7.59
(1H, s), 7.60 (1H, s), 7.70-7.75 (14, m), 8.20 (1H, brs),
8.33 (1H, d, J=8.3 Hz), 8.50 (1H, s), 8.81-8.83 (1H, m).

A Al 65

5111 %A1 -3-E] . A-2-Q-1H-[ 1, 10] A FE S A-4-2-9] A=
A w0 QS o gekn, AAd 13} QA stol 4] HFES Azt

S
|4 265 WA 267C

"H-NMR (DMSO-dg) &ppm: 3.94 (3H, s), 7.07-7.10 (2H, m),
7.44 (1H, d, J=6.0 Hz), 7.60 (1H, d, J=3.7 Hz), 7.61-7.71
(1H, m), 8.29 (iH, d, J=8.3 BEz), 8.47 (1H, s), 8.80-8.83
(1H, m), 12.60 (1H, brs).

A Al 66

2 Boak(oba) EAlo) El-p-34l)

¥4 216 U# 218C

'H-NMR (DMSO-ds) BSppm: 3.90 (3H, s), 4.54 (3H, s), 7.08-
7.13 (2H, m), 7.44 (1H, d, J=5.1 Hz), 7.56-7.61 (1H, m),

7.65 (1H, d, J=3.7 Hz), 8.24 (1H, d, J=8.2 Hz), 8.64 (1H,
s), 8.75~-8.77 (1H, m).

A A 67
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£50l 10-1548414
[1377] 4 250 WA 251C

1H-NMR (CDCls) oppm: 1.14-1.19 (3H, t, J=7.4 Hz), 1.98-
2.07 (2H, m), 3.87 (3H, s), 4.26~4.32 (2H, t, J=6.6 Hz),
6.98-7.02 (2H, d, J= 8.7 Hz), 7.30(1H, s), 7.61-7.64 (2H,
d, J=6.6 Hz), 8.64-8.66 (1lH, d, J=6.0 Hz), 9.10 (1H, s),
9.38-9.40 (1H, d, J=4.8 Hz), 9.97-9.99 (1H, d, J=5.9 Hz).

[1378]
[1379] 2 Al 68
N o O
OO
(/\N!W
/\/O OH
[1380] °
[1381] [9-(4-W| Z A #HD)-10-2 2-6-Z 2 Z A|-100-[3, 7] A FEZ-7-A Jo}A EALE] A%
[1382] Agst 2% A8 E o]&stal, Al 329 TYsHA st A7) SEES Az
'H-NMR (CDCls;) &ppm: 1.14-1.19 (3H, t, J=7.4 Hz), 1.98-
2.07 (2, m), 3.87 (3H, s), 4.26-4.32 (2H, t, J=6.6 Hz),
5.47 (2H, s), 6.98-7.02 (2H, d, J= 8.7 Hz), 7.30 (1H, s),
7.61-7.64 (2H, d, J=6.6 Hz), 8.64-8.66 (1H, d, J=6.0 Hz),
9.10 (1H, s), 9.38-9.40 (1H, d, J=4.8 Hz).
[1383]
[1384] A Al 69
N o] = o
i )
r
1y
P ~ N
T
[1385]
[1386] 2-[9-(4-H B A H D)-10-8 2-6-ZZZA-100-[3, 7] A FEZA-7-D |-N-(2-EE2ZA-4-D o] & ) o} 4| Eo}n] = 9]
A =
[1387] et 2% 98E o|&sta, AAd 337 A o] Y] FFES Az
[1388] &4 189 U] 192
'H-NMR (DMSO-dg) ®ppm: 1.00-1.06 (3H, t, J=7.4 Hz), 1.82-
1.91 (2H, m), 2.82-3.12 (8H, m), 3.60-3.80 (4H, m), 3.81
(3H, s), 4.14-4.20 (2H, t, J=6.8 Hz), 5.32 (2H, s), 7.00-
7.03 (2H, d, J=7.8 Hz), 7.69-7.72 (2H, d, J=7.8 Hz), 7.78
(1H, s), 8.11 (1H, s), 8.20-8.30 (1H, m), 8.51-8.53 (1H, i
J=6.1 Hz) 9.19 (1H, s), 9.99-10.0 (1H, d, J=6.1 Hz).
[1389]

_87_



[1390]

[1391]
[1392]

[1393]

[1394]

[1395]

[1396]
[1397]

[1398]

[1399]
[1400]

[1401]
[1402]

[1403]

[1404]

[1405]

on

[5-2 59 2-3-(4-| A 5 ) ~4-5 48~ 2 EA|-4l-7) 5 A-1-A JopH Exo Ho 2 el 29] A2
A S8 AE8E ol&star, AAd 319F FdstA ste] Y] setee A=t
IH-NMR (DMSO-dg) &ppm: 0.96-1.02 (3H, t, J=7.4 Hz), 1.18-
1.24 (3H, t, J=7.1 Hz), 1.69-1.80 (2H, m), 3.78 (3H, s),
3.94-4.00 (2H, t, J=6.7 Hz), 4.12-4.21 (2H, q, J=7.1 Hz),

5.32 (2H, s), 6.94-7.04 (3B, m), 7.21-7.26 (1H, m), 7.58-
7.62 (2H, d, J=8.7 Hz), 8.02 {(1lH, s).

A Al 71

[5-ZF 2 2-3-(4-T 5 A A ) -4-F -8 L2 ZAAI-F| = H-1- JopA EAbe] A=
AR 8 ARE o8k, AAld 329F gl st H7] SgEs Axsat
‘H-NMR (DMSO-dg) dppm: 0.97-1.03 (3H, t, J=7.4 Hz), 1.72-
1.87 (2H, m), 3.82 (3H, s), 3.95-4.00 (2H, t, J=6.7 Hz)

5.24 (2H, s), 6.94-7.03 (3H, m), 7B2O—7,26 (1H, m), 7.59~
7.62 (2H, d, J=8.7 Hz), 8.02 (1H, s), 12.5-13.3 (1H, br).

'H-NMR (DMSO-dg¢) Sppm: 0.81-0.87 (3H, t, J=7.1 Hz)

, .
0.98 (3H, t, J=7.4 Hz), 1.19-1.45 (4H, wm), 1.70-1.80 (2H,
m), 3.02-3.08% (2H, g, 6.3 Hz}, 3.76{(3H, s}, 3.90-3.95 (2H,
t, J=6.8 Hz), 5.13 (2H, s), 6.90-6.98 (3H, m), 7.15-7.20
(1H, m), 7.56-7.60 (2H, d, J=8.7 Hz), 7.90 (1lH, s), 7.97-

8.01 (1H, t, J=5.5 Hz).

_88_
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[1406]

[1407]

[1408]

[1409]

[1410]

[1411]

[1412]

[1413]

[1414]

[1415]

on

£50] 10-1548414

2-[5-FF L 2-3-(4- EA ¥ D) -4-& 8- L ZZA-4-F = U-1- |-N-(2-EE2ZH-4-d o & ) o} A Eo}r] = 9]

A =

[6-EF L 2-3-(4-WEA T )-4-%A-8-Z 2 EA4H-F| HA-1-L [} EAL 800 mg(2.07 mmol)] DMF -8-94(2
ml)oll W s}l A, 4—(2—0}U].L°1]% 222 273 mge DMF £N9(1 ml), EgdEoldl 506 mg(5.0 mmol), T
NEEAFEZA| oo E(DEPC) 405 mg(2.48 mmol) 2 DMF 1 ml9] o2 7lslar 2204 23417 nukali v,
Hhgle] &5 7letal oM EAE R FE35t. §715S X3} QU EF FE&Ho=E 23] AAY. T
FHAUEFoR Axd T, A% sl FFdHT.  ZAE AEgr A 4y az2vEady(gEz2d e
HErE=30:1-15:1) 2 AA| oWDP AAES S stelAl 531, JIALE oM EAERRE A A4 ste]
AR 2-[5-FFQ 2-3-(4-HMEA ) -4-&Aa-8- TR ZAAN-F 5 A-1-D]-N-(2-B2ZH-4-Y &) o[ H E
oMM = 789 mg(F& 77%)S AT

€4 139 WA 141C

3H, t, J=7.3 Hz), 1.71-1.80
.18 (2H, g, J=6.5 Hz), 3.49-
3.53 (4H, m 7 (3H, s), 3.93 (2H, t, J=6.8 Hz), 5.14
(2H, s), ©.92-6.9 (3H, m), 7.18 (1lH, dd, J=4.5 Hz, 9.0
Hz), 7.58 (2H, d, J=8.8 Hz), 7.90-7.95 (2H, m).

1
H-NMR (DMSC-d¢) &ppm: 0.95

(2H, m), 2.30-
)

2-[6-EF 2 2-3-(4-m| FA A D) 4= 2-8-Z R I -AN-F] = - 1-L |- N-m -N-(2-R 2 E - -4-d ol ) o b A Eo}
vl o] Az

2‘[5‘%*‘7—4—& 3-(4-HEA H D )-4- A~-8- L 2 ZAAN-F| EHU-1-Y |-N-(2-R 2 ZH-4-Uo| & ) o} M| Eoln] = 580
mg(1.16 mmol)2] DMF &(2 ml)oll FA2IVEF60% F4) 61 mg(l.4 mmol)S 7}elal, EFES A2M 5
=7 F’-‘iﬁ}ﬁii}. o] Ao Qe =3}vEl 230 mg(1.62 mmol)S 718}, PR EFES A2 A 15A]7F uutk
ShGlTh.  REg o] & 9 oM EAE S vhetal, wdetil, §71F5S X3 ASUER FEASE AA 5
3t 3 Ak, S Ay A AR FEReEage(dER e e eE=30:1->15:1) 2 GA5HA

A BNA EEST WS opMEN R At WA BEe) o-[5-EFen-3-

. H
(4-H EAF ) -4-F 2-8-Z 2 XA AH-F5A-1-L |-N-HE-N-(2-EE2ZHA-4-L &) o} Ectn| = 440 mg(F&

_89_



on

EE535] 10-1548414
[1416] &7 218 A 220C

om: 0.94

w

H, t, J=7.3 Hz), 1.64-1.72
2 2.43-2.50 (2H, m), 2.85 (1H,
s), 2.99 (2H, s), 3.37 (2H, t, J=6.8 Hz), 3.44-3.48 (4H,
m), 3.75 (3H, s), 3.89 (2H, t, J=6.7 Hz), 5.43 (2H, s),
6.89-6.97 (3H, m), 7.12-7.17 (1H, m), 7.53-7.57 (2H, m),
7.83 (1H, s).

[1417]
[1418] A A4 75
x |
= AN
o]
[1419]
[1420] 2-[6-FF L Z-3-(4-MEA D) -4-F 2-8-Z 2 ZAAH-F| 5 U-1-L|-N-(3-EEZHU-4-U Z 2 I ) o} A Eoln]| = ¢
Az
[1421] Agst 2% A8 E o]&star, AAld 737 FYsHA skl 7] SEES AxzsHi.
[1422] A Bk (ol A Exlel €-n-&l4h)
[1423] &4 117 WA 119T
'H-NMR (DMSO-dg) Sppm: 0.95 (3H, t, J=7.3 Hz), 1.52-1.57
(2H, m), 1.71-1.79 (2H, m), 2.21-2.29 (6H, m), 3.09 (2H, g,
J=5.8 Hz), 3.49-3.54 (4H, m), 3.76 (3H, =), 3.93 (2H, t.
J=6.8 Hz), 5.12 (2H, s), 6.92-6.%9 (3H, m), 7.18 (1H, dd,
J=4.5 Hz, 9.0 Hz), 7.58 (2H, d, J=8.8 Hz), 7.90 (1lH, s),
8.00 (1H, t, J=5.4 Hz).
[1424]
[1425]
[1426]
[1427] 2-[5-EF QL 2-3-(4-WEAHH)-4-24-8-Z ZZAA-F 5 H-1-L |-N-HE-N-(3-REZH-4-YZZI)o}A E
ol =9 Az
[1428] At U A8 & o]&atal, AAld 749 FA3H 3kl 7] S3HES AlFEAT.
[1429] A Bk (ol A Exle| €-n-&l2h)
[1430] €7 166 WA 163C
'H-NMR (DMSO-dg) Sppm: 0.92-0.98 (3H, m), 1.65-1.71 (4H,
m), 2.21-2.36 (6H, m), 2.82 (1H, s), 2.98 (2H, s), 3.20-
3.30 (2H, m), 3.48-3.58 (4H, m), 3.76 (3H, s}, 3.90 (2H, t,
J=6.8 Hz), 5.43-5.45 (2H, m), 6.90-6.98 (3H, m), 7.13-7.18
1H, , 7.54-7. (11
[1431] (1H, m) 54-7.59 (2H, m), 7.86 (1H, s)

_90_



[1432]

[1433]
[1434]

[1435]
[1436]

[1437]

[1438]

[1439]

[1440]
[1441]

[1442]

[1443]
[1444]

[1445]
[1446]

[1447]

on

£501 10-1548414

L 4-8-Z 2 EZAAR-F =AU -1-L |-N-(1-v 2 9] #| g P -4-U ) o} § Eo}r] = 9]

<

ol

HAl skel 7] shekE

A 38k T}

o

e Fu

S 2 (obA E Ak Y- 41

g =
=

il

ol geti, AN 733} F

&% 201 WA 203C

'H-NMR (DMSO-dg) Sppm: 0.95 (3H, t, J=7.3 Hz), 1.40-1.49

(2H, m), 1.67-1.84 (4H, m), 1.91-2.00 (2H, m), 2.14 (3H,

s), 2.69-2.73 (2H, m), 3.55-3.75 (1H, m), 3.75 (3H, s),

3.93 (2H, t, J=6.7 Hz), 5.14 (2H, s), 6.90-6.98 (3H, m),

7.16 (lH, dd, J=4.4 Hz, 9.0 Hz), 7.58 (2H, d, J=8.6 Hz),
{1H,

o = T 2 LIe)
7.90 1 3), 8.0 =/.2 nZ) .

i

w
=
ot
<
C
~
C.

A Al 78
Foo A0S
/i\ i |
e
N
6o L _wn_o
I

4A2-[5-EF L 2-3-(4-M FA D) -4-F 18- T2 EA -4-F] - 1-d | -opA D opr| i} -9 # 2] - 1- 7} 2 5 4t
ert-Feo~e 29 A%

Age 29 Ang ol geli, AAd 133 BAA stol $7] SRS Az,

H-NMR (CDCli) &ppm: 1.03 (3H, t, J=7.3 Hz), 1.31-1.38 (2H,
m), 1.41 (9H, s), 1.80-1.86 (4H, m), 2.70-3.00 (2H, m),
3.79 (3H, s), 3.88-4.13 (5H, m), 4.%4 (2H, s), ©6.55 (1H,
brs), 6.77-6.92 (4H, m), 7.31 (1H, s), 7.46 (2H, d, J=8.8
Hz) .

AN 6 79
o\
]
Lx
AR
YO
9-[5-Z 57 0 -3~ (4= 5 A| | ) ==& o8- T & E A 4H-F] I -1~ | -N-31 | 2] Tl -4- ) o} A Eolu] = o] A%

4-42-[5-EF L 2-3-(4-vFA 9 D) -4-5 2-8-Z 2 T A -4H-F m - 1-d |-obA D obr] e )9 Fl g I -1-7h 2 54 40t
ert-F-Eo| ~H2 820 mg(1.44 mmol)] ol&hE& £N(12 ml)o] 4 N FsfFiolEAY &9 25 mlE 7}shar
Ao 28A17F wRkelglh. dojA= EFES A Sl wHstaL, At WtFAUER F&NS 7t
o pH 8% 3taL, oM EAM”ER MASIGATE. £ 2 N FAJUEF F&945 7lete] pll 112 3tal, HER

_91_



[1448]

[1449]

[1450]

[1451]
[1452]

[1453]

[1454]

[1455]

[1456]
[1457)

[1458]

[1459]

zHlgoR FEIUG. K1FE
ot st sHet
A 3d)-4-5 -8~

23} AUER FEAoE AAsta, FeIieladges dxs &,
ATk, FALE ofghg-olMExled 2N E AAgsta, WA 2Ee 2-[5-FF L 2-3-(4-vF
IR EZAAR-HE5-1-Y]-N-FH g d-4-UolH Eoln| = 185 mg(F& 27%)S Lrt.

57 226 WA 228C

H-NMR (DMSO-dg) ®ppm: 0.94 (3H, t, J=7.3 Hz), 1.22-1.33
(2H, m), 1.62-1.81 (4H, m), 2.36-2.45 (2H, m), 2.84-2.89
(2H, m), 3.55-3.75 (2H, m), 3.75 (3H, s), 3.92 (2H, t,
J=6.7 Hz), 5.13 (2H, s), 6.90-6.98 (3H, m), 7.16 (1H, dd,
J=4.5 Hz, 9.0 Hz), 7.56 (2H, d, J=8.6 Hz), 7.88 (lH, s),
8,01 (1H, d, J=7.5 Hz).

A Al 80

F o0 = ~
S

S8

|
Nz \;’,3/
A0 VWOV

4-[5-EF 2 2-3-(4-r 5 A D) -4- S 2-8- L2 FA-4-F] 5 9 -1-A | E| 22to Dol 28| 29] A%
AL 8 A8E o8k, Ao 319 sl st A7) Ses AEsn

'H-NMR (DMSO~dg) dppm: 1.00-1.06 (3H, t, J=7.4 Hz), 1.06-
1.12 (3H, t, J=7.13), 1,80-2.02 (4H, m), 2.24-2.30 (2, t,
J=7.4 Hz), 3.77 (3H, s), 3.92-4.00 (2H, q, J=7.1 Hz),
4.03-4.09 (2H, t, J=6.6 Hz), 4.54-4.60 (2H, t, J=6.87 Hz),
6.93-7.04 (3H, m), 7.24-7.29 (15, m), 7.60~7.63 (2H, d,
J=8.6 Hz), 7.97 (1H, s).

)

A Al 81

4-[5-ZF 0 2-3-(4-HEA I )-4-L 28T 2 ZA-4H-F = -1-L | FE| 22 A=
Gt 2% 55 o] gstar, Arld 329 A3 3t A7) SRES A=

‘H-NMR (DMSO-d¢) &ppm: 1.00-1.06 (3H, t, J=7.4 Hz), 1.78-
2.00 (4H, m), 2.16-2.22 (2H, t, J=7.4 Hz), 3.78 (3H, s),
4.04-4.09 (2H, t, J=6.6 Hz), 4.54-4.60 (2H, t, J=7.0 Hz),
6.93-7.04 (3H, m), 7.24-7.30 (1H, m), 7.60-7.64 (2H, d,
J=8.8 Hz), 7.97 (1H, s), 11.80-12.20 (1H, br).
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[1460]

[1461]
[1462]

[1463]

[1464]

[1465]
[1466]

[1467]
[1468]

[1469]

[1470]
[1471]

[1472]
[1473]

[1474]

[1475]

N-3-

1=}
»
45

=8

24 v

'H-NMR
1.05
m) ,

J=6.
7.23

i3
o
e}
rt

= ARE o]gsta, Al 333 5

43

(DMSO-dg) Sppm:

0.78-0.84 (3H, t, J=7.1 Hz),

(38, t, J=7.4 Hz),

2.92-2.97

6 Hz), 4.53-4.58

-7.28 (1H,
m), 7.93

2.30

3.96

(2H, m)

7

= 9]

=

A stel A7) SFES A%

1.10-1.42 (4H, m),
3H, s), 4.03-4.08 (2H,

3.77

m), 7.60-7.63

(1H, s3).

(

(2H, t, J=6.2Z Hz),

(24, t, J=8.6

Hz), 7.70-7.75

ZEFQZ-3-(4-W FA D) -8-Z ZEA-IH-F m R -4-22] A

9 Q85 o), HAAd 179 A st Y] FFES AZ

H-NMR (CDCl,) ®ppm: 1.05-1.12 (3H, m), 1.85-1.96 (2H,
-2.35 (2H. m), 3.33 (2H, t, J=6.1 Hz), 3.83 (3H,
-4.05 (2H, m), 4.69 (2H, t, J=6.5 Hz), 6.85-7.03
7.59-7.64 (3H, m).

m) ,

= A8E o]&sta, A 173 FASA st 47 S AxEA

TH-NMR (CDClj3)

3.96

m) ,

-2.27 (24,
-4.05 (2H,
7.59~7.64

m) ,
(3H, m).

5-1.13
(2H,
(2H,

(34, m), 1.87-1.96 (2H,
t, J=5.8 Hz), 3.83 (3H,
t, J=6.5 Hz), 6.86-7.02

_93_

=

0.99-

1.75-2.01 (6H,

t,

6.92-7.03 (3H, m),

=

=

m) ,
s),

(4H,

%=

=

m),
s) .,
(4H,

on

2
=

£

L Z-3-(4-HFA 3 ) -4-F 2-8- LRI A-F 5 -1-A | F- ol =9] Az

10-1548414



[1476]

[1477]
[1478]
[1479]
[1480]

[1481]

[1482]
[1483]

[1484]
[1485]
[1486]
[1487]

[1488]

[1489]

[1490]

[1491]
[1492]
[1493]

[1494]

on

= %%(O}H]Eﬂ'q] %_n_éﬂ"}\\_ )
&3 130 WA 132C

'"H-NMR (DMSO-dg) Sppm: 0.99 (3H, €, J=7.3 Hz), 1.73-1.87

(4H, m), 2.07-2.20 (6H, m), 3.36-3.39 (4H, m), 3.74 (3H,

s), 4.01 (2H, t, J=6.5 Hz), 4.56 (2H, t, J=6.3 Hz), 6.90-
7.00 (3H, m), 7.21 (1H, dd, J=4.5 Hz, 9.0 Hz), 7.57 (2H, d,
J=8.7 Hz), 7.98 (1H, s).

Aol 86
F AN
J
J
Pl K/\N/\
\

1-(3-tjol o] e 2 2 9)-5-5F 0 B-3-(4-m| FA| A d)-8-Z 2 EA|-1H-F| = -4-29] A%

HYe 29 ARG o §ahy, Arel 187 BAsA sl BY) FBFBLS Az,

&5 80 A 82T

'H-NMR (DMSO-dg) &ppm: 0.81 (6H, £, J=7.0 Hz), 1.01 (3H, t,
J=7.3 Hz), 1.75-1.87 (4K, m), 2.22-2.38 (6H, m), 2.75 (3H,

s), 4.03 (2H, t, J=6.6 Hz), 4.54 (2H, t, J=6.7 Hz), 6.91-

7.01 (34, m), 7.23 (1H, dd, J=4.5 Hz, 9.0 Hz), 7.59 (2H, d,
J=8.8 Hz), 7.96 (1H, s).

A A 87

9
i
Hu
to
fru
@
®
=
I
>
)
i
I
|
w
|
®
-y
i}
A=)
é_L‘
i)
2
|
n
e
[kl
fr
iz}
&
[&l
fr
1
>
|
=
B
il's
ut)
-
flo
lo
Y
BN
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[1495]

[1496]

[1497]

[1498]
[1499]
[1500]
[1501]

[1502]

[1503]
[1504]

[1505]
[1506]
[1507]
[1508]

[1509]

[1510]

[1511]

[1512]

on

&4 152 WA 154C

IH-NMR (DMSO-dg) ®ppm: 1.01 (3H, t, J=7.3 Hz), 1.78-1.86
(4H, m), 1.96 (3H, s), 2.04-2.14 (10H, m), 3.75 (3H, s),
4.02 (2H, t, J=6.5 Hz), 4.55 (2H, t, J=6.2 Hz), 6.90-7.01
(3H, m), 7.23 (1H, dd, J=4.5 Hz, 9.0 Hz), 7.58 (2H, d,
J=8.8 Hz), 7.97 (1H, s).

AN 88

A 2% RS o §ata, UAle] 183 FAA shel 47] HFRES AxFHAG,
14 32k (o} 4] E Ao | -n-814h)

4 132 WA 134T

'H-NMR (DMSO-dg) &ppm: 0.99 (3H, t, J=7.3 Hz), 1.20-1.40
(6H, m), 1.73-1.84 (4H, m), 2.02-2.10 (6H, m), 3.74 (3H,
s), 4.00 (2H, t, J=6.4 Hz), 4.53 (2H, t, J=6.2 Hz), 6.89-

7.00 (3H, m), 7.20 (1lH, dd, J=4.5 Hz, 9.0 Hz), 7.57 (2H, d,
J=8.6 Hz), 7.95 (1H, s).

ANl 89

SahA) B (ob A E ke En- 821

57 147 WA 149C

m), 2.00-2.20 (12H, m), 3.75 (3H, =),
4.54-4.59 (2H, m), 6.90-7.00 (3H, m),
7.55-7.60 (2H, m), 7.98 (1H, s).

'H-NMR (DMSO-d¢) &ppm: 0.80-1.00 (6H, m), 1.70-1.80 (4H,
)
)

AAlel 90

F 0 2O

Send

T
/\\/\(’(\K/\

(SN

O
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[1513]

[1514]
[1515]

[1516]

[1517]

[1518]

[1519]
[1520]
[1521]
[1522]

[1523]

[1524]

[1525]

[1526]
[1527]

[1528]

[1529]

A 2w Ang olgaha, dAld 183 $UsA stol A7) APRE Azt
SR B ER )

€7 183 WA 185T

'H-NMR (DMSO-d¢) &ppm: 1.00 (3H, t, J=7.3 Hz), 1.79-1.94

(4H, m), 3.08-3.14 (2H, m), 3.68-3.83 (5H, m), 4.05 (2H, t,

J=6.7 Hz), 4.19-4.43 (3H, m), 4.54-4.60 (2H, m), 6.23 (1H,
brs), 6.92-7.04 (3H, m), 7.27 (1H, dd, J=4.5 Hz, 9.0 Hz),
7.61 (2H, 4, J=8.6 Hz), 8.00 (1H, s), 10.30 (1H, brs).

A ATl 91
F o0 O
28
N
AP K/\N/\
l\/N N\
l &

S-EFLE-3-(4-mF A 8- = 2 F A -1-[3-(4-v] 2 -2- v v Ehrl - 1) LR A 17 m 42

A 2% 485 ol&staL, AAld 187 FUstA skl A7) SAFES AlxskAT.

|74 123 WA 125T

'H-NMR (DMSO-d¢) Sppm: 1.01 (3H, t, J=7.3 Hz), 1.79-1.89
(4H, m), 2.14-2.27 (6H, m), 3.20-3.30 (4H, m), 3.74 (3H,
s), 4.03 (2H, t, J=6.5 Hz), 4.60 (2H, t, J=6.0 Hz), 6.58
(1H, dd, J=5.0 Hz, 6.9 Hz), 6.6%9 (1H, d, J=8.6 Hz), 6.90-
7.02 (3H, w), 7.23 (14, dd, J=4.4 Hz, 9.0 Hz), 7.40-7.50
(1H, m), 7.58-7.61 (2H, m), 8.02-8.06 (2H, m).

=]
S 2

Lo Extel ")
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[1530]

[1531]

[1532]

[1533]
[1534]

[1535]
[1536]

[1537]

[1538]
[1539]

[1540]
[1541]

[1542]

[1543]

on

ES3 10-1548414
&% 168 WA 170C

'H-NMR (DMSO-dg) &ppm: 1.01 (3H, t, J=7.3 Hz), 1.12-1.20
(28, m), 1.50-1.55 (2H, m), 1.68-1.86 (6H, m), 1.90-2.11
(3H, m), 2.30-2.33 (4H, m), 2.62-2.67 (2H, m), 3.48-3.51
(4H, m), 3.75 (3H, s), 4.03 (2H, t, J=6.5 Hz), 4.56 (2H, t,

J=5.9 Hz), 6.90-7.01 (3H, m), 7.23 (1H, dd, J=4.5 Hz, 9.0
Hz), 7.60 (2H, d, J=8.8 Hz), 7.99 (1H, s).
AR 93
F oo O
g
/A
T ClH o

5-EF L 2-1-{3-[4-(2-v S A ol &) 9] 221 -1- | 28 }-3- (4-v| S A 3 ) -8-Z R A - 1= s R -4-2 0] 4T
el Az

A3 =

1 O

f
o

85 ol&star, AAld 183 FdsHA sto] A7) sES AlxSAT.
ghallo] A4 F (ol ELte )

[LN'
il

|74 184 WA 186TC

'H-NMR (DMSO-dg) Sppm: 1.01 (3H, t, J=7.3 Hz), 1.81-1.89
(2H, m), 2.00-2.25 (2H, m), 2.80-2.97 (2H, m), 3.25 (3H,
s), 3.20-3.40 (4H, m), 3.60-3.65 (8H, m), 3.75 (3H, s),
4.06 (2H, t, J=6.7 Hz), 4.60 (2H, t, J=6.3 Hz), 6.91-7.04
(3H, m), 7.26 (1H, dd, J=4.5 Hz, 9.0 Hz), 7.61 (2H, d,
J=8.8 Hz), 8.03 (1lH, s).

2-{3-[65-ZF 0 2-3-(4-T| EA D) -4-2 2-8-Z Z ZAA[-F| 5U-1-D |-Z 2 D }-0] 2 E-1,3-1] 9] A%
*?°§3(4ﬂiﬂﬂé)&4iiﬂ H-7]5#-4-2 5.0 g(15.2 mmol) 9] DNF &4 (25 ml)ol] F2IUEF
(60% r43) 800 mg(18.3 mmol) S 7}atar, EFES Aol 3087 wukslrh. o] EgtEo]| N-HeErzay
Zebolul= 4,48 g(16.7 mmol)S 7Fatal Aol 308, 50ColA 5A17F wuksldel,  Wud, wksdo] & 20
mlo} oA EAb " S 718tar, 2417 wwkegith. A BEES Welstal, $A F, Axste] @b o
2-{3-[5-ZF 9 2-3-(4-W| BN | d)-4-2 2-8- L Z ZA|A[-F| 5 U-1-D |-Z 2D }-0] 2 E-1,3-1]| & 4.63 g(F

& 59%)S ATt

Iy-NMR (DMSO-dg) &ppm: 0.94 (3H, t, J=7.3 Hz), 1.74-1l.05
(28, m), 2.03 (2H, t, J=7.4 Hz), 3.62 (2H, t, J=6.6 Hz),
3.76 (3H, s), 4.01 (2H, t, J=6.7 Hz), 4.61 (2H, t, J=7 %
Hz), 6.91-7.02 (3H, m), 7.25 (1H, dd, J=4.5 Hz, 9.0 Hz),
7.58 (2H, d, J=8.8 Hz), 7.78-7.86 (4H, m), 8.06 (1H, s).
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[1544]

[1545]
[1546]

[1547]

[1548]
[1549]

[1550]
[1551]

[1552]

[1553]
[1554]

[1555]
[1556]

[1557]

on

=35 10-1548414

1-(3-0bp] i L2 ) -5-F57 Q. 2-3-(4-T| HA| ] ) -8- L2 EA-1H-7) 35 -4-2.9] A%

2{3-[5-ZF L 2-3-(4-HEA AL )4-2 28 L ZIZAA-F =A-1-Y -T2 F }-0] 2 E-1,3-T] & 2.0
g(3.88 mmol) 2] o ghe £(60 ml)oll Jlo]=2d F3}E 0.62 ml(12.8 mmol)& 7}&}al 4A1ZF 57 Sl A 7}
N

Asigith. PolXt EREE A solA FHeL, ol Aol 5 N FHFUER SEAL sbshn, Ao
A EYEe vEnzdgon FE99t. #7152 ¥ 9 23 gshlER S0 som Adsn, ¥4
FUPH I GoE AT F, ¢ Sl BEAD, A AR 1-B-op|mTEW)-5-EFL-3-(4-1E

H ° gl
A FD)--Z 2 EZA-1-F=A-4-2 1.4 g(F& 94%)S 4T},

'H-NMR (CDCls) &ppm: 1.09 (3H, t, J=7.3 Hz), 1.23 (2H,
brs), 1.84-1.95 (4H, m), 2.69 (2H, t, J=6.8 Hz), 3.82 (3H,
s), 4.01 (2H, t, J=6.7 Hz), 4.61 (2H, t, J=6.9 Hz), 6.83-
7.02 (4H, m), 7.59-7.65 (3H, m).

Ao 96

2-ZF 2 2-N-{3-[6-ZF Q0 2-3-(4-H| EA ¥ d )-4-2 42-8-Z 2 EZ A A}-F| 5 H-1-L -T2 F ol Eoln| = 9] A =*

1-(3-op| (=L 27 )-5-ZF 0 2-3-(4-H EA|Fd)-8-Z R ZX]-1{-F = H-4-2 645 mg(1.67 mnol)] T|EZ=2w
g g6 m)S WYsta, Eodolwl 253 mg(2.5 mmol) L AI}FZZolAE 207 mg(1.83 mmol)S 713l
Ao 2412 wnkslgith,  wkEdo] B vistal, tFREYgte s &Y. 7152 §F5ta, A
A7t A Ag aRvEay(dERade ol EAtdd=4:1-2: )2 AAAt. AAES 7 slolA
=2 Ausie] WA Buto] 2-F 2 ZN-{3-[6-ZTF Q2 -3-(4-H|EA H D) -4-& 28T Z EAAH-F EHHU-1-Y ]-
I jolAEoln| = 372 mg(5& 48%)S AT},

o

'H-NMR (CDCl;3) &ppm: 1.10 (3H, t, J=7.3 Hz), 1.86-2.09 (4H,
m), 3.33 (2H, g, J=6.9 Hz), 3.83 (3H, s}, 4.01 (2H, s),
4.04 (2H, t, J=6.8 Hz), 4.56 (2H, t, J=6.9 Hz), 6.66 (lH,
brs), 6.86-6.96 (3H, m), 7.03 (1H, dd, J=4.5 Hz, 9.0 Hz),
7.52 (1H, s), 7.61 (2H, d, J=8.8 Hz).

A Ald 97
£ oo Y O
?N o (\.?‘/\/0\
P DJ\/N\\/

N-{3-[5-ZF 0 Z-3-(4-HEAH YD) 4-2 52-8-ZZZAA-F =U-1-Y | Z 2 F }-2-[4-(2-H E A of| & ) 7] 7| &} A -
- oA Eolr = akd o] A%

2-F2ZN-{3-[6-ZFQ22-3-(4-WEXN FL)-4-L 2-8-Z 2 Z A 4H-F| H&-1-U |-Z 2 I }o} A Eo}n]
mg(0,8 mmol) & oM EUEZ 12 mlo] desta, 1-(2-wEAdE)d#A 27 138 mg(0.96 mmol), E|o|go}lql
162 mg(1.6 mmol) ¥ ofHMEYEL 2 nlE 7}t 70 WA 80TAlA 6413 kst tt, dojA|= E3dEFS 7

It
w
X
IS
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[1558]
[1559]

[1560]
[1561]

[1562]

[1563]
[1564]

[1565]
[1566]
[1567]
[1568]

[1569]

[1570]

1

ol

L XS GIER $89, TRBAFANEF S8

A Ay azvtEagy(HEz2]

2 1l

Foll A atal, XS oM EAER FZeta, B, ¥

o) oz AT, AAES Y stelA sHeta, s A A

ﬂ% =30:1-10: D2 BAsAY. AAES 13 3 S ZAE oA EANE 5 mlel g3iakaL,
N dstFioplEqtel” &9 0.19 nlE 7Fate] wkgk £ 3ot StellA §% zdaiste], @34 543 A

o] NA3-[6-FF L 2-3-(4-v| FAH D) -4-5 -8~ T R HAAH-F m d-1-L | Z 2D }-2-[4-(2-7| 5 A o D) 9] o] e}

A-1-A oM Ectr = Ak 200 mgS DA

"Brﬂ_l

I4-NMR (DMSO-d¢) Sppm: 1.00 (3H, t, J=7.3 Hz), 1.78-1.89
(4H, m), 2.50-3.00 (4H, m), 2.96-3.20 (8H, m), 3.25 (3H,
s), 3.62-3.66 (4H, m), 3.75 (3H, s), 3.98-4.04 (2H, m),
4.56 (2H, t, J=6.4 Hz), 6.91-7.02 (3H, m), 7.24 (1H, dd,
J=4.5 Hz, 9.1 Hz), 7.60 (2H, d, J=8.8 Hz), 8.00 (1H, s),
8.07 (1H, brs).

A Al 93

IH-NMR (CDCls) dppm: 1.06-1.13 (3H, m), 1.70-2.00 (6H, m),
3.39 (2H, t, J=6.3 Hz), 3.83 (3H, s), 4.03 (2H, t, J=6.7
Hz), 4.53 (2H, t, J=6.8 Hz), 6.86-7.03 (4H, m), 7.49 (1H,
s), 7.57-7.63 (2H, m).

A Al 99
Foo AN
S O
L
P l\/\/N\)

W] (o] Ao Son-S4h)

7% 118 WA 120T

'H-NMR (DMSO-dg) &ppm: 0.98 (3H, t, J=7.3 Hz), 1.27-1.35
(24, m), 1.62-1.82 (4H, m), 2.13-2.19 (6H, m), 3.44-3.47
(4H, m), 3.73 (3H, s), 3.98 (2H, t, J=6.5 Hz), 4.49 (2H, t,
J=6.8 Hz), 6.89-6.99 (3H, m), 7.19 (1H, dd, J=4.5% Hz, 9.0
Hz), 7.57 (2H, d, J=8.6 Hz), 7.95 (1H, s).
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[1571]

[1572]
[1573]
[1574]

[1575]

[1576]
[1577]

[1578]
[1579]

[1580]

[1581]

[1582]

[1583]
[1584]

[1585]

[1586]

on

=35 10-1548414

'H-NMR (DMSO-dg) Bppm: 0.99 (3H, t, J=7.3 Hz), 1.27-1.32

(2H, m), 1.62-1.65 (2H, m), 1.79 (2H, g, J=6.9 Hz), 2.07
(3H, s), 2.11-2.21 (10H, m), 3.74 (3H, s), 4.00 (2H, t,
J=6.5 Hz),. 4.49 (2H. t, J=6.8 Hz) 6.90-7.00 (3#, wm), 7.21
(1H, dd, J=4.5 Hz, 9.0 Hz), 7.58 (2H, d, J=8.6 Hz), 7.96
(1H, s).
AAld 101

'H-NMR (DMSO-dg) Sppm: 0.96 (3H, t, J=7.3 Hz), 1.50-1.80
(6H, m), 3.57 (2H, t, J=6.3 Hz), 3.76 (3H, s), 3.97 (2H, t,
J=6.7 Hz), 4.49 (2H, t, J=6.8 Hz), 6.88-6.95 (3H, m), 7.18
(1H, dd, J=4.5 Hz, 9.1 Hz), 7.60 (2H, 4, J=8.7 Hz), 7.80-

7.90 (4H, m), 8.01 (1H, s).

A Al 102

H-NMR (CDCls) &ppm: 1.10 (3H, t. J=7.3 Hz), 1.36-1.60 (4H,
m), 1.75-1.95 (4H, m), 2.69 (2H, t, J=6.9 Hz), 3.82 (3H,
s), 4.01 (2H, t, J=6.6 Hz), 4.50 (2H, %, J=7.3 Hz), 6.83-

7.02 (4H, m), 7.50 (1H, s), 7.60 (2H, d, J=8.5 Hz).
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[1587]

[1588]
[1589]

[1590]

[1591]
[1592]

[1593]
[1594]

[1595]

[1596]
[1597]

[1598]
[1599]

[1600]

[1601]
[1602]

[1603]

on

2
=

0l 10-1548414

v
>
|
o
[
—u
to
fr
¢
®
-y
I
>
é_l,‘
o
I
1}0
H
OO
W
fr
i
>
.
-
A
il's
ut)
T
e
=
il
T
o
[
r o
i
¥
uj
flo
lo
Y
N

TH-NMR (CDCl;) &®ppm: 1.08 (3H, t, J=7.3 Hz), 1.20-1.77 (8H,
m), 1.83-1.94 (2H, m), 3.65 (2H, t, J=6.9 Hz), 3.82 (3H,
s), 4.01 (2H, t, J=6.5 Hz), 4.46 (24, t, J=7.3 Hz), 6.83-
7.04 (4H, m), 7.49 (1H, s), 7.61 (2H, d, J=8.7 Hz), 7.68-
7.83 (4H, m).
Ao 104
QR-3-(4-HEA HL)-8-ZZEZA-1H-H = d-4-29] A%
L, A 959 FHA sto] Y] SFES AxsISAT.
'H-NMR (CDC13) &ppm: 1.10 (3H, t, J=7.3 Hz), 1.30-1.80
(10H, m), 1.87-1.95 (2H, m), 2.65 (2H, t, J=6.4 Hz), 3.83
(3H, s), 4.01 (2H, t, J=6.6 Hz), 4.47 (2H, t, J=7.5 Hz),
6.88-7.03 (4H, m), 7.50 (1H, s), 7.62 (2H, d, J=8.7 Hz).
AAld 105
Foo AN
v
L)
/\/6 K/C‘
1-(2- 222 E)-5-FF 0 2-3-(4-W| FA M )-8 Z 2 E A -1H-F = 2-4-29] Az
et S Adug ol&sta, AAld 173 FYsHA st A7) SdES Axesit
'H-NMR (CDCls) &ppm: 1.07-1.13 (3H, <, 7.4 Hz), 1.B1-
2.01 (2H, m), 3.83 (3H, s), 3.84-3.89 (2H, t, J=6.3 Hz),
4,00-4.05 (2H, t, J=6.7 Hz), 4.74-4.79 (2H, t, J=6.3 Hz),
6.89-~7.04 (4H, m), 7.54 (1H, s), 7.59-7.62 (2H, d, J=8.8
Hz) .
Ao 106
F Q O\
= N (‘\
/\/f\(\/"‘\/(f
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[1604]

[1605]

[1606]

[1607]

[1608]

[1609]
[1610]

[1611]

[1612]
[1613]

[1614]
[1615]

[1616]

[1617]

on

£50l 10-1548414

5-EF O Z-3-(4-W EAHE)-1-(2-EE2ZU-4-Ld)

o
|
[H
frd
(G
>
=
=)
il
e
0
fo
o
Y
N

5-ZF 0 B-3-(4-W|ZA HY)-8-TEZZA-1H-AEHA-4-& 1.0 g

Dol &5 2.1 g(15.2 mmol) 2 4-(2-F22de)R2ZU A2 1.36 g(7.31 mmol)S 718}, 50 WA 60
TollA 45A17F wdtkakginl,  wkg-olo] & 2 olAEalE g 7leta, BAslal, F7]|E5S T3 AIUERF &
Aoz 23 AAT 5, At stellA wFadh. AE Ayt A Ay aRvtEad(tE 2
=50:1-30: D& AHASUTE. AAES 7Y ol FF3taL FALE oA EAE R RE AFgste] WA B
9] 5-EFQE-3-(4-MEAIFY)-1-(2-RE2FU-4-d & 75%)%
Att.

|7 206 WA 208C

2 e o oo

T
oo
|
[&
fru
I
>
|
=
A
il
r
0
flo
=
PR
&
o

H-NMR (DMSO-dg) &ppm: 1.02 (3H, t, J=7.3 Hz), 1.78-1.87
(2H, m), 2.33-2.36 (4H, m), 2.59 (2H, t, J=5.6 Hz), 3.43-
3.47 (4H, m), 3.77 (3H, s), 4£.05 (2H, t, J=6.5 Hz), 4.66
(2H, t, J=5.7 Hz), 6.94-7.02 (3H, m), 7.25 (1H, dd, J=4.5
Hz, 9.0 Hz), 7.60 (2H, d, J=8.8 Hz), 7.95 (1lH, s).

A A 107

2-{2-[6-FF L 2-3-(4-H FA A D) -4-S 8- T R EA AT m R -1-d | o] &9l E-1,3-H 29 Az
A &t 7] AgES Axzsedo.

l4-NMR (CDCl;) &ppm: 1.11 (3H, t, J=7.3 Hz), 1.85-2.01 (2H,

m), 3.76 (3H, s), 4.03-4.12 (4H, m), 4.84 (2H, t, J=5.6

Hz), 6.84-6.89 (3H, m), 6.92-7.00 (iH, m), 7.56¢ (2H, d,
J=8.6 Hz), 7.68-7.79 (5H, m).

2 Ao 108

@23 (4- | B A 3 )-8 2 F A1) 4L 0] A%

shar, Aol 9591 BAsA shol 4] S Az,

'"H-NMR (CDCls) &ppm: 1.10 (3H, t, J=7.3 Hz), 1.36 (2H,
brs), 1.84-1.95 (2H, m), 3.10 (2H, t, J=6.0 Hz), 3.82 (3H,
s), 4.01 (2H, t, J=6.7 Hz), 4.54 (2H, t, J=6.1 Hz), 6.84-
7.02 (4H, m), 7.60-7.64 (3H, m).
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[1618]

[1619]

[1620]

[1621]

[1622]
[1623]

[1624]

[1625]

[1626]

[1627]

on

£50l 10-1548414

((9)-1-{2-[6-ZF 2 2-3-(4-H BA Y )-4-2 A-8-Z 2 ZA|-4-F| 5 U-1- | &7}l 2nt R Y }-2-3| == Ao &)
-FtE29 Hert-F-Eo 229 Ax

1-(2-ofn =o' )-5-ZF 2 2-3-(4-H EA H L )-8-Z 2 ZA]-1H-FHAE=H-4-2 300 mg(0.81 mmol)e] DMF &H(1
mDoll W oA, N-(tert-FEA7I2RY)-L-AH 174 mg(0.85 mmol)2] DMF &<4(0.5 ml), Ed=o}ql
198 mg(1.96 mmol), TloEEAXE E Aol H o] E(DEPC) 176 mg(0.97 mmol) % DMF 0.5 mle] &=o & 7}sfa, A
2o A 20A1%F wykslelt). Wk e ES Jhstal, oM EAMER FESIGT. {715 X3 AIVUEFR F

gaoz 23 ARG, AFES FFIMUYEFOR AXI T 7 stelM FFIATG. S At
A Ay FRvEIY(UEF2 2 ve-8=40:1-30: D2 A AAES A sl =F
Amaste], WAl 74 A9 ((5)-1-{2-[5-FF L 2-3-(4-vl FA ) -4-8 3-8~ 2 Z A4~ 7 5 -1 o]

gl2n R }-2-3| =2 A o g )-F}2Wt Ak ter t-F-E o AH| 2 338 mg(F&  75%)S AT}

'H~NMR (CDCls) Sppm: 1.09 (3H, t, J=7.3 Hz), 1.38 (9H, s

)
1.87-1.95 (2H, m), 3.08 (1H, brs), 3.45-3.60 (3H, m),
3.69-3.79 (1H, m), 3.76 (3H, s), 3.99 (2H, t, J=6.8 Hz),
4.34 (1H, brs), 4.64 (2H, brs), 5.87 (lH, d, J=7.9 Hz),
6.56 (1H, dd, J=8.9 Hz, 11.7 Hz), 6.73 (2H, d, J=8.7 Hz),
6.91 (1H, dd, J=4.5 Hz, 9.0 Hz), 7.36 (2H, d, J=8.7 Hz),
7.46 (1lH, s), 8.26 (1lH, brs).
A A 110
F 0 /\,/D\

(($)-5-tert-35 A1 7h 2 1 d01v] 1e-5-{ 2[5~ 5@ 23 (4] 5A] o) ) -4 & 2832 2 FA] 4l 35 20-1-2 ] o]
Ybzrm e a2k er - o] 220 A=

b
S
o

i

i

e,

25 o|&star, AAld 1099 FdsHAl sl 7] sRES AlxsAT.

'H-NMR (CDCls) dppm: 0.90-1.05 (4H, m), 1.12 (3H, t, J=7.3
Hz), 1.37 (9H, s), 1.41 (9H, s), 1.48-1.60 (2H, m), 1.87-
1.99 (2H, m), 2.80-2.90 (2H, m), 3.40~3.50 (1H, m), 3.80
(3H, s), 3.91-4.24 (5H, m), 4.53 (1H, brs), 5.27-5.33 (1H,
m), 5.75-5.78 (1H, m), €.43-6.52 {(1H, m), 6.84-6.90 (3H,
m), 7.39-7.48 (3H, m), 8.09 (1H, brs).
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[1628] AAd 111

Q

| |
s H)k0/<
A~ K/n\r(L
0
[1629]
[1630] [($)-1-{2-[5-F 7 & -3~ (4-1] 5 4] ] )4~ 8- 52 4|47 35 91~ 1-2 | o D 7h 2} 2.2 }-2-(1H-o] ] T} -
4~y gt Attert-F e AH 2] Az
[1631] A3 9 Y8 E o] &tal, Ao 1099 TUA sl A7) FFELS AT}
'H-NMR (CDCl3) Bppm: 1.10 (3H, t, J=7.3 Hz), 1.39 (9H, s),
1.85-2.01 (2H, m), 2.72-2.90 (2H, m), 3.50-3.60 (1H, m),
3.76 (3H, s), 3.77-3.86 (1H, m), 4.02 (2H, t, J=6.7 Hz),
4.30-4.43 (2H, m), 4.82-4.88 (1H, m), 5.82 (1H, brs), 6.57
(1H, s), 6.72-6.84 (3H, m), 6.94-6.99 (1H, m), 7.08 (1H,
.37-7. ) .  brs).
[1632] s), 7.37-7.45 (3H, m), 8.05 (1H, brs)
[1633] A Ao 112
[1634]
[1635] 2 Ed-1-d]E ol Ectn =9 Az
[1636] A3 2 985S ol gsta, A 963 FUSA sto] AV HTELS Az
'H-NMR (CDCls) Sppm: 1.12 (3H, t, J=7.3 Hz), 1.90-1.98 (2H,
m), 3.64-3.70 (2H, m), 3.83 (3H, s), 3.98 (2H, s), 4.03
(2H, t, J=6.6 Hz), 4.72-4.76 (2H, m), 6.51 (1H, dd, J=9.0
Hz, 11.7 Hz), 6.78 (2H, d, J=8.8 Hz), 6.83% (lH, dd, J=4.5
[1637] Hz, 9.0 Hz), 7.25-7.32 (3H, m), 8.54 (1H, brs).
[1638] AAd 113
foe Ay
\I
| cH CH
P k/n\ﬂ/~ C)ﬁ CO
[1639] ’
[1640] N-{2-[6-EF 2 Z-3-(4-H| A3 d)-4-&2-8-Z 2 XA -4H-F| 5d-1-d N & }-2-(4-E 2 EZH-4-I ¥ 7 2] -1~

oA Eotr| Eojdrtd o] Az
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[1641]

[1642]
[1643]

[1644]
[1645]

[1646]

[1647]

[1648]

[1649]
[1650]

[1651]

A al Zur

dz

g =
=

il

[LN'

'H-NMR (DMSO-dsg)
(7, m),

Sppm:

brs), 6.93-7.02 (3H, m).,
7.64 (2H, d,

A ATl 114

]
AN A

N-{2-[5-ZF 2 2-3-(4-HEA 9 d )-4-

1= oA Eotn] o] 4ot A o] A%

e S AduE ol&sta, AAe 973 FYsHA st V] FHEES
'H-NMR (DMSO-dg) Sppm: 0.98 (3H, t, J=7.3 Hz),
(2H, m), 2.95-3.05 (4H, m), 3.25 (3H, s), 3.10-
m), 3.39-3.64 (10H, m), 3.75 (3H, s), 4.02 (2H,
Hz), 4.68 (2H, brs), 6.91-7.01 (3H, m), 7.23
J=4.5 Hz, 9.1 Hz), 7.59 (2H, d, J=8.7 Hz),

8.57 (1H, t, J=5.4 Hz).

A Ao 115

£ o9 o
(1] on
e W,
P RS S
m

($)-2-0}v] 1N~ {2-[5- 55
Eopr =it o] Az

((S)-1-{2-[5-
-7t2x9tittert -4
7hekaL, Aol 14417 aRkskgiTt.
Aellgd 2 AAs Y. 35 2 N &

ATt FUISE
Arl. #AE Agg A
sloll A wFatal ALE ol ehg 3 ml

2 7}t EH&?‘& T, A st = s,

2 2-3-(4-vEAHE)-4-5

MBHgCrE’ 50%)S AU},

1.00 (3H, t,
2.50-2.80 (2H, m),
s), 3.80-3.95 (4H, m), 4.

J=8.8 Hz), 7.

FO 2-3-(4-v|EA A )-4-

EFR-3-(4-HFA ) -4-5
Eo]2~HZ 330 mg(0.6 mmol)e] ogre &N(5

o1 gsta, AAel o7 FASA Shel 7] HAES

J=7.3 Hz),
2.85-3.25 (10H, m),
04 (2H, t, J=6.5 Hz),
7.25 (1H, dd, J=4.5 Hz,
87 (1H, s), 8.695

S -8 2 EA4H-F md-1-L ]

2-8-ZRIZAAH-F=Y-1-Y
= ml)ell 4
doAAE EFES 7Y slolA &
AU ER &9 6 ml
&) Abw v <5

oPA EAbol Y 2
L Aa-8-Z R ZA4H-FEU-1-¢ ]l

- 105 -

S -8 2 EAA-F EU-1-A ] -3~

}ok

= 7}8to pH 112 3&}ar,
23} QI EF FEdoR A F, T3
A7 AZvEIY (Y EZ 2w 5
2 ol Elto e 3 mlo

on

==

Az 3T},

1.75-1.96
3.76 (3H,

4,69 (2H,

9.1 Hz),

(1H, brs).

g)-2-[4-(2-w 5 Ao &)

Az}

1.76-1.85
3.30 (2H,
t, J=6.5
(1H, dd,

7.86 (1H, s),

o] ]%ﬂ_aa}_u o]
N@ﬂ?iﬂweﬂﬂ

10-1548414

) ] 2} 20 -

CEERELE

-S| =F Ao d)

LM 5 mlE

Esha, Wbl B2 sksha, opdE

o7 A%xsta,

B-2=20:1-15:1)2 AA|3+ ).
|3l5taL, 4 N A3tgioEAE 9 0.1 ml
58 AAAgste] WA Fke] (S)-2-opn| k-
]Ei/\] _LEJ_]&O]_U] = 03/\],03

g}-3-

gazzregos 233
st Sl sEa

AAEE 73k



[1652]

[1653]

[1654]

[1655]

[1656]

[1657]
[1658]

[1659]
[1660]

[1661]

[1662]

[1663]

[1664]

[1665]

l4-NMR (DMSO-d¢) Sppm: 1.06 (3H, t, J=7.3 Hz),
(2H, m), 3.23-3.50 (5H, m), 3.75 (3H, s), 4.05
J=6.5 Hz), 4.53-4.73 (2H, m), 5.40-5.42 (1H, m),
(3, m), 7.26 (1H, dd, J=4.5 Hz, 9.0 Hz), 7.58
J=8.7 Hz), 7.80 (1H, s), 8.00 (2H, brs), 8.58
J=5.2 Hz).
Ao 116

SO
i EN ] = om

Py iﬁz CH
e k\/ { N N\NHQ

Y

-

4
L.

76-1.88

(2H, t,

6.91-7.03

(2H, d,
(1H, €,

on

2
=

£

10-1548414

(8)=2,6-T] b e B A H2-[5-F 5 2 2-3-(4-H| S A ol & ) ~4-5 o8- R F A -AH-F] 5 H-1-L |l & o] = o] <]

Akedel Az

(

A3t 9 485 o]8shal, AAd 1159
'H-NMR (DMSO-dg) dppm: 0.99
(6H, m), 1.77~1.86 (2H, m),
3.44 (3H, m), 3.50-3.70 (4H,
(2H, m), 4.53-4.82 (2H, m),
dd, J=4.5 Hz, 9.1 Hz), 7.60
s), 8.61 (1H, brs).

A A 117

(3H,
2.57

o I s B B

t,

(2H,
m),
6.91-7.03
(2H, d,

3,74

t,
(3H,
(3H,

J=7.3 Hz),
J=7.2 Hz),

s) s

m),

J=8.7 Hz) .,

KeN
=

RES N

1.00-1.50
3.32-
4.00-4.05

7.24
7.86

(1H,
(1H,

(§)-2-0] N~{2-[ 5- 5 F 9. 2-3- (4= 5 A ol i )~4-9 228~ 3L 2 Z A|—4H-7) 35 A-1-2 |l & }-3-(1H-o] ] v} -

4-) L2 3] oju| =] Az

A 2w das olgdtar, dAld 1159 YA dte] 37 iHE Azl
‘H-NMR (DMSO-dg) &ppm: 1.00 (3H, t, J=7.3 Hz), 1.78-1.86
(2H, m), 2.26 (1H, dd, J=9.3 Hz, 14.5 Hz), 2.65 (1H, dd,
J=3.8 Hz, 14.5 Hz), 3.26 (1H, dd, J=3.8 Hz, 9.3 Hz), 3.30-
3.55 (4H, m), 3.73 (3H, s), 3.98-4.05 (2H, m), 4.64 (2H,
brs), 6.61 (1H, s), 6.87-7.01 (3H, m), 7.22 (1H, dd, J=4.5
Hz, 9.0 Hz), 7.48 (1H, s), 7.57 (2H, d, J=8.7 Hz), 7.79
(1H, s), 8.13 (1H, brs).
A Ao 118

£ o AN

A l\ I

A
PV ]\\/\
-F-E-3-od-5-2F 2 2-3-(4-v 5 A D) -8-Z 2 HA|-IH-F| = -4-29] A=
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[1666]

[1667]
[1668]

[1669]
[1670]

[1671]

[1672]
[1673]

[1674]
[1675]

[1676]

[1677]

on

£50l 10-1548414

A al Zur

rjz

g =
=

il

oj-gstar, AAld 33 LA sl A7) ES A=A

[LN'

W-NMR (CDCl;) &ppm: 1.09-1.15 (3H, t, J=7.4 Hz), 1.82-
2.03 (2H, m), 2.38-2.64 (2H, m). 3.85 (34, s), 4.02-4.07
(2H, t, J=6.7 Hz), 4.55-4.61 (2H, t, J=7.2 Hz), 4.96-5.15
(2H, m), 5.60-5.89 (1H, m), 6.79-7.08 (4H, m), 7.49 (1H,
s), 7.61-7.64 (2H, 4, J=8.8 Hz).

AA 119

P S NN

3F[6-EFQLR-3-(4-MEA T D) -4-& 8- Z R ZAI-F| 5 H-1-I]-Z 2T 2L H|F| =] Ax

~HE-3-o|d-5-ZF 0 2-3-(4-EAH D )-§- L2 ZA-1H-FET-4-2 1.2 ¢(3.15 mmol)E 2230 ml)-E
(10 m1) Ao 3tar, oA 2, 6-FEW 0.674 g(6.29 mmol), 4% L2 €9 1ml ¥ FLe=rUEF
2.69 ¢(12.6 mmol)& 7}8tar, ALoA 3087+ wwredr. Wk tEEadeos
FE3ta, B2 AR F, FFIMUEFOR AFEAT. ARES 7 shelA %%6}1, ZALE A7t
A Ay ARvE2Y (n-3k oA EALE=100:0—0:100) & AAISIAT. AAES 7 sl 5% HAast
G Bako] 3-[5-Z R 2-3-(4-EAH ) -4-4h-8- T2 E A AA-1-d]-Z292d4d 3= 1.0
(& 83%)& 4.

= o
il
o
N
L
o
J

_EL
o
B
T

0Q

'H-NMR (CDCls) &ppm: 1.05-1.10 (3H, t, J=7.4 Hz), 1.75-
1.94 (2H, m), 3.04-3.92 (2H, t, J=6.6 Hz), 3.83 (3H, s),
3.99-4.04 (2H, t, J=6.8 Hz), 4.76-4.81 (2H, t, J=6.6 Hz),
6.82-7.06 (4H, m), 7.49-7.68 (3H, m), 9.81 (1H, s).

A A 120

3-[5-EF L 2-3-(4-T EA W) -4-F -3~ L2 ZAAN-F| EH-1-L ] Z2 9 24te] A%

3-[5-5F 0 Z-3-(4-W| HA A D) 4% 2-8- 5 £ FA|4H-7] 5 A-1-9 ] -2

10 ml, tert-FEU¢=FL 20 nl ¥ tF22WE 20 mlol ’3]]’3}_"71_, Aol = g0 olFAMYEF 3.2 g(35.4

mmol), 2-wl€-2-F-8l 19.86 g(283 mmol) ¥ <SlAlO|FAUEFO|F3E 2 g(2. 61 mmol) S 7}3tar, A0 1

AlZE wRkselth, wkgdle] & sbstal, tERERvEoR F&3a, EE AAL & TR ERR
A3

Eﬁlb"a‘tﬂﬁl‘: 1.0 g(2.61 mmol)& &
%

Tk, AXRES A SHdA wFsta, AE AEgt A Y A2uEO 9 (H S22 ol ELlo Y
=50:50—0:100) 2 FAl3k5itt. ;ﬂxﬂg.ﬂ Ak selA w5 2x ﬂ T Re] 3-[5-EF L 2-3-(4- 54
Ad)-4-L50-8-Z 2 ZAAH-F 5-1-L ] Z 23] L2 710 mg(F& 68%)S It}

'H-NMR (DMSO-ds) BSppm: 0.96-1.02 (3H, t, J=7.4 Hz), 1.62~-
1.91 (24, m), 2.75-2.80 (2H, t, J=6.9 Hz), 3.76 (3H, s),
4.01-4.07 (2H, t, J=6.6 Hz), 4.69-4.75 (2H, t, J=7.0 Hz),
6.90-7.03 (3H, m), 7.22-7.29 (1H, m), 7.5%-7.63 (2H, d,
J=8.8 Hz), 8.03 (1H, s).
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[1678]

[1679]
[1680]

[1681]

[1682]

[1683]
[1684]

[1685]
[1686]

[1687]

[1688]

[1689]
[1690]

[1691]

on

£50l 10-1548414

[6-EF L 2-3-(4-MEAHD)-4-42-8-Z 2 ZAAL-F =H-1-L |-N-[3-4-vE 9 H A -1-Y)ZzFd |22
R R R el I

A w0 QES o geku, AAld 333 QA stol 4] HFBS Azt

'H-NMR (DMSO-dg) &ppm: 0.99-1.05 (3H, t, J=7.4 Hz), 1.25-
1.50 (2H, m), 1.75-1.90 (2H, m), 2.20~-2.45 (2H, m), 2.50-
3.00 (15H, m), 3.78 (3H, s), 3.98-4.05 (2H, m), 4.75-5.00
(2H, m), 6.94~7.05 (3H, m), 7.26-7.40 (1H, m), 7.58-7.62

(2H, 4d, J=8.7 Hz), 7.88-7.92 (2H, m).

@j\ oo
1
! c!’

CiH

3-[6-EF & 2-3-(4-T EA H D) -4- 8- L 2 T AAI-F| 5 -1-Y | Z 23] 241 2-(4-H g3 F2p-1-d) o el
ZH 2ol o] A=

3-[5-EF 0 2-3-(4-WEA H L )-4-22-8- TR ZAAH-F HH-1-L ] Z 23] L4 500 mg(1.25 mmol)e] DMF &Y
(10 mD)ol 1-(2-3]=Z A e)-4-m a3 H 22 199 mg(1.38 mmol), YA|ZF=EIAIF=H]oln]= 310 mg(1.50
mmol) 2 4-tjweotn| =g 168 mg(1.38 mmol)Q 7batal, ALelA sERF wukelgitt. REg o] E& 7}
stal, tFRadeoes FEIa, B2 AAFT & R EReR AxIGY. AxES 7
%35tal, xS g A 49 aEetEad (ol EAE -t E R 2 ek weke=10: D2 GAsAek.  FAL

ol EXte e &3lstar, 4 N ﬁih*riowl‘f*wlﬂ SNe hetar wate & 7k StellA FF il
Gabd Bako] 3-[5-ZF Q0 2-3-(4-v| S A5 d)-4 - R EAAN-FEU-1-L ] =29 24 2-(4-H D3] 2}
A-1-)odd e 2ol FAtd 110 mg(FE 17% 3 CME‘r

A2 _!
ol
o
=2
2o
off

M 4

€74 150 WA 152C

'H-NMR (DMSO-dg) 8ppm: 0.99-1.05 (3H, t, J=7.4 Hz), 1.69-
1.88 (2H, m), 2.78 (3H, s), 2.87-3.04 (2H, m), 3.10-3.60
(LOH, m), 3.77 {(3H, s), 4.01-4.11 (2H, t, J=6.8 Hz), 4.27-
4.44 (2H, m), 4.67-4.94 (2H, m), 6.76-7.09 (3H, m), 7.16-
7.33 (1H, m), 7.58~7.63 (2H, d, J=8.8 Hz), 8.07 (1H, s).

A A 123

o]
/Y%\
\/)\/O |

i
PUORG WS

CIH

\
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[1692]

[1693]

[1694]

[1695]
[1696]

[1697]
[1698]

[1699]

[1700]
[1701]

[1702]
[1703]

[1704]

[1705]

on

=35 10-1548414

3-[6-EF L 2-3-(4-H EA D) -4-8 A-8-Z B I A-4H-F| 5 H-1-Y |H L Z 2 9] 2AHS-(2-t] v Holr] i o &) ¢

ZH 29 e Az

e 29 A8g ol gshy, Al 1229 BUA o) ) sFES Az,

'H-NMR (DMSO-dg¢) &ppm: 0.97-1.03 (3H, t. J=7.4 Hz), 1.65-
1.88 (2H, m), 2.68 (3H, s), 2.70 (3H, s), 2.93-3.10 (2H,
m), 3.11-3.29 (4B, m), 3.76 (3H, s), 4.04-4.09 (2H, t,
J=6.6 Hz), 4.68-4.94 (2H, m), 6.90-7.06 (3H, m), 7.26-7.31
(1, m), 7.61-7.64 (28, d, J=8.7 Hz), 8.00 (1H, s), 10.41-
10.92 (1H, br).

AAd 124

H-NMR (CDCli) &ppm: 1.09-1.15 (3H, t, J=7.4 Hz), 1.82-
2.03 (2H, m), 3.67-3.72 (2H, t, J=6.8 Hz), 3.84 (3H, s),
4.01-4.07 (2H, t, J=6.8 Hz), 4.79-4.85 (ZH, t, J=6.8 Hz),
6.88-7.06 (4H, m), 7.53 (1H, s), 7.58-7.63 (2H, m).

A A 125
0.,
F g /\l]/ ~
1/ 7
K/s
0
3-{2-[6-ZF 9 2-3-(4-W| B Fd)-4-& 48T 2 FEA-41-F| HA-1-Y | eyl d } = 2 9] LA el of] 28| 2 9]
A %
1-(2-F22E)-5-ZF 0 2-3-(4-WEA HD)-8-LZZA-1H-FH = H-4-2 3.5 ¢(8.98 mmol), 3-HPEZEY
22k e 1,19 g(9.88 mmol), 2 ﬁiEﬂ%E%lA8g%8mmU%DW30m of 7Fakar, 80TCelA 5A17F L
Wk, Whgde] & 9 ol EAE S vista, EdEtal, §715S B2 AAsa, FeIUYEFeE A
23 &, 7Y sl FFSIGT. JANE A A A9 Z2aEadgy(tEEEdeh ez AAsdt. 4
AES 74t slolA 5F Axrste] @b BEubo] 3-{2-[5-ZFQ 2-3-(4-WEA H  )-4-5 2-8-Z 2 Z A|-4H-
Ed-1-d]dEsgdizag Ao 2 Z 3.2 g(F& 75%)S 4T

I4-NMR (DMSO-d¢) Sppm: 0.99-1.05 (3H, t, J=7.4 Hz), 2.65-
2.80 (2H, m), 2.54-2.60 (2H, t, J=7.2 Hz), 2.70-2.76 (2H,
t, J=7.2 Hz), 2.88-2.93 (2H, t, J=6.9 Hz), 3.56 (3H, s),
3,78 (3H, s), 4.03-4.09 (2H, t, J=6.6 Hz), 4.68-4.74 (2H,
t, J=6.9 Hz), 6.85-7.08 (3H, m), 7.25-7.30 (1H, m), 7.52-
7.67 (2H, m), 8.06 (1H, s).

7
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[1706]

[1707]
[1708]

[1709]

[1710]

[1711]

[1712]
[1713]

[1714]

[1715]
[1716]

[1717]
[1718]

on

£50l 10-1548414

L 2-3-(4-v|EA D)4~ A-8- L ZZE A4 Ed-1-d]dEEud 2924k Ax

w
e
i
o
e}
4m

H-

3-{2-[6-FEF 8 2-3-(4-MEA H D) -4-S 8- L 2 ZA-AI-F 5 -1-d | d & opd ) 2 2 1) 2 gl =¥ 2 175
mg(0.37 mmol)e] oFHIEUEH LN(10 ml) S48 EF154 } 31 mg(0.74 mmol) % & 5 mlE 7}sfar, A2
ol Al 2A1ZF WELSITE,  WHSAE oA EAE R MG T, FFol 2 N AAES JhEte] Ao g sta, A

@ BGRe Felsha, FAs, Axste] WA Puke] 3-(2-[5-FF 0 2-3-(4-T] BA W) -4-S g R E A

-AH-F =d-1-d]odeud T 29 A 140 mg(F& 82%)S AU},

l4-NMR (DMSO-dg) &ppm: 0.96-1.02 (3H, t, J=7.4 Hz), 1.70-
1.90 (2H, m), 2.42-2.47 (2H, t, J=7.0 Hz), 2.64-2.70 (2H,
t, J=7.0 Hz), 2.85-2.90 (2H, t, J=6.8 Hz), 3.74 (3H, s),
3.99-4.04 (2H, t, J=6.6 Hz), 4.65-4.70 (2H, t, J=6.8 Hz),
6.91-7.02 (3H, m), 7.20-7.26 (1H, m), 7.55-7.60 (2H, m),
8.01 (1H, s), 11.35-12.84 (1H, br).

A A 127
o ///'\I/ ~
8 ~
. .
e \/i\)\/ ‘ OH

3-{2-[6-ZF 2 2-3-(4-W| EA H D) -4-2 28~ Z ZA| -4~
3-{2-[5-ZF Q2 E-3-(4-H| EA D )-4-L 52-8-T 2 Z A|-4}]- 2 e 2.26 g(4.92
mmol)= YEZZWgr 100 ml 2 WekE 20 mle &3 Sujd &35k, m | ZAH(mCPBA) (52 %= 70% )
2.55 g(10.33 mmol)& 7}8lar, A-o)x 147 wukeldin}.  dojx|& Hkgds 3 &, Wkg- o Esjolst
FFAUEF 89 50 nlE teta, YEFREYEoe s &390 T°r7 S B2 MAs A 1t shellA E

2319t AAE AYgt A A" AzeEady(CE2 29 W e-e=100:0—100:10) 2 A A5+ Th. ?éxﬂg
< A stelA sFkaL, IAE oAEAEn-Eit oY A Zéé}fﬂ T3 Bte] 3-{2-[5-EFLE-3-
(A-mISA D) -4-5 A-8- T2 ZAA-F EH-1-d T2 I} 22924 2.2 g(FF 91%)S LA,

'H-NMR (DMSO-d¢) &ppm: 0.97-1.03 (3H, t, J=7.4 Hz), 1.73-
1.96 (2H, m), 2.64-2.70 (2B, t, J=7.7 Hz), 3.37-3.43 (2H,
t, J=7.7 Hz), 3.6€6-3.72 (2H, t, J= 6.7 Hz), 3.77 (3H, s),
4.05-4.11 (2H, t, J= 6.8 Hz), 4.94-4.99 (2H, t, J=6.7 Hz),
6.93-7.06 (3H, m), 7.27-7.30 (1H, m), 7.59-7.63 (2H, m),
8.02 (1lH, s).

A Al 128

3-{2-[5-2F L 2-3-(4-v|FA 9 D )-4-5 L-8- LR T A 4H-F =z -1-d | & X d p 2 2 9] 24 n g of| ~ ] 2 9]
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[1719]

[1720]

[1721]

[1722]
[1723]

[1724]

[1725]

[1726]

[1727]
[1728]

[1729]

[1730]
[1731]

[1732]
[1733]

[1734]

Az
Ak 9 ARE ol g3sta, A 1273 FHEA dte] B sitEE Azl
'H-NMR (CDCl3) &ppm: 1.07-1.13 (3H, t, J=7.4 Hz), 1.84-
2.03 (2H, m), 2.84-2.89 (2H, t, J=7.0 Hz), 3.27-3.33 (2H,
t, J=7.0 Hz), 3.51-3.57 (2H, t, J=6.9 Hz), 3.70 (3H, s
3.83 (3K, s), 4.05-4.09 (2H, t, J=6.8 Hz), 4.95-5.00 (2H,
t, J=6.9 Hz), 6.86-6.94 (3H, m), 7.01-7.08 (1H, m), 7.58-
7. (2H, m), 7.66 (1H, s).
A Ao 129

3 j Z 3 o~

oeh

= ~

on

2
=

£ol

10-1548414

5-EF L 2-1-[2-(3-3| =E A TR A &uld ) o "' ]-3-(4-H SA A 9 )-8-Z 2 Z A -1-F 5 H-4-29] A=

A 2% das o)gdtar, dAld 1259 YA dte] 7] e Azl

!4-NMR (CDCls) &ppm: 1.07-1.13 (3H, t, J=7.4 Hz), 1.60-
1.75 (21{, m), 1.84-2.03 (2H, m), 2.40-2.60 (2H, m), 2.84-
2.89 (2 m), 3.60-3.75 (2H, m), 3.70 (3H, s), 4.05-4.09
(28, t, J=6.8 Hz), 4.62-4.80 (2H, m), 6.86-6.94 (3H, m),
7.01-7.08 (1H, m), 7.58-7.64 (2H, m), 7.66 (1H, s).
A A4 130

r 0

| g

PN

L]

T i
PRI

o

A9 0 4Rg ol&stw, AN 1273 BAsA shol A7) ATES Az
lg-NMR (DMSO-dg) Oppm: 0.97-1.03 (3H, t, J=7.4 Hz), 1.66-
1.94 (4H, m), 3.38-3.53 (2H, m), 3.56-3.71 (2H, m), 3.77
(3H, s), 4.03-4.14 (4H, m), 4.67-4.70 (1H, t, J=5.1 Hz),
4,93-4.99 (2H, t, J=6.7 Hz), 6.93-7.06 (3H, m), 7.26-7.33
(1H, m), 7.59-7.62 (2H, m), 8.01 (1H, s).
2 Alof 131

Py Y

%\( X

U\/\N‘ a

LT e
P N AN
3-{2-[5-EF Q2 2-3-(4-v|EA 9 9 )-4-2 2-8-Z 2 Z A -4-F 5 -1-Y ] ol &t

_glt:i}\]ﬁilﬂ-_l_/“ﬁ
mmol)2] TIHE&ERA = (DMSO) &4 (3 ml)oll o-L L E7|AHZAL

-111 -

g ]-3-(4-w EA g d)-8-Z 2 HA-1H-F =5 -4-29] A%

H¥d)ma et A%

D)ol D ]-3-(4-m EAH ) -8-Z 2 ZA]-11-F| 5 H-4-2
F(IBX) 1.9 g(6.78 mmol)<

2.7 g(5.65
7hakar 2ol A

ol
-



[1735]
[1736]

[1737]
[1738]
[1739]

[1740]

[1741]
[1742]

[1743]

[1744]

[1745]

[1746]

[1747]

SE5061 10-1548414

ZHF wkell Hhgole] & 9 ol EAM"ES Thstal, EEES oI Esitt. qdFHAs Eq8ta, f
Nes BR xﬂx & T, Y tellA wFSGTE. A A A Ay IReEIH T (n-db oA EAbe "
=2:1-0: D)2 AZASAT.  FAES AY stlA &5 daste] WA Fke] 3—{2—[ -ZFQ 2-3-(4-1| 5 A 5|
U)-4-8 2-8-Z B EZA4-F 5 d-1-ddesxd iz 29 L8| = 1.8 g(58§ 67%)S Art.

‘H-NMR (DMSO-dg) Sppm: 0.97-1.03 (3H, t, J=7.4 Hz), 1.82-

2.03 (2H, m), 2.8
3.70 (2H, m), 3.7
4.90-5.10 (2H, m), 6.93-7.06 (3H, m),

7.59-7.62 (2H, m), 8.01 (1H, s), 9.67 (1H, s).
A4 132
0 e
JA
LJ
kvﬁ\/\w/
f

CiH

1-[2-(2-T) W doln o dLnid) o € |-5-ZF 9 2-3-(4-W| EA| 5 d )-8-Z 2 Z A]-1H-F)

1-8-8har, AAld 1259 FLstAl sto] 7] shghEs A=A

#erl Zup

\—_’_ R4

ﬁ
m
il
o

§5 93 A 95T

ly-NMR (DMSO-ds) Sppm: 0.99-1.05 (3H, t, J=7.4 Hz), 1.69-
1.94 (2H, m), 2.6% (3H, s), 2.71 (3H, s), 2.85-3.04 (4H,
m), 3.11-3.28 (2H, m), 3.76 (3H, s), 4.03-4.08 ’2H, t,
J=6.8 Hz), 4.64-4.87 (2H, m), 6.73-7.09 (3H, m), 7.12-7.34
(14, m), 7.63-7.67 (28, d, J=8.8 Hz), 8.14 (1H, s), 10.62-
11.04 (1H, br).

A Al 133

Y FW URE ol§3hu, Aol 333 FAA so] 4] AP AxHA.

'H-NMR (DMSO-dg) Oppm: 0.97-1.03 (3H, t, J=7.4 H

z
1.96 (2H, m), 2.25 (3H, s), 2.29-2.45 (4H, m), 2.75-2.

(24, €, J=7.4 Hz), 3.30-3.50 (6H, m),
J=6.7 Hz), 4.05-4.11 (2H, t, J= 6.7 Hz),
J=6.7 Hz),
(2H, d, J=8.8 Hz), 8.03 (1H, s).

3.65-3.70 (2H,
4.95-5.00 (2H,

- 112 -

6.91-7.06 (3H, m), 7.27-7.32 (1H, m), 7.60-7.

0-3.01 (2H, m), 3.45-3.50 (2H, m), 3.60-
8 (3H, s), 4.03-4.09 (2H, t, J=6.8 Hz),
7.26-7.33 (1H, m',

-&Xd]o g }-8-L 2 ZA|-1H-)



[1748]

[1749]
[1750]

[1751]

[1752]

[1753]

[1754]

[1755]
[1756]

[1757]

[1758]

[1759]

[1760]
[1761]

[1762]

on

£50] 10-1548414

A Ao 134
£oo °\
\] !
) Py
Y\N 0,0 1. 11
P i\/s\//\/“\/

5-EF 2 2-3-(4-vEA #H D) -1-{2-[3-(4-m e F A e} -1-Y) 22 d-1-sx d | D }-8-Z 2 L A-1H-F| = -4~
IS PARSE!

3-{2-[6-EF L 2-3-(4-M ZA A D) -4-S 18- L2 IAAH-F 5d-1-d o & X I} T 29 24 d 8| = 1.8
g(3.79 mmol) o] HEE &N (20 ml)oll WY Bt A, N-wlI] Az 0.455 mg(4.54 mmol) 7habar, 2o
1A awdkstgleh. oAl EFEe FasAolmBAUESE 0.238 g(3.79 mol) 2 OoMMEA 2 mlE
7hehaL, A&l 3AZE wkekdtt. wbeel =S Zehal, opAEAt” R FESEA, FIENTAUER 4
oo AP T, A el sHagit. e Ayt A A AasctEagY(dERaddae
=100:0—10: D= Ak, AAlES ek sl sFehaL, ape] opAEAt]™ golol 4 N 3k aohAl
Eqteld &e& H7betal, A% 28=S wEldk] 34 2] 5272 2-3-(4-m A9 d)-1-{2-[3-(4-7)
o epxl-1-) T2 3-1-E 2 d |l P }-8-E 2 F A -1H-F] m-4-2 0] 94h 360 me(F& 15%)S LA,

o2

3 72 WA 74T

'H-NMR (DMSO-dg) &ppm: 0.98-1.04 (3H, t, J=7.4 Hz), 1.78-
1.96 (2H, m), 2.12-2.34 (2H, m), 2.80 (3H, s), 3.00-3.75
(14H, m), 3.77 (3H, s), 4.06-4.12 (2H, t, J=6.7 Hz), 4.98-
5.03 (2H, t, J=6.4 Hz), 6.94-7.07 (3H, m), 7.28-7.33 (1H,
m), 7.61-7.64 (2H, d, J=8.8 Hz), 8.05 (1H, s).

A A)e 135

25 o]&sta, A 1% FdstA sto] 47 SFES Az

'‘H-NMR (DMSO-dg) oppm: 3.77 (3H, s), 3.87-3.90 (2H, t,
J=4.3 Hz), 4.35-4.38 (2H, t, J=4.3 Hz), 4.58 (2H, s).
6.80-7.00 (3H, m), 7.10-7.32 (6H, m), 7.54-7.57 (24, m),
7.79-7.82 (1H, d, J=6.2 Hz), 11.49 (1H, d, J=5.2 Hz).

A A4 136
F o Z O
dk A
88
'L‘i
o™~

5-FF L 2-8-(2-3| =F Ao 4] ) -3-(4-v| FA 3 ) -IH-F| = -4-22] A=

1=
—~

8-(2- A S A O FA)-5-FF 2 Z-3-(4-m F A d)-1H-F = -4-2 6.3 g(15.0 mmo1) ] o|&-& &4(50 ml)ol
20% atshEebE/©(5.0 @8 Thetal, 4 A&star, ALoA 4zt ankeint. W TR, SE
AAS L, S SellA sFasith. xbE dejrt A dd AzeteEad (v 22 v ghe=100:0-20:
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on

EE535 10-1548414
DR AT, AAEE b Bulo] 5-Z 2 0 2-8-(2-3] 52 Ao EA])-3-(4-
W EAH)-1H-F 5 -4-

'H-NMR (DMSO-dg) Sppm: 3.77 (3H, s), 3.79-3.83 (2H, t,
J=4.7 Hz), 4.12-4.16 (ZH t, J=4.7 Hz), 6.84-6.96 (3H, m),
7.12-7.17 (1H, m), 7.53-7.57 (2H, d, J=8.8 Hz), 7.85 (1H,

[1763] s)
[1764] A Ao 137
o/
F o]
|
CT1
[N
DR
[1765] Ko™
[1766] [6-FF L 2-3-(4-H FAI T D) -4-%2-1,4-T] B =2 F m A -8-A A oA BT o] A=
[1767] Agst 2% A8 E o]&sta, Al 1209 FUHA st 7] SHES AxsqT.
'H-NMR (DMSO-ds) &ppm: 3.80 (3H, s), 4.92 (2H, s), 6.85-
6.92 (3H, m), 7.11-7.16 (1H, w), 7.53-7.57 (2H, d, J=8.8
Hz), 7.80-7.82 (1H, d, J=6.2 Hz), 11.46-11.49 (1H, d,
[1768] J=6.0 Hz), 13.10-13.30 (1H, br).
[1769] A Ao 138
Fo0 /j/o\
LA
i |
o E/ u/‘
/\/\N 0
[1770]
[1771] N-FE-2-[5-ZF 0 2-3-(4-H BA|H Y )-4-2 4-1 4-T) 3| =2 H =8--I LA JoA| Eoln| = 9] Az
[1772] Agst 2% A8 E o]&star, AAld 337 YA ko] A7) SEES AzxzsHi.
[1773] A
'H-NMR (DMSO-d¢) B®ppm: 0.84-0.90 (7.2 Hz), 1.10-1.60 (4H,
m), 3.15-3.23 (2H, g, J=6.5 Hz), 3.76 (3H, s), 4.66 (2H,
s), 6.87-6.96 (3H, m), 7.11-7.16 (1H, m), 7.55-7.59 (2H, d,
J=8.5 Hz), 8.31-8.35 (1H, t, 5.8 Hz), 11.68 (1H, brs).
[1774]
[1775] A Ao 139
Fooo i/\”/o\
i : J/\/
' i i
K/N\/\” '\/
[1776]
[1777] 2-[5-FF 0 2-3-(4-M BEA H D) -4-5 21 4-TIF| ER F 5 -8-L SA] | N-(2-RE2ZJ-4-d o &) oA Eo}m] =]
A =
[1778] Agst 2% A8 E o]&stal, AAld 337 YA ste] A7) SEES AxzsHi.
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[1779]

[1780]
[1781]

[1782]
[1783]

[1784]

[1785]
[1786]

[1787]
[1788]

[1789]

[1790]
[1791]

[1792]
[1793]

[1794]

£50] 10-1548414

on

&% 180 WA 182¢C
2.40-2.50 (2H, m), 3.10-3.14 (24,

'H-NMR (DMSO-dg) dppm:
m), 4.45 (2H, s), 3.28-3.54 (4H, m), 3.75 (3H, s), 3.80-
4.21 (4H, m), 6.84-6.95 (3H, m), 7.10-7.15 (1H, m), 7.51-

7.54 (2H, d, J=8.8 Hz), 8.20-8.50 (1H, m).

A A 140
F ] r'//\ ~
RS Sy
y ]
k%\ -
i N
/\GJ\/\¢°

L&A [ FE 24t gl 2~ 20 A%

tar, AAld 13} sdeA ko] 7] shdd

AFst 2 Y85 0] 83
1.22-1.27 (3H, t, J=7.1 Hz), 2.16-
(2H, t, J=6.6 Hz), 3.81 {(3H, s),
7.55-7.72 (24, m),
J=5.2 Hz).

'H~NMR (CDCls) &ppm:
2.26 (2H, m), 2.54-2.59
4.10-4.20 (4H, m), 6.75-6.94 (4H, m),
7.72-7.75 (1H, d, J=6.1 Hz), 9.49-9.51 (1H, 4,

AAd 141

2-3-(4-HEA H D )-4-2 4-1,4-T] AL
detA sto] A7) SRtES A xS

4-[5-ZF2.
o] &3faL, Al 32¢) &
Sppm: 1.89-2.01 (2H, m), 2.42-2.45 (2H,
4.05-4.10 (2H, t, J=6.1 Hz), 6.76-6.89
7.45-7.49 (2H, d, J=8.5 Hz),
11.21-11.23 (1H, d, J=4.9 Hz),

H~-NMR (DMSO-dg)
m), 3.69 (3H, s),
(3H, m), 7.02-7.07 (1H, m),
7.71-7.73 (1H, d, J=5.4 Hz),
11.6-12.5 (1H, br).

A Ao 142
Foo A0S
T |
o Ay
T
NNy NN
N G4 [5-E 7 0 23~ (4-P] B A )45 21, 4] ) B2 A =8-S A | P ofr 2 9] A%
A 2w Ang olgaha, AAld 333 BUsA stel 4] BB A=A
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[1795]

[1796]

[1797]

[1798]

[1799]

[1800]

[1801]

[1802]
[1803]

[1804]
[1805]

[1806]

[1807]
[1808]

[1809]
[1810]

on

E=01 10-1548414
R

, t, J=7.1 Hz), 1.15-
.29-2.35 (2H, t, J=7.3
s), 4.10-4.15 (2H, <t,

'H-NMR (DMSO-dg¢) &ppm: 0.79-0.86 (3H
1.40 (4H, m), 2.00-2.10 (2H, m), 2
Hz), 2.99-3.10 (2H, m), 3.76 (3H,
J=6.2 Hz), 6,84-6.95 (3H, m), 7.10-7.16 (1H, m), 7.52-7.56
(2H, t, J=8.6 Hz), 7.70-7.85 (2H, m), 11.27 (1H, brs).

A Ao 143
o\
~ ¥
[ o \ﬁ
L\/N\/\ﬁ/[k/\/o o

4 [5-EF 2 2-3-(4-MFA P )45 41 -3 ER A 5 -8 A SA [ N-(2-E 2 Ed-4-d o d) Fdohr| =4
Aede] Az

{0

il

2

2
oft
=8

o

58 ol

bar, Aol 333k BAsH shel 4] SRS Alzs.

[¢]

it
n

&3 180 WAl 182TC

IH-NMR (DMSO-dg) &ppm: 2.02-2.07 (2H, m), 2.40-2.43 (2H,
m), 2.94-3.26 (6H, m), 3.28-3.54 (4H, m), 3.75 (3H, s),
3.80-4.21 (4H, m), 6.84-6.95 (3H, m), 7.10-7.15 (14, m),
7.51-7.54 (2H, d, J=8.8 Hz), 8.20-8.50 (1H, m), 10.60-
11.10 (1H, br).

AATe] 144

'H-NMR (CDCl3) &ppm: 1.03-1.09 (3H, t, J=7.4 Hz), 1.80-
1.91 (2H, m), 3.81-3.85 (2H, m), 4.03-4.08 (24, t, J=6.6
Hz), 4.63 (2H, s), 6.79-6.93 (4H, m), 7.30-7.37 (5H, m),
7.53-7.57 (2H, m), 7.69-7.72 (1H, d&, J=6.1 Hz), 9.05-9.08
(1H, d, J=5.7 Hz).

A A 145

5-EFQ2-3-[4-(2-3| EF A EA) A |-8-Z 2 FA-IH-F =z -4-22] A=
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[1811]

[1812]
[1813]

[1814]
[1815]

[1816]

[1817]
[1818]

[1819]
[1820]

[1821]

[1822]
[1823]

[1824]

on

=35 10-1548414

N
il

e 2

o

55 olgsta, AAd 136¥ wdsiAl sted 7] ShEE Az

it

i

l4-NMR (DMSO-dg) Oppm: 1.06-1.09 (3H, t©, J=7.4 Hz
1.90 (2H, m), 3.70-3.75 (2H, m), 3.99-4.03 (
4.14 (2H, t, J=6.4 Hz), 4.30-4.93 (1H, m), ¢
m), 7.13-7.18 (1H, m), 7.53-7.57 (2H, d, J=8.
7.87 (1H, m), 11.0-11.5 (1H, m).

A A 146

|
N
0
N LI( ~
[6-FF 2 2-3-(4-3| =X A A d)-4-§ A-8- L Z LA AH-F| m - 1-D | oA EAbel D o] 2H 2.9] Az
=

[5-ZF 0 2-3-(4-WEA AL )-4-220-8-ZZ ZA-4-FZA-1-A ]} EA Do ~E]|Z 4.0 ¢(9.6 mmol)S T
Z229 (20 ml)o &3)5taL, -10TA o]Ad 1 M-HBEFI}EAuFZ e &9 35 nl(35 mmol)S %3}

Y 2LoA] 24 ke & wkgde] B& rislal tEREYEo s FEIAUCY. f715E 1Y
sl FERd.  WAE Agyr A A9 gEveEady(dERadehvee=50:1-151)2 A3},
ste] A Baro] [5-ZFQ 2-3-(4-3|EEAHY)-4-& 4-8-Z 2 EZA-A-F| =
7 g(5E 57%)% ATt

-

—

'H-NMR (DMSO-dg) dppm: 0.87 (3H, t, J=7.3 Hz), 1.19 (3H, t,
J=7.1 Hz), 1.69-1.77 (2H, m), 3.95 (2H, t, J=6.6 Hz), 4.14
(2H, q, J=7.1 Hz), 5.29 (2H, s), 6.76 (2H, d, J=8.7 Hz),
6.97 (1H, dd, J=9.0 Hz, 11.7 Hz), 7.21 (1H, dd, J=4.5 Hr

9.0 Hz), 7.45 (2H, d, J=8.7 Hz), 7.95 (1H, s), 9.41 (1h,

[6-EFF 2 2-3-(4-3| EF A7 d)-4-§ 2-8- T ZE A -4H-F] w-1-L Jo P EALY] Az

Hgd 0 QRS ol geh, Axld 329 FAshA shol 4] HEE

o

A 3 T}

'H-NMR (DMSO-dg) ®ppm: 0.98 (3H, t, J=7.4 Hz), 1.73-1.82
(2H, m), 3.95 (2H, t, J=6.6 Hz), 5.21 (2H, s), 6.76 (2H, d,
J=8.7 Hz), 6.96 (1H, dd, J=9.0 Hz, 11.6 Hz), 7.20 (1H, dd,
J=4.5 Hz, 9.0 Hz), 7.45 (2H, d, J=8.7 Hz), 7.95 (1H, s),
9.40 (1H, s), 12.50 (1H, brs).

A Al 148
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[1825]

[1826]

[1827]
[1828]

[1829]
[1830]

[1831]

[1832]

[1833]

[1834]
[1835]

on

£50l 10-1548414

2-[6-EF 2 2-3-(4-3| EF A 9 ) -4-5 2-8- 2 R FA|-AH-F] = 1 -1-F | -N-(2- R 2 E R -4-L o & ) o pA| Eofr] = 9]

A %

[5-ZF 2 2-3-(4-3 =ZA A ) ~-4-§ -8 L2 ZAAI-F] = H-1- Jo}A EAF 500 mg(1.34 mmol)<] DMF &<4(7
mDoll 4-(2-ol o €)R2ZA 184 mg(1.41 mmol), 1-(3-Hvigoln] T2 a)-3-o|d7}2 R r]oln] =it
(WSC) 295 mg(1.54 mmol) % 1-3|=FA|MIZE 2 o}&(HOBT) 215 mg(1.41 mmol)S 7hshar, A-ellA 23A1%F aL
Hhekith. bgdel & % Efjodolnle Thete] 7| ow stal, opMEAER FEEAY. 7SS E
st ASUER F8AoR AT ¥, A stolA wFek] AAE Ayt A Ad ARvteEae(tIead]
gh [ Ehe=30:1-10: D= AASA. AAES A delA FFHstaL, IS o EANLEREE A2 st
WA Fare] 2-[5-FF 2 2-3-(4-3| EFAIH Y )-4-F 2-8- L 2 FA-4H-F F A -1-A [-N-(2- 2 -4-d o &) o}
A Eotr = 157 mg($° 24%)& DAL

lH—NMR (DMSO~-dg) dppm: 0.94 (3H, t, J=7.3 Hz), 1.70-1.78
(2H, m), 2.29-2.33 (6H, m), 3.17 (2H, g, J=6.3 Hz), 3.44-
3. 52 (48, m), 3.92 (2H, t, J=6.8 Hz), 5.12 (2H, s), 6.75
(2H, d, J=8.7 Hz), 6.9¢ (1H, dd, J=8.9 Hz, 11.6 Hz), 7.16
(1H, dd, J=4.5 Hz, 9.0 Hz), 7.44 (2H, <, J=8.6 Hz), 7.83
(1H, s), 7.91 (1H, t, J=5.4 Hz), 9.50 (lH, s).

U-{5-EF 2 2-1-[(2-REEP-4-d-d 72t )W d |-4-§A-8-Z 2 FA]-] 4-T] 8| =2 7] 5 -3-A |35
A EAbd "o ~E 29] A=

2-[5-Z 72 2-3-(4-3 EFA 3 ) 4-5 2-8- L2 A 4R 5 D-1-L]-N-(2-REZA-4-Qd D) oA Eolm =
300 mg(0.62 mmol)e] DMF 891(4 ml)o] &2FZHF 129 mg(0.93 mmol) ¥ B ZRolAEAME 114 mg(0.68 mmo
D& 7kstal, dojAs EFES Aol 87A17F wutsgltt.  whgofo] & W opAEAtE S Thatar, st
i, §715E 23 QSUHEF FEAoR A &, A stelA sFsiAT. e AEgr A dy a2a)
Eadu(tE22de vee=50:1-20: D& At AAES S stelA sFsta, S {fAEY
[(4-{5-ZF e 2-1-[(2-ReZd-4-d-dd7tentd) g |-4-54-8- 2 2 A -1 4-T] 3| =2 7| = -3-U )35
A O EXbO E o ~E| 2 306 mg(F& 87%)S AUTt.

'Y-NMR (CDCl;) Sppm: 1.02 (3H, t, J=7.3 Hz), 1.30 (3H, t,
J=7.1 Hz), 1.79-1.88 (2H, m), 2.30-2.43 (6H, m), 3.35 (2H,
g, J=6.0 Hz), 3.48-3.52 (4H, m), 3.91 (2H, t, J=6.9 Hz),
4.26 (2K, g, J=7.1 Hz), 4.59 (2H, s), 5.00 (2H, s), 6.76-
6.96 (5H, m), 7.37 (1H, s), 7.51 (2H, d, C=8.8 Hz).

A Ao 150

2-(4-{5-ZF e 2-1-[(-REdd-4-dod7tant ) Md |-4-54-8- 2 2 A -1 4-T] 3| =2 T = -3-U 355
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[1836]

[1837]
[1838]

[1839]
[1840]

[1841]

[1842]
[1843]

[1844]
[1845]

[1846]

on

£50] 10-1548414

A)LA|Eotu] = o] A2

grtEntR ) e ]-4-SAa-8- T 2 EA -] 4-U 3] =2 T 5 H-3- ¥ 5

(4 {5_4 gi_l_[(Z »—L«-——E%]_ E] ]
N gEyol-mete g9 15 mlo] 7}8}ar, 70CoA 4347 n

Ao ESbell doll ~H| 2 300 mgE 7 ACIRS Ko A
Aow WG 5 A stelA sHstar, IAE At A Ad aErEage(HER e eE=50:1
—9:1-ob EAbe g v ehe=10: D2 AASIAT. AAES ISt stllA sFsta, IALE oA EAM E-n-F)
2o 2R AAAste] @ BEo 2-(4-{5-EFL2-1-[(2-EEEZH-4-dddrt2n R d) g ]-4-54-8-2

2EZA-1,4-03| =27 E5-3-d}H 5 oA Eolu| = 100 mg(F& 35%)S AATt.

'H-NMR (DMSO-dg) &ppm: 0.95 (3H, t, J=7.3 Hz), 1.72-1.81
(2H, m), 2.32-2.34 (6H, m), 3.18 (2H, q, J=6.5 Hz), 3.50-
3.54 (4H, m), 3.94 (2H, t, J=6.8 Hz), 4.43 (2H, s), 5.14
(2H, s), 6.92-7.00 (3H, m), 7.19 (1H, dd, J=4.5 Hz, 9.0
Hz), 7.39 (1H, s), 7.53 (1H, s), 7.59 (24, d, J=8.8 Hz),
7.91~7.93 (2H, brs).

AAld 151

A0 K[)rk/

(5- 5% 9 24~ 3 -85 2 B A|-3-{4-[2- (9] E23] = 2.3 b-2- A A o 5] |9 }-4H- 7] 3 -1-2 ) o} 4| 2k
o ~g 29 A%

et 9 RS ol g3k, A 1499} FASA ke 7] SdFES A
'Y-NMR (CDCls) OSppm: 1.05 (3K, t©, J=7.3 Hz), 1.27 (3 t,

J=7.1 Hz), 1.53-1.74 (6H, m), 1.80-1.88 (2H, m), 3.50 3 60
(1H, m), 3.83-3.91 (2H, m), 3.95 (2H, t, J=6.8 Hz), 4.03-
4.08 (1H, m), 4.16-4.28 (4H, m), 4.72 (1H, brs), 5.10 (2H,
s), 6.84-7.00 (4H, m), 7.35 (1H, s), 7.58 (2H, d, J=8.8
Hz) .

A Al 152

F

9 /\i O™
Y
)

e
{5-ZF 2 2-3-[4-(2-3| =F A F AN H D | -4- 2-8- L ZIA4H-F 5 -1-L JopH EAbel Fof =g 2 9] A%
(5-Z Q0 842 2-8-Z 2 EZA|-3-{4-[2-(H| E&}3| = &2 7] F-2-U L A] ) o EA] | | }-4-F] 52 -1- ) o} A E AL
o ~HZ 840 mg(1.59 mmol)e] olEFE £M(20 mDel 2 N @4k 6.3 mlES 7Fsta, 50°ColA 2AzF
agketgitt. dojAlE EFES AR W4T &, Y —EMH EHATE. AL ol EAbNE I 5
7bete] EAtal, §715S X3} ASUER FEAoR AAT F, 7Y stlA FFT. AE Ayt
A A ﬂiu};aaﬂq(q:ﬁiuﬂﬂ Hek=30:1-15: D2 AR, HAZES 7 sl FFHste] @3

]

(e}

= H
A FEY] (5-EF2-3-[4-(2-3| EF A EAD A L ] -4-5 2-8-Z 2 ZA4H-F| EHU-1-Y }o VﬂE*}OﬂE]Oﬂ*Eﬂ
2 627 mg(5& 89%)% ,:MDP
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'H-NMR (CDCls) Sppm: 1.05 (3H, t, J=7.3 Hz), 1.27 (3H, t,
J=7.1 Hz), 1.79-1.88 (3H, m), 3.92-3.98 (4H, m), 4

(2H, m), 4.24 (2H, q, J=7.1 Hz), 5.10 (2H, s), 6.84-7.00
(4H, m), 7.35 (1H, s), 7.58 (2H, d, J=8.8 Hz).

[1847]
[1848] A A4 153
NP
Cor™
N
O
T

[1849] ¢
[1850] {5-ZF 92 2-3-[4-(2-3| =2 XN | BA]) #| d | 4-2 A2-8- L 2 Z A AH-F| HH-1-U }o} A EALY] A%
[1851] Agst 2% A8 E o]&star, Al 329 TYsHA ko] A7 SEFES AxZsH.

'H-NMR (DMSO-dg) &ppm: 0.98 (3H, t, J=7.3 Hz), 1.71-1.85

(2H, m), 3.72 (2H, m), 3.93-4.02 (4H, m), 4.87 (lH, brs),

5.22 (2H, s), 6.93-7.02 (3H, m), 7.22 (lH, dd, J=4.5 Hz,

9.0 Hz), 7.57 (2H, d, J=8.8 Hz), 8.00 (1H, s), 12.50 (1H,
[1852] brs) .

[1853] A Ao 154

[1854]
[1855] 2-{5-ZEF 2 2-3-[4-(2-3| EZ A EA) H H ]-4-2 2-8- L ZZA|4H-FH 5 H-1-L }-N-(2-R 2 ZH-4-Lo &) o}
A Eou| = 9] A%
[1856] et 9 855 o g3ta, HAld 148% FUS A ko] 7] SIFES AZFT
'H-NMR (DMSO-d¢) ®ppm: 0.95 (3H, t, J=7.3 Hz), 1.72-1.79
(2H, m), 2.30-2.40 (6H, m), 3.18 (2H, g, J=5.9 Hz), 3.50-
3.53 (4H, m), 3.69-3.74 (2H, m), 3.91-4.00 (4H, m), 4.91
(1H, t, J=5.4 Hz), 5.14 (2H, s), 6.92-6.98 (3H, m), 7.18
(1H, dd, J=4.4 Hz, 9.0 Hz), 7.57 (2H, &, J=8.6 Hz), 7.90-
[1857] 7.93 (2H, brs).
[1858] A Ad 155
i
NGO
i T
oS h
m
P
[1859]
[1860] 4[4 (5-EF QR4 28 TR EA-] 413 E2FE2-3-2) 55 A | e 22t & o 28|29 AZ
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N
il

[1861] A &

it

i

o

25 o]&sta, A 1% FdstA sto] 47 eSS Axs3AT

'H-NMR (CDCl3) &ppm: 1.07-1.13 (3H, t, J=7.4 Hz), 1.25-
1.31 (3H, t, J=7.1 Hz), 1.87-1.98 (2H, m), 2.10-2.17 (2H,
m), 2.51-2.57 (2H, t, J=7.3 Hz), 4.00-4.21 (6H, m), 6.83-
6.93 (4H, m), 7.55-7.59 (2H, d, J=8.4 Hz), 7.72-7.75 (1H,
d, J=6.1 Hz), 8.93 (1H, brs).

[1862]
[1863] Ao 156
[1864]
[1865] ST QEA-G A TR IA-] 4-U S E2 T m-3-)-HHA | FE 24k e] Alx
[1866] Ak 0 AR5 o] &3k, A 329 FUA sto] V] SHFES AFEAT.
'H-NMR (DMSO-dg) Sppm: 0.93-1.00 (3H, t, J=7.4 Hz), 1.69-
1.91 (4H, m), 2.28-2.34 (2B, t, J=7.3 Hz), 3.89-3.94 (2H,
t, J=6.4 Hz), 4.00-4.05 (2H, t, J=6.4 Hz), 6.67-6.87 (3H,
m), 7.03-7.08 (1H, m), 7.43-7.47 (2H, d, J=8.7 Hz), 7.71-
7.73 (1H, d, J=6.3 Hz), 11.18-11.20 (1H, d, J=6.0 Hz),
[1867] 11.5-12.2 (1H, br).
[1868] A 157
Foo A0 \/\,»ﬂ\ﬁ/\vxx_
Son:
D
I
T
[1869] e
[1870] N-HE-4-[4-(5-ZF QL Z4-2A-8-T 2 EZA]-] 4-T]F =2 F] EU-3-) #| HA] | - golu| =9 Az
[1871] A 9 455 o] 83k, A 333 FUSHA sto] A7 FFES Az
[1872] LRI R e
'H-NMR (DMSO-ds) o&ppm: 0.81-0.87 (3H, t, J=7.3 Hz), 1.01-
1.08 (3H, t, J=7.4 Hz), 1.20-1.40 (4H, m), 1.80-1.95 (4H,
m), 2.19-2.25 (2H, t, J=7.4 Hz), 3.00-3.40 (2H, m), 3.93-
3.99 (2H, t, J=6.3 Hz), 4.07-4.13 (2H, t, J=6.4 Hz), 6.24-
6.93 (3H, m), 7.11-7.16 (1H, m), 7.51-7.54 (2H, d, J=8.5
[1873] Hz), 7.82 (2H, m), 11.24 (1H, brs).
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[1874] A A e 158
o

EoQ /©/o\/U\OH

<8

I N

[
[1875] -
[1876] [4-(5-ZF 92 4-22-8-X 2 ZA]-1 4-T)3] B2 F5U-3-)F 5 A JoL A EALY] Az
[1877] Ae 2% d85E ol &ata, AAd 29 T st A7) SEES AxsHAT.

'H-NMR (DMSO-dg) &ppm: 1.03-1.09 (3H, t, J=7.4 Hz), 1.78-
1.92 (24, m), 4.09-4.14 (2H, t, J=6.4 Hz), 4.70 (2H, s),
6.86-6.97 (3H, m), 7.13-7.18 (1H, m), 7.51-7.56 (2H, m),
7.80-7.83 (1H, d, J=6.3 Hz), 11.27-11.29 (1H, d, J=6.0 Hz),
12.99 (1H, brs).

[1878]
[1879] 2 A d 159
‘i
O VN
F 0 e u
11
\é/\u/
[1880] N
[1881] N-FE-2-[4-(5-ZF 0 -4 n-8-Z 2 ZA|-] 4-T]3]| =27 52 -3-U)F A Jol | Eoln] = 9] A%
[1882] et 9 4855 o g3k, HAAld 333 Fd3A A 7] FFES Azt
[1883] uy A gk
'H-NMR (DMSO-d¢) &ppm: 0.82-0.88 (3H, t, J=7.2 Hz), 1.02-
1.08 (34, t, J=7.4 Hz), 1.23-1.50 (4H, m), 1.80-1.88 (2H,
m), 3.08-3.16 (2H, m), 4.08-4.13 (2H, t, J=6.4 Hz), 4.47
(2H, s), 6.85-6.97 (3H, m), 7.12-7.17 (1H, m), 7.53-7.56
(24, d, J=8.8 Hz), 7.80 (lH, s), 8.03-8.08 (1H, t, J=5.5
[1884] Hz), 11.24 (1H, brs).
[1885] A Ao 160
FLOrTe
e
|
[1886] i
[1887] 4-(5-EF Q0 F4-LA-8-Z 2 ZA-] 4-U3| =2 FHEd-3-U)A =L s =9 A%
[1888] et 9 855 o g3ta, HAAld 29 FAFA dto] ] FFES Ax3ST
'H-NMR (CDC1l3) &ppm: 1.11 (3H, t, J=7.3 Hz), 1.86-2.00 (2H,
m), 4.12 (2H, t, J=6.6 Hz), 6.85-6.98 (2H, m), 7.84-7.93
(5H, m), 8.390 (1H, brs), 10.02 (1H, s).
[1889]
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[1890] 2 A6 161

/\/‘5 N\)
[1891]
[1892] 5-ZFQ R-3-[4-(4-RE2EZU-4-A9 g d-1-7t2 R0 d) A I |-8-Z L ZA-1H-F 5 A -4-29] A%
[1893] Aet S Aug ol&3ta, AAld 1063 TUH sto] 7] SIFES Azt

'H-NMR (DMSO-dg) &ppm: 1.01 (3H, t, J=7.3 Hz), 1.74-1.86
(2H, m), 2.32-2.35 (4H, m), 2.59 (2H, t, J=5.4 Hz), 3.51-
3.54 (4H, m), 4.04 (2H, t, 6.5 Hz), 4.50 (2H, d, J=4.5
Hz), 4.66 (2H, d, J=5.4 Hz), 5.22 (1H, brs), 6.99 (1H, dd,
J=8.9 Hz, 11.6 Hz), 7.22-7.33 (3B, m), 7.61 (28, d, J=8.2

Hz), 7.97 (1H, s).

[1894]
[1895] AAd 162
[1896]
[1897] H-4-Yoj )Ml =oln| =] A
[1898] R o=
'H-NMR (DMSO-dg) Sppm: 1.02 (3H, t, J=7.3 Hz), 1.75-1.89
(2H, m), 2.38-2.50 (6H, m), 3.38 (2H, g, J=6.3 Hz), 3.53-
3.61 (4H, m), 4.08 (2H, t, J=6.4 Hz), 6.92 (1H, dd, J=8.7
Hz, 12.0 Hz), 7.15 (1H, dd, J=3.9 Hz, 8.8& Hz), 7.71 (2H, d,
J=8.5 Hz), 7.89 (2H, d, J=8.5 Hz), 7.94 (1H, s), 8.41 (1H,
[1899] t, J=5.5 Hz), 11.46 (1H, brs).
[1900] 2 Ad 163
[1901]
[1902] 5-ZF 9 2-3-[4-(4-R2ZY4-4 A H g d-1-7l2R ) F I ]-8-Z 2 ZA-1H-F| U -4-£ 9] A=
[1903] AG3 S A8 o] g, AAd 737 FAsA sl A7) FFES AxsA
‘H-NMR (DMSO-dg) dppm: 1.02 (3H, t, J=7.3 Hz), 1.30~1.38
(2H, m), 1.75-1.89 (4H, m), 2.34~2.49 (4H, m), 2.79-3.02
(2H, m), 3.61-3.69 (6H, m). 4.08 (2H, t, J=6.4 Hz), 4.42
(1H, brs), 6.92 (1H, dd, J=8.8 Hz, 12.0 Hz), 7.15 (1H, dd,
J=3.9 Hz, 8.8 Hz), 7.37 (2H, d, J=8.2 Hz), 7.67 (2H, d,
[1904] J=8.2 Hz), 7.%2 (1H, s), 11.45 (1H, brs).
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[1905]

[1906]
[1907]

[1908]

[1909]
[1910]

[1911]
[1912]

[1913]

[1914]
[1915]

[1916]
[1917]

[1918]

[1919]

[1920]

[1921]
[1922]

on

—EFLR-3-(4-H EAI ) 4-S 8- TR EA -] 4-H S| ER T mH 27t 2 R e 2o A%

IH-NMR (CDC1l;3) &ppm: 1.10-1.16 (3H, t, J=7.4 Hz), 1.86-
2.00 (2H, m), 3.86 (3H, s), 4.02-4.07 (2H, t, J=6.5 Hz),
6.72~6.91 (1H, m), 6.92-7.05 (3H, m), 7.31-7.43 (2H, m),
9.25 (1H, brs), 9.77 (1R, s).

A A 165

9
e}
Hu
to
iy
<
o
4,
I
>
H
L

Hge & ARE olgeku, WAl 25t BUsA stel A7) AFBE Azt

'-NMR (CDCl;) &ppm: 1.10-1.16 (3H, t, J=7.4 Hz), 1.85-
2.05 (2H, m), 3.70 (3H, s), 3.85 (3H, s), 4.10-4.15 (2H, <t,
J=6.5 Hz), 6.75-6.99 (4H, m), 7.12-7.22 (2H, m), 9.36 (1H,

brs).

A Al 166

'H-NMR (DMSO-dg) Sppm: 1.00-1.06 (3H, t, J=7.4 Hz)
1.92 (2H, m), 3.76 (3H, 3), 4.10-4.15 (2H, , J=6.5 Hz
6.88-6.97 (3H, m), 7.12-7.23 (3H, m), 10.78 (1H, brs
13.00-15.00 (1H, br).

A A 167

SEeR
H h/ ~"ou
P o

5-EFQ 2-3-(4-M EA A d)-4-F2-8-Z 2 E A -] 4-UF] =27 5 U-2-7t 2 FA4H(2-5| =5 A o ) opm] = 9]
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[1923]

[1924]
[1925]

[1926]
[1927]

[1928]

[1929]
[1930]

[1931]
[1932]

[1933]

[1934]

S-EFLE-3-(4-W FAP ) 4- 5 -8 2 EA -] U3 ER T Fd-2-ThE a0 "o 2 H 2 3.2 g(7.78
mol)el el ghZokwl 10 m1E 7F8kar, 100 CTollA] 3AIFF awbslgiet,  dojx= EdE& H27b4 W7tste], 4
g7t A A9 ARvtEadfy(dER 2w $E=100:0-20: D& BASAT.  AAES BUslA 5 2
=y A

=

a3te], @l BA-E A9 5-ZFEQ Z-3-(4-HEAHY)-4-L h-8- T ZEA|-] 4-T]
AH(2-Bl=Z Al E)oln = 3.0 g(F8& 93%)S AUrt.

H-NMR (DMSO-dg) &ppm: 0.99-1.05 (3H, t, J=7.4 Hz), 1.69-
1.95 (2H, m), 2.52-3.17 (4H, m), 3.76 (3H, s), 4.08-4.13
(2H, t, J=6.6 Hz), 4.32-4.57 (1H, m), 6.86-6.93 (3H, m),
7.15-7.21 (34, m), 8.13-8.33 (1H, m), 11.09 (1H, brs).

2 Ao 168

5-EFQR-3-(4-vIEA D) -4-5 2-8-Z R IA-] 4-TF =2 E5d-2-7t2 8 A -(2-Z 22 D) olr =9 A%

5-Z 20 2-3-(4-H| EAH Y )-4-2 4~-8-Z 2 ZA]-] 4-T]|F ER2H HU-2-F} 2 EA]-(2-3| ==

o= 3.0

Jol
g(7.24 mmol)9] THF €NM(30 ml)o] EFHLI¥E~AA 2.47 ¢(9.8 mmol) P AlA3ErA 1.4 g(9.1 mmol)S
7bsted, 2413 &<t SRS ZFEET. dojXE EFRES A7 WHsta, wksde] E& Jiste] tEE

rgon FESY. #715¢ B2 A4 ¥, ¥
@42Aww}@%b*EEWEJWMHZEEﬂ%
e ZAmste], wlal BEalo]l 5-Z R0 2-3-(4-1)
(2-F2RE)on= 1.8 g(F& 58%)S AAUT}t.

I
>
i)
ac (1

'H-NMR (DMSO-dg) &ppm: 0.99-1.04 (3H, t, J=7.4 Hz), 1.75-
1.89 (2H, m), 3.20-3.30 (4H, m), 3.75 (3H, s), 4.08-4.13
(2H, t, J=6.6 Hz), 6.86-6.95 (3H, m), 7.16-7.21 (34, m),
8.64-8.69 (1H, t, J=5.4 Hz), 11.14 (1H, s).

A Al 169
E D A0
PO
| P u ‘ o
A0 /N\/\OH

5-ZFQR-3-(4-HMEA ML) 4-F A8 T2 ZA -] -3 ER2FAEA-2-FI 2B A-(2-3]| =5

A 2 98s ol&star, A 1673 FLda skl A7 sES A

I4-NMR (CDCls) &ppm: 100-1.10 (3H, m), 1.83-1.95 (2H, m)
3.42-3.54 (5H, m), 3.60-3.65 (2H, m), 3.80 (1.2H, s), 3.82
(1.8H, =), 3.99-4.00 (0.8H, t, J=
t, J=6.6 Hz), 6.75-6.96 (4H, m), 7.32-7.45 (2H, m), 8.89
(0.6H, brs), 9.31 (0.4H, brs).

- 125 -

G AAGEFOR Axsta, ool petaelA sHsel,
H¥hE=100:0—20: )= AASSAT. BAES At
A4S g LR EA -] 4| B SR E 2T 2 RA -

Aol ) rdotr| =9

)
6.6 Hz), 4.06-4.12 (1.2 H,



[1935]

[1936]

[1937]

[1938]

[1939]

[1940]

[1941]

[1942]

[1943]

[1944]

[1945]

[1946]

[1947]

[1948]
[1949]

on

=35 10-1548414

AA e 170
E o A0
AT
(LI
ST T
/‘\/*}j l\/\)‘\

5-EFQ2-3-(4-m A ) -4-§2-8-Z R FA| -1 4-H 3| ER T =3 -2-7F 25 A - [2-(4-vi D 9] # 2pd-1-<) ol
glopr=o] Az

5-FFQR-3-(4-MEAH ) -4-FAh-8- T2 ZA-1 4-UI| ER2F|EA-2-7t 2 HA-(2-F 22" oln| = 600
mg(1.38 mmol)2] DMF &9(8 ml)ol, N-AHEIH A 276 mg(2.76 mmol), LLE=IYEF 440 mg(2.9 mmol) H
AP 572 mg(4.14 mmol)& 7F3te], 80 TollA 3F=uh anksigict. 0401/115 EIELS Ae7A Wtala,
HJ%%*OH S 7h8le] EREXR0RE FEIAT. FUIES AYEdA w53, ME F5 AA AErE

(NI A7} A, gF22de:We8=100:0-10: 12 AHAIt. HAES @Adstor FFste], WA
%“E@l 5-ZFQE-3-(4-HI A Hd)-4-§ A-8-Z 2 LA|-1 4-U 3| =2 F =5 -2-FF 2 HA-[2-(4-v| D I H 2} K] - 1-

Ay ]et = 100 mg(F& 14%)S Qi\ﬂr.

€4 106 WA 107 C

l4-NMR  (CDCls) &ppm: 1.10-1.16 (3H, t, J=7.4 Hz), 1.90-
1.99 (2H, m), 2.21-2.80 (13H, m), 3.28-3.35 (2H, m}, 3.85
(3H, s), 4.08-4.14 (2H, t, J=6.5 Hz), 6.25-6.50 (1H, brs),
6.79-7.05 (4H, m), 7.28-7.32 (2H, m), 9.77-10.1 (1H, br).
A Ao 171

£ 0 (

P

‘(;U o

S
P 0 \/C'

SEF LRS- (4 HAP D) 4-F A8 R A -] AT =R I FY-2-Tp2 A - (2- R EE Y -4-<l o ') o] =

Hge & ARE ol§ehu, WAl 1703 FUshA stel A7) SRS Azt

H-NMR (CDCl;) OSppm: 1.10-1.16 (3H, t, J=7.4 Hz), 1.88~
2.00 (2H, m), 2.17-2.25 (6H,m), 3.29-3.35 (2H, m), 3.54-
3.58 (4H, m), 3.84 (3H, s), 4.08-4.14 (2H, t, J=6.4 Hz),
6.35-6.50 (1H, m), 6.79-7.05 (4H, m), 7.28-7.34 (2H, m),
9.96 (1H, s).

A 172

5-EF Q0 2-2-{[(2-3| == Ao &) v d o}u] = | W &l }-3-(4-w| EA 3 ) -8- L 2 ZA]-1H-F| HH-4-29] A%
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[1950]

[1951]

[1952]

[1953]
[1954]

[1955]

[1956]

[1957]

[1958]

[1959]
[1960]

[1961]

on

=35 10-1548414
AGe 2% U8RI ol gstaL, AN 1349 B ste] ] HFRS AxEA.

I4-NMR (CDCli) 3ppm: 1.07-1..3 (3H, t, J=7.4 Hz)

.92 (2H, mw), 2.32(3H, s), 2.61-2.65 {(2H, t, J=5.5 Hz),
2H, m), 3.82 (3H, s), 4.04-4.12 (3H, m), 6.72-

), 7.13-7.17 (2H, m), 10.03 (1H, brs).

5-EF L 2-3-(4-v| 5A A d)-8-Z 2 FA|-2-(4-¥] 2| Tl -2- L V] | e - 1-L | &) - TH-F) 5 R -4-2 9] A=

5-ZFEQ B -3-(4-W| EA H D) -4-L 28X ZEA-] 4-T]F| =2 HH-2-7t2FH 3= 800 mg(2.25 mmol)<
1,2-t)ZF22de §9(20 ml)o 1-(2-v & d)H A 551 mg(3.38 mmol)S 7}3le], ALoA] 1A17F uwkalSd
o AR EFEA FASFEZIAFAIEAUER 670 mg(3.16 mmol)S 7helal, A-ZoAl 4AZF wHksel
o}, uk3-olq) ﬂ%iiuﬂ%& 7hete] B2 AlAgsta, AU EFoR Azxd F st &ulE ZF/ AA
shelth.  FAME NH A7 4 ¥ A2eEad (a2 2ol EAdE=1: D)2 AT, 7Hekstel
Al BME FH ﬂlﬂ shal, ALE oA Exbo|d-n-FAto 2 K E A Agste] WAl ko] 5—«E—T£i—3—(4—uﬂ%
A B )-8 2 ZA]-2-(4-3] 2] d-2- A o] | 2} A - 1-L W &) -1H-F 5 -4-2 400 mg(FF 35%)S L),

&4 211 WA 212 C

4-NMR (CDCls) dppm: 1.06-1.13 (3H, t, J=7.4 Hz), 1.84-
1.93 (2H, m), 2.63-2.67 (44, m), 3.50-3.65 (6H, m), 3.89
(3H, s), 4.06-4.11 (2H, t, J=6.3 Hz), 6.23-6.68 (2H, m),
6.76-6.98 (4H, m), 7.16-7.20 (2H, d, J=8.8 Hz), 7.45-7.56
(1H, m), 8.18-8.21 (1H, m), 10.0-10.2 (1H, brs).

A 174

5-Z 29 2-3-(4-H| EAHd)-8-Z 2 ZA|-2-(4-1) ] -4-d 3 | 2} 2 - 1-D | &) -1H-F| ZH-4-29] A%

2
oft
o
.

)

z
Mo,
il
il
S

gta, AAd 1730 SAsH) sl 4] BgES Axsr.
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on

E£E535 10-1548414
[1962] &4 210 WA 211 C

lH-NMR (CDCl;) &ppm: 1.05-1.11 (3H, t, J=7.4 Hz), 1.81-
1.95 (2H, m), 2.66-2.70 (4H, m), 3.38-3.42 (4H, m), 3.56
(24, s), 3.83 (3H, s), 4.06-4.11 (2H, t, J=6.3 Hz), 6.66-
6.69 (2H, d, J=5.3 Hz), 6.76-6.97 (4H, m), 7.15-7.19 (2H,
d, J=7.5 Hz), 8.28-8.30 (2H, d, J=5.3 Hz), 9.90-10.2 (1H,

brs).

[1963]

[1964] A A e 175

[1965]

[1966] =5 Al d)-2-[4-(6-Fl e g g d-2-d) A #| - 1- A W & | -8-Z 2 ZA - 1H-F| Hd-4-9] A=

[1967] , AAe 1733 L3 gt ] SEES AlEsGI.

[1968] 57 205 WA 206 C
'Y-NMR (CDC13) &ppm: 1.06-1.12 (3H, t, J=7.3 Hz), 1.85-
1.93 (2H, m), 2.39 (3H, s), 2.62-2.64 (4H, m), 3.53 (2H,
s), 3.55-3.70 (4H, m), 3.83 (3H, s), 4.05-4.10 (2H, t,
J=6.4 Hz), 6.41-6.44 (14, d, J=8.4 Hz), 6.50-6.53 (1H, g,
J=7.3 Hz), 6.75-6.96 (4H, m), 7.16-7.20 (2H, d, J=8.8 Hz),

—-7.47 (]

[1969] 7.37-7.41 (1H, m), 10.2 (1H, s).

[1970] A A d 176

[1971]

[1972] Al d)-2-[4-(2-F e g g d-4-d) A #| - 1- A W & | -8-Z 2 ZA - 1H-F| H = -4-9] A=

[1973] Agst 2% A8 E o]&sta, AAd 1737 FUHA 8t 7] StES Axsq.

[1974] &4 205 WA 207 C
H-NMR (CDC13) &ppm: 1.05-1.11 (3H, t, J=7.4 Hz), 1.81-
1.95 (2H, m), 2.46 (3H, s), 2.60-2.70 (4H, m), 3.30-3.40
(4H, m), 3.54 (2H, s), 3.82 (3H, s), 4.05-4.10 (24, ¢t,
J=6.3 Hz), 6.45-6.55 (2H, m), 6.74-6.95 (4H, m), 7.13-7.17
(24, d, J=8.7 Hz), 8.17-8.19 (14, d, J=5.9 Hz), 10.04 (1H,

[1975] s) -
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[1976]

[1977]
[1978]

[1979]

[1980]

[1981]
[1982]

[1983]
[1984]
[1985]

[1986]

[1987]
[1988]

[1989]
[1990]

[1991]

SEE0d
A Ao 177
T ﬁ //\U/O
D
_~O ‘/N\
|
5-EF 0 2-3-(4-w EA H D) -2-(4-w| &-[1, 4] ] oAl F-1-L Wl &) -8- T 2 ZA - 1H-F| 5 -4-2¢] A

1.50-
3.40-
Hz),
(1H,

(34, t, J=7.4 Hz),
2.30-2.60 (3H, m), 2.70-2.90 (6H, m),

3.83 (3H, s), 4.11-4.16 (2H, t, J=6.3
m), 7.08-7.12 (2H, d, J=8.7 Hz), 9.60

'H-NMR (CDC1s)
1.70 (2H, m),
3.77 (4H,
6.76-6.96

Sppm: 1.13-1.20

m),
(4H,

L AN 1733 BAs sl 3] HFgEE Axs.

lH-NMR (CDCls) &ppm: 1.11-1.17 (3H, t, J=7.4 Hz), 1.87-
2.15 (3H, m), 2.39-2.42 (4H, m), 2.46-2.51 (2H, t, J=5.7
Hz), 2.64-2.68 (2H, t, J=5.7 Hz), 3.65-3.68 (4H, t, J=4.6
Hz), 3.74 (2H, s), 3.83 (3H, s), 4.07-4.12 (2H, t, J=6.3
Hz), 6.74-6.96 (4H, m), 7.16-7.20 (2H, m), 10.35 (1lH, s).
AAld 179

£0 2

Oy

]%Yi]ka

if)\?f b
P

AN /\ﬁ

©

10-1548414

5-ZF 0 Z-3-(4-vEAH Y )-2-{[vE-(2-RE2ZI-4-do &) ol = | & }-8-Z ZEZA-1]-H E-4-29] A X%

2
o
)
)G
17
T
j_o‘
fu
i
9
op

star, AAlel 1739 s s st 7] FEs Az
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[1992]

[1993]
[1994]

[1995]
[1996]

[1997]

[1998]
[1999]

[2000]
[2001]

[2002]

[2003]
[2004]

[2005]
[2006]

on

E£E535 10-1548414
&3 127 WA 128 C

'H-NMR (CDC13) &ppm: 1.10-1.17 (3H, t, J=7.4 Hz), 1.86-
2.00 (2H, m), 2.30-2.42 (7H, m), 2.46-2.52 (2H, m), 2.58-
2.64 (2H, m), 3.52 (2H, s), 3.52-3.63 (4H, t, J=4.6 Hz),
3.83 (3H, s), 4.08-4.13 (2H, t, J=6.3 Hz), 6.75-6.96 (4H,
m), 7.13-7.18 (2H, d, J=8.7 Hz), 10.11 (1H, s).

A A e 180

2-{[(2-FR2JqE)mdoln = ]HE}-5-ZF 9 Z-3-(4-H| EA 1 )-8-Z 2 EA-1H-F| HEH-4-29] A%
A3t 9 985 o] &slal, AAd 1687 T st 7] FFES AR

IH-NMR (CDCls) &ppm: 100-1.10 (3H, m), 1.83-1.95 (2H, m),
2.26 (3H, s), 2.64 (2H, m). 3.03 (2H, s), 3.48 2H, m),
3.82 (3H, s), 4.08-4.13 (2H, t©t, J=6.6 Hz), 6.75-6.96 (4H,
m), 7.32-7.45 (2H, m), 8.89 (0.6H, brs), 9.31 (0.4H, brs)

FL2-0-3| EEAHE-3-(4-H 5EA H )-8~ L Z EZA-1H-F] H3-4-29] A%

5-FFQR-3-(4-] ZA ) -4-§ 18- L2 EA| -1 4-T] 8 =R T 5P -2-7} 2B A2 do] ~H 2 5.0 g(13 mo
Dol tEFaader §9(30 nl)S -78 T2 W¥ztate], Ax E97)8t F48r o] AR-E e uH(DIBAL-H) (1M =
el &) 30 mlE AHstekk. Het T8 F, F oA AR wRkskgltt. wkg Ees Ak o
gtal, 5 N FASUEFS 7hete] tEzzddes FE83t. #7158 B2 A4 §, PUEFo=

atar, ololA zstetellA EFskivh. AE Ay A Ad AzviEadd(vEzadegE=10-D) 2
Ak, BAES HAdstolA %%—ﬂﬂﬂ@ FA FAY uAe] 5-FFO2-2-3] EFA v E-3-(4-v| 5 A]
U)-8-ZREA--FEH-4-2 4.8 g(5F 85%)S LA}

ri of
5o BN

l4-NMR (CDC1l;) O®ppm: 1.04-1.10 (3H, t, J=7.4 Hz), 1.83-
1.92 (2H, m), 3.75 (3H, s), 4.02-4.07 (2H, t, J=6.5 Hz),
4.39 (2H, s), 4.67 (1H, brs), 6.71-6.83 (4H, m), 6.95-6.98

(2H, m), 9.82 (1H, s).

A Al 182

EE%L e
(J

~o”

5-Z2 9 2-3-(4-WEA A )-2-

td
[
il
ﬁ

4-A g -g-Z 2 EX-1]-F H&-4-L-9] A%
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[2007]

[2008]

[2009]

[2010]

[2011]
[2012]
[2013]

[2014]

[2015]

[2016]

[2017]
[2018]
[2019]

[2020]

[2021]
[2022]

[2023]
[2024]

N
il

A9

o

58 ol gsta, AAld 1739 BAS shel 4] PR Az,

it

i

|4 175 WA 176 C

'H-NMR (DMSO-dg) &ppm: 1.09-1.14 (3H, t, J=7.4 Hz), 1.78-
1.94 (2H, m), 2.32-2.47 (4H, m), 3.47 (2H, s), 3.55-3.68
(4H, m), 3.77 (34, s), 4.12-4.16 (2H, t, J=6.2 Hz), 6.79-
7.00 (3H, m), 7.06-7.14 (2H, m), 7.15-7.25 (1H, m), 10.21
(1H, brs).

A Alel 183

5-ZFQ 2-3-(4-v EAHY)-2-(4-v e v A 7 -1-d | & )-8-Z 2 ZA|-1-F| 5 H-4-22] A%
A3t 9 985 o] &slal, AAd 1731 YA st 7] FFES Az

&3 204 HA 205 C

H-NMR (CDCl3) Sppm: 1.18-1.24 (3H, t, J=7.4 Hz), 1.86-

2.08 (24, m), 2.31 (3H, s), 2.36-2.79 (8H, m), 3.49 (2H,

s), 3.84 (3H, s), 4.08-4.13 (2H, t, J=6.2 Hz), 6.68-7.00
(4H, m), 7.11-7.22 (24, m), 10.21 (1H, brs).

A Ao 184

4-NMR (DMSO-d¢) Sppm: 0.99 (3H, ¢, 7.3 Hz), 1.65-1.71
(2H, m), 1.79-1.87 (2H, m), 2.09 (2H, t, J=7.4 Hz), 2.57
(2H, t, J=7.0 Hz), 3.76 (3H, s), 4 (2H, t, J=6.6 Hz),
6.81-6.94 (3H, m), 7.06 (2H, d, J=8.7 Hz), 7.14 (1H, dd,
J=4.0 Hz, 8.8 Hz), 10.40 (1H, brs).

2 Ao 185
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[2025]
[2026]

[2027]

[2028]

[2029]

[2030]
[2031]
[2032]

[2033]

[2034]
[2035]

[2036]
[2037]
[2038]

[2039]

[2040]

Ig_NMR (DMSO-dg) Sppm: 0.82 (3H, t, J=6.9 Hz), 1.00 (3H, t,
J=7.3 Hz), 1.19-1.30 (4H, m), 1.64-1.70 (2H, m), 1.84 (2H,

g, J=6.9 Hz), 1.98-2.03 (2H, m), 2.48-2.56 (2H, m), 2.9%4-
2.99 (2H, m), 3.75 (34, s), 4.10 (2H, t, J=6.4 Hz), 6.81-
6.93 (3H, m), 7.05-7.1%5 (3H, m), 7.82 (1H, t, J=5.0 Hz),

10.97 (lH, brs).

2 A 186

% >250 C

4-NMR (DMSO-dg) Sppm: 1.06 (3H, t, J=7.4 Hz),
(24. m), 4.14 (2H, t. J=6.4 Hz)

Hz), 7.23 (1H, dd, J=3.9, 8.8 Hz), 8.12 (1H, s), 9.08 (2H,
s), 9.20 (1H, s), 11.68 (1H, s).

&N
[\s)
w0
=
N
o}
o))
Cy
It
00 b
o
N
()

A A]el] 187

5-ZF 9 2-3-(1-vWg-1H-9 &} F-4-Y)--Z 2 EX-1H-F| HEd-4-29] Ax

AGe 2% A8 E o)gsta, HAAd 29 FUSA 3t V) FAES AZAT.

75 223 WA 225 C

H-NMR (DMSC-dg¢) Sppm: 1.06 (3H, t, J=7.4 Hz), 1.75-1.95
(2H, m), 3.87 (3H, s), 4.11 (2H, €, J=6.4 Hz), 6.90 (1H,
dd, J=8.7, 12.0 Hz), 13 (1H, dd, J=3.9, 8.7 Hz), 7.95

7.
(14, s), 8.08 (1H, d, J=5.4 Hz), 8.37 (1H, s), 11.36 (1H,
d, J=5.4 Hz).
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[2041]

[2042]
[2043]

[2044]

[2045]
[2046]

[2047]

[2048]

[2049]

[2050]
[2051]

[2052]
[2053]

on

=35 10-1548414

Slatt)-tert-F | AH E5-E2F Q 2-3-(4-HEA| Hd)-4-S 2-3-ZT R ZAA-F =5 -1-Id o ~g 2] A=

(

2
ol

G & ART olgetn, AAld 233 FUeA stel A7) SR Azstsih

il

l4-NMR (CDCls) 6ppm: 1.11 (3H, t. J=7.4 Hz), 1.36 (18H, s)
1.85-2.05 (2H, m), 3.83 (3H, s), 4.07 (2, t, J=6.6 Hz),
6.32 (2H, d, J= 13.0 Hz), 6.90-7.00 (3H, m), 7.07 (1H, dd,
J=4.5, 9.0 Hz), 7.63 (24, d, J=8.9 Hz), 7.79 (lH, s).

A Alel] 189

At 28 Ad8E o) &stal, A 233 Fd3t

IH-NMR (CDCls) ®ppm: 1.11 (3H, t, J=7.4 Hz), 1.37 (18H, s),
1.85-2.05 (2H, m), 4.08 (2H, t, J=6.6 Hz), 6.30 (2H, d, J=
12.6 Hz), 6.99 (1H, dd, J=9.0, 10.7 Hz), 7.13 (1H, dd,

J=4.4, 9.0 Hz), 7.27 (1H, dd, J= 2.1, 8.3 Hz), 7.37 (lH, d,
J=8.3 Hz), 7.47 (1H, d, J= 2.1 Hz), 7.75 (1H, s).

A ATel] 190
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[2054]

[2055]

[2056]

[2057]
[2058]

[2059]

[2060]
[2061]

[2062]
[2063]

[2064]

[2065]
[2066]

[2067]
[2068]

A3 23 A8E o] &tal, AAd 237 FAsA o] 7] AFES AlxsAT.
H-NMR (CDCl;) Sppm: 1.37 (18H, s), 1.54 (3H, t, J=7.0 Hz),
3.76 (3H, s), 3.83 (3H, s), 4.18 (2H, q, J=7.0 Hz), 6.28
(24, d, J= 11.9 Hz), 6.50-6.60 (2H, m), 6.93 (1H, dd,
J=9.0, 10.9 Hz), 7.07 (1H, dd, J=4.5, 9.0 Hz), 7.34 (1H, d,
J=9.0 Hz), 7.72 (1H, s).
A Ao 191
QAT -tert-F-g o) AH 23-(4-0o| BEA FH D )-5-ZF Q. B -4-2 A-8-L Z ZA|A-H & HU-1-L v & o]| 2~ F]

=}

=9 455

il

2
oft

s

o

o] g3

e

’

IH-NMR (CDCls)
1.42 (3H, t,

m)y, 6.32 (2H, d,
dd, J=4.5, 9.0 Hz),

dppm:

A Al 192

olxtt]-tert
o ~H 29| Az

J=7.0 Hz),
J= 13.0 Hz),
7.61 (2H, t,

~5 ol e 28 (A 2 2 8 A o] ol )

on

2
=

AAd 233} FLsHA sl A7) sEE AlEsSAT

1.11 (34, t, J=7.5 Hz),
1.85-2.05 (24, m),

6.80-7.00

1.36 (18H, s),
4.00-4.15 (4H,
(3H, m), 7.08 (1lH,
J=8.9 Hz), 7.78 (1H, s).

5-EEO

At % A8 & o]&atal, AAld 237 FA3H 3kl 7] S3HES AlFEAT.
'H-NMR (CDCls) &ppm: 1.02-1.90 (28H, m), 2.50-2.75 (1H, m),
2.78 (3H, s), 3.84 (3H, s), 5.97 (1H, dd, J=9.4, 10.7 Hz),
6.80-7.05 (3H, m), 7.42 (1H, dd, J=5.1, 8.8 Hz), 7.51 (1H,
dd, J=9.4, 12.1 Hz), 7.64 (2H, d, J=8.8 Hz), 7.71 (1H, s).

A Ao 193

oAkt -tert-FEo 2| 25-Z

FRR-3-(2-FF QL R—-4-v| A H ) -4-F 8- T ZZA|-4H-F] =

- 134 -
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[2069]

[2070]
[2071]

[2072]

[2073]

[2074]

[2075]
[2076]

[2077]
[2078]

[2079]

[2080]
[2081]

[2082]

SES0d

HZ9 Az
Aget 29 A8 E o]&3ta, A 23% FASA ste] A7) SFES A3
'H-NMR (CDCls;) Sppm: 1.11 (3H, t, J=7.5 Hz), 1.36 (18H, s),
1.85-2.05 (2H, m), 3.82 (3H, s), 4.07 (2H, t, J=6.6 Hz),
6.30 (2H, d, J=12.6 Hz), 6.60-6.80 (2H, m), 6.96 (1H, dd,
J=9.0, 10.8 Hz), 7.10 (1H, dd, J=4.5, 9.0 Hz), 7.51 (1H, t,
J=8.4 Hz), 7.79 (1H, s).
Ao 194
o1att]-tert-FEHo| ~H 28- A FZEZZ AW EA|-5-ZF Q Z-3-(4-H| EA| F Y )-4-L 2-4H-F =
H 29 Ax
HGge 29 A2 5 o] &3far, Ao 233 T Fto] A7) FFES AFEAT
lH-NMR (CDCls) ®ppm: 0.35-0.50 (2H, m), 0.60-0.75 (2H, m),
1.25-1.45 (19H, m), 3.83 (3H, s), 3.95 (2H, d, J=7.1 Hz),
6.40 (2H, d, J=13.7 Hz), 6.85-7.00 {(3H, m), 7.04 (1H, dd,
J=4.6, 9.0 Hz), 7.63 (2H, d, J=8.9 Hz), 7.79 (1H, s).
A Ao 195

L1 F

\

I ]

o
~0 Kolr!o

o

AT -tert-F-g o 2 H E8-0| EA-5-Z F Q@ B-3-(4-H| EA H Y )-4-L 2-4l-F H 2 -1-L v e o] 2 ¥
Aga 2 98 o] Rela, A4 233 FUsA o] v FIES Az}
I4-NMR (CDCls) ®ppm: 1.36 (18H, s), 1.55 (3H, t, J=7.0 Hz),
3.83 (3H, s), 4.19 (2H, g, J=7.0 Hz), 6.33 (2H, d, J=12.8
Hz), 6.90-7.00 (3H, m), 7.08 (iIH, dd, J=4.5, 9.0 Hz), 7.63
(2H, 4, J=8.8 Hz), 7.77 (1H, s).

A Al 196
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SE5061 10-1548414

[2083] AT -tert - e ol A H| 28-A1 F 2RV F A -5-F 0 2-3-(4-v| 5 A ¥ ) ~4-5 24l 7] A -1-L v D of] 2 ]
29 Az
[2084] Agst 2% A8 E o]&star, Al 237 YA ko] A7) SEES AxzsHiT.
lH-NMR (CDCls) &ppm: 1.36 (184, s), 1.85-2.10 (4H, m),
2.15-2.30 (2H, m), 2.85-3.00 (1H, m), 3.83 (3H, s), 4.07
(2H, d, J=7.0 Hz), ©.30 (2H, d, J=13.2 Hz), 6.20-7.00 (3H,
m), 7.07 (lH, dd, J=4.5, ©.0 Hz), 7.63 (2H, d, J=8.9 Hz),
[2085] 7.79 (1lH, s).
[2086] A Ao 197
[2087]
[2088] 1At -tert-F-EHo| ~H 25,6-T] & F 2 2-3-(4-HFA A D) -4~ A2 -8- L ZZA|A-F| =H-1-d v o] 2 E| 2 9]
Az
[2089] Agst 2% A8 E o]&star, AAd 237 YA ste] A7) SEES AzxzsHi.
IJ-NMR (CDC1l3) ®ppm: 1.12 (3H, t, J=7.4 Hz), 1.36 (18H, s),
1.90-2.05 (2H, m), 3.83 (3H, s), 4.06 (2H, t, J=6.6 Hz),
6.28 (2H, d, J=13.2 Hz), 6.94 (2H, d, J=8.9 Hz), 7.02 (1H,
=6. .6 Hz), 7.62 (2H, d, J=8.9 Hz), 7.78 (1H, s).
[2090] dd, J=6.8, 11 z) 2 ) R
[2091] 2 Al e 198
/
= o [ N\
N
= | 4
| .
s L8 +~
0—p—0-
+
[2092]
[2093] it -tert-FEol| 2 25-ZFF 0 2-3-(1-WE-1H-T 2} &-4-Y ) -4-F Ah-8-Z 2 F A -4H-F| 5 -1-L W[ of| 2~ ¥
29 Ax
[2094] Agst 2% A8 E o]&stal, Al 237 YA skl A7) SEES AZxzsHi.
'H-NMR (CDCl;) ®ppm: 1.11 (3H, t, J=7.5 Hz), 1.37 (18H, s),
1.85-2.00 (2H, m), 3.93 (3H, s), 4.06 (2H, t, J=6.6 H:
6.34 (28, d, J=13.1 Hz), 6.94 (1H, dd, J=9.0, 11.1 Hz),
7.06 (1H, dd, J=4.5, 9.0 Hz), 7.81 (1H, s), 8.01 (1H, s),
8.38 (1H, s).
[2095]
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[2096]

[2097]
[2098]

[2099]

[2100]
[2101]

[2102]
[2103]

[2104]

[2105]
[2106]

[2107]
[2108]

[2109]

[2110]

on

=<3

A ~ter t-F- ol 2B 25-FF 0 2 -4-% 4-8-3 & FA|-3-5] 2] w] -5~ -41-7] 5 - 1-L v P ol 2 ]

A 2 485 ol&dtaL, AAld 233 FdsA skl A7) SAFES AlxskAT

4-NMR (CDCl3) &ppm: 1.13 (3H, t, J=7.5 Hz), 1.36 (18H, s),
1.90-2.10 (2H, m), 4.10 (2H, t, J=6.6 Hz), 6.36 (2H, d,
J=13.8 Hz), 7.01 (1H, dd, J=9.0, 10.9 Hz), 7.16 (1lH, dd,

(
J=4.5, 2.0 Hz), 7.96 (1H, s), 9.08 (2H, s), 9.15 (1H, s).

A T4l 200

AR - [5-FF 0 2 -3-(4-W FA 3 ) -4~ 18- L ZZA-4H-F) = A -1-L v o] 2~ H| 29] A=
A S8 AEE ol&star, AAd 249k FdstA sto] Y] Setee A=t

'H-NMR (DMSO-dg) Sppm: 1.02 (3H, t, J=7.4 Hz), 1.75-1.90

(2H, m), 3.77 (34, s), 4.07 (2H, t, J=6.5 Hz), 6.26 (2H, d,
J=11.2 Hz), 6.96 (2H, d, J=8.9 Hz), 7.06 (iH, dd, J=9.1,

11.6 Hz), 7.33 (1H, dd, J=4.5, 9.1 Hz), 7.58 (2H, d, J=8.9

Hz), 8.00 (1H, s).

A A 201
/C;
S Ses
B

AR =-[3-(2,4-UEE2E2-9d)-5-FFLE2A-F2-8- T2 ZA4H-F 5H-1-dHd o ~EH 2 2] A
A9 2 ARE ol &aha, Aol 249k BAsA Fof ) e Az,

JH-NMR (DMSO-dg) Sppm: 1.04 (3H, t, J=7.4 Hz), 1.80-1.95

(2H, m), 4.10 (2H, t, J=6.5 Hz), 6.24 (2H, d, J= 11.2 Hz),

7.13 (1H, dd, J=9.0, 11.4 Hz), 7.40 (1lH, dd, J=4.6, 9.0

Hz), 7.42 (1H, d, J=8.2 Hz), 7.52 (1H, dd, J= 2.1, 8.2 Hz),

7.69 (1H, d, J=2.1 Hz), 7.97 (1H, s).
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[2111] A A< 202
F \/'O“\
iy
S

~0 0 ‘rf—OH
[2112] o
[2113] A H - [3-(2,4-T) H BA D) -8-o| H A -5-FF 2 2-4- - 4l-F|EH-1-dWd |l 2~ H| 2 9] A=
[2114] At 2% 55 o] &star, e 249 TA3A 3t A7) SF{ES AxEATh
'H-NMR (DMSO-d¢) Sppm: 1.45 (3H, t, J=6.9 Hz), 3.69 (3H,
s), 3.80 (3H, s), 4.19 (2H, g, J=6.9 Hz), 6.20 (2H, d,
J=9.7 Hz), 6.56 (1H, dd, J= 2.4, 8.2 Hz), 6.61 (1H, d, J=
2.4 Hz), 7.07 {(1H, dd, J=9.0, 11.5 Hz), 7.16 (1H, d, J=8.2
[2115] Hz), 7.35 (1H, dd, J=4.5, 9.0 Hz), 7.80 (1lH, s).
[2116] A Ale 203
£ Q I//'\}5/0\/
AN
Ly
L,
[2117] e
[2118] QAR - [3-(4-N EA H ) -5-EF L Z-4-84-8-Z F ZA-4H-F Hd-1-drd o ~EH| 29| A%
[2119] Agst 2% A8 E o]&stal, AAd 249 TYsHA ko] A7) SEES Az
4-NMR (DMSO-dg¢) ®Sppm: 1.05 (3H, t, J=7.4 Hz), 1.35 (3H, t,
J=7.0 Hz), 1.75-1.95 (2H, m), 4.00-4.15 (4H, m), 6.28 (2H,
4, J= 11.2 Hz), 6.96 (2H, d, J=8.8 Hz), 7.08 (1H, dd,
J=9.0, 11.6 Hz), 7.35 (1H, dd, J=4.5, 9.0 Hz), 7.59 (2H, d,
[2120] J=8.8 Hz), 8.03 (1H, s).
[2121] A A e 204
_ o~ 0
e
(X7 Y
| ‘~~\1//\N/l F
S
o~ ‘0—T~0H
[2122] o
[2123] A - [5-FF QL 2-3-(2-FF L 2-4-HEA M ) -4-5 8- T 2 ZAAH-F| 5HU-1-Lv o =8 2] A=
[2124] Agst 2% A8 E o]&stal, AAld 249 FUsA ko] A7 SEFES AxZsHTh
H-NMR (DMSO-d¢) &ppm: 1.04 (3H, t, J=7.4 Hz), 1.75-1.95
(2H, m), 3.81 (3H, s), 4.09 (2H, d, J=6.% Hz), 6.24 (2H, d,
J= 10.9 Hz), 6.75-7.00 (2H, m), 7.11 (iH, dd, J=9.0, 11.4
H 7.24-7.50 (2H, , 7.95 (1lH .
[2125] z), ( m) (1KH, s)
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[2126]

[2127]
[2128]

[2129]

[2130]

[2131]

[2132]
[2133]

[2134]

[2135]
[2136]

[2137]
[2138]

[2139]

[2140]

on

2
=

£ol

10-1548414

AR - [8-A| S EZ 2 A HA-5-5 72 2-3-(4-M S A A ) A-S o Al-F m - 1-d v o ~E 2 0] Al

g 29 AnE olga, AAld 2ush FUa sel A7) AFEE Azstsrh

lH_NMR (DMSO-dg) ©&ppm: 0.35-0.45 (2H, m), 0.55-0.70 (2H,

m), 1.30-1.45 (1H, m), 3.79 (3H, s), 3.99 (2H, d, J=7.2
4z)y, 6.36 (24, d, J= 11.2 Hz), 6.98 (2H, d, J=8.% Hz),
7.07 (14, dd, J=9.0, 11.6 Hz), 7.33 (1H, dd, J=4.5, 9.0
Hz), 7.60 (2H, d, J=8.9 Hz), 8.03 (1H, s).
A A]el 206
F o If\F/O\
(&/ \\\\/l
"4J\N)
L9
I
&
N - [8- B A -5-FF 0 2-3-(4-H| A 7 D) -4-SAh-41-F = -1-drd [ 2B 2] A=

AGe 9 QS ol gatal, Ao 249 FASH o] 4] AFES AxsAot

'H-NMR (DMSO-d¢) dppm: 1.45 (3H, t, J=6.9 Hz), 3.79 (3H,
s), 4.19 (2H, g, J=6.9 Hz), 6.28 (2H, d, J= 10.8 Hz), 6.98
(2H, d, J=8.9 Hz), 7.08 (1H, dd, J=9.0, 11.6 Hz), 7.36 (lH,
dd, J=4.5, 9.0 Hz), 7.60 (2H, d, J=8.9 Hz), 8.03 (1H, s).

A Ao 207
SO
L
T \‘/L\\ 9
0 {\F—g—or
o
AR - [8-A| F 2 H YU FEA-5-FF 2L E-3-(4-H| FA D) -4-S A-4H-F = -1-duE ] ~H 2] Ax

A 249} LA sto] A7) seEE AlEEAY

l4-NMR (DMSO-dg) Sppm: 1.60-2.20 (64, m), 2.70-2.95 (1H,
m), 3.79 (3H, s), 4.11 (2H, d, J=6.9 Hz), 6.25 (2H, d, J=
11.5 Hz), 6.97 (24, d, J=8.9 Hz), 7.08 (1, dd, J=%.0,
11.5 Hz), 7.35 (lH, dd, J=4.5, 9.Hz), 7.60 (2H, d, J=8.8
Hz), 8.02 (lH, s).
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[2141]

[2142]
[2143]

[2144]

[2145]

[2146]

[2147]
[2148]

[2149]

[2150]
[2151]

[2152]
[2153]

[2154]

[2155]

e 29 A8g olgshy, Al 24k BAA sl ) sFES Az,

'Y-NMR (DMSO-dg) Sppm: 1.04 (3H, t, J=7.4 Hz), 1.705-2.00
(2H, m), 3.78 (3H, s), 4.12 (2H, t, J=6.5 Hz), 6.25 (2H, d,
J= 11.5 Hz), 6.98 (2H, d, J=8.8 Hz), 7.50-7.70 (3H, m),
8.07 (1H, s).

A A6 209
foo A
B8 ~
L NL o

=
/
I
b=
!
2

ro

2

e &

e
{0
il
i
[

1-8-8kar, AAld 249} FdstA sl A7) sES A=A

'H-NMR (DMSO-dg¢) Sppm: 0.75-2.00 (10H, m), 3.79 (3H, s).
3.83 (3H, s), 3.90-4.60 (1H, m), 5.85 (1H, d, J=9.5 Hz),
6.48 (1H, d, J=9.5 Hz), 7.00 (2d, d, J=8.9 Hz), 7.33 (1H,
dd, J=8.6, 11.6 Hz), 7.52 (2H, d, J=8.9 Ez), 8.1l6 (lH, dd,
J=3.2, 8.6 Hz), 8.22 (lH, s).

A A 210
W
F (&) -
. '\ ] I /\w
L
Wb L8
\O—P—OH
on
AR - [5-ZF ¢ 2-3-(1-WD-1H-9] &} F-4- ) -4-2 2-8-Z Z Z A AH-F] 5 -1-U v

Hgd 2w Aag olgshu, HAd 2ush FUsA so] 47

Lo
i)
il
o
2
N
_0|L
32
vl

IH-NMR (DMSO-d¢) dppm: 1.04 (3H, t, J=7.4 Hz), 1.75-1.95
(2H, m), 3.80-4.15 (5H, m), 6.29 (2H, d, J= 10.5 Hz), 7.07
(18, dd, J=9.0, 11.6 Hz), 7.32 (1H, dd. J=4.5, 9.0 Hz),
7.87 (1H, s), 8.31 (1H, s), 8.32 (1H, s).
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on
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[2156]
[2157]
[2158] =5 -2 -8- T 2 Z A -3-v] 2l u|d-5-U-4-F| =P -1-A e o 2 2] Az
[2159] , A 249} FUBHA ko] Y] SFES AxET).
'H-NMR (DMSO-dg) &ppm: 1.05 (3H, t, J=6.6 Hz), 1.75-1.95
(?H, m), 4.11 (2H, ¢, J=6.5 Hz), 6.32 (2H, d, J= 12.0 Hz),
7.17 (1H, dd, J=9.1, 11.4 Hz), 7.43 ({(1H, dd, J=4.5, 9.1
2160] Hz), 8.39 (1H, s), 9.10 (2H, s), 9.13(1H, s).
[2161] AN o] 212
TN
r
i
l\/ ~ i
o—zt-o‘Na»
[2162] N
[2163] AR - [5-ZF 0 2-3-(4-MEA H D) -4-5 42-8-Z 2 ZA-4-F| = A-1-A W Jo| 2H| 2 JEFH 9] A%
[2164] e 20 98E ol gsta, AN 259 FUA sl A7) FFES A=)
[2165] 57 204 WA 206 C
H-NMR (D,0) &ppm: 0.97 (3H, t, J=7.4 Hz), 1.75-1.85 (2H,
m), 3.76 (3H, s), 4.00 (2H, t, J=6.7 Hz), 6.04 (2H, d,
J=9.1 Hz), 6.90-7.05 (3H, m), 7.18 (1H, dd, J=4.6, 9.1 Hz),
7.42 (2H, d, J=8.7 Hz), 8.14 (1lH, s).
[2166]
[2167] A Ao 213
[2168]
[2169] AR - [3-(2,4-T) ZERFL)-5-FF 0 F—4-L A-8-T 2 ZA|4-F 5 -1-dr g ] 2 e ZoJEFA =z
[2170] 74 208 WA 210 C
[2171] A3 29 Y8 E o] &tal, AAd 259 FAFA o] A7) AFES Al xsAT.
H-NMR (D,0) ®ppm: 0.96 (3H, t, J=7.5 Hz), 1.75-1.95 (2H,
m), 4.07 (24, t, J=6.7 Hz), 6.08 (2H, d, J=8.8 Hz), 7.05
(1H, dd, J=9.1, 12.2 Hz), 7.30 (1H, dd, J=4.7, 9.1 Hz),
2172] 7.32-7.40 (2H, m), 7.50-7.55 (1H, m), 8.21 (1H, s).
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[2173]
[2174]
[2175] AR =~ [3-(2,4-T W BEA 7 d)-8-0| BA]-5-ZF 0 24~ r—4i-F| Ha-1-d | ] ~H 2o YEFAY A=
[2176] A3t 9% 485 o]&slal, AAld 259 FAsH st 37 FFHES AlxE.
[2177] G 205 U] 207 C
H-NMR (D,0) &ppm: 1.40 (3H, t, J=7.0 Hz), 3.66 (3H, s),
3.77 (3H, s), 4.16 (2H, g, J=7.0 Hz), 6.03 (2H, d, J=8.2
Hz), 6.55-6.65 (2H, m), 7.02 (1H, dd, J=9.0, 12.3 Hz),
7.17 (1H, d, J=9.0 Hz), 7.28 (1H, dd, J=4.7, 9.0 Hz), 8.09
(1H, s).
[2178]
[2179] A A 215
T
.
oy
T
(€
L\/ o é—l 0
ON*’
[2180] ;
[2181] QAR - [5-ZF Q0 B-3-(4-| EAX Fd)-4-& A2-8-Z 2 ZXAH-F| 5 H-1-YdH e ] ~H 2o YEFI 9 A=
[2182] At 2% 55 o] &star, Arld 259 A3 st A7) SRHES AxE .
[2183] &4 200 WA 202 C
'H-NMR (D,0) &ppm: 0.93 (3H, t, J=7.5 Hz), 1.27 (3H, t,
J=7.0 Hz), 1.70-1.90 (2H, m), 3.95-4.10 (4H, m), 6.03 (2H,
d, J=8.9 Hz), 6.90-7.05 (3H, m), 7.20 (1H, dd, J=4.6, 9.1
Hz), 7.40 (2H, d, J=8.7 Hz), 8.15 (1H, s).
[2184]
[2185] A A 216
[2186]
[2187] AR - [5-FF L 2-3-(2-ZEF L 24 EA WY )-4-§2-8-Z 2 ZAA-F Ed-1-Ldud ]| 2| 20| Y EF
Aol Az
[2188] A3t 9% 485 o]&slal, AAld 259 FAsH st 37 FFHES AxE).
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[2189] &7 208 WA 210 C

lH-NMR (D,0) ®ppm: 0.57 (3H, t, J=7.4 Hz), 1.70-1.85 (2H,
m), 3.69 (3H, s), 3.96 (2H, d, J=6.7 Hz), 5.98 (2H, d,
J=8.9 Hz), 6.65-6.75 (2H, m), 6.95 (1H, dd, J=8.4, 12.2
Hz), 7.15-7.30 (2H, m), 8.12 (1H, s).

[2190]
[2191] AN 217
Lr O
I o {
)/ N)‘
o]
A/o I
0—F—0
8
[2192] Na
[2193] QIR - [8-A| F R EZ AW EA-5-FF 0 Z-3-(4- EA H ) -4-5 2 —41-F| EP-1-I & Jo] 2 H| 2o Y EF A
o] Az
[2194] Ageh 0 dug o] gshal, dAld 259 YA o] 37 FFES Az
[2195] &4 202 WA 204 C
"Y-NMR (D,0) dppm: 0.20-0.35 (2H. m), 0.40-0.60 (2H, m),
1.20-1.45 (1H, m). 3.73 (3H. s). 3.5%0 (2H, d, J=7.3 Hz),
6.09 (2H, d, J=%.2 Hz), 6.80-7.05 (3H, m), 7.21 (1H, dd,
[2196] J=4.7, 9.0 Hz), 7.40 (2H, d, J=8.8 Hz), 8.15 (lH, s).
[2197] A 218
[2198]
[2199]
[2200]
[2201] ¥4 206 WA 208 C
H-NMR (D,0) dppm: 1.38 (3H, t, J=7.0 Hz), 3.73 (3H, s),
4.10 (2H, g, J=7.0 Hz), 6.01 (2H, d, J=8.4 Hz), 6.90-7.05
(3, m), 7.19 (1H, dd, J=4.6, 8.9 Hz), 7.40 (2H, d, J=8.8
[2202] Hz), 8.13 (1H, s).
[2203] AA e 219
[2204]
[2205] AR - [8-A|F 2R FA|-5-FF 2L 2-3-(4-H| FA D) ~4-F 2-4H-F| Ed-1-d v | ~H 2 )Y EFA Y
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[2206]

[2207]

[2208]
[2209]

[2210]
[2211]
[2212]

[2213]

[2214]
[2215]

[2216]

[2217]

[2218]

[2219]

[2220]
[2221]

[2222]

SE5061 10-1548414

A =
At 2% 55 o]&star, Arld 259 A3l skl A7) SRHES AxE.

&4 205 HA 207 C

IH_NMR (D,0) ©&ppm: 1.63-2.10 (6H, m), 2.75-3.00 (1H, m),
3.72 (3H, s), 4.00 (2H, d, J=7.2 Hz), 5.99 (2H, d, J=9.8
Hz), 6.90-7.05 (3H, m), 7.17 (1H, dd, J=4.7, 9.1 Hz), 7.40
(2H, d, J=8.7 Hz), 8.14 (1H, s).

A Al e 220

QAL 1[5, 6T B 5 & -3~ (4] 5 A] ) ) ~4- & -8 3L 2 E A|~4fi-7] 352~ 1- L o]

u

Jdlz~HEZo|YEFH ] A=
Agst 2 J8E o] &sta, Ao 259 At sto] Y] SES AxAT.

&4 205 UA 206 C

IH-NMR (Dp0) &ppm: 0.94 (3H, d, J=7.5 Hz), 1.70-1.95 (2H,

m), 3.73 (3H, s), 4.01 (24, t, J=6.5 Hz), 6.02 (2H, d,
J=9.1 Hz), 6.90-7.50 (5H, m), 8.16 (1H, s).

A Al 221

AR - [8-(A S 23 A" ob] 1) -5-FF @ Z-3-(4-v| 5 A ) ) -4-S 2-4H-F 5 -1-A [ o 2 H 2o} E

At 28 A8E o] &shal, Al 259 T sto] 7] SEES A

l4-NMR (D,0) &ppm: 0.60-1.75 (10H, m), 2.40-2.60 (1H, m),
2.66 (3H, s), 3.73 (3H, s), 5.80 (lH, ad, J=7.7, 7.8 Hz),
6.80-7.05 (4H, m), 7.35-7.55 (3H, m), 8.18 (1H, s).

21X o 222
/
R
“ A
LJ ] O
o ko—%—o "
[e) Nt
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[2223]

[2224]

[2225]

[2226]
[2227]

[2228]
[2229]
[2230]

[2231]

[2232]
[2233]

[2234]
[2235]

[2236]

[2237]

A %
At 2% 55 o) gstar, Ao 259 TLAEA o] A7) 3
&4 212 WA 214 C
IH-NMR (D,0) Sppm: 0.94 (3H, d, J=7.5 Hz),
m), 3.79 (3H, s), 3.93 (2H, t, J=6.7 Hz),
J=9.1 Hz), 6.92 (1H, dd, J=9.0, 12.3 Hz),
J=4.7, 9.0 Hz), 7.86 (1H, s), 8.02 (1H, s),
A A 223
F /N\“
A N XM
o
v H/\N/
a]
K/O i
C—P—0 +

1.70-
5.99

7.08
8.30

1.90

(1H,
(1H,

(2H,

(2H,
d,
dd,

s) .

N - (5-EF 0 2 -4-& -8- L 2 ZA|-3-7] g m d-5-U-4[-F 5 - 1-Lr ) o] 2E| 2o Y EFH ] Az
et 9 855 o g3k, HAAld 259 FA3A A 7] FFES Azt
&4 205 WA 207 C
H-NMR (D,0) &ppm: 0.96 (3H, d, J=7.4 Hz), 1.70-1.95 (2H,
m), 4.06 (2H, t, J=6.7 Hz), 6.10 (24, d, J=9.6 Hz), 7.05
(1H, dd, J=8.9, 12.1 Hz), 7.29 (1H, dd, J=4.4, 8.9 Hz),
8.41 (1H, s), 8.94 (2H, s), 8.96 (1lH, s)
AN o] 224

: P = ] O\\
o8
|
QV\N)
N

o
NN N
O T

4=[5-FF Q2 2-3-(4-| ZA A ) -4-5 4-8-7]

e % Y8 E o|&atal, AAd 31¥ Tl skl A7) FFES A xR
I-NMR (CDCls) Sppm: 1.23-1.29 (3H, t, J=7.1 Hz), 1.70-
1.78 (2H, m), 1.91-2.15 (6H, m), 2.52-2.87 (2H, m), 3.14-
3.44 (2H, m), 4.00-4.08 (2H, g, J=6.1 Hz), 4.59-4.64 (2H,
t, J=6.9 Hz), 6.87-7.03 (3H, m), 7.14-7.37 (1H, m), 7.51
(14, s), 7.55-7.73 (2H, m).
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[2238]

[2239]
[2240]

[2241]

[2242]
[2243]

[2244]
[2245]

[2246]

[2247]
[2248]

[2249]
[2250]

[2251]

[2252]

on

A Ao 225
FooQ ] O~
aaf
S N
N
O Lo
oH

IH-NMR (DMSO-dg) ®ppm: 1.63-1.81 (2H, m), 1.87-2.14 (6H,
m), 2.57-2.81 (2H, m), 3.14-3.39 (2H, m), 3.81 (3H, s),
4.61-4.66 (2H, t, J=6.8 Hz), 6.84-7.01 (3H, m), 7.25-7.30
(1H, m), 7.52-7.63 (3H, m).

A Al 226

Q

//"\/ ~

N

C\/ K/“\ﬂ/w\/’\./

o]

N3 R[5 9 2 -3-(4-T 54 ] ) -4 4= 5 2] - 1= -4l-7) 5 - 1= | o] = o) A2

(

A-1-
Hge & ARE olgehn, AAld 33 FUs stel 47 AFBE Azt

=

it
o

'Y-NMR (CDCls;) dppm: 0.82-0.88 (3H, t, J=7.1 Hz), 1l.21-
1.31 (43, m), 1.74-1.77 (2H, m), 1.89-2.10 (2H, m), 2.60-
2.80 (24, m), 3.04-3.12 (2H, m), 3.20-3.45 (2H, m), 3.82

) s

(3H, s), 4.58-4.63 (2H, m), 5.20-5.20 {1H, m;, 6.88-6,94
(2H, m), 7.23-7.28 (1H, m), 7.52 (1H, s}, 7.61-7.67 (2H,
m) .
A A e 227

(o]
Foo O\/\/[LOH
4

4-[4-(5-BF 2 245 28T B2 W-1-9-1,4-T] 8] E 2.7 5 9-3-21) ]

183k, AAld 329 FU3A st 7] 3

i)

I

RJERSERYEIETES

A 38T}

40
il
i

o]
ills
tlo

1H-NMR (DMSO-dg) Sppm: 1.80-2.00 (6H, m), 2.33-2.39 (2H, t,
J=7.2 Hz), 3.00-3.05 (4H, m), 3.96-4.01 (2H, t, J=6.4 Hz),
6.84-6.93 (3H, m), 7.32-7.37 (1H, m), 7.50-7.53 (2H, d,
J=8.7 Hz), 7.79 (1H, s), 10.95 (1H, s), 11.80-12.20 (1H,
brs) .
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[2253]

[2254]
[2255]
[2256]

[2257]

[2258]

[2259]

[2260]
[2261]

[2262]

[2263]
[2264]

[2265]
[2266]

[2267]

on

£50] 10-1548414

N A [4-(5- B0 R4S -8-3 B ) W-1-9-1 4-Dl S| R 2 A 5 A-3-9) A 5 4 | F-Foprl =] Az
Age & ARE olgdhn, UAld 33 FUsA sel 4] AR AxHAT

15_NMR (DMSO-d¢) Sppm: 0.81-0.87 (3H, t, J=7.0 Hz), 1.19-
1.40 (4H, m), 1.85-1.95 (6H, m), 2.19-2.25 (2, t, J=7.2
Hz), 2.97-3.10 (6H, m), 3.93-3.98 (2H, t, J=6.3 Hz), 6.85-
6.93 (3H, m), 7.34-7.39 (1H, m), 7.51-7.54 (2H, d, J=8.3
Hz), 7.75-7.83 (2H, m), 10.97 (1H, brs).

A A 229
F 0 2 e
(T 0 ~
SN o
{\/é )l\/fL o\/
(82
\E/ Pay

(tert-F-5A 72 R g opr| ) opA| EAF5-E-F . 2-3-(4-v| F A 3 d ) -4-5 2-8-Z 2 FA|-4i-F) = 21 -1-d v &
o~ 29 Ax

ZROF-3-(4-WEAHL)-8- T2 EZA-1I-FE5HU-4-2 1.0 (3.0 muol)e] DMF &H(15 ml)dl] L QEsh}E
2(0.9 mmol) B FAIFUEF60% +4) 220 mg(5.5 mmol)S ZFstar, A2o]A 1083 wwslich.
satE2S WYs, (tert-F-SA72Rdmdolu ) ol EASFZ 2 Eo| 82 2.52 ¢(10.6 mmol)& 715}
oA 3AIZE AHESIGITE. WhS o] ERMFAUER FEA8 sheta, oA EAER FEI3. 77
FAUHEFOR Ax F, gAstddA & &@ﬂ- g AEst A Ay Z2etE e (n-diki ol E

%2lﬁiﬂﬂﬁmq‘ BAEE 2 ﬂlﬁ Axske] wa ¥48 wA 9 (tert-F5EAF 2R
o} i) op A EAS-Z 7 3i%%&ﬂ%ﬂﬂé)4%&ﬂ%z ZA-4H-F = d-1-d o] 282 290 mg(5H 18
%)S AAUTt.

o
ﬂJL

E3

1H_NMR (CDCls) Bppm: 100-1.15 (3H, m), 1.29-1.44 (9H, s),
1.85-2.00 (2H, m), 2.88-2.90 (3H, s), 3.84 (3H, s), 3.90-
4.15 (4H, m), 6.46-6.51 (28, s), 6.90-7.15 (4H, m), 7.59
(2H, d, J=8.6 Hz), 7.74-7.79 (1H, s).

A ATel] 230

N
P K0))\/£'H
Hei
H ol ol | EAG-ZF 0 2 -3-(4-HEA| Hd ) -4-3 2-8- L 2 Z A AH-F 5d-1-d o] 2| 2FA A o] A%
(tert-F-SA7l2 R dv g ol =)ol | EAS-Z 0 2-3-(4-W| EA ¥ d)-4-S 2-8-Z 2 ZA|4-F| = -1-d &
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[2268]
[2269]

[2270]
[2271]

[2272]

[2273]

[2274]

[2275]
[2276]

[2277]

[2278]

A ~HZ 100 mg(0.19 mmol) 2] ofAMEAbE
oA 3A 7 mekelitl, AlEd HLBS o
O EAS-Z R 0 2-3-(4-H EA A d)-4-%
%)& A

ml)ol 4 N 93}

e ol:o
12
’S

'H-NMR (DMSO-d¢) ®ppm: 1.03 (3H, t, J=7.4 Hz),

on

£50l 10-1548414

ZOLAERE £ 1 nl S sl A

], i%—a}._’ﬂ_ o}_/q]EOi /q];d _ﬁr.’ 7—]3(_—5—}.0:1 HH)\H T,‘:_L\:!El—_g] u-]]%o}u]
~E2ZAAN-FAEA- - o ~H =R Akd 78.3 mg(5& 88

1.80-1.90

(2H, m), 2.45-2.60 (3H, m), 3.79 (3H, s), 4.07 (2H, s),

4,10 (2H, t, J=6.6 Hz), 6.61 (2H, s), 6.99

(2H, d, J=8.9

Hz), 7.11 (1H, dd, J=9.1, 11.5 Hz), 7.39% (1H, dd, J=4.5,
9.1 Hz), 7.60 (2H, d, J=8.9 Hz), 8.17 (1lH, s), 9.14 (2H,
br).

od)-8-ZZZA]-3

'H-NMR (DMSO-d¢) Sppm: 1.00 (3H, £, J=7.4 Hz),
2.31-2.34 (4H, m), 2.58 (2H, t, J=5.
(28, d, J=5.4

(6H, m),
3.44 (8%, m), 4.04 (2H, t, J=6.5 Hz), 4.67

-[4-(F = d-1-Jl 2R d)Ad |- 1-FA Ed-4-29] A%
, DAl 1067 FAsHA sl 37 SFHES AlZE ).

1.77-1.88
4 Hz), 3.37-

Hz), 7.01 (1H, dd, J=9.0 Hz, 11.6 Hz), 7.27 (1H, dd, J=4.5
Hz, 9.0 Hz), 7.52 (2H, d, J=8.3 Hz), 7.72 (2H, d, J=8.3

Hz), 8.05 (1H, s).

A 232

,!)\

el

-2 229Y-5-ZF 0 2-3-(4-w EX 5 d)-3- L2 ZA-1H-F & =9 Az
Sl akt)-tert-H-g o AH 25-ZF QE%%&ﬂEMﬂé)<% --Z R EZAN-A-Fx-1-d o] ~H = 300

mg(0.55 mmol) 2] o}M|EAte|d &M(3 ml)ol] W¥3}, 4 N @3
2AIZE wdkelgith, A& ESES o 5t d she] A

Nﬂa%&ziéNﬂmﬂ£%4é%wmng9mm%- A},

IG-NMR (CDCl;) &ppm: 1.13 (3H, t, J=7.5 Hz),

m), 3.84 (3H, s), 4.11 (2H, t, J=6.6 Hz), 6.40

FhROIHNEAE & 2 nlE 7}Elar, Aol A

ruro] 1-Z22dd-5-EF02-3-(4-1%

1.70-2.10 (2H,
(2H $) .

6.90-7.05 (3H, m), 7.12 (1H, dd, J=4.5, 9.0 Hz), .51 (1H,

s), 8.59 (2H, d, J=8.8 Hz).
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[2279]

[2280]
[2281]

[2282]

[2283]

[2284]

[2285]
[2286]

[2287]

[2288]
[2289]

[2290]
[2291]

[2292]

[2293]

on

£50l 10-1548414

1-(2- 8 S A b A ))-5- 55 0 23~ (4= A o W) -8- L 2 F A -1H-7) s ed-4-2 €] A%

4-(tert-FEuM e At d S A)-5-2F L 2-3-(4-HEAHE)-8-Z2ZA|F = 1.5 g(3.4 mmol)2] HEF=EH
g (50 mhell ek, WA EIREEO|E 1.9 nl(3 FH)E 7Heto] Aol aEN maksigivt.
Hof| BT LUEF $89S 718ta, ol EAER FEEAT. {75 S Y EFeR Ax F, 7
oAl EF3tt. E AEgt A Ay AZReEaI(n-Fib oA EAb "=2: 1) 2 AT, AA
Sl A FEsle] A AR 1-(2-MA A oA ") -5-2F 9 2-3-(4-H BEA A ) -8-Z 2 ZA]-1H-F]

o o

i
fo
[\
a1l
(e}
=
PEN
P
o
—
1
<
|

'H-NMR (CDCls) Sppm: 1.00 (3H, t, J=7.4 Hz), 1.70-1.90 (2H,
m), 3.84 (3H, s), 3.95 (2H, t, J=6.4 Hz), 4.38 (2H, s),
4.52 (2H, s), 6.94 (2H, d, J=8.8 Hz), 6.95-7.40 (7H, m),
7.57 (2H, d, J=8.8 Hz), 7.92 (1lH, s).

Ao 234

T
(e}
=
i
i
|
i3
-
to
fit
¢
®
=
Jf
>
5,
il
%
&
fr
1
M
0
=
£
iy
e
i
rlo
o
2
BN

Hga & ARE olgdhn, WAl 2333 FUs sel 47 AFBE Azt

H-NMR (CDC1ls;) Sppm: 1.05 (3H, t, J=7.5 Hz), 1.80-2.00 (2H,
m), 2.41 (3H, s), 3.83 (3H, s), 4.02 (2H, t, J=5.7 Hz),
6.95 (28, d, J=8.9 Hz), 7.00-7.15 (2H, m), 7.59 (2H, d,
J=8.9 Hz), 8.02 (1H, s).

A A e 235

1-(2-B R RO E)-5-5F L 2-3-(4-1 5| 9 ) -8-Z R FA-1-F] 5 A -4-22] A=

Hgd &2

il

(o,

=

i

o

o

shan, AAel 2333 BLSH shol 7] S Az,

"

'H-NMR (CDCl;) Sppm: 0.95-1.15 (3H, m), 1.70-2.05 (2H, m),
3.80-4.20 (7H, m), 6.50-8.00 (7H, m).
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[2294]

[2295]
[2296]

[2297]

[2298]
[2299]

[2300]
[2301]

[2302]

[2303]
[2304]

[2305]
[2306]

[2307]

on

£501 10-1548414

QO 2-3-(4-H| EAH D )-4-2 A2-8-Z 2 EZ A A}-F HH-1-Ldr| o] ~H 29 A%

L AN 2208k A Shol 7] AFEE Az

2% olgsu

'H-NMR (CDC1l3) Sppm: 1.06 (3H, t, J=7.4 Hz), 1.80-2.00 (2H.
m), 3.84 (3H, s), 4.08 (2H, t, J=6.7 Hz), 5.11 (2H, s),
6.62 (24, s), 6.90-7.15 (6H, m), 7.30-7.45 (5H, m), 7.62
(2H, d, J=8.9 Hz), 7.84 (1H, s), 7.94 (2H, d, J=8.9 Hz).

A A 237

20 2-3-(4-WEA T )4-2 A-8-Z 2 EA|A-F H-1-d| o 2E 2] A%

FQ 3(4ﬂ%]ﬂ%%¥%i&€i%M4Hﬂialmﬂg]iﬂé 2.6 g(4.6 mmo
1B+ (15 ml) &0l 10% ZeHE/e4 260 mgs 718k, =4 xgate], ALoA 347t
5 ¥, **‘E}Ol oiste] FZulE A AL, FFEetelA w5 Aaste] @A o] 4-
L 2-3-(4-v|EAHE)-4-S5-8- L2 ZAA-F = -1-duEo 22 2.22 g(5F8 AF

l4-NMR (CDCls) Sppm: 1.06 (3H, t, J=7.4 Hz), 1.80-2.00 (ZH,
m), 3.81 (3H, s), 4.08 (2H, t, J=6.7 Hz), 6.63 (2H, s),
6.42 (2H, d, J=8.8 Hz), 6.90-7.00 (3H, m), 7.10 (1H, dd,
J=4.4, 9.0 Hz), 7.22 (1H, br), 7.58 (2ZH, d, J=8.8 Hz),
7.83 (2H, d, J=8.8 Hz), 7.88 (1H, s).

A Al 238

4-(O-tert-FEHEAE =S ADHIZAS-ZF 0 2 -3-(4-H| FEA Y ) -4-F A~-8-Z 2 Z A A-F| = -1-d ol =
H 29 Ax
FQE-3-(4-HEANHYD)-4-L A-8-T 2 ZA|--F 5 U-1-A o] ~HE 2.2 g(4.6 mmo
"4ﬂi 0 mlol deelx, BlEDHZ 420 mg D U-tert-FETo]AZ2AT AU TE 1.9 nlE 718k,
”QMM1%1¥ﬂ%a%qa Lol WuEtal, 30% HASEAT 2.9 nlE Jete] B %04 2417 nyk

i

rul
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SEE34 10-1548414
SoAtt. WS de] B oMU ER FEd 2 BERIFAUEF FENAS et a0 7HSlel A
FEIACE. FAL BE& vhetal, o EAlYERE FEIT. {715 S TIANATE AF F, FAYEFS
2 fdAzsta, oA ZtstelM FHIIGT.  FALE Ayt A Ay A2etEd ] (n-dik ol Extel
=100:1-2: D& AA . HAES HFAstolA 55 Aaste] WA $43 329 4-(Y-tert-FEELEN
SAMZAS-Z R0 2-3-(4-HBEA A D) -4- 2-8- T 2 ZA|A-F| Z2-1-U | ~H 2 2,51 g(F& 81%)<
a3t
4-NMR (CDCls) &ppm: 1.06 (3H, t, J=7.4 Hz), 1.50 (18H, s),
1.80-2.00 (2H, m), 3.84 (3H, s), 4.08 (2H, t, J=6.7 Hz),
6.63 (2H, s), 6.90-7.00 (3H, m), 7.10 (1H, dd, J=4.4, 9.0
Hz), 7.26 (2H, &, J=8.5 Hz), 7.62 (2H, d, J=8.7 Hz), 7.83
[2308] (1H, s), 7.97 (2H, d, J=8.5 Hz).
[2309] A A e 239
L0
i -.0 -
S Ny
L L :
Y i\0 = ]
[2310] wf %
[2311] 4-FAFE e SAMZAG-ZF 0 2-3-(4-H EA 3 ) -4- 2-8-Z 2 ZA4-F HA-1-L || ~H 2 9] A%
[2312] 4~(Y-tert-FEHEAT =S AN M ZA5-ZF 0 2-3-(4-H EAH L) 4-&4-8- T2 Z A A-F| =d-1-d o~
B2 500 mge] HEFEEWE &4(10 mD)eo WS, EFEFRGMNEL 2 nlE Vet § XA 1AZF W
Wit dojAlE EFES &2 30 T o]t Z:%’E?P MM FFH3taL, IS oM EAte"-n-F4ko ® HE
ANAAS ], g Bube] 4-F AT LA M ZAS-Z T 0 2-3-(4-1| EA 1Y )-4-2 -8 2 Z A 4-F] 58 -1-
Ao ~H 2 406.7 mg(F& 98%)& LA
'H-NMR (DMSO-ds) &ppm: 0.93 (3H, t, J=7.4 Hz), 1.60-1.85
(2H, m), 3.79 (3H, s), 4.06 (2H, t, J=6.5 Hz)., 6.64 (2H,
s), 6.98 (2H, d, J=8.8 Hz), 7.09 (1H, dd, J=9%.1, 11.5 Hz),
7.27 (24, d, J=8.7 Hz), 7.37 (1H, dd, J=4.4, 9.1 Hz), 7.62
(2H, d, J=8.8 Hz), 7.92 (2H, d, J=8.7 Hz), 8§.38 (1lH, s).
[2313]
[2314] 2 A1 240
Na'
[2315] N
[2316] 4-FAFE e SAMZAG-ZF 0 2-3-(4-H EA ) -4-3 2-8-Z 2 Z A 4-F EA-1-Ld | o AH EoUEF Y ¢
Az
[2317] 4= 2 =S AW EN5-EFQ 2-3-(4-H| 5] 3 ) -4- *—8—ﬁii*]-m—ﬂ’q*‘é%—l—%“ﬂ%ﬂl*EﬂE 397 mge ©
SERAATE 10 nlo e, WSk, 1N FASHER F89 1.5 nlE 718, § 54 1A2F wyt
st MET EEES AN A5, oMNE-FRFH AAASte] WA Fo] 4-X A3 e SAHRAS-F
FO R-3-(4-H BN A D) -4-2 5-8-Z 2 EZA|A[-F| 5 A-1-d o Dol ~H 2o EFS 338.6 mge AATH
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[2318]

[2319]

[2320]

[2321]
[2322]

[2323]

[2324]

[2325]

[2326]
[2327]

[2328]

on

=535 10-1548414
&4 205 HA 207 C

'H-NMR (D;0) &ppm: 0.81 (3H, t, J=7.4 Hz), 1.50-2.00 (2H,
m), 3.60 (3H, s), 3.89 (2H, t, J=6.7 Hz), 6.30 (2H, s),
6.68 (2H, d, J=8.7 Hz), 6.92 (1H, dd, J=9.1, 12.1 Hz),
7.05-7.20 (5H, m), 7.75 (2H, d, J=8.9 Hz), 7.79 (1H, s).

2 2-3-(4-HEAHD)-8-Z 2 ZA-1I-F &5 U4-29] A=

shaL, AAle] 2299} FAEA ko] 7

)
i)
il
o
2
PN
_0|L
32
v

ly-NMR (CDCls) Sppm: 1.06 (3H, t, J=7.5 Hz), 1.75-2.00 (2H,
m), 3.84 (3H, s), 4.00 (2H, t, J=6.6 Hz), 4.44 (2H, s),
5.92 (2H, s), 6.90-7.40 (9H, m), 7.59 (2H, d, J=8.8 Hz),
7.76 (1H, s).

AR 242

SN 0
f’l\/\ OH

5-ZFQ 2-3-(4-H| EA A d)-8-ZE ZA|-1-((2R, 3R,4S,5S,6R)-3,4,5-E ] 5| == A -6-3| == A W H-EH| Eg} 3] =
2 H-2-A)-1-FA=d-4-29 Ax

—EFQ 2-3-(4-M EA D) -8- 22 ZA-IH-F - -4-2 6.75 g(20.6 mmol)©] SEEEF EH(90 mD)el 1-H
21-2,3,4,6-H| Ee-0-obAD-25-D-FFa A P 17.0 g(41.3 miol), WNAED- n——‘?%‘?}EﬁHiﬂ}O]E
1.3 g(4.16 mmol), ¥AFZE 14.37 (104 mmol) H & 0.45 ml9] £2o 2 7}sfal, SEEEE 27 ml
Aol 3947 MU, ol ERHEOl We 2 N QA 80 nlE Aletel, DREw -% &9
. %ﬂ%%-iﬂ“@*i»wﬂii,@%ﬂﬂﬁ~%éﬂ@,kalﬁﬂﬂzﬁéﬁ<ﬂiﬂ51ﬂ4(ﬂéiiﬂ
oA EAbE=30:1>4: DR AABIATE.  AAES ZYstelA sFete], IALE oleE 100 mldl 335k,

AABHAE 5.44 go] $84(8.16 mD)S Thete], A2A 3A13F alubalgiT), @ﬂﬂ%—%%ﬁ%—?“ﬂlﬁ

Fotar, el 2 N 4k 20.4 mlE 7hete], oM EANE R FESGY. #f715S TeAATE AA F

ekl A st AAE AdEt A Zd ARvtEI9 (Y S22 W §e=5011-20: 1> opA| E4tel
DR AASAY. AAEE el sFeha, WAE opAEAE R AdAste] mx
To] 5-EFQE-3-(4-vFA )-8 %11«%3R@55w>345€a1r%w@ﬂzéﬂﬂ%w#
B -2-9)-1H-7 = U-4-& 0.38 g& AU

z_l-

oMo of A
Re)
r
b
w
-
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[2329]

[2330]

[2331]
[2332]

[2333]

[2334]
[2335]

[2336]
[2337]

[2338]

[2339]

on

=35 10-1548414

'H-NMR (DMSO-d¢) &ppm: 1.03 (3H, t, J=7.3 Hz), 1.79-1.88
(2H, m), 3.24-3.41 (3H, m), 3.54-3.70 (34, m), 3.76 (3H,
s), 3.96-4.11 (2H, m), 4.69 (1H, t, J=5.5 Hz), 5.14-5.16
(2H, m), 5.33 (1H, d, J=5.4 Hz), 6.51 (1H, d, J=8.9 Hz),
6.94-7.05 (3H, m), 7.29 (1H, dd, J=4.5 Hz, 9.1 Hz), 7.54
(2H, d, J=8.8 Hz), 7.99 (1H, s).

A Ao 243

[ o~
X

PN N

OH

OH OH

5-ZF 9 Z-3-(4-v EA H Y )-8-Z 2 FX]-1-((2R, 3R, 4S,5R, 6R)-3,4,5-E 2] 3| == A|-6-3| = ZA| v D H| E&} 5] =
2 T-2-A)-1-F EU-4-29 A%

il

A9ge F A8E ook, e 2125 FAA ol 4] AFE

o

(AN

i
tlo

REST-EY

ly-NMR (DMSO-dg) Sppm: 1.03 (3H, t, J=7.3 Hz), 1.81-1.89
(2H, m), 3.30-3.40 (1H, m), 3.57-3.58 (3H, m), 3.71-3.75
(2H, m), 3.77 (3H, s), 3.96-4.12 (2H, m), 4.67-4.76 (2H,
m), 4.91 (1H, d, J=5.7 Hz), 5.17 (1H, d, J=5.4 Hz), 6.43
(1H, d, J=8.8 Hz), 6.96-7.05 (3H, m), 7.28 (1H, dd, J=4.5
Bz, 9.1 Hz), 7.52 (2H, d, J=8.8 Hz), §.05 (1H, s).

AAd 244

N 0 ﬁ i
bo ko)J\/o—T—o
0
|

(Cl-tert-FEXAF = GA] ) ObH EAS-ZF 0 2-3-(4-v| 5 A 9 d ) -4-54-8- L 2 LA AH-F) = - 1- L v Dol
2o Az

H-NMR (CDCl;) dppm: 1.09 (3H, t, J=7.4 Hz), 1.44 (18H, s),

1.80-2.00 (2H, m), 3.84 (3H, s}, 4.06 (2H, t, J=6.7 Hz),
4.53 (28, d, J=8.9 Hz), 6.51 (2H, s), 6.90-7.00 (3H, m),
7.08 (1H, dd, J=4.5, 9.0 Hz), 7.59 (2H, d, J=8.9 Hz), 7.73

(1H, s).
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on

=35 10-1548414

[2340] A Ao 245

[2341]
[2342] EAE LSNP EAG-EF 0 2-3-(4-H B 8 d ) -4~ 8- Z 2 XA 4H-F| 5 -1-dHdol| ~H 2 9] A%
[2343] AGE S0 QRE olgsta, AAd 2399 FdsA st 7] FgES Az
'H-NMR (DMSO-dg) &ppm: 1.00 (3H, d, J=7.4 Hz), 1.65-1.90
(2H, m), 3.79 (3H, s), 4.07 (2H, t, J=6.6 Hz), 4.45 (2H, d,
J=9.0 Hz), 6.49 (2H, s), 6.98 (2H, d, J=8.9 Hz), 7.09 (1H,
dd, J=9.1, 11.5 Hz), 7.36 (1H, dd, J=4.4, 9.1 Hz),
(2H, d, J=8.9 Hz), 8.16 (1H, s).
[2344]
[2345]
Na'
[2346]
[2347] EAE G A A EAS-EF 0 2-3-(4-W EAH ) 4-&4-8- L 2 Z A A[-F| EH-1-Ld o 2 H| 2o Y EF A 9
Az
[2348] Ageh 0 dug o] gshal, dAld 259 YA o] A7) FFES Az
[2349] ¥4 160 WA 162 C
H-NMR (D;0) &ppm: 0.84 (3H, d, J=7.4 Hz), 1.55-1.70 (2H,
m), 3.61 (3H, s), 3.86 (2H, t, J=6.6 Hz), 4.25 (2H, d,
J=6.9 Hz), 6.26 (2H, s), 6.73 (2H, d, J=8.7 Hz), 6.88 (1H,
dd, J=9.2, 12.1 Hz), 7.08 (1H, dd, J=4.5, 9.2 Hz), 7.18
(2H, d, J=8.7 Hz),7.78 (1H, s).
[2350]
[2351] A X6l 247
£ o0 = | O~
d ~ ‘ ! =
dﬁ)\“N’ o}
L\_/O L\O/IK:/\/\,Q\[(O\/(/\
N0/ o 7
b/
[2352]
[2353] (S)-2,6-H| 2-tert—F-EA| 72 B o} AAG-Z 2 0 2 -3-(4-m]| B 1Y ) -4- -8 2 Z X -4H-F] 5 -1-¢

o AE 2] Az
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[2354]

[2355]

[2356]

[2357]
[2358]

[2359]

[2360]
[2361]

[2362]
[2363]

[2364]

[2365]
[2366]

[2367]

[2368]

A al Zur

dz

g =
=

i
?0

[LN'

gol3m, Aol 2209 FAA ol 37 HFEL Az,

'H-NMR (CDCl1l;) Sppm: 1.10 (3H, t, J=7.4 Hz), 1.20-1.75
(244, m), 1.80-2.00 (2H, m), 2.85-3.10 (2H, m), 3.84 (3H,
s), 4.07 (2H, t, J=6.6 Hz), 4.15-4.30 (1H, m), 4.45-4.65
(1H, m), 5.00-5.25 (1H, m), 6.48 (2H, s), 6.90-7.05 (3H,
m), 7.10 (1H, dd, J=4.5, 9.0 Hz), 7.59 (2H, d, J=8.8 Hz),
7.74 (1H, s).

AR o 248
FooQ /}O\
| L] b
PPN
1-(1- g &3 do')-5-ZF Q2 2-3-(4-H| ZA H H)-8-Z 2 ZA-1I-F| =H-4-22] AZ

4P F% URG ol &3, WA 2209 FAS sel 7] SAREL AxHAT

H-NMR (CDCls) dppm: 1.08 (3H, t, J=7.3 Hz), 1.12 (3H, f
J=7.3 Hz), 1.79 (3H, d, J=6.7 Hz), 1.90-2.00 (2H, m), 2.30
(14, q, J=7.3 Hz), 2.33 (1H, g, J=7.3 Hz), 3.85 (3H, s),
4.00 (1H, td, J=6.7, 8

6.80-7.10 (5H, m), 7.66 (2H, d, J=8.8 Hz), 8.29 (1H, s).

A Al 249

/\\/\

5-FF9 27— % A-3-(4- A H A D) 1T 5 R-4- 2] AZ
g % ARG o853, WA 13} LS so] 7] AFEE Az

H-NMR (DMSO-dg¢) Sppm: 3.76 (3H, s), 3.83 (3H, s), 6.65
(1H, d, J= 13.6 Hz), 6.76 (1H, s), 6.92 (2H, d, J=8.8 Hz),
7.54 (24, d, J=8.8 Hz), 7.90 (lH, d, J=5.8 Hz), 11.75 (1H,
brs).

A A e 250

Eooo /\iro\
I

/
o
/§

-9 g-5-2F Q 2-7-H 5 A|-3-(4-w F A # )-1H-H = -4-2] A=
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[2369]

[2370]

[2371]

[2372]
[2373]
[2374]
[2375]

[2376]

[2377]

[2378]

[2379]
[2380]

[2381]

[2382]

[2383]

4 :l- 1— 2=

il

[LN'
dz

olgeti, AN 33} 5

1.33
(2H, g,
s), 6.92
(1H, s).

'H-NMR (DMSOQ-dg)
s), 3.89 (3H,
13.7 Hz), 6.82
d, J=8.7 Hz),

Sppm:

s), 4.27
(1H,

8.04

A A 251

4-[6-EF 2 E-3-(4-H B A A )-4-F 8- T2 EA-] 4-T]F| =R

Age 29 288 oge
W) Rek(obd 4ol E)

|4 177 WA 179 C

(3H, t,

(2H, d,

ol
ol

HAl skl 7] st s

J=6.9 Hz),
J=7.0 Hz), ©.74

, Al 29 FdHA sto] A seS

J=8.7 Hz),

Azae.

3.75 (3H
(1H, d, J=
7.55 (2H,

on

2
=

0l 10-1548414

Aol Elell ~H 2] Az

ol ~8HlZ 800 mg(1.83 mmol)<

o7 el

oA E-E =T H

A A )-4-8 2-8-Z 2 ZA|-4H-F 5

'H-NMR (DMSO-ds) &ppm: 1.00 (3H, t, J=7.4 Hz), 1.06 (3H, ¢,
J=7.1 Hz), 1.67-1.88 (4H, m), 2.16 (2H, t, J=7.4 Hz), 2.58

(2H, t, J=7.0 Hz), 3.76 (3H, s), 3.90 (2H, g, J=7.1 Hz),

4.14 (2H, t, J=6.6 Hz), 6.81-6.94 (34, m), 7.06 (2H, 4,

J=8.6 Hz), 7.15 (1H, dd, J=4.0 Hz, 8.8 Hz), 10.40 (1H,

brs).

2 Al 252

£ 0 ;/;\]/o\
H/W
T,
0 ~0—p—0 X
Voo

QAR L -[5-ZF 0 Z-3-(4-HEA H|d)-4-L 48T 2 ZA-4-F A -1-du e |o| 2B 20| ZF P A%
QAR - [5-ZF 9 2 -3-(4-W| EAH| Y )-4-2 2-8-F 2 ZA|-41-F] H&-1-U v e ]
oli~xed U4FE 30 mlol FEAAT. 1N FAEZLE $£89 3.66 ml(3.66 mmol)S 0Tl A
Ak, Ao EFES 1.54%F Bk 0ToA wwesitt. AAE EEES oF 55,
NAAREIAL, o]F Axste] WA Fulo] AR - -[5-ZFQ 7 -3-(4-1H| =
-1-dd g ]o) AH 201 2EY 445 mg(F& 47%)S AT},
&3 184 WA 186TC

'H-NMR {D,0) &ppm: 0.97 (3H, t, J=/.4Hz), 1.79-1.88 (2H,

m), 3.76 (3H, s), 4.01 (2H, t, J=6.7Hz), 6.05 (2H, d,

J=9.1Hz), 6.93-7.01 (3H, m), 7.19 (1H, dd, J=4.6, 9.1Hz),

7.43 (2E, d, J=8.8Hz), 8.16 (lH, s).
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[2384]

[2385]
[2386]

[2387]

[2388]

[2389]
[2390]

[2391]
[2392]

[2393]

[2394]

[2395]
[2396]

[2397]

[2398]

[2399]

on

£50] 10-1548414

A Ao 253
oo A0S
ovs
‘ [
OOy
L

QAR - [5-ZF 0 Z-3-(4-W| EAH| Y )-4-2 2-8-Z 2 ZA|-4H-F| Zd-1-Udrd ] ~HE2ZH5F Y A=

AR - [5-ZF Q2 -3-(4-H| EA Fd)-4-L 52-8-Z 2 Z A AH-F Hd-1-d g ] 28| 2|V EF A 800
mg(1.66 mmol)<S & 4 mlo] &AFHT}. F3ZE 202 mg(1.82 mmol) & 1 mlS A4
. AHE 3AE oY FH55a, B ofHESR MAGIAL, oF d 6}04, A By ‘ﬂ OJ*JLE—[S—%—?—
9 2-3-(4-HEA AL )-4-& 5-8- L2 ZAAI-F EA-1-Av Do) 28 2Z%H 690 mg(F& 87%)S AU}
G4 255 WA 258 T (&3)
1H-NMR (DMSO~ds, 80°C) &ppm: 0.79-0.89 (3H, m), 1.68-1.76
(2H, m), 3.62 (3H, s), 3.91-4.01 (2H, m), 6.09-6.16 (2H,

)

m), 6.74~6.90 (3H, m), 7.09-7.15 (1H, m), 7.40-7.70 (2H,
m), 8.32 (1H, s).

AN o 254

—(4-HEA H Y )-4-2 2-8-Z 2 EZA-4-F Hd-1-d | ]o| ~H Enl 1|45

o 2-3
20 2-3-(4-HEANHY)4-L2-8-ZT 2 ZAAI-F EHU-1-du D] AH 2o UYEFS 1.0 g(2.07
mlol] derslFt.  A3frlauls 198 mg(2.08 mmol)e] WEFS o 4.3 pnlE o] Aol 220
Z S 204 SO Aoz wNkslY. FEF 1k &
Z3)o], H”*—h‘ e QMR- [5-EFQE-3-(4-HIEAHE)-4-SAh-8- T Z LA~
nadE S 845 mg(5& 88%)S AT

&4 265 WA 269 C(E30)

4_NMR (DMSO-dg, 80°C) &Sppm: 0.99 (3H, t, J=7.4Hz), 1.76-
1.86 (?H, m), 3.64 (3H, s}, 4.05 (2H, t, J=6.5Hz), 6.09
(2H, d, J=10.4Hz), 6.80-6.98 (3H, m), 7.24 (lH, dd, J=4.6,
8.6Hz), 7.58 (2H, d, J=8.7Hz), 8.00 (1H, s).

otel A9 1

1-v|g-4-s w5 (WPP ) A | <17k A7 ol MEEF SH-SVSYE o] &3 mEZswol s AM 2gel B
7}

.
MPP A Xl <& WmEZ=g o} 7|50 Aale 13t A7 oA XFF SH-SY5Y(E3 [Bollimuntha S. %5, J Biol
Chem, 280, 2132-2140(2005)] 2 [Shang T. %, J Biol Chem, 280, 34644-34653(2005)]1°] YIA, 3aE A7}
o gty BF PP AAE o83 HEIZ=gol ibsl Y @4 SAHIUES AEGEH[Nakai M. T Exp
Neurol, 179, 103-110(2003)]1% mEZ=go} Za N 28-S F71skeit.

Q17F A7 o} EZF SH-SY5YE 10% Adjol @S E3et= Ewlz A ol F =X (DMEM, 34 424 50
units/ml HUAA 2 50 pg/ml 2EHAERO]A ) E 0|83 37 T, 5% ©]4bslerh 275t A wlgslsl
o, AEES Ze-D-ula mxd 969 S ZgolEd 3 WA 6 x 100 AlE/are] FEHE 100 pl/A)E
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[2400]

[2401]

[2402]

[2403]

[2404]

[2405]

SE501 101548414

spEatar, A7) iAo A 297F wistgith. S 1% N2 AZYHES ¥ 38l DMEM(N2-DMEM) =+ 1.5 mM

o,

WPP'E 8alA7) BUF AR w100 p1/)ske] 39 WA 48A%F Ml F, MEZsol Aa) @9l @
AA A&ARAT. P fHEEZA=0NS0) &AM E AY sEEE N2-DMEMe R 3]Asta, &
b Aol 10 pl/2e] §Fow HrbedtH (S e &= 0.01 WA 1 ng/ml).

LM (154 mM FIEEF, 5.6 MM G3LH, 2.3
ml 2FF9 2, 5 mM 3| 2= (HEPES), pH 7.2)&
AT, B AR Sz 2R A
go M nEIZ=gol A3l 3y F4S =AE)

o,

DISO¥HS Egshe (HF F= 0.1%) WA FolA mdd AL dojre 9% 2= 100%2 3, WP 2

7 A9 SARES TS WA FA e Axe) Do) PF Frs JU¥o BrsAn. WP A A

Eito] DMSORES. R ek Al¥wwtl F& 3 FRE vEhe AF siekEdd diste], nEZ=gl g )
7

H* 1

1-vd-4-94d 9 ¥(MPP+) A Q17+ Al IEF
SH-SY5YE o] &3 njeZego} 43l /XN F % H7t

SR 5 2=
(u;‘:nl) 0 0.010.03 0.1 0.3 1
N;}]g%” 51 65 71 78 80 75
@;}]ggq 48 80 7¢ 83 82 68
e‘;ﬂlgé&l 46 69 67 86 90 89
gggéeq e 60 81 92 93 80
ﬂ;}]gé’m 59 64 65 63 74 65
égggg‘ 48 78 64 68 67 65
g*];%;gq 45 53 58 57 60 55
gx%gm 41 58 55 s7 71 66
'3";%;6394 13 61 61 63 60 63
é*l;%glﬂ 49 61 61 65 67 68
gkg%élm 36 46 62 63 70 72
*E"‘;ﬂ;ézzg] 46 59 64 66 62 73

oFg] Algo 2
1-WE-4-Hd-1,2,3,6-H E}S| =29 I MPTP) _A ] _C57BL/6 _v}$-25 o] &3 Zwnler A3ty = A7F
A BE G4 |7t

MPTP-tsl Z=wpylow X5 zte= v A(E3([Chan P. %, J Neurochem, 57, 348-
351(191) D E ol &3, = Z 245 FFE Fo F w AxA JHolA g2l sl=E4E
A(TH) 2 =37 AGADAD (5, EFVoR S A48y ) g242H) 9 ey = 9 did 5
ol 7)1 x8te] @ e oH(EA Mori A. 5, Neurosci Res, 51, 265-274(2005)1). <% C57BL/6 m}-9-2(H¥E
2k~ 2]WAF(Japan Charles River Inc.)dl 93l A&, 10 WA 12F8)E AlF TEZA o839, MPTPE
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[2406]

[2407]

[2408]
[2409]

[2410]

[2411]

[2412]

el GBAIA FE7t 4 mg/ml7F A &L, o] % whg-2 F|Eke] 10 ml/kge] Fow Foldgitt.
AE BFES 5% otghrlel A/ A AR & (w/v)om dEdte] 1 mg/mle $EE e APES &
Zbzbel A EHE T 19 &WlE MPTP o] 304, 24A17F B 48417 Fofl whg-2sof A Foldidct. Wl
28 WPTP Fof 722130 § FA)71a, H& A7k, dxAe] 4zbe] ue At

EEEICE]
4=

xm , o

I AxAE MEEA] ol&ste] A2 EX B4R ¢
FAREA 290,32 M FAEX, 4 pg/ml B2EE, 5 g
g/ml FHE, 0.2 M FAdvdexd EFodo|=, 2 M Oﬂ
F HlAa(BolvoeoHZ) e Egfold|EAL, 20 mM HEPES, pH 7.2)olA 23
BCA(bicinchoninic acid) 7]E(3]o}=AR(Pierce Corporation)el <3l Al&)E

}JEE]‘d, 20 ng
ol Eglo

=
[m

H’é 72 A%
ml
El

_|_,
=
1m
w
=z
=
-]
s
z
=]
=
i)
)

© 1= - .
Wito](Laenmli) BE 945 folo] a9l o] WAL 2= zhzte] FAstE AL YEF oA £F
olE Zglolaolns AL Ea A7|GEAATL. A71GE0] o8 Held wwAL Ar|How TR =sE
gulduton A7]How ol EAAT. =S TH, DAT 2 ah$-27]% wude] fidk 54 F2 a4, = Na /K-

APase 2 NEle] o1 AHHGY(Na /K- -ATPase, QZ~H|O]E nlo] o v|F &2 X AH(UpState Biotechnology Inc.)<9]
A ol¢dlE= Aw-FZAF Chemi—Con Corporation)e] A|&F)ek WHEAIF T, F&Ho=  Zhzhe]l 9 Ao digh
GuFgo] P aA-BAE 23 A (o} AR (Amersham K. K. ) AF)E mAstw, H23taie] a4 24
7 Aty spEhdES XA FES o)E3te] A&t IE e W W] IR E dEA (b~ E
¥ el £ 2] 2 (Bio-rad Laboratories Inc.)®] A%¥)E o] &3kl ®Aste], Na /K -ATPasec] that T zk 2 olel
of Wik DAT #< AU}

AN F ZA S4E 24 FH ¢ AXAE =97 S SAHS] A B AEZEA olgsiqitt. 747
o] 2AS degoR YASHA 25T #AVE o]&ste] A UlF EE EZEA olhEaHHEs I
0.1 N HAxnAlk 894 Fol] #2333 TE. 168 &< 4ToA LA &2 20,000 g0 AN 2HE dojx|=
I RS 9 Ad(do]FAHEicom Corporation)e] #|&F)o2 1445 AA A=2ntE T k. o] 15
% WEE 0.1 M AIE22H0.1 N YEF oM HoIE 25 £9(190 mg/L I-HEF S8 EXV°]E, 5 mg/L
EDTA, pH 3.5 /)< 0.5 ml/&9 £x2 FF3ta, Axes AE75 o|&ste] Zh7he] W&o wonl 935
HAZATH(A7F HSE +750 mV vs. Ag/AgCl, ol o]FALY AF). FAE =3wl gz #dste], B4 AXE
Ao (AEAHGilson Inc.)o] AF)S o] &3t Ztzhe] AEdA e 24 FEd Linl =S Axlsddr. &
Z BAo|q, Ag e L Sujvrs Fold MIZ o WPIP-Hd vh9-A2RE fdEs AZ9 g WPIP
AA A G w225 E fEE AEe] el s YERITH100%). A7) gES WA A B4 AlaH
S ol&ete] FAHLRE FAEUY. {9 FE #<0.06& FATH R Folsirta Folstgivt.  MPTP-fi
H oupg-zoll A, Al oFE o] & o & @A £F TUME JElA A9, 2 t-AANA ol & Al
27 AME

o frelaks vherdl Ao, Al epEel mobn A
oke] A 3
A= 7 dlx] ) S A-AeE muedel A4 AT BE Age] #r

2Ad 31etE A ME BE 2SS AREAN HAME By (3 [Kitagawa H. 5, Neurol Res, 24, 317-
323 (2002)1)E o] &3t HEF 7 iy FHOMCA) HA-ARF HE BN et v (E3 [Koizumi

::’4

J. 5, Jpn J Stroke, 8, 1-8 (1986)]).

7 Y22 YE(12 WA 16579, HWE o 2AR A Japan SLC, Inc.))E Ad FEZ o]&313y.  ZH7+9]
YEE o|2FTFH niF st 37CE AL, AEHoz TFAIIHA 7T ANZ IAHAIHT. 2729 g
ES AR T A, § FAFWECC), § AFEWECH) 2§ WAFHACE BT NFe &4
glo] w=ZAIZT. FEom 9 (CA 2§ ECAZ AFsli, § ICAS 1% A ZRO A Be g Aolsta, §-
CCAol Fe AME et A4 0.30 WX 0.35 mm 2 Zo] <k 17 me! A T8 No. 4-0 JIE Dt
ES [CAR AFdsted 19 Azl Qe §- NCAS A, $ ICAS FWESH &4 AZsia, Jis
AAH oz FFsta, HEESE 2 S8R #@4 1547 SL, AE AAE oaZFEE vF Sl thA
da, AHES A" Hojg7] ZM ANZET. AR AAE 21, gEE SR Syuyt. 49 Id3ES
Efs 4% &9 e AAAge &AA, = 1.5 WA 15 mg/ml2 Az, AxE &9 EE IAE
) Y 2 ARF T S5A 2 ml/kg«] Fo = ZéU—E Folskelet.

AT 2417 F, GE A HE AAST AY FH BES U 9 2¥9 FARFEE 2 m FAR AR
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£ol

M
ulo

al

]

g

oA <15t o]

ol

&

Z 2o =(TTC)

glo] 28 30% Hot 37CE 1% 2,3,5-EfHJEEfdZEF

E=%
=

et

© oo
—~

v} yAb(Mitani Corporation))® 74

MA 5.6(Win ROOF Ver.5.6),

=3
T —

o1 (2

ATES

Zreol

dAA 2zl

AR =

g S 2 e

e

]
iy

%

=

in

%

AA FoAT(hxa)

[2413]

T

£)

=
od

;0.#
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)
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