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6- ( 3-% -MEwE -4-% ) -3-H & -3H-UF 0g -4-§ -

4-1 (2S) -2-H H -4- (1-F K -6-Fd & -1,6-2 & -[4.4"]
moE E-2-K ) SIRE-1-F]-K BB

4-L C3R) -3-B E -4- (1-HF & -6-f1 % -1,6-2 & -[4,4"]
e E-2-K ) IRE-L-E]-FHE

6- ( 3-% -Mt g -4-F ) -3-F K -2- ( (2R) -2-F % -4-
WenE -2-& -UR ME -1-F ) -3H-B g -4-F

- & -2-{ (2R) -2-F & -4-[4- ( 5-FH & -[1,2,4]18 =

M -3-F ) K B OERE B ]-UR MR -1-HE J-1H-[4,4"]% B g & -6-Fd

1-B & -2-{ (2R) -2-H1 H -4-[4- ( 5-H % -[1,2,4]1E =
g -3-F ) -FE]-IRMBE-1-F }-1H-[4,4']% B e & -6-F -

2-[ (2R) -4- (4-% -FX HEE & ) -2-H K -IR 0g -1-% ]-
1-FF B -1H-[4,4" 12w 1 &E -6-FF

2-[ (2R) -4- (4-& -FHEHE ) -2-F & -IR0g -1-% ]-
1-F E -1H-[4,4" 12 %1 X -6-F1

2-[ (2R) -4- (3 4-Z“ & - X H £ ) -2-F K -UR1E -1-
F]-1-H E -1TH- [4,4" )% B g & -6-F

2-[ (2R) -4- (4-B =T H-FHEHE) -2-F K -IR B -
1-F]-1-F & -1H- [4,4" 1€ 8 & -6-F -

4-[ (3R) -3-F F -4- (1-F X -6-F & -1,6-— & -[4.4']
BEWENE R -2-K ) -IRME-1-BRE]-F HE

1-F & -2-[ (2R) -2-F K -4- (4-=Z 5 B & & -F H B

H) URHE-1-3)-1H- (4,418 B0 B -6-F
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4- (3R) -3-FB % -4- (1-F % -6-F1 % -1,6-
B UE EE 2K ) R MR -1-BHE)-F PR PR

- ﬁ '[434']

1- & -2-[(2R) -2-H HE -4- (4-F E-FHEHE) -1k

B -1-H)-1H- [4,4° )8 0 0E K -6-F

2-1 (2R) -4- (4-Z W E M & -F BB &)

B -1-3E)-1-F1 - 1H- [4,4')% 0 02 5 -6

-2- B A (IR

2-0 (2R) -4- (4-F G B -% P M & ) -2-F % IR B -1-

H)-1-F - 1H- [4,4° )% 0 0E K -6

1-F 3£ -2-[ (2R) -2-F B -4- (% -2-% %)

J-1H- [4.4'1% W 0g 2 -6-F

2-[ (2R) -4- ( E A [1,3]) W X -5-F & ) -2-

e -1 )-1-F B -1H- [4,4] 80 0E K -6-F

1-F B -2-[ ( 2R) -2-FF & -4- ( B W -2-% & )

B ]-1H- [4,4"]% W g & -6-F7

3-[ (3R) -3-F K -4- (1-FF K -6-F@ & -1,

B IE R -2-H ) IR E-1-E]-E F R

2-[ (3R) -3-F K -4- (1-FF H -6- & -1,

BwmE & -2-K ) -k -1-E)-FH B

IR B - 1- B

- M -1 -

ﬁ '[454']

& -[4,4"]

1-F K -2- ( (3R) -3-F K -2,3,5,6- & -[1,2'] & 1t

B -4-2E ) -1H- [4,4)% 00 & -6

1-B B -2- ( (2R) -2-F B -4-Tb 0F -4-5 -0R B -1-% ) -

1H-[4,4"]1% B 0 B -6-F

1-F E -2- ( (2R) -2-F 3 -4-ME g -3-% -IR 1 -1-% ) -

TH-[4,4"]% & g X -6-F
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1-FE -2-C (2R) -2-H E -4-ME g -2-%F -WR B -1-K ) -
TH-[4,4']% W 0 5 -6-F

4-[ (3R) -3-B E -4- (1-F & -6-F & -1,6-2 & -[4,4"]
e E-2-K ) CIRBE-I-E]-ERRE =T B

2-[ (2R) -4- (4-&-FH ) -2-H
H-1H-[4,4"18 0 & -6-F

1-B & -2-C (2R) -2-FF & -4-1 W -3-F -IRE-1-%& ) -
1H-[4,4"]% g B -6-FF

2-[ (2R) -4- (4-BE-FHE ) -2-F E-IRIE-1-%]-1-
BHOE-1H- [4,4' % 0E & -6-F -

4-[ (3R) -3-H H -4- (1-H K -6-F % -1,6-= & -[4,4']
B oE & -2-K ) -IRBR-1-F)-3F B OB

4-{ (3R) -4-[4- ( 3-% -Wt o€ -4-%F ) -1-H £ -6-F % -
1,6-Z & -W e -2-F ]-3-F A -URk e -1-5 }-F H B H g

3-{ (3R) -4-[4- ( 3-% -WEmE -4-FK ) -1-H K -6-F X -

1,6-— & -MF ng -2-% ]-3-

H
i

IR 135 )% PR R ORE

4-{ (3R) -4-[4- ( 3-

=

-MEmE -4-% ) -1-F K -6-F1 % -

1,6-— % - IF -2-3 ]-3-

H
it

R R -1- - RS

3-{ (3R) -4-[4- ( 3-8 U 0Z -4-%5 ) -1-F % -6-F % -
1,6-2 % W E -2-% ]-3-F B IR 0B - 1B ) -F PR

2-{ (3R) -4-[4- ( 3-% -0 0F -4-35 ) -1-F 2 -6-F % -
1,6-2 % W GE -2-% )-3-F R R BB - 1K )% BB

6- ( 3-%R -WEUE -4-% ) -3-F E -2 ( (2R) -2-F K -4-

e 0 -5-2 -mr e -1-% ) -3H-BE ¥ -4-07
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6- ( 3-8 - Mt 0¥ -4-% ) -3-FH E -2- ( (3R) -3-F % -
2,3,5,6-TU & - [1,2" )& Mk s -4-2 ) -3H-BEIE -4-FF

6- ( 3-% - mE-4-% ) -3-F & -2- ( (2R) -2-H X -4-
MEmE -4-5 -0R 0 -1-% ) -3H-U IE -4-F

6- ((3-%8 -ME0E -4-% ) -3-F & -2- ( (2R) -2-F & -4-
MEmE -3-5 -0k B -1-% ) -3H-U% 0F -4-F

6- ( 3-% -MEuE -4-% ) -3-F FE-2- ( (2R) -2-H X -4-
Mt mE -2-% -0k & -1-% ) -3H-U% 0F -4-F

4-{ (3R) -4-[4- ( 3-4 -UL 0% -4-% ) -1-F % -6-F % -

1,6-— & - g -2-F J-3-BFE-IR BE-1-E)-XEHEBEE =T

6- ( 3-8 -Mt 0€ -4-%F ) -3-H H -2-{ (2R) -2-F £ -4-
[4- C5-FF & -[1,2,4]m8 Z ¥ - 3-F ) -FE]-IRME-1-F }-3H-
W& UE -4 -Ff

2-[ (2R) -4- (4-&H-FH ) -2-FE-IRKE-1-FE ]1-6- (
3o -MENE -4-K ) -3-F B -3H-WE IE -4-F

6- ( 3-% -M o€ -4-K ) -3-FH F -2- ( (2R) -2-FH £ -4-
WOk -3-E -0R M -1-F ) -3H-WE IE -4-F

6- ( 3-% -M € -4-K ) -3-H F -2- ( (2R) -2-F £ -4-
M Ik -6-%& UK ME -1-F ) -3H-BE IE -4-F

6- (3-% -MboE-4-&F ) -2-[ (2R) -4- (4-BE-KXHE) -
2-F B -WR B -1-%]-3-F K -3H-WE g -4-F

4-{ (3R) -4-[4- ( 3-% -WEmE -4-%F ) -1-H & -6-f K -

1,6-— & - 0g -2-5 )-3-F HE -0R 0 -1-F ) - H i
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4-[ C3R) -3-F H -4- (1-F K -6-8 £ -4-1t 0g -4-% -
1,6-Z & -W g -2-% ) -IRIE-1-K ]-F H K H B

3-[ (3R) -3-F FH -4- (1-8F 5 -6-F & -4-0t 1€ -4- K -
1,6-— G -ME g -2-% ) -IRIE-1-F]-FXHFKH

4-[ C3R) -3-F HK -4- (1-8 X -6-8 & -4-Wt ng -4-% -
1,6-Z & -WE g -2-% ) -k g -1-F ]-F B g

3-T C2R) -3-F & -4- (1-H K -6-F % -4-Mf 1€ -4- & -
1,6-— G -WE g -2-% ) -IRIE-1-F]-FKHF

3-F A -2-(C (2R) -2-BF E -4-MpogE -4-FK -Tk g -1-% ) -
6-Mt nEg -4-3 -3H-8 1 -4-F

3-F A -2-(C (2R) -2-B E -4-MbmE -3-F -k & -1-% ) -
6-Mtk WE -4-F -3H-B 1€ -4-FF

3-F K -2-{ (2R) -2-B H -4-[4- ( 5-B & -[1,2,4]01& =
M-3-F ) -FEE]-UR R -1-K ) -6-M 1€ -4-F -3H-WF 0E -4-F

2-[ (2R) -4-(4-&-FHE) -2-FE-IRIKE-1-%]-3-H
B -6-ME g -4-F -3H-WF IE -4-F

3-F K -2-(C (2R) -2-F0 B -4-1E W -3-F -k g -1-% ) -
6-TH UF -4-2 -3H-UE IE -4-Ff

3-F E -2-(C (2R) -2-B E -4-B WM -6-H -IRk g -1-% ) -
6-Mt nE -4-FK -3H-¥ 0 -4-Fd

2-[ (2R) -4- (4-®E-FHE ) -2-F K -0k B -1-%K]-3-
BB -6-M 0E -4-F -3H-WE IE -4-F1

4-[ (3R) -3-F K -4- (1-H FK -6-F & -4-0 0§ -4-% -

1,6-2 & -MF 0g -2-% ) -k MR -1-% ]-F B &
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- B 5 -2 (2R) -2-F % -4-[4- ( 5-79 5 -[1,2,4]08 =

W -3 ) -H E)-UR B -1-%E ) -1H-[4,4°)€ 0 0E K -6-[
2-{ (2R) -4-[4- ( 5-F & 5 B B -[1,2,4]08 — o -3-%

) - E)-2-F UK BE-1- )-1-F E - 1H-[4,4')% 1 0 K -6-

2-{ (2R) -4-[4- (5S-5 = T E-[1,2,4)08 = 8 3.2 ) -
B )-2-F E IR -1-3 - 1-F E-1H-[4,4')% 0 0F K -6

1-F & -2-{ (2R) -2-FF % -4-[4- ( S-Tt 0E -2-%5 -[1,2,4]
BE M -3-E ) - B J-UR BE -1-% ) -1H-[4,4']% B 1E 5 -6- [

2-{ (2R) -4-[4- ( 5-F& % B E-[1,2,4]08 = M -3-% ) -
R -2-FH IR 1S - 1-F A -TH-[4,4)% 00 K -6-

2- (. (2R) -4-{4-[5-C (18) -1-Fg & -Z & ) -[1,2,4]
o -3-B]-FE)-2-HOE-IRE-1-F ) -1-F E -1H-[4,4")
B W 0E K -6-F

2-C (2R) -4-{4-[5- (1-fg & -1-B E-Z &) -[1,2,4]
oM 3R] R -2-FOE IR BR-1-F ) -1-H E -1H-[4,4")
B WK e & -6-F

1-F & -2-{ (2R) -2-H F -4-[4- ( ( 2RS) -5-M 0% f7 -
2-F -[1,2,47mE — M -3-K ) K E]-UR B -1-F }-1H-[4,4"]%
Mz g B -6-F

2-[ C 2R) -4- (4-{5-[ (1S) -1-f% £ -2- ( 3H-BK M -4.
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B) -2 FE)-[1,2,4] W3- )-KE) -2-FE-IREK-1-F
1-1-8 B -1TH-[4,4"]% I g & -6-F1

1-B & -2-{ ( 2R) -2-H K -4-[4- ( S-F K -[1,2,4]18 =
Mg -3-F ) -ZF B )UK MR -1-F ) -1H-[4,4' )8 B K -6-F

6- ( 3-7 -Mog -4-% ) -3-F FK -2-{ (2R) -2-H % -4-
[4- (S-FRE-[1,2,4]1 — M- 3-% ) -FE]-IRMBE-1-% }-3H-
WE g -4-H

6- ( 3-% -WboE -4-F ) -2-{ ( 2R) -4-[4- ( 5-H & & H
Ho-[1,2,4]mE — M -3-% ) -FK E]-2-F K -IR KB -1-K }-3-H
B -3H-UIE -4-F

2-{ (2R) -4-[4- (5-55 =7 F -[1,2,4]m = M -3-FK ) -
HOE]-2-F OB -IR R-1-% ) - 6- (3-F -MEoE-4-F ) -3-F K -
3H-W8 UE -4-8

6- ( 3-7 -Mog -4-% ) -3-F & -2-{ (2R) -2-H % -4-
[4- ( S-MEmE-4-%F - [1,2,4]m = MW -3-K ) -KE]-IK B -1-%F
}-3H-W g -4-Fd

6- ( 3-8 -t oE -4-% ) -3-H & -2-{ (2R) -2-H X -4-
[4- (5-MfmE-2-% - [1,2,4]08 Z W -3-K ) -KE]-IK & -1-F
}-3H-W IE -4-F4

2-{ (2R) -4-[4- ( S-fg H B & -[1.,2,4]m Z i -3-K ) -
FE)-2-HE-IRE-1-F - 6- (3-F -UbmE-4-F ) -3-H & -
3SH-WE UE -4-F

2- C (2R) -4-{4-[5-C (18) -1-H & -2 &) -[1,2,4]

BE T om -3-E )R -2-F B IR BR-1-% ) -6- (3-% -0 IE -4-
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B ) -3-H K -3H-UEIE -4-F

2- ( (2R) -4-{4-[5- (1-BE & -1-F & -2 &) -[1,2,4]
WM -3-E - E-2-FECIRBE-1-E ) -6- (3-5 -MEnE -4-
H ) -3-FH E -3H-WIE -4-F

6- ( 3- -Mb g -4-% ) -3-8 F -2-{ (2R) -2-H &
[4- ( (2RS) -5-ME Mg kg -2-% - [1,2,4]08 = M -3-% ) -¥ &
1-UR B -1-% }-3H-WE OE -4-F1

2-[ (2R) -4- (4-{5-[ (1S) -1-J # -2- ( 3H-BK B -4-

[—y

D) -2 FE]-[1,2,4]0E — 4 -3-K}- KE) -2-F K -OR B-1-
F]-6- (3-% -Mbog -4-F ) -3-H K -3H-W IE -4-F

6- ( 3-% -Mb g -4-% ) -3-F K -2-{ (2R) -2-F K -4-
[4- ( S-ZF E-[1,2,4]0 = ™ - 3-F ) -FE]-IRE-1-F}-3H-
W UE -4-F

2- C (2R) -4-{4-[5-C (IR) - HE-FE-BE) -
[1,2,4]m = M -3-E ]-FEJ-2-FE-IRKx-1-F ) -6- (3-%& -
Mt g -4-& ) -3-BH E -3H-WE 1 -4-F >

2-C (2R) -4-{4-[5-C (IR) -1-fg & -2 & ) -[1,2,4]
oM -3-K]-FE ) -2-H R -IRBE-1-E ) -6- (3-% - 0E -4-
) -3-BH E -3H-W g -4-F

3-F K -2-{ (2R) -2-F E -4-[4- ( 5-W & -[1,2,4]1 =
M -3-F ) - E]-IR B -1-F ) -6-Mb o€ -4-F -3H-H 0E -4-

Bt

2.0 (2R) -4-[4- ( 5-FF & 5 B K -[1,2,4)08 = ® -3.
) -F E )-2-F B IR M -1-K )-3-F B -6-ML0E -4- % -3H- BB

IE -4-F
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3-B F -2-{ (2R) -2-H K -4-[4- ( S-MEmE -2-% -[1,2,4]

WE M -3-F ) -FE]-IRME-1-H F-6-ME0E -4-%F -3H-WE g -4-

2-{ (2R) -4-[4- ( 5-P& & H & -[1,2,4]0 — W -3-K ) -

R E]-2-FOE IR R -1-% }-3-F K -6-Mt E -4-K -3H-ME IE -4-

2-( (2R) -4-{4-[5-C (1S) -1-FRE-Z &) -[1,2,4]
wE M -3-F )-SR OE)-2-FOE-IRME-1-F ) -3-F K -6-Mf 1 -4-
B -3H-B0E -4-FF

2- (. (2R) -4-{4-[5- (C1-fg H-1-H & -2 &K ) -[1,2,4]
W M -3-FE)-FEJ-2-FE-IRE-1-% ) -3-F K -6-Mf 1E -4-
H-3H-FBX 1 -4-087

3-F K -2-{ (2R) -2-F £ -4-[4- ( ( 2RS) -5-T % 4% -
2-F -[1,2,4]m8 = "M -3-F ) -F E)-UR B -1-F }-6-Mf 1§ -4-
FH-3H-WE 0 -4-Fd

2-[ (2R) -4- (4-{5-[ C1S) -1-f% H -2- ( 3H-BK M -4-
) -2 F]-[1,2,4]m — W -3-K}- FTHE) -2-F E-IRE-1-
F]-3-H H -6-MEmE -4-F -3H-W 1€ -4-F

2-( (2R) -4-{4-[5-C CIR) -1-fg & -Z £ ) -[1,2.4]
WE Mg 3R )-SR A G-2-F R IR BR-1-K ) -3-F K -6-MfnE -4-
H-3H-B g -4-F

3-F HE -2-{ (2R) -2-B3 E -4-[4- ( 5-M g -4-F -[1,2,4]
ME oM -3-F ) KR E]-URME-1-F J-6-M0E -4-% -3H-M g -4-

L4
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2-[ (2R) -4- (3-FHE-FH ) -2-H K -0g B -1-H ]1-3-
BHE -6-Mt g -4-F -3H-8F 1 -4-Fq
HAZEHEREY  SHHEHEE LAETHE

29, —fEERE > HAE

TEBHRE LR 1 FE 28 d{f —

EZRA (D) hEWRAEAXBEEERY - HEZ FA
BETEBCWBEEBEME KB -

30, —f t EHEHE 1 MHEH HERBRKELE
o1 F 28 FHE-FZH (1) LEVREXLEZEEEEBY
B HER PR ETH

31, R\ Lt 29 R - HERANRE EK/SEEH
T EHEUMB IS EEREIEZER -

32 R\ bt 29 T ERH > HFEKBMKREN R/ G E W
78 SR kK R

33. MEBB LM 32 K HABFKERFEEE @ WX
BB RE BROMEKMDESZER BRE - - KBEEDRBZ
sl Z e m - ETH LR MERE S HEEMLER
MAMMESRE MRAEHESHE  S2BERR  HED
EEUAMERELEETE BEIRKBER BERRE- - KEH
ERGE  FHEMBREREAE NEARERE 46 KK
EHENEG - FESRRE  MEBERRERET LR -

ﬁk

34, RIE Lot 29 2R - HERMNREN &/ B K E
B TZRK FRERKBLUER®F  ERBRE  BEE
R RE - RE LB FNMEIEME - FARERE
T Biifgegmim - RkmFELIRLZEBRE
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BRIFES IR > TIH EERANRBRE KR ERZEARRHA
EEABPHZEBELB CH@HE -
HEC-Co i BFHRIEBRA 1| £ 6 REFZHE > H
REES S flw BFE-Z2E FETRE--ERE - E
THE RBETHE HBSZTHE -B=TH# EXE - Z2KXKE.
wXE - LI-ZTHRERE - ECE - ECE -
HBC-Co I EREEREA 1 £ 12 RIEF 2t &
HEeEE@#E 28 flwm FE-ZE ERE ERE-
ETHE - RBTE -BTE BH=ZTH EXE REKE£
K ELI-ZHRERE - CECHE - RCE - BRHE - ¥
E T H - RE -+ -—REHTZRE -
ZHCr-CoEEREREAE 2 2 6 RETFZ&E - f
wme Z2EE-R"EE - THEE XKEE - COHE -
HECr-Ce REREIEAEERE 2 £ 6 iRETFZRE - Fl
mo ZHRE - WRE - THRE - KRE - CHRE -
ZHHEC-Ch BERERERA 3E THRETFZIERE
Bl BWE BT E BRKE BRCE BREE -
HICe-Cro aryl”RIEMAEBE TIZEHF 6 £ 10 K&K
FTZEBE > BIWM K F W MEE - BRPR
AL E R Z R & e
o R E > “HM IR (heterocycle) 7~ R “HEER (
heterocyclic ring) "fR¥EM LB > #lW - TIHZEREH
DR O TS Bk S Bk MW T & N &
L IS A 1S R < A S A A i S U I <A -
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chromene) -~ B % ( chroman) -~ 2 B % ( isochroman)

L3 I S i 3075 SR A S N A L L
N/ N R i A O /S L 5 R e (2

MEoe & (L% ~ IR OE - MEmR O OR IR O OMEOE - BE - 05 B

R 0E ~ F 05 B o~ B OW[BRWE - 05 M - K N6 BK M - 3K 6

VLS - S S N A L U S S | A S N

ML SR T

.

P
&

€ o MR ONE W - omE MR - omg oMk~ iR

R IEM B 0

i
=
Ci

=

oo omE

W U g

i
iR
HE

CE ML - KW ZEK

&AL O e o

|l
B
N

E ( homopiperidine) ~ FH WK B ( homopiperazine )

hZ 8 KA E R LLIR & -

N T SRR A L TR S R

Tk T
e

+ 5

1

e
S
IE ~ I
& B
B fE
= UK

. B

ELRBES > U - BREEREES T AWM AL
BEEENAE NARZEZBEURLEDN R MR L

3
E M RFFRMELRS - mE ZRZMENAKERFER

BAEAMHEREKATH -

&

FEERPFEFP WA ERE > B0 Ci-Ce ft &

Cy-Co W ~ Cy-Ce E -~ C3-C7; B E - Cs-

B

Ce-Cro FH E ~ #HIERHE - Ci-Ce It E ~ C3-Ce HEE -~ Cs-

Ce MEE ~ C3-Cr BILAE ~ C3-Cr IRMFBEAHE - Cq
fE  HERESE KX (& ®- -® > W) - mWmE

-Cro B

© i A

R E  BE CFE - C-Cotr ERE - Co-Co BE K E -
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NE -4-[F

2- (9-# - ( 4aRS,10bRS) - & -2.3,4a2,5,6,10b-75 4 -
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ZA[1,2-b][1,4]mE B - 4-% ) -6- (3-F -ML g -4-F ) -3-H
H-3H-B 0E -4-FF

2- (9-% - ( 4aRS,10bRS ) - =& -2,3,4a,5,6,10b-75 & -
ZA[1,2-b][1,4]08 B - 4-F ) -1-F K -1H-[4,4']% 0 g % -
6-Hd

2- (9-% - (4aRS,10bSR ) -Jilg = -2,3,4a,5,6,10b-5 & -
Z A6 [1,2-b][1,4]0E B - 4-K ) -3-H K -6-M0F -4-% -3H-
WE -4-Fd

2- (9-% - ( 4aRS,10bSR) -J&E = -2,3,4a,5,6,10b-75 & -
Z A [1,2-b][1, 4]0 g - 4-F ) -6- (3-F -M g -4-% ) -3-H
B -3H-U IE -4-8

2- (9-% - (4aRS,10bSR) -JE =& -2,3,4a,5,6,10b-/5 & -
=l [1,2-b][1,4]08 B - 4-F ) -1-F HE -1H-[4,4']% 0% g & -
6-f

3-B & -2-( (3R) -3-H E-UEWk-4-5 ) -6-0 1E -4-% -
3H-BE 1F -4-F

6- ( 3-58 -Wt mgE -4-F ) -3-F £ -2- ( (3R) -3-FH X -I§
Wk -4-F ) -3H-WE 0E -4-Fd

1-H & -2- ( (3R) -3-FH X -G -4-5 ) -1H-[4,4'])%
Mz g B -6-Fd

6- ( 3-% -ME0E -4-FH ) -3-H E -2- ( (3S) -3-FH & -IE
Wh-4-3 ) -3H-UEIE -4-FF o

3-F E -2- (2-F B -OR ME -1-% ) -6-0t i€ -4- K -3H-1

NE -4-F7
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- 3 -2- (2-FF B -IR0E -1-F ) -1H-[4,4"]% & g & -
6-Ha

6- ( 3-% -MLoE-4-F ) -3-FH F-2- (2-H & -0k 0g -1-%
) -3H-BE 0E -4-Fd

4-14- (3-% -MEng -4-FK ) -1-F FE-6-F & -1,6-— & -4
WE -2-%]1- (3R) -3-F E-IRE-1-FR B~ &

4-[4- (3-% -ML g -4-% ) -1-H
0E -2-%]- (3S) -3-F B -ORk B -1-3% B % B

6- ( 3-% -ML g -4-% ) -3-FF & -2-( (28) -2-H & -IK
% -1-% ) -3H-B5 0E -4-F1

6- ( 3-& -Mbog -4-% ) -3-F & -2- ( (2R) -2-H & -IK
% -1-% ) -3H-W IE -4-F4

1-[4- (3-& - mE-4-F ) -1-F & -6-f & -1,6-— & -W
WE -2-F ]-UR0E - 2-% B 2 EE

2- ( ( 2SR,4RS) -2,4-" B H IR 0g -1-% ) -6- ( 3-% -
Mt wE -4-% ) -3-F K -3H-W 0g -4-F

2- ( (2RS,4RS) -2,4-" B H IR 0g -1-% ) -6- ( 3-% -
Mt nE -4-3 ) -3-8B B -3H-BE 1E -4-F

3-F & -2- ( ( 4aRS,8aRS) - X -/V& -FK It [1,4]0
M -4-F ) -6-0t 0 -4-% -3H-¥ 1€ -4-f

6- ( 3-% - 0E -4-2 ) -3-F £ -2- ( ( 4aRS,8aRS) -
-V E - [1,4)08 Bg- 4-F ) -3H-WE0E -4-8F

1- B & -2- ( ( 4aRS,8aRS) - A -/N & -F I [1,4]0E

M -4-F ) -1H- [4,4']% & g & -6-F
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2-( (3R) -3-Z £ -IE Wk -4-2 ) -6- ( 3-% -l ng -4-%
) -3-F OB -3H-WEIE -4-F

2-( (3R) -3-2 HK -lEm -4-F ) -1-8H FEK -1H-[4,4'] &

5
=
Hint
>
=

2- (8-FA FE - R [3.2.1]5F -8-F ) -6- ( 3-5 -M g -4-

it

) -3-E B -3H-WE IE -4-F
2- (8-F Bt - B U [3.2.1]F -8-H ) -1-H H -1H-[4,4"]

B 0% IE A -6-F

6- ( 3-% -MbmE -4-%F ) -2- ( (3R) -3-B 7K & -UE W -4-
) -3-BH K -3H-W I -4-F

6- ( 3-% -Mbwg -4-% ) -2- ( (3R) -3-F T H -5 W -4-
HE) -3-B & -3H-% g -4-F

4-[4- (3-% -MEvE -4-F ) -1-F FK -6-F & -1,6-— & -
WE -2-% -5 Wk -3-% B Z B

6- ( 3-% -MEnE -4-FK ) -3-FF FE -2- ( (3R) -3-F & -I§
Wk -4-% ) -3H-BE 0E -4-FR

1-H % -2- ( (3R) -3-ZFK K -IE W -4-KF ) -1H-[4,4"]&
M mE B -6-FF

3-F R -2- (N -EE W -1-F ) -6-M 0E -4- B -3H- B IE -
4-F

1-B B -2- (U - W -1-K ) -1H-[4,4')% & 1g & -6-

6- ( 3-% -MboE -4-FK ) -3-F E-2- (NG -BWH-1-F ) -

3H-BE 1 -4-84
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3-B E -2- (4-F H-4.8- " G H-ZBI[5.2.2.02°]+
— kit -8-F ) -6-WLUE -4-F -3H-WE UE -4-FF

3-B % -2- ( ( 1RS,4SR,6RS) -6-% % -2-% 2 - 18 1
[2.2.2]¢ -2-% ) -6-MtnE -4-F -3H-WE 0E -4-FF

2- (1,3,4,6,7,11b-75 4 -0 & 36 [2,1-a] 2 & 0 -2-% ) -
3-F B -6-ME nE -4-F -3H-W 0E -4-81

6- ( 3-% -MEUE -4-% ) -2- (1,3,4,6,7,11b-5 & -t & 4
[2,1-a] 8 ¥ Wk -2-2 ) -3-H X -3H-B 1F -4-8

2- ( 1,3,4,6,7,11b-75 4 -0 & 36 [2,1-a) 8 B 0 -2-% ) -
1-FF B -1H- [4,4')% 05 0 & -6-F

3-F & -2- ( (4aR,8aR) -/UG-F i [1,4]08 & -4-% ) -
6-Mt € -4-F -3H- I -4-F >

6- ( 3-% -MtmE -4-F ) -3-FH FH -2- ( (4aR,8aR) -/U & -
(1,410 R -4-K ) -3H-WE IE -4-F

1-F K& -2- ( (4aR, 8aR) -/U & - i [1,4]0 ik -4-K
) -1H-[4,4")% 5 1F 3 -6-F

2-( (4aR,7aR) - AN G- K[1. 4] & -4-% ) -3-H K -
6-Mt g -4-2 -3H-B 1F -4-F7

6- ( 3-% -Mtog -4-% ) -2- ( ( 4aR,7aR) - KR & -& X
[1,4]08 0% -4-2 ) -3-FH X -3H-W 0F -4-8

2-( (4aR,7aR) -AN @ -BK[1,4]0E & -4-% ) -1-5F & -
1H-[4,4")% 1% g & -6-F

6- ( 3-% -ML g -4-% ) 3-8 EH -2- ( ( 3RS) -2,2,3-=

FOBE UE U 4o ) S3H-UEIE -4-FR
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2- ( ( 2RS,3RS) -2,3-— B B -UE Wk -4-2 ) -6- ( 3-% -
me oE -4-4 ) -3-F B -3H-BE 0E -4-F1

2- ( (2RS, 3RS ) -2,3-Z B H -IE I -4-KH ) -1-F # -
1H-[4,4' )% 0% 0E 5 -6-F

2- ( ( 2RS,3SR) -2,3-— FA B -IE O -4-% ) -6- ( 3-% -
W ouE -4-% ) -3-F E -3H-W0E -4-F

2- ( ( 2R,3SR) -2,3-_ B B -IE W -4-5 ) -6- ( 3-% -
Mt wE -4-% ) -3-F K -3H-W 0E -4-F

2-(C (28,3SR) -2,3-Z A E -G 0k -4-F ) -6- ( 3-%F -0t
DE -4-% ) -3-F K -3H-U% 0E -4-§1

2- ( (2R, 3R) -2,3-" FH £ -UE W -4-% ) -1-H & -1H-
[4,4"]8 1% g & -6-FR

2-C (2R,3R) -2,3-Z H E -UE Wk -4-% ) -6- ( 3-% -
WE -4-% ) -3-H H -3H-WB 0E -4-F

1-BF & -2- ( (3RS) -2,2,3-= H K -UE W -4-%% ) -1H-
[4.4"]% % g & -6-Fd

1- B % -2- ( (3R) -2,2,3-= F £ -UE W -4-% ) -1H-
[4,4"]% g & -6-F7

1- B & -2- ( (3S) -2,2,3-= FF K -1B W -4-% ) -1H-
[4,4')% & 1 B -6-F7

2- ( (3aS,7aR) -AN & -2 4-Z & M -7T-R 5 -8 -7-% ) -
1-F B -1H-[4,4')% 15 08 & -6-

6- ( ( 3aS,7aR) -3-% -M 0E -4-% ) -2- ( A& -2.4-—

SHE-T-R M -E-7-F ) -3-F K -3H-WE I -4-F7
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2-(C (3RS) -3-m H E-IBMW-4-F ) -1-F £ -1H-[4,4"]
L W oE & -6-F

2-C (3R) -3-% B & -UBW -4-F ) -1-H K -1H-[4,4"]
B E K -6-F

2-C (38) -3- HF & -U5 Mk -4-F ) -1-H F -1H-[4,4"]
EmmoE & -6-F

2- C (3RS) -3-7 B & -UE W -4-F ) -6- ( 3-5 -1k 0g -
4-% ) -3 E -3H-WE IE -4-FF

2-C (3R) -3-% W & -IEMW -4-K ) -6- ( 3-5 -k 0g -4-
) -3-F O -3H-WIE -4-FF

2-C (38) -3-% B & -IBEW-4-K ) -6- ( 3-% -0t g -4-
B ) -3-F K -3H-BIE -4-F

6- (3-% -MEmE-4-FK ) -3-H &K -2- ( (4aR,8aR) -/U % -
A [1,4]08 b -4-F ) -3H-WF 0E -4-F

1- B & -2- ( ( 4aR, 8aR) -/U G -2 I [1,4]0E & -4- K
) -1H-[4,4"1% % 1g 3 -6-

6- ( 3-% -MEoE -4-% ) -2- ( ( 4aR,7aR) - KN & -8 K
[1,4]0E 1% -4-2 ) -3-B X -3H-U 1€ -4-f ;

2- ( (4aR,7aR) -AN @ -F K [1,4]08 g -4-% ) -1-H % -
1H-[4,4" 1 1 K -6-F

6- ( 3-% -MEoE -4-% ) -3-8H % -2- ( ( 3RS) -2,2,3-=
R - Wk -4-F ) -3H-MEIE -4-F

2- ( (2RS,3RS) -2,3-" BB % -TE W -4-% ) -6- ( 3-%4 -

Mg -4-2 ) -3-H FE -3H-B 1F -4-F
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2- ( (2RS, 3RS) -2,3- FB B -ME Mk -4-F ) -1-H X -
1H-[4,4"]% W 0F & -6-F

2- ( (2R,3SR) -2,3-— Bl X -WB W -4-FK ) -6- ( 3-4 -
M oE -4-% ) -3-H B -3H-W UE -4-F

2- ( (28,38SR) -2,3-Z F £ -UE Wk -4-% ) -6- ( 3-% -0t
e -4-3 ) -3-BH E -3H-BEIE -4-FF

2-( (2R, 3R) -2,3-" FF B -UE Ofk -4-% ) -1-F % -1H-
[4.4')% 0 g K -6-F

2- ( (2R,3R) -2,3-" B E -UE M -4-F ) -6- ( 3-7 -0t

g -4-%( ) -3-H E -3H- 1F -4-

2

=

1- B % -2-( (3R) -2,2,3-=Z H H -5 I -4-F ) -1H-
[4.4"]% g K -6-F7 -

1-F & -2- ( (38) -2,2,3-=ZH & -IB MW -4-F ) -1H-
[4,4"]% W 0E K -6-F7

2- ( (3aR,7aS) -N&-2,4- " K HM-7-7 M -0 -7-& ) -
1-B8 E -1H-[4,4" 1% v 0g & -6-F

6- ( ( 3aR,7aS) -3-%& - g -4-% ) -2- ( K& -2,4-_

#
?&

-T-F R -EA-7-F ) -3-F K -3H-WE IE -4-F
2-( (3RS) -3-7 B E-ME Wk -4-F ) -1-HF K -1H-[4.,4"]
B 0% e A -6-F

2. ( (3R) -3-4f B -UE W -4-% ) -1-F H -1H-[4,4']
0% 0E B -6
2. ( (3S) -3-4R P OE-UE MR -4-% ) -1-F H -1H-[4.4")]

W 6T
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2- (. (3RS) -3-% B X -UB W -4-% ) -6- ( 3-7 -l g -
4-H ) -3-H H -3H-BIE -4-F1

2- ( (3R) -3-% B & -"E W -4-F ) -6- ( 3-5 -t 0€ -4-
) -3-H E -3H-WE0E -4-F

2-( (3S) -3-% F & -5 Wk -4-% ) -6- ( 3-% -t € -4-
B ) -3-F F -3H-BE 0E -4-F

6- ( 3-% -MboE -4-F ) -3-F HE-2- ( (2R) -2-F K-l
W fE -1-% ) -3H-WE 0E -4-FR

1-8 £ -2- ( ( 4aSR, 8aRS) -/\ & -®B W -1-&F ) -1H-
[4,4')% 0F 1€ % -6-F

1-B #& -2- ( ( 4aS, 8aR) -\ & - W -1-F ) -1H-[4.,4"]
B W e B -6-F

1-H £ -2- ( (4aR, 8aS) -/U& -B W -1-F ) -1H-[4,4"]
B WK e & -6-F

6- ( 3-%& -Mbnog-4-% ) -3-F &K -2- ( ( 4aSR,8aRS) -/
Fo-ME W -1-F ) -3H-WEIE -4-FF

6- ( 3-% -MEoE -4-F ) -3-HF FE-2- ( (4aS,8aR) -V & -
M uk -1-% ) -3H-WE 0 -4-F

6- ( 3-% -WEmE-4-%F ) -3-F F-2- ( (4aR,8a8) -/U & -
MWk -1-% ) -3H-WEUE -4-F

2-( (2R, 4R) -2,4-— BH E -IR g -1-F ) -1-H HE -1H-
[4,4")% B g & -6-F1

(2S) -2-[4- (3-% -Mpmg-4-F ) -1-F XK -6-F & -1,6-

ZE - g -2-F )R KRR
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2-( (2RS) -2-T HE -mp g g -1-F ) -1-H FE -1H-[4,4"]
B W% e B -6-FR

2-( (2RS) -2-F E -Mtm& e -1-% ) -1-H K -1H-[4,4"]
B 0% o0E & -6-F

2- ( (2RS) -2-F E -t 1&g fx -1-H ) -6- ( 3-7 - 1€ -
4-F ) -3-H K -3H-W € -4-F1

2-C (2R) -2-F & -ME & kg -1-F ) -6- ( 3-5 -t 0E -4-
B ) -3-BH K -3H-W0E -4-F

2- ( (28) -2-F B -mbog pE-1-F ) -6- ( 3-% -M0E -4-
B ) -3-F E-3H-BIE -4-F

6- ( 3-% -Mbug -4-F ) -2-[ (3R) -3- (3-H & E -F K&
B Mg ke -1-F )-3-F K -3H-BE g -4-F7

1-B & -2- ( ( 4aSR, 8aRS) -/U & -B® W -1-% ) -1H-
[4.4" )% 1 1E & -6-F

1-F # -2- ( (4aS, 8aR) -/U&E -B Wk -1-% ) -1H-[4,4"]
B 0 IE B -6-F

1-B % -2- ( (4aR, 8aS) -\ & -BE W -1-% ) -1H-[4,4"]
B 0FIE B -6-F

6- ( 3-%& -ML g -4-% ) -3-BHH K -2- ( (4aSR,8aRS) - N
- W -1-F ) -3H-WEIE -4-F

6- ( 3-% -MtnE-4-FK ) -3-FF & -2- ( (4a8,8aR) /U -
MOk -1-F ) -3H-IE IE -4-Fd

6- ( 3-% -MmE -4-% ) -3-H FH-2- ( (4aR.8a8) -/\ & -

B U -1- ) -3H-WE GE -4-F
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2-( (2R, 4R) -2,4-" A H IR 0g -1-% ) -1-H % -1H-
[4,4'] % W 0g & -6-F1

(28) -2-[4- (3-% -Mtmg -4-FK ) -1-HF X -6-F % -1.,6-
TG W -2-F R KB R

2- (. (2RS) -2-7FF B -WE & Lz -1-F ) -6- ( 3-% - ML 0 -
4-F ) -3-F E -3H-WEIE -4-F

2- ( (2R) -2-7%F E -ME0g 7 -1-F ) -6- ( 3-5 -1t 0 -4-
) -3-F O -3H-TE UE -4-FF

2-C (28) -2-F B -Wb & kT -1-% ) -6- ( 3-5F -0 nE -4-
) -3-H HE-3H-WBIE -4-F

6- ( 3-% -M0E -4-% ) -2-[ (3R) -3- (3-F & & -F &
B -mbng ke -1-FK]-3-FH K -3H-WE 0 -4-F

2-C (2R) -2,4-Z FF & -OR Mg -1-F ) -6- ( 3-% - Mt 0g -
4-F ) -3-F E -3H-WIE -4-F

(3R) -6- ( 3-% -Mf WE -4-F ) -3-F H-2- (2-5H K -IR
M -1-% ) -3H-BE0E -4-F1

2-C (2R) -4-F & -2-F B -k g -1-% ) -1-8 % -1H-
[4,4']% W 0E & -6-F

1-F B -2- ( (2R) -2-F X -4-F E -k g -1-K& ) -1H-
[4.,4']% W 1€ & -6-FR

2-[ (2R) -4- (2-% -F H ) -2-BH E-IRE-1-FK]-1-F
H-1H-[4,4" )% w1 & -6-F1

2-[ (2R) -4- (3-F -F £ ) -2-F HE -IRKE-1-%]-1-H

H-1H-[4,4" 1% 60 B -6-F1
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2-[ (2R) -4- (4-% -FE ) -2-FH -IRIE-1-KF ]-1-H
B -1H-[4,4" 1€ W 1Eg &K -6-F1

2-[ C2R) -4- (2-H & &£ -FE ) -2-F & -IR g -1-%]-
1- B9 BE - 1H- [4,4']% 1 0F & -6-F

2-[ (2R) -4- (3-H & E-FH) -2-F &£ -k -1-5&]-
1-B9 Bt -1H- [4,4')% 1 0g & -6-F

2-[ (2R) -4- (4-W & E-FHE) -2-F & -IRg-1-%]-
1- B B -1H- [4,4'])% 1 0g & -6-F

2-C (2R) -4-R W HE -2-F & -0k ik -1-FK ) -1-F % -
1H-[4,4") 8 B 0E & -6-F

5-[ (3R) -3-FH E-4- (1-F HE-6-F & -1,6-= & -[4,4"]
BmE E-2-K ) -IRE-1-F]-ER-2-R R ZE

1-H & -2-[ (2R) -2-F H -4- (S-F B -mEmy -2-K ) -IR
e -1-F ]-1H- [4,4"]% 0 0g & -6-F

2-[ (2R) -2-Z HE -4- (4-H & E-FH) -IRBE-1-%]-
1-F & -1H-[4,4" 1% % g & -6-F

2-[ (2R) -2-Z & -4- (4-FEE-FE) - IR E-1-K ]-
6- ( 3-% -MEmE -4-K ) -3-F HE -3H-WF IE -4-F

1-F % -2-[ (2R) -2-F H-4- (MEUE-3-HR E ) -UR B -1-
E]-1H- [4,4']% B g & -6-F

4-0(28) -2-F & -4- (1-F B -6-F & -1,6-— & -[4,4"]
O IE R -2- ) IRME-1-E]-FHE

4- (3R) -3-H HE -4- (1-F B -6-F £ -1,6-— & -[4,4']
B E R -2-F ) -IRMR-1-E)-FH R
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3-F E -2-( (2R) -2-FF B -4-WEIE -2-F -IR IR -1-% ) -
6-Mt 0 -4-3 -3H-W IE -4-Fd

6- (3-% -MbuE -4-F ) -3-H H-2- ( (2R) -2-F % -4-
Mg -2-% -OR ME-1-F ) -3H-WEIE -4-8d

- & -2-{ (2R) -2-F F -4-[4- ( 5-F & -[1,2,4]0& —
mp-3-K ) -FK PR E )-UR B -1-F J-1H-[4,4"] 4 B g & -6-

1B B -2-{ ((2R) -2-F8 B -4-[4- ( S-FE -[1,2,4]8 =
W3- ) - )-UR M- 1-E ) -1H-[4,40]1% 08 0% 2 -6/

1-B £ -2-[ (2R) -2-F B -4- (Mo -2-% %) -IE % -1-
B )-1H- [4,4']% W 0 £ -6-FF

2.0 (2R) -4- (4-9 -K FEEE ) -2-F &£ IR0 -1-%]-
1-FF H -1H- [4,4" )4 & 0g B -6-07

2.0 (2R) -4- (4-F -% FEEE ) -2-8 £ IR 0 -1-% ]-
1-FF H -1H- [4,4"15 W0 & -6-F

2-[ (2R) -4- (3,4-Z & -% PEEE ) -2-F % -UR 0F -1-
H)-1-F B -1H- [4,4°)% 0 0 & -6-

2-[ (2R) -4- (4-H =T H-F PR HE) -2-F # -IK 1 -
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M -1-F ]-1H- [4,4"]% 0 g & -6-F

2-TC2R) -4- (4-Z W EME-XHEE) -2-F & -IR
B -1-F ]-1-F K -1H- [4,4']% 0% 0g & -6-

2-[ C2R) -4- (4-H & HE -FHEE ) -2-5F K -0k & -1-
E]-1-H E -1H- [4,4')% 8 0g & -6-F

-FB £ -2-[ (2R) -2-F B 4. ((Z-2-8 5 ) -IR-1-%
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1-1H- [4,4' )% 5 0E £ -6-F

2-[ (2R) -4- ( F U [1,3] = 18 /%X -5-# & ) -2-F & -IK
M -1-%]-1-B B -1H- [4,4")% 00 & -6-F

1-B F -2-[ (2R) -2-F K -4- (BW-2-HKE) -IRE-1-
F]-1H- [4,4')% 0 0g & -6-F0

3-1 (3R) -3-F K -4- (1-F £ -6-F # -1,6-_ & -[4.4"]
B E-2-KE ) -IRB-1-E]-FHE

2-[ (3R) -3-FF F -4- (1-H FE -6-F F -1,6-— & -[4,4"]
o E-2-K ) IR B-1-E)-FKHRE

1-F & -2- ( (3R) -3-FF £ -2,3,5,6-11 & -[1,2"] % 1t
B -4-E ) -1H- [4,4' )% 05 0g 5 -6-F

1-B 2 -2- ( (2R) -2-FF K -4-ML g -4-F -k -1-K ) -
1H-[4,4" 1% 8 0g & -6-8

1-B H -2- ( (2R) -2-FF F-4-Mbog -3-F -k -1-% ) -
1H-[4,4")% 5 1E 2 -6-F

1-BHE -2- ( (2R) -2-F E -4-Mh g -2-F -IR & -1-% ) -
1H-[4,4']% % 1E 5 -6-8

4-1 (3R) -3-F1 % -4- (1-F 2 -6-F % -1,6-= & -[4.4']
g E-2-E) -IREB-1-E)-FRERBRE=T &R

2-[ (2R) -4- (4-F-E H) -2-H
H-1H-[4,4']% W 0g 2 -6-

1-F & -2- ( (2R) -2-F B -4-mB W -3-5 -0k % -1-5 ) -
1H-[4,4")% 1% 1F & -6-8

2-[ (2R) -4- (4-BE -FH ) -2-F HE -IRMkx-1-F]-1-
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BOEE - TH- [4,4°)8 0 0E 5 -6-F
4-0 (3R) -3-F 2 -4- ( 1-F 3 -6-F1 % -1,6- = 4 -[4.4]
U U R 2.3 ) UR M -1-3 ) BB
4-{ (3R) -4-[4- (3-98 -TH 0F -4-% ) -1-0 £ -6-F 2 -
1,67 & W UE -2-25 ]-3-F K IR B -1-% ) -K B @ P R
3.0 (3R) -4-[4- (3-9§ -ME 0E -4-2 ) -1-F % -6-FF & -
1,6-7 & W5 IE -2-5 ]-3-F0 B -0F 0% -1 -
4-{ (3R) -4-[4- ( 3-% - 1% -4-

5
=

1,6-— G -WE UE -2-F ]-3-F B -0R & -1-% )-% H g
H

W

-{ C3R) -4-T4- ( 3-% -0t IE -4-
1,6-— & -WE g -2-F ]-3-F E -IR B -1-% )-%F B g

2-{ (3R) -4-[4- (3-% -WE g -4-K ) -1-H H -6-F % -
1,6-Z & -M o€ -2-5 ]-3-H HE -IRk B -1-% }-2 B g

6- ( 3-% -MtmE -4-F ) -3-H K -2- ( (2R) -2-F % -4.-
WS UE -5-H -IE 0B -1-3 ) -3H-WBE IE -4-FF

6- ( 3-% -MbmE -4-F ) -3-F K -2- ( (3R) -3-H & -
2,3,5,6-19 & - [1,2' )% 0 -4-% ) -3H-WE 0F -4-F

6- ( 3-% -ME WE -4-F ) -3-H FE-2- ( (2R) -2-F £ -4-
Mt oE -4-F -k B -1-% ) -3H-BE 0E -4-F7

6- ( 3-% -Mt ME -4-F ) -3-H £ -2- ( (2R) -2-FH £ -4-
Mt o -3-F -0k ke -1-F ) -3H-IF 0E -4-F

6- ( 3-% -WtmE -4-F ) -3-H K -2- ( (2R) -2-F % -4-
Mt oE -2-% -0k i -1-F ) -3H-B 1F -4-FF

4-{ (3R) -4-[4- ( 3-%8 -U UE -4-% ) -1-F 5 -6- 3 % -
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1,6-2 & -W5 0E -2-% )-3-F IR M- - KR ME =T B
6- ( 3-% -t 0E -4-% ) 3-8 .2-( (2R) -2-F % -4-

G
[4- ( 5-FF 3£ -[1,2,4]0 — M- 3-% ) -% % ]-I% % -1-% }-3H-

w

W UE -4 -FH

2-[ (2R) -4- (4-GA-FH ) -2-FH E-IRKE-1-F]-6- (
3-% -MEWE -4-% ) -3-F K -3H-WE0E -4-F1

6- ( 3-% -t vg -4-% ) -3-B X -2- ( (2R) -2-F & -4-
WOk -3-F -UR B -1-K ) -3H-I 0§ -4-FF

6- ( 3-7 -Mtvg -4-F ) -3-F K -2- ( (2R) -2-H &K -4-
WE Wk -6-F -UK Bk -1-% ) -3H-FE IE -4-Fd

6- (3-% -MboE-4-FE ) -2-[ (2R) -4- (4-BE-XH) -
2-FF B -UR iR -1-F )-3-F K -3H-W IE -4-F

4-{ (3R) -4-[4- (3-%F -W g -4-%F ) -1-H K -6-f & -
1,6-— & -W 0E -2-% ]-3-F K -IR B -1-K }-5K B ER

4-1 (3R) -3-B H -4- (1-B & -6-Fd K -4-0 0E -4- % -
1,6-— & -WEIE -2-% ) -OR MR -1-F ]-F H B H B -

3-F C(3R) -3-H H -4- (1-H & -6-F & -4-M g -4-K -
1,6-— & -WE 0E -2-% ) -UR MR -1-H -2 B B8R H B5

4-[ (3R) -3-F K -4- (1-H & -6-F & -4-0 g -4-K -

1,6-2 & -W g -2-% ) -IRmBE-1-FH]-K H f

TOHk

%
3.0 (2R) -3-F B -4- ( 1-F 5 -6-F 5 -4- 0 0E -4- 2 -
1,6-7 4 W -2-2 ) R BE-1- - BB
3-F B -2- ( (2R) -2-F B -4-ME U -4-E IR B -1-2 ) -
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6-Mt IE -4-F -3H-¥ 1F -4-Fd

3-F & -2-(C (2R) -2-H E -4-MhmE -3-F -IRmk-1-8 ) -
6-Mt WE -4-F -3H-WE 0g -4-FF

3-F HE -2-{ (2R) -2-H1 H -4-[4- ( 5-H % -[1,2,4]0E —
g -3-K ) -FE]-UR BR-1-K }-6-ME IE -4-H -3H-WE IE -4-FF

2-[ (2R) -4- (4-R-F £ ) -2-F E -k K -1-K]-3-H
H-6-Mt ng -4-F -3H-1 0F -4-Fq

3-H E -2- ( (2R) -2-H F-4-18 Mk -3-F -IRk g -1-% ) -
6-0lt IE -4-% -3H-U% IE -4-F1

3-FE-2-(C (2R) -2-F K -4-BE Mk -6-F -IRE-1-% ) -
6-Mt g -4-%K -3H-¥ 1F -4-F

2-[ (2R) -4- (4-BE-FHE) -2-FE-IRKE-1-F]-3-
B A -6-Mt g -4-5 -3H-% 0E -4-F

4-1 (3R) -3-H FH -4- (1-H K -6-F & -4-1 0g -4- & -
1,6-2 @ - IE -2-% ) -ORBR-1-K]-3FK F B

1-H & -2-{ (2R) -2-B FE -4-[4- ( 5-F £ -[1,2,4]1E —
i -3-F ) -FEJ-IRMBE-1-F }-1H-[4,4"]% & g £ -6-M

2-{ (2R) -4-[4- ( 5S-B & & B & -[1,2,4]1E — W -3-K
) AR E]-2-FOE IR BR-1-KE G -1-F & -1H-[4,4']% B 0E & -6-
mi

2-{ (2R) -4-[4- (5-8 =T FE -[1,2,47m — m -3-HH ) -

B )-2-F E R M -1-E )- 1-F E - 1H-[4,4')% 50 K -6-1

1-BR B -2-{ ( 2R) -2-F1 B -4-[4- ( 5-O 0E -2-3 -[1,2,4]
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oM -3-K ) -F E)-IR MR -1-F J-1H-[4,4'])% B0 K -6-Fd

2-{ (2R) -4-[4- ( S-fr E B E-[1,2,4]E — ¢ -3-H ) -

M )-2-F E IR BE-1-E - 1-F 3 -1H-[4,4']% W g £ -6

2- (. (2R) -4-{4-[5-C (18) -1-F & -2 £ ) -[1,2,4]
e omk 3-F )R -2-F R -IRBE-1-E ) -1-F & -1H-[4,47]
e B -6-F

2-C (2R) -4-{4-[5- (1-IZ & -1-FHE-Z &) -[1,2,4]
e omk -3-B)-FOE-2-F R -IRBE-1-E ) -1-F E -1H-[4,47]
BE W B -6-FF ¢

1-F & -2-{ (2R) -2-F H -4-14- ( ( 2RS) -5-Mf 1§ ke -
2-F -[1,2,4)08 — W -3-% ) -F E]-UkME-1-K }-1H-[4,4']%
g B -6-04

2-[ (2R) -4- (4-{S5-[ C1S) -1-J&k H -2- ( 3H-BRK " -4-
H) -2&E]-[1,2,4]E —®-3-K}-FH) 2-FE-IRKk-1-&
1-1-F & -1H-[4,4") % 1 g & -6-§

1-FF & -2-{ (2R) -2-FF E -4-[4- ( S-F & -[1,2,4]08 =
e -3-% ) -FE]-URMBE-1-F ) -1H-[4,4"]% B 1g & -6-F

6- ( 3-% -Mtog -4-F ) -3-H £ -2-{ (2R) -2-H % -4-
[4- ( 5-F & -[1,2,4]08 — M- 3-K ) -FKE]-IRMK-1-K }-3H-
W nE -4-

6- ( 3-% -ME g -4-%F ) -2-{ (2R) -4-[4- (5-F & & H
Eo-[1,2,4)08 — % -3-K ) -K K )-2-F K -IRMB-1-% }-3-H
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B -3H-¥ 0 -4-F

2-{ (2R) -4-[4- (5-%8 = T H -[1.,2,4])mE — ¢ -3-% ) -
A ]-2-F ORIk B -1-% - 6- (3-% - ME-4-F ) -3-F -
3H-B g -4-F

6- ( 3-% -Mb g -4-%F ) -3-H K -2-{ (2R) -2-H & -4-
[4- C5-Mt g -4-F - [1,2,4]08 — W 3-8 ) -FKHE]-IRK K -1-F
}-3H-W IE -4-Fd

6- ( 3-% -Mb g -4-% ) -3-F K -2-{ (2R) -2-F % -4-
[4- C5-MtmE -2-F - [1,2,4]0 — M -3-F ) -ZF E]-IK & -1-%
V-3H-WF 0E -4-F

2-{ (2R) -4-[4- (S-fg H W & -[1,2,4]m — M -3-% ) -
A E]-2-F R -IRME-1-F - 6- (3-%F -MEuE-4-KE ) -3-F K -
3H-W IE -4-Fd

2-C (2R) -4-{4-[5-C (18) -1-f&g & -Z & ) -[1,2.,4]
e Mg -3-E - R} -2-F OB IR BE-1-F ) -6- (3-F -0 UE -4-
) -3-F E -3H-BEI0E -4-F

2-C (2R) -4-{4-[5- (1-FBEHE-1-FE-Z2 &) -[1,2,4]
mE o -3-E)-RKE-2-FEIRBE-1-5 ) -6- (3-% -0 0 -4-
H ) -3-BH E -3H-W 1 -4-f

6- ( 3-% -MEoE -4-F ) -3-BH K -2-{ (2R) -2-H XK -4-
[4- C C2RS) -5S-MEm fe -2-F - [1,2,4]0 — M -3-K ) -FH
1-WR BE -1-% Y -3H-WF 0E -4-8

2-[ ( 2R) -4- (4-{5-[ (1S) -1-f% £ -2- ( 3H-BK M -4-

) -ZHE]-[1.2,4]m Z M -3-F - FHE) -2-F IR & -1-
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B]-6- (3-% -MboE -4-% ) -3-F K -3H-W 0E -4-8

6- ( 3-% -Mf g -4-F ) -3-H K -2-{ (2R) -2-H XK -4-
[4- (S-ZK F -[1,2,4]m — M- 3-K ) -ZKEJ-IRK-1-H }-3H-
W2 IE -4 -8

2- C (2R) -4-{4-[5-C (IR) - E-FEH-BH £ ) -
[1,2,4]m Z 0 -3-F ]-KRE }-2-FH B -IRIE-1-FK ) -6- ( 3-% -
Mt g -4-% ) -3-F H -3H-IF 1E -4-8

2- C (2R) -4-{4-[5-C (IR) -1-f& & -2 & ) -[1,2,4]
e Mg 3B )-SR -2-F R IR MR -1-% ) -6- (3-% -ME0E -4-
H) -3-F B -3H-WIE -4-F

3-F K -2-{ (2R) -2-H K -4-[4- ( 5-FW & -[1,2,4]1E —
M -3-F ) -FE]-UR BB -1-F }-6-ME 0E -4-% -3H-WE IE -4-F

2-{ (2R) -4-[4- ( 5-F & & B & -[1,2,4]m% — % -3-K
) - E]-2-F K -UR MR -1-K }-3-H K -6-0f 1€ -4-%F -3H-H
WE -4-Fd

3-H & -2-{ (2R) -2-F E -4-[4- ( S-MEoE -2-K -[1,2,4]

BE W3- ) - B )-UR BB -1-%E )64 0E -4- % -3H-UH IE -4-

2-{ (2R) -4-[4- (S-EH E-[1,2,4]0 — ¥ -3-K ) -
A ]-2-F E-UR M -1-F ) -3-F K -6-ME 0E -4-F -3H-W I -4-

2- C (2R) -4-{4-[5-C (18S) -1-FKH&HE-Z &) -[1,2.4]
W3- ]-FEG-2-FEIRME-1-E ) -3-F K -6-0F g -4-

B 3H-WE UE -4-F
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2- C C2R) -4-{4-[5- (1-E-1-BE-Z &) -[1,2,4]
WE M -3-E]-FE ) -2-FHOE-IRBER-1-F ) -3-F E-6-0t nE -4-
B -3H-BZ 0E -4-FF

3-H H -2-{ (2R) -2-F F -4-[4- ( ( 2RS) -5-N 1% 4% -
2-F -[1,2,4]m Z M -3-K ) -FK E ]-UR B -1-F }-6-0 1E -4-
F-3H-¥ g -4-F

2-[ (2R) -4- (4-{5-[ (1S) -1-f& & -2- ( 3H-Bk W -4-
) -ZHFE]-[1,2,47m — W -3-F - FE) -2-F K -IRBE-1-
Z]-3-F K -6-ME0g -4-F -3H-W IE -4-F

2-( (2R) -4-{4-[5-C (1R) -1-fg & -Z &) -[1,2,4]
WE i -3-E)-FE-2-FE-IRBE-1-F ) -3-FH K -6-1f 1w -4-
F-3H-W IE -4-F1

3-F FE -2-{ (2R) -2-F1 B -4-[4- ( S-ML g -4-5 -[1,2,4]
WE M -3-K ) -FCE]-UR MR -1-E ) -6-ME g -4-K -3H-WE IE -4-
B

2-[ (2R) -4- (3-FH -FHE ) -2-F B -IR & -1-%K ]-3-
A -6-Mt 0E -4-F -3H-% € -4-Fd ,

HASZEUHERBY HHEEBBLEUEZTHE

FdimEEYWCHE - LR CEVMREBE BB Y
FXea¥WihZE®REDN -

Eat X (1) kW™ M flw - WTAMEREZARE
LB g e
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g0 R 7 2 p2o
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DS
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HEOURIE - N-F OB UG OR 1.8-Z & &
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fZ ~ NN-Z B E HEE B - N,N-Z B B Z B B - N-H 5 g
e B~ T B OB o - BT W - N B OE BB = g (
hexamethylphosphoric triamide) - K B3 % - K& &% L -
AEHE -BERE _KNELZBBECREY > @ #E A
R 2 W e

kEa®w (XI1) > HHEKRHES RPFEFRF2R (1
) tkEWY o FE B W RAE B DB

(o 2 B’ 51)

- (R%)
. 0 0 RR¢ NH {Jz ’
= 5 4
I I N N s
(R®)g X o RN
(R®), N"N"O
(X) X H
R
x) (R)p (X1)

(Lt i EF > RORALEMAZ Ci-Ce bt F - &L KR
Z C3-Co i & ~ TRMAZ Ce-Cro FERTRMMNRZ Cy-
CoFhE > HMUMFHRIEEREMEFRRMER - )
fea® (XII) \l#E/d > flw - HEZ 3-BRIRKR 3-8
E-WEE (X) ERMEBER (XI) £8 (08 &1k
o SR M - FEH - 2R BB REER - ®
BMe - =24 ZERNZK N-BHEIRIE - N-Z &Ik iE -
N-H E W5 Kk 1,8-Z A MR [(5.4,0]F—H-7-%) 27
ETHEHEEBREHBE 0OCE 2000 RERE R B 5 — i 2

RPETHERE 1 £ 300 NE > BEFFRLEY (XII
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ARREZERGERQE  flo - BEs - o
S ZEE - BEWECBSTEZ-F W
B W Z B B

&

|
1l
A._{
B
H
bt
&

ML I
B EBE o wWE - BX - ZHXEX  NABRESER - W=
fH K =Z8FHK - ZRKIHkFETFEREBE - W F
B2 - N.N-Z B E B R - NN-ZHF E ZBE - N-F &g
e B - Z B OE ol - R OT W - N F OE BB =K (
hexamethylphosphoric triamide) ~ /K BB 4 - K B b
A AE BB XRE _XNEZHRBCESGY > Wk EMH
NI ERvA -

AZBHALESWEBEHEH TPKI M HEME - & H A0
B MR EAMEER WHZREBHRKIE >+ <2 TPKI &%
Kt T H AR 2 M &EM & PHF Z B B &k # & # & M i
B FRUL  ABEBHA S HFEATBMESEB K /5B KX
M ZEBRRKECEBENESERLG - 54 0 AFEHALEDR
AR AEER/RIEE TIREC ERBOGEMEKMG R
MR IME F - ERE B EEHKLERD B ZE S E K
B - ETHE LR KMERE > mSEEARER
REBEMHEHRE ZTBEKX BRBRENESEREARELEE
- BKEBERBER ZE2RRE KEEERMAKE FHBEZEME
BAE MENRRE H6G KEFHENE  FEHK
2R MMEERRET LR  FBREEZRBAEABEKRKE - EM
i BEE #H#8HE - KB 2LE - FAMEMWE
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FRBEE  TH BMHEANK KE&EERBRSEIIELZE®T -

ERNABHLEVEERFRZ2REFEEZGH HMHEHE K
HRHLELEVMEEFRER R ER K -

ARAFAFRAER CEEROOYWERREE Lt X (
D imtteWkRAEEHE LT HESTHEE HBEBEYDRE
KEW - BVMEABSAHELFHERNKLE > £ & H
WELERELEAMERSEEROR N2 EEE2FMNEZ

2 7 b
HZHEHBAYWH AN ERER - EFES A HEERZE%
i B Z—HZELRAYWETESER -
HEZHEHBRYMTENLERE RS > ZMHERY T LUAEMA
AREOERBKFERCERRHARYREREZ - fln - ZE2E
R AR BEC R > Bl AR ORZCEZEZHBRDHWE X
MK - NFER R - BHERBE KBE - EHK - LB -
BEHR - BRREREUY  HEANERBRR Z & 2K
RN AWK ES - AR TER - BEEHR - 8K
LAl - R IR &K (transmucosal preparation) -~ i £
Bl -k AR - BB RELY -
AREHERKREERBEERILEREHNRA > HATH
mrTHERLEE®ENR  EHR/UERZEN - ERER
R BRREBERERL KR IBEEREBEMUER - KB L
AN O R Z
ZEE) » HE

N

m

HE 78 0.01 £ 1,000 mg (&% K &%
BlEr — RER - —-—RF—KERX - NEH
KR —X - 2B HRITHE > K4S 3Bt 5 g #

Y

I

L HBE 0001 £ 3000 mg (EHERBZEE) #RE

- 206 -



200813015

(203)

i}

&
af
2

i
S

AFHKELER EHMEMMERE - RiM > A FWPEE

T RREETIHNENS - BTG RAHER LT
Frai 2 k&Y -

BH 1 2- (1-H K -6-F & -4-M 0 -4-FK -1,6-Z & -8 1¢ -2
HE ) - 1,2,3,6,7,11b-/5 & -0t & {6 [2,1-a] 2 B W -4-F1 ( fk

BB B108)

2-8 -N-K 2 ¥ -2 B %

BLME&®E (13.55 ¢, 120 mmol) R EAE KW A T &
BB E (10.6 g,

2- KX EZE K (12.12 g, 100 mmol)

126 mmol) A Z & H & (100 ml) 2 E® > KREBEBHES

Vo2 B e IMAKKR  HAEEE LR IN B KR
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KB - ERE TRBERER > HE&GYWAE K (20 ml)
FHEBE (30m) CREEYWHERESE  ®HE 2-8-N-FX 2 E-

Z WE & (18.33 g, 93%) .

2-(22-ZHEAEE-ZEBE) -N-EZE-ZHLBE @S
B Z B M — B B (20. 05 g, 191 mmol) i1 % 2-% -N-
KZHE-Z B (1833 g, 92.7 mmol) B E 2% (92 ml) &
CHEW BE®R 20K - kB RUBEBRIRYE B
Bk ERRLUGBBESERZ - ERETBBREB - 4N
BN ZEBEZE (18 ml) FMERMEBEY > B2
DBERUZEZBEAN - ZBEE > ME 2-(2,2-2 84
H-ZHEBE) N-FEZE-ZHEBE®BE (8.77g, 52%)

1,2,3,6,7,11b-5 4 -Mf 0 3 [2,1-a] B ¥ Uk - 4- [
2-(22-“HEE-ZCEEE) N-XZE -2 KSR
B (8.77 g, 29.0 mmol) MEKB ZHME (8.8 ml) K
ZERTHEHBEAY 3.5 /0K - RIKBAZ > K-KDEBK
B BRI 20%E S MK BFRFAREE pH 12 B U &
FRZEN FAHBRBUB KBEERUREBSEEZE > K% ER
B TBREL  UDek-2BZEBELEGY =45
1,2,3,6,7,11b-75 & -t W If [2,1-a] 2 B Wk -4-F ( 4.38 g,

75% )

2 (1-FE -6 K -4- M U 4- -1,6- = G -V E 2-H ) -
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1,2,3,6,7,11b-75 & -0 & 9 [2,1-a] 2 B W -4-f
2-8-3-H K -6-Mt nE -4-FE -3H-M 0 -4-Fd ( 332 mg, 1.5
mmol) B E 1,2,3,6,7,11b-75 & -0t 1 9 [2,1-a] 5 0 W -4 -
(313 mg, 1.55 mmol) ~ = Z & (0.223 ml, 1.6 mmol)
A NN-ZHEHEKR (8 ml) P23 % BBESEY 4/
M EBEBHR K- KINMEFBBE  FEHEINIBYRKEO A
BB E  KLUOKBFBERBELZERE  HHEB 2- (1-F &K -6-fF % -
4-Mt mg -4-FH -1,6-—_ & -8B g -2-% ) -1,2,3,6,7,11b-/5 & -t
i [2,1-a] 2 BEW -4-F (555 mg, 96%) - DL 4N BB R Z

RZBEYPTZHEREE  ELAHECHERKE -

BH 2:2-(1,3,4,6,7,11b-% & -Mk B i [2,1-a] 2 ¥ W -2-%

) -3-F K -6-MLuE -4-KE -3H-W I -4-F0 (& WHmMIFk BI109

)
N
l/
N_O N
ENT EN] % X
H H N"NO
N_’ Me

1,3,4,6,7,11b-X & -2H-M B I [2,1-a] B & W
1,2,3,6,7,11b-5 & -0t 8 i [2,1-a] B ¥ W -4-8 ( 3.03
g, 15.0 mmol) INE & A #Ed (1.14 g, 30.0 mmol) R M &
kM (63 ml) FZHEB  RKREBEREGWER 6 MNE o K (
1.2 ml) -~ 1S%E & LMAKBE® (1.2 ml) Bk (3.2 ml)
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KEMEKRGSADZER > BEIABRY REEE TR KRB A

» BB 1,3,4,6,7,11b-X G -2H-ME B3 [2,1-a]E B W (2.77
g, 98%)
2' ( 1333436’7’11b'7l_\‘l§\4'u£t U%j]'j[2,l-a]j§iﬂ§é u% '2'%) '3'$

F-6-MEnE -4-F -3H-"% 1E -4-Fd

2-8F -3-FF K -6-MEnE -4-% -3H-WE0E -4-F ( 332 mg, 1.5
mmol) 1 E 1,3,4,6,7,11b-KX & -2H-M B 3if [2,1-a] & B W
(292 mg, 1.55 mmol) ~ = Z & (0.223 ml, 1.6 mmol)
M NN-ZHEHFER (8 ml) F2ZBR BRESGYW 6 /)
fF R FEK-K P EBEER - MAK-K%B  BREKNZEBE
ZEMSE  EAREBLHE KEEXRKRIURBKSEGZ B - £ BB
TEERBRE  KEKEWBEMHEBAMAA (KERK S —&F
fe /R EE = 95/5) WEEELKEY (530 mg, 95%) - LA
AN BMBRZBZIEPZERERE ELEHECHERE (

495 mg)

g H 3:2-( (4aRS,10bRS) - = -3,4,4a,5,6,10b-5 & -

QH-Z % [1,2-bI[1, 4]0 16 -4-25 ) -3-F 5 -6- (W og -4-% ) -

3H-WE g -4-F (LS ¥WHwmHFT B7)
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o
NOH NJ\ NH,
(o) (0] O H O Hci
o : O H
NJK/CI — - NJJ\,Cl —_— NH ——
o H OHH O A

3,4-Z @ -[1,2]1% 8] 2-/5

=wm B (25 g, 171 mmol) ME=T & (22 g, 196
mol) K &F f B& 2 KB (26 g, 222 mmol) A = Z B ( 200
ml) REBE=ZTHE (200ml) F 2 A%  -FBBEREEZRT
BH 4P RARBERELETREBZHE  ZEBEBEMN 1N
BERE K B W (200 ml) - DL=& P 5 2 B Rk DL K BB S
R BREBMR  BHRYWIUZEZEBER RN E B
HEREFO&BZ 3.4-2Z&-[1.2]F 8 2-B5 (21.5 g, 123

mmol, 72 % )

N- C1-f & -1,2,3,4-URFE-2-8) -2 F %

R (24 g, 367 mmol) I E 3,4-Z & -[1,2]5 8
2-f5 (21.5 g, 123 mmol) WM Z B (200 mw) Kk Z B B (
150 ml) 2 BH® FIBBEREZERTHESE 12 N - &
EWEEBREBETREREMNR  RBEWEKNZRFKMEHE
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- AREBLUEOKEERLUBE KRB SELZRE - BREB %
BKBRYMUZLZBZIEREELE MUk #HEEGLEZ
N- C1-Fd & -1,2,3,4-10 & 2 -2-% ) -Z WM (16.5 g, 81

mmol, 66 % )

2-f% B -3,4-2 & -2H -1-Fr B8 R HE

N- C1-Fd B -1,2,34-UGRZE-2-H) -ZEKk (16.5 g,
81 mmol) I E 3N EE KB W (270 ml) R F 100 °C F
B s/AK - BREBZ  RBRIIEBEYB®ELE  LZEER%
CRMMEZR HERLDGBLEBZ 2-E-3,4-Z & -2H

ZE-1-BFIEEEE (16.0 g, 81 mmol, 100 %)

2-% -N- (1-f & -1,2,3,4-U R FE-2-%F ) -2 B %

®ZE&HE (14 g, 124 mmol) ME 2-f H -3,4-2 & -
2H-Z-1-Fi BB EW (16 g, 81 mmol) K =Z % (41 g, 405
mmol) R IWHEMBMEE (600 ml) W2 HBK > REBEHBREAY I
N - FTRBREKRKRZIBZEBMASE - BHE LB KB
oo UMBRELZSR  RERETRE BRVWEEHWERE
B MAL (EREE S-I0FER=ZEEEFTZEK)
T HERBEABELZ 2-8-N- (1-F & -1,2,3,4-19 & % -2-

) -Z 8% (7.58 ¢g,31.9 mmol, 39 %)

2-% -N- ( (1RS,2RS) - -1-L K -1,2,3,4-10 & -2 -2-
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&k (0.93 g, 24.6 mmol) I E 2-&-N- (1-F
H-1,2,34-W G ZE-2-F ) - 28k (2.91g, 12.2mmol) R
FE(30ml) 2K - ERExz2R (LEEEBNTR
) > BEABKBEMAKmMS & - &k pH BL 3N B B K
BRFAEE S-6- THRBAREAN=ZKFRHESE - A #
BLUH KER DURBRSEZRE KREREBTRE BE&Y
REWBEREBWM/A (BERK P 5-10% FER=Z&F K
PXBR) cHEBERBEBBE&EEL 2-&-N- ( (1RS,2RS) -
RA-1-WE-1,2,3,4-WF-F-2-F) -Z8HE (2.92¢,12.2

mmol, 100 %)

( 4aRS,10bRS ) - & X -4a,5,6,10b- U & -4H-Z ¥ [1,2-
b][1,4 ] iE -3 -

AL (60%RWEYHP o8 K, 1.25 g, 31.3 mmol
) ME 2-8-N- ( (1RS,2RS) -R A -1-F H -1,2,3,4-11 & -
F-2-H) -2®K (292 g, 12.2 mmol) R SKIKM (30
ml) F2HAK EREx2Z2FE (LEBEBENMRE) » @8
A E R B MAKT S # > &k pH Bl 3N BERAKBRAREE
5.6 - T B BREKXKN=ZERKHEISE - AHELEKE
oo U BSEZER REBEBTRERERE BHEVDEKEVEBE
B M (RBR S-I0EER=ZGEF KT ZHEK)
, BB B g @5 2 (4aRS,10bRS) - = -4a,5,6,10b-4
& -4H-Z AW [1,2-b][1.,4]EE & -3-F (1.06 g, 5.22 mmol, 43

% )
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( 4aRS,10bRS ) - = -3,4,42,5,6,10b-7Xx & -2H-Z if [1,2-
b][1,4]0E Bk & B i

B=HEW KR (2.85 g, 26.2 mmol) jN E M & 1k # (
0.29 g, 13.3 mmol) R PG BT (20 ml) FZH W > K
ZEm P RAFAESE®W 1 K - ( 4aRS,10bRS ) - HK -
4a,5,6,10b-4 & -4H-2%2 W [1,2-b][1,4])0E Bk -3-F ( 1.06 g,
5.22 mmol) RIMGE KM (10 ml) FZHERIMEFFEF B K
C REZER THESE VLADE - BE/AALHBINARLKS AN Z B
Wtk BWLL NG EAF KBRS pHFEAEE 12-14 K
£ 80C THHE 2 - maAlk  “hkE_--FE=TIH (
1.4 g, 6.41 mmol) MNE 0C FTZHEWK REZBETERE
EMI1IINE  FREEYWEKNMZIBZEMASE - BHE
DEkER  LDHREBRSEZR  KREEZTRE BHEYK
HBRBEMEBMMMAL (KRK S 5-10%F B R =& F &Kk F
ZWBEW ) > KB HE AWM (4aRS,10bRS ) - K K -
3,4,4a,5,6,10b-75 & -2H-ZE 37 [1,2-b][1,4]0E & -4-%% B 5 =
THE  -&SALE& (4N) RZ2BZEFZ2BERME B RS
ETEHBE-REZCHENFE (30ml) f2BEK - FF5EE
EMEZRTHEB 1K RKRBEBTEEREBTES - ¥ K
mEEHE - LZBZEBER  KNNEZE  HEBSA[H GG
#8 < ( 4aRS,10bRS ) -/ = -3.,4,4a,5,6,10b-/5x & -2H-Z

[1,2-b][1.4]FE R EE R EE ( 0.7 g, 59 %)
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2- ( ( 4aRS,10bRS) - 3 -3,4,4a,5,6,10b-5 & -2H-% ¥
[1.2-b)[1, 4]0 B -4-2% ) -3-F % -6- ( W Ig -4-% ) -3H-W
TE -4 - [

2-F -3-FH B -6- (W IE-4-2 ) -3H-WEIE -4-8 ( 0.25 g,
1.12 mmol) - ( 4aRS,10bRS) - 5 -3,4,42,5,6,10b-5 & -
2H-ZE A6 [1,2-b][1,4]ME E B EE B ( 0.3 g, 1.33 mmol) F& =
Z W (0.4 g, 3.95 mmol) RIWGFBMW (15 ml) f ¥ &K
£ 100 °C TH#® 48 /K - MIBEAYWEKMN=Z&Q F KM
ol EHEBLUE KER  DURBEBSEZE  KRAEBRETR
e - BBRYRKBEYRBEREBMMMAL (KEE > 5-10%F B
RZ&BPHRFZIBER) » BB RBEBEBHEBEZ 2-( (
4aRS,10bRS ) - & = -3,4,4a,5,6,10b- A %4 -2H- 2 it [1,2-
bJ[1,4]mE ik -4-K ) -3-BF K -6- (BEIE-4-FE ) -3H-W I -4 -

(72 mg, 0.19 mmol, 16 %)

B H 4:2-( (4aRS, 10bSR) -JE X -2,3,4a,5,6,10b-K % -
WM [1,2-b][1,4]08 Bg - 4-F ) -1-F B -1H-[4.4']% w5 g X -

6-F (v &% # 5 B30)
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2-% -N- ( (1RS,2SR) -JE K -1-F &K -1,2,3,4- U & -Z% -2-&
) -Z K B
ZS-ETHEWME&AE (1.0 M RIEEKRMFP ZE K,
70 ml, 70 mmol) I E 2-& -N- ( 1-Fd ¥ -1,2,3,4-/9 & Z -
2-% ) -Z Ei B (7.58 g, 31.9 mmol) RIM&ABKM (500 ml
) F R - EREZTZRH (LEBEMHKE) - & E2H
BIAREBEMAKT M > K pHU NBEEBKBARAEE 5-6
RegMWEKKN=ZRKFRHEISE - ERELEKEKEK -
DmBagwl RKRERBTRE ZBEHRYKHWBERE
sk (RIBE ) 5-10% FEBARA=Z&GKF KPP ZEKR)
HESHHE&LB 2 2-8-N-( (1RS,2SR) -IE X -1-8 & -
1,2,3,4- MU&E-Z-2-%) -Z 8K (5.4 g, 22.6mmol, 71 %

)

( 4aRS,10bSR ) - JIE &K -4a,5,6,10b- U & -4H- 2 i [1,2-
b][1,4]ME B -3 -

St (60%N WY WP ZoEWK, 2.0 g, 50 mmol)
mZE 2-%#-N-( (1RS,2SR) -JE = -1-¥ % -1,2,3,4-10 & -
ZE-2-E) -ZEERMK (542 ¢, 22.6 mmol) RIEEFEKM (500
ml) FZHK EXExZ2HE (LERBEBWHKE) > BE
B R AKT M K pH DL 3N BERKBERHARE
5-6 - B BABREKRM=ZEFRBEIHE - BERELBEKE
o UM BSELZRE  REBEBTRE BHYUSHWEBE
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HEMiMib (KZRBEBE  5-10% FER=ZGRF\FHEDZEK
)  BlESsSOME B2 (4aRS,10bSR) -Jig = -4a,5,6,10b-
O & - 4H-Z 46 [1,2-b][1,4]E & -3-F (4.6 g, 22.6 mmol,

100 %)

( 4aRS,10bSR ) -Jig = -3.4,42,5,6,10b-75 4 -2H-Z it [1,2-
b][1,4]0E ik B B &
=W EWL (12.3 g, 113 mmol) fn E M & 1k £ (

1.23 g, 56.5 mmol) AT &E M (100 ml) F 2 &K K1
ZEH®R TEHESEY 1 /K - ( 4aRS,10bSR ) -JH = -
4a,5,6,10b- U & -4H-Z% 6 [1,2-b][1,4]ME & -3-f ( 4.6 g,
22.6 mmol) M IWH KM (20 ml) FZERMEMEBRK
FREZEHRTHE®S 1K BEANLCHIDALKSNZEK
% B NG EAMF KBKRE pHFAEE 12-14° R &
BO0C TH#® 2/ K - mal&k  —HmE_-B2=THE (6.0 g,
27.5 mmol) fIE 0C TZHWR  REZBRTHEBREAY I
INEF - B BREKMNZBZERSE - A% B LLEKE
oo UMBSERZER  REBREBTRE BHRULEHVWEBE
HEHMAE (HKEBK S 5-10% FER=ZEFED 2B K
) BB B EEeWm < ((4aRS,10bSR) -JE K -3,4,4a,

5,6,10b-7'_\‘ ﬁ "2H-73~%: Az [],2-b][1,4][]1?§ U% _4_#& Eﬁ% = Tﬁ'é .

1]
]

™

#MLE (4N) RZBZERTZBERMNME FTHE RS
EHRE-REZIHRLFE (100 ml) 2 BE - AT BB
AZER MRS 10 RKREBRBTBEBRER - BN ERY G

-
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B DZ2BMZIZEBER  EANUZk HEEBELEEEZ
( 4aRS,10bSR) -JI§ =% -3,4,4a,5,6,10b- & -2H-2 i [1,2-

bJ[1,4]0E 5k B8 g B8 ( 1.56 g, 6.91 mmol, 31 %)

2- ( ( 4aRS, 10bSR) -JiE = -2,3,4a,5,6,10b-S & -ZE {6 [1,2-
bI[1,4]0E I -4-5 ) -1-F F -1H-[4,4"]% B g & -6-Fd

2-F -3-F H -6- (M IE -4-3 ) -3H-BEUE -4-8 ( 0.26 g,
1.17 mmol) -~ ( 4aRS,10bSR) -JIE =X -3,4,4a,5,6,10b-75 & -
2H-ZE 3t [1,2-b][1,4]EE B EE B (0.4 g, 1.77 mmol) K =
Z ke (1.2 g, 11.4 mmol) MRIUEBM (20 ml) 2 &K
£ 100C T #H# 48 /K - FIBBREARKN=ZAF KHE S K
 ERELDEKER  UWBELZR  KEBREBTIRME -
BeYWRBWEBEEERBENM MM (KLREK  5-10% HFER=
RFERPZIBER)  HESAE&BZ 2- ( (4aRS,
10bSR) -JE = -2,3,4a,5,6,10b-N & -Z {6 [1,2-b][1,4] & & -

4-F ) -1-H E -1H-[4,4"1&#E g E -6-f0 (0.37 g, 85 %)

i)

Bl 5t 6- (3-% - E-4-FH ) -3-85H FE-2-( (4aRS,10bRS
) - &K -2,3,10,10a-04 & -4aH-4,9-— & % -1-7 % -3 -1- &

) -3H-BEIE -4-f (L&Y B31)
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: ‘n’ : T : Y : ‘n’ NH,
OTs HCI
0]
/U\,CI —_— NJ\/CI———> NH —
(o] OHH
N\
O >
HCI N
Me

B W -4-F 5

B W -4-F (46.5 g, 314 mmol) WM KE (160 ml)
KR EBERE (51 g, 734 mmol) I E KB W - AT
TEBRER 8 /MK > AR WAIEER]R - BB £ BE T XH
H o OHBHBSBYWEAKNZ-Z&RKkBE>E - F# &L 1IN K
KEWRMBRKER  LHRBELTERE  RKREBRETRE &
MBYWEEE > LUZERNBER  KNLUEZE HERKH
BEmBE B Wm-4-FA5 (22.9 g, 275 mmol, 88 %)

@i -4-F O-%H H 2K Fi fi5

HHEEEEBES (52.5 g, 275 mmol) N E @ jm-4-F fi5
(44.9 g, 275 mmol) RMBE (275 ml) 2 F K Kk £ £ &
THE®HESY 12 K - AHERE TZXREE HESGY
EARKMZGQF B o - F®E L IN B KB R KK
B MBS B  KREBMEBTITRBE ZB&HYWUZER

-219 -



200813015

(216)

MERX ENUEZERE HEROoGE&EBIZIEW-4-F O-#

H X m s (85.1 g, 268 mmol, 97 %)

3-f% B -t B -4-F0 B B HE

Z & f# (23.7 g, 282 mmol) M ZE (150 ml)
LEBBRMEG@m-4-F O-H FEFAB (85.1 g, 268 mmol)
REBE (250 ml) P BAREREEZR TREBBESY 15 /)
Fr - KUl (FREBEBRH) BRELEERDL - ZBRER - &
wmA 37%EER (20 ml) REZBRTEBFASBER 2 /-
B - BREBB®R BHEYUZEBEEMNUGZ R > BHES
HEBE®RBZ 3-BE-AH-4- B HEE (53.5 g, 268 mmol,

100 % )

2-8 -N- (4-FA B -2 -3-8 ) -Z B %

RLMEHR (41.6 g, 368 mmol) N E 3-f& & - % -4-W
BE s B8 (67 g, 335 mmol) K =28 (102g, 1.01 mol)
MEmkm (700 ml) P2 BBRRBREAEY | NN - T 5
BREKXKMZBZIEBEHMOE - ERELLEKE R > UGB
ERR O RERETRME BRYUKCHAWBEMREE T H L
(TRE : 5-10% FER=ZGKRFRKFZAER) » 8B H
BaEEL 2-82-N-(4-Tn & -Am-3-B2) - 28K (22.6 g,

94.3 mmol, 28 %)

2-8 -N- ( (3RS, 4RS) -X X -4-WEEBH-3-F ) -2 B K
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& fedm (0.9 g, 23.8 mol) fNE 2-F-N- (4-F X -
B -3-%) -2 (3.5 g, 14.6 mmol) A H EE (30 ml
) PRXER - EREXTZR (LLEEBEFKRE) - B& R
Bl B AKMS M R pHI 3N BEBEKBKRFAEE 5-6
M BABABREKRKN=ZLKFIBE SR - AHREULEKE L
DR BERZR  REBREBTRE BRBEYKCEHVDEBEHE
e (HBE S 5-10% FER=ZRKF KPP ZBHER)
KERBBOE®RLZ 2-8-N-( (3RS,4RS) -R A -4-LBE @

W-3-FE) -Z28K (3.5¢g,14.5 mmol, 99 %)

( 4aRS,10bRS) - = -10,10a-_ & -1H,4aH-4,9-_ & 5 -1-
&M -JE-2-H

A (60%MN WY WP o EK, 1.3 g, 32.5 mmol
) MME 2-%-N- ( (3RS, 4RS) - K -4-B E & -3-% ) -
ZBifg (3.5¢g, 14.5 mmol) MRIM&ELM (300 ml) 2 &
- ERExT2R (LEBERMHRE) r @2 A B K H M
AKX k pHE SNHEBEKBRAEE 5-6- 1B B
MEKXKM=ZGQFHES>E - EHELHEKE R » KBS
R REBREBTIRGE BHEVWKEVWBERERET ML (
il > 5-10% FENR=ZEFRFPCHER) » BEBSH
B i (4aRS,10bRS) - = -10,10a- = & -1H,4aH-4,9-

ME-1-F M -JE-2-F1 (2.68 g, 13.1 mmol, 90 %)

#

( 4aRS,10bRS ) - & = -2,3,10,10a-P4 4 -1H,4aH-4.9- = %
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ME-1-F M -JEE BB

B=ZWREWE (7.2 g, 66.3 mmol) 1 £ Ml & 1 £ (
0.72 g, 33.1 mmol) R P EFKM (S50ml) P ZHERREEE
BT ¥ 1 /N - (4aRS,10bRS) - & -10,10a- = & -
1H,4aH-4,9-— & % -1-% %% -3 -2-f (2.68 g, 13.1 mmol)
RMEKkm (20 ml) P2 BBRMEFSEBEREEERT
BH 1K BHENANLHEDARKRKSAZBHRE > BB
6N S S KB K®E pHFAEE 12-14 K7 80C T ##
2 NBF e mAlR > B _--FE=TH8 (3.5 g, 16.0 mmol
) ME OCTZEWR  REERTHEBETBEBEKR 1 /N -
FMTEEREKRKMZBZERMSE - EHREULEKERE - L
MBEgELZR  KRERETRE BHEYKEWEBEREEW
M (BIEW P 5-10% FER=ZGKFRrPZER) » #®
B EHEMmAams (4aRS,10bRS) - % -2,3,10,10a-F0 4 -4aH-
4A9-“H M- 1-AH-FE-1-ABRE=ZTHE  -&Hia (4N) B
LBILBPZCEBRMNMEFSEBE=ZTEEXRE-REZIER
HEE (30ml) P2 @K BEWEEZRTHE®E 1 NE -
REBERETZRSE  -BEBYAEEY  UNZIBZIBERB®
C RmMHlER BHERBEABHEMBZ (4aRS,10bRS) - K -
2,3,10,10a-74 4 -1H,4aH-4,9-— & % -1-5 % - - @ BB (

0.4 g, 1.76 mmol, 13 %)

6- ( 3-%F -WbnE -4-FEH ) -3-H FE -2- ( (4aRS,10bRS) - = -

2,3,10,10a-09 & -4aH-4,9- " 4 % -1-% 8 -JF -1-5H ) -3H-I
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IE -4-Jd
2-% -6- ( 3-F WL oE -4-FE ) -3-F HE -3H-WBE 0E -4-F (

0.16 g, 0.67 mmol) ~ ( 4aRS,10bRS) - = -2,3,10,10a-

%&g

WM& -1H,4aH-4,9-— & # - 1-RZ ¥ -FE-BEKE (0.2 g, 0.88
mmol) K =2 (0.7 g, 1.92 mmol) RIS KM (10 ml
) MZ WA 100C T H# 48 /N - FTB B REKTN=Z R
RicM ol > EHREUHE KEREX  DUREBSELZE  KAER
BTRW ZBHYECHYVBERBERMAL (HRK  5-10
% FER=ZHf FEKFPZER) 550682 6-(
3-& - Mt wE -4-% ) -3-H K -2- ( ( 4aRS,10bRS ) - = -
2,3,10,10a-/4 &, -4aH-4,9- — & % -1- 5 % -JE -1-% ) -3H-mF

E -4-f1 (0.13 g, 0.33 mmol, 49 % )

Bl 6 : 6- (3-% -MnwE-4-F ) -3-H FE-2-( (4aRS, 10aRS

i}

) -ME =X -2,3,10,10a-P4 & -4aH-4,9-= & % -1-F 5§ -3 -1-%

) -3H-WEmE -4-F (b &Ik B4s5)

2-%-N- ( (3RS.,4SR) - JEXX 4-REGAWm-3-F ) -2 B &
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SETEWMEHLE (1.0M RS KRF N B K,
190 ml, 190 mmol) 1 £ 2-&% -N- (4-fARE-BH-3-%) -2
Bi B2 (22.6 g, 94.3 mol) MMM (1000 ml) F Z &
e ERET2R (LEBEBENMME) » @82 & B & B0
AR R pHL 3INBRKBEKRFAEE 5-6- F1 5 &
BREKN=ZEREM>E - EHEBLE KERL  LIREKS
RO REREBETRE ZBEWKLAWBEMLERET ML (
HTIRWK : 5-10% FER=ZGEHERFZIBER) > HE B H
B Z 2-%-N-( (3RS,4SR) -JE = -4-¥ & & % -3-H

) -Z R (19 g, 78.6 mmol, 83 %)

( 4aRS,10bSR) -JIE =X -10,10a-—_ & -1H,4aH-4,9-_ & %t -1-
& M -JF -2- T

G (60%N WY M P 228K, 6.3 g, 158 mmol
) mE 2-&-N- ( (3RS,4SR) -JE X -4-F E & W -3-F ) -
ZHEfE (19 g, 78.6 mol) MMM EBM® (1000 ml) &2 &
we-ERExZER (LEBRENRE) > BEHABKLHEM
AKMM o8 Kk pHE SNBERBRKBRFAEE 5-6- KB
WMEKXKM=ZGQFKESE - FHRELLEKEREX DR KS
B REBBTRE ZBHRYUKHWBEREW ML (
TIRE +5-10% FER=ZG&HFKKPTPZIER) H BB A

0

(B
i

Z (4aRS,10bSR) -JIE & -10,10a-—_ & -1H,4aH-4,9-

=]
=]=]

SO -1-FA H-3E-2-F0 (6.6 g, 32.2 mmol, 41 %)

|l
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( 4aRS,10bSR ) -JE = -2,3,10,10a-4Y & -1H,4aH-4,9- = %

—_—

M -1-F # -3F

BR=ZFE®K (17.5 g, 161 mmol) I E Ml & 1k 8 (
1.8 g, 82.6 mmol) MG MM (100 ml) h Z WK k& =
BT EBESY 1 /B o (4aRS,10bSR) -fE =t -10,10a-—
F-1H,4aH-4,9-— F§ # -1-F # -FF -2-B1 (6.6 g, 32.2 mmol
) R EB® (20 ml) W ZHERMEFBERREZ B
THEZ2 1A -BFEBEALBMALGKDANZEBERE > BK
BL6N A M KB HKE pH BEE 12-14° B FE 80C F
B 2 N WAl “HREE Z -5 =THE (7.8g, 35.7
mmol) ME OCTZHW > REZBRTHBEREAY 1 /K
"B RAVWEAKNZBZEMSE - B %8 LB K F %
DM BEYERE REREBTER BEVSCHAWEER
AT L (BRI 5-10% HER=ZRBFREFZHEK)
BB B W@ M2 (4aRS,10bSR) -JE X -2,3,10,10a-14 4 -
4aH-4,9- " § - 1-BH-FE-1-ZME=THE - &4 & (4N
) RZBZETCHERMEFRBSE =TS ERE -F#E
B REE (100 ml) 2B W - BB HREZTETER 1
INEF o RWBBERE TR - BUIBRYBEL > LZBZ
BEE ¥ > Rzt > ®%ESHE%EZ (4aRS,10bSR
) -8 = -2,3,10,10a-P4 & -1H,4aH-4,9-_ & % -1-5F & -JE E&

Bt B8 ( 5.36 g, 23.5 mmol, 73 %)

6- ( 3-% -MLoE -4-% ) -3-H H -2- ( ( 4aRS, 10aRS) -Jg = -

-225 -



200813015

(222)

2,3,10,10a-0U 4, - 4aH-4,9-— & # -1- [ % -FE-1-5H ) -3H-%
IE -4 - f

2-% -6- ( 3-% WL OE -4-FE ) -3-F E -3H-W 0E -4-F (
0.21 g, 0.88 mmol) -~ ( 4aRS,10bSR) -Jg = -2,3,10,10a-
U4 -1H,4aH-4,9-— & 5 -1-% % -F W B W (0.2 g, 0.88
mmol) K = Z I (0.45 g, 4.45 mmol) R E KM (10
ml) 2 BEWAE 100C THEH 48 NBF - T 5 % W 7E K F
SEAFEKRBEOKE  EHREBLEKER  DRBSEZERE K
FEWETRE BREYKLEBEWBERERE M4 (5% EKE:
5-10% FER=ZHKFRYPZIBER) r B8 RHERBZ
6- ( 3-% -MpmE -4-% ) -3-BH F -2- ( ( 4aRS, 10aRS) -JE = -
2,3,10,10a-/4 4 -4aH-4,9-— & % -1- 58 - -1-% ) -3H-I

E -4-81 (0.12 g, 0.38 mmol, 34 %)

BB 7 6- (3-% -MLoE-4-%H ) -2- ( ( 4aRS, 10aRS) -K
* -2,3,42,5,6,10b-75 & -1H-2E it [f]# W -4-% ) -3-H & -

3H-W o€ -4-8 (L& ¥ M5t B40)

0 —( L) Ve —

| N
7 F
A

— %H — 3 )N'\
HCI )
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1,4,5,6-PY & -2H-Z 3 [{]/E W -3-Fd

2-F W Bl (25 g, 171 mmol) IMEHH EXBE (3.2 g,
16.8 mmol) KMt £ (15 g, 211 mmol) FAEH E (250 ml
) P B W 0 RFHB B WL Dean-Stark # & 78 [@ ¥ T i &
- ERAKBABLE > AIBKREBE  HEBSHFGWHMINGK
- WM BEIE (46 g, 647 mmol) L—RMEKLBEBHHEH - K
FfTEBEGWA 100C TmMHE 2 K - K (100 ml) IERK
BEEYRIUBREBRK pH HEE 3-4- IEBRU=ZER
HHRZEN > BEBRBLEKER  DREBESEZE S RER
BTR#E BRYUWUIBIEBER  RNUZE WES
H&&BZ 1,4,5,6-00 & -2H-F it [f]¥E W -3-F1 (28 g, 140

mmol, 82 % )

( 4aRS,10bSR) -X = -1,4,42,5,6,10b-7A & -2H-% it [f] &
Wk -3 -

A 1,4,5,6-00 & -2H-2K 3 [f] M W -3-8 ( 10 g, 50.2
mmol) K =ZEWk (17.5 g, 150 mmol) A = & B & (
100 ml) 2 REYER 10 508 - FRERINDAZEZBE (
69 g, 605 mmol) U HEHK®EHX  REZEBHTHBELSY 3
WK - TEBEREAEYMUBMBKEBEH KBRS N I U=&
Rt 2 - EREUB KBER LR EBSELZE  RkERE
TR®#E B&HYWUIBIEEBEREX  RKNUEZHE  #HESBH
5 2 ( 4aRS,10bSR) - 5 -1,4,4a,5,6,10b-75 & - 2H-

S A [£]™E Wk -3-8 ( 7.94 g, 39.5 mmol, 79 %)
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( 4aRS,10bSR) -/ =& -1,2,3,4,4a,5,6,10b-/)\ & - i [f]¥&

]

2

=R E®H (21.5 g, 198 mmol) fn E M & & # (
2.1 g, 96.4 mmol) RIEGEBME (200ml) P2 HRKEZE
mT®BERESEYW 1 /K - ( 4aRS,10bSR ) - & K -
1,4,42,5,6,10b-75 & -2H- ifi [f]/ W -3-8 ( 7.94 g, 39.5
mmol) AW EKMB (50 ml) P X BEBRMEFNBBEBREE
ZERTHEBESY 1K - BE/DLHMNARKS AN ZE
Wtk - BWLL NG ELHF KBHBE pH FEE 12-14 K
f£ 80°C TH#H 2 K - mAlE  —HBEB_--B=TIHE (
10.4 g, 47.7 mmol) MEFE 0C TZHW > REXZ|T#E
1N - BEAREKMZBZEMSE - BB LLE
KEHER LR BSELR  REBEBTRE BHYKLHW
REMNE B M (EHEW  5-10% FEA=ZRKRF KR P2
B  HERMEeEmZE=ZTHE (4aRS,10bSR) - = -
1,2,3,4,42,5,6,10b-/\ & - W [f1EE Mk -4- X R 56 = T B -

k& (4N) RZBZEBEFRZCBERMNEFRBSE=T & & K
H-RECHMNFEE (100 ml) P 2HBHK - TBBEREE
BTHE®E 1LIE > RBABEREBETTESE  BRYWULZEZ
BEdE ¥ > RMMUeEZE  HESO06E&®Z (4aRS,10bSR
) - X -1,2,3,4,4a,5,6,10b-/\ & - K i [f] 1 W B B B (

6.0 g, 26.8 mmol, 68 % )
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6- ( 3-% -0k wE -4-% ) -2- ( ( 4aRS, 10aRS ) -K 3 -
2,3,42,5,6,10b-75 G -1H-% i [f]® W -4-3 ) -3-FH &£ -3H-1
E -4 - Fd

2-% -6- (3-F MEwE -4-F ) -3-F E -3H-W g -4-F (0.8
g, 3.34 mmol ) - ( 4aRS,10bSR ) - K 3 -1,2.3.4,4a,
5,6,10b- )V & -K W ()M EEEE B (1.0 g, 4.47 mmol) R
=Z#E (1.7 g, 168 mmol) MR IE KM (20 ml) ¥ &K
£ 100C THH 48 /MK - IBABREKNM=ZA F £ EHE
ARG LEKER LR BELER  REKRETEE -
REBEWEBHYBEREBAMMA (KERBK S 5-10% HFERK=
ERIPCHER)  HEBHEREZ 6-(3-4 -0 -4-
H ) -2- ( (4aRS, 10aRS) - 7 -2,3,4a,5,6,10b-A & -1H-
NG [f1WE W -4-% ) -3-F K -3H-WE -4-F ( 0.14 g, 0.36

mmol, 11 %)

B 8: 3-FH E-2-( (3R) -3-FF EIEW-4-5 ) -6- ( B IE -
4-K ) -3H-BEmE -4-F (L& ¥HH B63)

Me
Me
oy, — "N, — *NI) — &ran
OMe OMe OMe

Ne
Me llm
—>(LNH —
o/ Hel Mem\
KLN N0
o/ Me

(2R) -2- (4-FEEFEBKE) -F-1-5
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4-B RS FHE (18.1 g, 133 mmol) ME D-K i B
(10 g, 133 mmol) A H EE (100 ml) th Z & K I F & &l
U|EH KBEEBRESY 30 & - WEth (5.0 g, 132
mmol) MEKMWAZEREIEER THEH 1 K - K
Exzl (LEBEWNKZE) > B2 B LB MA KL
DB EBREARAN=ZKREBERBEASRE - BBE L EKE
o L BELZR HRETEBEREBRE WNEHEREZ
(2R) -2- (4-BF & EFTHEKE) -W-1-8 (26 g, 133

mmol, 100% )

(SR) -4- (4-F & EFTH) -5-FH K B Uk-3-F
®ZMEH (15 g, 133 mmol) M E (2R) -2- (4-F &
EFXYEKE) -W-1-B2 (26 g, 133 mmol) KR =2Z & (15g,
148mmol) R MG BKM (200 ml) 2z & » i 8 # 5
W 1N TBBRE OCTHWAIRMARLIE (60%
RBEWME 228K, 5.8 g, 145 mol) - & K JEE 2 (
LB ME) r B2HBKEMAKXKMTS B > &k pH
L3N BB KBARFARBE 5-6- BB REKN=E & F K
Mok  EHREBLEBKBER  DDREBSEZR RERET
R - BBEYUEHYBEMHEBMMHAL (HEE  5-10%
FER-ZE&FRFTCBER) » BEHEABHZ (5R) -4-(
SR s EFE ) -S-FEBI-3-8 (19.6 g, 83.3mmol, 63

% )
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(5R) -4- (4-F & ¥ & ) -5-5 H IE u
R=ZFEWHEK (37 g, 341 mmol) /I EM & b $8 (3.7
g, 170 mmol) R G BkM (200 ml) F 2 EFKEAEZET
MHEEEG® 1 AFE - (5R) -4- (4-FHEEFH) -5-F &
W Wk -3-B1 (19.6 g, 83.3 mmol) MM E KM (20 ml)
LEBEBRMEFMBAEBRREEZRTHEBEAD | B - B E
NI A KRB A ZBIRE > B 6N & & L kB
W pH AR E 12-14 RAE 80C THH 2 I - hal
I BEREKRKNMZIBEZERBMASE - BH I LLE KB %
DL Bk REBREBTRE BRYCHYWBERE
it (BRBK S 5-10% FER=ZGEBFHET 2B RK)
HEEAOMZ (SR) -4- (4-F FHFH) -5-B HIEH (

17.8 g, 80.3 mmol, 96 %)

(3R) -3-H K UE W & B &8

KB I-"|ZE (46 g, 322 mmol) fIE (5R) -4- (
4-F F EFH ) -S-F EUEW (17.8 g, 80.3 mmol) A 1,2-
—®mZk (180 ml) M BIKEE 80C THEBLESY 6/
Br - FEEB T BB BB > I/ 80C THHBLBHEYH F E
(180 ml) 1 /NBfF - EWE TRREBE > BeaWllzBZ
BEREE  EMUEHR HEHEKET (3R) -3-H EE

Wk B& B B8 ( 8.2 g, 59.6 mmol, 74 %)

3-F £ -2- ( (3R) -3-FEUE W -4-H ) -6- (W IE -4-% ) -
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3H-B 1F -4-Fd

2-8 -3-F H -6- (Mg -4-FK ) -3H-BuE -4-F ( 0.32 g,
1.44 mmol) ~ (3R ) -3-H E IE I E& B B ( 0.4 g, 2.9
mmol) B =27 (0.9 g, 8.9 mmol) RIME LM (20 ml
) P BWAE 100C T 10/NMKF - THBBEREKT=Z&
R olk  BAHREBLLE KER LI EKSLZER  KEWRK
BTRMBE BHYEEHYVEBERBERMM/A (KE®E: S-
10% FER=Z&KF KPP ER) r HEBaELEEZ 3-F
#-2-(C (3R) -3-F EIE M -4-% ) -6- (Mg -4-K ) -3H-

g -4-F (0.31 g, 1.08 mmol, 75 %)

B 9 1-H E-2- ( ( 4aRS, 8aRS) - 2 - /L& - % 1 [1,4]

WE g -4-% ) - 1H-[4,4"]& W€ & -6-f1 (k& ¥WHHK B6Y

(1RS,2RS) -RAKX-2-F EFEERCE

ROom&EL®Yw (20 g, 204 mmol ) 8 ¥ E & ( 44 g,
411 mmol) ZIEREWHE 80C Tm#EH 6 /K - EHE TR
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B EFTENK KESBYUKHVBEHRREWRTM A (KB K
P 5-10% HER=ZAF KPP zER) B 825065882
(IRS,2RS) - A -2- ¥ EKEECE (26 g, 127 mmol,

62 %)

(4aRS,8bRS) -z -4-7F & - AN & K U [1,4]0 B -3-Ff
RZME (158 g, 140 mmol) # ZE ( 1RS,2RS) -K
N-2-FEBERCE (26 g, 127 mmol) ® IN & & 1k #
KE W (200 ml) R Z&HBEH (500 ml) 2B | - AT 5
BREZRTER 1 N RU=ZGFIERN - HFHEE L
EmOAKMBRMEZE  REREBTBREB - 15 KIEGQHE
R 2-FWE (600 ml) » I/ &EMLS (85 %iiFE, 10.1 g,
153 mmol) MEMBGEBREBEHR 10 NEF - HEHETH
BREE - REBEBRYEXKN=ZE£FKHE S8R - E#EL 0.5
MEFR - BMkBEISIHWKER - BKRKERE > kEKHRR
SEERc EHEB TRBERER »H #%E &EGHZ (4aRS,8bRS
) KRR -4-FHE-ASA G XA [1,4)08E & -3-F (31.7 g, 129

mmol, 100 %)

(4aRS,8bRS) -z -4-F EH - /NG F AL [1,4]18 &
H=FHEWLH (56 g, 515 mmol) MEMW AL E (5.6

g, 257 mmol) R GEBKME (250 ml) F X A BREKEEET

BHEERE® 1 /K - (4aRS,8bRS) -R A -4-F E-A & K

A [1,4]08 B -3-F1 (31.7 g, 129 mmol) R I E BB (50 ml
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) PRXEBEBRMEMBER  REZB TRBFPESY 1 MK
/LM REMNEKRKSAZIBER > LI 6N G & 1k #F KkE
WHBE®RZ pHAREE 12-14 R 80C THHBBW 2 /NI
AR BB REKXKMZBZEMRSE - ERELE
KEWHR DM BSESZRE  KREBRBTRME ZBEHULEHY
BEMNEBMMMA (EHREREK S 5-10% FER=ZAHF KR+
BW ) > HEEGHZ (4aRS,8bDRS) - A -4-F E -/\ &

KA [1,4])E e (27.5 g, 119 mmol, 92 % )

( 4aRS,8bRS) - X -/V& K I [1,4]08 i B i &

2 HFB® 1-&2 2B (53 g, 37.1 mmol ) fI £ (
4aRS,8bRS ) - X -4-F & -/ & F I [1,4]% B ( 4.3 g,
18.6 mmol) /N 1,2-Z & Z 4 (50 ml) P ZHE R K E E R
THBESEY 12 Mk - B TEBEKREBER > ki 80C T
BAERBYIHFE (50ml) MK 1 /NE - ERETRBER
WHE > BBYWUIBIEER  RNMUEZR - #HE065H
# < (4aRS,8bRS) - H -\ & F i [1,4] 08 ik B B B (

2.37 g, 13.3 mmol, 72 %)

1-H & -2- ( (4aRS, 8aRS) - A -/N&E -F I [1,4]0E B -4-
H ) -1H- [4,4"])% W& g & -6-F

2-F -3-F HE -6- (MEIE-4-FH ) -3H-MEIE -4-F (0.34 g,
1.53 mmol) - ( 4aRS,8bRS) - X -/ & & I [1,4]0% 1 &

M EE (0.3 g, 1.69 mmol) K =28 (0.5 g, 4.94 mmol)
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R Ekm (20 ml) 2 & BAE 100C##H 10 NEF - Fr
RBEREAKM=ZEFRMEIE > EHREBLUEKERL UK
BRekso B REWBEB TERE BHRYUKCHWRBERB M
fo (BLR/E P 5-10% HFER=ZG®F KF2B®RR) » &1E
He sz 1-FHE-2-( (4aRS, 8aRS) -K A -\ & -F I
[1,4)0% 0% -4-% ) -1H-[4,4')% W 0E 2 -6-8 ( 0.32 g, 0.98

mmol, 64 % )

TPl 10 1-F E-2- ( (3R) -3-F E U W -4-% ) 2o %
s

-1H-[4,4"] S mE & -6-F0 (&®WMH\WT B123)

—_ —» )»=N o OEt
Me’U\COOMe <Me2N’\/"\000Me ) N, )~COOH N?N
Ph
N._Ph N._Ph N Ph
N Y Y
/N /N /N
h'l\ N\ 3 Mijl\\
Hs*N (o) CI/kN o} KKN N0
Me Me o’ Me

POE B H B (5.61g, 55.0 mmol) R — R EHE K =
HE MR (6.86 g, 57.6 mmol) X IEE W 80C #E#H 2 /1
BF - 3l A R H B B BR BE ( 9.58 g, 61.2 mmol) -~ HFEZ R (
28%0 H B2 Ry B W, 23.1 g, 120 mmol) MMEFMB B E -
Bl 3 NE®R > MAKXK  REBETRBEBREBBEE - i1 &
EHREARKMIBRZIBIREEY RGBT EYBIE

L]
e WHRUBEBRBAZIRANZE ZEREN - §H8E LLE K
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BUoRRLUBBRMGZE CERETERAR  BRRUWENZ
FHEEALMKBERZIREREY  HLUARAREE - BB AR
" OBBERLERRAZ REBRBTBERZIE BZZ8IE

REZIEE o BG 2-FE-WIE-4-% B (2.51 g, 23%)

3-F B -3- (2-FE-WE-4-%) -AEZH

2-F B -WEE -4-%% B (3.49 g, 17.4 mmol) and 1,1°-%
H ok (2.86 g, 17.7 mmol) RIW&E LM (100 ml)
ZEWE 60CTHM 20508 - AETEE®K MARFZ
M $f 2 B8 (3.28 g, 19.2 mmol) B & fb 8 (2.48 g, 26.1
mmol) -~ FIRFEWAE 60C THH 7 B - BREB %
MABEBRIUEG pH HEE 4 £ 2 FIBBREKXRZIBEZ
BEHOE - ARREULE KBERERUMBMEZ R - £RET
BERER BRuVWUPBEREBRMLAL (KER > S Ik
LBZBE=2/1) > ®E 3-FE-3- (2-FE -WIE-4-%) -

N ZHE (2.74 g, 58%)

2-G R E-1-FE-2-FKE-1H-[4,4" 1% % 1€ & -6-
3-F E -3- (2-FXHE-BE-4-H ) -WBZE (2.74 ¢,
10. 1 mmol) ~ N-HH EF HF (1.39 g, 15.5 mmol) % 1,8-
TR B [5,4,00F — B -7-% (1.57 g, 10.3 mmol)
B (30 ml) 2 @EWERRBTMB 18 M - B K EMH
MABBEBAK ZEZRHETBRZE LB SEBESRR
o LK E S > RMUEZBR - ®WE 2-GFME-1-5F %-2-%
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B -1H-[4,4" ) mog & -6-8 (2.78 g, 93%)

2-@ -1-F B -2 - E -1H-[4,4'])% W 0g & -6-F

2-F B B -1-F B -2-F E -IH-[4,4' % g B -6-F (
2.76 g, 9.33 mmol) A 1,2-Z“ &K Z % (20 ml) K N-H &
Mwt e Bl (2 ml) R ZWEWE S0C TMEHBSR (3.83 g,
25.0 mmol) K N-BH E Mg E (5.22 g, 52.7 mmol) Z
£ SOCHB®R  KBAREEGY 2008 - BB KEZE B
Ko o Bk ERE S (10.2 g, 121 mmol) MEW W - ##
EEVEINERBELE  FBBAREKAKNM_KFHEBSE
A BLUAKERBERKER  RAKLCEEBH - EWETB
RER  EHRVWLUWBEREBEMML (KRR T/ Z
B £ B = 2/1 to 1/1) - B 4§5 2-% -1-F & -2'-% £ -1H-

[4,4' )% W& 0 B -6-F1 (2.08 g, 75% )

- H -2- ( (3R) -3-F E -UE W -4-% ) -2-F % -1H-[4,4']
o W g 5 -6-

2-F -1-F H -2- % B -1H-[4,4']% W 0 K -6-F (149
mg, 0.50 mmol) - (3R) -3-F % -UE Wk BE B B ( 83 mg,
0.82 mmol) KR ZE R EZEFK (0.313 ml, 1.8 mmol) R
NON-Z B BB (2.0 ml) B 2B KE 80C FB#E - K
MEB®R > RBABRYWBEE  UAR-ZBE®E - B
Lg% > WS 1-E 2. ( (3R) -3-F H- UEWME-4-% ) -

2"%%']1—1-[4’4']&%&% uﬁg%'6'gﬁ ( 162 rnga ﬁi% )
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BAH 11 3-B R -2- (3-FE - L -1-FF ) -6-MEIE -4-K -

3SH-ME 1€ -4-F BB 8 ((kEWHwa DI1)

~COOMe
m — COOMe —» .
o

NO,

N\

|/

. ST e
N

H O

4-8 B -3-F R -T B B

Iz

WOk B R B (4.93 g, 30.4 mmol) Kk W H E I (
3.99g, 34.6 mmol) M ERIK (30 ml) F ZHEWE 90T
TH® 6K - - EEREBTERBERR  BHUDEKKILRE
ZEEHEAOE - BHE DK KEKER > R &IHEKHNLZ R
- B TRERERE  BHYKSCHWBEMLER ML (K
WK O /2B ZE=4/1) » HE 4-BE-3-FE-TERH

B (4.02 g, 59 %)

1-585 =7 & & H, & -3-7F & - W I

4-f8 B -3-F B -T B B R (4.02 g, 18 mmol) K
Raney-$8 (6 ml, 7K f 2 REE) NEE (30 ml) f1Z &
WESARBEFES 3/ K  HEHEEFHBRER £ BKE
TRBRER  BBRYWEKRKRIEZEME - BHBE DK
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KBAKEERE RBELURBEMZHRE  -EBRETERE B B
BRUMEBEREZE (50ml) > FEHBKER 6 I - BKRIE
Bl WHE 4-FE-MWERIK-2-MBEEY - 4-F & -1 18 £ -2-
B E R UG KM (20 ml) R ZBEBRME G /L8248 (
1.34 g, 35.3 mmol) YW > MiIBEAEWEIEK 6 B - LI
200F A M KBERBERERS R MAZBB--5=T
BE (4.14 g, 19 mmol) » REHEEW 3 /B - 0 A #E&
MhkiBEFRKBERUBACMBER 1M P X EIAFS
B - AREBL K BMEBEAMHMKER - BRKE® - RLUE
BINE R - EHEBTEREE  BRUUWBE KB
bt (BER®E CR/ZBZEBE= 9/1) » 818 1-E=T4&%
MoEk -3-FE - kT (1.84 g, 42%)

3-7 B -t 0% ke

RULE (4N) RZBZE (6ml) F X HEBEME 1-5
SETHRERE-3-FE-WWW L (1.84 g, 7.4 mmol) N Z B
CH (2ml) P BBEEBBESY 2 /K - HBEBRE
FER&UEa®k BHRYUEBBRIFR _ZBHELSIE  BHE
LB KEER  RUMBMNEZE BREB > ®E 3-F¥ K-

0% k2 ( 0.95 g, 87%)

H
i

-2 (3-ZF E -ME & S -1-% ) -6-ML 0E -4-F -3H- 1 1 -

B OER R

N
1
=

3-7K A -mt g g (449 mg, 3.05 mmol) -~ 2-% -3-H
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EH -6-Mt g -4-% -3H-8 0¥ -4-F ( 436 mg, 1.97 mmol) K =
Z B (412 mg, 4.07 mmol) ZEWME R 1 /NI - B ER&E A
% BBYWEKERZIBZEBSE - £HRE TR KRS H
BBRYRKHYBEHEBWMAL (BRK S BB/ 2B
=10/1) - 8B 3-F HE-2- (3-FE-MEHK-1-F ) -6-0t 1g -
4-F -3H-W 01E -4-F ( 576 mg, 88% )

FMUE (4N) WZBZEB (6 ml) fmE 3-HF FH-2-(
3-8 B -ME 0% kE -1-F ) -6-Mf 0E -4-F -3H-WE IE -4-F ( 576
mg, 1.73 mmol) M EE (3 ml) FZHER EKRBHEEY
15 578 - H A BREBEKBERALR  WHE 3-F E-2- (
3-K B - MEME hE-1-%F ) -6-MLUE -4-F -3H-WE0E -4-F BB

(621 mg, 97% )

BH 12 2- (3-F & E-UE 0 bE-1-% ) -3-F F -6-0 1g -4-
B -3H-BE -4-F ((LkEWHm D2)

HoZ;> . |-|0Z_> - O\/OQ - @OQ

. N
@»Oﬁn*me 0

1- (B =T & ERE) -3-BE - Bk
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T BB Z-BE=THE (14.17 g, 64.9 mmol) R I & &
B (10 ml) R 10%f B KB ® (30 ml) FrEmmE
3-FEEMEIE kB (5.38 g, 61.8 mmol) XK > RES YW B
HRE - -HEBREBETEREL BRUWEKXERZBEZERBH
fo - ARELDLHE KERRUMBHZ R - CHETBRB
Bl REBEVMRKEYRBEEIBAM/AL (KBRS CE/ 2B
ZE=1/3) » ®HE 1-(BZTEEHE) -3-FE-H1E K

(11.43 g, 99%)

3-°F & E M b

I-(B=ZTEEHRE) -3-BE-MKHKH (430 mg, 2.30
mmol) & NN-Z HEHFEK (3 ml) d 2 W B ME S 1k
$h (60%MNBEY M P 258K, 137 mg, 3.43 mmol) Z ¥&
mo ERFPESYW 1K - ¥EB® (562 mg, 3.29 mmol)
WNN-ZHEFEE (1 ml)) P2BABRMEFRBEBE K
BEVRIFPBER KRENKE®S RERBSDL -2 8%
W BBBLUKER  RURBMEZ R  BRE® > 25
3-FRE-I-(FE=ZTEEKRE) HBEIEEHEEY (705 mg
)

BibE (4N) RZBZE (1.5 ml) ME 3-F & & -
(R =ZTEEHRE) MWRIEHEEY (705 mg) B =
B (3 ml) @R REBBEEAEY 15 58 - K ELK
Bw BRLUOZZEBEREX  MAGELMAKBERLILE R K
BAmMER BFHERUZDZBER  AHE LB KE KR L
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MBhize  HEHREBTITERBR =RKB 3-FHE-U B K

(182 mg, 37% )

2- (3-7F & £ - w8 ke -1-F ) -3-F K -6-0E g -4-% -3H-B
IE -4 -

3-F H KM £ (182 mg, 1.03 mmol) -~ 2-% -3-H
H-6-Mtng -4-F -3H- g -4-fd ( 181 mg, 0.82 mmol) K =
Z f& (387 mmol, 3.83 mmol) ZWWEH 3 /K - B
BEI%  BRYKOEYBEMHBRMEA (KRKEK S Z&F
e/ Z BE=10/1) » RNZBZEBER > ®E 2- (3-F & & -
Mt mg fe -1-% ) -3-F H -6-ME g -4-% -3H-% 1€ -4-8 ( 208
mg, 70% )
gl 13
2-C (R) -3-"F E M AUk -1-%F ) -3-F & -6- (I} 1g -4-
) -3H-BWE-4-H (kL&YW M/MIKX D26)

2-C (R) -3-BZ E UL bt -1-F ) -3-F £ -6- (MLg-4-% ) -
3H-W g -4-F (k&YW D32)
2-[(R) -3-(2-H&AEFHE) WW-1-F]1-3-F & -6- (

Mt weg -4-% ) -3H-W € -4-F (L& ¥HwoE D3S)

A
_— N

HO. ~ O MegO, ~ O QK
CNJ(O—{- e OSO CN_QO{‘ — NEN—(E{_ 2 Hel ENH
N N Ny
@ @ -
RGN PN 5 STV W & N;io
C Me ﬁN meo C Me
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(S) -3-WEMMBI-1-%BHE=T XK

(S) -3-Mmich (5.0 g, 57 mmol) - T fREE — -5
=T HE (13.8 g, 63.1 mmol) K =2Zf (19.1 g , 189.4
mmol) RIWE MM (250 ml) M Z WA ZE TEE 5 /I
i - BB ERBTEAZERE  FEEBEEYRCHWBEREEIN
Mk (BRIBK  Ch/CBZBE= 1/1) » BEEEAGHMZ (S
) 3-REMBK-1-BRBE=ZTERE (11 g, TE&E)

(S) -3-FHEBMAEWBIK-1-BEE=T XK

f£E ST T E (S) -3-BREMBEK-1-BREFE=THEHE (
11 g, 57 mmol) R =Z K, (17.3g, 171 mmol) R M & &
(180 ml) R Z BEHMAFBEESR (9.8 g, 85.5 mmol)
BREWEEZRTHEH®E 30K > @EK > RUNZEBZEXEN
c AHBMEDNWRLULBRKBEERUMREBEMHGZE - BEERET
ABE o HEEG@HMZ (S) -3-PHEEREWKE-1-8 B
F =T HPE (169 ¢, &)

(R) -3-FEBEEWW I -1-REE =T & B

(S) -3-H A EMBit-1-AHME=THEBEE (16.9
g, 57 mmol) Kk E & (18.3 g, 171 mmol) Z B WE 95
CTHAH 4/IE - - -ERBTHENBZFERAZEE  B&
RERBYRBEMEBHRMA (ERK ' 2B Z2BE) » ®HEKR
mEHLZ (R) 3-FEBMEMBIK-1-BREBEE=THERE (
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15.3 g, 97%)

(R) -"FEM g b -3-F -l —H@H®E

£ SCTTE(R) 3-FEEKEMBR - 1-BHE=TE
Bg (15.3 g, 55.4 mmol) M Z B ZE (100 ml) F 2 &K
mA 12%R/ LGN 2B ZEE (100 ml) 2K - BEY
EAERTES 20F - MRCEBERCEBEBERE KU Z
MIMmEBELX HEEOEBE T EMMW K -3-F - — B &%

B (6.0 g, 51% )

2-C (R) -3-F E g Hmbrg be-1-K ) -3-B K -6- (L 0E-4-
) -3H-BIE-4-8 (L E&EWHMSIF D26)

(R) -FHEM M -3-K-fF —_EEKHE (3.0g, 12 mmol
)~ 2-& -3-FH OB -6- (MLME-4-FE ) -3H-BEIE -4-F (2.6 g,
12 mmol) ~ K =Z f (6 g, 60 mmol) AU & Bk (40
ml) FZEWAE 95C THEH 12 N - BEIERETEH
H o BBYWEAR _-_EREESE - BHEE LG B ML R
KRB BEEREBTEAS FEBRGKRYKCHWBEREE M
t (HBEER: Z2BIE) »r #EBRFEWMZ 2-( (R) -3-
TEME AWM b -1-K ) -3-F E-6-ME0E -4-FE -3H-BE0F -4-F

(3.2 g,75%)

2-C CR) -3-ff H Mg e -1-% ) -3-F FK-6- (Mg -4-FH ) -
3SH-BEmE -4-8 (k& %o D32)
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E 2-(C (R) -3-FEBEEM® T-1-F ) -3-H H-6- (
Mt we -4-F ) -3H-WF g -4-8 (1.6 g, 4.4 mmol) K H B # (
0.55 g, 8.9 mmol) R IWE MM (15 ml) -~ HE (30 ml)
Kok (5 ml) 2@ ®MA 10% Pd/C (R, 160 mg) - %
95T TH#H 4/ K > AHAEBE PA/C- £ BB T & & Al &
R OBBUWAEKRKEKZ_EFELRBESE - BBE LGB H©
Be o MW HIERE TEAEE  HEKALE®Z 2-C (R) -
3-f H Mg be -1-F ) -3-F K -6- (MEME-4-FE ) -3H-WE IE -4-

Bl (1.0 g, 84%)

2-T(R) -3-(2-H & EXEE) LB -1-F]-3-F H-6- (
Mt weE -4-F ) -3H-WE g -4-F (k& ®WHH® D35)

2-C (R) -3-fF Fmbng b -1-%F ) -3-F £ -6- ( Mg -4-
B ) -3H-BE g -4-F (0.20 g, 0.74 mmol) ~ 2-38 % H B (
0.13 g, 0.74 mmol) ~ = (ZHFERNE) Z =& F #
e (0.061 g, 0.059 mmol) ~ B=T &1 (0.10 g,
1.03 mmol ) &k 2,2'-% ( Z XK HE B ) -1,1'-# 2 (0.11 g,
0.18 mmol) M HZE (12 ml) R ZEH (2 ml) F 2 E K
£ 90C TH#H 19 /K - EHEBETHEABEERE  B&Y
AR ZBZER2E - EHBLUREBMGZE  REBE
BB TEE - BHEYSCHVBERIEBWML (KRR Z
B/ HE=5/1)  ®HEEGL8BZ 2-[ (R) -3- (2-H
SEKFMEE) W be-1-F]-3-F K -6- (Mfrg-4-FE ) -3H-

WEDE -4-F1 ( 0.083 g, 29%)
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BH 14 1-F & -2-[ (2R) -2-B F -4- (B -2- K ) -IR

B -1-F ]- TH-[4,4"]% g & -6-f

N N N
2 \ 3
LN A LN

NH

— R N

g™ Ll = AL T A

o NN N"N"O0 @ N"N"0
>roTN\) Me HN_/) Me SNy N’ Me
0 0

(3R) -3-F % -4- (1-H E-6-F & -1,6-2 & -[4,4'1% 1 ¢
H-2-H) - IRF-1-BBEE=T XK

2-% -3-F K -6- ((WEUE -4-F ) -3H-WE g -4-8 (5.3 g,
24 mmol) ~ (3R) -3-FEIRB-1-BRBE=TH (5.0 g,
25 mmol) R =28 (7.6 g, 75 mmol) F N-H X -2-0} 1%
e (25 ml) PZEWAE 90C FTH®H 6 N - FTEB K
FERMZBZEBERMSE - BB EBLIAK - BAKER - DK B
ME B REREBTRE RBEYKLEHEWBEREW ML
(ERWE: 2B ZEE) » ®HE (3R) -3-BHEH-4- (1-F & -
6-F 2 -1,6- Z & -[4,4"]% W g B -2-% ) -IRB-1-% B F
=T EE (6.9¢, 71 %)
'"H NMR ; 1.28 ( 3H, d, J= 7.0 Hz) -~ 1.51 ( 9H, brs)
3.29-3.52 (4H, m) ~ 3.55 ( 3H, s) -~ 3.71 ( 1H, dd, I=
3.9, 13.3 Hz) ~ 3.81-4.02 ( 2H, m) -~ 7.29 ( 1H, s)
8.16 ( 1H, dd, J= 1.6, 5.5 Hz) - 8.88 (1H, d, J= 4.7 Hz)

» 9.25 (1H, s) (CDCls)
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MS : [M*+1] = 387

1-BF & -2-( (2R) -2-FF H -UR & -1-K ) -1H-[4,4"]% & 1
B -6-Fd

EEB/BT > 2 (3R) -3-F & -4- (1-F X -6-F % -1,6-
“E- (44 mEE-2-E) -IRE-1I-AKE=T EBE (
6.9 g, 18 mmol) N Z B ZHE (35 ml) FZBEEMARL
S (4N) R ZBZE (35 ml) P2 B® - BEYWEZER
THE® 2K RERBTRME  B&HRYWHERKRKGH KB
WE=Z8FEMoE > BEEUREWNLZE -5 B £ KE
TERZHE > OB 1-FHE-2-( (2R) -2-F E -k &E-1-F ) -
1H-[4,4" 1% w E 5 -6-81 (4.6 g, 91 %)
'H NMR ( 400 MHz - CDCl3) 1.26 ( 3H, d, J = 6.3 Hz)
2.81 (1H, dd, J = 4.7, 11.7 Hz) -~ 3.03-3.06 ( 2H, m)
3.10-3.18 ( 2H, m) -~ 3.30-3.38 (1H, m) -~ 3.56 ( 3H, s)
+ 3.67-3.74 (1H, m) -~ 7.34 (1H, s) -~ 8.17 ( 1H, dd, J
1.6, 5.5 Hz) - 8.88 (1H, d, J = 4.7 Hz) -~ 9.28 ( 1H, d,
J=1.6 Hz)

MS ; [MT+1] = 287

- B -2-[ (2R) -2-FF B -4- (BB R -2-B E ) -UR BB -1-% -
TH- [4,4']% B 0% 2 -6-
£ 0CTF» E 1-B%-2-( (2R) -2-F & IR i -1-%

) -1H- [4,4")% 0 g K -6-F (0.15 g, 0.52 mmol) K = Z&

- 247 -



200813015

(244)

B: (0.15 g, 1.48 mmol) R Z & H it (2.5 ml) FZ &R
oA Wk -2-T BE R (0.11 g, 0.57 mmol) - REZIEET
B 1K  BAWEAR _G&FREOE > BRE UK
MEAMKBWRBERL IR BMNER REREBTRE - B
gy REWBEMHABRMMA (KREER S =& F ke /FE-
20/1) - #E 1-F E-2-[ (2R) -2-F & -4- (B -2-F &

) -UE BE -1-F ]-1H-[4,4' )% % oE 2 -6-F (0.18 g, 77 %)

g H 15: 2-[ (3R) -3-FF & -4- (1-H & -6-F & -1,6-_ & -

(4,4 m g H-2-F) - IRFE-1-E]-FHF K

) )

N _N

Meji\ MeSJl\\
KLN N0 CN "N N"O
HN_’ Me N_/ Me

= |- -2 ( (2R) -2-F Z IR BE-1-% ) -1H- [4,4]
# W o % -6-F (150 mg, 0.524 mmol) R Z =B = H A (
2.0 ml) oz MBHERMA 2-REF B (143 mg, 0.786
mmol) ~ = (ZEXEKWNME) — % (24 mg, 0.026 mmol

) C2-“BROEBHE-2.6-ZHEEBAE (25 mg, 0.052

mmol) R B =4 (167 mg, 0.786 mmol) » X EER & Y
£ 80°C T #H#H 12 /K - RIELLAKEK® » /KB LB ZEI -

HEE KU KRB KER  LURBEZSR RKREEZTRIME
- B e YWRKHE HPLC fift  HERFAEBZ 2-[(

3R) -3-E0 B -4- (1-FF B -6-F B -1,6-2 & -[4.4"]8 W g % -
- 248 -
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2-% ) IR EE-1-E]-FEHBE (120 mg, 0.310 mmol, 59 %)

Bl 16: 2-{ (2R) -4-[4- ( 5-f& B B H -[1,2,4]8 = % -3
) -FE]-2-FE IR B-1-F)-1-F &K -1H-[4,4"]% 1 g & -

6 - Hi
N N N N
y 5 )
) %@N & )
Me N T NeN™ S Me N o WS
|
NN N"N"0 N“NSo AN o
HN_S Me ON\/ Me N_/ Me N_’ Me
NC HN N\j/©/
Non =N
NH,

4-[ (3R) -3-H H -4- (1-H K -6-F & -1,6-_ & -[4.,4']% &
ME B -2-K ) -Uk BR-1-K]-F H B

- & -2-(C (2R) -2-HF E-IRMEE-1-K ) -1H- [4,4']%
W mE 3 -6-F (1.50 g, 5.24 mmol) R HF E T (10.0 ml
) PRXEMABBHERMA 4-FEFE (1.27 g, 10.5 mmol)
kB P (2.90 g, 21.0 mmol) » REERERAWE 120C F
m#E 12 I - RELKE®D > KEUZEZEFIR - %
MmlKkkEKEELE DURBSELZRE  REBEZTERE -
BPREM®  BIIBYRBEL - UBRBERX > WMUEZHE > =
T EGHEREZ 4-[ (3R) -3-F K -4- (1-H & -6-F & -
Le-Z g -[4.4' )8 mEE-2-H) -IRF-1-E]-XFFFK (1.70

g, 4.39 mmol, 84 %)
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N-F &K -4-[ (3R) -3-F K -4- (1-H & -6-F & -1,6-= & -
[4,4')8 W o B -2-F ) -0 i -1-5 ]-F F K

£ 4-[ (3R) -3-F H -4- (1-HF K -6-F & -1,6-_ & -
[4,4" 1m0 B -2-5 ) -IRE-1-FE]-FHE (1.50 mg, 3.87
mmol) N Z K (8.0 ml) kK (4.0 ml) iz &E\HBHBEK
mA &AL LEH (807 mg, 11.6 mmol) KB (2.05 g,
19.4 mmol) » REREGEWERK THEHR 2 K - BEE
KM=ZEHFEREHLE  EHRBUKREBEKE®L LR BE &
R REBEZETRME MEEBERE S HMLIMETT

— B -

2-{ (2R) -4-[4- ( S-BZ B H -[1,2,4]8 — W -3-F ) - X H
1-2-F B -0R Mg -1-% }-1-F B -1H-[4,4']% W g & -6-

E N-B=ZTEEXKEHEK (94 mg, 0.535 mmol)
PP NN-ZHREHRERKR (2.0 ml) 72 R\ABLBER MDA N H
W EE [2- ( TH-ZK 36 = M -1-F ) ]-1,1,3,3-19 B K g 85 ( 172
mg, 0.535 mmol) ~ 1-EFXIT =MW KEYW (14 mg, 0.107
mmol) & N,N-Z R R EZEM (0.31 ml, 1.78 mmol)
RERERGEYWEZERTEH 30 58 - WA N-FE-4-[ (3R
) 3-FE -4- (1-FHE-6-FRE-1,6-Z G - [4,4"] 15 1E K -2-
) -IRE-1-F]-FKHFK (145 mg, 0.356 mmol) - X fE R

0

EMEZEERTHERAE I K> REMBEE 110TC - ¥ K E T
=R (LEBEMRE) > a2HBALHEMAKTS &
oK@l & B £ B ZE R - AU LAk KOEE K E BE 0 DL R
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BB O REAZTER -FARBBYL-SRZBESR
REBHERERAEY | I - BREB%Z  BH YL HPLC
Mife  WEEEEBWZ 2-{ (2R) -4-[4- (5S-J & B % -
[1,2,4]08 Z 0% 3.3 ) -3 2 ]-2-F 5 -0R B -1-% }- 1-9 % .

1H-[4,4" 1€ 0 0 K -6-F1 ( 44 mg, 0.096 mmol, 27 %)

B 17: 1-H & -2-{ (2R) -2-H & -4-[4- ( 5-F £ -[1,2,4]

WE M -3-E ) oW R ]-UR B -1-F }-1H-[4,4')% B o0E £ -6-FR

FEERT 0 E OI-BE-2-(C (2R) -2-H & -0 B -1-%
) -1H- [4,4' 1% wng & -6-F (0.15 g, 0.52 mmol) & i e
#F (0.22 g, 1.59 mmol) A N,N-Z— H E FE % (1.5 ml)
PZEWMA 3-[4- (RFE) XHE]- 5S-F X -1,2,4-18 =
Wo(0.14 g, 0.55 mmol) » REHEEGYW 4/ K - BRE&DY
EARAEZERRBESE -  ABBUK  BEBAKE®X  RUR
Beshazt REBEBTRME BBEYLHVBEREEBWM
ft (viRE 2B ZB) » 8% 1-FHE-2-{ (2R) -2-H
Eo-4-[4- (5-F E-[1,2,4)0 — 0 -3-5 ) -F H]-0R B -1-%

V-1H-[4,4"] # M rE 2 -6-8 (0.15 ¢, 63 %)
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BH O 18: 6- (3-m MmE-4-%) -3-H FH-2-(C (2R,5R) -JE K -

S-E M 2. EE S M -4-3 ) -3H-B0E -4-F

OMe Ph

Me Me
A S Sl S A S nF S R O
OH OH H OyAo “ome OMe
Ph
IN\
7 F
o) —
HCI @ N%\i
|
Ph . ~NPNRO
o/ Me
Me

(2R) -2-(4-HAEFTEHKE) -N-1-
A-H B EAXHE (55 g, 404 mmol) IIE D-W K=
(3.0 g, 39.9 mmol) R HEE (30 ml) d0 Z & ¥ It [ K A
B KRBEBHEESY 30 0# - Wasfbsh (1.52 g, 40.2
mmol) MEKWAMZABER - KEZRTHEHE | K - F
KEsEszk (LEBBEHMRE) - @EHABMEMA KNS
B T EREKRKNMZ=ZE&REHEE - EHRELEKE K
MBS EEREBETEBRAR HEoEa&aBEZ (
2R) -2-(4-H & HEFHEME) -W-1-F (7.79 g, 39.9

mmol, 100% )

(2RS,5R) -4- (4-F&HEEFH ) -5-F E-2-K & U5 W -3-F
2-8 -2-FH R 2 & (8.4 g, 40.0 mmol) £ (2R) -
2- (4-FH g EFXHEMBKE) -W-1-8 (7.79 g, 39.9 mmol) K

= Z 8 (4.5 g, 44.5 mmol) RIUE WM (100 ml) 2 &
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BoEBEBBFRBEER INE - FEB®RE OC THA > A
28%H A LN R B | (15.4g, 79.8 mol) - E K
Exzlk (LEBEEBNMME)  BEAXBKLHMAKXKTS
e > K pH U SNHERKBERFARE 5-6- T EHERAE KM
Z“EBFEKRHEI>E - -BEREBUEKERL  LUWEBRSEZR K
EREB TRMBE BHYECHVBERBERMMMAL (KRR
30-50%EC P BB ) 0 WE EAHZ (2RS,5R
) ;A-(4-FEEFTE) -S-FE-2-FREWBEW-3-F (12.2 g,

39.1 mmol, 98 %)

(2R,5R) -IEA -4- (4-F&EEFHE ) -5-F K -2-K E IF M

B =ZFEWK (17.0 g, 156 mmol) 1N £ # & 1kt # (
1.7 g, 78.1 mmol) RIS kMW (100 ml) 2 HE K » K&
=R THEBHBESY 1 /K - (2RS,5R) -4- (4-FH & EF
D) -S-RHE-2-FEBW-3-F1 (12.2 g, 39.1 mmol) K I
Sokm (20 ml) P2 BEBRMEFRBTER > KEZEZRTHE
HEeY 10K HEBEALHEMNMARKSAZIBEBRR &
WLl 6N s S F KB ®KE pH AEBE 12-14> K1 80T
TE®2NF  wAR FREABREKMIKRZIENRDEK
- EREBLEKER  LDURBRSELZRE  KEBKETIRBE -
BHYRKBYEBERBENMMA (LRE S 5-10%%E 2 & F
LB ZIE)  HEBpgEERELZ (2R,5R) -EH -4- (4-H
SEYXE) -S-BE-2-FEWBWK (6.23 g, 20.9 mmol, 53 %

) & (28,5R) - -4- (4-BEEFTHE) -5-FE-2-F &
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ME Ok (3.29 g, 11.1 mmol, 28 %)

( 2R,5R) -JE 3 -5-F & -2-F & U Wk B B

ZEF® 1-/2f (12.0 g, 83.9 mmol) 1 E ( 2R,5R
) cMEKX-4- (4-FEREFTE) -S-FE-2-FEBW (6.23 g,
20.9 mmol) B 1,2-Z & Lk (100 ml) F Z B®K » K1
BO0C THHEEY 6 MK - EHE TRBREBB - RAE 80
CTHAEGEYW R E (100 ml) FK 1 /NBF - ERET
BRER BBYWLIUIZBIBEER  RNIDUNEZE > ®HEH
B & 8 Z (2R,5R) -JEH = -5- B & -2-3 B UF W B B B (

2.13 g, 9.97 mmol, 48 % )

6- ( 3-% ML og -4-% ) -3-F K -2- ( (2R,5R) -J§ &K -5-H
E-2-FEWEW -4-5 ) -3H-UE IE -4-F

2-8 -6- (( 3-F ML uE -4-KE ) -3-FH E -3H-W 1g -4-F (
0.45 g, 1.88 mmol) -~ ( 2R,5R) -5-H ¥ -2-% = IE I & %
B (0.40 g, 1.87 mmol) K =2 (0.56 g, 5.53 mmol)
RS KmE (10 ml) FZBEWRAE 100C FT##H 10 B -
FTBRBREKXKM=ZEFIRBAOE > B#ELEKEK L
MEBELZRE REBREBTRE BEUKCHWEBEREBIF
M (HIEBE  5-10% FER=ZAKFRPZIHER) > HE
Hea &z 6- (3-FME-4-F) -3-5 %-2- ( (2R,5R) -
g = -5-F & -2-F FH 1§ W-4-%) -3H-W UE -4-F1 ( 0.46 g,

1.21 mmol, 65 %)
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B 19:2-(C (2RS) -2-7F E -ME 0% fe -1-F ) -6- ( 3-% -0t 1€ -

4-% ) -3-F O -3H-UEUE -4-

Br/\/\CN _—<E>—-Q —>E\_Q
N N
Boc
N
M)
7 F
SN A JN < M
|
N NJ\N (o)
H Me

5-% H -3,4-— @ -2H-t 1%

PR % a0 F X B ( Douglas, F. F. ; Carol, B.F. ; R.
Karl, D. Synlett 1994, 836) HY fif 5-%F FE -3,4-_ & -2H-l
%

£ 4-87THE (2.0 g, 13.5 mmol) KRB X (70 ml)
ZBWEEMA 1.0OM RAFESE (20.0 ml, 20.0 mmol) H
—ZB (70ml) AR OAKEZBRTEBESY 2 MNEF -
BEYWE 0.IN BB EKZIZBZIEHESE > EHE DMk B S
KB WRER > LW BRI B - BB E BT &R #HE &
" S-FE-3,4-2"&- 2H-Emk (2.85¢g) - btk &EWRE—

& w4 B BE A -

=

(2RS) -2-F H-MM &L -1-FZBE =T B
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s e (1.0 g, 26.4 mmol) I E 5-F &K -3,4-2 & -
2H-ME A EE (40 ml) F2BRK > REEAEYWEZERTHE
SR -FBEEYVEANZEFEBEILIE > BHHEEL
BAKERRERE TRME SR MLMAKB®R (IN, 30 ml)
- BHEE (30ml) R _MWE —-85=TH/ (3.5 g, 16.0 mmol
) MEELEAREGEY  REERTHHBLEEGY 4 K - BA
MEKRKKRZB ZEHRSE - BHBELLEKE X - L B W
BB REWEBETRE RBEVYRKRBHBWBEERER ML (
CRWE  Cht/Z2®ZB= 19/1) » 81/ (2RS) -2-F & -

LW ke -1-R B =T £ 8 (1.21 g, 34 %)

( 2RS) -2-7F % -t 1§ 47

FE®R T > E (2RS) -2-F E-W W -1-BBE =T
E B (1.21 g, 4.6 mmol) RZMZE (20 ml) F 2B
MA&MLE (4AN) RZEB ZB (20 ml) b2 &E®RK - R
EMEEZERTHERE 2 OB EXMUNIBWE - BEYWE BB G H
KEBREZKFREBIE  AHREBLURBMEZER - B8 &
BT RS > WG (2RS) -2-FE-MKE (0.7 g, 93 %

)

2-C (2RS) -2-7F B -mbmg f-1-F ) -6- ( 3-% - nEg -4-H
) -3-F K -3H-W IE -4-1
£ 40C T » 2-%-6- ( 3-% ME0E -4-F ) -3-H £ -3H-1%

IE -4-F1 (0.24 g, 1.0 mmol) ~ ( 2RS) -2-% E -0 1& £ (
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0.20 g, 1.2 mmol) R =2Zf (0.3 g, 3.0 mmol) /MU & Kk
MM (4 ml) P BERBE SN - IBBREKTNZEZ
BEM 2B > EREBLE KERX  LDIWEMHGZE  kEIKE
TR#E RBYUKHYBEXBWMHL (KRRK S =& F
fe/Z B 2 B =3/2) - W/ 2-( (2RS) -2-F H -mE g b -1-
EHD) -6- (3-F -Mbog-4-%) -3-F K -3H-BE1g -4-F ( 0.29 g,

80 % )

'gH 20 1-H FK-2-( (4aR, 8aR) -K A -/\ & -%F i [1,4]

WEWR-4-F ) - TH-[4,4'1% W uE -6
Y N - ,, N —_— ,, N A - I, NH
A ACInNS A G S OlngiS
Ny
~.N
|
E;LN*N 0
o/ WNe

( 4aR,8bR) - H -4- ( (IR) - I-FEZHE) - A& EF It
[1,4]0E 0% -3 - [

(1R,2R) - x-2-C (1IR) -1-FEZE K E) -BC
S E W F B (J.0Org.Chem., 50, 4154-4155 ( 1985)
)

S IZM& (5.1 g, 45.2 mmol) ME (1R,2R) -K K -
2-C (IR) -1-FE ZERERE ) -BSE (9.89 g, 45.1

mmol ) X =2 & (5.0 g, 49.1 mmol) A PU & kmE (200
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ml) FZ2BE®R > B|EMBEBER 1 MK - IBHHERAE 0CT
WAl mA 28%FH R M FESBK (17.4 g, 90.2 mol)
cEREx2R (L@EBRENMHE) > BEEABEHEMA
K28 - Kk pHLEL 3N R KBRHABE 5-6- T EHERK
EARMZGAFKEHE>E - SRELLEKE L > DS L
B REBBTRE B&HRYUELOVYRBEREBAMAL (K
W 30-50%ZBMZIBENREKRFITNER)  HEBGE&E
Z (4aR,8bR) - K -4- ( (IR) -I-FEZHE) - A& KL

[1,4]mE & -3-fd ( 9.84 g, 37.9 mmol, 84 %)

( 4aR,8bR) - X -4- ( (IR) -1-FHZHE ) -G F i
[1,4]0 B

BREHF EHLHE (17 g, 156 mmol) MMEMSA A E (1.7
g, 78.1 mmol) R IWEKM (100 ml) FZEK » REZ=E
BRTHEBESYw 1 /K - (4aR,8bR) -z -4- ( (IR) -
1-EE ZH ) -S & F a6 [1,4)8 & -3-F ( 9.84 g, 37.9
mmol) RIWEMKME (30 ml) "2 BB MEFMBBER » &
EZHBETHEBRESGY 1 /K - FE/ALMMNARKS A Z
W% FTBBEHKRIUL 6NGR AL KB RKE pHHAEE 12-
14 RAE 80C THH 2 /K - Wwalk » FTHEEKEKA
LBZEMSE - AEHREBLE KBER  DDURBSELZRE K
FERETREE BeVRBWBEEERMMAE (%KIER:
30-50%Z MM ZBMRORFPTZHER) » BB EHEBZ (
4aR,8bR) - H -4- ( (1R) -1-FH ZH ) - NG EIL[1,4]
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o (7.15 g, 29.1 mmol, 77 %)

(4aR,8bR) - = -/\ & K I [1,4]08 & B % B

AP I-] 2B (17.0 g, 119 mmol) f1E ( 4aR,8bR
) - -4-C CIR) -1-FHEZHE) - /NG XA [1,4)18 5 (
7.15 g, 29.1 mmol) A 1,2-Z &R 2 (70 ml) F 2 & %
K#E S0CTHHBEEY 8 /K - EREBETEBERER Kk
£ 80C THRHAZXEGEYHHE (50 ml) K 1 /N - £ B
BTEREE RBBEWUIBRIEBEER  EKMNUEZKR %
"fHB&AEZ (4aR,8bR) - -/VG F I [1,4] 08 & &8

BE (3.50 g, 19.7 mmol, 68%)

1-F & -2- ( (4aR, 8aR) -R A -/V&E -F U6 [1,4]18 1F -4-%
) -1H-[4,4']% B 1 3 -6-Fd

2-F -3-FH B -6- (WIE -4-F ) -3H-WEUE -4-F ( 0.46 g,
2.07 mmol) ~ (4aR,8bR) - A -/\ & & i [1,4]08 1% B g
B (0.4 g, 2.25 mmol) X =2 (0.7 g, 6.92 mmol) A
MaEkm (10 ml) ZWEWFAE 100C T H®#H 10 NEF - 7 15
BREKMZEZR M OE > BHREUHEKE L KB
HEERE O OKMEREBTRMGE BRYUKCHVRBEMLE WML
(HZIEW 5-10% FEARA=ZGRBEKETZEBER) » 85 H
g 1-B £-2-( (4aR, 8aR) -RA-/V&E-F i [1.4]
BE 1% -4-% ) -1H- [4,4')% 0 0F & -6-8 ( 0.33 g, 1.01

mmol, 49 %)
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B A 21:6-( (3aS,7aR) -3-F - 0E -4-HE ) -2- ( A& -

2,4-Z A M -T-R BB - 7-8 ) 3-F E -3H-W 1% -4-

0
LO) — SSZ Me _ SSZ Me __,(S)";—Z(R) Me
o

AP \ g N
HO ﬁ() h O\—<\N-®>h L (_R)?h
o
N
)
~.N
_O
— A —= P N)i
1, MR
O NH HCl (s)" N° N O
O\) Me

( 3RS, 4SR) -4- ( (IR) -1-FHE-Z E B E) -lU&K -k
-3 -E2

E®RT > E 34-BHREMEHK® (10 g, 116 mmol)
K (R) -FEZEMK (14.8 ml, 116 mmol) A Z B (100
ml) 2 BFEBRMAEKS EBEE (12.3 g, 116 mmol)
REVMERXAAZABFRER 3/ /B KREESYWSAE=XEZK
B BEEKRRD=ZEBRERN - HH B LK KRB #HE
e kML RME - ETREWBEN (KIEER > 10% H EE
RZ&H kP CBER) r EELEDERZEEGHMA (
3RS, 4SR) -4-(C (IR) -1-FE-Z EKE) -G 0k ®-3-

fig (11 g, 53 mmol, 46 %)

( 3aRS, 7aSR) -7-(C (IR) -1-FE H -Z &) -IU&H-2,4-—_
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M -T-FA M -E-6-F

£ 0°CT > BREZEE (0.88 ml, 11 mmol) N E (
3RS, 4SR) -4-(C (1R) -1-FE-ZEKE) -G -0kWH-3-
B2 (1.9 g, 9.2 mmol) =2 (1.8 ml, 13 mmol) 4 =
SEHFE MK (30ml) FZER  REZBRETHEEFBEBER 2
N - T B REEWHEEK  RUZ@&@BKREN - BE&
A ENBWUEKREMEZE  KNDLLRE  HYEEE
T BR 2-WE (30 ml) » REZERTH 85%a # k #
(1.3 g, 20 mmol) MEFMBAHFRILEAKENBRZ - 15
N % REEEGWAEKRKRILZEBEZIEZN - BE& 8 #
FEFWMBMUBMAKmMBImEZE  REBRBTR®E FEHEDE
REWRBEEBERMA (ERE C/Z2B Z2EE= 100/0
to 3/1) » BI4 M & .2 ( 3aRS, 7aSR) -7- ( ( IR) -1-%
E-Z2&FE) MG -2,4-Z K H-7-A 5 -E1-6-F (1.46 g, 5.9

mmol, 64% )

(3aS, 7aR) -7- ( (1R) -1-F E -Z &) -SA & -2,4-Z &
M -7- %R -E0

£ OC T RAAXMEF » £ (3aRS,7aSR) -7- ( ( IR) -
1-XE-Z2 &) -4 - SO -T-F 5t -E0-6-F (1.46 g,
5.9 mmol) MIUEGELKMK (20 ml) P 2B KEHFEMA I M
SN E K S S A KM (18 ml, 18 mmol) &
W O FREEYVYRERBREEZR RERSEWH#EAE 15 KR
MM AREBEIBEBEBHE.S BEEWERETRMBE  Kk#&EF
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B2 (10 ml) R 1 NG &EAMAKBE (10 ml) £ ZE T

EHAE®Y HERHEEIR 2/IEBEERSAEEZR - B E
AFEHEEZE K (30 ml)) MEEGY kLU Z B ZEETE

M- AREBURBRMEZBERMURME  #FEWBEREEN
iR - CH/ZBKR ZB= 100/0 to 1/1) B B A 4 8 55

N

L B BFEHBREEYH (3aS, 7aR) -7- ( (1R) -1-F
E-2&E) -ANE-24-Z&¥-T-28-81 > BBRYUKE®RE Z

FE A dh (1.0 g, 4.9 mmol, lH NMR 5 # & 73%, 96% )

N

3aS, 7aR) - N & -2,4-" G -7-5% 5 -2 B B B

(3aS, 7aR) -7- ( (1R) -1-FH -Z H ) - X & -2.4-
R M-7T-AM-E (1.0 g, 4.9 mmol) REAHFE 1-8 Z B
(2.7 ml, 25 mmol) R 1,2-Z & Z ¥ (15 mL) F 2 &K
B 1S M RGAEEZR REESYVERETEBE®
B RGEWAEARTFRE  KRESYWER 2 N - KER
EYMHAMEZERRMURE ZBZENERGY  WE
Mz HBBEBEH (328, 7aR) - AN & -2,4-Z & # -7-8 ¥ -

MR B > WREBRABWKE (0.74 g, 4.5 mmol, 91%)

6- ( (3aS,7aR) -3-F -t mE-4-E ) -2- ( N & -2,4-_ & % -
T M B -T-H ) -3-F O -3H-WE 0E -4-
2 -3-F E -6 (3-8 - OE -4-H ) IH-WEOE -4-F (

0.55 g, 2.3 mmol) ~ (3aS, 7aR) -AN&-2.4-Z_ & % -7-7
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H-ENEEESEE ( 0.37 g, 2.3 mmol) R =2ZF (0.97 ml, 7.0
mmol) MR MUE KM (10 ml) F 2B RENREHAE KN
BE 0C - EZBEEHERRNERESEY 15 M RERBNEE
Bk B EEVWEEK FHRYWEULNZ®EZBFN R
GEXABMBLURABMNEZE RBEEAYEREHAVBERE
it S RGEY (BRK  Cl/Z2BZE= 1/2) » &
mrEHEB&EEZ 6-( (3aS,7aR) -3-F -M0E -4-% ) -2- (

>t

G -2,4-Z F M -T-B - -7-2F ) 3-F H 3H-BIE -4 (
0.35 g, 1.0 mmol, 45%, [a]p?® -123.8° (¢ 0.5~ CH,Cl,)

)

TRUEGYWU EXFR A EZHRB AR MU EHE - T
XKEEYRFTHEHENRLER 1 BELCEW TR RE -
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Q=g

"H-NMR

MS[M+1]

B1

2.99(1H, dd, J=13.8, 6.6Hz), 3.27-3.35(5H, m), 3.55-4.02(5H, m),
4.22(1H, m), 6.82(1H, s), 7.02-7.23(5H, m), 8.41(2H, d, J=6.0Hz),
8.94(2H, d, J=6.0Hz)(DMSO-d6)

363[M+1]

B2

2.99(1H, dd, J=13.5, 6.6Hz), 3.22-3.35(5H, m), 3.59-3.92(5H, m),
4.22(1H, m), 6.81(1H, s), 7.02-7.23(5H, m), 8.39(2H, d, J=6.6Hz),
8.93(2H, d, J=6.6Hz)(DMSO-d6)

363[M+1]

B3

3.07-3.27(3H, m), 3.39 (3H, s), 3.68-4.01 (6H, m),7.11-7.26 (6H,
m), 8.13 (1H, d, J=7.2Hz), 8.89 (1H, d, J=5.1Hz), 9.28(1H, s)

364[M+1]

B4

3.09-3.27(3H, m), 3.39 (3H, s), 3.68-4.02 (6H, m), 7.11-7.27(6H,
m), 8.13 (1H, dd, J=5.4, 1.2Hz), 8.88(1H, d, J=5.1Hz), 9.28(1H, d,
J=0.9Hz) (CDCly).

364[M+1]

B5

1.56-1.60(1H, m), 2.20-2.26(1H, m), 2.79-2.86(3H, m), 3.50-
3.56(5H, m), 4.02-4.11(2H, m), 4.59(1H, dd, J=1.2Hz, 10.2Hz),
7.05(1H, s), 7.13-7.24(3H, m), 7.47-7.50(1H, m), 8.00(2H, d,
J=42Hz), 8.70(2H, d, J=4.2Hz)(DMSO-d6)

A S 04

375

B6

1.56-1.60(1H, m), 2.24-2.28(1H, m), 2.78-2.86(3H, m), 3.27-
3.40(2H, m), 3.55(3H, s), 4.02-4.11(2H, m), 4.58(1H, dd, J=1.2Hz,
10.2Hz), 6.81(1H, s), 7.12-7.23(3H, m), 7.46-7.49(1H, m),
7.98(1H, dd, J=1.2Hz, 4.2Hz), 8.58(1H, d, J=4.2Hz), 8.71(1H, d,
J=1.2Hz)(DMSO-d6)

393

B7

1.66-1.60(1H, m), 2.24-2.28(1H, m), 2.78-2.98(3H, m), 3.31-
3.38(2H, m), 3.56(3H, s), 4.03-4.12(2H, m), 4.60(1H, dd, J=1.2Hz,
10.2Hz), 7.13-7.24(4H, m), 7.47-7.50(1H, m), 8.24(1H, d,
J=4.2Hz), 9.00(1H, d, J=4.2Hz), 9.32(1H, s)(DMSO0-d6)

376

B8

1.79(2H, m), 1.90(2H, m), 2.10(1H, m), 2.21(2H, m), 2.59(1H, m),
3.27(2H, m), 3.28(3H, s), 3.89(1H, d, J=10.1Hz), 4.20(1H, m),
6.46(1H, s), 7.17(1H, m), 7.27(4H, m), 7.74 (2H, dd, J=4.5, 1.6Hz),
8.67 (2H, dd, J=4.5, 1.6Hz) (CDCls).

373

B9

1.82(4H, m), 2.06(3H, m), 2.21(1H, m), 3.54(3H, s), 3.58(1H, m),
3.65(2H, m), 4.10(1H, m), 6.57(1H, s), 7.28(1H, m), 7.35(4H, m),
7.80(2H, dd, J=4.9, 1.1Hz), 8.70 (2H, dd, J=4.9, 1.1Hz) (CDCls).

373

B10

1.82(2H, m), 2.16(3H, m), 2.70(1H, m), 3.05(1H, d, J=10.2Hz),
3.27(1H, d, J=9.9Hz), 3.56(3H, s), 3.91(1H, d, J=9.9Hz), 4.42(1H,
s), 6.61(1H, s), 7.76(2H, d, J=4.8Hz), 8.70 (2H, d, J=4.8Hz)
(CDCly).

322

B11

1.83(2H, m), 1.98(1H, m), 2.21(1H, m), 2.71(1H, m), 3.20(1H, dd,
J=10.4, 4.0Hz), 3.51(1H, d, J=10.4Hz), 3.56(3H, s), 3.79(1H, dd,
J=10.4, 2.4Hz), 4.08(1H, m), 4.67(1H, m), 6.67(1H, s), 7.31(1H, d,
J=7.6Hz), 7.45(1H, t, J=7.6Hz), 7.53(2H, t, J=7.6Hz), 7.81(2H,
dd, J=4.4, 1.6Hz), 8.73 (2H, dd, J=4.4, 1.6Hz) (CDCl,).

442

B12

1.56(1H, m), 1.65(2H, m), 2.99(2H, m), 2.74(1H, t, J=8.6Hz),
3.15(1H, t, J=8.6Hz), 3.31(2H, m), 3.48(1H, m), 3.49(3H, s),
3.61(1H, m), 4.12(1H, m), 6.56(1H, s), 6.73(1H, d, J=8.4Hz),
6.79(1H, t, J=8.4Hz), 7.31(2H, t, J=8.4Hz), 7.79(2H, d, J=6.0Hz),
8.71(2H, d, J=6.0Hz) (CDCly).

414

B13

1.78(1H, m), 1.90(2H, m), 2.08(2H, m), 2.21(2H, m), 3.56(3H, s),
3.58(1H, m), 3.70(2H, m), 4.15(1H, s), 6.58(1H, s), 7.36(1H, t,
J=7.2Hz), 7.46(4H, m), 7.61(4H, m), 7.82(2H, dd, J=4.8, 1.5Hz),
8.71(2H, dd, J=4.8, 1.5Hz) (CDCls).

449
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QA=

"H-NMR

MS[M+1]

B14

1.60-2.20(11H, m), 3.30(4H, m), 3.50(2H, m), 3.53(3H, s),
3.69(1H, d, J=9.6Hz), 4.01(1H, s), 6.56(1H, s), 6.58(2H, d,
J=8.6Hz), 7.21(2H, d, J=8.6Hz), 7.82(2H, dd, J=4.8, 1.5Hz),
8.69(2H, dd, J=4.8, 1.5Hz) (CDCl,).

442

B15

1.89-2.07(6H, m), 2.32-2.40(2H, m), 3.46(3H, s), 3.68-3.70(1H,
m), 3.81(3H, s), 4.38-4.41(2H, m), 4.78(1H, d, J=8.2Hz), 6.48-
6.61(2H, m), 6.74-6.84(3H, m), 7.96(2H, d, J=4.2Hz), 8.69(2H, d,
J=4.2Hz)(DMSO-d6)

418

B16

1.88-2.07(6H, m), 2.31-2.38(2H, m), 3.47(3H, s), 3.70-3.73(1H,
m), 3.80(3H, s), 4.36-4.40(2H, m), 4.78(1H, d, J=8.2Hz), 6.48-
6.61(3H, m), 6.76-6.86(2H, m), 7.96(1H, dd, J=1.2, 4.2Hz),
8.57(1H, d, J=4.2Hz), 8.69(1H, d, J=1.2Hz)(DMSO-d6)

436

B17

1.84-1.99(4H, m), 2.15-2.32(4H, m), 3.46(3H, s), 3.51-3.53(1H,
m), 3.63(3H, s), 4.35-4.40(2H, m), 5.21-5.23(1H, m), 6.53(2H, d,
J=7.2Hz), 6.72-6.75(3H, m), 7.96(2H, d, J=4.2Hz), 8.69(2H, d,
J=4.2Hz)(DMSO-d6)

418

B18

1.82-1.98(4H, m), 2.15-2.31(4H, m), 3.46(3H, s), 3.51-3.53(1H,
m), 3.63(3H, s), 4.33-4.36(2H, m), 5.21-5.23(1H, m), 6.50-
6.57(3H, m), 6.72(2H, d, J=7.2Hz), 7.96(1H, dd, J=1.2, 4.2Hz),
8.57(1H, d, J=4.2Hz), 8.69(1H, d, J=1.2Hz)(DMSO-d6)

436

B19

1.51-1.55(1H, m), 2.23-2.26(1H, m), 2.77-2.89(3H, m), 3.26-
3.34(2H, m), 3.53(3H, ), 3.73(3H, s), 3.97-4.08(2H, m), 4.52(1H,
d, J=10.2Hz), 6.71(1H, d, J=1.2Hz), 6.81(1H, dd, J=1.2, 7.2Hz),
7.06(1H, s), 7.37(1H, d, J=7.2Hz), 8.00(2H, d, J=4.2Hz), 8.70(2H,
d, J=4.2Hz)(DMS0O-d6)

405

B20

1.52-1.56(1H, m), 2.23-2.27(1H, m), 2.76-2.90(3H, m), 3.23-
3.28(2H, m), 3.54(3H, s), 3.72(3H, s), 4.00-4.08(2H, m), 4.51(1H,
d, J=10.2Hz), 6.70(1H, d, J=1.2Hz), 6.77-6.80(2H, m), 7.36(1H, d,
J=7.3Hz), 7.98(1H, dd, J=1.2, 4.2Hz), 8.65(1H, d, J=4.2Hz),
8.72(1H, d, J=1.2Hz)(DMSO-d6)

423

B21

1.62-1.56(1H, m), 2.23-2.27(1H, m), 2.76-2.90(3H, m), 3.30-
3.40(2H, m), 3.55(3H, s), 3.73(3H, s), 4.01-4.12(2H, m), 4.53(1H,
d, J=10.2Hz), 6.71(1H, d, J=1.2Hz), 6.80(1H, dd, J=1.2, 7.2Hz),
7.18(1H, s), 7.38(1H, d, J=7.2Hz), 8.24(1H, d, J=4.2Hz), 9.05(1H,
d, J=4.2Hz), 9.31(1H, s)(DMSO-d6)

406

B22

1.48-1.58 (1H, m), 2.32-2.40 (1H, m), 2.65-2.84 (3H, m), 3.31-3.37
(2H, m), 3.53 (3H, s), 3.79 (3H, s), 4.02-4.13 (2H, m), 4.56 (1H, d,
J=10.2Hz), 6.88 (1H, d, J=7.2Hz), 7.07 (1H, s), 7.11 (1H, d,
J=7.2Hz), 7.22 (1H, dd, J=7.1Hz, 7.2Hz), 8.00 (2H, d, J=4.2Hz),
8.71 (2H, d, J=4.2Hz) (CDCly).

405

B23

1.43-1.50(1H, m), 2.28-2.34(1H, m), 2.75-2.80(3H, m), 3.25-
3.35(2H, m), 3.53(3H, ), 3.78(3H, s), 4.01-4.12(2H, m), 4.55(1H,
d, J=9.3Hz), 6.81(1H, s), 6.88(1H.d, J=7.2Hz), 7.08(1H.d,
J=7.2Hz), 7.21(1H, dd, J=7.2Hz, 7.3Hz), 7.97(1H, dd, J=1.2Hz,
4.2Hz), 8.60(1H, d, J=, 4.2Hz), 8.73(1H, d, J= 1.2Hz)(CDCl,)

423

B24

1.42-1.52 (1H, m), 2.27-2.39 (1H, m), 2.81-2.96 (3H, m), 3.32-3.40
(2H, m), 3.55 (3H, s), 3.79 (3H, s), 4.02-4.13 (2H, m), 4.57 (1H, d,
J=10.2Hz), 6.88 (1H, d, J=7.2Hz), 7.11 (1H, d, J=7.2Hz), 7.19 (1H,
s), 7.22 (1H, dd, J=7.2Hz 7.3Hz), 8.23 (1H, dd, J=1.2Hz, 4.2Hz),
9.02 (1H, d, J=4.2Hz), 9.31 (1H, d, J=1.2Hz) (CDCl,).

406
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1.48-1.58 (1H, m), 2.22-2.26 (1H, m), 2.73-2.88 (3H, m), 3.35-3.39
(2H, m), 3.54 (3H, s), 3.74 (3H, s), 3.98-4.15 (2H, m), 4.54 (1H, d,

J=10.2Hz), 6.79 (1H, dd, J=1.2Hz 7.2Hz), 7.00-7.07 (3H, m), 8.00

(2H, d, J=4.2Hz), 8.70 (2H, d, J=4.2Hz) (CDCls).

405

B26

1.53-1.56(1H, m), 2.23-2.27(1H, m), 2.77-2.86(3H, m), 3.25-
3.36(2H, m), 3.54(3H, s), 3.73(3H, s), 4.01-4.14(2H, m), 4.54(1H,
d, J=9.3Hz), 6.78-6.81(2H, m), 6.99-7.01(2H, m), 7.97(1H, dd,
J=1.2Hz, 4.2Hz), 8.58(1H, d, J=4.2Hz), 8.72(1H, d,
J=1.2Hz)(CDCly)

423

B27

1.50-1.58 (1H, m), 2.22-2.27 (1H, m), 2.73-2.91 (3H, m), 3.37-3.42
(2H, m), 3.55 (3H, s), 3.74 (3H, s), 4.02-4.15 (2H, m), 4.56 (1H, d,

J=10.2Hz), 6.80 (1H, dd, J=1.2Hz 7.2Hz), 7.01-7.08 (2H, m), 7.19

(1H, s), 8.23 (1H, dd, J=1.2Hz, 4.2Hz), 9.00 (1H, d, J=4.2Hz), 9.31
(1H, d, J=1.2Hz) (CDCl,).

406

B28

1.72-1.78 (1H, m), 2.41-2.44 (1H, m), 2.91-2.95 (2H, m), 3.47 (3H,
s), 3.52-3.57 (2H, m), 3.93-4.02 (3H, m), 4.65 (1H, d, J=1.2Hz),
5.10 (1H, br), 7.03-7.32 (5H, m), 8.54 (2H, d, J=4.2Hz), 8.99 (2H,
d, J=4.2Hz) (DMSO-d6).

375

B29

1.73-1.76(1H, m), 2.37-2.42(1H, m), 2.88-2.91(2H, m), 3.45(3H,
s), 3.45-3.48(2H, m), 3.90-4.00(3H, m), 4.63(1H, d, J=, 1.2Hz),
6.59(1H, dd, J=1.2Hz, 10.2Hz), 7.13-7.31(4H, m), 7.98(1H, dd,
J=1.2Hz, 4.2Hz), 8.57(1H, d, J=4.2Hz), 8.71(1H, d,
J=1.2Hz)(CDCly)

393

B30

1.72-1.78 (1H, m), 2.42-2.44 (1H, m), 2.90-2.95 (2H, m), 3.46 (3H,
s), 3.48-3.563 (2H, m), 3.93-4.03 (3H, m), 4.65 (1H, d, J=1.2H2),
7.00 (1H, s), 7.19-7.31 (4H, m), 8.21 (1H, dd, J=1.2Hz, 4.2Hz),
9.00 (1H, d, J=4.2Hz), 9.30 (1H, d, J=1.2Hz) (CDCl,).

376

B31

2.84-2.90(1H, m), 3.51-3.58(2H, m), 3.53(3H, s), 3.88-3.94(1H,
m), 4.06-4.15(2H, m), 4.64-4.68(1H, m), 4.78(1H, d, J=9.9Hz),
6.79-6.83(2H, m), 6.95(1H, dd, J=7.2Hz, 7.3Hz), 7.21(1H, dd,
J=7.2Hz, 7.3Hz), 7.37(1H, d, J=7.2Hz), 7.95(1H, dd, J=1.2Hz,
4.2Hz), 8.60(1H, d, J=4.2Hz), 8.74(1H, d, J=1.2Hz)(CDCl,)

395

B32

1.69-1.72(1H, m), 2.38-2.42(1H, m), 2.85-2.88(2H, m), 3.38-
3.44(2H, m), 3.44(3H, s), 3.72(3H, s), 3.87-3.95(3H, m), 4.57(1H,
d, J=1.2Hz), 6.58(1H, s), 6.68(1H, d, J=1.2Hz), 6.78(1H, dd,
J=1.2Hz, 7.2Hz), 7.20(1H, d, J=7.2Hz), 7.98(1H, dd, J=1.2Hz,
4.2Hz), 8.56(1H, d, J=4.2Hz), 8.70(1H, d, J=1.2Hz)(CDCl,)

423

B33

2.87-2.91(1H, m), 3.50-3.56(2H, m), 3.52(3H, s), 3.70(3H, s),
3.82-3.88(1H, m), 4.04-4.16(2H, m), 4.58-4.62(1H, m), 4.77(1H, d,
J=9.9Hz), 6.73-6.81(3H, m), 6.89(1H, d, J=, 1.2Hz), 7.93(1H, dd,
J=1.2Hz, 4.2Hz), 8.60(1H, d, J=4.2Hz), 8.73(1H, d,
J=1.2Hz)(CDCl,)

425

B34

1.69-1.76 (1H, m), 2.39-2.43 (1H, m), 2.80-2.84 (1H, m), 3.44 (3H,
s), 3.42-3.53 (2H, m), 3.73 (3H, s), 3.92-3.97 (3H, m), 4.61 (1H, d,
J=1.2Hz), 6.84-6.87 (3H, m), 7.06 (1H, d, J=7.2Hz), 7.98 (2H, d,
J=4.2Hz), 8.70 (2H, d, J=4.2Hz) (CDCl,).

405

B35

1.70-1.73(1H, m), 2.34-2.44(1H, m), 2.78-2.84(2H, m), 3.44-
3.52(2H, m), 3.44(3H, s), 3.72(3H, s), 3.90-3.95(3H, m), 4.59(1H,
d, J=, 1.2Hz), 6.58(1H, s), 6.84-6.88(2H, m), 7.05(1H, d, J=7.3Hz),
7.98(1H, dd, J=1.2Hz, 4.2Hz), 8.57(1H, d, J=4.2Hz), 8.71(1H, d,
J=1.2Hz)(CDCly)

423
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1.72-1.78 (1H, m), 2.07-2.10 (1H, m), 2.81-2.84 (2H, m), 3.45 (3H,
s), 3.44-3.55 (2H, m), 3.72 (3H, s), 3.92-4.00 (3H, m), 4.62 (1H, d,
J=1.2Hz), 6.83-6.86 (2H, m), 6.99 (1H, s), 7.06 (1H, d, J=7.2Hz),
8.21 (1H, dd, J=1.2Hz, 4.2Hz), 9.01 (1H, d, J=4.2Hz), 9.30 (1H, d,
J=1.2Hz) (CDCl,).

406

B37

1.72-1.78 (1H, m), 2.38-2.58 (2H, m), 2.89-2.93 (1H, m), 3.43 (3H,
s), 3.45-3.53 (2H, m), 3.78 (3H, s), 3.91-3.94 (3H, m), 4.61 (1H, d,
J=1.2Hz), 6.82 (1H, s), 6.90-6.92 (2H, m), 7.20 (1H, dd, J=7.2Hz
7.3Hz), 7.98 (2H, d, J=4.2Hz), 8.69 (2H, d, J=4.2Hz) (CDCl,).

405

B38

1.74-1.78(1H, m), 2.35-2.40(2H, m), 2.87-2.93(1H, m), 3.43(3H,
s), 3.47-3.50(2H, m), 3.78(3H, s), 3.89-3.95(3H, m), 4.60(1H, d,

=, 1.2Hz), 6.58(1H, s), 6.89-6.91(2H, m), 7.19(1H, dd, J=7.2Hz,
7.3Hz), 7.99(1H, dd, J=1.2Hz, 4.2Hz), 8.57(1H, d, J=4.2Hz),
8.71(1H, d, J=1.2Hz)(CDCl,)

423

B39

1.76-1.80 (1H, m), 2.38-2.61 (2H, m), 2.88-2.94 (1H, m), 3.45 (3H,
s), 3.46-3.54 (2H, m), 3.78 (3H, s), 3.91-3.99 (3H, m), 4.62 (1H, d,
J=1.2Hz), 6.90-6.92 (2H, m), 6.99 (1H, s), 7.20 (1H, dd, J=7.2Hz
7.3Hz), 8.20 (1H, dd, J=1.2Hz, 4.2Hz), 9.01 (1H, d, J=4.2Hz), 9.30
(1H, d, J=1.2Hz) (CDCls).

406

B40

1.47-1.51(2H, m), 1.94-1.98(2H, m), 2.12-2.17(1H, m), 2.61-
2.98(5H, m), 3.24-3.28(2H, m), 3.64(3H, s), 6.70(1H, s), 7.11-
7.52(4H, m), 7.92(1H, dd, J=1.2Hz, 4.2Hz), 8.50(1H, d, J=4.2Hz),
8.55(1H, d, J=1.2Hz)(CDCl,)

391

B41

1.31-1.34 (1H, m), 1.55-1.65 (1H, m), 1.80-1.90 (2H, m), 2.08-2.10
(1H, m), 2.65-2.88 (5H, m), 3.11-3.15 (1H, m), 3.16-3.20 (1H, m),
3.50 (3H, s), 3.72 (3H, s), 6.67 (1H, d, J=1.2Hz), 6.77 (1H, dd,
J=1.2Hz 7.2Hz), 7.02 (1H, s), 7.25 (1H, d, J=7.2Hz), 7.96 (2H, d,
J=4.2Hz), 8.68 (2H, d, J=4.2Hz) (CDCl).

403

B42

1.28-1.32(1H, m), 1.60-1.64(1H, m), 1.82-1.85(2H, m), 2.08-
2.11(1H, m), 2.67-2.86(5H, m), 3.07-3.13(1H, m), 3.33-3.36(1H,
m), 3.51(3H, s), 3.71(3H, s), 6.67-6.76(3H, m), 7.24(1H, d,
J=7.2Hz), 7.92(1H, dd, J=1.2Hz, 4.2Hz), 8.57(1H, d, J=4.2Hz),
8.70(1H, d, J=1.2Hz)(CDCl,)

421

B43

1.28-1.38 (1H, m), 1.55-1.63 (1H, m), 1.78-1.83 (2H, m), 2.00-2.12
(1H, m), 2.65-2.90 (5H, m), 3.14-3.18 (1H, m), 3.28-3.38 (1H, m),
3.51(3H, s), 3.72 (3H, s), 6.68 (1H, d, J=1.2Hz), 6.7 (1H, dd,
J=1.2Hz 7.2Hz), 7.15 (1H, s), 7.26 (1H, d, J=7.2Hz), 8.16 (1H, dd,
J=1.2Hz, 4.2Hz), 8.9 (1H, d, J=4.2Hz), 9.31 (1H, d, J=1.2Hz)
(CDCl,).

404

B44

3.42-3.48 (2H, m), 3.46 (3H, s), 3.90-3.92 (2H, m), 4.28-4.32 (2H,
m), 4.52-4.59 (1H, m), 4.75 (1H, d, J=1.2Hz), 6.84-6.86 (2H, m),
6.96 (1H, dd, J=7.2Hz 7.3Hz), 7.23-7.33 (2H, m), 7.96 (2H, d,
J=4.2Hz), 8.70 (2H, d, J=4.2Hz) (CDCl,).

377

B45

3.29-3.32(2H, m), 3.44(3H, s), 3.88-3.90(2H, m), 4.25-4.34(2H,
m), 4.52-4.59(1H, m), 4.73(1H, d, J=, 1.2Hz), 6.61(1H, s),
6.84(1H, d, J=7.2Hz), 6.95(1H, dd, J=7.2Hz, 7.3Hz), 7.23-7.32(2H,
m), 7.96(1H, dd, J=1.2Hz, 4.2Hz), 8.57(1H, d, J=4.2Hz), 8.71(1H,
d, J=1.2Hz)(CDCl)

395

B46

3.37-3.41 (2H, m), 3.42 (3H, s), 3.90-3.93 (2H, m), 4.32-4.36 (2H,
m), 4.53-4.56 (1H, m), 4.76 (1H, d, J=1.2Hz), 6.84-6.98 (2H, m),
7.02 (1H, s), 7.23-7.34 (2H, m), 8.18 (1H, dd, J=1.2Hz, 4.2Hz),
9.01 (1H, d, J=4.2Hz), 9.30 (1H, d, J=1.2Hz) (CDCls).

378
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3.25-3.29 (1H, m), 3.38-3.42 (1H, m), 3.51 (3H, 5), 3.79 (3H, 5), 3.96-
4.02 (2H, m), 4.11-4.16 (2H, m), 4.58-4.63 (1H, m), 4.79 (1H, d,
J=1.2Hz), 6.78-6.90 (4H, m), 7.88 (1H, dd, J=1.2Hz, 4.2Hz), 8.52 (1H, d,
J=4.2Hz), 8.57 (1H, d, J=1.2Hz) (CDCly).

425

B48

3.27-3.30 (1H, m), 3.41-3.45 (1H, m), 3.52 (3H, 5), 3.80 (3H, s), 3.97-
4.04 (2H, m), 4.15-4.20 (2H, m), 4.58-4.65 (1H, m), 4.81 (1H, d,
J=1.2Hz), 6.79-6.91 (3H, m), 7.39 (1H, s), 8.1 (1H, dd, J=1.2Hz, 4.2Hz),
8.57 (1H, d, J=4.2Hz), 9.27 (1H, d, J=1.2Hz) (CDCl).

408

B49

1.73-1.76(1H, m), 2.37-2.42(1H, m), 2.88-2.91(2H, m), 3.45(3H,
s), 3.45-3.48(2H, m), 3.90-4.00(3H, m), 4.63(1H, d, J=, 1.2Hz),
6.59(1H, dd, J=1.2Hz, 10.2Hz), 7.13-7.31(4H, m), 7.98(1H, dd,
J=1.2Hz, 4.2Hz), 8.57(1H, d, J=4.2Hz), 8.71(1H, d,
J=1.2Hz)(CDCl,)

393

B50

1.72-1.78 (1H, m), 2.42-2.44 (1H, m), 2.90-2.95 (2H, m), 3.46 (3H,
s), 3.48-3.53 (2H, m), 3.93-4.03 (3H, m), 4.65 (1H, d, J=1.2Hz),
7.00 (1H, s), 7.19-7.31 (4H, m), 8.21 (1H. dd, J=1.2Hz, 4.2Hz),
9.00 (1H, d, J=4.2Hz), 9.30 (1H, d, J=1.2Hz) (CDCl,).

376

B51

2.84-2.90(1H, m), 3.51-3.58(2H, m), 3.53(3H, s), 3.88-3.94(1H,
m), 4.06-4.15(2H, m), 4.64-4.68(1H, m), 4.78(1H, d, J=9.9Hz),
6.79-6.83(2H, m), 6.95(1H, dd, J=7.2Hz, 7.3Hz), 7.21(1H, dd,
J=7.2Hz, 7.3Hz), 7.37(1H, d, J=7.2Hz), 7.95(1H, dd, J=1.2Hz,
4.2Hz), 8.60(1H, d, J=4.2Hz), 8.74(1H, d, J=1.2Hz)(CDCl,)

395

B52

1.73-1.76(1H, m), 2.37-2.42(1H, m), 2.88-2.91(2H, m), 3.45(3H,
s), 3.45-3.48(2H, m), 3.90-4.00(3H, m), 4.63(1H, d, J=, 1.2Hz),
6.59(1H, dd, J=1.2Hz, 10.2Hz), 7.13-7.31(4H, m), 7.98(1H, dd,
J=1.2Hz, 4.2Hz), 8.57(1H, d, J=4.2Hz), 8.71(1H, d,
J=1.2Hz)(CDCl,)

393

B53

1.72-1.78 (1H, m), 2.42-2.44 (1H, m), 2.90-2.95 (2H, m), 3.46 (3H,
s), 3.48-3.53 (2H, m), 3.93-4.03 (3H, m), 4.65 (1H, d, J=1.2Hz),
7.00 (1H, s), 7.19-7.31 (4H, m), 8.21 (1H, dd, J=1.2Hz, 4.2Hz),
9.00 (1H, d, J=4.2Hz), 9.30 (1H, d, J=1.2Hz) (CDCl,).

376

B54

2.84-2.90(1H, m), 3.51-3.58(2H, m), 3.53(3H, s), 3.88-3.94(1H,
m), 4.06-4.15(2H, m), 4.64-4.68(1H, m), 4.78(1H, d, J=9.9Hz),
6.79-6.83(2H, m), 6.95(1H, dd, J=7.2Hz, 7.3Hz), 7.21(1H, dd,
J=7.2Hz, 7.3Hz), 7.37(1H, d, J=7.2Hz), 7.95(1H, dd, J=1.2Hz,
4.2Hz), 8.60(1H, d, J=4.2Hz), 8.74(1H, d, J=1.2Hz)(CDCl,)

395

B55

1.58-1.62 (1H, m), 2.30-2.34 (1H, m), 2.87-3.18 (4H, m), 3.49-3.56 (1H,
m), 3.66 (3H, s), 4.07-4.11 (1H, m), 4.19-4.23 (1H, m), 4.55 (1H, d,
J=10.2Hz), 6.84 (1H, s), 6.91-7.10 (2H, m), 7.30 (1H, d, J=1.2Hz), 7.80
(2H, d, J=4.2Hz), 8.73 (2H, d, J=4.2Hz) (CDCl,).

393

B56

1.55-1.62 (1H, m), 2.29-2.33 (1H, m), 2.87-3.18 (4H, m), 3.46-3.52 (1H,
m), 3.66 (3H, s), 4.04-4.10 (1H, m), 4.19-4.24 (1H, m), 4.54 (1H, dd,
J=1.2Hz, 10.2Hz), 6.90-7.10 (3H, m), 7.29 (1H, d, J=1.2Hz), 7.92 (1H, dd,
J=1.2Hz, 4.2Hz), 8.52 (1H, d, J=4.2Hz), 8.58 (1H, d, J=1.2Hz) (CDCl).

411

B57

1.58-1.62 (1H, m), 2.28-2.38 (1H, m), 2.89-3.18 (4H, m), 3.49-3.54 (1H,
m), 3.67 (3H, s), 4.08-4.12 (1H, m), 4.20-4.24 (1H, m), 4.56 (1H, d,
J=10.2Hz), 6.91-7.10 (2H, m), 7.30 (1H, d, J=1.2Hz), 7.50 (1H, 5), 8.13
(1H, dd, J=1.2Hz, 4.2Hz), 8.88 (1H, d, J=4.2Hz), 9.29 (1H, d, J=1.2Hz)
(CDCly).

394
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1.78-1.82 (1H, m), 2.60-2.93 (3H, m), 3.33-3.38 (1H, m), 3.55 (3H, 5),
3.60-3.66 (1H, m), 3.88-3.92 (1H, m), 4.02-4.06 (2H, m), 4.66 (1H, d,
J=1.2Hz), 6.70 (1H, s), 6.96-7.14 (3H, m), 7.80 (2H, d, J=4.2Hz), 8.73
(2H, d, J=4.2Hz) (CDCly).

393

B59

1.77-1.81 (1H, m), 2.57-2.98 (3H, m), 3.31-3.35 (1H, m), 3.55-3.65 (4H,
m), 3.84-3.89 (1H, m), 4.02-4.05 (2H, m), 4.66 (1H, d, J=1.2Hz), 6.88
(1H, s), 6.99-7.14 (3H, m), 7.93 (1H, dd, J=1.2Hz, 4.2Hz), 8.52 (1H, d,
J=4.2Hz), 8.56 (1H, d, J=1.2Hz) (CDCl,).

411

B60

1.77-1.80 (1H, m), 2.58-2.98 (3H, m), 3.31-3.36 (1H, m), 3.56 (3H, s),
3.60-3.69 (1H, m), 3.87-3.91 (1H, m), 3.98-4.05 (2H, m), 4.67 (1H, d,
J=1.2Hz), 6.97-7.14 (3H, m), 7.36 (1H, s), 8.13 (1H, dd, J=1.2Hz, 4.2Hz),
8.88 (1H, d, J=4.2Hz), 9.29 (1H, d, J=1.2Hz) (CDCly).

394

B61

1.29 (3H, d, J=7.2Hz), 3.12-3.22 (1H, m), 3.42-3.48 (1H, m), 3.55
(3H, s), 3.60-3.64 (1H, m), 3.68-3.92 (4H, m), 6.71 (1H, s), 7.81
(2H, d, J=4.2Hz), 8.72 (2H, d, J=4.2Hz) (CDCl,).

287

B62

1.27 (3H, t, J=7.2Hz), 3.10-3.17 (1H, m), 3.40-3.46 (1H, m), 3.55
(3H, s), 3.60-3.63 (1H, m), 3.68-3.72 (1H, m), 3.83-3.91 (3H, m),
6.90 (1H, s), 7.97 (1H, dd, J=1.2Hz, 4.2Hz), 8.52 (1H, d, J=4.2Hz),
8.54 (1H, d, J=1.2Hz) (CDCl,).

305

B63

1.26 (3H, d, J=7.2Hz), 3.10-3.18 (1H, m), 3.38-3.52 (1H, m), 3.56
(3H, s), 3.59-3.64 (1H, m), 3.68-3.72 (1H, m), 3.85-3.92 (3H, m),
7.37 (1H, s), 8.16 (1H, d, J=4.2Hz), 8.87 (1H, d, J=4.2Hz), 9.28
(1H, s) (CDCly).

288

B64

1.29 (3H, d, J=7.2Hz), 3.12-3.22 (1H, m), 3.42-3.48 (1H, m), 3.55
(3H, s), 3.60-3.64 (1H, m), 3.68-3.92 (4H, m), 6.71 (1H, s), 7.81
(2H, d, J=4.2Hz), 8.72 (2H, d, J=4.2Hz) (CDCl,).

287

B65

1.27 (3H, t, J=7.2Hz), 3.10-3.17 (1H, m), 3.40-3.46 (1H, m), 3.55
(3H, s), 3.60-3.63 (1H, m), 3.68-3.72 (1H, m), 3.83-3.91 (3H, m),
6.90 (1H, s), 7.97 (1H, dd, J=1.2Hz, 4.2Hz), 8.52 (1H, d, J=4.2Hz),
8.54 (1H, d, J=1.2Hz) (CDCl,).

3056

B66

1.26 (3H, d, J=7.2Hz), 3.10-3.18 (1H, m), 3.38-3.52 (1H, m), 3.56
(3H, s), 3.59-3.64 (1H, m), 3.68-3.72 (1H, m), 3.85-3.92 (3H, m),
7.37 (1H, s), 8.16 (1H, d, J=4.2Hz), 8.87 (1H, d, J=4.2Hz), 9.28
(1H, s) (CDCly).

288

B67

0.96-1.08 (1H, m), 1.35-1.56 (3H, m), 1.68-1.76 (1H, m), 1.79-1.83
(1H, m), 1.94-2.00 (1H, m), 2.11-2.16 (1H, m), 3.00-3.02 (2H, m),
3.16-3.20 (1H, m), 3.36-3.40 (1H, m), 3.61 (3H, s), 3.86-4.00 (2H,
m), 6.81 (1H, s), 7.81 (2H, d, J=4.2Hz), 8.74 (2H, d, J=4.2Hz)
(CDCl,).

327

B68

0.96-1.04 (1H, m), 1.34-1.55 (3H, m), 1.66-1.74 (1H, m), 1.80-1.84
(1H, m), 1.94-2.00 (1H, m), 2.06-2.16 (1H, m), 2.98-3.02 (2H, m),
3.13-3.16 (1H, m), 3.37-3.40 (1H, m), 3.61 (3H, s), 3.87-4.01 (2H,
m), 7.00 (1H, s), 7.95 (1H, dd, J=1.2Hz, 4.2Hz), 8.51-8.61 (2H, m)
(CDCly).
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0.98-1.06 (1H, m), 1.34-1.58 (3H, m), 1.66-1.72 (1H, m), 1.80-1.84
(1H, m), 1.98-2.02 (1H, m), 2.06-2.12 (1H, m), 2.98-3.02 (2H, m),
3.12-3.16 (1H, m), 3.33-3.39 (1H, m), 3.62 (3H, s), 3.82-3.98 (2H,
m), 7.47 (1H, s), 8.16 (1H, d, J=4.2Hz), 8.90 (1H, d, J=4.2Hz),
9.29 (1H, s) (CDCly).

328

B70

3.24-3.27 (1H, m), 3.26 (3H, s), 3.53 (3H, s), 3.52-3.55 (1H, m),
3.68-3.96 (7H, m), 6.85 (1H, s), 7.94 (1H, dd, J=1.2Hz, 4.2Hz),
8.51 (1H, d, J=4.2Hz), 8.56 (1H, d, J=1.2Hz) (CDCl,).

335

B71

3.26 (3H, s), 3.26-3.28 (1H, m), 3.54 (3H, s), 3.55-3.99 (8H, m),
7.33 (1H, s), 8.14 (1H, d, J=4.2Hz), 8.87 (1H, d, J=4.2Hz), 9.28
(1H, s) (CDCly).

318

B72

3.27 (3H, s), 3.27-3.30 (1H, m), 3.53 (3H, s), 3.58-3.60 (1H, m),
3.79-3.97 (7H, m), 6.67 (1H, s), 7.98 (2H, d, J=4.2Hz), 8.71 (2H, d,
J=4.2Hz) (CDCl,).

317

B73

0.92 (3H, t, J=7.2Hz), 1.77-1.92 (2H, m), 3.23-3.28 (1H, m), 3.53
(3H, s), 3.52-3.56 (2H, m), 3.76-3.93 (4H, m), 6.67 (1H, s), 7.80
(2H, d, J=4.2Hz), 8.72 (2H, d, J=4.2Hz) (CDCl,).

301

B74

0.92 (3H, t, J=7.2Hz), 1.76-1.92 (2H, m), 3.21-3.25 (1H, m), 3.48-
3.52 (2H, m), 3.53 (3H, s), 3.76-3.92 (4H, m), 6.85 (1H, s), 7.94
(1H, dd, J=1.2Hz, 4.2Hz), 8.51 (1H, d, J=4.2Hz), 8.55 (1H, d,
J=1.2Hz) (CDCl).

319

B75

0.91 (3H, t, J=7.2Hz), 1.72-1.91 (2H, m), 3.22-3.26 (1H, m), 3.50-
3.52 (2H, m), 3.53 (3H, s), 3.77-3.93 (4H, m), 7.33 (1H, s), 8.15
(1H, d, J=4.2Hz), 8.87 (1H, d, J=4.2Hz), 9.28 (1H, s) (CDCI,).

302

B76

1.60-2.11 (10H, m), 3.57 (3H, s), 4.28-4.31 (2H, m), 6.60 (1H, s),
7.80 (2H, d, J=4.2Hz), 8.71 (2H, d, J=4.2Hz) (CDCl,).

297

B77

1.60-2.10 (10H, m), 3.57 (3H, s), 4.25-4.27 (2H, m), 6.78 (1H, s),
7.96, 8.50 (1H, d, J=4.2Hz), 8.59 (1H, d, J=1.2Hz) (CDCl,).

315

B78

1.60-2.11 (10H, m), 3.58 (3H, s), 4.28-4.29 (2H, m), 7.24 (1H, s),
8.15 (1H, d, J=4.2Hz), 8.85 (1H, d, J=4.2Hz), 9.26 (1H, s) (CDCl,).

208

B79

0.82 (3H, d, J=6.8Hz), 0.96 (3H, d, J=6.8Hz), 2.46-2.48 (1H, m),
3.40 (3H, s), 3.36-3.53 (5H, m), 3.77-3.80 (2H, m), 3.92-3.96 (1H,
m), 4.36 (1H, br), 7.00 (1H, s), 8.57 (2H, d, J=4.2Hz), 8.96 (2H, d,
J=4.2Hz) (DMSO-d6).

315

B8O

0.82 (3H, d, J=6.8Hz), 0.95 (3H, d, J=6.8Hz), 2.38-2.42 (1H, m),
3.39 (3H, s), 3.38-3.52 (4H, m), 3.76-3.80 (2H, m), 3.92-3.96 (1H,
m), 6.51 (1H, s), 6.81 (1H, br), 8.00 (1H, dd, J=1.2Hz, 4.2Hz), 8.50
(1H, d, J=4.2Hz), 8.75 (1H, d, J=1.2Hz) (DMSO-d6).

333

B81

0.83 (3H, d, J=6.8Hz), 0.96 (3H, d, J=6.8Hz), 2.42-2.46 (1H, m),
3.40 (3H, s), 3.40-3.55 (4H, m), 3.77-3.82 (2H, m), 3.95-3.97 (1H,
m), 6.57 (1H, br), 6.91 (1H, s), 8.22 (1H, d, J=4.2Hz), 9.01 (1H, d,
J=4.2Hz), 9.30 (1H, s) (DMSO-d6).

316

B82

0.79 (3H, d, J=7.0Hz), 0.85 (3H, d, J=7.0Hz), 1.54-1.67 (3H, m),
3.33-3.40 (2H, m), 3.40 (3H, s), 3.50-3.92 (6H, m), 6.99 (1H, s),
8.41 (2H, d, J=4.2Hz), 8.92 (2H, d, J=4.2Hz) (DMSO-d6).
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0.80 (3H, d, J=7.0Hz), 0.85 (3H, d, J=7.0Hz), 1.52-1.63 (3H, m),
3.39 (3H, s), 3.33-4.04 (7H, m), 5.68 (1H, br), 6.54 (1H, s), 7.98
(1H, dd, J=1.2Hz, 4.2Hz), 8.58 (1H, d, J=4.2Hz), 8.73 (1H, d,
J=1.2Hz) (DMSO-d6).

347

B84

0.79 (3H, d, J=7.0Hz), 0.86 (3H, d, J=7.0Hz), 1.55-1.68 (3H, m),
3.35-3.37 (1H, m), 3.40 (3H, s), 3.53-3.90 (6H, m), 4.97 (1H, br),
6.95 (1H, s), 8.21 (1H, d, J=4.2Hz), 9.01 (1H, d, J=4.2Hz), 9.30
(1H, s) (DMSO-ds).

330

B85

1.23 (3H, d, J=7.2Hz), 3.19-3.25 (1H, m), 3.59 (3H, s), 3.65-3.82
(1H, m), 3.85-3.95 (2H, m), 4.07-4.21 (4H, m), 4.42-4.45 (1H, m),
6.70 (1H, s), 7.74 (2H, d, J=4.2Hz), 8.70 (2H, d, J=4.2Hz) (CDCl,).

345

B86

1.22 (3H, d, J=7.2Hz), 3.20-3.28 (1H, m), 3.59 (3H, s), 3.62-3.78
(1H, m), 3.84-3.90 (2H, m), 4.07-4.20 (4H, m), 4.38-4.40 (1H, m),
6.90 (1H, s), 7.87 (1H. dd. J=1.2Hz. 4.2Hz). 8.50 (1H, d. J=4.2Hz),
8.58 (1H, d, J=1.2Hz) (CDCly).

363

B87

1.23 (3H, d, J=7.2Hz), 3.12-3.20 (1H, m), 3.60 (3H, s), 3.62-3.72
(1H, m), 3.82-3.92 (2H, m), 4.08-4.18 (4H, m), 4.39-4.42 (1H, m),
7.36 (1H, s), 8.05 (1H, d, J=4.2Hz), 8.86 (1H, d, J=4.2Hz), 9.27
(1H, s) (CDCly).

346

B88

2.94-3.00 (1H, m), 3.36-3.40 (1H, m), 3.49-3.53 (1H, m), 3.61 (3H,
s), 3.64-3.65 (1H, m), 3.87-3.94 (3H, m), 4.73 (1H, dd, J=1.2Hz
10.2Hz), 7.07 (1H, s), 7.15-7.26 (3H, m), 7.42-7.45 (2H, m), 8.26
(2H, d, J=4.2Hz), 8.90 (2H, d, J=4.2Hz) (DMSO-d8).

349

B89

2.94-3.00 (1H, m), 3.28-3.32 (1H, m), 3.58-3.60 (1H, m), 3.61 (3H,
s), 3.86-3.90 (3H, m), 4.63 (1H, dd, J=1.2Hz 10.2Hz), 6.58 (1H, s),
7.20-7.31 (3H, m), 7.38-7.42 (2H, m), 7.57 (1H, dd, J=1.2Hz,
4.2Hz), 8.52 (1H, d, J=4.2Hz), 8.66 (1H, d, J=1.2Hz) (DMSO-d6).

367

B90

2.94-2.98 (1H, m), 3.34-3.38 (1H, m), 3.44-3.48 (1H, m), 3.60 (3H,
s), 3.63-3.66N, 3.85-3.90 (3H, m), 4.71 (1H, dd, J=1.2Hz 10.2Hz),
6.96 (1H, s), 7.11-7.22 (3H, m), 7.22-7.27 (2H, m), 7.98 (1H, d,
J=4.2Hz), 8.98 (1H, d, J=4.2Hz), 9.23 (1H, s) (DMSO-d6).

350

B91

1.49-2.66 (15H, m), 3.26 (1H, td, J = 3.6 and 10.8Hz), 3.43-3.50
(1H, m), 3.50 (3H, s), 3.63 (1H, m), 6.60 (1H, s), 7.80 (2H, d, J =
6.0Hz), 8.70 (2H, d, J = 6.3Hz) (CDCl,)

325

B92

1.26-2.05 (15H, m), 3.25 (1H, td, J = 3.6 and 10.8Hz), 3.26-3.51
(1H, m), 3.51 (3H, s), 3.64 (1H, m), 7.25 (1H, s), 8.15 (1H, dd, J =
1.2 and 6.0Hz), 8.86 (1H, d, J = 5.1Hz), 9.27 (1H, d, J=1.2Hz)
(CDCly)

326

B93

1.41-2.06 (156H, m), 3.23 (1H, td, J = 3.6 and 10.8Hz), 3.40 (1H,
m), 3.50 (3H, s), 3.56-3.62 (1H, m), 6.72 (1H, s), 7.96 (1H, dd, J =
1.2 and 6.6Hz), 8.51 (1H, d, J = 4.8Hz), 8.54 (1H, d, J=3.0Hz)
(CDCly)

343

B94

0.92 (3H, t, J=7.2Hz), 1.76-1.92 (2H, m), 3.21-3.25 (1H, m), 3.48-
3.52 (2H, m), 3.53 (3H, s), 3.76-3.92 (4H, m), 6.85 (1H, s), 7.94
(1H, dd, J=1.2Hz, 4.2Hz), 8.51 (1H, d, J=4.2Hz), 8.55 (1H, d,
J=1.2Hz) (CDCls).

319
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1.15 (3H, d, J=6.8Hz), 2.98-3.04 (1H, m), 3.30-3.36 (1H, m), 3.48
(3H, s), 3.68-3.79 (5H, m), 4.82 (1H, br), 7.70 (1H, dd, J=1.2Hz,
4.2Hz), 8.61 (1H, d, J=4.2Hz), 8.7 (1H, d, J=1.2Hz) (DMSO-d6).

323

BY6

0.92 (3H, t, J=7.2Hz), 1.77-1.92 (2H, m), 3.23-3.28 (1H, m), 3.53
(3H, s), 3.52-3.56 (2H, m), 3.76-3.93 (4H, m), 6.67 (1H, s), 7.80
(2H, d, J=4.2Hz), 8.72 (2H, d, J=4.2Hz) (CDCl,).

301

B97

0.91 (3H, t, J=7.2Hz), 1.72-1.91 (2H, m), 3.22-3.26 (1H, m), 3.50-
3.52 (2H, m), 3.53 (3H, s), 3.77-3.93 (4H, m), 7.33 (1H, s), 8.15
(1H, d, J=4.2Hz), 8.87 (1H, d, J=4.2Hz), 9.28 (1H, s) (CDCl,).

302

B98

1.21 (3H, d, J=6.8Hz), 3.04-3.12 (1H, m), 3.28-3.38 (1H, m), 3.55-
3.65 (2H, m), 3.60 (3H, s), 3.85-3.92 (3H, m), 7.91 (2H, d,
J=4.2Hz), 8.76 (2H, d, J=4.2Hz) (CDCl,).

305

B99

1.18 (3H, d, J=6.8Hz), 3.10-3.14 (1H, m), 3.26-3.49 (2H, m). 3.36
(3H, s), 3.56-3.76 (5H, m), 6.43 (1H, s), 7.65 (1H, d, J=4.2Hz),
8.63 (1H, d, J=4.2Hz), 8.74 (1H, s) (DMSO-d6).

321

B100

1.18 (3H, d, J=6.8Hz), 2.50 (3H, s), 3.08-3.13 (1H, m), 3.37-3.54
(2H, m), 3.44 (3H, s), 3.64-3.79 (4H, m), 4.35 (1H, br), 6.43 (1H,
s), 7.95 (1H, d, J=4.2Hz), 8.78 (1H, d, J=4.2Hz), 8.84 (1H, s)
(DMSO-d6). '

301

B101

1.22 (3H, d, J=6.8Hz), 3.16-3.20 (1H, m), 3.36-3.62 (2H, m), 3.48
(3H, s), 3.62-3.80 (4H, m), 4.90 (1H, br), 8.08 (2H, d, J=4.2Hz),
8.92 (2H, d, J=4.2Hz) (DMSO-d6).

366

B102

1.19 (3H, d, J=6.8Hz), 3.09-3.13 (1H, m), 3.32-3.36, 3.50 (3H, s),
3.52-3.56 (1H, m), 3.63-3.73 (4H, m), 5.52 (1H, br), 7.59 (1H, dd,
J=1.2Hz, 4.2Hz), 8.59 (1H, d, J=4.2Hz), 8.75 (1H, d, J=1.2Hz)
(DMSO-d6).

384

B103

1.31 (3H, d, J=6.8Hz), 3.18-3.22 (1H, m), 3.58 (3H, s), 3.52-3.66
(2H, m), 3.76-3.80 (1H, m), 3.88-3.96 (3H, m), 6.84 (1H, s), 7.44-
7.56 (5H, m), 8.18-8.20 (7H, m) (CDCly).

439

B104

1.18 (3H, d, J=6.8Hz), 3.16-3.18 (1H, m), 3.45 (3H, s), 3.51-3.55
(2H, m), 3.68-3.82 (4H, m), 4.12 (3H, ), 5.93 (1H, br), 6.91 (1H,
s), 8.36 (1H, d, J=4.2Hz), 8.59 (1H, d, J=4.2Hz), 8.80 (1H, d,
J=4.2Hz) (DMSO-d6).

317

B105

1.19 (3H, d, J=6.8Hz), 3.08-3.13 (1H, m), 3.32-3.40 (1H, m), 3.63
(3H, s), 3.63-3.66 (2H, m), 3.83-3.91 (3H, m), 7.97 (1H, dd,
J=1.2Hz, 4.2Hz), 8.91 (1H, d, J=4.2Hz), 9.40 (1H, d, J=1.2Hz)
(CDCly).

306

B106

1.20 (3H, d, J=6.8Hz), 3.12-3.16 (1H, m), 3.34-3.38 (2H, m), 3.48
(3H, s), 3.64-3.78 (4H, m), 4.76 (1H, br), 7.81 (1H, dd, J=1.2Hz,
4.2Hz), 8.00 (1H, d, J=4.2Hz), 9.34 (1H, d, J=1.2Hz) (DMSO-d6).

367

B107

1.0-1.6 (m, 7H); 1.6-1.9 (m, 5H); 2.70 (t, 1H ); 3.04 (dt, 1H); 3.53
(s, 3H); 3.75 (bd, 1H); 3.85 (bd, 1H); 6.95 (s, 1H); 8.69 (d, 2H):
8.94 (d, 2H)(CD,0D)

325

B108

2.4-3.1 (m, 3H); 3.57 (dd, 1H); 3.67 (s, 3H); 4.23 (q, 2H); 4.53 (dd,
1H); 4.7-4.8 (m, 1H); 5.20 (dd, 2H); 6.99 (s, 1H); 7.1-7.4 (m, 4H);
8.65 (d, 2H); 8.95 (d, 2H) (CD,0D)

388

B109

3.1-3.3(m, 2H); 3.4-4.1 (m, OH); 3.64 (s, 3H); 4.7-5.1 (m, H); 7.14
(bs, 1H); 7.3-7.6 (m, 4H); 8.72 (d, 2H); 8.97 (d, 2H)(CD,0D)

374
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B110

2.6-2.8 (m, 3H); 3.0-3.2 (m, 4H); 3.35 (dt, 1H); 3.59 (bd, 2H); 3.61
(s, 3H); 4.1 (dt, 1H); 6.70 (s, TH); 7.04 (d, 1H); 7.32 (s, 1H); 7.33
(d, 1H); 7.82 (d, 2H); 8.72 (d, 2H)(CD,0D)

453

B111

1.44 (1H, m), 1.82 (2H, m), 1.98 (1H, m), 2.78 (1H, d, J = 13.2
Hz), 3.02 (5H, m), 3.23 (1H, m), 3.33 (1H, d, J = 13.2 Hz), 3.42
(1H, m), 3.50 (1H, m), 3.57 (3H, s), 6.68 (1H, s), 7.04 (1H, d, J =
7.6 Hz), 7.19 (3H, m), 7.77 (2H, dd, J = 3.6, 1.5 Hz), 8.70 (2H, dd,
J = 3.6, 1.5 Hz) (CDCl,)

402

B112

1.44 (1H, m), 1.84 (2H, m), 1.97 (1H, m), 2.99 (1H, d. J = 14.8
Hz), 3.07 (4H, m), 3.22 (1H, m), 3.32 (1H, d, J = 13.2 Hz), 3.40
(1H, m), 3.50 (1H, m), 3.58 (3H, s), 7.03 (2H, d, J = 8.0 Hz), 7.18
(3H, m), 7.34 (1H, s), 8.11 (1H, d, J = 4.8 Hz), 8.85 (1H, d, J = 4.8
Hz), 9.28 (1H, s) (CDCl,)

403

B113

1.44(1H, m), 1.82(2H, m), 1.95(1H, m), 2.78(1H, d, J = 13.1Hz),
3.05(5H, m), 3.20(1H, m), 3.31(1H, d, J = 13.1Hz), 3.40(1H, m),
3.47(1H, m), 3.57(3H, s), 6.86(1H, s), 7.04(2H, d, J=7.8Hz),
7.19(3H, m), 7.90 (1H, dd, J =4.8, 3.2Hz), 8.49(1H, d, J = 4.8 Hz),
8.55(1H, d, J =3.0Hz)(CDCls)

420

B114

1.88(2H, m), 2.00(2H, m), 2.97(1H, m), 3.06(1H, m), 3.17(2H, m),
3.28(s, 3H), 3.29(2H, m), 3.46(1H, d, J=13.2Hz), 3.80(1H, d,
J=13.2Hz), 6.78(1H, s), 7.20(1H, t, J=7.5Hz), 7.32(2H, t, J=7.5Hz),
7.52(2H, t, J=7.5Hz), 7.95 (1H, dd, J =5.1, 3.3Hz), 8.53(1H, d, J =
5.1Hz), 8.55(1H, d, J =3.3Hz)(CDCl,)

406

B115

2.02 (1H, m), 2.22 (1H, m), 2.37 (1H, m), 2.60 (1H, m), 3.36 (3H,
s), 4.80-3.35 (6H, m), 3.87 (1H, d, J = 14.4 Hz), 4.00 (1H, d, J =
14.4 Hz), 6.99 (1H, s), 7.35 (1H, t, J = 7.6 Hz), 7.41 (2H, t, J = 7.6
Hz), 7.84 (2H, d, J = 7.6 Hz), 8.37 (2H, d, J = 6.8 Hz), 8.91 (2H ,d,
J = 6.8 Hz), 11.57 (1H, br s) (DMSO-d6)

388

B116

2.47-2.61 (3H, m), 2.76-2.98 (4H, m), 3.16-3.22 (1H, m), 3.44-3 48
(1H, m), 3.50 (3H, s), 3.60-3.63 (1H, m), 3.66 (3H, s), 3.71 (3H, 5),
4.26 (1H, d, J=10.2Hz), 6.71 (1H, s), 6.84 (1H, s), 6.85 (1H, 5),
8.00 (2H, d, J=4.2Hz), 8.69 (2H, d, J=4.2Hz) (CDCls).

434

B117

2.46-2.62(3H, m), 2.75-2.79(1H, m), 2.91-2.98(3H, m), 3.14-
3.18(1H, m), 3.42-3.45(1H, m), 3.50(3H, s), 3.70-3.72(1H, m),
3.72(3H, s), 3.74(3H, s), 4.26(1H, dd, J=1.2Hz, 12.6Hz), 6.60(1H,
s), 6.70(1H, s), 6.82(1H, s), 8.02(1H, dd, J=1.2Hz, 4.2Hz),
8.56(1H, d, J=4.2Hz), 8.70(1H, d, J=1.2Hz)(CDCly)

452

B118

2.47-2.61 (3H, m), 2.82-3.00 (4H, m), 3.21-3.29 (1H, m), 3.45-3.48
(1H, m), 3.52 (3H, 5), 3.69-3.71 (1H, m), 3.73 (3H, s), 3.76 (3H, 5),
4.26 (1H, d, J=10.2Hz), 6.72 (1H, s), 6.86 (1H, s), 7.01 (1H, 5),
8.25 (1H, dd, J=1.2Hz, 4.2Hz), 9.00 (1H, d, J=4.2Hz), 9.30 (1H, d,
J=1.2Hz) (CDCl,).

435

B119

2.56-2.83(4H, m), 2.97-3.16(4H, m), 3.51(3H, s), 3.52-3.54(1H,
m), 3.67-3.70(1H, m), 4.24(1H, dd, J=1.2Hz, 12.6Hz), 6.60(1H, s),
7.12-7.19(3H, m), 7.35(1H, dd, J=7.2Hz, 7.3Hz), 8.01(1H, dd,
J=1.2Hz, 4.2Hz), 8.57(1H, d, J=4.2Hz), 8.71(1H, d,
J=1.2Hz)(CDCly)
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B120

2.58-2.76 (3H, m), 2.83-2.90 (1H, m), 2.96-3.05 (3H, m), 3.12-3.22
(1H, m), 3.52 (3H, s), 3.52-3.56 (1H, m), 3.70-3.74 (1H, m), 4.26
(1H, d, J=10.2Hz), 7.01 (1H, s), 7.13-7.20 (3H, m), 7.39 (1H, dd,
J=7.2Hz 7.3Hz), 8.24 (1H, dd, J=1.2Hz, 4.2Hz), 9.01 (1H, d,
J=4.2Hz), 9.30 (1H, d, J=1.2Hz) (CDCl,).

375

B121

1.83 (2H, m), 1.98 (1H, m), 2.21 (1H, m), 2.71 (1H, m), 3.20 (1,
dd, J = 10.4, 4.0, 1H), 3.51 (1H, d, J = 10.4 Hz), 3.56 (3H, s), 3.71
(1H, dd, J = 10.4, 2.4 Hz), 4.08 (1H, m), 467 (1H, m), 6.67 (1H, s),
7.31(1H,d, J = 7.6 Hz), 7.45 (1H, t, J = 7.6 Hz), 7.53 (2H, t, J =
7.6 Hz), 7.81 (2H, dd, J = 4.4, 1.6 Hz), 8.73 (2H, dd, J = 4.4, 1.6
Hz) (CDCl,)

442

1.56 (1H, m), 1.65 (2H, m), 1.99 (2H, m), 2.10 (2H, m), 2.74 (1H,,
J=8.6Hz), 3.15 (1H, t, J = 8.6 Hz), 3.31 (2H, t, J = 10.5 Hz), 3.48
(1H, m), 3.49 (3H, s), 3.61 (1H, m), 4.12 (1H, m), 6.56 (1H, s),
6.73 (1H, d, J = 8.4 Hz), 6.79 (1H, 1, J = 8.4 Hz), 7.31 (2H, t, J =
8.4 Hz), 7.79 (2H, d, J = 6.0 Hz), 8.71 (2H ,d, J = 6.0 Hz) (CDCl,)

414

B123

1.28(3H, d, J=6.6Hz), 3.20(1H, m), 3.44(1H, m), 3.58(3H, s), 3.62-
3.64(1H, m), 3.74(1H, m), 3.87-3.94(3H, m), 7.49-7.53(3H, m),
7.59(1H, s), 8.02(1H, d, J=5.1Hz), 8.55(1H, dd, J=6.3, 2.4Hz),
8.95(1H, d, J=5.1Hz)(CDCl).

364

B124

1.16-1.24 (6H, m), 1.72-1.78 (6H, m), 2.20 (1H, m), 2.69 (1H, m), 2.91
(1H, td, J = 10.2, 3.0 Hz), 3.10 (1H, d, J = 12.6 Hz), 3.59 (3H, s), 6.78
(1H, s), 7.80 (2H, d, J = 6.0 Hz), 8.74 (2H, d, J = 6.0 Hz) (CDCL,)

325

B125

1.16-1.24 (6H, m), 1.72-1.78 (6H, m), 2.20 (1H, m), 2.69 (1H, m), 2.91
(1H, td, J = 10.2, 3.0 Hz), 3.10 (1H, d, J = 12.6 Hz), 3.59 (3H, s), 7.20
(1H, s), 8.14 (1H, d, J = 5.4 Hz), 8.85 (1H, d, J = 5.1 Hz), 9.27 (1H,s)
(CcDCly)

326

B126

1.16-1.24 (6H, m), 1.72-1.78 (6H, m), 2.20 (1H, m), 2.69 (1H, m), 2.91
(1H, td, J = 10.2, 3.0 Hz), 3.10 (1H, d, J = 12.6 Hz), 3.59 (3H, s). 6.96
(1H, s), 7.94 (1H, dd, J = 6.6, 5.1 Hz), 8.53 (1H, d, J = 5.1 Hz), 8.56 (1H,
d, J = 3.0 Hz) (CDCl;)

343

B127

3.28-3.32 (1H, m), 3.51-3.55 (1H, m), 3.51 (3H, s), 3.73-3.77 (2H, m),
3.85-3.97 (SH, m), 4.41 (2H, q, J=12.0Hz), 6.61 (1H, s), 7.14-7.26 (5H,
m), 7.711 (2H, d, J=4.8Hz), 8.71 (2H, d, J=4.2Hz) (CDCl,).

393

B128

3.24-3.28 (1H, m), 3.49-3.52 (1H, m), 3.51 (3H, s), 3.72-3.78 (2H, m),
3.86-3.96 (5H, m), 4.41 (2H, q, J=12.0Hz), 6.79 (1H, s), 7.14-7.19 (2H,
m), 7.22-7.26 (3H, m), 7.90 (1H, dd, J=2.4Hz, 5.4Hz), 8.49 (1H, d,
J=5.4Hz), 8.55 (1H, d, J=2.4Hz) (CDClI,).

411

B129

3.34-3.41 (1H, m), 3.61 (3H, s), 3.52-3.67 (4H, m), 3.82-3.96 (5H, m),
438 (2H, q, J=12.0Hz), 6.91 (1H, s), 7.10-7.18 (5H, m), 8.21 (1H,
J=1.2Hz, 4.2Hz), 9.00 (1H, d, J=4.2Hz), 9.30 (1H, d, J=1.2Hz) (DMSO-
d6).

394

B130

0.96-1.08 (1H, m), 1.35-1.56 (3H, m), 1.68-1.76 (1H, m), 1.79-1.83 (1H,
m), 1.94-2.00 (1H, m), 2.11-2.16 (1H, m), 3.00-3.02 (2H, m), 3.16-3.20
(1H, m), 3.36-3.40 (1H, m), 3.61 (3H, s), 3.86-4.00 (2H, m), 6.81 (1H, s),
7.81 (2H, d, J=4.2Hz), 8.74 (2H, d, J=4.2Hz) (CDCI,).

327
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B131

0.96-1.04 (1H, m), 1.34-1.55 (3H, m), 1.66-1.74 (1H, m), 1.80-1.84 (1H,
m), 1.94-2.00 (1H, m), 2.06-2.16 (1H, m), 2.98-3.02 (2H, m), 3.13-3.16
(1H, m), 3.37-3.40 (1H, m), 3.61 (3H, s), 3.87-4.01 (2H, m), 7.00 (1H, s),
7.95 (1H, dd, J=2.4Hz, 5.4Hz), 8.51-8.61 (2H, m) (CDCl,).

345

B132

0.98-1.06 (1H, m), 1.34-1.58 (3H, m), 1.66-1.72 (1H, m), 1.80-1.84 (1H,
m), 1.98-2.02 (1H, m), 2.06-2.12 (1H, m), 2.98-3.02 (2H, m), 3.12-3.16
(1H, m), 3.33-3.39 (1H, m), 3.62 (3H, s), 3.82-3.98 (2H, m), 7.47 (1H, s),
8.16 (1H, d, J=4.2Hz), 8.90 (1H, d, J=4.2Hz), 9.29 (1H, s) (CDCl,).

328

B133

1.22-1.32 (1H, m), 1.67-2.03 (4H, m), 2.26-2.41 (1H, m), 2.81-2.92 (1H,
m), 3.17-3.23 (2H, m), 3.50-3.52 (1H, m), 3.59 (3H, s), 3.90-3.95 (1H,
m), 4.06-4.11 (1H, m), 6.76 (1H, s), 7.80 (2H, d, J=4.8Hz), 8.74 (2H, d,
J=4.8Hz) (CDCly).

313

B134

1.20-1.38 (1H, m), 1.59-1.77 (3H, m9, 1.92-1.99 (1H, m), 2.24-2.38 (1H,
m), 2.81-2.89 (1H, m), 3.12-3.22 (2H, m), 3.46-3.51 (1H, m), 3.59 (3H,
s), 3.90-395 (1H, m), 404-410 (1H, m), 6.94 (1H, s), 7.95 (1H, dd,
J=2.4Hz, 5.4Hz), 8.54-8.57 (2H, m) (CDCl,).

331

B135

1.18-1.30 (1H, m), 1.71-1.77 (3H, m), 1.98-2.03 (1H, m), 2.28-2.38 (1H,
m), 2.82-2.90 (1H, m), 3.16-3.23 (2H, m), 3.51-3.55 (1H, m), 3.60 (3H,
s), 3.86-3.94 (1H, m), 4.06-4.10 (1H, m), 7.42 (1H, s), 8.16 (1H, dd,
J=1.2Hz, 4.2Hz), 8.91 (1H, d, J=4.2Hz), 9.29 (1H, d, J=1.2Hz) (CDCl,).

314

B136

0.96-1.08 (1H, m), 1.35-1.56 (3H, m), 1.68-1.76 (1H, m), 1.79-1.83 (1H,
m), 1.94-2.00 (1H, m), 2.11-2.16 (1H, m), 3.00-3.02 (2H, m), 3.16-3.20
(1H, m), 3.36-3.40 (1H, m), 3.61 (3H, s), 3.86-4.00 (2H, m), 6.81 (1H, s),
7.81 (2H, d, J=4.2Hz), 8.74 (2H, d, J=4.2Hz) (CDCl,).

327

B137

0.96-1.04 (1H, m), 1.34-1.55 (3H, m), 1.66-1.74 (1H, m), 1.80-1.84 (1H,
m), 1.94-2.00 (1H, m), 2.06-2.16 (1H, m), 2.98-3.02 (2H, m), 3.13-3.16
(1H, m), 3.37-3.40 (1H, m), 3.61 (3H, s), 3.87-4.01 (2H, m), 7.00 (1H, s),
7.95 (1H, dd, J=2.4Hz, 5.4Hz), 8.51-8.61 (2H, m) (CDClI,).

345

B138

0.98-1.06 (1H, m), 1.34-1.58 (3H, m), 1.66—1.72 (1H, m), 1.80-1.84 (1H,
m), 1.98-2.02 (1H, m), 2.06-2.12 (1H, m), 2.98-3.02 (2H, m), 3.12-3.16
(1H, m), 3.33-3.39 (1H, m), 3.62 (3H, s), 3.82-3.98 (2H, m), 7.47 (1H, s),
8.16 (1H, d, J=4.2Hz), 8.90 (1H, d, J=4.2Hz), 9.29 (1H, s) (CDCl,).

328

B139

1.01 (3H, d, J = 6.0 Hz), 1.13 (3H, d, J = 5.4 Hz), 1.18 (1H, m), 1.32 (1H,
d, J =12 Hz), 1.79 (2H, t, J = 15.0 Hz), 2.67 (1H, t, J = 12.3 Hz), 3.13
(1H, dd, J = 12,0, 2.4 Hz), 3.40 (1H, m), 3.59 (3H, s), 7.42 (1H, s), 8.19
(1H, d, J= 4.5 Hz), 8.88 (1H, d, J = 5.1 Hz), 9.28 (1H, s) (CDCI,)

300

B140

1.01 (3H, d, J = 5.4 Hz), 1.13 (3H, d, J = 5.4 Hz), 1.25 (1H, m), 1.35 (1H,
d, J =12 Hz), 1.79 (2H, t, J = 15.7 Hz), 2.67 (1H, t, J = 12.3 Hz), 3.13
(1H, d, J = 11.7 Hz), 3.40 (1H, m), 3.59 (3H, s), 7.41 (1H, s), 8.19 (1H, s),
8.89 (1H, d, J = 4.4 Hz), 9.27 (1H, s) (CDCI,)

300

B141

1.88-2.03 (5H, m), 2.43 (1H, m), 2.70 (1H, dd, J = 12.9, 9.3 Hz), 3.14
(1H, t, J = 12.2 Hz), 3.38-3.61 (4H, m), 3.53 (3H, s), 3.80 (1H, t, J =
11.6 Hz), 4.02 (1H, d, J = 11.1 Hz), 6.86 (1H, s), 7.96 (1H, dd, J = 4.8,
6.3 Hz), 8.52 (1H, d, J = 4.8Hz), 8.54 ( 1H, d, J = 2.7 Hz) (CDCI,)

345

B142

1.88-2.02 (5H, m), 2.42 (1H, m), 2.70 (1H, dd, J = 12.9, 9.3 Hz2), 3.15
(1H, t, J = 12.2 Hz), 3.38-3.61 (4H, m), 3.53 (3H, s), 3.80 (1H, t, J =
11.6 Hz), 4.02 (1H, d, J = 11.1 Hz), 6.86 (1H, s), 7.96 (1H, s), 8.52 (1H,
m), 8.55 ( 1H, s) (CDClj)

345
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B143

0.93 (3H, t, J = 6.6 Hz), 1.35-1.60 (5H, m), 2.83 (1H, dd, J = 10.5, 12.9
Hz), 3.16 (1H, m), 3.41-3.48 (3H, m), 3.52 (3H, s), 3.64 (1H, m), 3.80
(1H, td, J = 11.4, 2.1 Hz), 3.99 (1H, dd, J = 11.1, 1.5 Hz), 6.86 (1H, s),
7.96 (1H, dd, J = 6.3, 5.4 Hz), 8.52 (1H, d, J = 5.1 Hz), 8.55 (1H, d, J =
3.3 Hz) (CDCly)

347

B144

1H NMR (300 MHz, CDCI3) 0.93 (3H, t, J = 6.9 Hz), 1.36-1.61 (5H, m),
2.83 (1H, dd, J = 10.8, 12.6 Hz), 3.16 (1H, t, J = 12.3 Hz), 3.41-3.48
(3H, m), 3.52 (3H, s), 3.64 (1H, m), 3.80 (1H, t, J = 11.7 Hz), 3.99 (1H,
dd, J = 11.1, 1.5 Hz), 6.86 (1H, s), 7.96 (1H, dd, J = 6.3, 5.4 Hz), 8.52
(1H, d, J = 5.1Hz), 8.55 (1H, d, J = 3.3 Hz).

347

B145

1.15-1.78 (12H, m), 2.02 (1H, m), 2.65 (1H, m), 2.87 (1H, m), 3.10 (1H, d,
J =129 Hz), 3.59 (3H, s), 6.96 (1H, s), 7.93 (1H, dd, J = 6.3, 5.4 Hz),
8.53 (1H, d, J = 4.8Hz), 8.56 (1H, d, J = 3.3 Hz) (CDCl,)

343

B146

1.15-1.78 (12H, m), 2.02 (1H, d, J = 12.6 Hz), 2.68 (1H, m), 2.87 (1H, m),
3.10 (1H, d, J = 12.6 Hz), 3.59 (3H, s), 6.96 (1H, s), 7.93 (1H, dd, J = 6.6
Hz, 5.4 Hz), 8.53 (1H, d, J = 4.8Hz), 8.56 (1H, d, J = 3.3 Hz) (CDCl,)

343

B147

1.50 (3H, d, J=6.8Hz), 3.47-3.54 (2H, m), 3.54 (3H, s), 3.78-3.85 (1H,
m), 3.92-3.96 (1H, m), 408-4.11 (1H, m), 478 (1H, dd, J=1.2Hz,
10.2Hz), 6.77 (1H, s), 7.36-7.47 (5H, m), 7.79 (2H, d, J=4.8Hz), 8.72 (2H,
d, J=4.8Hz) (CDCI,).

363

B148

1.50 (3H, d, J=6.8Hz), 3.41-3.50 (2H, m), 3.50 (3H, s), 3.74-3.80 (1H,
m), 3.91-3.96 (1H, m), 406-4.11 (1H, m), 477 (1H, dd, J=1.2Hz,
10.2Hz), 6.86 (1H, s), 7.38-7.50 (5H, m), 7.91 (1H, dd, J=2.4Hz, 5.4Hz),
8.51 (1H, d, J=5.4Hz), 8.55 (1H, d, J=2.4Hz) (CDClI,).

381

B149

1.49 (3H, d, J=6.8Hz), 3.48-3.51 (2H, m), 3.56 (3H, s), 3.79-3.81 (1H,
m), 3.93-3.96 (1H, m), 4.09-4.13 (1H, m), 476 (1H, dd, J=1.2Hz,
10.2Hz), 7.26 (1H, s), 7.36-7.52 (5H, m), 8.12 (1H, dd, J=1.2Hz, 4.2Hz),
8.86 (1H, d, J=4.2Hz), 9.27 (1H, s) (CDCl,).

364

B150

1.12 (3H, d, J=6.8Hz), 2.82-2.90 (1H, m), 3.16-3.22 (1H, m), 3.61-3.75
(2H, m), 3.67 (3H, s), 4.11-4.15 (1H, m), 4.72 (1H, dd, J=1.2Hz, 10.2Hz),
6.80 (1H, s), 7.26-7.40 (5H, m), 7.82 (2H, d, J=4.8Hz), 8.73 (2H, d,
J=4.8Hz) (CDC,).

363

B151

1.11 (3H, d, J=6.8Hz), 2.81-2.88 (1H, m), 3.16-3.22 (1H, m), 3.60-3.73
(2H, m), 3.67 (3H, s), 4.10-4.14 (1H, m), 4.72 (1H, dd, J=1.2Hz, 10.2Hz),
6.98 (1H, s), 7.26-7.40 (5H, m), 7.98 (1H, dd, J=2.4Hz, 5.4Hz), 8.54-8.58
(2H, m) (CDCl,).

381

B152

1.10 (3H, d, J=6.8Hz), 2.82-2.89 (1H, m), 3.17-3.22 (1H, m), 3.62-3.75
(2H, m), 3.68 (3H, s), 4.11-4.16 (1H, m), 4.74 (1H, dd, J=1.2Hz, 10.2Hz),
7.23-7.45 (6H, m), 8.20 (1H, dd, J=1.2Hz, 4.2Hz), 8.90 (1H, d, J=4.2Hz),
9.28 (1H, s) (CDCly).

364

B163

1.28 (3H, d, J=6.8Hz), 1.37 (3H, d, J=6.8Hz), 3.19-3.30 (2H, m), 3.51
(3H, s), 3.74-3.82 (3H, m), 3.95 (1H, dd, J=1.2Hz, 10.2Hz), 6.65 (1H, s),
1.78 (2H, d, J=4.8Hz), 8.72 (2H, d, J=4.2Hz) (CDCl,).

301

B154

1.27 (3H, d, J=6.8Hz), 1.36 (3H, d, J=6.8Hz), 3.20~-3.32 (2H, m), 3.51
(3H, s), 3.71-3.81 (3H, m), 3.94 (1H, dd, J=1.2Hz, 10.2Hz), 6.83 (1H, s),
7.93 (1H, dd, J=2.4Hz, 5.4Hz), 8.52-8.56 (2H, m) (CDCI,).

318

B155

1.28 (3H, d, J=6.8Hz), 1.36 (3H, d, J=6.8Hz), 3.19-3.32 (2H, m), 3.52
(3H, s), 3.72-3.83 (3H, m), 3.95 (1H, dd, J=1.2Hz, 10.2Hz), 7.30 (1H, s),
8.13 (1H, dd, J=1.2Hz, 4.2Hz), 8.87 (1H, d, J=4.2Hz), 9.28 (1H, s)
(CDCly).

302
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1.05 (3H, d, J=6.8Hz), 1.23 (3H, d, J=6.8Hz), 2.54-2.62 (1H, m), 3.00-
3.04 (1H, m), 3.46-3.50 (1H, m), 3.59-62 (1H, m), 3.60 (3H, s), 3.80-3.83
(1H, m), 3.94 (1H, dd, J=1.2Hz, 10.2Hz), 6.80 (1H, s), 7.81 (2H, d,
J=4.8Hz), 8.74 (2H, d, J=4.2Hz) (CDCl,).

301

B157

1.04 (3H, d, J=6.8Hz), 1.22 (3H, d, J=6.8Hz), 2.52-2.60 (1H, m), 2.97-
3.00 (1H, m), 3.41-357 (2H, m), 357 (3H, s), 3.78-3.86 (1H, m), 3.95
(1H, dd, J=1.2Hz, 10.2Hz), 6.99 (1H, s), 7.96 (1H, dd, J=2.4Hz, 5.4Hz),
8.51-8.58 (2H, m) (CDCI,).

319

B158

1.04 (3H, d, J=6.8Hz), 1.22 (3H, d, J=6.8Hz), 2.53-2.60 (1H, m), 3.00-
3.05 (1H, m), 3.46-3.51 (1H, m), 3.57-61 (1H, m), 3.61 (3H, s), 3.80-3.86
(1H, m), 3.93 (1H, dd, J=1.2Hz, 10.2Hz), 7.46 (1H, s), 8.17 (1H, dd,
J=1.2Hz, 4.2Hz), 8.90 (1H, d, J=4.2Hz), 9.29 (1H, s) (CDCly).

302

1.22-1.32 (1H, m), 1.67-2.03 (4H, m), 2.26-2.41 (1H, m), 2.81-2.92 (1H,
m), 3.17-3.23 (2H, m), 3.50-3.52 (1H, m), 3.59 (3H, s), 3.90-3.95 (1H,
m), 4.06-4.11 (iH, m), 6.76 (iH, s), 7.80 (ZH, d, J=4.8Hz), 8.74 (2H, d,
J=4.8Hz) (CDCl,).

w
-
w

B160

1.20-1.38 (1H, m), 1.59-1.77 (3H, m9, 1.92-1.99 (1H, m), 2.24-2.38 (1H,
m), 2.81-2.89 (1H, m), 3.12-3.22 (2H, m), 3.46-3.51 (1H, m), 3.59 (3H,
s), 3.90-3.95 (1H, m), 4.04-4.10 (1H, m), 6.94 (1H, s), 7.95 (1H, dd,
J=2.4Hz, 5.4Hz), 8.54-8.57 (2H, m) (CDCl,).

331

B161

1.18-1.30 (1H, m), 1.71-1.77 (3H, m), 1.98-2.03 (1H, m), 2.28-2.38 (1H,
m), 2.82-2.90 (1H, m), 3.16-3.23 (2H, m), 3.51-3.55 (1H, m), 3.60 (3H,
s), 3.86-3.94 (1H, m), 4.06-4.10 (1H, m), 7.42 (1H, s), 8.16 (1H, dd,
J=1.2Hz, 4.2Hz), 8.91 (1H, d, J=4.2Hz), 9.29 (1H, d, J=1.2Hz) (CDCI,).

314

B162

3.23-3.32 (2H, m), 3.42-347 (1H, m), 3.55 (3H, s), 3.75-3.90 (2H, m),
4.13-4.26 (2H, m), 6.74 (1H, s), 7.78 (2H, d, J=4.8Hz), 8.75 (2H, d,
=4.8Hz) (CDCly). -

341

B163

3.21-3.30 (2H, m), 3.41-3.46 (1H, m), 3.55 (3H, s), 3.71-3.76 (2H, m),
3.86-3.96 (1H, m), 4.13-4.23 (1H, m), 6.92 (1H, s), 7.91 (1H, dd,
J=2.4Hz, 5.4Hz), 8.50-8.58 (2H, m) (CDCl,).

359

B164

3.23-3.30 (2H, m), 3.40-3.46 (1H, m), 3.55 (3H, s), 3.73-3.78 (2H, m),
3.86-3.94 (1H, m), 4.13-4.26 (1H, m), 7.46 (1H, s), 8.11 (1H, dd,
J=1.2Hz, 4.2Hz), 8.91 (1H, d, J=4.2Hz), 9.29 (1H, d, J=1.2Hz) (CDCl,).

342

B165

1.22 (3H, s), 1.28 (3H, d, J=6.8Hz), 1.46 (3H, s), 3.29-3.34 (1H, m),
3.41-3.50 (2H, m), 3.54 (3H, s), 3.80-3.84 (1H, m), 4.02-4.07 (1H, m),
6.66 (1H, s), 7.79 (2H, d, J=4.8Hz), 8.72 (2H, d, J=4.8Hz) (CDCl,).

315

B166

1.22 (3H, s), 1.27 (3H, d, J=6.8Hz), 1.46 (3H, s), 3.25-3.29 (1H, m),
3.39-3.47 (2H, m), 3.54 (3H, s), 3.78-3.84 (1H, m), 4.01-4.08 (1H, m),
6.85 (1H, s), 7.96 (1H, dd, J=2.4Hz, 5.4Hz), 8.52 (1H, d, J=5.4Hz), 8.56
(1H, d, J=2.4Hz) (CDCL,).

333

B167

1.23 (3H, s), 1.26 (3H, d, J=6.8Hz), 1.46 (3H, s), 3.26-3.31 (1H, m),
3.41-3.49 (2H, m), 3.56 (3H, s), 3.81-3.86 (1H, m), 4.02-4.07 (1H, m),
7.32 (1H, s), 8.17 (1H, dd, J=1.2Hz, 4.2Hz), 8.89 (1H, d, J=4.2Hz), 9.28
(1H, d, J=1.2Hz) (CDCIy).

316

B168

1.12 (3H, d, J=6.8Hz), 1.33 (3H, d, J=6.8Hz), 3.02-3.07 (2H, m), 3.33-
3.37 (1H, m), 3.51-3.54 (1H, m), 3.59 (3H, s), 3.81-3.86 (1H, m), 3.97-
4.00 (1H, m), 6.79 (1H, s), 7.81 (2H, d, J=4.8Hz), 8.74 (2H, d, J=4.8Hz)
(CDCly).

301
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B169

1.11 (3H, d, J=6.8Hz), 1.32 (3H, d, J=6.8Hz), 3.01-3.07 (2H, m), 3.26-
3.33 (1H, m), 3.51-3.55 (1H, m), 3.60 (3H, s), 3.81-3.86 (1H, m), 3.96-
4.00 (1H, m), 6.98 (1H, s), 7.96 (1H, dd, J=2.4Hz, 5.4Hz), 8.51-8.58 (2H,
m) (CDCly).

319

B170

1.10 (3H, d, J=6.8Hz), 1.33 (3H, d, J=6.8Hz), 3.01-3.07 (2H, m), 3.31-
3.36 (1H, m), 3.51-3.54 (1H, m), 3.61 (3H, s), 3.80-3.85 (1H, m), 3.97-
4.01 (1H, m), 7.45 (1H, s), 8.17 (1H, dd, J=1.2Hz, 4.2Hz), 8.89 (1H, d,
J=4.2Hz), 9.29 (1H, d, J=1.2Hz) (CDClI,).

302

B171

0.99 (3H, d, J=6.8Hz), 1.03 (3H, d, J=6.8Hz), 1.74-1.80 (1H, m), 2.83-
2.91 (1H, m), 3.14-3.21 (1H, m), 3.36-3.47 (2H, m), 3.54-3.58 (1H, m),
3.53 (3H, s), 3.74-3.81 (1H, m), 4.03 (1H, dd, J=1.2Hz, 10.2Hz), 6.83
(1H, s), 7.79 (2H, d, J=4.8Hz), 8.72 (2H, d, J=4.8Hz) (CDClI,).

315

B172

0.98 (3H, d, J=6.8Hz), 1.02 (3H, d, J=6.8Hz), 1.75-1.80 (1H, m), 2.81-
2.89 (1H, m), 3.13-3.19 (1H, m), 3.33-3.44 (2H, m), 3.51-3.55 (1H, m),
3.53 (3H, s), 3.74-3.80 (1H, m), 4.03 (1H, dd, J=1.2Hz, 10.2Hz), 6.87
(iH, s), 7.96 (1H, dd, J=2.4Hz, 5.4Hz), 8.53 (1H, d, J=5.4Hz), 8.56 (1H, d,
J=2.4Hz) (CDCl,).

333

B173

0.99 (3H, d, J=6.8Hz), 1.03 (3H, d, J=6.8Hz), 1.72-1.86 (1H, m), 2.82-
2.86 (1H, m), 3.15-3.20 (1H, m), 3.36-3.45 (2H, m), 3.51-3.55 (1H, m),
3.54 (3H, s), 3.76-3.81 (1H, m), 4.03 (1H, dd, J=1.2Hz, 10.2Hz), 7.33
(1H, s), 8.16 (1H, dd, J=1.2Hz, 4.2Hz), 8.88 (1H, d, J=4.2Hz), 9.29 (1H, d.
J=1.2Hz) (CDCl,).

316

B174

1.20 (3H, d, J=6.8Hz), 3.12-3.14 (1H, m), 3.64 (3H, s), 3.70-3.75 (1H,
m), 3.89-3.93 (1H, m), 4.18-4.31 (2H, m), 4.56 (1H, d, J=3.0Hz), 6.59
(1H, s), 7.25-7.30 (3H, m), 7.36-7.41 (2H, m), 7.57 (2H, d, J=4.8Hz),
8.63 (2H, d, J=4.8Hz) (CDCI,).

363

B175

1.19 (3H, d, J=6.8Hz), 3.06-3.10 (1H, m), 3.66 (3H, s), 3.64-3.69 (1H,
m), 3.89-3.93 (1H, m), 4.19-4.30 (2H, m), 4.52 (1H, d, J=3.0Hz), 6.77
(1H, s), 7.25-7.30 (3H, m), 7.35-7.39 (2H, m), 7.56 (1H, dd, J=2.4Hz,
5.4Hz), 8.41 (1H, d, J=5.4Hz), 8.49 (1H, d, J=2.4Hz) (CDCl,).

381

B176

1.20 (3H, d, J=6.8Hz), 3.10-3.14 (1H, m), 3.66 (3H, s), 3.64-3.73 (1H,
m), 3.90-3.95 (1H, m), 4.19-4.32 (2H, m), 4.53 (1H, d, J=3.0Hz), 7.23-
7.26 (4H, m), 7.34-7.39 (2H, m), 7.85 (1H, dd, J=1.2Hz, 4.2Hz), 8.78 (1H,
d, J=4.2Hz), 9.21 (1H, d, J=1.2Hz) (CDCI,).

364

B177

1.20 (3H, d, J=6.8Hz), 3.12-3.14 (1H, m), 3.64 (3H, s), 3.70-3.75 (1H,
m), 3.89-3.93 (1H, m), 4.18-4.31 (2H, m), 456 (1H, d, J=3.0Hz), 6.59
(1H, s), 7.25-7.30 (3H, m), 7.36-7.41 (2H, m), 7.57 (2H, d, J=4.8Hz),
8.63 (2H, d, J=4.8Hz) (CDCl;).

363

B178

1.19 (3H, d, J=6.8Hz), 3.06-3.10 (1H, m), 3.66 (3H, s), 3.64-3.69 (1H,
m), 3.89-3.93 (1H, m), 4.19-4.30 (2H, m), 4.52 (1H, d, J=3.0Hz), 6.77
(1H, s), 7.25-7.30 (3H, m), 7.35-7.39 (2H, m), 7.56 (1H, dd, J=2.4Hz,
5.4Hz), 8.41 (1H, d, J=5.4Hz), 8.49 (1H, d, J=2.4Hz) (CDCI,).

381

B179

1.20 (3H, d, J=6.8Hz), 3.10-3.14 (1H, m), 3.66 (3H, s), 3.64-3.73 (1H,
m), 3.90-3.95 (1H, m), 4.19-4.32 (2H, m), 4.53 (1H, d, J=3.0Hz), 7.23-
7.26 (4H, m), 7.34-17.39 (2H, m), 7.85 (1H, dd, J=1.2Hz, 4.2Hz), 8.78 (1H,
d, J=4.2Hz), 9.21 (1H, d, J=1.2Hz) (CDCl,).

364

B180

1.16 (3H, d, J=6.8Hz), 1.26 (3H, d, J=6.8Hz), 3.29-3.34 (1H, m), 3.51
(3H, s), 3.51-3.61 (2H, m), 3.86-3.97 (3H, m), 6.65 (1H, s), 7.78 (2H, d,
J=48Hz), 8.71 (2H, d, J=4.8Hz) (CDCI,).

301

-278 -




200813015

(275)

(=g}

"H-NMR

MS[M+1]

B181

1.16 (3H, d, J=6.8Hz), 1.25 (3H, d, J=6.8Hz), 3.24-3.30 (1H, m), 3.51
(3H, s), 3.50-3.58 (2H, m), 3.84-3.96 (3H, m), 6.83 (1H, s), 7.93 (1H, dd,
J=2.4Hz, 5.4Hz), 8.52 (1H, d, J=5.4Hz), 8.55 (1H, d, J=2.4Hz) (CDCI,).

319

B182

1.17 (3H, d, J=6.8Hz), 1.24 (3H, d, J=6.8Hz), 3.27-3.31 (1H, m), 3.52
(3H, s), 3.52-3.61 (2H, m), 3.86-4.00 (3H, m), 7.30 (1H, s), 8.14 (1H, dd,
J=1.2Hz, 4.2Hz2), 8.87 (1H, d, J=4.2Hz), 9.27 (1H, s) (CDCI,).

302

B183

3.38-3.46 (1H, m), 3.54-3.60 (2H, m), 3.58 (3H, s), 3.88 (3H, s), 3.93-
4.20 (4H, m), 4.71 (1H, dd, J=1.2Hz, 10.2Hz), 7.29 (1H, s), 8.66 (2H, d,
J=4.2Hz), 9.14 (2H, d, J=4.2Hz) (DMSO-d6).

331

B184

3.27-3.40 (3H, m), 3.55 (3H, s), 3.72-3.77 (1H, m), 3.84 (3H, s), 3.85-
3.88 (1H, m), 4.17-4.21 (1H, m), 4.45 (1H, dd, J=1.2Hz, 10.2Hz), 6.91
(1H, s), 7.95 (1H, dd, J=2.4Hz, 5.4Hz), 8.52-8.57 (2H, m) (CDClI,).

349

B185

3.29-341 (3H. m). 356 (3H, s). 376-389 (?H. m), 385 (3H. 5) 4.18-
4.22 (1H, m), 4.47 (1H, dd, J=1.2Hz, 10.2Hz), 7.38 (1H, s), 8.16 (1H, dd,
J=1.2Hz, 4.2Hz), 8.89 (1H, d, J=4.2Hz), 9.29 (1H, d, J=1.2Hz) (CDCL,).

332

B186

1.11 (3H, d, J = 6.4 Hz), 1.99 (3H, s), 2.96 (1H, dt, J = 3.9, 13.0 Hz),
3.28-3.34 (1H, m), 3.43-3.47 (1H, m), 3.45 (3H, s), 3.56-3.60 (1H, m),
3.66-3.78 (3H, m), 7.50 (2H, d, J = 5.7 Hz), 8.69 (2H, d, J = 5.6 Hz)
(DMSO-d6)

301

B187

1H NMR (400 MHz, CDCI3) 1.12 (3H, d, J=6.3 Hz), 1.33 (3H, d, J=6.3
Hz), 3.00-3.10 (2H, m), 3.32-3.38 (1H, m), 3.50-3.58 (1H, m), 3.60 (3H,
s), 3.78-3.85 (1H, m), 3.96-4.01 (1H, m), 6.79 (1H, s), 7.81 (2H, d, J=6.3
Hz), 8.74 (2H, d, J=6.3 Hz)

301

B188

1.11 (3H, d, J=6.3 Hz), 1.34 (3H, d, J=6.3 Hz), 2.98-3.10 (2H, m), 3.30-
3.37 (1H, m), 3.50-3.57 (1H, m), 3.61 (3H, s), 3.79-3.85 (1H, m), 3.96-
401 (1H, m), 745 (1H, s), 8.18 (1H, dd, J=1.6, 4.7 Hz), 8.91 (1H, d,
J=5.5 Hz), 9.29 (1H, d, J=1.6 Hz) (CDCly)

302

B189

1.11 (3H, d, J=6.3 Hz), 1.33 (3H, d, J=6.3 Hz), 2.98-3.09 (2H, m), 3.28-
3.34 (1H, m), 3.49-3.56 (1H, m), 3.60 (3H, s), 3.78-3.84 (1H, m), 3.96-
4.01 (1H, m), 6.98 (1H, s), 7.96 (1H, dd, J=4.7, 6.3 Hz), 8.55 (1H, d,
J=4.7 Hz), 8.57 (1H, d, J=3.1 Hz) (CDCly)

319

B190

1.12 (3H, d, J=6.3 Hz), 1.33 (3H, d, J=6.3 Hz), 3.00-3.10 (2H, m), 3.32-
3.38 (1H, m), 3.50-3.58 (1H, m), 3.60 (3H, s), 3.78-3.85 (1H, m), 3.96-
4.01 (1H, m), 6.79 (1H, s), 7.81 (2H, d, J=6.3 Hz), 8.74 (2H, d, J=6.3 Hz)
(cDCly)

301

B191

1.11 (3H, d, J=6.3 Hz), 1.34 (3H, d, J=6.3 Hz), 2.98-3.10 (2H, m), 3.30-
3.37 (1H, m), 3.50-3.57 (1H, m), 3.61 (3H, s), 3.79-3.85 (1H, m), 3.96~
401 (1H, m), 7.45 (1H, s), 8.18 (1H, dd, J=1.6, 4.7 Hz), 8.91 (1H, d,
J=5.5 Hz), 9.29 (1H, d, J=1.6 Hz) (CDCly)

302

B192

1.11 (3H, d, J=6.3 Hz), 1.33 (3H, d, J=6.3 Hz), 2.98-3.09 (2H, m), 3.28-
3.34 (1H, m), 3.49-3.56 (1H, m), 3.60 (3H, s), 3.78-3.84 (1H, m), 3.96-
401 (1H, m), 6.98 (1H, s), 7.96 (1H, dd, J=4.7, 6.3 Hz), 8.55 (1H, d,
J=4.7 Hz), 857 (1H, d, J=3.1 Hz) (CDCl,)

319

B193

1.17 (3H, d, J=6.3 Hz), 1.26 (3H, d, J=6.3 Hz), 3.30-3.34 (1H, m), 3.51-
3.60 (5H, m), 3.84-4.00 (3H, m), 6.65 (1H, s), 7.79 (2H, d, J=6.3 Hz),
8.72 (2H, d, J=6.3 Hz) (CDCl,)

301

B194

1.18 (3H, d, J=7.0 Hz), 1.25 (3H, d, J=7.0 Hz), 3.27-3.31 (1H, m), 3.52-
3.60 (5H, m), 3.84-4.01 (3H, m), 7.30 (1H, s), 8.14 (1H, d, J=4.7 Hz),
8.88 (1H, d, J=4.7 Hz), 9.28 (1H, s) (CDCI,)

302
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B195

1.17 (3H, d, J=7.0 Hz), 1.25 (3H, d, J=7.0 Hz), 3.25-3.30 (1H, m), 3.50—
3.58 (5H, m), 3.82-3.99 (3H, m), 6.83 (1H, s), 7.94 (1H, dd, J=5.5, 7.0
Hz), 8.52 (1H, d, J=5.5 Hz), 8.55 (1H, d, J=3.1 Hz) (CDClI,)

318

B196

117 (3H, d, J=6.3 Hz), 1.26 (3H, d, J=6.3 Hz), 3.30-3.34 (1H, m), 3.51-
3.60 (5H, m), 3.84-4.00 (3H, m), 6.65 (1H, s), 7.79 (2H, d, J=6.3 Hz),
8.72 (2H, d, J=6.3 Hz) (CDCl;)

301

B197

1.18 (3H, d, J=7.0 Hz), 1.25 (3H, d, J=7.0 Hz), 3.27-3.31 (1H, m), 3.52-
3.60 (5H, m), 3.84-4.01 (3H, m), 7.30 (1H, s), 8.14 (1H, d, J=4.7 Hz),
8.88 (1H, d, J=4.7 Hz), 9.28 (1H, s) (CDCl,)

302

B198

1.17 (3H, d, J=7.0 Hz), 1.25 (3H, d, J=7.0 Hz), 3.25-3.30 (1H, m), 3.50—
3.58 (5H, m), 3.82-3.99 (3H, m), 6.83 (1H, s), 7.94 (1H, dd, J=5.5, 7.0
Hz), 8.52 (1H, d, J=5.5 Hz), 8.55 (1H, d, J=3.1 Hz) (CDCl,)

B199

1.12 (3H, s), 1.21 (3H, d, J = 6.4 Hz), 1.36 (3H, s), 3.41-3.44 (2H, m),
3.46 (3H, s), 3.64-3.70 (2H, m), 3.94 (1H, dt, J = 7.3, 11.7 Hz), 6.96 (1H,
s), 8.23 (1H, dd, J = 1.2, 4.8 Hz), 9.01 (1H, d, J = 5.0 Hz), 9.30 (1H, s)
(DMSO0-d6) '

319

316

B200

1.12 (3H, s), 1.21 (3H, d, J = 6.4 Hz), 1.36 (3H, s), 3.36-3.38 (2H, m),
3.44 (3H, s), 3.64-3.70 (2H, m), 3.94 (1H, dt, J = 7.3, 11.8 Hz), 6.95 (1H,
s), 8.23 (1H, dd, J = 1.2, 5.4 Hz), 9.01 (1H, d, J = 5.3 Hz), 9.30 (1H, s)
(DMSO-d6)

315

B201

2.81 (1H, dt, J = 3.1, 12.3 Hz), 3.45-3.52 (3H, m), 3.49 (3H, s), 3.59-3.63
(2H, m), 3.84-3.99 (3H, m), 4.07 (1H, dd, J = 2.2, 11.8 Hz), 4.43-4.50
(1H, m), 7.09 (1H, s), 8.22 (1H, dd, J = 1.0, 5.8 Hz), 9.04 (1H, d, J =
5.3Hz), 9.31 (1H, d, J = 1.0 Hz) (DMSO-d6)

316

B202

2.80 (1H, dt, J = 3.1, 12.3 Hz), 3.37-3.50 (2H, m), 3.48 (3H, s), 3.56-3.60
(2H, m), 3.82-3.60 (2H, m), 3.82-3.97 (3H, m), 4.06 (1H, dd, J = 2.2, 11.7
Hz), 438 (1H, t, J = 7.0 Hz), 6.67 (1H, s), 7.95 (1H, dd, J = 5.0, 6.8 Hz),
8.61 (1H, d, J = 4.8 Hz), 8.72 (1H, d, J = 3.1Hz) (DMSO-d6)

333

B203

281 (1H, dt, J = 3.2, 12.3 Hz), 3.03-3.07 (1H, m), 3.54-3.52 (5H, m),
3.59-3.63 (3H, m), 3.84-3.99 (3H, m), 4.07 (1H, dd, J = 2.2, 11.8 Hz),
4.43-4.50 (1H, m), 7.09 (1H, s), 8.22 (1H, dd, J = 1.2, 5.4 Hz), 9.04 (1H,
d, J = 5.1 Hz), 9.31 (1H, s) (DMSO-d6)

316

B204

2.80 (1H, dt, J = 3.2, 12.4 Hz), 3.37-3.50 (2H, m), 3.56-3.60 (2H, m),
3.83-3.97 (3H, m), 4.06 (1H, dd, J = 2.1, 11.8 Hz), 438 (1H, t, J = 7.0
Hz), 6.67 (1H, s), 7.95 (1H, dd, J = 5.2, 6.8 Hz), 8.61 (1H, d, J = 5.0 Hz),
8.72 (1H, d, J = 3.1Hz) (DMSO-d6)

333

B205

3.38-3.42 (1H, m), 3.42 (3H, s), 3.56-3.68 (2H, m), 3.85 (3H, br), 4.20
(1H, br), 473 (1H, ddd, J = 5.6, 9.4, 46.0 Hz), 4.90 (1H, dt, J = 8.6, 48.0
Hz), 6.98 (1H, s), 8.24 (1H, d, J = 5.2 Hz), 9.01 (1H, d, J = 5.0 Hz), 9.30
(1H, s) (DMSO-d6)

306

B206

3.38-3.42 (1H, m), 3.42 (3H, s), 3.55 (1H, dt, J = 2.3, 10.9 Hz), 3.83-3.85
(3H, m), 4.15 (1H, br), 4.70 (1H, ddd, J = 5.6, 9.5, 45.7 Hz), 4.88 (1H, dt,
J = 8.1, 94, 47.6 Hz), 6.58 (1H, s), 7.99 (1H, dd, J = 5.2, 6.8 Hz), 8.57
(1H, d, J = 5.5 Hz), 8.71 (1H, d, J = 3.1 Hz) (DMS0O-d6)

323
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D1

2.01-2.15(1H, m), 2.26-2.37(1H, m), 3.38-3.51(1H, m), 3.46(3H, s),
3.69-3.77(2H, m), 3.88-4.02(2H, m), 6.85(1H, s), 7.25-7.30(1H, m),
7.34-7.41(4H, m), 8.45(2H, d, J=6.3 Hz), 8.90(2H, d, J=6.5
Hz)(DMSO-d6)

333

D2

1.99-2.18(2H, m), 3.40(3H, s), 3.60-3.66(2H, m), 3.80-3.89(2H, m),
4.20-4.28(1H, m), 4.55(2H, s), 6.61(1H, s), 7.25-7.33(5H, m),
7.97(2H, dd, J=1.5, 4.6 Hz), 8.67(2H, dd, J=1.4, 4.6 Hz)(DMSO-d6)

363

D3

1.71-1.82(2H, m), 1.93-2.09(2H, m), 2.57-2.62(2H, m), 3.38-3.47(2H,
m), 3.43(3H, s), 3.53-3.57(1H, m), 3.60-3.68(1H, m), 3.79-3.90(2H,
m), 4.10-4.18(1H, m), 6.91(1H, s), 7.12-7.16(3H, m), 7.21-7.26(2H,
m), 8.56(2H, d, J=6.6 Hz), 8.97(2H, d,J=6.4 Hz) (DMSO-d6)

391

D4

3.53 (3H, s), 3.64 (4H, m), 4.35 (2H, m), 6.72 (1H, s), 7.07 (2H, m),
7.32 (3H, m), 7.71 (2H, dd, J = 4.8, 1.2 Hz), 8.65 (2H, dd, J = 4.8, 1.2
Hz) (CDCly)

402

D5

3.15 (2H, m), 3.35 (2H, dd, J = 9.6, 3.2 Hz), 3.51 (3H, s), 3 50 (4H,
m), 3.93 (2H, dd, J = 10.8, 6.8 Hz), 6.57 (1H, s), 6.61 (2H, d, J = 8.0
Hz), 6.75 (1H, t, J = 8.0 Hz), 7.26 (2H, t, J = 8.0 Hz), 7.79 (2H, dd, J =
4.8, 1.2 Hz), 8.70 (2H, dd, J = 4.8, 1.2 Hz) (CDCl,)

374

D6

3.16 (2H, m), 3.34 (2H, dd, J = 9.8, 3.6 Hz), 3.52 (3H, s), 3.59 (4H,
m), 3.92 (2H, dd, J = 10.9, 7.1 Hz), 6.61 (2H, d, J = 8.0 Hz), 6.75 (1H,
t,J = 8.0 Hz), 7.21 (1H, s), 7.26 (2H, t, J = 8.0 Hz), 8.14 (1H, d, J =
5.0 Hz), 8.84 (1H, d, J = 5.0 Hz), 9.26 (1H, s) (CDCl,)

375

D7

3.15 (2H, m), 3.34 (2H, dd, J = 10.0, 3.6 Hz), 3.52 (3H, s), 3.57 (4H,
m), 3.91 (2H, dd, J = 10.4, 7.2 Hz), 6.61 (2H, d, J = 8.0 Hz), 6.75 (1H,
t,J = 8.0 Hz), 7.26 (2H, t, J = 8.0 Hz), 7.94 (1H, dd, J = 4.4, 3.2 Hz),
8.49 (1H, d, J = 4.4 Hz), 8.53 (1H, d, J = 3.2 Hz) (CDCly)

392

D8

3.14 (2H, m), 3.29 (2H, m), 3.49 (2H, m), 3.52 (3H, s), 3.56 (2H, m),
3.76 (3H, s), 3.90 (2H, m), 6.57 (1H, s), 6.58 (2H, d, J = 8.8 Hz), 6.86
(2H, d, J = 8.8 Hz), 7.78 (2H, dd, J = 4.4, 1.2 Hz), 8.69 (2H, dd, J =
4.4, 1.2 Hz) (CDCly)

404

D9

3.14 (2H, m), 3.28 (2H, m), 3.48 (2H, m), 3.52 (3H, s), 3.55 (2H, m),
3.76 (3H, s), 3.89 (1H, m), 6.60 (2H, d, J = 8.0 Hz), 6.86 (2H, d, J =
8.0 Hz), 7.21 (1H, s), 8.14 (1H, d, J = 5.2 Hz), 8.84 (1H, d, J = 5.2
Hz), 9.26 (1H, s) (CDCly)

405

D10

3.12 (2H, m), 3.27 (2H, m), 3.48 (2H, m), 3.52 (3H, s), 3.54 (2H, m),
3.76 (3H, s), 3.87 (2H, m), 6.58 (2H, d, J = 9.2 Hz), 6.75 (1H, s), 6.86
(2H, d, J = 9.2 Hz), 7.94 (1H, dd, J = 4.8, 3.2 Hz), 8.49 (1H, d, J = 4.8
Hz), 8.53 (1H, d, J = 3.2 Hz) (CDCl,)

422

D11

3.14 (2H, m), 3.33 (2H, m), 3.51 (3H, s), 3.58 (4H, m), 3.80 (3H, s),
3.92 (2H, m), 6.15 (1H, t, J = 2.4 Hz), 6.23 (1H, dd, J = 8.2, 2.4 Hz),
6.32 (1H, dd, J = 8.2, 2.4 Hz), 6.57 (1H, s), 7.16 (1H, t, J = 8.2 Hz),

7.78 (2H, dd, J = 4.4, 1.6 Hz), 8.69 (2H, dd, J = 4.4, 1.6 Hz) (CDCly)

404

D12

3.15 (2H, m), 3.33 (2H, m), 3.52 (3H, s), 3.58 (4H, m), 3.80 (3H, s),
3.91 (2H, m), 6.16 (1H, t, J = 2.4 Hz), 6.24 (1H, dd, J = 8.2, 2.4 Hz),
6.32 (1H, dd, J = 8.2, 2.4 Hz), 7.16 (1H, t, J = 8.2 Hz), 7.21 (1H, s),
8.13 (1H, d, J = 5.2 Hz), 8.84 (1H, d, J = 5.2 Hz), 9.26 (1H, s) (CDCl,)

405

D13

3.13 (2H, m), 3.32 (2H, m), 3.51 (3H, s), 3.56 (4H, m), 3.80 (3H, s),
3.89 (2H, m), 6.15 (1H, t, J = 2.0 Hz), 6.23 (1H, dd, J = 8.2, 2.0 Hz),
6.74 (1H, s), 7.16 (1H, t, J = 8.2 Hz), 7.93 (1H, dd, J = 5.2, 2.8 Hz),
8.49 (1H, d, J = 5.2 Hz), 8.53 (1H, d, J = 2.8 Hz) (CDCl)

422
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D14

3.07 (2H, m), 3.28 (2H, m), 3.46 (2H, m), 3.53 (2H, m), 3.56 (3H, s),
3.80 (2H, m), 3.85 (3H, s), 6.59 (1H, s), 6.79 (1H, m), 6.89 (3H, m),
7.80 (2H, d, J = 4.8 Hz), 8.70 (2H, d, J = 4.8 Hz) (CDCl,)

404

D15

3.07 (2H, m), 3.28 (2H, m), 3.48 (2H, m), 3.52 (2H, m), 3.55 (3H, s),
3.79 (2H, m), 3.85 (3H, s), 6.80 (1H, m), 6.92 (3H, m), 7.24 (1H, s),
8.16 (1H, dd, J = 4.8, 0.8 Hz), 8.85 (1H, d, J = 4.8 Hz), 9.26 (1H, d, J
= 0.8 Hz) (CDCl,)

405

D16

3.07 (2H, m), 3.27 (2H, m), 3.45 (2H, m), 3.50 (2H, m), 3.55 (3H, s),
3.78 (2H, m), 3.85 (3H, s), 6.77 (1H, s), 6.79 (1H, m), 6.90 (3H, m),
7.96 (1H, dd, J = 4.8, 3.2 Hz), 8.49 (1H, d, J =4.8 Hz), 8.54 (1H, d, J =
3.2 Hz) (CDCly)

422

D17

2.86(1H, m), 3.49 (3H, s), 3.51-3.59(2H, m), 3.79(1H, m), 3.98(1H,
m), 4.05-4.10(2H, m), 4.24(1H, m), 6.55(1H, ), 6.91(1H, d, J=8.4Hz),
6.96(1H. dd, J=8.0, 6.8Hz), 7.16-7.21 (2H, m), 7.78 (2H, dd, J =4 8,
1.2 Hz), 8.69(2H, dd, J =4.8, 1.2 Hz) (CDCl,)

361

D18

2.86(1H, m), 3.49 (3H, s), 3.49-3.59(2H, m), 3.75(1H, m), 3.97-
4.07(2H, m), 4.23(1H, m), 6.72(1H, s), 6.91(1H, d, J=8.4Hz), 6.96(1H,
m), 7.16-7.26(2H, m), 7.93(1H, dd, J =6.8, 5.2Hz), 8.49(1H, d, J =4.8
Hz) 8.53(1H, d, J =3.2Hz) (CDCl,)

379

D19

1.86-1.93 (1H, m), 2.15-2.21 (1H, m), 3.42-3.51 (2H, m), 3.50 (3H, s),
3.65-3.81 (3H, m), 3.86 (2H, d, J=5.1Hz), 6.53 (1H, s), 7.24-7.34 (5H,
m), 7.80 (2H, d, J = 6.0Hz), 8.69 (2H, d, J =6.0Hz) (CDCl)

362

D20

1.87-1.93 (1H, m), 2.15-2.21 (1H, m), 3.41-3.55 (2H, m), 3.49 (3H, s),
3.46-3.81 (3H, m), 3.86 (2H, d, J=5.4Hz), 7.16 (1H, s), 7.26-7.34 (5H,
m), 8.14 (1H, dd, J = 5.4Hz and 1.5Hz), 8.84 (1H, d, J =5.1Hz), 9.26
(1H, d, J=0.9Hz) (CDCl,)

363

D21

1.86-1.92 (1H, m), 2.14-2.18 (1H, m), 3.39-3.54 (2H, m), 3.48 (3H, s),
3.65-3.81 (3H, m), 3.85 (2H, d, J=5.7Hz), 6.70 (1H, s), 7.24-7.39 (5H,
m), 7.95 (1H, dd, J=5.1Hz and 6.6Hz), 8.49 (1H, d, J = 5.1Hz), 8.53
(1H, d, J =3.0Hz) (CDCl,)

380

D22

1.70 (2H, br.s), 1.81-1.83 (1H, m), 2.18-2.20 (1H, m), 3.33-3.36 (1H,
m), 3.52 (3H, s), 3.66-3.86 (4H, m), 7.17 (1H, s), 8.16 (1H, dd, J =
5.4Hz and 1.5Hz), 8.84 (1H, d, J =5.1Hz), 9.26 (1H, d, J=1.2Hz)
(CDCly)

273

D23

2.21-2.25 (1H, m), 2.36-2.42 (1H, m), 3.53 (3H, s), 3.71-3.81 (2H, m),
3.81 (2H, d, J=3.0Hz), 4.78 (1H, dd, J = 5.4Hz and 5.1Hz), 6.94 (1H,
br.d, J=6.0Hz), 7.14 (1H, s), 7.26-7.35 (2H, m), 7.44 (1H, dd, J
=7.2Hz and 7.2Hz), 7.73 (2H, dd, J=7.3Hz and 1.5Hz), 8.09 (1H, dd, J
= 5.4Hz and 1.5Hz), 8.79 (1H, d, J =5.1Hz), 9.19 (1H, d, J=1.2Hz)
(CDCly)

377

D24

2.04-2.07 (1H, m), 2.31-2.35 (1H, m), 3.53 (3H, s), 3.59 (1H, dd,

J=11.1Hz and 4.2Hz), 3.70-3.83 (3H, m), 3.96 (1H, dd, J=11.1Hz ans
5.4Hz), 4.13 (1H, m), 6.55-6.59 (2H, m), 6.92 (2H, dd, J = 5.7Hz and
6.0Hz), 7.20 (1H, s), 8.12 (1H, dd, J =5.4Hz and 1.5Hz), 8.84 (1H, d,

J=5.4Hz), 9.27 (1H, d, J=1.5Hz) (CDCl5)

367
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D25

1.88-1.92 (1H, m), 2.14-2.19 (1H, m), 3.40-3.51 (2H, m), 3.48 (3H, s),
3.62-3.85 (3H, m), 3.90 (2H, d, J=13.2Hz), 6.71 (1H, s), 7.29-7.37
(5H, m), 7.96 (1H, dd, J = 6.6Hz and 5.1Hz), 8.48 (1H, d, J =5.1Hz),
8.53 (1H, d, J=3.3Hz) (CDCl,)

380

D26

1.88-1.92 (1H, m), 2.14-2.19 (1H, m), 3.42-3.51 (2H, m), 3.48 (3H, s),
3.62-3.85 (3H, m), 3.86 (2H, d, J=13.2Hz), 6.52 (1H, s), 7.28-7.37
(5H, m), 7.79 (2H, d, J = 6.0Hz), 8.69 (2H, d, J =6.0Hz) (CDCl,)

362

D27

1.87-1.93 (1H, m), 2.04-2.22 (1H, m), 3.41-3.52 (2H, m), 3.49 (3H, s),
3.65-3.81 (3H, m), 3.86 (2H, d, J=13.2Hz), 7.16 (1H, s), 7.22-7.40
(5H, m), 8.18 (1H, dd, J = 5.4Hz and 1.5Hz), 8.84 (1H, d, J =5.1Hz),
9.26 (1H, d, J=0.9Hz) (CDCl,)

363

D28

1.54 (2H, br.s), 1.78-1.84 (1H, m), 2.15-2.21 (1H, m), 3.32-3.35 (1H,
m), 3.52 (3H, s), 3.68-3.87 (4H, m), 6.71 (1H, s), 7.98 (1H, dd.
J=56.1Hz and 6.6Hz), 8.49 (1H, d, J = 5.1Hz), 8.53 (1H, d, J =3.0Hz)

290

D29

1.76 (2H, br.s), 1.79-1.85 (1H, m), 2.17-2.20 (1H, m), 3.31-3.35 (1H,
m), 3.53 (3H, s), 3.70-3.86 (4H, m), 7.17 (1H, s), 8.16 (1H, dd, J =
5.4Hz and 1.5Hz), 8.84 (1H, d, J =5.1Hz), 9.26 (1H, d, J=1.2Hz)
(CDCly)

273

D30

2.05-2.09 (1H, m), 2.32-2.37 (1H, m), 3.53 (3H, s), 3.57 (1H, dd,
J=11.1Hz and 4.2Hz), 3.72-3.79 (3H, m), 3.96 (1H, dd, J=11.1Hz ans
5.4Hz), 4.21 (1H, m), 6.55-6.59 (2H, m), 6.92 (2H, dd, J = 5.7Hz and
6.0Hz), 7.20 (1H, s), 8.12 (1H, dd, J =5.4Hz and 1.5Hz), 8.85 (1H, d,
J=5.4Hz), 9.27 (1H, d, J=1.5Hz) (CDCl,)

367

D31

2.05-2.09 (1H, m), 2.32-2.37 (1H, m), 3.52 (3H, s), 3.57 (1H, dd,
J=11.1Hz and 4.2Hz), 3.71-3.82 (3H, m), 3.97 (1H, dd, J=11.1Hz ans
5.4Hz), 4.21 (1H, m), 6.54-6.59 (2H, m), 6.57 (1H, s), 6.92 (2H, dd, J
=5.7Hz and 6.0Hz), 7.79 (2H, d, J =6.0Hz), 8.70 (2H, d, J=6.0Hz)
(CDCl,)

366

D32

1.33 (2H, br.s), 1.70-1.84 (1H, m), 2.16-2.22 (1H, m), 3.40-3.48 (1H,
m), 3.52 (3H, s), 3.70-3.85 (4H, m), 6.54 (1H, s), 7.81 (2H, d, J =
6.0Hz), 8.69 (2H, d, J =6.0Hz) (CDCl,)

272

D33

2.08-2.14 (1H, m), 2.33-2.39 (1H, m), 3.53 (3H, s), 3.65 (1H, dd,
J=10.8Hz and 3.6Hz), 3.72-3.75 (2H, m), 3.99 (1H, dd, J=11.1Hz and
5.7Hz), 4.14-4.19 (2H, m), 6.58 (1H, s), 6.69-6.77 (2H, m), 6.96-7.03
(2H, m), 7.80 (2H, d, J =6.0Hz), 8.70 (2H, d, J=6.0Hz) (CDCl,)

366

D34

2.07-2.11 (1H, m), 2.32-2.38 (1H, m), 3.53 (3H, s), 3.60 (1H, dd,
J=11.4Hz and 3.6Hz), 3.70-3.80 (2H, m), 3.97 (1H, dd, J=10.8Hz and
5.4Hz), 4.30-4.20 (2H, m), 6.30-6.40 (3H, m), 6.58 (1H, s), 7.09-7.15
(1H, m), 7.78 (2H, d, J =6.0Hz), 8.70 (2H, d, J=6.0Hz) (CDCl,)

366

D356

2.08-2.15 (1H, m), 2.32-2.38 (1H, m), 3.53 (3H, s), 3.64 (1H, dd,
J=11.4Hz and 4.8Hz), 3.72-3.84 (3H, m), 3.78 (3H, s), 3.97 (1H, dd,
J=11.1Hz and 5.4Hz), 4.18 (1H, m), 4.46 (1H, d, J=6.9Hz), 6.57 (1H,
s), 6.65 (1H, d, J=7.2Hz), 6.73-6.80 (2H, m), 6.89 (1H, t, J=7.2Hz),
7.80 (2H, d, J =6.0Hz), 8.70 (2H, d, J=6.0Hz) (CDCl,)

378

D36

2.04-2.10 (1H, m), 2.31-2.36 (1H, m), 3.52 (3H, s), 3.58 (1H, dd,
J=11.1Hz and 4.2Hz), 3.70-3.99 (4H, m), 3.78 (3H, s), 4.16 (1H, m),
6.18 (1H, d, J=2.0Hz), 6.25 (1H, dd, J=9.8Hz and 1.9Hz), 6.34 (1H,
dd, J=8.2Hz and 2.0Hz), 6.56 (1H, s), 7.11 (1H, dd, J=8.1Hz and
8.2Hz), 7.78 (2H, d, J =6.0Hz), 8.70 (2H, d, J=6.0Hz) (CDCl,)

378
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1.32 (3H, d, J=6.0Hz), 1.61-1.85 (2H, m), 2.00-2.05 (1H, m), 2.23-
2.27 (1H, m), 3.32(1H, t, J=9.3Hz), 3.48 (3H, s), 3.71 (1H, td, J=9.6Hz
and 3.6Hz), 4.42 (1H, td, J=5.9Hz and 6.3Hz), 6.56 (1H, s), 7.80 (2H,
d, J = 6.4Hz), 8.70 (2H, d, J =6.0Hz) (CDCl,)

271

D38

1.31(3H, d, J=6.0Hz), 1.62-1.85 (2H, m), 2.01-2.05 (1H, m), 2.24-
2.28 (1H, m), 3.21 (1H, t, J=9.3Hz), 3.49 (3H, s), 3.69 (1H, td,
J=9.6Hz and 3.6Hz), 4.41 (1H, td, J=5.9Hz and 6.3Hz), 7.20 (1H, s),
8.14 (1H, d, J = 5.4Hz), 8.86 (1H, d, J =5.1Hz), 9.27 (1H, ) (CDCl,)

272

D39

1.30 (3H, d, J=6.0Hz), 1.61-1.71 (2H, m), 2.00-2.05 (1H, m), 2.21-
2.26 (1H, m), 3.32 (1H, t, J=9.3Hz), 3.49 (3H, s), 3.71 (1H, td,
J=9.6Hz and 3.6Hz), 4.36 (1H, td, J=5.9Hz and 6.3Hz), 6.73 (1H, d,
J=0.9Hz), 7.94 (1H, dd, J=5.4Hz), 8.50 (1H, dd, J =0.9Hz and 5.1Hz),
8.54 (1H, s) (CDCly)

289

D40

2.10-2.15 (1H, m), 2.34-2.40 (1H, m), 3.55 (3H, s), 3.65 (1H, dd,
J=10.8Hz and 3.6Hz), 3.72-3.83 (2H, m), 3.97 (1H, dd, J=11.1Hz and
5.7Hz), 4.16-4.20 (2H, m), 6.69-6.77 (2H, m), 6.96-7.03 (2H, m), 7.22
(1H,s), 8.13(1H, d, J - 5.4Hz), 6.86 (iH, d, J =5.1Hz), 9.27 (1H, 5
(CDCLy)

367

D41

2.08-2.15 (1H, m), 2.32-2.38 (1H, m), 3.54 (3H, s), 3.64 (1H, dd,
J=11.4Hz and 4.8Hz), 3.72-3.84 (3H, m), 3.78 (3H, s), 3.97 (1H, dd,
J=11.1Hz and 5.4Hz), 4.19 (1H, m), 4.46 (1H, d, J=6.9Hz), 6.65 (1H,
d, J=7.2Hz), 6.72-6.80 (2H, m), 6.89 (1H, t, J=7.2Hz), 7.20 (H, s),
8.15 (1H, d, J = 5.4Hz), 8.85 (1H, d, J =5.1Hz), 9.27 (1H, s) (CDCl,)

379

D42

2.04-2.11 (1H, m), 2.31-2.37 (1H, m), 3.53 (3H, s), 3.59 (1H, dd,
J=11.1Hz and 4.2Hz), 3.70-3.99 (4H, m), 3.78 (3H, s), 4.17 (1H, m),
6.18 (1H, d, J=2.0Hz), 6.24 (1H, dd, J=9.8Hz and 1.9Hz), 6.33 (1H,
dd, J=8.2Hz and 2.0Hz), 7.11 (1H, dd, J=8.1Hz and 8.2Hz), 7.20 (1H,
s), 8.14 (1H, d, J = 5.4Hz), 8.86 (1H, d, J =5.1Hz), 9.27 (1H, s)

379

D43

2.04-2.08 (1H, m), 2.30-2.36 (1H, m), 3.53 (3H, s), 3.56 (1H, dd,
J=11.1Hz and 4.2Hz), 3.72-3.79 (3H, m), 3.76 (3H, s), 3.96 (1H, dd,
J=11.1Hz ans 5.4Hz), 4.12 (1H, m), 6.60 (2H, d, J =9.0Hz), 6.80 (2H,
d, J =9.0Hz), 7.20 (1H, s), 8.12 (1H, d, J = 5.4Hz), 8.86 (1H, d, J
=5.1Hz), 9.27 (1H, s) (CDCly)

379

D44

2.02-2.11 (1H, m), 2.32-2.38 (1H, m), 3.53 (3H, s), 3.57 (1H, dd,
J=11.4Hz and 3.9Hz), 3.72-3.87 (3H, m), 3.98 (1H, dd, J=10.9Hz and
5.6Hz), 4.20 (1H, m), 6.57 (1H, s), 6.63 (2H, d, J =8.2Hz), 6.77 (2H,
dd, J =7.40Hz and 7.4Hz), 7.21 (2H, dd, J=8.1Hz and 7.6Hz), 7.79
(2H, d, J =5.8Hz), 8.70 (2H, d, J=5.8Hz) (CDCls)

348

D45

2.07-2.12 (1H, m), 2.33-2.39 (1H, m), 3.54 (3H, s), 3.60 (1H, dd,
J=11.4Hz and 3.9Hz), 3.72-3.86 (3H, m), 3.97 (1H, dd, J=10.9Hz and
5.6Hz), 4.20 (1H, m), 6.63 (2H, d, J =8.2Hz), 6.78 (1H, dd, J =7.4Hz
and 7.4Hz), 7.21 (2H, dd, J=8.1Hz and 7.6Hz), 7.24 (1H, s), 8.13 (1H,
d, J = 5.4Hz), 8.86 (1H, d, J =5.1Hz), 9.27 (1H, s) (CDCl)

349

D46

2.08-2.14 (1H, m), 2.32-2.38 (1H, m), 3.53 (3H, s), 3.64 (1H, dd,
J=11.4Hz and 4.8Hz), 3.72-3.84 (3H, m), 3.78 (3H, s), 3.95 (1H, dd,
J=11.1Hz and 5.4Hz), 4.19 (1H, m), 6.65 (1H, d, J=7.2Hz), 6.72-6.80
(8H, m), 6.90 (1H, t, J=7.2Hz), 7.96 (1H, dd, J=5.1Hz and 6.6Hz),
8.50 (1H, d, J=5.4Hz), 8.54 (1H, d, J=3.0Hz) (CDCl,)

396

D47

2.05-2.15 (2H, m), 2.78 (1H, m), 3.48-3.63 (2H, m), 3.53 (3H, s), 3.87
(1H, dd, J=11.4Hz and 4.20Hz), 4.00 (1H, dd, J=18.3Hz and 8.4Hz),
4.63 (1H, br.s), 6.52 (1H, s), 7.76 (2H, d, J = 6.0Hz), 8.66 (2H, d, J
=6.0Hz) (CDCly)

273
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D48

2.08-2.15 (2H, m), 3.08 (1H, m), 3.55-3.62 (2H, m), 3.51 (3H, s), 3.85
(1H, dd, J=11.4Hz and 4.20Hz), 3.98 (1H, dd, J=18.3Hz and 8.4Hz),
4.63 (1H, br.s), 7.10 (1H, s), 8.09 (1H, d, J = 5.2Hz), 8.78 (1H, d, J
=5.2Hz), 9.21 (1H, s) (CDCl,)

274

D49

2.07-2.13 (2H, m), 2.46 (1H, m), 3.53 (3H, s), 3.56-3.61 (2H, m), 3.84
(1H, dd, J=11.7Hz and 4.2Hz), 3.92-4.17 (1H, m), 4.62 (1H, br.s),
6.95 (1H, s), 7.95 (1H, dd, J=6.6Hz and 5.1Hz), 8.46 (1H, dd, J
=5.1Hz and 0.9Hz), 8.51 (1H, d, J=3.0Hz) (CDCls)

291

D50

2.05-2.15 (2H, m), 2.78 (1H, m), 3.48-3.63 (2H, m), 3.53 (3H, s), 3.87
(1H, dd, J=11.4Hz and 4.20Hz), 4.00 (1H, dd, J=18.3Hz and 8.4Hz),
4.63 (1H, br.s), 6.52 (1H, s), 7.76 (2H, d, J = 6.0Hz), 8.66 (2H, d, J
=6.0Hz) (CDCls)

273

D51

2.08-2.15 (2H, m), 3.08 (1H, m), 3.55-3.62 (2H, m), 3.51 (3H, s), 3.85
(1H, dd, J=11.4Hz and 4.20Hz), 3.98 (1H, dd, J=18.3Hz and 8.4Hz),
4.63 (1H, br.s), 7.10 (1H, s), 8.09 (1H, d, J = 5.2Hz), 8.78 (1H, d, J
=5.2Hz), 9.21 (1H, s) (CDCls)

274

D52

2.07-2.13 (2H, m), 2.46 (1H, m), 3.53 (3K, 5), 3.56-3.61 (2H, m), 3.84
(1H, dd, J=11.7Hz and 4.2Hz), 3.92-4.17 (1H, m), 4.62 (1H, br.s),
6.95 (1H, s), 7.95 (1H, dd, J=6.6Hz and 5.1Hz), 8.46 (1H, dd, J
=5.1Hz and 0.9Hz), 8.51 (1H, d, J=3.0Hz) (CDCl,)

291

D53

1.34(3H, d, J=6.0Hz), 1,65(1H, m), 1.86(1H, m), 2.03(1H, m),
2.25(1H, m), 3.33(1H, m), 3.52(3H, s), 3.72(1H, ddd, J=10.5, 10.5,
3.3Hz), 4.44(1H, m), 7.43(1H, s), 7.50-7.52(3H, m), 8.02(1H, d,
J=5.4Hz), 8.56(1H, dd, J=5.7, 2.1Hz), 8.93(1H, d, J=4.8Hz)(CDCl,).

348

D54

1.32 (3H, d, J = 6.0 Hz), 1.61-1.63 (1H, m), 1.68-1.70 (1H, m), 1.83-
1.85 (1H, m), 1.96-2.05 (1H, m), 3.32 (1H, t, J = 8.8 Hz), 3.49 (3H, s),
3.70 (1H, dt, J = 6.3, 10.1 Hz), 4.41 (1H, dt, J = 4.7, 11.5 Hz), 6.56
(1H, s), 7.80 (2H, d, J = 6.0 Hz), 8.70 (2H, d, J = 6.0 Hz) (CDCl,)

271

D55

1.32 (3H, d, J = 6.0 Hz), 1.61-1.63 (1H, m), 1.68-1.70 (1H, m), 1.83-
1.85 (1H, m), 1.96-2.05 (1H, m), 3.32 (1H, t, J = 8.8 Hz), 3.49 (3H, s),
3.70 (1H, dt, J = 6.3, 10.1 Hz), 4.41 (1H, dt, J = 4.7, 11.5 Hz), 7.20
(1H,'s), 8.14 (1H, d, J = 5.4 Hz), 8.85 (1H, d, J = 5.1 Hz), 9.27 (1H,s)
(CDCly)

272

D56

1.32 (3H, d, J = 6.0 Hz), 1.61-1.63 (1H, m), 1.68-1.70 (1H, m), 1.83-
1.85 (1H, m), 1.96-2.05 (1H, m), 3.32 (1H, t, J = 8.8 Hz), 3.49 (3H, s),
3.70 (1H, dt, J = 6.3, 10.1 Hz), 4.41 (1H, dt, J = 4.7, 11.5 Hz), 7.27
(1H, s), 7.95 (1H, dd, J = 6.3, 5.1 Hz), 8.50 (1H, d, J = 5.1Hz), 8.54
(1H, d, J = 3.3 Hz) (CDCL,)

289

D57

1.34(3H, d, J=6.0 Hz), 1.65-2.28(4H, m), 3.33(1H, m), 3.52(3H, s),
3.71(1H, m), 4.44(1H, m), 7.43(1H, s), 7.51(3H, m), 8.02(1H, d,
J=5.1 Hz), 8.56(2H, m), 8.93(1H, d, J=5.1 Hz) (CDCl,)

347

D58

2.08 (1H, dt, J = 12.8, 5.5 Hz), 2.34 (1H, dt, J = 12.8, 5.5 Hz), 3.53
(3H, s), 3.71-3.80 (2H, m), 3.88 1H, d, J = 6.3 Hz), 3.97 (1H, dd, J =
10.9, 5.6 Hz), 4.20 (1H, m), 6.64 (2H, d, J = 8.0 Hz), 6.77 (1H, dd, J =
7.2, 7.4 Hz), 7.19-7.26 (3H, m), 8.12 (1H, d, J = 5.2 Hz), 8.84 (1H, d,
J = 5.1 Hz), 9.26 (1H, s) (CDCly)

349

D59

212 (1H, dt, J = 12.8, 5.5 Hz), 2.38 (1H, dt, J = 12.8, 5.5 Hz), 3.55
(3H, ), 3.64-3.80 (3H, m), 3.97 (1H, dd, J = 11.1, 5.7 Hz), 4.18 (1H,
m), 6.69-6.77 (2H, m), 6.96-7.07 (2H, m), 7.21 (1H, s), 8.13 (1H, dd,
J=5.1,1.2Hz), 8.85 (1H, d, J = 5.1 Hz), 9.27 (1H, s) (CDCl,)

367
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2.09 (1H, dt, J = 12.8, 5.5 Hz), 2.38 (1H, dt, J = 12.8, 5.5 Hz), 3.53
(3H, s), 3.59-3.84 (3H, m), 3.98 (1H, dd, J = 11.1, 5.7 Hz), 4.15 (2H,
m), 6.31-6.47 (2H, m), 7.09-7.17 (2H, m), 7.21 (1H, s), 8.12 (1H, dd,
J=5.1,1.2Hz), 8.85 (1H, d, J = 5.1 Hz), 9.26 (1H, s) (CDCl,)

367

D61

212 (1H, dt, J = 12.8, 5.5 Hz), 2.36 (1H, dt, J = 12.8, 5.5 Hz), 3.54
(3H, s), 3.64-3.82 (3H, m), 3.78 (3H, s), 3.83 (1H, dd, J = 11.1, 5.4
Hz), 4.18 (1H, dd, J = 5.4, 10.8 Hz), 4.46 (1H, d, J = 6.6 Hz), 6.65
(1H, d, J = 7.8 Hz), 6.70-6.80 (2H, m), 6.90 (1H, dd, J = 7.5, 7.5 Hz),
7.20 (1H, s), 8.14 (1H, d, J = 5.1 Hz), 8.84 (1H, d, J = 4.8 Hz), 9.27
(1H, s) (CDCl,)

379

D62

2.08 (1H, dt, J = 12.8, 5.5 Hz), 2.35 (1H, dt, J = 12.8, 5.5 Hz), 3.35
(3H, s), 3.59 (1H, dd, J = 10.9, 4.0 Hz), 3.72-3.82 (2H, m), 3.77 (3H,
s), 3.90-3.99 (2H, m), 4.19 (1H, m), 6.19 (1H, s), 6.24 (1H, dd, J =
9.8, 1.8 Hz), 6.33 (1H, dd, J = 8.1, 1.9 Hz), 7.11 (1H, dd, J = 8.0,
8.1Hz), 7.19 (1H, s), 8.11 (1H, d, J = 5.2 Hz), 8.84 (1H, d, J = 5.1 Hz),
9.20 (1H, s) (CDCiy)

379

D63

2.04 (1H, dt, J = 12.8, 5.5 Hz), 2.32 (1H, dt, J = 12.8, 5.5 Hz), 3.53
(3H, s), 3.58-3.93 (5H, m), 3.76 (3H, s), 4.19 (1H, m), 6.66 (2H, dd, J
= 6.8 Hz), 6.81 (2H, d, J = 6.8 Hz), 7.19 (1H, s), 8.12 (1H, d, J = 5.2
Hz), 8.84 (1H, d, J = 5.1 Hz), 9.27 (1H, s) (CDCl3)

379

D64

2.08 (1H, dt, J = 12.8, 5.5 Hz), 2.34 (1H, dt, J = 12.8, 5.5 Hz), 3.52
(3H, s), 3.60 (1H, dd, J = 11.0, 4.2 Hz), 3.74-3.88 (3H, m), 3.98 (1H,
dd, J = 11.0, 5.3 Hz), 4.19 (2H, m), 6.56 (1H, s), 6.67 (2H, dd, J = 7.4,
7.4 Hz), 7.21 (2H, dd, J = 8.0, 7.6 Hz), 7.79 (2H, d, J = 5.9 Hz), 8.70
(2H, d, J = 6.0 Hz) (CDCl,)

348

D65

2.10 (1H, dt, J = 12.9, 5.4 Hz), 2.37 (1H, dt, J = 12.9, 5.4 Hz), 3.53
(3H, s), 3.65 (1H, dd, J = 11.1, 3.9 Hz), 3.72-3.83 (2H, m), 3.99 (1H,
dd, J = 10.7, 5.3 Hz), 4.14-4.20 (2H, m), 6.58 (1H, m), 6.69-6.77 (2H,
m), 6.96-7.07 (2H, m), 7.79 (2H, d, J = 6.0 Hz), 8.70 (2H, d, J = 5.7
Hz) (CDCl,)

366

D66

2.08 (1H, dt, J = 12.9, 5.4 Hz), 2.35 (1H, dt, J = 12.9, 5.4 Hz), 3.53
(3H, s), 3.65 (1H, dd, J = 11.1, 3.9 Hz), 3.70-3.83 (2H, m), 3.99 (1H,
dd, J = 10.7, 5.3 Hz), 4.07-4.14 (2H, m), 6.30-6.45 (3H, m), 6.58 (1H,
s), 7.12 (1H, dd, J = 8.0, 15.0 Hz), 7.79 (2H, d, J = 6.0 Hz), 8.70 (2H,
d, J = 5.7 Hz) (CDCly) '

366

D67

2.06 (1H, dt, J = 12.9, 5.4 Hz), 2.35 (1H, dt, J = 12.9, 5.4 Hz), 3.53
(3H, s), 3.65 (1H, dd, J = 11.1, 3.9 Hz), 3.72-3.84 (3H, m), 3.99 (1H,
dd, J = 10.7, 5.3 Hz), 4.12 (1H, m), 6.54-6.59 (3H, m), 6.93 (2H, dd, J
= 9.0, 8.4 Hz), 7.79 (2H, d, J = 6.0 Hz), 8.70 (2H, d, J = 5.7 Hz)
(CDCly)

366

D68

212 (1H, dt, J = 12.8, 5.5 Hz), 2.35 (1H, dt, J = 12.8, 5.5 Hz), 3.54
(3H, s), 3.63-3.83 (3H, m), 3.77 (3H, s), 3.97 (1H, dd, J = 11.1, 5.4
Hz), 4.17 (1H, m), 4.47 (1H, d, J = 6.3 Hz), 6.56 (1H, s), 6.64 (1H, d,
J = 7.5 Hz), 6.70-6.80 (2H, m), 6.89 (1H, dd, J = 7.0, 7.5 Hz), 7.79
(2H, d, J = 6.1 Hz), 8.70 (1H, d, J = 5.9 Hz) (CDCl,)

378

D69

2.12 (1H, dt, J = 12.8, 5.5 Hz), 2.36 (1H, dt, J = 12.8, 5.5 Hz), 3.54
(3H, s), 3.64-3.82 (3H, m), 3.78 (3H, s), 3.97 (1H, dd, J = 11.1, 5.4
Hz), 4.18 (1H, dd, J = 10.8, 5.4 Hz), 4.46 (1H, d, J = 6.6 Hz), 6.17
(1H, m), 6.24 (1H, dd, J = 7.9, 1.9 Hz), 6.34 (1H, dd, J = 8.1, 2.1 Hz),
6.57 (1H, s), 7.11 (1H, dd, J = 8.0, 8.2 Hz), 7.79 (2H, d, J = 6.1 Hz),
8.70 (1H, d, J = 5.9 Hz) (CDCl,)

378
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D70

2.03 (1H, dt, J = 12.8, 5.5 Hz), 2.36 (1H, dt, J = 12.8, 5.5 Hz), 3.52
(3H, s), 3.51-3.59 (2H, m), 3.70-3.84 (2H, m), 3.76 (3H, s), 6.56 (1H,
s), 6.60 (2H, dd, J = 6.8 Hz), 6.81 (2H, d, J = 6.8 Hz), 7.79 (2H, d, J =
6.1 Hz), 8.70 (2H, d, J = 5.9 Hz) (CDCly)

378

D71

2.01-2.11 (1H, m), 2.29-2.40 (2H, m), 2.49 (1H, m), 3.49 (1H, m),
3.56 (3H, s), 3.79 (1H, g, J = 7.7 Hz), 5.08 (1H, t, J = 7.1 Hz), 6.64
(1H, s), 7.81 (2H, d, J = 5.8 Hz), 8.71 (2H, d, J = 5.7 Hz) (CDCl,)

282

D72

2.01-2.11 (1H, m), 2.29-2.40 (2H, m), 2.49 (1H, m), 3.49 (1H, m),
3.56 (3H, s), 3.79 (1H, q, J = 7.7 Hz), 5.08 (1H, t, J = 7.1 Hz), 7.30
(1H, s), 8.20 (1H, d, J = 5.4 Hz), 8.89 (1H, d, J = 5.1 Hz), 9.28 (1H, s)
(CDCly)

283

D73

2.01-2.11 (1H, m), 2.29-2.40 (2H, m), 2.49 (1H, m), 3.49 (1H, m),
3.56 (3H, s), 3.79 (1H, q, J = 7.7 Hz), 5.08 (1H, t, J = 7.1 Hz), 6.83
(1H, s), 8.00 (1H, dd, J = 5.4, 6.6 Hz), 8.53 (1H, s), 8.55 (1H, d, J =
3.6 Hz) (CDCly)

300

D74

201211 (1H, m), 229240 (2H, m) 2 49 (1H_m) 349 (1H, m),
3.56 (3H, s), 3.79 (1H, g, J = 7.7 Hz), 5.08 (1H, t, J = 7.1 Hz), 6.64
(1H, s), 7.81(2H, d, J = 5.8 Hz), 8.71 (2H, d, J = 5.7 Hz) (CDCl,)

282

D75

2.01-2.11 (1H, m), 2.29-2.40 (2H, m), 2.49 (1H, m), 3.49 (1H, m),
3.56 (3H, s), 3.79 (1H, g, J = 7.7 Hz), 5.08 (1H, t, J = 7.1 Hz), 7.30
(1H, s), 8.20 (1H, d, J = 5.4 Hz), 8.89 (1H, d, J = 5.1 Hz), 9.28 (1H, s)
(CDCly)

283

D76

2.01-2.11 (1H, m), 2.29-2.40 (2H, m), 2.49 (1H, m), 3.49 (1H, m),
3.56 (3H, s), 3.79 (1H, q, J = 7.7 Hz), 5.08 (1H, t, J = 7.1 Hz), 6.83
(1H, s), 8.00 (1H, dd, J = 5.4, 6.6 Hz), 8.53 (1H, s), 8.55 (1H, d, J =
3.6 Hz) (CDCl,)

300

D77

1.83-1.88 (2H, m), 2.07 (1H, m), 2.23 (1H, m), 3.06 (1H, t, J = 5.4
Hz), 3.41 (1H, dd, J = 7.2, 9.9 Hz), 3.50 (3H, s), 3.70-3.79 (2H, m),
3.86-3.91 (1H, m), 4.71 (1H, m), 6.53 (1H, s), 7.74 (2H, d, J = 6.3
Hz), 8.69 (2H, d, J = 6.3 Hz) (CDCly)

287

D78

1.83-1.88 (2H, m), 2.07 (1H, m), 2.23 (1H, m), 3.06 (1H, t, J = 54
Hz), 3.41 (1H, dd, J = 7.2, 9.9 Hz), 3.50 (3H, s), 3.70-3.79 (2H, m),
3.86-3.91 (1H, m), 4.71 (1H, m), 7.11 (1H, s), 8.02 (1H, d, J = 4.5
Hz), 8.86 (1H, d, J = 4.5 Hz), 9.29 (1H, s) (CDCl,)

288

D79

1.83-1.88 (2H, m), 2.07 (1H, m), 2.23 (1H, m), 2.73 (1H, t, J = 5.5
Hz), 3.41 (1H, dd, J = 7.2, 7.9 Hz), 3.50 (3H, s), 3.70-3.79 (2H, m),
3.86-3.91 (1H, m), 4.71 (1H, m), 6.67 (1H, s), 7.83 (1H, dd, J = 6.3,
5.1 Hz), 8.50 (1H, d, J = 5.1 Hz), 8.54 (1H, d, J = 3.6 Hz) (CDCl,)

305

D80

1.87-1.89 (2H, m), 2.09 (1H, m), 2.27 (1H, m), 3.32 (1H, d, J = 10.9
Hz), 3.49 (3H, s), 3.70 (3H, s), 3.71 (1H, m), 4.34 (2H, m), 4.85 (1H,
m), 7.23 (1H, s), 8.15 (1H, d, J = 4.7 Hz), 8.86 (1H, d, J = 4.8 Hz),
9.27 (1H, s) (CDCly)

302

D81

1.75-1.88 (2H, m), 2.03 (1H, m), 2.28 (1H, m), 3.49 (3H, s), 3.68 (1H,
dd, J = 16.0, 7.2 Hz), 3.80 (1H, dd, J = 15.8, 9.2 Hz), 4.59 (1H, dd, J
= 8.9, 6.9 Hz), 6.63 (1H, s), 7.00 (1H, br.s), 7.51 (1H, br.s), 7.97 (2H,
d, J = 6.2 Hz), 8.64 (2H, d, J = 6.2 Hz) (DMSO-d6)

300

D82

1.75-1.88 (2H, m), 2.03 (1H, m), 2.28 (1H, m), 3.49 (3H, s), 3.68 (1H,
dd, J = 16.0, 7.2 Hz), 3.80 (1H, dd, J = 15.8, 9.2 Hz), 4.59 (1H, dd, J
= 8.9, 6.9 Hz), 6.82 (1H, s), 7.00 (1H, br.s), 7.54 (1H, br.s), 8.21 (1H,
d, J = 5.2 Hz), 8.97 (1H, d, J = 5.2 Hz), 9.27 (1H, ) (DMSO-d6)

301
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D83

1.75-1.88 (2H, m), 2.01 (1H, m), 2.27 (1H, m), 3.47 (3H, s), 3.68 (1H,
dd, J = 16.0, 7.2 Hz), 3.80 (1H, dd, J = 15.8, 9.2 Hz), 4.59 (1H, dd, J
= 8.9, 6.9 Hz), 6.43 (1H, s), 7.00 (1H, br.s), 7.48 (1H, br.s), 8.03 (1H,
dd, J = 6.6, 5.1 Hz), 8.52 (1H, d, J = 5.1 Hz), 8.67 (1H, d, J = 3.3 Hz)
(DMS0-d6)

318

D84

1.92-2.11 (3H, m), 2.35 (1H, m), 3.38 (1H, dd, J = 8.1, 9.0 Hz), 3.44
(3H, s), 3.69 (1H, dd, J = 6.0, 9.4 Hz), 4.07 (1H, dd, J = 9.9, 5.7 Hz),
4.17 (1H, dd, J = 9.9, 3.6 Hz), 4.91 (1H, m), 6.56 (1H, s), 6.78-6.94
(4H, m), 7.74 (2H, d, J = 6.0 Hz), 8.69 (2H, d, J = 6.0 Hz) (CDCl,)

381

D85

1.92-2.11 (3H, m), 2.35 (1H, m), 3.38 (1H, dd, J = 8.1, 9.0 Hz), 3.45
(3H, s), 3.69 (1H, dd, J = 6.0, 9.9 Hz), 4.07 (1H, dd, J = 9.9, 5.7 Hz),
4.17 (1H, dd, J = 9.9, 3.6 Hz), 4.90 (1H, m), 6.78-6.54 (4H, m), 7.21
(1H, s), 8.00 (1H, d, J = 6.6 Hz), 8.82 (1H, d, J = 5.4 Hz), 9.26 (1H, s)
(CDCl,)

382

D86

1.92-2.11 (3H, m), 2.35 (1H, m), 3.38 (1H, dd, J = 8.1, 9.0 Hz), 3.45
(3H, s), 3.69 (1H, dd, J = 6.0, 9.9 Hz), 4.07 (1H, dd, J = 9.9, 5.7 Hz),
4.17 (1H, dd, J = 9.9, 3.6 Hz), 4.85 (1H, m), 6.70 (1H, s), 6.78-6.93
(4H, m), 782 (1H, dd, J = 6.6, 5.0 Hz), 8.46 (1H, d, J = 5.1 Hz), 8.54
(1H, d, J = 3.0 Hz) (CDCl,)

399

D87

0.90 (3H, t, J=7.0 Hz), 1.31-1.44 (5H, m), 1.60-1.70 (1H, m), 1.75-
1.93 (2H, m), 1.99-2.06 (1H, m), 2.22-2.30 (1H, m), 3.31 (1H, dd,
J=8.6, 8.6 Hz), 3.48 (3H, s), 3.61-3.68 (1H, m), 4.39-4.46 (1H, m),
6.56 (1H, s), 7.79 (2H, d, J=6.3 Hz), 8.70 (2H, d, J=6.3 Hz) (CDCly)

313

D88

0.90 (3H, t, J=7.0 Hz), 1.31-1.45 (5H, m), 1.61-1.70 (1H, m), 1.75-
1.92 (2H, m), 2.00-2.06 (1H, m), 2.23-2.30 (1H, m), 3.31 (1H, dd,
J=8.6, 8.6 Hz), 3.49 (3H, s), 3.62-3.68 (1H, m), 4.37-4.45 (1H, m),
7.19 (1H, s), 8.12 (1H, dd, J=1.6, 5.5 Hz), 8.86 (1H, d, J=5.5 Hz), 9.27
(1H, d, J=1.6 Hz) (CDCly)

314

D89

0.90 (3H, t, J=7.0 Hz), 1.30-1.43 (5H, m), 1.59-1.69 (1H, m), 1.74-
1.92 (2H, m), 1.99-2.06 (1H, m), 2.21-2.29 (1H, m), 3.31 (1H, dd,
J=8.6, 8.6 Hz), 3.48 (3H, s), 3.60-3.67 (1H,_m), 4.33-4.40 (1H, m),
6.73 (1H, s), 7.93 (1H, dd, J=5.5, 6.3 Hz), 8.49 (1H, d, J=5.5 Hz), 8.54
(1H, d, J=3.1 Hz) (CDCl,)

331

D90

1.85-2.08 (2H, m), 2.14-222 (1H, m), 2.43-2.50 (1H, m), 3.47-
3.55(4H, m), 3.92-3.98 (1H, m), 5.37 (1H, dd, J = 6.3, 10.2 Hz), 6.49
(1H, s), 6.98-7.02 (2H, m), 7.32-7.36 (2H, m), 7.62 (2H, d, J = 6.3
Hz), 8.66 (2H, d, J=6.3 Hz) (CDCl,)

351

D91

(1.85-2.08 (2H, m), 2.16-2.22 (1H, m), 2.44-2.51 (1H, m), 3.49-

3.54(1H, m), 3.56 (3H, s), 3.92-3.99 (1H, m), 5.36 (1H, dd, J = 6.3,
10.2 Hz), 6.97-7.03 (2H, m), 7.14 (1H, s), 7.30-7.35 (2H, m), 7.89
(1H, dd, J=1.6, 5.5 Hz), 8.81 (1H, d, J=5.5 Hz), 9.21 (1H, d, J=1.6 Hz)
(CDCl,)

362

D92

1.85-2.07 (2H, m), 2.15-2.21 (1H, m), 2.43-2.49 (1H, m), 3.49-
3.54(1H, m), 3.55 (3H, s), 3.91-3.98 (1H, m), 5.31 (1H, dd, J = 6.3,
10.2 Hz), 6.68 (1H, s), 6.98-7.04 (2H, m), 7.30-7.34 (2H, m), 7.63
(1H, dd, J=5.5, 6.3 Hz), 8.44 (1H, d, J=5.5 Hz), 8.50 (1H, d, J=3.1 Hz)
(CDCl,)
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Do3

1.69-1.84 (2H, m), 1.93-2.01 (1H, m), 2.05-2.13 (1H, m), 2.76 (1H,
dd, J=7.8, 13.3 Hz), 3.21 (1H, dd, J=3.9, 13.3 Hz), 3.29-3.33 (1H, m),
3.47 (3H, s), 3.54-3.61 (1H, m), 4.66-4.74 (1H, m), 6.58 (1H, s), 7.17-
7.30 (5H, m), 7.84 (2H, d, J=6.3 Hz), 8.73 (2H, d, J=6.3 Hz) (CDCl,)

347

D94

1.69-1.84 (2H, m), 1.93-2.01 (1H, m), 2.07-2.16 (1H, m), 2.80 (1H,
dd, J=7.8, 13.3 Hz), 3.17 (1H, dd, J=3.9, 13.3 Hz), 3.28-3.33 (1H, m),
3.47 (3H, s), 3.54-3.60 (1H, m), 4.66-4.73 (1H, m), 7.16-7.30 (6H, m),
8.18 (1H, dd, J=1.6, 5.5 Hz), 8.89 (1H, d, J=5.5 Hz), 9.29 (1H, s)
(CDCly)

348

D95

1.68-1.83 (2H, m), 1.92-2.01 (1H, m), 2.04-2.13 (1H, m), 2.74 (1H,
dd, J=7.8, 13.3 Hz), 3.19 (1H, dd, J=3.9, 13.3 Hz), 3.29-3.33 (1H, m),
3.47 (3H, s), 3.54-3.61 (1H, m), 4.60-4.67 (1H, m), 6.74 (1H, s), 7.15-
7.30 (5H, m), 7.99 (1H, dd, J=5.5, 7.0 Hz), 8.53 (1H, d, J=5.5 Hz),
8.57 (1H, d, J=3.1 Hz) (CDCl,)

365

D96

0.74-0.79 (1H, m), 0.92-0.98 (1H, m), 1.78-1.85 (1H, m), 1.97-2.04
(1H, m), 2.22-2.32 (1H, m), 3.37-3.48 (2H, m), 3.65 (3H, s), 3.98-4.05
(1H, m), 6.57 (1H, s), 7.81 (2H, d, J=4.7 Hz), 8.70 (2H, d, J=4.7 Hz)
(CDCly)

269

D97

0.74-0.78 (1H, m), 0.92-0.97 (1H, m), 1.78-1.85 (1H, m), 1.98-2.04
(1H, m), 2.23-2.32 (1H, m), 3.36-3.46 (2H, m), 3.65 (3H, s), 3.96-4.03
(1H, m), 7.20 (1H, s), 8.16 (1H, dd, J=1.6, 4.7 Hz), 8.85 (1H, d, J=5.5
Hz), 9.27 (1H, s) (CDCl,)

270

D98

0.74-0.77 (1H, m), 0.92-0.97 (1H, m), 1.78-1.85 (1H, m), 1.96-2.03
(1H, m), 2.23-2.30 (1H, m), 3.36-3.44 (2H, m), 3.65 (3H, s), 3.94-4.00
(1H, m), 6.75 (1H, s), 7.97 (1H, dd, J=4.7, 7.0 Hz), 8.49 (1H, d, J=4.7
Hz), 8.53 (1H, d, J=3.1 Hz) (CDCly)

287

D99

2.08 (1H, dt, J = 12.8, 5.5 Hz), 2.33 (1H, dt, J = 12.8, 5.5 Hz), 3.54
(3H, s), 3.64-3.82 (3H, m), 3.78 (3H, s), 3.97 (1H, dd, J = 11.1, 5.4
Hz), 4.18 (1H, dd, J = 10.8, 5.4 Hz), 6.17 (1H, m), 6.24 (1H, dd, J =
7.9, 1.9 Hz), 6.34 (1H, dd, J = 8.1, 2.1 Hz), 6.76 (1H, s), 7.1 (1H, dd,
J = 8.0, 8.2Hz), 7.94 (1H, dd, J = 6.9, 5.1Hz), 8.49 (1H, d, J = 5.1 Hz),
8.54 (1H, d, J = 3.0 Hz) (CDCls)

396

D100

1.14 (3H, d, J = 6.3 Hz), 1.85 (3H, s), 1.90 (1H, m), 2.20 (1H, m), 3.39
(1H, m), 3.55-3.65 (2H, m), 3.78 (3H, s), 3.91 (1H, dd, J = 10.8, 6.9
Hz), 5.25 (1H, d, J = 7.2 Hz), 6.71 (1H, d, J = 1.8 Hz), 6.76 (1H, d, J =
7.8 Hz), 6.93 (1H, dd, J = 8.4, 2.7 Hz), 7.16 (1H, s), 7.35 (1H, t, J =
8.1 Hz), 8.09 (1H, d, J = 5.1 Hz), 8.86 (1H, d, J = 5.1 Hz), 9.26 (1H,
s) (CDCls)

421

- 289 -




200813015

(286)

ga=xyli

"H-NMR

MS[M+1]

F1

1.26 (3H, d, J = 6.6 Hz), 1.50 (9H, s), 3.24-3.83 (7H, m), 3.53 (3H, s),
6.70 (1H, s), 7.79 (2H, d, J = 6.0 Hz), 8.72 (2H, d, J = 6.0 Hz)
(cDcly)

386

F2

1.26 (3H, d, J = 6.6 Hz), 1.50 (9H, s), 3.24-3.83 (7H, m), 3.55 (3H, s),
7.42 (1H, s), 8.14 (1H, d, J = 5.4 Hz), 8.87 (1H, d, J = 5.1 Hz), 9.28
(1H, s) (CDCl,)

387

F3

1.26 (3H, d, J = 6.6 Hz), 1.50 (9H, s), 3.24-3.83 (7H, m), 3.55 (3H, s),
6.81 (1H, s), 7.93 (1H, dd, J = 6.5, 5.1 Hz), 8.51 (1H, d, J = 5.1 Hz2),
8.55 (1H, d, J = 3.1 Hz) (CDCl,)

404

F4

.11.26 (3H, d, J = 6.6 Hz), 2.80 (1H, dd, J = 13.2, 5.1 Hz), 3.02-3.18

(3H, m), 3.30-3.33 (1H, m), 3.30-3.36 (1H, m), 3.55 (3H, s), 3.71 (1H,
m), 7.34 (1H, s), 8.16 (1H, dd, J = 5.2 Hz), 8.87 (1H, d, J = 5.1 Hz),
9.28 (1H, s) (CDCly)

287

F5

1.27 (3H, d, J = 6.4 Hz), 2.80 (1H, dd, J = 13.2, 5.1 Hz), 3.03-3.06
(2H, m), 3.12-3.18 (2H, m), 3.30-3.36 (1H, m), 3.55 (3H, s), 3.73 (1H,
m), 6.69 (1H, s), 7.80 (2H, d, J = 6.3 Hz), 8.70 (2H, d, J = 6.0 Hz)

/f‘nCl \

\wvigy

286

F6

1.29 (3H, t, J = 6.6 Hz), 2.32 (3H, s), 2.43-2.65 (4H, m), 3.27-3.29
(1H, m), 3.37-3.41 (1H, m), 3.53 (3H, s), 3.82 (1H, m), 6.89 (1H, s),
7.80 (2H, d, J = 6.0 Hz), 8.71 (2H, d, J = 6.0 Hz) (CDCl,)

300

F7

1.27 (3H, d, J = 6.4 Hz), 2.80 (1H, dd, J = 13.2, 5.1 Hz), 3.03-3.06
(2H, m), 3.12-3.18 (2H, m), 3.30-3.36 (1H, m), 3.55 (3H, s), 3.73 (1H,
m), 6.69 (1H, s), 7.80 (2H, d, J = 6.3 Hz), 8.70 (2H, d, J = 6.0 Hz)
(cDCly)

286

F8

1.26 (3H, d, J = 6.6 Hz), 2.80 (1H, dd, J = 13.2, 5.1 Hz), 3.02-3.18
(3H, m), 3.30-3.33 (1H, m), 3.31-3.35 (1H, m), 3.55 (3H, s), 3.71 (1H,
m), 7.34 (1H, s), 8.16 (1H, dd, J = 5.2 Hz), 8.87 (1H, d, J = 5.1 Hz),
9.28 (1H, s) (CDCly)

287

F9

1.26 (3H, d, J = 6.3 Hz), 2.80 (1H, dd, J = 12.3, 5.1 Hz), 3.02-3.17
(4H, m), 3.30-3.34 (1H, m), 3.55 (3H, m), 3.70 (1H, m), 6.88 (1H, s),
7.97 (1H, dd, J = 6.6, 5.1 Hz), 8.52 (1H, d, J = 5.1 Hz), 8.55 (1H, d, J
= 3.0 Hz) (CDCly)

304

F10

1.28 (3H, d, J = 6.3 Hz), 2.32 (3H, s), 2.43-2.63 (4H, m), 3.24 (1H,
m), 3.35-3.39 (1H, m), 3.80 (3H, s), 3.81 (1H, m), 7.33 (1H, s), 8.16
(1H, d, J = 4.8 Hz), 8.87 (1H, d, J = 5.1 Hz), 9.27 (1H, s) (CDCl,)

301

F11

1.28 (3H, d, J = 6.3 Hz), 2.32 (3H, s), 2.42-2.64 (4H, m), 3.23-3.26
(1H, m), 3.35-3.39 (1H, m), 3.53 (3H, s), 3.80 (1H, m), 6.88 (1H, s),
7.97 (1H, dd, J = 6.6, 5.1 Hz), 8.52 (1H, d, J = 5.1 Hz), 8.55 (1H, d, J
= 3.0 Hz) (CDClj)

318

F12

1.29 (3H, t, J = 6.6 Hz), 2.32 (3H, s), 2.43-2.65 (4H, m), 3.27-3.29
(1H, m), 3.37-3.41 (1H, m), 3.53 (3H, s), 3.82 (1H, m), 6.89 (1H, s),
7.80 (2H, d, J = 6.0 Hz), 8.71 (2H, d, J = 6.0 Hz) (CDCI;)

300

F13

1.28 (3H, d, J = 6.3 Hz), 2.32 (3H, s), 2.42-2.64 (4H, m), 3.23-3.26
(1H, m), 3.35-3.39 (1H, m), 3.53 (3H, s), 3.80 (1H, m), 6.88 (1H, s),
7.97 (1H, dd, J = 6.6, 5.1 Hz), 8.52 (1H, d, J = 5.1 Hz), 8.55 (1H, d, J
= 3.0 Hz) (CDCly)

318

F14

1.28 (3H, d, J = 6.3 Hz), 2.33 (3H, s), 2.43-2.63 (4H, m), 3.24 (1H,
m), 3.35-3.39 (1H, m), 3.80 (3H, s), 3.81 (1H, m), 7.33 (1H, s), 8.16
(1H, d, J = 4.8 Hz), 8.87 (1H, d, J = 5.1 Hz), 9.27 (1H, s) (CDCI,)

301

F15

1.26 (3H, d, J = 6.3 Hz), 2.80 (1H, dd, J = 12.3, 5.1 Hz), 3.02-3.17
(4H, m), 3.30-3.34 (1H, m), 3.55 (3H, m), 3.70 (1H, m), 6.88 (1H, s),
7.97 (1H, dd, J = 6.6, 5.1 Hz), 8.52 (1H, d, J = 5.1 Hz), 8.55 (1H, d, J
= 3.0 Hz) (CDCly)

304
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F16

1.26 (3H, d, J = 6.6 Hz), 3.31-3.70 (7H, m), 3.56 (3H, s), 7.32 (1H, s),
7.45 (5H, m), 8.11 (1H, d, J = 5.2 Hz), 8.89 (1H, d, J = 5.1 Hz), 9.29
(1H, s) (CDCIy)

391

F17

1.22 (1.5H, d, J = 6.6 Hz), 1.29 (1.5H, d, J = 6.3 Hz), 2.15 (1.5H, s),
2.19 (1.5H, s), 3.28-4.26 (7H, m), 3.56 (3H, s), 7.27 (1H, s), 8.12
(1H, d, J = 5.2 Hz), 8.88 (1H, d, J = 5.1 Hz), 9.27 (1H, s) (CDCly) .

329

F18

1.37 (3H, d, J = 6.6 Hz), 2.85 (3H, s), 3.58 (3H, s), 3.27-3.90 (6H, m),
4.12 (1H, m), 7.27 (1H, s), 8.11 (1H, d, J = 5.2 Hz), 8.89 (1H,d, J =
5.1 Hz), 9.29 (1H, s) (CDCl,)

365

F19

133 (3H, d, J = 6.6 Hz), 2.43 (3H, s), 2.95-3.03 (2H, m), 3.20-3.50
(4H, m), 3.45 (3H, s), 3.85 (1H, m), 7.21 (1H, s), 7.35 (2H, d, J = 8.2
Hz), 7.66 (2H, d, J = 8.2 Hz), 8.12 (1H, d, J = 5.4 Hz), 8.87 (1H, d, J
= 4.9 Hz), 9.27 (1H, s) (CDCls)

441

F20

1.26 (3H, d, J = 6.6 Hz), 1.38 (3H, s), 3.24-3.54 (5H, m), 3.54 (3H, s),
3.66 (1H, m), 3.82 (1H, m), 4.31 (1H, br.s), 7.36 (1H, s), 8.13 (1H, d,
J=54Hz) 887 (1H, d, .1 = 4.9 Hz), 9.28 (1H, s) (CDCL)

386

F21

1.32 (3H, d, J = 6.6 Hz), 3.37-3.67 (5H, m), 3.57 (3H, s), 3.86-3.92
(2H, m), 6.45 (1H, br.s), 6.83-6.91 (2H, m), 7.38 (1H, s), 7.95-8.03
(1H, m), 8.13 (1H, d, J = 5.4 Hz), 8.88 (1H, d, J = 4.9 Hz), 9.29 (1H,
s) (CDCly)

442

F22

1.25 (3H, d, J = 6.9 Hz), 3.22-3.83 (7H, m), 3.50 (3H, s), 3.70 (3H, s),
7.36 (1H, s), 8.13 (1H, d, J = 5.4 Hz), 8.88 (1H, d, J = 4.9 Hz), 9.28
(1H, s) (CDCly)

345

F23

128 (3H, d, J = 6.3 Hz), 247-2.61 (3H, m), 2.69 (1H, m), 3.27 (1A,
m), 3.39-3.61 (3H, m), 3.53 (3H, s), 3.81 (1H, m), 7.26-7.36 (6H, m),
8.10 (1H, d, J = 5.4 Hz), 8.86 (1H, d, J = 5.1 Hz), 827 (1H, s)
(CDCly)

377

F24

1.38 (1H, d, J = 6.4 Hz), 3.22-3.26 (1H, m), 3.28 (1H, d, J = 4.3 H2),
3.31-3.48 (3H, m), 3.53-3.58 (1H, m), 3.59 (3H, s), 3.91-4.00 (1H,
m), 6.91-6.98 (3H, m), 7.31 (2H, dd, J = 8.3, 7.3 Hz), 7.37 (1H, s),
8.18 (1H, d, J = 5.2 Hz), 8.88 (1H, d, J = 5.2 Hz), 9.29 (1H, d, J =1.2
Hz) (CDCly)

363

F25

1.25 (3H, d, J = 6.3 Hz), 1.49 (9H, s), 3.25-3.91 (7H, m), 3.53 (3H, s),
6.67 (1H, s), 7.97 (2H, d, J = 6.2 Hz), 8.72 (1H, d, J = 6.2 Hz)
(CDCly)

386

F26

1.42 (3H, d, J = 6.0 Hz), 3.23-3.57 (5H, m), 3.41-3.57 (1H, m), 3.59
(3H, s), 3.96 (1H, m), 6.98-7.10 (4H, m), 7.36 (1H, s), 8.20 (1H, d, J
= 5.2 Hz), 8.88 (1H, d, J = 5.0 Hz), 9.29 (1H, s) (CDCl,)

381

F27

1.37 (3H, d, J = 6.5 Hz), 3.23-3.57 (5H, m), 3.41-3.57 (1H, m), 3.59
(3H, s), 3.96 (1H, m), 6.59-6.65 (2H, m), 6.71 (1H, dd, J = 8.1, 2.4
Hz), 7.22-7.26 (1H, m), 7.27 (1H, s), 8.18 (1H, d, J = 5.2 Hz), 8.88
(1H, d, J = 5.0 Hz), 9.28 (1H, s) (CDCl,)

381

F28

1.38 (3H, d, J = 6.5 Hz), 3.16-3.42 (5H, m), 3.41-3.57 (1H, m), 3.59
(3H, s), 3.94 (1H, m), 6.90-7.04 (4H, m), 7.37 (1H, s), 8.18 (1H, d, J
=52 Hz), 8.88 (1H, d, J = 5.0 Hz), 9.28 (1H, s) (CDCl,)

381

F29

1.40 (3H, d, J = 6.3 Hz), 3.18 (2H, d, J = 3.9 Hz), 3.22-3.24 (2H, m),
3.42 (1H, dt, J = 12.6, 3.9 Hz), 3.55 (1H, m), 3.59 (3H, s), 3.90 (3H,
s), 3.93 (1H, m), 6.89-7.08 (4H, m), 7.36 (1H, s), 8.20 (1H, d, J = 4.8
Hz), 8.88 (1H, d, J = 5.1 Hz), 9.29 (1H, s) (CDCl,)
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F30

1.36 (3H, d, J = 6.6 Hz), 3.33-3.55 (7H, m), 3.59 (3H, s), 3.82 (3H, s),
6.46 (1H, m), 6.49 (1H, s), 6.57 (1H, d, J = 9.6 Hz), 7.22 (1H, dd, J =
8.7, 7.5 Hz), 7.37 (1H, s), 8.20 (1H, d, J = 4.8 Hz), 8.88 (1H, d, J =
5.1 Hz), 9.29 (1H, s) (CDCI;)

393

F31

1.38 (3H, d, J = 6.3 Hz), 3.22-3.55 (6H, m), 3.59 (3H, s), 3.79 (3H, s),
3.94 (1H, m), 6.86-6.98 (4H, m), 7.36 (1H, s), 8.19 (1H, d, J = 4.8
Hz), 8.88 (1H, d, J = 5.1 Hz), 9.28 (1H, s) (CDCl,)

393

F32

1.23-1.29 (9H, m), 3.23-3.50 (4H, m), 3.55 (3H, s), 3.67-4.16 (3H,
m), 4.90 (1H, q, J = 6.3 Hz), 7.36 (1H, s), 8.13 (1H, d, J = 5.1Hz),
8.88 (1H, d, J = 5.1 Hz), 9.62 (1H, s) (CDCI,)

329

F33

1.14 (3H, d, J = 6.5 Hz), 2.41 (3H, s), 3.15-3.19 (2H, m), 3.28-3.32
(2H, m), 3.44-3.48 (3H, m), 3.58 (3H, s), 6.24 (1H, d, J = 3.6 H2),
6.46 (1H, d, J = 3.9 Hz), 7.34 (1H, s), 8.19 (1H, d, J = 5.5 Hz), 8.88
(1H, d, J = 5.1 Hz), 9.28 (1H, s) (CDCl;)

383

|
W
D

1.35 (3H, t, J = 6.9 Hz), 1.59 (3H, s), 3.31-3.56 (6H, m), 3.58 (3H, s),
3.92 (1H, m), 4.32 (2H, g, J = 6.9 Hz), 6.1 (1H, d, J = 4.2 Hz), 7.39
(1H, s), 7.58 (1H, d, J = 4.2 Hz), 8.14 (1H, d, J = 5.1 Hz), 8.89 (1H, d,
J = 5.1 Hz), 9.28 (1H, s) (CDCl;)

42/

F35

1.35 (3H, d, J = 6.5 Hz), 2.38 (3H, s), 3.08-3.39 (5H, m), 3.50-3.53
(1H, m), 3.57 (3H, s), 3.90 (1H, s), 6.00 (1H, d, J = 3.6 Hz), 6.43 (1H,
d, J=3.8Hz), 7.36 (1H, s), 8.17 (1H, d, J = 5.3 Hz), 8.88 (1H, d, J =
5.1 Hz), 9.28 (1H, s) (CDCl,)

383

F36

1.26 (3H, d, J=6.3 Hz), 2.32-2.38 (1H, m), 2.68-2.75 (1H, m), 2.82-
2.87 (1H, m), 2.97-3.02 (1H, m), 3.14-3.21 (1H, m), 3.25 (1H, d,
J=13.3 Hz), 3.39-3.49 (2H, m), 3.51 (3H, s), 4.11 (1H, d, J=13.3 Hz),
6.65 (1H, s), 7.26-7.37 (5H, m), 7.80 (2H, d, J=6.3 Hz), 8.71 (2H, d.
J=6.3 Hz) (CDCl,)

376

F37

1.26 (3H, d, J=6.3 Hz), 2.32-2.38 (1H, m), 2.68-2.76 (1H, m), 2.82-
2.87 (1H, m), 2.96-3.02 (1H, m), 3.13-3.20 (1H, m), 3.25 (1H, d,
J=13.3 Hz), 3.37-3.48 (2H, m), 3.52 (3H, s), 4.11 (1H, d, J=13.3 Hz),
7.26-7.37 (6H, m), 8.16 (1H, dd, J=1.6, 5.5 Hz), 8.87 (1H, d, J=5.5
Hz), 9.27 (1H, s) (CDCly)

377

F38

1.25 (3H, d, J=6.3 Hz), 2.31-2.37 (1H, m), 2.66-2.75 (1H, m), 2.81—
2.86 (1H, m), 2.95-3.00 (1H, m), 3.12-3.18 (1H, m), 3.25 (1H, d,
J=13.3 Hz), 3.36-3.46 (2H, m), 3.51 (3H, s), 4.10 (1H, d, J=13.3 Hz),
6.84 (1H, s), 7.25-7.36 (5H, m), 7.97 (1H, dd, J=5.5, 7.0 Hz), 8.51
(1H, d, J=5.5 Hz), 8.54 (1H, d, J=3.1 Hz) (CDCl,)

394

F39

1.26 (3H, d, J=6.3 Hz), 2.32-2.38 (1H, m), 2.68-2.75 (1H, m), 2.82-
2.87 (1H, m), 2.97-3.02 (1H, m), 3.14-3.21 (1H, m), 3.25 (1H, d,
J=13.3 Hz), 3.39-3.49 (2H, m), 3.51 (3H, s), 4.11 (1H, d, J=13.3 Hz),
6.65 (1H, s), 7.26-7.37 (5H, m), 7.80 (2H, d, J=6.3 Hz), 8.71 (2H, d,
J=6.3 Hz) (CDCl,)

376

F40

1.26 (3H, d, J=6.3 Hz), 2.32-2.38 (1H, m), 2.68-2.76 (1H, m), 2.82-
2.87 (1H, m), 2.96-3.02 (1H, m), 3.13-3.20 (1H, m), 3.25 (1H, d,
J=13.3 Hz), 3.37-3.48 (2H, m), 3.52 (3H, s), 4.11 (1H, d, J=13.3 Hz),
7.26-7.37 (6H, m), 8.16 (1H, dd, J=1.6, 5.5 Hz), 8.87 (1H, d, J=5.5
Hz), 9.27 (1H, s) (CDClj)

377

F41

1.25 (3H, d, J=6.3 Hz), 2.31-2.37 (1H, m), 2.66-2.75 (1H, m), 2.81-
2.86 (1H, m), 2.95-3.00 (1H, m), 3.12-3.18 (1H, m), 3.25 (1H, d,
J=13.3 Hz), 3.36-3.46 (2H, m), 3.51 (3H, s), 4.10 (1H, d, J=13.3 Hz),
6.84 (1H, s), 7.25-7.36 (5H, m), 7.97 (1H, dd, J=5.5, 7.0 Hz), 8.51
(1H, d, J=5.5 Hz), 8.54 (1H, d, J=3.1 Hz) (CDCl;)
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F42

0.80 (3H, t, J = 7.5 Hz), 1.74-1.80 (1H, m), 1.90-1.99 (1H, m), 2.37
(1H, dt, J = 3.1, 11.0 Hz), 2.45 (1H, dd, J = 3.2, 11.4 Hz), 2.72-2.81
(2H, m), 3.32-3.36 (1H, m), 3.44-3.53 (5H, m), 3.59-3.62 (2H, m),
6.81 (1H, s), 7.24-17.36 (5H, m), 7.96 (1H, dd, J = 5.2, 6.5 Hz), 8.50
(1H, d, J = 49 Hz), 854 (1H, d, J = 3.1 Hz) ( CDCI3)

408

F43

0.94 (3H, t, J = 7.5 Hz), 1.58-1.67 (1H, m), 1.71-1.78 (1H, m), 2.29-
2.34 (1H, m), 2.73-2.76 (1H, m), 3.04 (1H, dd, J = 8.5, 12.8 Hz), 4.01
(1H, d, J = 13.8 Hz), 6.97 (1H, s), 7.36-7.42 (4H, m), 8.22 (1H, dd, J
=1.3, 5.8 Hz), 9.01 (1H, d, J = 5.3 Hz), 9.30 (1H, s) (DMSO-d6)

425

F44

0.92 (3H, t, J = 7.4 Hz), 1.54-1.65 (1H, m), 1.69-1.76 (1H, m), 2.30
(1H, dt, J = 2.4, 10.6 Hz), 2.71-2.75 (1H, m), 3.01 (1H, dd, J = 8.5,
12.7 Hz), 3.09 (1H, t, J = 9.9 Hz), 3.28 (1H, d, J = 13.8 Hz), 3.52
(1H, d, J = 12.2 Hz), 3.99 (1H, d, J = 13.8 Hz), 6.56 (1H, s), 7.38
(4H, m), 7.0 (1H, dd, J = 5.2, 6.7 Hz), 8.57 (1H, d, J = 4.8 Hy), 8.70

(1H, d, J = 3.0 Hz) (DMSO-d6)

442

F45

1H NMR (400 MHz, DMSO-d6) 0.81 (3H, t, J = 7.5 Hz), 1.34-1.39
(1H, m), 1.52-1.59 (1H, m), 3.19-3.21 (2H, m), 3.23-3.31 (1H, m),
3.42-3.56 (7H, m), 3.57-3.61 (1H, m), 3.70 (1H, s), 6.86 (2H, d, J =
9.0 Hz), 6.96 (2H, d, J = 9.0 Hz), 7.00 (1H, s), 8.27 (1H, dd, J = 1.3,
4.6 Hz), 9.03 (1H, d, J = 4.9 Hz), 9.31 (1H, d, J = 1.1 Hz)

407

F46

0.86 (3H, t, J = 7.5 Hz2), 1.49-1.52 (2H, m), 3.15-3.20 (1H, m), 3.24-
3.39 (4H, m), 3.49-3.55 (2H, m), 3.59 (3H, s), 3.80 (3H, s), 6.87 (2H,
d, J = 9.0 Hz), 6.98 (2H, d, J = 8.8 Hz), 8.01 (1H, dd, J = 5.2, 6.5
Hz), 8.53 (1H, d, J = 4.8 Hz), 8.56 (1H, d, J = 3.1 Hz) (DMSO-d6)

424

F47

0.75 (3H, t, J = 7.5 Hz), 1.74-1.91 (2H, m), 2.24-2.30 (1H, m), 2.37
(1H, dd, J = 3.2, 11.5 Hz), 2.69 (1H, d, J = 11.3 Hz), 277 (1H, d, J =
11.3 Hz), 3.39 (3H, s), 3.43 (1H, d, J = 13.2 Hz), 3.44-3.46 (3H, m),
3.59 (1H, d, J = 13.2 Hz), 3.77 (1H, br), 6.93 (1H,s), 7.24-7.30 (1H,
m), 7.32-7.35 (4H, m), 8.20 (1H, dd, J = 1.2, 5.3 Hz), 9.00 (1H, d, J =
4.9 Hz), 9.30 (1H, d, J = 1.2 Hz) (DMS0-d6)

391

F48

0.89 (3H, t, J = 7.5 Hz), 1.80-1.94 (2H, m), 2.28-2.88 (1H, m), 3.05
(1H, dd, J = 3.2, 11.9 Hz), 3.33-3.40 (2H, m), 3.45 (3H, s), 3.56-3.57
(2H, m), 3.88-3.92 (1H, m), 6.85 (2H, d, J = 8.9 Hz), 6.94 (2H, d, J =
8.9 Hz), 8.23 (1H, dd, J = 1.2, 5.9 Hz), 9.02 (1H, d, J = 5.3 Hz), 9.30
(1H, d, J = 1.2 Hz) (DMSO-d6)

407

F49

0.88 (3H, t, J = 7.5 Hz), 1.76-1.92 (2H, m), 2.79-2.86 (1H, m), 3.02
(1H, dd, J = 3.2, 12.0 Hz), 3.31-3.39 (2H, m), 3.45 (3H, s), 3.51-3.53
(2H, m), 3.69 (3H, s), 3.84-3.88 (1H, m), 6.56 (1H, s), 6.84 (2H, d, J
=9.1 Hz), 6.93 (2H, d, J = 9.1 Hz), 7.98 (1H, dd, J = 5.2, 6.7 Hz),
8.58 (1H, d, J = 4.8 Hz), 8.70 (1H, d, J = 3.0 Hz) (DMS0-d6)

424

F50

1.19-1.39 (3H, m), 3.27-3.61 (5H, m), 3.62-3.97 (4H, m), 4.06-4.41
(1H, m), 7.39 (1H, s), 7.42 (1H, dd, J=4.7, 7.8 Hz), 7.80-7.83 (1H, m),
8.11 (1H, dd, J=1.6, 4.7 Hz), 8.71-8.73 (2H, m), 8.89 (1H, d, J=4.7
Hz), 9.29 (1H, d, J=1.6 Hz)(CDCI;)

392

F51

1.21-1.34 (3H, m), 3.25-3.41 (2H, m), 3.49-3.72 (6H, m), 3.75-3.94
(1H, m), 4.12-4.39 (1H, m), 7.32-7.35 (2H, m), 7.39 (1H, s), 8.10
(1H, d, J=4.7 Hz), 8.75 (1H, d, J=4.7 Hz), 8.89 (1H, d, J=5.5 Hz),

9.29 (1H, s) (CDCIy)
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F52

1.30 (3H, d, J=7.0 Hz), 3.19-3.25 (1H, m), 3.39-3.48 (2H, m), 3.55-
3.59 (1H, m), 3.62-3.67 (4H, m), 3.74-3.79 (1H, m), 4.25-4.32 (1H,
m), 6.89 (2H, d, J=8.6 Hz), 7.38 (1H, s), 7.55 (2H, d, J=8.6 Hz), 8.17
(1H, dd, J=1.6, 5.5 Hz), 8.89 (1H, d, J=5.5 Hz), 9.29 (1H, s) (cDClj)

388

F&3

1.35 (3H, d, J=6.3 Hz), 3.39-3.45 (3H, m), 3.49-3.58 (2H, m), 3.59-
3.63 (4H, m), 3.95-4.02 (1H, m), 6.91 (2H, d, J=9.4 Hz), 7.38 (1H, s),
7.55 (2H, d, J=9.4 Hz), 8.14 (1H, dd, J=1.6, 5.5 Hz), 8.88 (1H, d,
J=5.5 Hz), 9.29 (1H, d, J=1.6 Hz) (CDCl,)

388

F54

1.28 (3H, d, J=6.3 Hz), 3.34-3.39 (1H, m), 3.45-3.53 (1H, m), 3.59
(3H, s), 3.67-3.74 (1H, m), 3.77-3.81 (1H, m), 3.88-3.95 (1H, m),
4.14-4.19 (1H, m), 4.33-4.39 (1H, m), 6.55 (1H, t, J=4.7 Hz), 6.71
(1H, s), 7.81 (2H, d, J=6.3 Hz), 8.34 (2H, d, J=4.7 Hz), 8.72 (2H. 4,
J=6.3 Hz) (CDCI,)

364

F55

1.28 (3H, d, J=6.3 Hz), 3.31-3.37 (1H, m), 3.45-3.51 (1H, m), 3.60
(3H, s), 3.69-3.76 (1H, m), 3.79-3.83 (1H, m), 3.87-3.93 (1H., m),
4.13-4.18 (1H, m), 4.32-4.37 (1H, m), 6.56 (1H, t, J=4.7 Hz),
71.36(1H, s), 8.16 (1H, dd, J=1.6, 5.5 Hz), 8.35 (2H, d, J=4.7 Hz), 8.87
(1H, d, J=5.5 Hz), 9.28 (1H, d, J=1.6 Hz) (CDCl,)

365

F56

1.27 (3H, d, J=6.3 Hz), 3.31-3.36 (1H, m), 3.43-3.50 (1H, m), 3.59
(8H, s), 3.67-3.73 (1H, m), 3.77-3.82 (1H, m), 3.85-3.92 (1H, m),
4.13-4.18 (1H, m), 4.32-4.37 (1H, m), 6.55 (1H, t, J=4.7 Hz), 6.90
(1H, s), 7.96 (1H, dd, J=4.7, 6.3 Hz), 8.34 (1H, d, J=4.7 Hz), 8.51
(1H, d, J=5.5 Hz), 8.55 (1H, d, J=3.1 Hz) (CDCl,)

382

F57

1.19-1.36 (3H, m), 2.69 (3H, s), 3.27-3.59 (6H, m), 3.60-3.94 (3H,
m), 4.09-4.37 (1H, m), 7.38 (1H, s), 7.57 (2H, d, J=7.8 Hz), 8.11 (1H,
dd, J=1.6, 5.5 Hz), 8.16 (2H, d, J=7.8 Hz), 8.88 (1H, d, J=5.5 H2),
9.29 (1H, d, J=1.6 Hz) (CDCI,)

473

F58

1.30 (3H, d, J=6.3 Hz), 2.49-2.63 (2H, m), 2.67 (3H, s), 2.71-2.76
(1H, m), 3.24-3.30 (1H, m), 3.42-3.48 (1H, m), 3.54 (3H, s), 3.56 (1H,
d, J=13.3 Hz), 3.64 (1H, d, J=13.3 Hz), 3.78-3.85 (1H, m), 7.33 (1H,
s) 748 (2H, d, J=8.6 Hz), 8.04 (2H, d, J=8.6 Hz), 8.17 (1H, dd,
J=16, 4.7 Hz), 887 (1H, d, J=4.7 Hz), 8.87 (1H, d, J=4.7 Hz), 9.28
(1H, s) (CDCly)

459

F59

1.22-1.37 (3H, m), 3.29-3.43 (1H, m), 3.50-3.59 (4H, m), 3.63-3.90
(8H, m), 3.92-4.08 (1H, m), 4.16-4.39 (1H, m), 7.37-7.41 (2H, m),
1.75 (1H, d, J=7.8 Hz), 7.85 (1H, dt, J=1.6, 7.8 Hz), 8.14 (1H, dd,
J=1.6, 4.7 Hz), 8.62 (1H, d, J=4.7 Hz), 8.88 (1H, dd, J=3.1, 5.5 Hz),
9.29 (1H, d, J=1.6 Hz) (CDCl,)

392

F60

1.22-1.31 (3H, m), 3.27-3.51 (2H, m), 3.56 (3H, s), 3.58-3.89 (4H,
m), 3.97-4.42 (1H, m), 7.12-7.16 (2H, m), 7.38 (1H, s), 7.45-7.49
(2H, m), 8.12 (1H, dd, J=1.6, 5.5 Hz), 8.89 (1H, d, J=4.7 Hz), 9.29
(1H, d, J=1.6 Hz) (CDCl,)

409

F61

1.11-1.27 (3H, m), 3.31-3.63 (8H, m), 3.91-4.31 (2H, m), 7.01 (1H,
s), 1.47-7.57 (4H, m), 8.23 (1H, d, J=5.5 Hz), 9.00 (1H, d, J=5.5 Hz),
9.31 (1H, brs) (DMSO-d6)

425

F62

1.11-1.29 (3H, m), 3.33-3.64 (8H, m), 3.92-4.29 (2H, m), 7.01 (1H,
s), 7.42-7.50 (1H, m), 7.72-7.78 (2H, m), 8.22 (1H, d, J=4.7 Hz), 9.00
(1H, d, J=4.7 Hz), 9.30 (1H, brs) (DMSO-d6)

459

F63

1.12-1.31 (12H, m), 3.35-3.65 (8H, m), 3.93-4.35 (2H, m), 7.00 (1H,
s), 1.37-7.40 (2H, m), 7.49 (2H, d, J=8.6 Hz), 8.24 (1H, d, J=5.5 Hz),
8.99 (1H, d, J=5.5 Hz), 9.30 (1H, d, J=1.6 Hz) (DMSO-d6)

447
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F64

1.21-1.34 (3H, m), 3.26-3.46 (2H, m), 3.51-3.96 (7H, m), 4.09-4.38
(1H, m), 7.38 (1H, s), 7.56 (2H, d, J=7.8 Hz), 7.77 (2H, d, J=7.8 Hz),
8.10 (1H, dd, J=1.6, 5.5 Hz), 8.88 (1H, d, J=5.5 Hz), 9.29 (1H, d.
J=1.6 Hz) (CDCl,)

416

F65

1.12-1.29 (3H, m), 3.30-3.61 (8H, m), 3.94-4.32 (2H, m), 7.00 (1H,
s), 7.46-7.49 (2H, m), 7.57-7.64 (2H, m), 8.24 (1H, d, J=5.5 Hz), 9.00
(1H, d, J=5.5 Hz), 9.31 (1H, brs) (DMSO-d6)

475

F66

1.12-1.29 (3H, m), 3.27-3.62 (8H, m), 3.89 (3H, s), 3.91-4.34 (2H,
m), 7.00 (1H, s), 7.56-7.63 (2H, m), 8.04 (2H, d, J=7.8 Hz), 8.23 (1H,
brs), 9.00 (1H, brs), 9.30 (1H, brs) (DMSO-d6)

449

F67

1.11-1.29 (3H, m), 2.35 (3H, s), 3.37-3.65 (8H, m), 3.89-4.34 (2H,
m), 7.00 (1H, s), 7.27 (2H, d, J=7.8 H2), 7.31-7.37 (2H, m), 8.23 (1H,
d, J=4.7 Hz), 9.00 (1H, d, J=4.7 Hz), 9.30 (1H, d, J=1.6 Hz) (DMSO-
d6)

405

F68

1.13-1.32 (3H, m), 3.28-3.62 (8H, m), 3.94-4.35 (2H, m), 7.00 (1H,
s), 71.66-7.72 (2H, m), 7.86 (2H, d, J=6.3 Hz), 8.22 (1H,brs), 9.00
(1H, brs), 9.30 (1H, brs) (DMSO-d6)

459

F69

1.19 (3H, d, J=7.0 Hz), 2.96 (6H, s), 3.32-3.56 (7H, m), 3.72-4.03
(3H, m), 6.72 (2H, d, J=8.6 Hz), 7.00 (1H, s), 7.32 (2H, d, J=8.6 Hz),
8.22 (1H, dd, J=1.6, 4.7 Hz), 8.99 (1H, d, J=5.5 Hz), 9.30 (1H, d,
J=1.6 Hz) (DMSO-d6)

434

F70

1.16-1.29 (3H, m), 3.33-3.61 (8H, m), 3.79-4.07 (5H, m), 6.99-7.02
(38H, m), 7.42 (2H, d, J=8.6 Hz), 8.23 (1H, dd, J=1.6, 5.5 Hz), 9.00
(1H, d, J=5.5 Hz), 9.30 (1H, d, J=1.6 Hz) (DMSO-d6)

421

F71

1.12-1.36 (3H, m), 3.34-3.71 (8H, m), 3.90-4.39 (2H, m), 7.01 (1H,
s), 7.55-7.63 (3H, m), 7.98-8.05 (4H, m), 8.23 (1H, d, J=4.7 Hz), 8.98
(1H, d, J=3.1 Hz2), 9.30(1H, d, J=1.6 Hz) (DMSO-d6)

441

F72

1.13-1.25 (3H, m), 3.32-3.60 (8H, m), 3.94-4.15 (2H, m), 6.09 (2H,
s), 6.95-7.02 (4H, m), 8.23 (1H, dd, J=1.6, 4.7 Hz), 9.00 (1H, d, J=4.7
Hz), 9.30(1H, d, J=1.6 Hz) (DMSO-d6)

435

F73

1.21-1.34 (3H, m), 3.30-3.83 (8H, m), 3.95-4.44 (2H, m), 7.01 (1H, d,
J=1.6 Hz), 7.69-7.76 (2H, m), 7.84-7.88 (1H, m), 8.04-8.10 (2H, m),
8.22-8.26 (1H, m), 8.54 (1H, d, J=8.6 Hz), 8.97-9.01 (1H, m),
9.30(1H, brs) (DMSO-d6)

442

F74

1.32 (3H, t, J=7.0 Hz), 2.52 (3H, d, J=2.4 Hz), 3.38-3.46 (1H, m),
3.49-3.59 (4H, m), 3.61-3.75 (1H, m), 3.84-3.97 (2H, m), 4.08-4.41
(2H, m), 7.40 (1H, s), 8.11 (1H, d, J=5.5 Hz), 8.89 (1H, d, J=5.5 Hz),
9.29 (1H, brs) (CDCIy)

369

F75

1.35 (3H, d, J = 6.4 Hz), 2.94-3.13 (2H, m), 3.13-3.33 (2H, m), 3.45
(3H, s), 3.33-3.65 (3H, m), 3.85 (3H, s), 4.05-4.08 (1H, m), 7.00 (1H,
s), 707 (1H, t, J = 7.6 Hz, 7.17 (1H, d, J = 8.1 Hz, 7.41-7.57 (1H,
m), 7.59 (1H, dd, J = 7.7, 1.2 Hz), 8.26 (1H, d, J = 5.1 Hz), 9.02 (1H,
d, J = 5.1 Hz), 9.31 (1H, s) (DMSO-d6)

421

F76

1.31 (3H, d, J = 6.4 Hz), 3.20-3.25 (2H, m), 3.29-3.40 (2H, m), 3.47
(3H, s), 3.50-3.67 (2H, m), 3.99-4.13 (1H, m), 7.02 (1H, s), 7.19 (1H,
d, J=17.5Hz), 7.33 (1H, dd, J = 8.5, 2.2 Hz), 7.42 (2H, t, J = 8.0 Hz),
824 (1H, d, J = 5.2 Hz), 9.02 (1H, d, J = 5.2 Hz), 9.31 (1H, s)
(DMSO-d6)

388

F77

1.42 (3H, d, J = 6.5 Hz), 3.10-3.43 (5H, m), 3.47 (3H, s), 3.52-3.75
(2H, m), 4.06-3.22 (1H, m), 7.02 (1H, s), 7.15 (1H, t, J = 7.5 Hz),
7.25 (1H, d, J = 8.3 Hz), 7.56-7.71 (1H, m), 7.75 (1H, dd, J = 6.5, 1.2
Hz), 8.27 (1H, d, J = 3.9 Hz), 9.02 (1H, d, J = 5.1 Hz), 9.31 (1H, s)
(DMSO-d6)

388

F78

1.32 (3H, d, J = 6.4 Hz), 3.20-3.34 (4H, m), 3.47 (3H, s), 3.52-3.67
(2H, m), 4.00-4.22 (1H, m), 8.02 (1H, m), 8.22 (1H, d, J = 7.6 Hz),
8.34 (1H, s), 8.57 (1H, s), 8.62 (1H, s), 9.03 (1H, d, J = 7.6 Hz), 9.32
(1H, d, J = 5.0 Hz) (DMSO-d6)

365
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F79

1.25 (3H, d, J = 6.5 Hz), 3.32-3.67 (4H, m), 3.48 (3H, s), 3.77-4.28
(8H, m), 7.02 (1H, s), 7.87 (1H, d, J = 2.6 Hz), 8.11 (1H, d, J = 1.5
Hz), 8.23 (1H, d, J =5.1 Hz), 8.41 (1H, d, J = 1.2 Hz), 9.02 (1H, d, J
= 5.2 Hz), 9.31 (1H, s) (DMSO-d6)

365

F80

1.23 (8H, d, J = 6.4 Hz), 3.47 (3H, s), 3.52-3.72 (4H, m), 3.80-3.85
(1H, m), 4.03-4.05 (1H, m), 4.11-4.13 (1H, m), 4.17 (1H, m), 7.02
(1H, s), 7.29 (2H, d, J = 6.8 Hz), 8.21 (1H, d, J = 5.0 Hz), 8.31 (2H, d,
J=7.0 Hz), 9.02 (1H, d, J = 5.1 Hz), 9.31 (1H, s) (DMSO-d6)

364

F81

1.31 (H, d, J = 6.4 Hz), 3.34-3.71 (5H, m), 3.48 (3H, s), 3.76-3.79
(1H, m), 4.10-4.14 (1H, m), 7.03 (1H, s), 7.82 (1H, dd, J = 8.9, 5.2
Hz), 8.08 (1H, dd, J = 8.9, 2.4 Hz), 8.21-8.25 (2H, m), 8.54 (1H, d, J
=2.7 Hz2), 9.03 (1H, d, J = 5.2 Hz), 9.31 (1H, s) (DMSO-d6)

364

F82

1.26 (3H, d, J = 6.5 Hz), 3.48 (3H, s), 3.52-3.58 (3H, m), 3.69 (1H,
dd, J = 13.1, 3.1 ), 3.89 (1H, dd, J = 13.4, 4.0 Hz), 4.07-3.95 (1H, m),
4.18-4.13 (1H, m), 6.87 (1H, t, J = 6.3 Hz), 7.03 (1H, s), 7.26 (1H, d,
J=00Hz), 787 (1H, ¢, J - 7.4 Hz), 8.10 (1H, dd, J = 8.4, 1.3 H2),
8.22 (1H, d, J = 3.9 Hz), 902 (1H, d, J = 5.2 Hz), 9.31 (1H, s)
(DMSO-d6)

364

F83

1.28 (3H, d, J = 6.4 Hz), 1.52 (11H, s), 3.42-3.44 (2H, m), 3.47 (3H,
s), 3.51-3.60 (2H, m), 3.60-3.74 (2H, m), 3.97-4.16 (1H, m), 7.01
(2H, d, J = 8.7 Hz), 7.02 (1H, s), 7.76 (2H, d, J = 8.9 Hz), 8.23 (1H, d,
J=5.1Hz), 9.02 (1H, d, J = 5.2 Hz), 9.31 (1H, s) (DMSO-d6)

463

F84

1.31 (3H, d, J = 6.5 Hz), 3.11-3.14 (2H, m), 3.24 (1H, dd, J = 12.1,
3.4 Hz), 3.34 (1H, dd, J = 12.1, 4.2 Hz), 3.46 (3H, s), 3.50-3.60 (2H,
m), 3.94-4.14 (1H, m), 7.01 (2H, d, J = 7.4 Hz) 7.02 (1H, s), 7.27
(2H, d, J = 9.0 Hz), 8.23(1H, d, J = 5.1 Hz), 9.02 (1H, d, J = 5.1 Hz),
9.31 (1H, s) (DMSO-d6)

397

F85

1.39 (3H, d, J = 6.5 Hz), 3.45-3.50 (1H, m), 3.51 (3H, s), 3.59-3.72
(4H, m), 3.69-3.78 (1H, m), 4.11-4.15 (1H, m), 7.04 (1H, s), 7.65 (2H,
d, J = 5.2 Hz), 7.89-8.10 (3H, m), 8.24 (1H, d, J = 5.1 Hz), 9.03 (1H,
d, J = 5.1 Hz), 9.10 (1H, d, J = 2.6 Hz), 9.32 (1H, s) (DMSO-d6)

414

F86

1.33 (3H, t, J = 6.4 Hz), 3.04-3.39 (4H, m), 3.45 (3H, s), 3.48-3.55
(2H, m), 4.02-4.10 (1H, m), 6.71 (2H, d, J = 8.8 Hz), 6.88-6.93 (2H,
m), 7.02 (1H, s), 8.24 (1H, d, J = 5.1 Hz), 9.02 (1H, d, J = 5.1 Hz),
9.31 (1H, s) (DMSO-d6)

379

F87

1.30 (3H, t, J = 6.5 Hz), 3.27-3.45 (3H, m), 3.48 (3H, m), 3.52-3.60
(2H, m), 3.66-3.72 (1H, m), 4.10-4.06 (1H, m), 7.03-7.01 (3H, m),
1.80 (2H, d, J = 8.9 Hz), 8.23 (1H, d, J = 3.9 Hz), 9.02 (1H, d, J = 5.1
Hz), 9.31 (1H, s) (DMSO-d6)

407

F88

1.26 (3H, d, J = 6.5 Hz), 3.27-3.42 (3H, m), 3.46 (3H, s), 3.51-3.58
(2H, m), 3.68-3.72 (1H, m), 3.78 (3H, s), 3.97-4.10 (1H, m), 6.61 (1H,
s), 702 (2H, d, J = 9.0 Hz), 7.81 (2H, d, J = 8.9 Hz), 7.99 (1H, t, J =
6.7 Hz), 8.58 (1H, d, J = 5.0 Hz), 8.71 (1H, d, J = 3.0 Hz) (DMSO-
d6)

438

F89

1.32 (3H, d, J = 6.4 Hz), 3.10-3.20 (1H, m), 3.25-3.31 (1H, m), 3.33—
3.39 (2H, m), 3.47 (3H, m), 3.49-3.61 (2H, m), 3.85 (3H, s), 3.96-4.10
(1H, m), 6.62 (1H, s), 7.26-7.31 (1H, m), 7.38-7.42 (2H, m), 7.50 (1H,
s), 8.00 (1H, dd, J = 6.7, 5.1 Hz), 8.59 (1H, d, J = 4.9 Hz), 8.72 (1H,
d, J = 3.0 Hz) (DMSO-d6)

438

Fo0

1.24 (3H, d. J = 6.4 Hz), 3.41-3.61 (8H, m), 3.70-3.74 (1H, m), 4.02-
4.05 (1H, m), 6.61 (1H, d, J = 1.0 Hz), 7.06 (2H, d, J = 8.9 Hz), 7.60
(2H, d. J = 8.9 Hz), 7.97 (1H, d, J = 5.0, 6.4 Hz), 8.58 (1H, d, J = 5.0

Hz), 8.71 (1H, d, J = 3.0 Hz) (DMSO-d6)

405

- 296 -




200813015

(293)

QA=K

TH-NMR

MS[M+1]

F91

1.31 (3H, d, J = 6.4 Hz), 3.22-3.26(1H, m), 3.28-3.68 (7H, m), 3.96-
411 (1H, m), 6.63 (1H, s), 7.20 (1H, d, J = 7.5 Hz), 7.33-7.48 (2H,
m), 7.55 (1H, t, J = 8.0 Hz), 7.88-7.96 (1H, m), 8.01 (1H, t, J=59
Hz), 8.61 (1H, d, J = 4.7 Hz), 8.72 (1H, s) (DMSO-d6)

405

Fo2

1.40 (3H, d, J = 6.5 Hz), 3.14-3.43 (3H, m), 3.46 (3H, s), 3.49-3.66
(2H, m), 4.03-4.11 (3H, m), 6.62 (1H, s), 7.41 (1H, t, J = 1.5 Hz),
7.24 (1H, d, J = 8.3 Hz), 7.60-7.66 (1H, m), 7.04 (1H, dd, J = 7.7, 1.2
Hz), 8.03 (1H, dd, J = 6.8, 5.1 Hz), 8.59 (1H, d, J = 5.0 Hz), 8.72 (1H,
d, J = 3.0 Hz) (DMSO-d6)

405

Fo3

1.30 (3H, d, J = 6.4 Hz), 3.20-3.30 (1H, m), 3.31-3.61 (7H, m), 3.65-
3.70 (1H, m), 4.00-4.05 (1H, m), 6.62 (1H, s), 7.98-8.01 (1H, m), 8.35
(1H, s), 7.88-8.05(5H, m), 8.47-8.79 (1H, m) (DMSO-d6)

382

Fo4

1.23 (3H, d, J = 6.5 Hz), 3.29-3.52 (2H, m), 3.47 (3H, m), 3.53-3.59
(1H, m), 3.94 (1H, dd, J = 130, 4.1 Hz), 3.99-4.18 (2H, m), 6.61 (1H,
s). 7.86 (1H. d. J = 2.6 Hz), 8.00 (1H, dd. J = 6.8, 53 Hz), 8.08-
8.13(1H, m), 8.40(1H, s), 8.58 (1H, d, J = 49 Hz), 8.71 (1H, d, J =
3.1 Hz) (DMSO-d6)

W
(2]
N

F95

1H NMR (400 MHz, DMSO-d6) d 3.46 (3H, s), 3.56-3.68 (3H, m),
3.80 (1H, dd, J = 13.7, 3.3 Hz), 3.98 (1H, dd, J = 13.7, 4.6 Hz), 4.08-
412 (2H, m), 6.63 (1H, s), 7.25 (2H, d, J = 7.2 Hz), 7.97 (1H, dd, J =
6.7, 5.3 Hz), 8.27 (2H, d, J = 7.4 Hz), 8.58 (1H, d, J = 5.0 Hz), 8.72
(1H, d, J = 3.0 Hz) (DMSO0-d6)

381

F96

1.29 (3H, d, J = 6.4 Hz), 3.37-3.42 (1H, m), 3.48(3H, s), 3.53-3.68
(4H, m), 3.76 (1H, d, J = 12.3 Hz), 4.06-4.09 (1H, m), 6.63 (1H, s),
7.81 (1H, dd, J = 8.9, 5.2 Hz), 7.92-8.03 (1H, m), 8.07 (1H, dd, J =
8.9, 2.1 Hz), 8.23 (1H, d, J = 5.2 Hz), 8.54 (1H, d, J = 2.4 Hz), 8.59
(1H, d, J = 4.8 Hz), 8.72 (1H, d, J = 3.0 Hz) (DMSO-d6)

381

Fa7

1.25 (3H, d, J = 6.5 Hz), 3.47 (3H, s), 3.51-3.63 (3H, m), 3.67 (1H,
dd, J = 13.3, 3.2 Hz), 3.88 (1H, dd, J = 13.3, 4.7 Hz), 3.98-4.03 (1H,
m), 411-4.17 (1H, m), 6.85 (1H, t, J = 6.3 Hz), 6.98 (1H, s), 7.23
(1H, d, J = 9.0 Hz), 7.84 (1H, t, J = 7.3 Hz), 8.05-8.14 (1H, m), 8.20
(2H, d, J = 6.3 Hz2), 8.82 (2H, d, J = 6.3 Hz) (DMSO~-d6)

381

Fo8

1.25 (3H, d, J = 6.4 Hz), 3.52 (9H, s), 3.27-3.29 (1H, m), 3.33-3.58
(TH, m), 3.62-3.69 (2H, m), 4.00-4.05 (1H, m), 6.63 (1H, s), 7.00 (2H,
d, J =9.0Hz), 7.76 (2H, d, J = 7.6 Hz), 7.99 (1H, dd, J = 6.8, 5.4
Hz), 8.59 (1H, d, J = 4.9 Hz), 8.71 (1H, d, J = 3.0 Hz) (DMS0O-d6)

480

Fo9

1.29 (3H, d, J = 6.4 Hz), 2.63 (3H, s), 3.18-3.31 (1H, m), 3.33-3.59
(TH, m), 3.61-3.72 (1H, m), 3.98-4.11 (1H, m), 6.62 (1H, s), 7.11 (2H,
d, J = 9.0 Hz), 7.84 (2H, d, J = 8.9 Hz), 8.00 (1H, dd, J = 6.7, 5.1
Hz), 8.59 (1H, d, J = 5.0 Hz), 8.72 (1H, d, J = 3.0 Hz) (DMSO-d6)

462

F100

1.30 (3H, d, J = 6.4 Hz), 3.06.3.13 (1H, m), 3.23 (1H, dd, J = 12.2,
3.3 Hz), 3.33 (1H, dd, J = 12.2, 4.3 Hz), 3.36-3.58 (7H, m), 3.91-4.09
(1H, m), 6.62 (1H, s), 7.00 (2H, d, J = 9.0 Hz), 7.26 (2H, d, J = 9.0
Hz), 7.94-8.07 (1H, m), 8.60 (1H, d, J = 4.9 Hz), 8.73 (1H, d, J = 2.2
Hz) (DMSO-d6)

414

F101

1.36 (3H.d, J = 6.5 Hz), 3.40-3.55 (1H, m), 3.43-3.56 (5H, m), 3.60-
3.65 (2H, m), 3.75 (1H, d, J = 12.2 Hz), 4.01-4.18 (1H, m), 6.64 (1H,
s), 7.60-7.65 (2H, m), 7.87-8.10 (4H, m), 8.60 (1H, d, J = 5.0 Hz),
8.72 (1H, d, J = 3.0 Hz), 9.09 (1H, d, J = 2.8 Hz) (DMSO-d6)

431
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F102

1.33 (3H, d, J = 6.5 Hz), 3.27-3.43 (1H, m), 3.50 (3H, s), 3.55-3.70
(2H, m), 3.77 (1H, d, J = 12.2 Hz), 4.02-4.19 (1H, m), 7.48 (1H, d, J
=24 Hz), 7.79 (1H, dd, J = 8.4 Hz), 7.88-8.02 (2H, m), 8.05 (1H, d,
J = 9.4 Hz), 8.59 (1H, d, J = 5.0 Hz), 8.67 (1H, d, J = 8.3 Hz), 8.72
(1H, d, J = 3.0 Hz), 8.89 (1H, d, J = 3.8 Hz) (DMSO-d6)

431

F103

1.31 (3H, d, J = 6.1 Hz), 3.05-3.09 (1H, m), 3.11-3.18 (1H, m), 3.25-
3.42 (3H, m), 3.46 (3H, s), 3.50~3.55 (1H, m), 3.98-3.99 (1H, m), 6.63
(1H, s), 6.71 (1H, d, J = 8.8 Hz), 6.94-6.99 (3H, m), 7.56 (1H, d, J =
9.0 Hz), 7.99 (1H, dd, J = 6.5, 5.1 Hz), 8.59 (1H, d, J = 4.9 Hz), 8.72
(1H, d, J = 3.0 Hz) (DMSO-d6)

396

F104

1.27 (3H, d, J = 6.5 Hz), 3.16-3.35 (1H, m), 3.40-3.44 (2H, m), 3.46
(3H, s), 3.50-3.55 (2H, m), 3.56-3.70 (1H, m), 4.02-4.05 (1H, m),
6.62 (1H, s), 7.01 (2H, d, J = 9.0 Hz), 7.80 (2H, d, J = 8.9 Hz), 7.99
(1H, dd, J = 6.8, 5.3 Hz), 8.59 (1H, d, J = 4.9 Hz), 8.71 (1H, d, J =
3.0 Hz) (DMSO-d6)

424

F105

1.28 (3H, d, J - 6.4 Hz), 343-3.46 (1H, m), 3.47 (3H, s), 3.53-3.60
(3H, m), 3.69-6.72 (1H, m), 3.78 (3H, s), 4.06-4.10 (1H, m), 6.99 (1H,
s), .03 (2H, d, J = 9.1 Hz), 7.82 (2H, d, J = 9.0 Hz), 8.25 (2H, d, J =
6.4 Hz) 8.84 (2H, d, J = 6.4 Hz) (DMSO-d6)

420

F106

1.33 (3H, d, J = 6.4 Hz), 3.15-3.27 (1H, m), 3.30 (1H, dd, J = 12.0,
5.1 Hz), 3.35-3.42 (2H, m), 3.47 (3H, s), 3.55-3.60 (2H, m), 3.85 (1H,
s), 4.06-4.09 (1H, m), 7.00 (1H, s), 7.23-7.35 (1H, m), 7.37-7.43 (2H,
m), 7.51 (1H, s), 8.27 (2H, d, J = 6.4 Hz), 8.85 (2H, d, J = 6.3 Hz)
(DMSO-d6)

420

F107

1.34 (3H, d, J = 6.5 Hz), 3.03-3.10 (1H, m), 3.12-3.27 (2H, m), 3.46
(3H, s), 3.49-3.52 (1H, m), 3.53-3.65 (1H, m), 3.85 (3H, s), 4.06-4.08
(1H, m), 7.00 (1H, s), 7.07 (1H, t, J = 13.4 Hz), 7.17 (1HJ, d, J = 8.1
Hz), 7.48 (1H, dd, J = 12.1, 3.1 Hz), 7.59 (1H, dd, J = 7.7, 1.3 Hz),
8.32 (2H, d, J = 6.5 Hz), 8.87 (2H, d, J = 6.4 Hz) (DMSO-d6)

420

F108

1.25 (3H, d, J =6.4 Hz), 3.30-3.37 (1H, m), 3.45 (3H, s), 3.47-3.60
(4H, m), 3.71-3.74 (1H, m), 4.03-4.07 (1H, m), 6.87 (1H, s), 7.07 (2H,
d, J = 8.8 Hz), 7.61 (2H, d, J = 8.8 Hz), 7.98-8.00 (2H, m), 8.69-8.71
(2H, m) (DMSO-d6)

387

F109

1.30 (3H, d, J = 6.5 Hz), 3.09-3.29 (1H, m), 3.36 (1H, dd, J = 12.3,
3.3 Hz), 3.48-3.42 (4H, m), 3.51-3.61 (3H, m), 4.03-4.06 (1H, m),
6.96 (1H, s), 7.19 (1H, d, J = 7.5 H2), 7.34 (1H, dd, J = 8.4, 2.2 Hz2),
7.40-7.44 (2H, m), 8.18 (1H, d, J = 6.3 Hz), 8.80 (2H, d, J = 6.3 Hz)
(DMSO-d6)

387

F110

1.24 (3H, d, J = 6.5 Hz), 3.40-3.53 (6H, m), 3.58 (1H, dd, J = 13.1,
3.1 Hz), 3.9, 8.30 5 (1H, dd, J = 13.1, 4.1 Hz), 4.06-4.13 (2H, m),
6.99 (1H, s), 7.86 (1H, d, J = 2.6 Hz), 8.11 -5.2 Hz(1H, d, J = 2.5Hz),
8.24 (1H, d, J = 6.4 Hz), 8.41 (1H, s), 883 (2H, t, J = 5.3 Hz)
(DMSO0O-d6)

364

F111

1.22 (3H, d, J = 6.4 Hz), 3.46 (3H, s), 3.57-3.65 (4H, m), 3.82 (1H, d,
J =13.1 Hz), 3.99 (1H, d, J = 13.6 Hz), 4.12-4.18 (1H, m), 6.96 (1H,
s). 7.28 (2H, d, J = 6.8 Hz), 8.15 (2H, d, J = 5.2 Hz), 8.30 (2H, d, J =
7.1 Hz), 8.80 (2H, d, J = 5.1 Hz) (DMSO-d6)

363

F112

1.31 (1H, d, J = 6.5 Hz), 3.31-3.72 (8H, m), 3.79 (1H, d, J = 12.4
Hz), 4.10-4.14 (1H, m), 6.98 (1H, s), 7.84 (1H, dd, J = 8.9, 5.3 Hz),
8.11 (1H, dd, J = 8.9, 2.5 Hz), 8.21 (1H, d, J = 6.3 Hz), 8.25 (1H, d, J
=5.2 Hz), 8.57 (1H, d, J = 2.7 Hz), 8.83 (2H, d, J = 6.2 Hz) (DMSO-
dé6)
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F113

1.28 (2H, d, J = 6.4 Hz), 1.52 (9H, s), 3.21-3.36 (1H, m), 3.41-3.46
(1H, m), 3.47 (3H, s), 3.563-3.57 (3H, m), 3.69 (1H, d, J = 12.4 Hz),
4.06-4.08 (1H, m), 7.00 (1H, s), 7.01 (2H, d, J = 9.1 Hz), 7.76 (1H, d,
J = 8.9 Hz), 827 (2H, d, J = 6.4 Hz), 8.85 (2H, d, J = 6.3 Hz)
(DMSO-d6)

462

F114

1.31 (3H, d, J = 6.4 Hz), 2.63 (3H, s), 3.15-3.33 (1H, s), 3.40 (1H, dd,
J =124, 3.2 Hz), 347 (3H, s), 3.49-3.62 (3H, m), 3.67 (1H, d, J =
12.3 Hz), 4.07-4.09 (1H, m), 7.00 (1H, s), 7.11 (2H, d, J = 8.9 Hz),
7.85(2H, d, J = 8.9 Hz), 8.29 (2H, t, J = 6.2 Hz), 8.85 (2H, d, J = 6.3
Hz) (DMSO-d6)

444

F115

1.31 (2H, d, J = 6.4 Hz), 3.09-3.14 (1H, m), 3.24 (1H, dd, J = 12.1,
3.1 Hz), 3.34 (1H, dd, J = 12.1, 4.2 Hz), 3.43-3.57 (6H, m), 4.02-4.06
(1H, m), 6.97 (s, 1H), 7.00 (2H, d, J = 9.0 Hz), 7.27 (2H, d, J = 9.0
Hz), 8.22 (2H, d, J = 6.3 Hz), 8.83 (2H, d, J = 6.2 Hz) (DMSO-d6)

396

F116

1.37 (3H, d, J = 6.5 Hz), 3.34-3.39 (1H, m), 3.45-3.52 (4H, m), 3.55-
3.67 (3H, m), 3.72-3.75 (iH, m), 4.1i-4.i3 (iH, m), 6.99 (iH, s),
7.55-7.67 (2H, m), 7.86-8.03 (3H, m), 8.21 (2H, d, J = 6.3 Hz), 8.82
(2H, d, J = 6.3 Hz), 9.05 (1H, d, J = 2.7 Hz) (DMS0O-d6)

413

F117

1.33 (3H, d, J = 6.5 Hz), 3.27-3.45 (1H, m), 3.49 (3H, s), 3.51-3.57
(2H, m), 3.60-3.66 (2H, m), 3.78 (1H, d, J = 12.2 Hz), 4.11-4.14 (1H,
m), 6.96 (1H, s), 7.49 (1H, d, J = 2.5 Hz), 7.80 (1H, dd, J = 8.4, 5.0
Hz), 7.96 (1H, dd, J = 9.5, 2.6 Hz), 8.05 (1H, d, J = 9.4 Hz), 8.16 (2H,
d, J=6.3 Hz), 8.68 (1H, d, J = 8.4 Hz), 8.79 (2H, d, J = 6.3 Hz), 8.89
(1H, d, J = 3.7 Hz) (DMSO-d6)

413

F118

1.33 (1H, d, J = 6.4 Hz), 3.29-3.35 (2H, m), 3.45 (3H, s), 3.47-3.50
(2H, m), 3.51-3.55 (2H, m), 4.00-4.03 (1H, m), 6.69 (1H, d, J = 8.9
Hz), 6.70 (2H, d, J = 8.8 Hz), 6.96 (1H, s), 8.18 (2H, d, J = 6.2 Hz),
8.80 (2H, d, J = 6.2 Hz) (DMSO-d6)

378

F119

1.28 (2H, d, J = 6.4 Hz), 3.27-3.32 (1H, m), 3.42-3.46 (5H, m), 3.53—
3.57 (2H, m), 3.64-3.71 (1H, m), 4.06-4.07 (1H, m), 6.96 (1H, s), 7.01
(2H, d, J = 8.7 Hz), 7.80 (2H, d, J = 8.7 Hz), 8.18 (2H, d, J = 5.8 Hz),
8.80 (2H, d, J = 5.7 Hz) (DMSO-d6)

406

F120

0.98 (3H, t, J = 7.4 Hz), 1.31 (3H, d, J = 6.4 Hz), 1.80 (2H, m), 2.94
(2H, t, J = 7.4 Hz), 3.25-3.31 (1H, m), 3.40 (1H, dd, J = 125, 3.2
Hz), 3.47-3.61 (2H, m), 3.65-3.68 (1H, m), 3.96-4.18 (1H, m), 7.02
(1H,s), 7.12 (2H, d, J = 9.0 Hz), 7.86 (2H, d, J = 8.9 Hz2), 8.24 (1H, d,
J=5.1Hz),9.02 (1H, d, J = 5.2 Hz), 9.31 (1H, s) (DMSO-d6)

473

F121

1.31 (3H, d, J = 6.5 Hz), 3.27-3.33 (1H, m), 3.42 (3H, s), 3.49 (3H, s),
3.50-3.63 (4H, m), 3.66-3.69 (1H, m), 4.07-4.11 (1H, m), 4.79 (3H,
s), 702 (1H, s), 7.13 (2H, d, J = 9.0 Hz), 7.88 (2H, d, J = 8.9 Hz),
824 (1R, d, J = 5.1 Hz), 9.02 (1H, d, J = 5.2 Hz), 9.31 (1H, s)
(DMSO-d6)

475

F122

1.30 (3H, t, J = 6.4 Hz), 1.43 (9H, s), 3.21-3.34 (3H, m), 3.48 (3H, s),
3.50-3.73 (3H, m), 4.05-4.10 (1H, m), 7.02 (1H, s), 7.11 (2H, d, J =
9.0 Hz), 7.85 (2H, d, J = 8.9 Hz), 8.24 (1H, d, J = 3.9 Hz), 9.02 (1H,
d, J = 5.2 Hz), 9.31 (1H, s) (DMSO-d6)

487

F123

1.32 (3H, d, J = 6.5 Hz), 3.29-3.34 (1H, m), 3.42-3.51 (5H, m), 3.53~
3.61 (2H, m), 3.65-3.76 (1H, m), 4.08~-4.12 (1H, m), 7.03 (1H, s), 7.17
(2H, d, J = 9.0 Hz), 7.74 (1H, dd, J = 7.2, 4.7 Hz), 7.97 (2H, d, J =
8.9 Hz), 8.13 (1H, t, J = 7.8 Hz), 8.25 (1H, d, J = 5.1 Hz), 8.33 (1H,
d, J =178 Hz), 8.85 (1H, d, J = 4.0 Hz), 9.03 (1H, d, J = 5.2 Hz), 9.31
(1H, s) (DMSO-d6)
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F124

1.31 (3H, d, J = 6.3 Hz), 3.28-3.34 (2H, m), 3.41-3.55 (5H, m), 3.58-
3.61 (2H, m), 3.68-3.71 (1H, m), 4.11-4.08 (1H, m), 4.58 (2H, s), 7.03
(1H, s), 7.16 (2H, d, J = 9.0 Hz), 7.89 (2H, d, J = 8.9 Hz), 8.24 (1H, d,
J = 5.1 Hz), 8.87 (2H, s), 9.02 (1H, d, J = 5.1 Hz), 9.31 (1H,s)
(DMSO-d6)

460

F125

1.32 (3H, d, J=6.5 Hz), 1.67 (3H, d, J=7.0 Hz), 3.19-3.38 (1H, m),
3.42-3.51 (5H, m), 3.54-3.62 (2H, m), 3.68-3.71 (1H, m), 4.08-4.12
(1H, m), 4.99 (1H, q, J=6.9 Hz), 7.03 (1H, s), 7.16 (2H, d, J=9.0 Hz),
7.89 (2H, d, J=8.9 Hz), 8.24 (1H, d, J=5.1 Hz), 8.95 (2H< s), 9.02
(1H, d, J=5.2 Hz), 9.31 (1H, s) (DMSO-d6)

474

F126

1.32 (2H, t, J = 7.4 Hz), 1.77 (6H, s), 3.29-3.34 (1H, m), 3.42-3.51
(5H, m), 3.54-3.59 (2H, m), 3.68-3.71 (1H, m), 4.09-4.12 (1H, m),
7.03 (1H, s), 7.16 (2H, d, J = 9.0 Hz), 7.89 (2H, d, J = 8.9 Hz), 8.24
(1H, d, J = 3.9 Hz), 9.02 (1H, d, J = 5.0 Hz), 9.11 (2H, s), 9.31 (1H,
s) (DMSO-d6)

488

F127

1.32 (3H, d, J = 6.4 Hz), 1.95-2.22 (2H, m), 2.22-2.42 (2H, m), 2.43-
2.65 (2H, m), 3.28 -3.36 (1H, m), 3.37-3.61 (7H, m), 3.68-3.71 (1H,
m). 408-4.11 (1H, m), 515 (1H, t. J = 79 Hz), 7.03 (1H, <), 7.15
(2H, d, J = 9.0 Hz), 7.89 (2H, d, J = 8.9 Hz), 8.24 (1H, d, J = 5.1 Hz),
9.02 (1H, d, J = 5.2 Hz), 9.31 (1H, s) (DMSO-d6)

500

F128

1.31 (3H, d, J = 6.5 Hz), 3.29-3.33 (1H, m), 3.42-3.51 (5H, m), 3.53—
3.62 (2H, m), 3.69 (1H, d, J = 12.3 Hz), 4.09-4.11 (1H, m), 5.24 (1H,
t, J = 7.3 Hz), 7.03 (1H, s), 7.15 (2H, d, J = 9.0 Hz), 7.52 (1H, s),
7.86 (2H, d, J = 8.9 Hz), 8.24 (1H, d, J = 5.1 Hz), 8.94-9.08 (2H, m),
9.32 (1H, s) (DMS0O-d6)

540

F129

1.39 (3H, d, J = 6.4 Hz), 3.39-3.48 (4H, m), 3.57-3.59 (2H, m), 3.61
(H, s), 3.95-4.10 (1H, m), 7.03 (2H, d, J = 8.8 Hz), 7.38 (1H, s),
1.54-17.62 (3H, m), 8.10 (2H, d, J = 6.9 Hz), 8.17-8.23 (3H, m),
8.89(1H, d, J = 5.3 Hz), 9.29 (1H, s) (CDCI,)

507

F130

0.98 (2H, t, J = 7.4 Hz), 1.29 (3H, d, J = 6.4 Hz), 1.80 (2H, m, J =
7.4 Hz), 2.93 (2H, t, J = 7.4 Hz), 3.22-3.29 (1H, m), 3.32-3.59 (7H,
m), 3.59-3.72 (1H, m), 3.63-3.66 (1H, m), 4.02-4.18 (1H, m), 6.62
(1H, s), 7.10 (2H, d, J = 9.0 Hz), 7.85 (2H, d, J = 8.9 Hz), 8.00 (1H,
dd, J=6.7, 5.4 Hz), 8.59 (1H, d, J = 5.0 Hz), 8.71 (1H, d, J = 3.0 Hz)
(DMSO-d6)

490

F131

1.30 (3H, d, J = 6.5 Hz), 3.24-3.30 (1H, m), 3.38-3.47 (5H, m), 3.48
(3H, s), 3.51-3.54 (2H, m), 3.65-3.68 (1H, m), 4.03-4.06 (1H, m),
4.80 (2H, s), 6.62 (1H, s), 7.12 (2H, d, J = 9.0 Hz), 7.87 (2H, d, J =
8.9 Hz), 8.00 (1H, dd, J = 6.8, 5.1 Hz), 8.59 (1H, d, J = 4.9 Hz), 8.71
(1H, d, J = 3.1 Hz) (DMSO-d6)

492

F132

1.29 (3H, t, J = 6.6 Hz), 1.44 (6H, s), 3.33-3.60 (7H, m), 3.22-3.29
(1H, m), 3.37-3.57 (7H, m), 3.63-3.66 (1H, m), 4.03-4.06 (1H, m),
6.62 (1H, s), 7.10 (2H, d, J = 9.0 Hz), 7.85 (2H, d, J = 8.9 Hz), 7.99
(1H, dd, J = 6.8, 5.2 Hz), 8.59 (1H, d, J = 5.0 Hz), 8.71 (1H, d, J =
3.0 Hz) (DMSO-d6)

504

F133

1.30 (3H, d, J = 6.4 Hz), 3.26-3.32 (1H, m), 3.37-3.44 (2H, m), 3.47
(3H, s), 3.53-3.59 (2H, m), 3.69 (2H, d, J = 12.3 Hz), 4.04-4.06 (1H,
m), 6.62 (1H, s), 7.16 (2H, d, J = 9.0 Hz), 7.87-8.04 (3H, m), 8.07-
8.14 (2H, m), 8.59 (1H, d, J = 5.1 Hz), 8.72 (1H, d, J = 3.0 Hz), 8.92
(2H, dd, J = 4.5 Hz) (DMSO-d6)

525

F134

1.30 (3H, d, J = 6.5 Hz), 3.26-3.32 (1H, m), 3.37-3.44 (2H, m), 3.47
(3H, s), 3.53-3.59 (2H, m), 3.69 (2H, d, J=12.3 Hz), 4.04-4.06 (1H,
m), 6.62 (1H, s), 7.16 (2H, d, J = 9.0 Hz), 7.73 (1H, dd, J=7.6 H2),
7.89-8.05 (3H, m), 8.13 (1H, t, J = 7.8 Hz), 8.33 (1H, d, J = 6.4 Hz),
8.59 (1H, d, J= 4.9 Hz), 8.72 (1H, d, J = 3.1 Hz), 8.85 (1H, d, J = 4.4

Hz) (DMSO-d6)
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F135

1.29 (1H, d, J = 6.4 Hz), 3.26-3.32 (1H,m), 3.41-3.69 (7H, m), 4.03-
4.06 (1H, m), 4.57 (2H, s), 6.62 (1H, s), 7.15 (1H, d, J = 9.0 Hz), 7.88
(1H, d, J = 8.9 Hz), 7.98 (1H, dd, J = 6.7, 5.0 Hz), 8.59 (1H, d, J =
4.9 Hz), 8.71 (1H, d, J = 4.8 Hz), 8.78 (2H, brs) (DMSO-d6)

477

F136

1.30 (3H, d, J = 6.5 Hz), 1.66 (3H, d, J = 7.0 Hz), 3.26-3.31 (1H, m),
3.39-3.44 (2H, m), 3.47 (3H, s), 3.53-3.59 (2H, m), 3.67-3.70 (1H,
m), 4.04-4.07 (1H, m), 4.99 (1H, g, J = 6.9 Hz), 6.62 (1H, s), 7.15
(2H, d, J = 9.0 Hz), 7.88 (1H, d, J = 8.9 Hz), 7.99 (1H, dd, J = 6.8,
5.0 Hz), 8.59 (1H, d, J = 4.9 Hz), 8.72 (1H, d, J = 3.2 Hz), 8.93 (2H,
brs) (DMSO-d6)

491

F137

1.30 (3H, d, J = 6.4 Hz), 1.76 (6H, s), 3.26-3.32 (2H, m), 3.41-3.44
(2H, m), 3.47 (3H, s), 3.53-3.56 (2H, m), 3.67-3.70 (1H, m), 4.02—
406 (1H, m), 6.62 (1H, s), 7.15 (1H, d, J = 9.0 Hz), 7.88 (1H, d, J =
9.0 Hz), 7.99 (1H, dd, J = 6.7, 5.0 Hz), 8.59 (1H, d, J = 5.0 Hz), 8.72
(1H, d, J = 3.0 Hz), 9.07 (2H, brs) (DMSO-d6)

505

F138

1.30 (3H, d, J = 6.5 Hz), 1.96-2.22 (2H, m), 2.23-2.41 (2H, m), 2.42-
2.62 (2H, m), 3.26-3.31 (1H, m), 3.36-3.39 (2H, m), 3.42-3.46 (2H,
m), 3.47 (3H, s), 3.55-3.66 (1H, m), 4.04-4.06 (1H, m), 5.15 (1H, t,
J=7.9 Hz), 6.62 (1H, s), 7.14 (2H, d, J = 9.0 Hz), 7.88 (2H, d, J = 8.9
Hz), 7.99 (1H, dd, J = 6.7, 5.2 Hz), 8.59 (1H, d, J = 5.0 Hz), 8.72 (1H,
d, J = 3.0 Hz) (DMSO-d6)

517

F139

1.29 (3H, d, J = 6.4 Hz), 3.26-3.31 (1H, m), 3.38-3.66 (8H, m), 4.03-
4.06 (1H, m), 5.23 (1H, t, J = 7.3 Hz), 6.62 (1H, s), 7.14 (2H, d, J =
9.0 Hz), 7.53 (1H, s), 7.86 (2H, d, J = 8.9 Hz), 7.98 (1H, dd, J = 6.8,
5.4 Hz), 859 (1H, d, J = 5.9 Hz), 8.72 (1H, d, J = 3.0 Hz), 9.01 (1H,
s) (DMSO-d6)

557

F140

1.30 (3H, d, J = 6.4 Hz), 3.26-3.32 (1H, m), 3.41-3.43 (2H, m), 3.47
(3H, s), 3.52-3.59 (2H, m), 3.67-3.70 (1H, m), 4.04-4.07 (1H, m),
6.62 (1H, s), 7.15 (2H, d, J = 9.0 Hz), 7.65-7.68 (2H, m), 7.72-7.76
(1H, m), 7.95 (2H, d, J = 9.0 Hz), 7.99 (1H, d, J = 6.8, 5.3 Hz), 8.18
(2H, d, J = 7.1 Hz), 8.59 (1H, d, J = 4.8 Hz), 8.72 (1H, d, J = 3.0 Hz)
(DMSO-d6)

524

F141

1.29 (3H, d, J = 6.4 Hz), 3.26-3.32 (1H, m), 3.38-3.44 (2H, m), 3.47
(3H, s), 3.53-3.57 (2H, m), 3.67-3.70 (1H, m), 4.04-4.07 (1H, m),
6.29 (1H, s), 6.62 (1H, s), 7.52-7.56 (3H, m), 7.60-7.61 (1H, m),
7.62-7.63 (1H, m), 7.88 (1H, d, J = 8.9 Hz), 7.99 (1H, dd, J = 6.7, 5.1
Hz), 8.59 (1H, d, J = 4.9 Hz), 8.72 (1H, d, J = 3.0 Hz), 9.52 (1H, brs)
(DMSO0-d6)

553

F142

1.30 (3H, d, J = 6.4 Hz), 3.17-3.61 (9H, m), 4.02-4.06 (1H, m), 6.62
(1H, s), 7.12 (2H, d, J=9.0 Hz), 7.88 (2H, d, J = 8.9 Hz), 7.99 (1H, dd,
J=6.7, 54 Hz), 8.11 (2H, brs), 8.59 (1H, d, J = 4.9 Hz), 8.71 (1H, d,
J = 3.0 Hz) (DMSO-d6)

491

F143

1.00 (3H, d, J = 6.4 Hz), 1.31 (3H, d, J = 6.5 Hz), 1.80 (2H, m), 2.94
(3H, t, J = 7.4 Hz), 3.20-3.35 (1H, m), 3.38-3.60 (7H, m),3.65-3.68
(1H, m), 3.98-4.18 (1H, m), 6.98 (1H, s), 7.12 (2H, d, J = 9.0 H2),
7.86 (2H, d, J = 8.9 Hz), 8.24 (2H, d, J = 6.4 Hz), 8.83 (2H, d, J = 6.3
Hz) (DMSO-d6)

472

F144

1.31 (2H, d, J = 6.4 Hz), 3.26-3.32 (1H, m), 3.39-3.49 (2H, m), 3.43
(3H, s), 3.47 (3H, s), 3.53-3.60 (2H, m), 3.67-3.72 (1H, m), 4.07-4.10
(1H, m), 4.80 (2H, s), 6.99 (1H, s), 7.13 (2H, d, J = 9.0 Hz), 7.88 (2H,
d, J = 89 Hz), 8.25 (2H, d, J = 6.4 Hz), 8.84 (2H, d, J = 6.3 Hz)

(DMS0-d6)

474
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F145

1.31 (3H, d, J = 6.4 Hz), 1.41 (9H, s), 3.26-3.30(1H, s), 3.39-3.42
(2H, m), 3.47 (4H, m), 3.50-3.78 (4H, m), 4.01-4.20 (1H, m), 6.99
(1H, s), 7.11 (2H, d, J = 9.0 Hz), 7.86 (2H, d, J = 8.9 Hz), 8.25 (2H, d,
J =6.4 Hz), 8.84 (2H, d, J = 6.4 Hz) (DMSO-d6)

486

F146

1.32 (3H, d, J = 6.4 Hz), 3.23-3.38 (1H, m), 3.43-3.50 (5H, m), 3.54—
3.59 (2H, m), 3.64-3.77 (1H, m), 4.08-4.17 (1H, m), 6.96 (1H, s), 7.17
(2H, d, J = 9.0 Hz), 7.74 (1H, dd, J = 7.2, 48 Hz), 7.97 (2H, d, J =
8.9 Hz), 8.12 (1H, dt, J = 7.8, 1.5 Hz), 8.18 (2H, d, J = 6.1 Hz, 2H),
8.33(1H,d, J = 7.9 Hz), 8.80 (2H, d, J = 6.2 Hz), 8.85 (1H, d, J = 4.4
Hz) (DMSO-d6)

507

F147

1.31(3H, d, J = 6.4 Hz), 3.28-3.35 (1H, m), 3.41-3.49 (5H, m), 3.53-
3.61 (2H, m), 3.68-3.71 (1H, m), 4.07-4.10 (1H, m), 4.58 (2H, s), 6.94
(1H, s), 7.16 (2H, d, J = 9.0 Hz), 7.90 (2H, d, J = 8.7 Hz), 8.15 (2H, d,
J = 6.3 Hz), 8.79 (2H, d, J = 6.1 Hz), 8.86 (2H, brs) (DMSO-d6)

459

F148

1 (3H, d, J = 6.4 Hz), 1.66 (3H, d, J = 6.1 Hz), 3.28-3.33 (1H, m),

7-3.45 (2H, m), 3.47 (3H, s), 3.53 3.60 {2H, m), 3.67-3.70 {iH,
m), 4.06-4.09 (1H, m), 4.96-5.04 (1H, m), 6.93 (1H, s), 7.15 (1H, d, J
= 9.0 Hz), 745 (2H, d, J = 7.4 Hz), 7.89 (2H, d, J = 8.9 Hz), 8.10
(2H, d, J = 6.2 Hz), 8.76 (2H, d, J = 6.2 Hz), 8.88 (2H, brs) (DMSO-
d6)

1.
3.

3
3
),

473

F149

1.30 (1H, d, J = 6.4 Hz), 1.76 (6H, s), 3.28-3.33 (1H, m), 3.42-3.49
(5H, m), 3.563-3.57 (2H, m), 3.67-3.70 (1H, m), 4.07-4.10 (1H, m),
6.93 (1H, s), 7.15 (2H, d, J = 9.0 Hz), 7.89 (2H, d, J = 8.9 Hz), 8.11
(2H, d, J = 8.9 Hz), 8.77 (2H, d, J = 6.2 Hz), 9.06 (1H, brs) (DMSO-
dé6)

487

F150

1.30 (2H, d, J = 6.4 Hz), 1.90-2.20 (2H, m), 2.21-2.38 (2H, m), 2.48-
2.56 (2H, m), 3.28-3.47 (6H, m), 2.53-2.57 (2H, m), 3.68-3.71 (1H,
m), 4.06-4.10 (1H, m), 5.14 (1H, t, J = 7.9 Hz), 6.94 (1H, s), 7.15
(2H, d, J = 9.0 Hz), 7.89 (2H, d, J = 8.9 Hz), 8.13 (2H, d, J = 6.2 Hz),
8.78 (2H, d, J = 6.2 Hz) (DMS0O-d6)

499

F151

1.30 (3H, d, J = 6.5 Hz), 2.69 (1H, s), 3.17-3.37 (1H, m), 3.37-3.63
(11H, m), 3.63-3.79 (1H, m), 3.97-4.15 (1H, m), 5.25 (1H, t, J = 7.4
Hz), 6.94 (1H, s), 7.15 (2H, d, J = 9.0 Hz), 7.54 (1H, s), 7.86 (2h, d, J
= 8.9 Hz), 8.12 (2H, d, J = 6.2 Hz), 8.77 (2H, d, J = 6.2 Hz), 9.04
(1H, s) (DMSO-d6)

539

F1562

1.32 (2H, d, J = 6.4 Hz), 3.32 (1H, d, J = 9.4 Hz), 3.36-3.64 (7H, m),
3.70 (1H, d, J = 12.2 Hz), 4.02-4.21 (1H, m), 6.98 (1H, s), 7.16 (1H,
d, J = 9.0 Hz), 7.70 (2H, td, J = 8.5, 7.2 Hz), 7.96 (1H, d, J = 8.9 Hz),
8.20 (2H, dd, J = 13.7 Hz), 8.82 (1H, d, J = 6.3 Hz) (DMSO-d6)

506

F1563

1.30 (1H, d, J = 6.4 Hz), 3.31 (1H, s), 3.38-3.364 (6H, m), 3.64-3.78
(1H, m), 4.07 (1H, s), 6.29 (1H, s), 6.93 (1H, s), 7.16 (1H, d, J = 9.0
Hz), 7.44-7.71 (2H, m), 7.89 (1H, d, J = 8.9 Hz), 8.12 (1H, d, J = 6.2
Hz), 8.77 (1H, d, J = 6.2 Hz), 9.25-9.62 (1H, m) (DMS0O-d6)

535

F154

1.30 (1H, d, J = 6.4 Hz), 3.31 (1H, s), 3.38-3.64 (6H, m), 3.64-3.78
(1H, m), 407 (1H, s), 6.29 (1H, s), 6.93 (1H, s), 7.16 (1H, d, J = 9.0
Hz), 7.44-1.71 (2H, m), 7.89 (1H, d, J = 8.9 Hz), 8.12 (1H, d, J = 6.2
Hz), 8.77 (1H, d, J = 6.2 Hz), 9.25-9.62 (1H, m) (DMSO-d6)

473

F155

1.32 (3H, d, J = 6.4 Hz), 3.29-3.34 (1H, m), 3.42-3.56 (5H, m), 3.57-
3.62 (2H, m), 3.70-3.73 (1H, m), 4.09-4.12 (1H, m), 7.00 (1H, s), 7.17
(2H, d, J=9.0 Hz), 7.96 (2H, d, J = 8.9 Hz), 8.10 (2H, d, J = 6.1 Hz),
8.29 (2H, t, J = 11.1 Hz), 8.85 (2H, d, J = 6.3 Hz), 8.92 (2H, d, J =

6.0 Hz) (DMSO-d6)

507
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F156

1.30 (3H, d, J = 6.4 Hz), 3.04-3.10 (1H, m), 3.16-3.20 (1H, m), 3.26-
3.30 (1H, m), 3.37-3.42 (1H, m), 3.46 (3H, s), 3.49-3.55 (2H, m),
4.02-4.05 (1H, m), 4.25 (1H, dd, J = 1.8, 7.9 Hz), 6.34-6.36 (1H, m),
6.43 (1H, dd, J = 1.8, 7.9 Hz), 6.98-7.03 (2H, m), 8.24 (2H, d, J = 6.1
Hz), 8.83 (2H, d, J = 6.1 Hz) (DMSO-d6)

402

F157

1.30 (3H, d, J = 6.4 Hz), 3.04-3.10 (1H, m), 3.16-3.20 (1H, m),
3.26-3.30 (1H, m), 3.37-3.42 (1H, m), 3.46 (3H, s), 3.49-3.55
(2H, m), 4.02-4.05 (1H, m), 4.25 (1H, dd, J = 1.8, 7.9 Hz),
6.34-6.36 (1H, m), 6.43 (1H, dd, J = 1.8, 7.9 Hz), 6.98-7.03
(2H, m), 8.24 (2H, d, J = 6.1 Hz), 8.83 (2H, d, J = 6.1 Hz)
(DMSO-d6)

378

F158

1.41 (3H, d. J = 6.6 Hz), 3.18-3.42 (4H, m), 3.46 (3H, s), 4.12-
4.14 (1H, m), 6.99 (1H, s), 7.15 (1H, t, J = 7.4 Hz), 7.24 (1H, d,
J = 8.3 Hz), 7.62-7.66 (1H, m), 7.74-7.76 (1H, m), 8.26 (2H, d,
J = 6.3 Hz), 8.83 (2H, d, J = 6.3 Hz) (DMSO-d6)

387

F159

1.31(3H, d, J = 6.4 Hz), 3.23-3.29 (1H, m), 3.37-3.41 (1H, m),
3.45 (1H, s), 3.48-3.68 (4H, m), 4.05-4.08 (1H, m), 6.99 (1H,
s), 8.24-8.25 (2H, m), 8.57 (2H, s), 8.62 (1H, s), 8.84 (2H, d, J
= 6.2 Hz) (DMSO-d6)

364

F160

1.26 (3H, d, J = 6.4 Hz), 3.47 (3H, s), 3.51-3.56 (3H, m), 3.67-
3.72 (1H, m), 3.87-3.92 (1H, m), 4.01-4.04 (1H, m), 4.13-4.17
(1H, m), 6.87 (1H, t, J = 6.3 Hz), 6.99 (1H, s), 7.26 (1H, d, J =
9.0 Hz), 7.85-7.89 (1H, m), 8.10-8.12 (1H, m), 8.23 (2H, d, J =
6.4 Hz), 8.84 (2H, d, J = 6.4 Hz) (DMSO-d6)

363
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BER 1 ARHEYHRUKLHF MK TPK1I Z P-GSI1 BB ik
5 B9 40 &1 S

B& 100 mM MES-G & 1 (pH 6.5) 1 mM Z B
# - 0.5 mM EGTA - S mM B-E Fi & Z  ~ 0.02% Tween 20
- 10%A = F - 12 pg/ml P-GS1 -~ 41.7 uM [7 -*?P] ATP (
68 kBq/ml) ~ 4§ TPKI RRXRFFH A& (BEREEY
FfTrE & 1.7% DMSO RfT4£ B & 10% DMSO Z 7% 7 T 7 U
FHALCEYWIER) CREYAHAMERERSK - #hmA
ATP R e BRI F M - RIEFE 25C T # 1T 2 /B > KRB #E
Kmal THRBMA 21%8E8BELUELRE - K ER S Y L
12,000 rpm @ .0» 5 28 - K P81 # ( Whatmann)
CRBREERE TS nMBIBMBEEXENXR > AABEERE=ZXREAR
M e — K - BRAMEE - FRAREBMAETHSEERR
B E®E  BFRFIVRTER - BHALEYWEZENSEKH
TPK1 Z P-GS1 BBt FH - R BIMB R AR HEY
& TPKI1 &% > HELMWE AR ML HENE K PHF B K -
Dk X BERHEYATAEROEH R/RBEERNZERKER
B S
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% 3
& Y w5 ICs9 ( nM)

B6 1.7
B9 1.2
B16 2.8
B20 1.1
B37 1.5
B46 2.5
B62

B69 4
B77 9.8
B109 14
D16 14
D42 7.9
D95 5.6
F24 1.4
F56 2.2
F69 2.4
F148 2.6

BE 2 F8EA « BEBAMFERLZWHEME

5-6 2 Hl kK kR E 25-35 g ~ CD-1 f# E ( Charles
River Japan, inc.) ORI A LE®W 13-~ 10~ 30 mg/kg
(0.5% Tween/H,0 BE W) » 1 /KK EHHEHEKIZ
M EEE  BEFDBREBRW®R - BWEXEILALL 2.3%
SDS ¥ B EEHE (62.5 mM Tris-HCl1> 2.3% SDS > & B
1 mM Z EDTA - EGTA Kk DTT: @& 0.2uM 4- (2-f# ¥ 2
) XHEEES (AEBSF) ~ 13pM i K Be 400 &0 B ( bestatin
) ~ 1.4 uM E-64- 0.1 mM leupeptin-> 30 nM aprotinin Z

EHMAHEEHEREE (8 P2714) » pH 6.8) » Kk 4T T
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LA 15000 xg B 15 @& - 6 DC EHE SN EM (

BIO-RAD) HIE EHERE - EERUKBEEE (62.5

i

mM Tris-HCl > 25% N = Ff > 2% SDS » 0.01% & fip & -
pH6.8) MEBLABELDERERM 0.5 - 2 mg/mg> K&
BhHE S o8 - 10pg WS BIMAE 10% SDS-PAGE /N F IR
BB AEHEEE PVDF E - ZEEZBEBTUBEBE 5%K
fE49h PBS 5 & 1 /W > R TE 4C LL pS396 i &8 (
BIOSOURCE) st HRE B K - i - 12gG HRP-# & 2§l
# ( Promega ) A fF 2 = L B - K LI ECL & M (
Amerasham Bioscience ) 28 3§ K 2L LAS1000 ( Fuji Photo

Film) {5 # -

B EE
(1) & i
1-1.H K g M 14 (JP-14) & & 8 5 % ( Degradation
test method) 1 §§ W& »~ & - i ¥ &

F 2.0 g&HMALHWMA 7.0 mLER KK FITBERKFAR
B 1000 mL - A KB EEHEERN > pHE 1.2
1-2.JP-14 MR EB HEDEE .28 %K

£ 250 mL Z 0.2 mol/L BiEg _SHFMA 118 mL 2
0.2 mol/lL S kWA BBBERRK  FIBBEBRFAER 1000
mL- LA BKRBEFEHLHEGSN > pHH 6.8
1-3. % B 2 Mcllvaine 2 @ %l ( pH 4.0)

BB e — 8 (0.05 mol/L) K 0.0025 mol/L ¥ & B
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BWRWERES  BRBAEWFAERK pH4.0 LIE fFH E 2 Mcllvaine
% E ol o

3-4. NI B W WK
FFTAZALIBRBHRAEYS ' BEHEZIEZRARENEBE R
# (FaSSIF) R H CERMKREOE R E ( Pharm. Res.,
VO01.15, No.5, 1998, p698-705) - £ 7 & ffE £ B K » A
BRBIHEKRAIRE 4> BEWHMAK > HEDEBF K
EBRYENL  HMEHBZIAAKEHEIR > MA 1 mol/lL &
SN BEBRARE pH TMABEEZ AU FABBTRSEHE

x4 EHE B RE ZHE K

FaSSIF FeSSIF

PH 6.5 H 5

HEBZERE 270 Osmol EEBERE 635 mOsmol
ARl 3 mM A IERREN 15 mM
il 0.75 mM R HE 3.75 mM
KH2PO4 3.9 g ZER 8.65 g

KCl 7.7 g KCl 15.2 g
NaOH pH 6.5 NaOH pH 5.0

7K 1 L 7K 1 L

(2) BEEEHNEFTENRE

ERADRREHWENEDN  FRERFF-MEREIR
EAOWAFE (BHEFRRT) - LEALAS9HREHL®EEFR
I B 5t e (shock peak) DB ZEANABILE WHEE -
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[HPLC f&& 4 ]

H 2 © X E Z & E

WEHE - UV235 nm

% ¥ : inertsil ODS-3 5 pum 3.0 mm I.D. X 75 mm
ERRE 40T

BENHE AL 0.1% ZHZEBBK

B, 0.1% =Z®HILBE/ZKEEK

A B =65:35 (%% E5EIE)

i3 @ 0.50 mL/min

EH®EMR S pL

(3) BESREANETEHEZIRE
mERMKESTRAEYBRERS A BYWENEMLR » &
HBEBERIANBEYWUETAREAE

(4) & &K JP-14 5 — BB K ~ JP-14 55 — & B & -
Mcllvaine (2 @1 %l (pH = 4.0) ~ kAR AILBH®E (K
REkERINE) PERECHERE

ABERE (70mL) MEEKBFERHAE 37°C Z 200
mL E#EERS -8 70 mg R BYWEEEME E®R
DEsERE>H 5 o8& AKAREHKH S om RZWHER
B 600 rpm (A#E HEHNE) BH - FHEHEB
AREHE MK L S oL ABHE®R > KHBHAERAR
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S+ 0.45um B E /N Z B W 2 ( DISMIC-25HP) & & ©
B2 2.0 mL EE%  RHEEE S00pL BBEZFR -
EREH B SOOpL P ZBEMENRKBRCER  UEREH
B HPLC Z & B & | -

S BETH S mg BAALEY > KRNI E N
S0%Z BE /KB B I A N RBIREY SOpg/mL ZREFRK

- FEH SIL A BB R ERE®EERAE LR KET DB ETR
EE o BB AT R Aso MK EN FA-BEENESR

BEREZHEEEESIABYWEIERE -

§ll

A E P

(1) % Al
TR UEBERFEEAREREMNEEREK -
BEH 1 kEY 30 mg
i EL B AE R 60 mg
£ oK B K 100 mg
3L v 200 mg
e B 8% 4 mg

(2) WE #
THRBUERFEREREARBERAN

BEO 1tLEY 30 mg
fi 18 300 mg
gy % M5 20 mg
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TXEHM

AZEHLEWESR TPKIMEEE R FHEAFERRAR
RIB B TPKlI BH B RAMEIEZHERK (0% QE L #
BW > BIAFMZBERERRKRE) RERERZEWHEER B
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2P XEAB/ER

BB LT 2-(BRBRE)BIERUTEY

g —RBADOHLEY  EHEAXLEEHEEBEY 5H
2 - n s

e

Ho REREBELYW RPRHEERBMUY R IREER
FTHREMY > g 0F 3 2B ZRAKTF - CH- 24
By R SREJEMY - RO REXKELUY + R® REL WA
E R REMUY  pT 0FE 3 ZBH X REMK - CH &
BT - NH - REMUY . £—=xHE %< R #E R+ R 8 R
Régl R*. X 8 R®. X g8 R*. X 8 R®- R® 8 R® & i it &
ER R B HAREBR/RKBEE 1+ EHERE 1| 5F
MRE Y ER  WeERKEAREERWHAEZERKIE) -

N CRAXEABR

B LT
2-(CYCLIC AMINO)-PYRIMIDONE DERIVATIVES

A compound represented by the formula (I), an optically active isomer thereof,
or a pharmaceutical acceptable salt thereof:

N:\/ ( R2°)q
0

wherein R2? represents a hydrogen or the like; R3 represents methyl group or the like;
R20 represents a halogen atom or the like; q represents an integer of 0 to 3; Z represent
nitrogen atom, CH, or the like; R4 represents hydrogen or the like; RS represents
hydrogen or the like; R€ represents a substituted alkyloxy and the like; p represents an
integer of O to 3; X represents bond, CHz, oxygen atom, NH, or the like; any one or more
of RS and RS, R® and R4, R6 and R4, X and RS, X and R¢, X and RS, and R6 and R may
combine to each other to form a ring, which is used for preventive and/or therapeutic
treatment of a disease caused by tau protein kinase 1 hyperactivity such as a

neurodegenerative diseases (e.g. Alzheimer disease).
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(1)
+ P HEHNER

1. — &K (1) k&YW  EAXEFEEHERBY > HZE

N:/(Rzo)q

YA
WN%{Z
RS A

HPGEFHREHEMDT
RTMMARTEA > BARARERTR (1) FrREE :
A14_A13__A12_ (1)
H

A FEERETFT  TRMARZ Ci-Co ke~ WRMARZ
Co-Co M 2 ~ MM ARZ Co-Co R E ~ WM Z C3-Cr B
fr o AR A Z Ci-CrBARE - WHEMARZ Ce-Cio 5 E
AR REE

é”%%%*%ﬁ%ﬁ?ﬁ(nq)%ﬁzgﬁi

/N_A15__A16 (11-a)

Hif APTREHKE  C=0-C=8S:® S (=0)

A FERT C THEBMARZ Ci-Co st - TRMARZ
Co-Co M 2 » MRMARZ Co-Co RE - TRMARZ C3-Cr B
R AREARZ Ci-CrEBAE - THMARZ C-CioF &
BT AR AR 2 BB
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AV SRR - C)-CoEHE -BREF - C=0- C=S T

(=0) ,~

AV R AVTEI L ERE R SE T REE

X m"##%  &ERERFT - ®WETF >8$S=0-8(=0) 5~

+ CHR® - CR® - 8 F & (II1) Frop 2 & H

\N—Ag—Am— A1
/ ( 111)

Hroh APFREH - C=0-C=S- 3 S(=0) ;5>

AVTRRE CEEFRTA (11-a) FRZEE

N_A17_A18
/N AT—A ( 111-a)

Hp AV RHBEE - C=0-C=S- 3 S (=0) ;>

A RERF > TRERIWMARZ Ci-Ce i~ TRWM A Z

Cr-Co i Z ~ TRINMMNZ Co-Co R E -~ IRMHAZ C3-C7 B

e E - ITRINARE C3-CoBRE - TR Z Ce-CioFH H

SRR LR O R E

AV RERTF > TRMARZ Ci-Ce i E - TRWMAZ

Co-Co i ~ IR MR Z Co-Co i E ~ TR Z C3-C; B

e - TR AR Z Ci-Cr BBE - T (III-b) FriRm &

X H

~Ae—(B)~(C) Ak,

Ao IR AR » BETE&ERF RERF - BE -

S - RT (l-c) Fre B :
C34_c33_C32_C31_ (111-¢)

Hf CH*FEEF (BE C*.C? R C'igr @i

FEET) ~ AREMALZ Ci-Ce it HE ~ AT MM Z Cy-Cy
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M WREIAKZ Ca-Ce RE -~ MR Z C3-Cr Bt &
CH B AR Z Ci-CrBAEE  WRIMAREZ Ce-CioFE - T
RELHR Z B E

CH F@#  EFRTF MEFHTR (II-d) finZ
iE

/N_CBS_CSG (111-d)

Ho CPRgH - C=0-C=S- % S(=0) 2>

C REEF - IRMMAZ Ci-Ce i B~ TR/RWMAZ
Cr-Co B ~ AIRRM AR Z Co-Co B ~ MR Z C3-Cr B
fr o AR A Z C3-CrBAEE - WHRIMARZ Ce-Cio 5 &
RN R R E

C32r 8% - C=0-C=S 85 S(=0) ;>

C¥' FHME C-Cy FEECERT HRETFHTRA (
mw)%fzgﬁz

N-c*—c* (11I-¢)

Ho CTREgK - C=0-C=S H S(=0) 5>

C* FEET - - TRBMMRZ C-Ce i E - TRNARZ
Cr-Ce B 5 ~ TR M AR Z Co-Co RE ~ KM MARZ C3-Cr B
fr o AIREAR L C3-CrBBE - WHIMARZ Ce-Cio 5 &
R WM R B

C*R C¥ CM R C PR CEHEHE KL ERP
mSETBRE

toR 1 E 52 88

Avo 7~ B S - Ci-Co fi 2 & >
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BJR Ce-Cro5 B - BB E

CRBME + Co-CroF & ~ M HBE

Ari TR AE B C-Co Jt &

REAMEARTRE > AREERERTF - T8N K Z C-Co ki
X B TRK (IV) irz&E® :

(RU;{:}ﬂCHgW_ CIV)

Hifnm 08 158 32 88

A TR Ce-Cyo % 5 Bk % 8 &£

R" JHARXRTHE BERREERT - BME - &8 %
TR (IV-a) Frop e &M@ :

c4—c3—Cc?—C'— (1V-a)

Hf C'FTEEF (B%E C°-C*R C' 197 & &8 3k
FETF) - TRWMAZ C-Co lrE - TRM AR Z Cr-Cq 15
H o AWRE R Z Co-Co RE ~ AIRE ML Ci3-Cy B H
AR Z Co-Chr BIFE - TRIAZ Ce-Cro FHE - K
Rz R E

C’ R - EFETFT MEFHTR (IV-b) Fimz &

N-C5—C®
/ (IV-b)

Ho CO/REHE - C=0-C=S -5 S (=0) ,>

C°FERT » TRINARZ C-Ce g+ TRI|WA Z
Co-Co M 3 ~ WM A Z Co-Co RE - WH/E L Z Cy-C, B
ﬁ%‘ﬂ@WﬁZCp&%ﬁ§~ﬂ@WﬁzCﬂm%%
BRI AR R B R OE
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()
C=0-C=S-® S (=0) ;>
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W3- ) - R )UK ME-1-3 - 1H-[4,40)% Bk K -6

6- ( 3-4F -Nb UE -4-3 ) -3-F E -2-{ (2R) -2-F H -4-
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[4- (5-FAE-[1,2,4)m — ¥ - 3-F ) -FHE]J-IRK-1-% }-3H-
W 0E -4-F

6- ( 3-% -ME g -4-F ) -2-{ (2R) -4-[4- (5S-F HEH
Ho-[1,2,4)8 — % -3-% ) -FKE]-2-FE-IRK-1-F }-3-H
F-3H-W g -4-FF

2-{ (2R) -4-[4- (5-8B =T FE-[1,2,4]m Z i -3-K ) -
AE]-2-FE-IREE-1-E - 6- (3-F-MoE-4-F ) -3-H K -
3H-W IE -4-F

6- ( 3-% -ME g -4-% ) -3-H FE -2-{ (2R) -2-F K -4-
[4- ( 5-TH oE -4-F - [1,2,4]1 — ¢ -3-K ) -FE]-IRK & -1-%
V-3H-UE IE -4-Fd

6- ( 3-% -Mt0g -4-F ) -3-B K -2-{ (2R) -2-FH K -4-
[4- ( 5-MboE-2-F - [1,2,4]8 — M -3-K ) -KE]-IKKE-1-F
V-3H-UE IE -4-Fd

2-{ (2R) -4-[4- ( S-fr H B E-[1,2,4]0E Z "W -3-K ) -
KE]-2-FHE-IRMBE-1-E)- 6- (3-F -MEmE-4-K D) -3-H K-
3H-BZ 1F -4-Fd

2- (. (2R) -4-{4-[5-C (18) -1-FE&E-Z2 % ) -[1,2,4]
e -3-E]-REY-2-F B IR B -1-F ) -6- ((3-5 -WE 0E -4-
B ) -3-H K -3H-WEIE -4-F

2- (. (2R) -4-{4-[5- (1-PE HE-1-FHE-Z K ) -[1,2,4]
o -3-H R E ) 2-FE-IRE-1-F ) -6- (3-% -0 0E -4-
B ) -3-BH K -3H-WEOE -4-F

6- ( 3-% -MLng -4-% ) -3-H FE -2-{ (2R) -2-F K -4-
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[4- ( ( 2RS) -5-Mt % fF -2-% - [1,2,4]0 — W -3-% ) -F &
1-UR M -1-E ) -3H-WE IE -4-F

2-[ (2R) -4- ( 4-{5-[ (1S) -1-J& & -2- ( 3H-BK M -4-
H) -Z E]-[1,2,4]m oM 3-8 - FE ) -2-F R -IK BK-1-
H]-6- (3-% - g -4-FE ) -3-F K -3H-UE € -4-F

6- ( 3-% -MLog -4-%F ) -3-FB H-2-{ (2R) -2-H & -4.
[4- (5-ZF F -[1,2,4]m — - 3-% ) -FH]-IkE-1-F }-3H-
W I -4 -8

2- ( (2R) -4-{4-[5- (C (1R) - E-FE-F £ ) -
[1,2,4]08 — o -3-FH ]-FH}-2-F E IR BKE-1-F ) -6- (3-% -
Mt i -4-% ) -3-F H -3H-BE0E -4-F

2- ( (2R) -4-{4-[5-(C (IR) -1-fF & -Z & ) -[1,2,4]
BE — M -3 )R ) -2-H OE IR BR-1-% ) -6- (3-% -0 0E -4-
H ) -3-B B -3H-WEIE -4-F

3B B -2-{ (2R) -2-F H -4-[4- ( 5-F9 & -[1,2, 4] —
mpo-3-KE ) - R )-UR MR -1-F }-6-ME g -4-F -3H-ME 0E -4-F

2-{ (2R) -4-[4- (5-BH & &E B & -[1,2,4] Z " -3-K
) -F B ]-2-F E -0k B -1-% }-3-F B -6-0b0E -4-% -3H-WE
NE -4-8d

3-F B -2-{ (2R) -2-F E -4-[4- (S-MEmE -2-%& -[1,2,4]

E T omk -3k ) -ZE R )-0R MR -1-E ) -6-MbnE -4-F -3H-IE E -4-

2-{ (2R) -4-[4- ( 5-P& & P E-[1,2,4]m@ Z W -3-% ) -

HOE)-2-F B -UR B -1-E ) -3-F B -6-MEnE -4-F -3H-WE IE -4-
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2- ( (2R) -4-{4-[5-(C (18) -1-FHE-Z2 &) -[1,2,4]
BE M -3 )-FEE L -2-F IR -1-E ) -3-F O -6-T E -4-
H -3H-B 1§ -4-Fd

2- ( (2R) -4-{4-[5- (1- & -1-FE-Z X&) -[1,2,4]
BE Mg -3.E]-FEE ) -2-F R -IRBE-1-E D) -3-F K -6-0t uE -4-
B -3H-WE IE -4-F

3-F £ -2-{ (2R) -2-F % -4-[4- ( (2RS) -5-Mk M &t -
2-H -[1,2,4)0E Z 0 -3-H ) -F E]-URE-1-F }-6-M TE -4-
H-3H-W g -4-F1

2-[ ( 2R) -4- (4-{5-[ (1S) -1-f& % -2- ( 3H-BK " -4-
BH) -Z FH)-[1,2,4]0 0 -3-K ) KHE) -2-FHE-IKRE-1-
H]-3-F K -6-ME0E -4-F -3H-WE IE -4-F

2- ( (2R) -4-{4-[5-(C (1R) -1-FHE-Z &) -[1,2.4]
BE 0 -3-E)-EE ) -2-F R IR B-1-F ) -3-F E -6-0k nE -4-
B -3H-B 0E -4-F

3-F % -2-{ (2R) -2-F HE -4-[4- (S-MEuE-4-% -[1,2,4]
BE 0 -3-EL ) -ZE B )-UR MR -1-F }-6-Mb UE -4-F -3H-HE 0E -4-
B K

2- (2R) -4- (3-E-FXH ) -2-F & -k K -1-%]-3-
B -6-ME 0 -4-2 -3H-W 0g -4-84 >

HAEBEUHEEREY HHEHEBLIEXE -

29, —ERARBEHR/HEHRERE + EH
WREBIEZEBMWER  HEFEaORFHEANEBES I
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P
I

(59)

Z 228 HBFE—BZA () ke REXLEEERBY -
FHEHELZ BBV EFREERE -

30, —f 1 EHE®E 1 MEK > HEEEDH
HA®@mBESE 1 E28EPHE-EHZIRA () e REXLE
EHEREBY > HKHESREAEX

31, tI B HAMEBEEE 29 BEZER > HERAREW
K 18 B RS R A R R

32 MM GFHFEBEE 31 HZER > HPZERRKRE
H:MZBBEKE  BRODEBODESEKR - BERIE - KHBE

p={111}

it

BHREB5ECKEND - T LIRS EEMEE - B2
MHEAZKAERESARE BRXEWHERE  £BEBX
( pulgilistic encephalitis) ~ B EBEMESAUBEHRXEE
- BEHERKBER  BRRKE KREEERMLE HEBEENX
BAE NMELNRERE 46 KrREWHEIEG - AEHL
AW KRR Kk FOLR -

33, WM EHEAMBEE 29 BZER > HERBRED
IR EBEEZEEONDTZERER ' FREXRKEREBERRK - I
BE - BBE BRSO RE - RE - ALE - D MKENE
- Bk E  TH BMEBEMmME  kFEEIEZER -
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