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C-L-XR4®mEs - T#&F% - 4k i A I (Etoposide) ~ & R
i (Teniposide) ~ 17a-C s £ % — 8 - T H B & - £ § 8# -
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Jﬂ’yxfiééwﬂéﬁ-’a%h\%(arﬁr"ﬁﬁﬁﬁﬁfﬁﬁ}%#ﬁﬁ])‘z
o - hFEHTE o HERXEZH > RATHRE
BEH R EA -
TAAABRAIKRETAARMGCR I B E T AL - B
£ &3 0 {2 R R 0 £ #k k4L F (allocolchicine) ( NSC 406042) -
Halichondrin B ( NSC 609395) ~ #k 7 44 % ( colchicine) ( NSC 757) -
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K 4 F 4T A ¥ (0 NSC 33410) - # % # BK 10 (dolastatin
10) (NSC 376128) - £ % # (maytansine) (NSC 153858) ~ #| % #f
( rhizoxin) (NSC 332598) - ¥ #5 # (paclitaxel) (Taxol® - NSC
125973) ~ Taxol®47 % 41 (4 > #7 £ 4p (4 > NSC 608832) ~ & X
# & 44 % (thiocolchicine) (NSC 361792) ~ = X ¥ X ¥ Bt M &
(NSC 83265) ~ % B & & ft & (NSC 49842) ~ # B &k & #7 & (NSC
67574) ~ % ¥ # ¥ A (epothilone A) ~ 3% ¥k # ¥ (epothilone) ~ &
discodermolide ( % R Service, (1996) Science, 274:2009) -~ # £ I

ra

T FREAAMNELREH Y » £ & > o > Bulindki (1997) J.
Cell Sci. 110:3055-3064 ; Panda (1997) Proc. Natl. Acad. Sci. USA 94:10560-
10564 ; Muhlradt (1997) Cancer Res. 57:3344-3346 ; Nicolaou (1997) Nature
387:268-272 ; Vasquez (1997) Mol. Biol. Cell. 8:973-985 : Panda (1996) J.
Biol. Chem. 271:29807-29812 -

Btz HEAABGEAAMEEEELEILEY -
wELLS Mo 2FrRA . FEHERARRLEHNED
(MEHELEH)RARY - EHERLTADFETHT
ERGE RS BHAEYEARRALITELEDRARDIZI S
G R T HREF AR F(E R 2B EHNZF
5.569,729 ; 5,565,478 ; 5,530,020 : 5,527,924 ; 5,508,447 ; 5,489,589 :
5488116 ; 5484809 : 5478854 ; 5478736 ; 5,475,120 ¢ 5,468,769 ;
5461169 ; 5440057 . 5422364 ; 5,411,984 5 5405972 : & 5,296,506
o) -
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Eﬁ%ﬁkﬁ%‘Pﬁ#}i%%ﬁ&ﬂiﬁéi%ﬁﬁﬁﬁiﬁ B P
$ % % B2 7 (Hawkins (1992) Oncology, 6: 17-23 ~ Horwitz (1992) Trends
Pharmacol. Sci. 13: 134-146 ~ Rowinsky (1990) J. Natl. Canc. Inst. 82: 1247-
1259) -
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* B H x m B H» #H (% R > Lopes (1997) Cancer Chemother.
Pharmacol. 41: 37-47) -
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Sci., 45(2): 145-150 «

AABRAEMAERZILE I AR T EERE HE
FHAE e — AT REFTEERSFTAHAIBRFTRSR
S A Bz ERAMERZI SN  HARTASHFAZ
2 ¥ # # » 4] 4 - Gaskin et al. (1974) J. Molec. Biol,, 89: 737-758 - %
R % A B 5569720% T R AR A A A BE A B IERZ A
LA RRA S - |

AE2AAHMBELRRBREFMEAMNI T EHARTRE
ZHeiH o it ABREBEFRAAFEEIRTY - Bbl A
T 2 # % 4b & B = & 8 Pp #lt # "Physicians' Dest Reference” (PDR) °
42 > 1996 & ( Medical Economics Company, Montvale, NJ 07645-1742,
USA) -
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HEEFAEABERR

hER LR FRAIETM A 2FXRHA CSa-REHI]
AR/ K2R 2 ¥ 4 B (= - I A # B (finastende) -
SKF105,657 ~ LY191,704 ~ LY320,236 ~ & & # Bx ( dutastenide) ) -

4 B ( Flutamide) - nicalutamide + tt + & A% ( bicalutamide) ~ LHRH#
& #| (4= ° £ ® %% # (leuprolide) & 3 F #& (zoladex)) - LHRH#
# A (4o - abarelix® & & 3% % (cetrorelix)) ~ 17a-# 1t &8 / C17-
08 2 & % 37 # # (4 ° YMII6 -~ CB7630 ~ & #| F =&
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IPA 4 O 1 O MH*=552
0.1%
DEA N]
N
(@)
l}l
BOC
(F — &4 R 44)
180.25| 106.26 F LCMS:
O ) O MH*=552
)
e
N
BOC -
(% =& EHH) . :
18026 106.27 | 98 2 nex : LCMS:
JIPA 4 0\)< MH*=620
Sile Ve
DEA
B
N
O
N
BOC
(£ — &4 ERdh)
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A7
B7
E/RR %B}]:&Bﬂ (151 ) “a
) 180.27 | 106.27 LCMS:
0\/l< MH*=620
.10
D
N
O
N
BOC
(% =54 R i)
180.28| 106.29 |95 : 5 hex o_~ LCMS:
“IPA 4 ‘ 1 O MH*=578
0.1%
DEA Nj
N
o)\
BOC - .
- (§ — 54 R AAD)
180.29 | 106.29 o~ LCMS:
D
e
O
N
BOC
(% =& E4D)
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A~ BARA (e )

180.30| 106.28E ' \/A

180.31| 106.28E | 95:5 hex \/A LCMS:

“IPA 4 o MH*=604
0.1% 2

DEA

BOC =
(F =& R i)

[180.32 | 106.28F |98 : 2 hex OCF; LCMS:
IPA 4 O 1 ‘ MH*=646
0.1%
DEA e Nj
N

0)

N
BOC
(Z—irEHY)
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&~ BERARA (1 )
180.33 | 106.28F OCF, LCMS:
VLT | iets
N
H3C j
>r£~
O
N
BOC
(B =& R
180.34 | 106.28G [99: 1 hex| FiCO LCMS:
(IPA & O 1 O MH*=662
0.1% |
DEA Nj O
:quN
0O
o
BOC
: — B L ARA)

180.35' 106.28G F:sCO LCMS:
@ 2 Q
>([N] O._-CH

)
BOC
(& =& EA44%)
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£ BAHESA (s )
180.36 | 106.28L | 93:7 hex | FisC_~ ci LCMS:
[IPA 4 U MH*=637
0.2% S
DEA Nj
Y
O
N
BOC

(F—BHEMRY)

180.37 | 106.28L FaC~ Cl LCMS:
. Nj
oY
@)
)

BOC
(% =& EWHH)

180.38 | 106.28M |95 : 5 hex OCF;y LCMS:
’ IPA & ‘ : O MH*=604
0.2%

DEA Y[:j

@)

N
BOC
(% — B EHAY)
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AT
B7

EA

~ B (e )

180.39 | 106.28M | OCF3 LCMS:
O 2 O MH"=604

w
0
O

(§ =5 B i)

& 4K 181

o, @

R,

o)

5 EA

£O0CTF » ACHCL(30EH)T 2R AERMHTH 10X A H
(164% » 706% ¥ F ) A NaHCO; (1.19% * 25 &) » & v
AL H®BRE(0BEIF P 1IE E) LB IERERIRE
Er B BERABEHE  ARRBRRABFTAKRATLER
i B ACH,CLE /7 28R A Na SO, & & X A B £ 4T &
ko BB EABREMSTRITRE - AR ED(22
% N%EE)VLABE -S4l F&A o LCMS:MH* =353 -
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A7
B7

B @}Bﬂ;i&fj (166 )

=
>([ ) >(OENJ o

ACH;CN (S0E#H)F 2R ALUHBTHFISI FHRMAZZAE W
(22% * 623 £ F )R K,CO; (1.72% °» 208 &) F * w AN-
BOC->5 & ok "# (135% » 128 ) - A B I TR MWHEE
B2 AW BRAKBITHE - AEOACER A HF X &
o AANaSOM &S 2 A M EITE K BE - E &
B4 o £ ASOSOZEOQAc: TR iERELEN&Z » AWM X E
MeibZal 2 Hm(0T775 0 2% & £) - LCMS: MH* =459 -
¥ B C

o

B EOH(0EH)P 2R a8 EH T H 181 B AW
(077% * 168% £ ¥ )~ F B 42 (212% » 20% &) ~ & 10% Pd/C
T (148% * S0EE %)M B EBMALLE - AHKHHFZIE
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AT
B7

B~ B (6 )

ko rBEGey ELEBRRE BEITRE  HEAKDE
# CHCL¥ + & 2k kK # 47 &k o & A E A CHCLT 2 7% <
(7% # MeOH¥ % 10% NH,OH) i& & % & E # & - A K K B 4 &
o3k WA 4 (0574 » 92% & %) o LCMS: MH* =369 -

+ D
ccn
)
BOC

>([N I/\N/

O N\)
EhAA LA UBETFSHEEBEAZIALZ  ERAKEA
WHEEMISl FECZ A S EH LS H(014R

16% & %)  LCMS: MH* =603 °
&4 F #1181.11

A Y

EHAA LRSS BEHI8 FEAFEF AR AL
MA R BT MO EBIIALLYRA - EH LRSS

4 o LCMS: MH* =497 »
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AT
B7

A~ BAHA (s )

%% F ] 181.12% 181.13
HUHRALRLEHTH 181 FHBFF &K H 4868 2 iF 42
AR B RI2ZIM2 P 2o HERAK - B 6503 %121 #
3(CMPD) ¥ Z 1t 4 4 :

£12.1
LR 2 CMPD
%l 1 3 .
181.12 HsC\[“j C'C' LCMS: MH"= 531
u “CH, N

ZT

181.13 Cl ‘ O Cl LCMS: MH"= 531

HaC CH;

=
\—/
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A7
) B7
A »ﬁ\ﬂfjg}t% (169 )
HHT 618
+ B A
c

ff’c ()
w"1

EEET’&KEﬁﬁ?WNié%wﬁi’m%ii)
&4MHC|/;v%=aii(s.o%#)qvé%#mé}&i © 3B AR R R
FRATRSE - ACHCN (10E ) B B m & 2 4 - EHE g
:Edii;@ﬁ&ﬁ%‘wmmii@%#a@ziﬁﬁ’ﬁ%ﬁ%ézé%(o.os
% * 25% & %) o FaBMS: MH* =653 -

$ ®EB :
C'

#F BT » 4 111X CHYCL : HCOHT 2 & & & # & #{ 182 -

%%Azémmom’oosz;agfii)a‘%#s'bﬂ% B R & 47

@Illb°'{iv,< ﬁwbé h ‘QFE. m’ﬁ*ﬁlﬁig'{‘%#—f:‘ﬁ
R o A B CHCLY 2 1% (3 % MeOH® 2 10% NH,OH)
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&OyE

A7
B7

A~ BEAHHA (170 )

£ 35 # CHClL, ¥ X 20% (5 # MeOH¥ X 10% NH,OH) = # & #
B AR AR LEAYREH(00IL - 8% A F) - LCMS:
MH* = 460 °

% i R 4] 183

CCI ccu
QoD

ETR T &R E Y4 F # 150 &4 (035% » 0598 X F)
AAEN_TCLHEPZAIMHCI (4E )T #3055 - £ R B #&
BT RERBLIER - BB RBYEHCHCLY » £ A
IN NaOH # 47 ¢ fo » £ 8 - F A Na,SO. % & #& 4 £ 17 &
ko B EBEAITEE 0 XA A A — B (03l 0 4% A
2) ARk — S sl F#/A - LCMS:MH"=488°

|
Fdcamnsden

AN,F * BB A TFTXEHO6IZEY(LO0L > 2208 X F)
% HCOONH, (2.77% * 440% 3 ¥ )i # & kK MeOH (30 4t ) ¥
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A7
B7

A~ BRHFA (1) .

Z K% v mA£ KMeOH (20 # ) ¥ 2 10% Pd/C (1.17% ) 8 ¥
¥ oo EN,F #4344 160 8 4% 2 4] A 250 CH,Cl, (250
EZ2H)F > BFEBH ELHEITEBE -  REEH - FAMNXK
B oot b 3% % & 4 (& A E A CHCLY = 11% MeOH (10%
NH,OH)) * "A & 4 555 % (87% )< B # -

2 4 T #]240

ﬁé:

Dot

P A AR EH T A9 FEE AL HL00R
(220 L F )R B FTXEHO62Z 24 0 H1L & &520%F %

(81%)x B 7 -
W4 F ] 241

chTl — []

#(-)-3QR)- £ A E-2,5-5 Aot —EA(SA)(NREXF)FE

z*x;J(THF(1675:€-ﬂ')“P EHEERAHEOC - £205
4 x B M AN > & E A A E A &Kk THFY 2 IM LiAlH & &
(11525Z F)(1I525Z £ F) - R AW B ESCEFTE

-177-

£ 4T
(9201

ABEREM M EERELE(CNS) A4S (210X2972 %)



1329108

(%41

A7
B7

& ‘?;’&Bﬂ:fbs}] (172 )

S

LS BF B AESC THEHICH - B A8 K(3TSEF)E

HEmABEZIRBRAH T » B A INNaOH (2125 4) -
BB ABAK(ISEN) - ATEHETE(LISH)ERZEZR
bdh o B HE BT E A(MgSO,) BB BHAEBEEH - L
BB E R E(4AX652 5 ) # A3% ~ 4% ~ 6% ~ A% X (iE
AFTHEFZI0%NHOH)-— K FRELEWNR HEZRBY
#AT R W 0 R E A M AE (245K 0 58%)  [alp?STC +3.7°
(c=57% % / 2% # MeOH) -

% 45 K 4] 242

O
OoH _ CH3

Nl oSN
Hy Oj\ O)\/O

C CH;

B A EXE H R 2241 2 H (5528 (4332 EF )&
£ KDMF (167Z 3 )F o mA4-F K5k (0476 ) (433
EEXEF)1-B3-=mFEARA)3-2EARLL_BEKBEAY
(830 £)(433E X F) ~ 1-72 & X3 = £ (5852% 2 )(433%
¥HF) s AN-Z & A X S obw-4-8 8 (8023% £ )(433F £
F)» EAARKLT  2BCTREFXZRSHILIE - HHR
LW ABEYR  BREBRBDEA_RTRYF > Ehfaf
Z NaHCO; 7k i& % i # ° '

#HE KR FPRE EITEK(MSO) > B > EAEE x>
BEBBETAE EQXSA ) A% (EAFTHFZI%
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AT
B7

o /ﬁ‘B}]Ei{,Bf] (173 )

NHOH) - — R PR ks iEhk  HHZABHEFTEMN > A
E X ZAMI25% 5 98%) - [a]025°C +16.6° (¢=56% % /2%
# MeOH) -

) £ 4] 500

T S

@)

AR A Y4 K #1832 & #H (0154 » 031F R F)iE # CHCl,
(58 # )P Z0CERTFT » w ATEA (021 9 » 5§ F) R
TMSNCO (041E # » 105 %) - #HF KRB R4 4 - LI TLC
BE = A4 WK % Ak (304 48) o Jm A f8 4w X NaHCO3X ¥
b RA c BUACHCLEITHER - ANpSOH &S X HF#H P E
irE ko BE - BEMFRSE & A IEMNCHCLY 5% (& #
MeOH¥ % 10% NH,OH) 4 & & 47 % * A AR baa N
A4 o AA A — B (010% ° 61% & %) o LCMS: MH* =531 ;
mp=115-128C *

£ 1] 501-558.22

EHEAALETHSFEEMRAZIARZ  RAFTHAERKNM
W2v Lo (LA XA EHTHIBR RO F &
A#AZN-BOC-& R EREH) %M k14443 (CMPD)
vz E 4
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Iz

A7
_ B7
A~ B (e )
* 14
4] 2 i 3 CMPD
501 cl Ci LCMS:
]
c c MH* = 469;
Mp = 80-85°C.
N N
:] 2 HCI ]
N N
07 NH;
502 C ci C Ci LCMS:
N Nj mp =103-109°C.
) O
N
H
o//l\NH2
503 A | cr LCMS:
0.0

mp = 112-117°C
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B7

A é}aﬂﬁéaﬂ (175 )

504 OCF3 : OCF3 LCMS:
N N mp = 101-105°C
j - 2 HCI j
N N
N
H
O)\NHz
505 . CF3 CF3 LCMS:
O MH* = 545;
N . N mp = 106-111°C
j - 2 HCI j
N N
(@) O
a
O)\NHz
506 | C Cl C I LCMS:
499 O LT | wr-ses
N N mp = 141-160°C
j - 2 HCI j
N N
(0]
N
i X
0] NH2
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A7
B7

B~ HRARA (s )

507 F F F F LCMS:

N N mp = 95-101°C
:] -2 HCI :]
N ’ N
0 )
N
N ‘
O)\NHz
508 F F F F LCMS:

N mp = 122-127°C

> CI CCI M:IC ZA ::;3;

N mp = 97-101 °C
e NN e
7~ N N |

B

=z
T
I
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A7
) B7
A~ B FA (177 )
510 — | — Cl LCMS:
\N l 1 Sy l 1 MH" = 512;
N N mp = 90-117°C
j -x HCI j
N N
o) o
N
H A
O NH2
511 2 Ci 2 Cl LCMS:
SN2 SN MH" = 512;
N N mp = 82-93°C
:] - x HCI :]
N N
O
07 “NH,
512 Cl | LCMS:
Cl
Z c “ MH* = 546;
g | 1 x 1
N N mp = 113-117°C
N N
] -x HCI j
N N
_ (@]
N
N
H O)\NHZ
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510

A7

A~ B (115 )

513 l | LCMS:
@ ! @ ! MH* = 546;
Sy SN mp = 107-111°C
N N
j -x HCI j
N N
O O
N
N )y
O NH»2
514 BR_~ [ BR A | | LCMS:
| - s _ zan.
SN 1 _ N 1 MH™ = 590;
N mp = 92-97°C
b - x HCI j
N
. N
H a4
07 "NH,
515 BR__~ ! B ~ | | LCMS:
> l 2 N 2 MH* = 590;
N N
N N mp = 81-87°C
) - x HCI j
N
N
N j\
O NH2
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B7

A~ BREAA (1o )

LCMS:

516 TN B~
N | 1 x> | 1 MH" = 556;
N N
N N mp = 115-120°C
j -x HCI j
N N
0

IZ
O>_
Z
T

B LCMS:
I MH"* = 556;
mp = 110-115°C

518 B

7\

@}U

519 | BR_~ OCF; | B LCMS:
\N| 1 \N| 1 MH* = 640;
N N mp = 116-121°C

TZ
O
: }—z
z
T
N
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AT
B7

o BREES (50 )

520 _ CF3 | B~ I OCF3 LCMS:
< s A2 MH" = 640;
N N
N N mp = 119-125°C
j - X HCH j
N N
o]
0 NH2
521 _ CF3 | Bh__ I CF3 LCMS:
< M < AU MH* = 624;
N : N mp = 126-132°C
j - x HCI ]
N N
@) O
N
H OJ\
NH,
522 Z CF3 B~ F3 LCMS:
<o < Mo MH* = 624;
N N mp = 121-130°C
j -x HCI j
N
O (@)
N
H A
(o] NH2
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AT
B7

E BEASLEA (5 )

523 FiC~ F3 Z LCMS:
N l 1 N l 1 MH* = 546;
N N mp =102-106°C.
j - x HCI j
N N
O O
N
O)\NHz
524 Fil~ Fal~ LCMS:
Na I 2  Ng l 2 MH" = 546;
N N mp =123-127°C.
j - x HCI :]
N N
lf:l’
o)\NH2
N N mp = 87-1 19°C.
/\/[ j X HC /\/[ ]
~No N ~o N
N
" A
07 “NH;
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B7

A~ EAHHSA (g )

526 2 Cl LCMS:
SN MH* = 514;

N mp = 75-79°C

O @)
N
§ A
. O NH2
527 c c Cl LCMS:
O | O | we-san
N mp = 105-109°C

C ==

N mp = 103-107°C

Iz
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AT

A~ BEAHA (15 )

529 F F F F LCMS:
O O MH" = 513;
N N mp = 91-97°C
\/\/[ j ‘2hCl \/\/[ j
N
O (@)
N
O)\NHz
530 C Cl C Cl LCMS:
A O LT | s
N ' N mp = 93-93°C
SeL RN e
N N
0] o)
N N
H
07 “NH,
531 ] I LCMS:
QT | e
N N mp = 99-102°C
] -2 HCI j
N
0] 0]
O NH2
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A7
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Ao~ B (15 )

532 N CN LCMS:
N N mp = 129-133°C
Y[ ) 20 YU
e} O
N
H
O)\NHz
533 F F [3 F LCMS:
N ' N mp = 108-111°C
:] . 2 HCI :]
N
o OJPD
N
H
NH,
534 | C Cl C 1 FABMS:
SV<gc
N N mp = 126-130°C
[: :] -2 HCI [: :]
N N
N
N j\
O NH2
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535 / l _ t LCMS:
“ N s A MH" = 497;
N N mp = 75-83°C
Lo | L
0] o}
N
H
O)\NHz
536 / Cl _ LCMS:
\N I 2 N l 2 MH* = 498;
N N mp = 85-89°C
j - 2 HCI ]
N N
o) O
N
H o)\
NH2
542 Cl Ci LCMS:
O 1 ‘ O 1 O MH*® = 511;
N N mp=  °C
) -2 HCI j
N N
. o}
N
h A
0% “NH,
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B7

£~ B (1 )

543 | Cl LCMS:
9BY AT | o
N N mp =79-83°C
j -2 HCI j
N N
0] (0]
N N
H
(@) NH2
544 OCF, OCF3 LCMS:
O 1 O MH" = 561,
N ' N mp = °C
j -2 HCI j
N N
o)
N N
H
07 NH,
545 OCF; OCF3 LCMS:
3¢ QL i = 1
N mp = 51-65°C
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A7
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B~ BEBAHEHA (57 )

o

546

mp =107-109°C

CF3 LCMS:
1 O MH* = 545;

T=
@)

}_
T

N

N

547 CF3
O | U

P
Z

mp = 84-88°C

CF3 LCMS:
O MH" = 545;

=

(@
>_

=z

I

O | AT e

mp =110-114°C.

Iz
®
>—
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B7

B~ BHAHEA (g ) “

549 c | C l LCMS:
e T | wr=sss

N mp = 91-93°C

Iz
@)
=
Z
X
N

m

550 | Br~ Ci _ LCMS:
. K MH" = 576;
N mp = 89-109°C.

Iz

N mp =105-124°C.

/[ JIELE /[ )
N
Ke o

N
H
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552 c C Cl LCMS:
C O O ‘ MH" = 517;
N N mp =100-112°C.
/E 2 HCI j\
N
N
H
O)\NHZ
553 C Cl C Cl LCMS:
(O DT | we=san
N » N mp = 99-108°C.
Yo |0
\‘\"' N \I\"' N
N
O)\NHz
554 LCMS:
MH" =436;
mp = 106-112°C
HC
N N
N
i A
0% “NH,
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P/ %B}]:ﬂ:a}] (190 )

555 C I C Cl LCMS:
‘ O O O MH" =546;
N N mp = 119-127°C
j -x HCI j
N N
S DS
) Q)
N .
H
o)\NHz
556 Fil -~ Fs N LCMS:
Na | I\J = MH"* = 546;
N mp = 98-101°C
j -x HCI j
N
% 0
N N
H
c%\NH2
557 | FaCO O ‘ OCF, | F3CO /| OCF; LCMS:
MH"* = 645;
\ s
l Y I . mp = 85-91°C
N N
] - 2 TFA ]
N N
O O
N N
H
PNy
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B~ BERAHE (9 )

558 O\/CFS O\/CFJ -

558.10 LCMS:
| Q™ |
1 1

mp=100-104°C

N
o"L\NH2
558.11 ' LCMS:
0\/A 0\/A MH*=547:
2 2 mp=65-68°C
N N
j - 2HCI j
N N
(@] O
N N
H A

07 “NH,
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A~ BB (0 )

558.12 LCMS:
MH"=589;
mp=92-103°C
N N
H
07 "NH,
558.13 OCF, OCFy LCMS:
) O ) O MH*=580;
mp=95-190°C

Iz

NH,
558.14 | F3CO F3CO LCMS:
L0 |00 | e
mp=59-83°C .
N. O._-CHs N O._-CHj
Sekave
N N
o - O
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B~ BB (15 )

558.15 | F3CO F3CO LCMS:
L0 [TOLD | At
mp=87-99°C
Nj O._CHj Nj O._CHj
>([N >r[N
2 HCl
o) o)
u N
O"L\NH2
558.16 | F3CO F3CO LCMS:
VY ALY | s
' mp=65-68°C
N CH, N CH;
)& RN
N N
2 HCI
o) o)
N N
H
07 “NH,
558.17 |. LCMS:
A A =561
OCF, OCF3 mp=95-101°C
) )
>r[N -2HCI >([N
o -0
N N
O)\NHZ
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€

B7

E > BAGH (o0 )

558.18 NHSO,CF3 NHSO,CF5 LCMS:
OO i,
mp=97-101°C
N N
j - 2HCI A]
N N
0] (@)
m N
O)\NHZ
55819 FZ!C Va Cl FSC a Cl LCMS:
N | 1 N I 1 MH+=580,
X X mp=123-127°C
N N
>([ R Y[ )
N N
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# 17 % 4% 1% HPLC ( st CHIRALPAK AD¥ £ - 4 A 9552 T k&
%4 01%DEAX IPAE B E#H &) > R L2 4bd& 4!
WA EH609.63(HF —EH EHMAp-1) 1 LCMS: MH* =603 -
W EH609.64(F —FEH EAHmap-2) ° LCMS:MH =603 -
F 1] 609.75

Q" ““
SoR z

N N

PN P
ETRT BMABLHERAETH 21444 (0053% » 009%
¥ HF)AMeOH (102 #) R INNaOH (01Z H ) F 2 & & - £ #&
REHTRAEEZRBARAY - BEZ AR E M IEHCHCL (1
£ 4) H A AHOBt (0010% ) ~ = F ix B 8 1t 49 (00152 ) »
DEC (0.015% ) ~ R TEA(OO06E # ) £ A £ B TR AR H /AT
BziRbdM e  EHERRBRREASH T A MR ZNHCO R F 1k
BRA » EACHCLERMIFZ RS - ANaSOH L& 462 %
BTk ko BE - EARRGHTEFRE - RAE
# CH,CL¥ Z 10% ( 7 # MeOH¥ Z 10% NH,OHIE & ) 1 & & #
Z o AR AR K4 ibmAE A (00198 » 54% & F ) ¢
LCMS: MH* =577 ; mp=64-68C °
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A Mel (001 # » 1.14 &) A K,CO; (0066% > 5SE¥)* &
ZENBHERIEA)FT R g F #6092 & 47 (005% » 0.10
FEF) AAFTBRTRABHAFIER - £ RRBRGEH
TREEZRBRRSYH » B & A EMHCHCLY X 5% (& # MeOH
v 2 10%NHOH)ZE R bE#H ik ANEAEMHG&LIZAR
Z % (0.051% » 94% & £ ) o LCMS: MH*=541 ;

mp = 64-66C °
T 7] 611
N Nl

AN, T » #THF (40 )M AR 8 R B T #1122 &
(200% * 386%F & F)ix# & K CHClL (40 ) +F 2 0C HE &
o ZAOC THHEHEZRASMISHE  H A6 3 X TFA -
AAEOC THEEHFI0N4E - 4% RS 4 4E £ B R KCO; (5
%)L * A AHO (200% #) » H Xk CH,Cl, (4 x 30% # ) ¥ R %
Bod o ANaSOHERMB BT X K BE > HAREFE
Bl o MMM EENEKCHC, (30EH)F » & A A0

(0.79% * 1TTE L F)RTEA (1954 > 193 X F) - AN, T #HH#
WO A 24 B v 5] A #8 F2 2 NaHCO; (S0E #) ¥ * & A
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CH,Cl, (2 x 308 F ) i 47 3£ 3 o vA Na,SO. %t # & = H R 4 # 47
£k BB AITBIE o 2 A E A CHCLF X 7% MeOH ( 10%
NHOH) * AW AR HbbZBE S A A 1637 (92%)X B
2 o LCMS: MH*=462; mp=65-71TC -
BT 1611161124
N AR HmTHOIMAEFARREZRAE £ AM2
Pz REDE L HAAAWMITEY

4
UHRTH - 2 W 3 CMPD

611.1 ‘ , ‘ , : ..
RSk wxo
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611.2 FiC FaC
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Yy o 624
F N @]
7([N] 3 j £ TFO | Mp = 80-85°C
(0]
O
611.3 - SCH3 SCHs
O O O ‘ LCMS: MH* =
522
N_ - N o
j ] 1 Mp = 78-85°C
o (@]
6114 CFs | CFs
LCMS: MH* =
QL) oue 612
CF3 CFa
N] Nj . Mp = 70-76°C
A o [
fe) O
6115 Q o F
- O X O O X | Loms:MH"=
o 0 556
N N 0O
j j a1 Mp = 76-83°C
o) (@]
611.6 SO2CHy $02CH,
O O O O LCMS: MH" =
: 554
N N 0
j ] g Mp = 90-104°C
0] (@]
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N N 0
j j 1 Mp = 64-70°C
@] O :
6118 SO,CF; SO,CF, .
T O | e
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N N 0
j j 1 Mp = 84-89°C
(@] )
Nj Nj 0
o) 0
611.10 CF, CF,
o~ o~ LCMS: MH"* =
§ i 534
Nj N] 0 Mp = 58-61°C
0o (0]
611.11 CF3 CF3
o o LCMS: MH* =
\ \
NS NS
Mp = 69-75°C
N N
J J 1
o] O
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O
(@)
O
611.13 Br Br |
O (O | e
556
N N
j j j\ Mp = 69-76°C
o] O
511.14 Br_ ' Br
O[O |
542
N Nj o
j Mp = 82-88°C
\/[N NBoc Y[N/ N/u\
J
0] (0]
611.15 CFs CF,
O QLT | e
564
N Cl N Cl 0
j :| P Mp = 71-77°C
O (0]
611.16 SO,CH, SO,CH,
LT [ QL™ | g
554
! .
j j j’,\ Mp = 95-98°C
(@]
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611.17 SO,CH; SO,CH3
T [ QL [
~ 554
N N o ’
j j T Mp = 93-96°C
O 0]
611.18 ‘
L0 | L |
0 0 556
N_ O N 0—74
F FO o
j F j F Mp = 65-67°C
(o] @)
611.18 | ‘
O ) ‘ O ) O LCMS: MH* =
0O 0 556
N Ny OA o
j F ] F Mp = 70-72°C
(0] (0]
611.19 CF3 CF3
LT | QLD | g
530
N N o
j j 1 Mp = 73-76°C
0] (0]
611.20 | CFs CFy
O , O O , ‘ LCMS: MH* =
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N N o
j ] )i§ Mp = 74-77°C
o) O
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LT [ QLT | wnsger-
608
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(o] (@]
611.22 SO,CF, SO,CFs
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N N o
] j T Mp = 91-94°C
O (0]
611.23 SO,C(CHa)a SO,C(CHa3);
SV Sl [e We g e
596
N . N o
j j )§ Mp = 92-96°C
N~ " NBoc 4E\v/l:::T
o%\/\) 5 ,
611.24 SO,C(CHa)s ~SO,C(CHa)s
O ) O LCMS: MH* =
' 596
Nj j Mp = 107
p = -
m%e 7(5\/01)'\ 110°C
() 0O
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b - AOCC FTHHEHERLAYI5x 4 - FH M ALIE X TFA>
AAEOC THEMEI04 - HER S M aE £ B M KCO; (50
£)E o fw AHO (200% #) + B v CHCl, (4 x 30 1) & R #%
ol - ANaSOHE R BT E k> BE - BRAES
Bl o WM EMENELKCHC,(30EH#)F » & ATEA
(195% » 193% ¥ F ) &R TMSNCO (444% » 386E X F) - AN, T
BHZRSHIDE > £ A4 F X NaHCO; (200 ) F » & ¥
CH,Cl, (2 x 30 # ) # 47T X IR - A NaSO# & & X E R 4 & 47
£k B BABER - & MK S CHCLY 2 11% MeOH
(10% NH,OH) » A P A B Ar b b E & & dh - & £ 151% (85%)
% B 52 o LCMS:MH*=463; mp=100-107C °

4K 561216128
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Mp = 105-
JEN p

7\/51\/0%@ 7(51\/0\1 NH, 112°C
o 9

612.4- . CF3 CFs3 A
LCMS: MH" =
A, QL 513
CF3 CFs

N N Mp = 104-
j ] JOL 109°C
(@] (@)
612.5 o F o F
O x| X v Mk -
© 0 557
N N o
j ] 'S Mp = 107-
e S G e
(o] O
6126 SOZCH3 SOZCH3
AT QT |
555
N N
j j )OL Mp = 132-
wBoc \J\/Ol NH; 141°C
(o] (@]

612.7 SCF; SCF;
AT O™ | e
577
N N o
] j . Mp = 98-105°C
N NBoc )N\/@ NH,

o 0]
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612.8

SO,CFy SO,CFy
O LCMS: MH* =
609

\V/[ j Mp = 110-
)\/Q NBoc A 115°C
(o]

*“%:

T #1613

.

j 0]
AVO’L

AN, F & KCHCN(1EH )T 2R A £ M ¥ #2392 &
(30 % 010E X F) - RAEHE #76x & #(30€ % >
0IlE E HF)  Nal(ISE £ > 0108 £ F) ~ R K,CO; (60 % °
045ZE L F )2 R A BEHLEF AU - BHERESHEZR
5% % K,CO; (30€ )% » B RACHLCL(3x10E # )& 4T EF R °
ANa,SO B ERMEHMEKR S RKEER BRAER
CH,Cl, ¥ % 3% MeOH (10% NH,OH) + #x P§ % B #7 & 1t 3% &% #
4 » A % 36% £ (66%) B 52 o LCMS: MH* = 546 5 mp = 113-120
C .

E 4] 614-628

EhAALRYEHTHOBMAEF AR AAE - &AFH
31682 F Rt E£H XKIGM3I(CMPD) T Z A 4 -
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N £ Na I MH" =497
Cl 'Nj o
Lo
O
615 N [ /N | O ! LCMS:
I g i = 546;
mp = 110-115°C.
616 LCMS:
MH" = 552;
mp = 95-100°C.
617 | Fs3 F3 | F3 F3 LCMS:
O QT |- ses
Ci Nj o | mp=95-100°C.
7ot
o)
618 / Cl 7 Cl LCMS:
| | AL =
S S MH" = 502.
Ci N] o
O
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619 ! I LCMS:
</V ‘ {7 MH" = 503;
S S T
Cl \ Nj mp = 82-87°C.
Y()\/Oi
0)
620 Cl O Cl LCMS:
IleeVs
Cl N] j\ mp = 105-109°C.
TLO
0
621 Ci Cl LCMS:
D | AT |wwre=san
= Cl rJ Z Nj o mp = 115-121°C.
YSN\/O,J\
O
622 . [ | LCMS:
O O O ‘ MH* = 547,
Al _N Cl I ,\/N/[N] o |mp= 103-109°C.
623 LCMS:
MH* = 547,
mp = 111-117°C.
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624 OCF3 OCF; [LCMS:

O T e -sos
O cl O N] o | mp=95-101°C.
Y[ﬁv@k
(0]

625 N O l NS O l LCMS:

S \ MH* = 547;
O C ‘ N] o |mp=116-122°C.
oM
@]

626 N7 l a LCMS:
g O O MH* = 497.

627 S ! Cl LCMS:
. w MH"* = 502;

Cl Nj o mp = 77-85°C.
A o
0]

628 AR AR LCMS:

S S S S MH" = 474;
OAc Nj j\ mp = 50-56°C.
Seps
O
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T 5] 629
C

AN, F » # & KCHCN (1Z£ 4 )F 2R a K& T 42402 &
(30 % > 010 EF) - RaiHm T 762 EH(30E R
011 £ F ) Nal (158 % » 0.10£ £ F) -~ RK,CO; (60F % °
OASE L H )X RAHBHETA24ME - HFARSGHEEZE
5% % K,CO3 (30 )% » B A CHCL (3 x 10 )£ /T HE R -
ANySOBt 4 o2 ERPEITH A ABEEMN BRAZR
CH,CL ¥ % 11% MeOH (10% NH,OH) > »A P§ 7& B #f # 1t 3% & &
3 o B A 27% % (49%) < B 8 o LCMS: MH* = 547 ; mp = 128-138
C .

£ 1] 630-635

Ey A ALy HTHOmEFRMRAIARE  &AFR

21TH2F 2 &t EH K1ITHMI(CMPD) T X B 4 -
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pope o 2 3 CMPD
630 NS | N l LCMS:

! % O \ | MH" = 548;
N mp = 141-

j 1 145°C.
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631

—=
/

=

LCMS:
MH" = 548;
mp = 127-
135°C.

632

L=

LCMS:
MH" = 548;
mp = 143-
147°C.

633

LCMS:
MH" = 548;
mp = 136-
140°C.

634 |

=z

LCMS:
MH* = 548;
mp = 135-
142°C.

635

LCMS:
MH"* = 597;
mp = 122-
128°C.
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4] 636

CH,

[ N]\“"<CH3 0
N J\CH:;

N
O

BRAVLB T2 AEDN(IR)BEXF)EHN A KA
BR(0FEH)Y - EHAATIRFERY WAZ-(4-R
K E)F A £ (104%)(339% % F) ~ & K& 51t b7 (562%
#£)(339L % F) ~ & & k5B s7 (468 £)(309E X F)» &
ECTHHERLIDMWIH - BERSHEA_RKTR
(800 7+ )% » B vk 48 fo X NaHCO; K %5 & B AT E R - X = &
FHROBOEA)EABEFBER FHESZI_RATRE
# 4T E K(MgSO,) * BB EABER - AEFBETREL
(25X52 ) > A B 15% 3% v £ 6% 2 (&% F 8 ¥ 2 10%
NHOH)- — R TR A B4 % - H WA &4 &7 B # - 2k
A & 3 A M (2718% % 5 15%) : HRFABMS: m/z 530.2329 (MH") *
CpoHssCLN;0, 2 3 B i m/z 5302341 5 [a]p?T +33.0° (c=2.600%
% / % % MeOH) : & ¢ (CDCly) 0.89 (3H, d, CHy), 1.07 (3H, d, CH;), 2.08
(3H, s, CH;CON-), 5.22 (1H, s, Ar,CH-), & 7.23-7.35 ppm (8H, m, ArH) ; & ¢
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(CDCl;) CHj;: 19.2/19.5, 20.1, 21.7, CH,: 32.2/33.0, 32.2/33.0 39.2/39.4,
39.2/39.4, 37.8, 41.9/42.2, 43.1/43.7, CH: 26.6/27.0, 33.2, 46.8, 60.0, 66.1,
129.1/129.4, 129.1/129.4, 129.1/129.4, 129.1/129.4, 129.4/129.8, 129.4/129.8,

129.4/129.8, 129.4/129.8; C: 133.2/133.4, 133.2/133.4, 139.4/140.6, 139.4/140.6,
169.0, 170.3/170.6 »

% F #1637
0
o K |
~ = N N
\Ti; CHzPh CH,Ph
OMe .

EN,F » 4 A8 2 ¥ B E(508A  9FEELF)EHEK
THF (10% # ) % > #w A Danishefsky= # (5004 + 29% ¥ F ) -
A AZnClL (0SS MiE#A THFF » S8EH » 29E £ F) - £ T &
THHEZRSHALE > L 48 AHO(500E )+ » &K
"EtOAC(4 xS0 H )BT HE R - RB X (I0EH)FRE S Z
BB o ANa,SO%k Kk » BE »r RABEZH - 2B L
% AT P EtOAc (13)# 4T B #H » RA X K & X & 2 (268
% 0 38%) ° |

% % K #5638

e} O

i —
N N
CH,Ph CH,Ph
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AN, » A-T78C ¥R A R MH T #6372 &4 (25058
1032 £ F)x# & KTHF(S0EH )T X E &R - R A AL-
Selectride ( Aldrich) (1.0 Mi& # THF¥ » 103€ # » 103£ X F) -
E-BC THHEEZRA-HILIE - FAZTER()THEHF LD
B 0 2 i 0 4 K 4 AH,O(500% H#) ¥ » & A CH)Cly (4 x 50
HYHEATER - ABK(I0EAH)FRE S FRY - WK
Na,SO, % & » B » AABEZEH - 2B L KRATK:
EtOAc (DB TR # » REBZE X &L B HM(131% » 52%) -

% % K 41639

o Br: | Br
Br,CH-P(Q)OEt,
N N
1
CHaPh CH,Ph

AN, F » (=% FR)BE —C&(127% > 410E X F)
A& KTHF (105 4) ¥ - EMEBE RSN E- 78°C ° Aw A
B AAEBEE(2OMEATHE, R+ + L10T # + 348 ¥
JEF)'ﬁii-78°C'F#%#€'Zi£i{i3Oh\ﬁ"‘°ﬁukﬂéﬁéfﬁ?@d
6382 A E A £ KTHF(6EH )P 2 F R > £ £-T8BC T #
HuEBOHILE  BATB THRHOR - BHARSHEA
H,0 (250 # )+ * & A CHCL (3 x S0E # ) £ 47 F R - &
Ne,SO#t 6 &z KRtk k> BE > FARER - &
HHBE - ACE CEOAC (0)BHFBH » AR EZ S

B2 (388 % * 47%) °
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300% ¥ F ) - PdCl(PPh;), (140& % > 020%F X F ) ~ A Nay,CO;
(106% » 100E EF)ZRAMH T » EFAN,T > RAER S
B EE AN B o MRS % B AHO (300 ) B X
(30% )% » F A CHCL (5 x 40% ) i# 47 £ B ° 1A NaSO,%
_.%é\z.i‘eiﬁi%i%ﬁ—ka  BE > BABER - EBZB L
4 M T % EtOAc (30:1) & 47 B # » A £ & ¥ & X i 52 (208
£ x 0 54%) °

bl 641K 642

Ph Ph Ph Ph Ph Ph *
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N N N
H H

CH,Ph
Eikipl  EH2

AN,TF » SR a L HE v 640 AH(208BER P 052E X F)
S A £ KEOH(8E )T X B R AR T &K & (756 1 ° 120
£ % F)E A E KMOH(8E ) ¥ 2 E & v A 10% Pd/C (250%
E)F o ATR T #HERRSH24NEF 0 F A CHCL (100
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EAE—BEZR -

4 644

- Ph._Ph Ph.__Ph )
o]
——
e J\/O‘J\
o) o

;##}I iﬁﬁll

rtRERAFTHTZADGERARALHERTAOMZEZHRY
1A% BaAARA LR HTHOFEAETRARAIAREZAR
# 0 A2 % — £ & B - LCMS:MH*=475; mp=61-65C -

-260 -

> AMER A AT REERECNS) AdRAE(210X 2972 %)



1329108

B

AT
B7

A~ G (255 )

% 4 F 5] 645
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compounds and their use for the treatment or prevention of androgen dependent
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