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b. P RitbHm 4z HH OH

/

N

|
F/CE(‘)/\/\"/O\/

5 o]

[(E.E)+(Z.E)]
# NaOAc (0.0207 ;ezﬁr)&ﬁ%%(o.mﬁ ¥ H)H e

2 ¥4 sH 300138 FF)WTEGS £H)4£ 0CH

ik, BRERAMAE OCCHHSE 2/, RE WA
10 CH,Cl, B 7K, ¥4 meioey NaHCO; KB R F 4

b, B AR B, 3%1%NayS0,), BIE I E B X

%, EE 465 FRIiLEHm4-

c. PRIt S 2B

| O~
15
0
F o)

(CIS)

4§ 496 2z NaClIO (0.0348 3 )& i i Ao £ ¥ B 1L &
M 4(0.0174 ¥ F)# CH,Cl(70 £5)& 0C 2%k, #
20 RERLASMATEEH 28, £ 0CE MmN EN
(0.0261 £ F)E A F ey R BB A M A T EHEH 24 /D
B, J A B B, 315 (NaySOy), @K 3 M5 Al &
H, BRYMAEAB LB MO E RN EHIECR
% & : CH,Cl,/EtOAc 100/0, K514 90/10), ¥ & A # R

A
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F (6]
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A NaBH, (0.0105 X F )& Fm 2 F HIbe 4 S
(0.0042 ¥ ¥ )% THF (32 £ )& H,O0 3 £4)£ 0Cx
AR, BRERGHAETREN 24 /10, wAfoifod
NH,Cl Kk & bR 44 A CHoCl, 328, 5 5 3 d)
R M HIENaySOy), BRLESERAE, HAEHL
WEE&hERDTERERKE&EAGULER - CHCly/
EtOAc 9/1 & CH,Cly/2-%& & 4/1), W E M E M R kHm it
BB AR, A2 1076 5 FREISH 6(81%) -

e. P HRHiLEH T HH

N—0

(CIS)
£ 0°C 4% ¥ =% 86 £.(0.003696 ¥ H)FH w2 ¢ L4
# 6(0.00336 ¥ )& Et;N (0.00504 3 F)#» CH,Cl, (15
EHR)ZER, BRERLEGHMAE OCHIE 60 248, fu A
CH,Cl,, #su 4oty NaHCO3 KB, #AKRE » 8,
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# 4% (Na,S0O,), BREEFEB A%, 22 080T
Mt &4 7 (88%)

T A3

PR bdh 8 2 B

[3ou(E), 3A a]

4% F AL A4 7(0.0029 X F), F RS 2
(0.0035 ¥ )& NaHCO; (0.0043 3 F )7 1,4-= 9% fx (15
EI)Z R A B LA 24 B, mAK, HLRE
M B CH,Cl, B, 4§ » &) A #4 & $15% (NayS0O,), @K
AR AR, BRYDAEYBLEEGEH O TR
k446 (GR 7k & ¢ CH,Cly/ EtOAc 9/1, [ 14 4 &Y
EtOAc), W E M EWM A AN EHEB A%, BHLEREY
A DIPE #ik#4 %K%, € :0.170 x ¥ Hie 4 8 (14
%) °
T4 A4
b RS 13 2 Bt

S0
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4 4-7 8 A -3,4-— £ -2H-1,4- 3% i % o4 -6-8%(0.085
¥ H), MgCl, (0.1278 3 ¥). Et;N (0.3197 # ¥)A&
CH,O (1.023 # F)# CH;CN (320 £ /)2 R A4 H LB R

BIiBE, ¥R ER HCI(5%)% % it A AcOEt ¥
B, BAMRBEEH NaySO 8088, BEE A%, H#RY

W hsmi o %Rk A CH,Cl, & CH,Cl;:MeOH (1,

2,4, 109 B R ikshit, 433 1.13 3 ¥ Hit &4 13
B 1499 e EHAMAEAMZIREGH, AILRESH
(0.077 ¥ ), MgCl, (0.1164 3 F ), Et;N (0.2909 ¥ ¥)
& CH,0 (0.5237 ¥ F)» CH;CN 320 EH)EHR R I,
@whmEMEo %R iR CHCl,;:MeOH (1, 2,4, 10%)
e B Rk kiL, AE 934 L FPRiLEH 13, 4 E
€ 11047 ¥ M4 4 13 (55%) -

B. iitbhz #th

£ 4] B.1

R R /A X ]

‘ [3o(E), 3A o] .
# NNN-=% }-1,2-7 = #£(0.0028469 ¥ B
B MAEA M 8 RAE A3 2 4)(0.0002372 3 F )7 vk ok
O EAVE Ny SUE TR Bk, BRBDLMNERH
RE NP ILER 24 F, BEMANNN-=ZF K-
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IR, BEBAE, $RAYYEYB LEhEHMOF
¥ B #r ik #618 (GR sk & ¢ CH,Cl,/CH3;0H 98/2 & 95/5),
WEEM R et BB ERAE, A€ 0090 2(76%,
B fEa), HAGYEMAE 2-HEEE A HCI2-% 8 #
AR B8E(1:2), #ALBhHBELIHE, EZ
0.045 %, k& 1tb4 1 (33%) °

%] B.2
R&iLbd 2 2 B4

N—-~O N Z
@f’ﬁm@m
(YT

H
[3ou(E), 3A O]

AP RS 8 (ARE A3 R #)(0.0024 £ F), X
¥ 82 (0.0288 ¥ F )& KF (0.0024 ¥ F)z2 A %A % H
KEMW AL 150CH#H SR, BEMARXT H0.0288 X F)
FHERBEIRAMAE 150C posh 18 /N6, K, H#R
A4 A CHCl, 28, # o 86y A # B 35k (NayS0y),

;ﬁﬁ%ﬁﬁéé,%&%%&W@L@éﬁ%ﬂ%ﬁ@

¥ ik #6 46 (R % & © CHoCL/EtOAc 2/1), ¥ % & 4 ik
R EE S, A YH A DIPE F ki, £
€ 1 0.890 LALLM 2(73%) -

T 4] B.3

R&ibbm3zUH
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[3a(E), 3A o]

ENRBETRE, EEHKXERNEAA P HILEYD 9

T eona (R4E A3 % £)(0.0003997 ¥
10 F). A ¥ 5% 8 B2 (0.0004796 ¥ F). Pd(OAc),
(0.000004 3{@)‘ Xantphos (0.000006 3 H )& Cs,COs;
(0.0005996 ¥ F ) 1,4-—v2 Q2 £ E A LR A, #
RE R A M4 100°C Aok 24 /85, B E v A Pd(OAc),
(0.000012 ¥ ¥ )& Xantphos (0.000018 ¥ H )it 4 R & &
15 A 100Chm#h 24 /05, EREREGMELIHEE
B, A CH,Cl, #% %8, & o Celite B8 3 4% 188 & %
B, %% Y& d Sep-Pak Silica Cartridge & #7 7% & 1t
(A #%#& © CH,Cly/(CH;OH/NH;) 100/0 & 99/1), % &
MRkt dAEE B AE, KA EGH A DIPE F kg
20 ¥, A& :0.100 % ZF &4 4 3 (42%)(Xantphos=9,9-
— ¥ A -OH-vh #5-4,5-— A )8 [ = X & B ]=CAS 161265-
03-8)
%) B.4
R&ibb 4z B4
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[3a(E), 3A o]

#% %+ AL &4 10 rmLNJA/\@ (AR 4E A3

[30(E), 3A o]
% 4)(0.0003626 ¥ ¥), Pd(dba), (0.00001 3 ¥) =
% B (0.000008 ¥ F). t-BuONa (0.0004945 ¥ ¥ )& 5 38
7 (0.0003296 3 F )3 F R(q.s. )X REMA Ny BT 8
FHRAERNEHF 24 0%, FE wAHE9H0.0003296
PEVE MR ERA WAL 100C#HH 24 N, R oA
KR ASMA CHCL 28, #4586 A %R IR
(Na,SOy), BE E Mg A B A%, HRYGMHEH Sep-Pak
Silica Cartridge & #7 /% &1t (VA % &  CH,Cl,/(CH;0H/
NH;) 100/0 % 99/1), A DIPE %%, £ & @ 0.040 %L &
“Kiue 4 (23%) -
£ 4] B.5
Bl bt S 2 W

2

[3a(E), 3A o]

R &S 2 (R B2 #4)(0.002949 3 F )R
HBr (25 ’%ﬂ')& AcOH (50 '%j'ﬂ‘)-i/tab 4&74’; 80 C /ﬁﬁl‘
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15 X, & R R A4 4%t mw A Na,CO; & 2| pH 7-8,
A CHCLEREMEB AN, WREMAEYE LESH
45 0 O % 4 B R s (R k&R ¢ CH,Cl/MeOH 99/1,
98/2), WE AR AN ERBER AL, HEREHA
DIPE %%, 28 05 i m#&itsd4m 5 (41%) -

% 45 B.6 |

R#&itbth 6 X B4

AJCK%

[3o(E), 3A a]

4% F 8k £.(0.0006451 ¥ F)w AR &IALE M S (AR

B.5 # #)(0.0004301 ¥ ¥ )& Et;N (0.0012903 ¥ F)#
CHCL (7T £H)L£ OCH#H 2R E-M, WRERLEGMLEE

W2 NEE, o AfFo ey NaHCO; Kixik, # A HKE
o, #9E(NaySO,), @B LM ER AL, RAEGH L
B EEbEMA o E RN KAEAACRER @ CHClY/
CH,;0H 97/3, 96/4), W% A & &4 iR et L H§ 5 B) &%
A& 10.100 LELILEHO6(51%)
T #] B.7
R IS X

. N—0 N(\N 7 |
=s¥econdiis

[3a(E), 3A 0]
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4 4-B S A-1,2-= F A 4 $£(0.0007646 ¥ F)ho A
R &b S (AR B.5S # 4)(0.0004779 ¥ F )7 THF (3
EMVZER, BREZLSHAEZBRHE 24 /185, KE
B B, 45 7% 9 M 4& & Sep-Pak Silica Cartridge & #7 &
41t (A % 7& © CH,Cl,/(CH;0H/ NH;) 99/1 & 98/2),
B MRk AR A, HAEHA DIPE F %t
B, AE 0210 £ 515 HT(713%) -
T 4 B.8
R&CeW 8z B

//Oi]::::[:ﬁfi:ji\v/i;::jr/A\T¢¢\\[:::]

¥ MALEH 11 B3 (R %
A3 #4)(0.014981 ¥ F)» CH;(ilz 20 BH)ZBRT
BN TFA (4 £5), HRERLESHEZBRRHA S5 D
B, 4524 % A Na,COs(# 4 % i )ik b, A CH.CL ¥
BRib ke, HE#ADIPEF#%k, A8 500 Z & &
feb 4 8(76%) °
£ %] B.9
R VI
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[3RS(E), 3aRS])

(9}

AN RBRTFTRE, EEHKXERNERALA LA X
B 2 b 48y Cs,CO; (0.0008196 2 F), A A REF A
HEANBAEEFATFTRXG £H4)F R A4 PA(OAc), (0.0391
% ¥ )& R-BINAP (0.0000527 ¥ F), &Kk A ¥ Rt

10 °

RS 58] (B A3 4)
(0.0005854 ¥ F )& N,N-= ¥ #£-1,4-2 = 5 (0.0007025
B A E AR A WA 100°C po#h 24 /N85, FH K v A N,N-
—F A-1,4-27 = B2(0.0007025 ¥ F)EHF R4 M4 100C
15 fo#h 24 B, EREMAHNEZR, A CHCL ##,
& Celite B JE E B4, % YG4H&d Sep-Pak Silica
Cartridge & #7 7% #b 41t (R % 7& * CH,Cl; & CH,Cly/
(CH;0H/NH;) 1% & 2%)i# A DIPE ##%, 2 € ' 107 £
ABRLIEESH I (B5%) -
20 £ 4] B.10
R&iLA Y 10 2 84

JoueTsage
oo ,

[30(E), 3act]
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AR A (45)

B2 RSHEe DIEAR CHCL, 4 £7)F %, &
BAERENEANRLILS Y 8 (RHE B H
#)(0.0002229 ¥ ¥) 4 CHCIl; (4 £ )+ &9 DIEA
(0.0004458 ¥ F)HA K5 # £ 0°C hu A T 8 £(0.0002675 3£
H), BMAASMAETBHEEI NG, REhARZELR
A by £ (2-B A T A)H(0.0002229 R H)E KRS Y
AFBRBFBE, FRAEMBIE, RELERIGHA
DIPE# %, A& 75 4 K &ILA4H 10 (69%) -

£ ] B.11

R&ibbh 11 2 B

N—0O N Z
/ODi"j)VI‘(\/I m
:N\/\N o

[30(E), 3a0]

LEHE&AESY 9 (RHE B9 L #)(0.0002886 ¥ F)A
CH,0 (0.0008658 ¥ F)# MeOH (4 £ )X R A% F v
A ZnBr, (0.0001443 ¥ ¥), HHEAFTBREH 15 584
Au A NaCNBH; (0.0004329 £ F), #AFHRERLEN
8 R 24 NBE, K1 FH v A CH,0 (0.0002886 ¥
H). ZnBr, (0.0001443 ¥ ¥)& NaCNBH; (0.0004329 %
H), 244+ A NHCI(%)it A CH,Cl, ¥ 8, A%
FAE nBE, B (NaSONEMER A%, BEAYHE
& Sep-Pak Silica Cartridge & #7 7 # 16 (R % & * CH2Cl,
B CH,Cly/ (CH;OH/NH;) 19%)3t A &k $c 4k, A€ ' 28 &
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HEm&iebS 11 (18%) -
F 4 B.12
R&iLb i 12 2 84

U@f?“m

[3RS(E), 3aRS]

P AL S 14 AN (A #.

A2.e # #)(0.0099 ¥ F), FRib4 2(R#E ALD &

#)(0.0149 ¥ F), KI(0.0099 ¥ F)& K,CO; (0.0099 £
H)m MIK 35 £24)z b mEQRTHRHE, FRRE
At HERGMAKFER, RHEA AcCOEt R, &9

Na,SO, 3.8, BE LAY, #RAEGHAYBE LE G A

Bl O %k B Mok 4 bR & ¢ CH,Cly/MeOH ,4%), &
€ 3.1 &b 12(62%) -

£ 1] B.13

R&ibeW 13 2 M

EUN?“

[3a(E), 3aa]

I (AR 4

d (3RS(E), 3aRS)

% H & ie b 12
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NaSMe/H20 (4.41 £ )% MeOH (42 £H)Z R &Mk
WATHHE2IBEAFTETHHBR, FARELER
5 TREEBFAGHAKFEALA AcOBt X, # A #
i NaSO 804, Bt A%, WREMWEYE L
A CH,Cl,:MeOH (1,2, 4%)E ARk k&b o ¥4
BHikhie, HRHhEAHKDIPEL S, € ' 0853
R &AM 13 (39%) -
10 T # B.14
R4ttt 14 2 84

EIX?“

15 (3a(E), 3aa]

f & # At A4 13 (R4 B.13 # 4) (0.000217 ¥ ¥)
& CH,0 (0.000217 3 F )4 95% #. % # £.1t 445 (0.00032
% F)mE HRE N e RS b A ZnBr, (0.0001 ¥
H), BEAEBEH IS p4K MmN MeOH (3 £ F),
20 BABHRBLAMERATHHEZIR, FRARER
10 NH,Cl ik #F it A AcCOEt Xk, A HME & &
Na,SO, 3.4, BE L A%, WREGHEAEZTALES
sep-pak & BB 1§ (5 %)%k 46 (3R % & = CH,Cl, & CH,Cly:
MeOH (1, 2%)), i A CH,Cl,: MeOH (2% )1k & i it

)
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& d HPLC #,1b, A & © 0.03 L &iLb ¥ 14 (29
%) -

E %] B.15

R&EALEH 15 2 Wb

(DDEN?“

fR&ALE Y 13 (AR B.13 #4) (0.00043 £ F)A
Et;N (0.00065 ¥ F )4 CHCl; (4 £ #) A kK& A 40 2 iR
St d m N F AR T EE £ (0.00043 X F)EHFAAIFHR

BRAMAEETREHBR, KAREREF4E NaHCO;
AR FHRIER CHCl, 38, #AME & d NaSO4 ¢
e, BIRLEAY, BRAYMWAALTT LED sep-pak #
B (5 %)% 18 GR %k & = CH,Cl,: % &1(109% ) & CH,Cly:
MeOH (2%), %% 4 A## DIPE & &, £ & : 0.6782
&b 15 (34%) -

& %] B.16
R&iLoh 16 2 HH

Y
[W SAR®
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HFARA (49)

15 A& 13 (R4 B.13 % #) (0.00026 ¥ F),
EtNCO (0.00041 £F F)R F X3 £H)XRE M £ F H A
BRALTSCHHEBR, BEBALLEERAEHAERE
F % 4& & sep-pak 27 B 14 (5 &) 16 (R %k & = CH,Cl,,
CH,Cl,: % & 1096 & CH,Cl,: MeOH 2%, & # 15 # % =
A DIPE & &, A% :0.0595 # & &bt 16 (43
%) -

ETFR(E1-4F 54 %S EAREEM—
BLEETHEG, 2HEHPERALEREMN -
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B7

A~ R eA (s0)

& 1 N— (\ = | X b
6
R / N\)\, e /\CR
d
R'_
N O
lLll
C Ex. -
o x R' --R" R" R® Phys.data
nr. nr.
5 | BS H H H - [3a(E), 3a0]
8 | B8 | ocH, H H - [3a(E), 3a0]
86 | B8 | OCH; H H b-F [3(E), 3a0]
(3(E), 3a0(]
87 | BS H --CH; H -
HCI (1:2)
88 |B11| OCH, --CH, H - [30(E), 3a0(]
17 |B11| OCH, —CH, H b-F [3(E), 3a0]
18 | Bl H --CH,CH, H - [3(E), 320]
105 | B9 | OCH, --CH,CH; H c-F [3(E), 3a0]
133 | B3 H NN H c-F [3a(E), 3a0]
116 | B9 | OCH, Y ) H c-F [3(E), 3ac]
104 B9 OCH; H c-F [3a(E), 3aa]
129 B3 H ) H c-F [3a(E), 3aa]
131 | B3 H ) H c-F (3a(E), 3a0(]
@ 99 | B9 | OCH, s H c-F (3(E), 3a0(]
#
27
;a" 98 | B9 | OCH, > H c-F [(3(E), 3act]
i ~
% 130 | B3 H [>~ H c-F [3(E), 3aa]
|
:’; 128 | B9 | OCH, [>k H c-F [30(E), 3a0]
4
W 126 | B9 | OCH,; H c-F [(3(E), 3aq(]
it il
Ep
%
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B7
A~ BHEBRHAE (s1)
& - a
Z X b
sUSApE"
R N. e P Cc
d
R'C
N (0]
L
C Ex.
omP B R' R' R" R¢ Phys.data
nr. nr.
30(E), 3ac
19 | BI H HaN e, CH, c-F [3dE), 3a0()
HCI (1:1)
97 | B9 | ocH, HN . H -F [3a(E), 320(]
20 | Bl H qul\/ H F |- .
e Cc-
- . HCI (1:1)
H
21 | Bl H NG CH, c-F [3(E), 3a0(]
H
N “
120 | B3 H /\’/ N~ CH, c-F (3a(E), 3ac(]
H
110 | B3 H Nl cn, c-F [3(E), 3aa(]
1 | Bl H | CH Ba(E), ac]
PN 3 ) HCI (1:2)
22 | BI H | CH b F Ba(®, 3a]
AN ? ) HCI (1:2)
23 | Bl H | CH F Bk, 3ac]
AN d « HCI (1:1)
9 B9 OCH3 /N\/..... H - [3(1(5), 33(1]
24 | B9 | OCH, N, H c-F [3a(E), 3aa])
@ |
% 11 |Bll| OCH, N, CH, - [3a(E), 3a0]
& \‘ 30(E), 3a0.
#i4 25 | Bl H CH, c-F Ba(B), 3ac]
A N M HCI (1:1)
B
a ,L
—‘; 122 | B3 H - \’/ N CH; c-F (3a(E), 3a0/]
%
4 " H
7 118 | B3 H A\/N . CH c-F (3(E), 3aq]
it ~~ ’
Ep
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a . a
X b
e [ BN
R / N / C
d
R'_
N O
}l{ll
C Ex.
omp | =X R' —--R" R" R Phys.data
H
N
111 B3 H D/ ~ CH,4 c-F (3a(E), 3a0]
H
119 | B3 H HO/‘\/N\/-. CH, c-F [30(E), 3a0]
121 | B3 H o | M CH, c-F [30(E), 3a0]
123 | B3 H <>N\/-. , CH, c-F [3c(E), 3a0]
9 | B9 | OCH, O, H c-F [30(E), 3a0]
26 | BY | ocH, ON N2 H ; (3c(E), 3a0]
27 | B9 | OCH, C\N N2 H b-F (30(E), 3a0]
28 | BI H C\N N2 H c-F [3a(E), 3a0]
29 | B9 | OCH, C\N N2 H c-F (3a(E), 3a0(]
30 | BI H O\/ H c-F (30(E), 3a0])
& 31 |BI| H HO CH, - (3a(E), 3a0]
iﬁ; 32 | B9 | ocH, HO CH, - [30(E), 3a0]
E 33 | Bl H HO .. CH, - | ABa(E), 3a0]
Z 34 | BI H HO .. CH, - B-[3(E), 3aa(]
Fé’ 35 | BI H HO ... CH, b-F | [Bo(E), 3a0]
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49 89 | 96 | s.1 52 84 | 92 | 77
1 89 | 9 8.2 76 84 | 9.1 | 85
31 89 | 89 | 76 32 84 | 91 | 77
54 88 | 91 | 76 89 84 | 90 | 84
75 88 | >9 | 8.1 10 84 | 89 | 72
51 88 | 90 | 78 66 83| 93 | 74
22 88 | 89 | 88 57 83 | 92 | 76
82 88 | 89 | 74 26 83 | >9 | 85
34 87 | 94 | 72 88 83 | 89 | 77
12 87 | 90 | 75 8 83 | 88 | 7.6
67 87 | 89 | 79 55 83 | 85 | 76
11 87 | 88 | 85 9 83| 60 | 83
47 86 | 85 | 7.3 25 82 | 94 | 8.
87 86 | 85 | 73 84 82 | 89 | 76
5 86 | 84 | 70 18 82 | 89 | 73
56 85 | 93 | 79 86 82 | 88 | 83
15 85| 9.1 | 80 137 821 80 | 77
50 85 | 9.0 | 78 91 82 | 88 | 75
35 85 | 89 | 8.1 106 82 1 79 | 75
69 85 | 89 | 7.7 16 8.1 ] 91 | 8.
6 85 | 86 | 7.3 59 81| 89 | 80
37 85 | 83 | 72 63 8.1 | 88 | 75
53 84 | 92 | 80 21 8.1 | 87 | 84
13 84 | 92 | 179 17 81| 87 | 79
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23 80 | 87 | 83 97 751 82 | 7.8
78 80 | 87 | 8. 112 75175 |15
123 80 | 85 | 8. 136 74 | 83 | 8.1
119 80 | 85 | 85 77 74 | 86 | 85
85 80 | 85 | 7.2 110 74 | 83 | 83
100 80 | 83 | 80 122 74 | 81 | 82
19 79 | 86 | 80 120 74| 82 | 86
4 79 | 86 | <6 135 741 76 | 11
118 79 | 85 | 85 68 74 | 77 | 718
70 79 | 81 | 70 48 74 | 15 | 6.8
29 78 | 88 | 85 101 741 75 | 6.8
90 78 | 88 | 7.8 115 741 74 | 76
27 7.8 | 85 | 83 30 73 | 84 | 80
7 78 | 83 | 75 73 73 | 83 | 72
14 78 | 83 | 75 39 73 | 80 | 7.1
139 78 | 81 | 69 105 73| 75 | 77
40 7.8 | 80 | 7.3 99 731 73 | 68
44 78 | 77 | 78 28 72 | 84 | 85
2 7.8 | .1 7.5 134 72 1 69 | 69
92 77 | 86 | 83 71 72 | 82 | 70
36 7.7 | 86 | 7.6 129 72175 | 68
45 77 | 17 | 7.1 58 72 1 15 | 15
102 77178 | 713 46 72| 74 | 65
93 771 12 | 64 126 72| 69 | 69
24 7.6 | 88 | 83 38 7.1 | 88 | 7.9
111 76 | 82 | 79 3 7.0 15 | 74
62 76 | 82 | 74 65 70| 75 | 5.8
132 76 | 15 | 72 103 710 72 | 69
64 76 | 718 | 66 113 7L 74 ] 72
41 76 | 716 | 68 72 70 | 77 | 62
114 76 | 17 | 75 80 |69 84 | 69
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81 6.9 7.7 7.2

130 6.9 7.6 6.9

133 6.9 6.9 6.9

96 6.9 6.9 6.7

98 6.9 7.0 6.6

104 6.9 6.9 6.5

109 68 | 75 | 74

131 68 | 73 | 72

108 6.7 7.3 7.1

125 6.7 6.8 6.8

116 6.7 6.8 7.1

128 6.7 6.7 6.8

79 6.6 8.1 6.7

117 6.6 6.9 7.0

94 6.5 7.5 6.9

127 6.5 6.8 6.7

124 6.5 6.8 7.3

43 6.4 6.9 6.2

121 6.3 7.0 6.8

33 6.2 7.4 7.9

60 5.5 6.4 5.2
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SUBSTITUTED AMINO ISOXAZOLINE DERIVATIVES AND THEIR USE AS
ANTI-DEPRESSANTS

The invention concerns substituted amino isoxazoline derivatives, more in particular
tricyclic dihydrobenzopyranoisoxazoline, dihydroquinolinoisozazoline .
dihydronaphthalenoisoxazoline and dihydrobenzothiopyranoisoxazoline derivatives
substituted on the phenylpart of the tricyclic moiety with primary, secondary and/or
tertiary amino groups, according to Formula (I)

wherein X = CH,, N-R7, SorO, R', R? and R> are certain specific substituents, with
the proviso that at least one of R' and R2 is an amino radical of formula N-R'°R"!
wherein R'? and R"" are each a variety of radicals, Pir is an optionally substituted
piperidyl or piperazyl radical and R? represents an optionally substituted aromatic
hdmocyclic or heterocyclic ring system including a partially or completely
hyd(pgenated hydrocarbon chain of maximum 6 atoms long with which the ring
system is attached to the Pir radical and which may contain one or more heteroatoms
selected from the group of O, N and S ; a process for their preparation, pharmaceutical
compositions comprising them and their use as a medicine, in particular for the
treatment of depression and/of anxiety and disorders of body weight. The compounds
according to the invention have surprisingly been shown to have a serotonin (5-HT)
reuptake inhibitor activity in combination with additional «,-adrenoceptor antagonist
activity and show a strong anti-depressant activity without being sedative. Compounds
according to the invention are also suitable for treating depression, anxiety and body
weight disorders. The invention also relates to novel combination of substituted amino
isoxazoline derivatives according to the invention with antidepressants, anxiolytics

and/or antipsychotics to improve efficacy and/or onset of action.
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