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%o A uSEF M FoR B RBAKAER - KRBT E X R
ZRBESZAHAMEEUBE KR > E ANaSOL 8 - %
BER REVETHBEN(THR/TCEHETELS]1 24#43:1)
EA214E 2 (0642 R F) 5-(23-— & -FXH#[14]=-A T H
- A FEABAAFTRA)ED-2-B 8 FEE EBEMW
[M+H] calc'd: 334.07 ; MW found [M+H]: 334.2 o
K ¥ 1] 2
5-2,3-— 8 -XH[N4]—QTHE-6-EAZFEABRAATH)-
Eu-2-% B

200 2 (0.60% ¥ F) 5-(2,3-= & -KX H# [1,4]= A T H#-6-

A FEABEAAFTA)E-2-%8 Fan24% 7 THF ¢ 2
AR FHAMI2EH]T M LIOHAKRER » RERS MW ETOC
BESNE o oKk RAEMDEAITEHRA L U T LB FER-
HEEoZ A MAMB B KRR UANaSOL8 % » B A B EH -
EA190Z R (0S9FEEF) 5-23-—&-XH#[l4]=-&A %

A B FABRARTFT A)EH-2-B8 0 FBEMW [M+tH]

2

calc'd: 320.06 ; MW found [M+H]: 320.2 -
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2% 43
5-2,3-—R-XHN4]—G T E-6-A B FRABEAEAATF R)-
ER-2-H B (2-BA-X K-8 %

100% # (031 ¥ F) 5-(2,3-— & -2 #[l,4]= 4 T % -6-
A FEBAALATFTRA)ED-2-8 652 7 (0472 X F) 1-
BEAXHF =4 ~92% (0472 2 F) N-B3-—_F B &£ H
A)N-ZTEBIL_BTEMRAR65E L0472 FE T )= T B3
EF—RFTRTZBERBHISNSE - H w68 £(0.63F %
F) Rz REREGDHEHRRE - A5 EH > LR
Q¥ &iT HHBEHPLC & A£88% 5L (0.21% ¥ F)5-(2,3-= & -
AHANA]I AT E-6-A S FABRLAATA) 2% -2-% 8
2-B A-XK)-8Br(17); FBEMW [M+H] calc'd: 410.12 ;
MW found [M+H]: 410.2 -

'"H-NMR (400 MHz, (CH3),S0):6 = 9.67 (s, 1H), 8.18 (s,
1H), 7.85 (m, 1H), 7.20 (m, 1H), 7.14-7.09 (m, 3H), 6.97 (m,
1H), 6.91 (m, 1H), 6.77 (m, 1H), 6.58 (m, 1H), 5.29 (s, 2H),
4.90 (s, 2H), 4.26 (m, 4H)

K ¥ ) 4

RBET RO EZ T A XRALEZC 4 F k(] &
% # # 4F 3% 4w Houben-Weyl, Methoden der Organischen
Chemie, Georg Thieme Verlag, Stuttgart ; Organic Reactions,

John Wiley & Sons, Inc., New York) » # # T 7] 1 & 4

92052.doc -25-
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Cpd. No.

4

EEMW
[M+H]
calc'd

MW
found
[M+H]

4-1

408.17

408.2

4-2

5-[1-2- ¥ A& 2,3 - Rk

422.15

422.2

4-3

B B B F AR )R -2-# BE (2-B%

5-[1-C4-—&-RKE)- B L ABRAAFA]-E%
2-% B (2- ﬂ;gs ¥ A)-86 pz

434.05

434.1

4-4

5-[1-G4-—Hf-FA) B L EBAAFA]-E%
2-% B (2-me A - KRB A

434.05

434.3

4-5

5-BA-— - AMA AT A)-E0-2- % #(Q2-
R AR IN)-BR AR

420.03

420.3

S-EFABAATA-ES-2-BBQ-mA-R
)-8 R%

'H-NMR (400 MHz, (CH3),SO): 6 = 9.68 (s, 1H),
8.32 (s, 1H), 7.87-7.86 (m, 1H), 7.66-7.63 (m,
2H), 7.45-7.43 (m, 3H), 7.22 (m, 1H), 7.10 (m,
1H), 6.97 (m, 1H), 6.77 (m, 1H), 6.58 (m, 1H),
5.28 (s, 2H), 4.89 (s, 2H)

A(352.11

352.3

5-(E S Ep-2- BB AR F K)-vEn-2- % BE(2-0%
A-RA)-BE AR

'"H-NMR (400 MHz, (CH3),SO): & = 9.66 (s, 1H),
7.84 (m, 1H), 7.31-7.29 (m, 2H), 7.24-7.21 (m,
2H), 7.12 (m, 1H), 7.10 (m, 1H), 6.97 (m, 1H),
6.77 (m, 1H), 6.58 (m, 1H), 5.28 (s, 2H), 4.89 (s,
2H), 3.77 (s, 4H)

378.13

378.3

S-(CRANI] = AT RM-S5- A FARE

£.396.1

TR )-Eo-2-# B (Q-B A - R R )-BE R

396.2

92052.doc
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4-9

5-[1-C4-—F A-KA)-BLEBARAT A%
i -2- # B (2- B A - K A )- 8 i 'H-NMR (400
MHz, (CH;),S0): 6 = 9.67 (s, 1H), 7.85 (m, 1H),
7.33 (m, 1H), 7.24-7.20 (m, 2H), 7.10 (m, 1H),
7.00-6.95 (m, 2H), 6.77 (m, 1H), 6.58 (m, 1H),
5.34 (s, 2H), 4.89 (s, 2H), 3.80 (s, 3H), 3.78 (s,
3H), 2.19 (s, 3H)

426.15

426.2

4-10

S5-(1- R K- HEBREA T A)En-2-% 8 (2-
Rt A - K )-BE AR

366.13

366.3

4-11

S-(4-F-mF ARBARAT K)-E-2- % BRQ-
AR A)-Bh

386.07

386.2

4-12

412.13

412.2

4-13

%|370.1

370.2

4-14

370.1

370.2

4-15

384.12

384.3

4-16

5-(3-F A-EFAMARAT E)-Ew-2- A2
R B -2 K-

382.12

382.2

4-17

S-4-ZAFA-BFABALTA)E%-2-%
B (2-P A - R K )- BB A

'H-NMR (400 MHz, (CH;),SO): § = 9.69 (s, 1H),
8.38 (s, 1H), 7.87 (m, 1H), 7.78 (m, 2H), 7.45 (m,
2H), 7.23 (m, 1H), 7.10 (m, 1H), 6.97 (m, 1H),
6.77 (m, 1H), 6.58 (m, 1H), 5.36 (s, 2H), 4.90 (s,
2H) -

436.09

436.1

4-18

S-U-ZATFA-BFTARAATA)Ep-2-%

420.1

B (2-ME B -KAR)- BB AR

420.2

92052.doc
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4-19 5-4-— T AR-R T EABAR T A)-"En-2-%(423.19 (4232
B (2-Rg A - K 5K )-8 A

4-20 5-4-=— T R-BFAAR T RA)En-2-#479.25 4793
B (2-F Fk- K R )-BE B

4-21 S5-(mbog-3-2-2 F A MK A F H)-vE9-2-% 8(353.11  353.1
(2-Bg A - K HK)-BE R
'H-NMR (400 MHz, (CH;),SO): 6 = 9.69 (s, 1H),
8.80 (m, 1H), 8.62 (m, 1H), 8.40 (m, 1H), 8.04
(m, 1H), 7.87 (m, 1H), 7.47 (m, 1H), 7.24 (m,
1H), 7.10 (m, 1H), 6.97 (m, 1H), 6.77 (m, 1H),
6.58 (m, 4H), 5.37 (s. 2H). 4.91 (s, 2H)

4-22 S-(whue-4-2- F AR AA T A)Ew-2-#8(353.11  |353.1
(2-me F- R H)-BE %

4-23 S-(mbwe-2-A-3 FRRAA T A)"Ex-2-%8353.11  |353.1
(2- A - 2R A )-8 B

4-24 5-(32 REp-2- - A A F HK)-Evp-2-# BE(2-P%(413.93  [413.9
A RH)-BE R

4-25 5- (,E:E Rep-2- AR A AT H)E-2-5% B (2-02473.57 [473.6

KIE)-BEp F gl 8
4-26 5-(52 fEp-1-K-m A A F A)-vEo-2-# B (2-82378.13  [378.1
RIK)-B Ak

Ansel, H.% , Pharmaceutical Dosage Forms

Delivery System, 6th ed.,

Curtin, M.L. %, J. Med. Chem. 41 (1998) 74-95

DE-A 2 062 265

EP 0 974 576

EP-A 0 242 851

92052.doc
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EP-A 0 847 992

FR 2 167 954

Hassan, H.% , Indian J. Chem. 39B (2000) 764-768

Houben-Weyl, In:Methoden der organischen Chemie, Vols.
XV/1 & XV/2, Georg Thieme Verlag, Stuttgart

Koyama, Y.% , Blood 96 (2000) 1490-1495

Moll, R.%, Z. Chem. 17 (1977) 133-134

Organic Reactions, John Wiley & Sons, Inc., New York

Rastogi, R.,& Sharma, S., Indian J. Chem. Sect. B, 21B ‘
(5) (1982) 485-487

WO 03/013484
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B~ PXRAHE
AR ZBG %A RIZ LM

NH, \ 0—N
R1
© (@ K1)

ELTHXZBBRAEGEREMREX - FHEGEHRYD

N

s
Mg

~ B

\

E
Ak
N

BRAREAY  HBECLMZEH - oLz EER
AR RAMELSHEAHLBEER T8 (HDAC)Z

3

HHE B ELERLCARHSEXRTEANERERERZ A K - &
H SRR A R -

e~ AXHEARE

Objects of the present invention are the compounds of formula |,

NHzH /\ O“f\{ 2 .
SRSt
’ (

formula | )

their pharmaceutically acceptable salts as well as their enantiomeric forms; '
diasterecisomers and racemates; the preparation of the above-mentioned
compounds, medicaments containing them and their manufacture, as well
as the use of the above-mentioned compounds as inhibitors of histone
deacetylase ( HDAC )and therefore in the control or prevention of illnesses

and disorders as mentioned above, or in the manufacture of corresponding
medicaments.

-4 -
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- FHFEHNEH

. —#FAEAFBEBAXIXILES Y

E A E
% 18 TF 7] &

‘k(. Q’lﬁ }&
H A B A

2. WY FEANBEEIEZILAY R P

2,3'; .‘%L"X# [1:4]’:‘

R [13]0 = 8 3B R -5-K 5 &
AEEATHABERAELE - &KMBEBTHA

92052.doc -1-
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N &), s
BREB®ETHE2 2B -
3. ¥ FREANLELIR2BEBZ LAY
5-CAd-— R - FEABRARAT A)-E-2-% 8 (2-0% 4 -
R A)-8 B
S-FABRAA TR - -2-% 8 Q2-m A XA )-8
S-(RFA[I3IM R 2 A H-5- A5 P AmARTHR)E
u-2-% R (2-MR B - R A )-8 Rg
S-4-R-EFEBEAAFRA)EH-2-% 8 2-mA-R
% )-8 BE
5-34-—F A -2 F A A
AR AE)-8 B

¥ )-vE o -2-% B (2- 8%

o

5-(A-m -2 FABMARATFTRE)EH-2- 8 2-mA-X
)-8 M S

5-(2-Am-EFABRAAT A)-E-2-% 8 (2-% A -XK
)-8 Bg

S-B-FR-ZFEABAATFA)ED-2-seQ2-BA-X

,.‘

5-(23-Z A -KHA[1A4]=ATHE-6-A 5 F A mA
A)-Eop-2-H B (2-m AR K-8

¥

pll

B

5-A-Z A FARA-ZEFABAATA)vE-2-% 8 (2-%

92052.doc
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S-(4-Z R T HA-ZFAMARTF L) Ew-2-% 8% (2-%
5-(4-—CHBA-BERABART A)E Y25 8% (2%
AR -E T ABAAT A )Ry -2-H 8®(Q2-K

%
S-(beg-3-A -2 FABRAAT K)-E%-2-80Q-%A
-R K-8
4, wHF FEANBEBEFEIFEZILEH > A F
R' 44 A C,-Cu-t5 £ ;
R % AEXAR23-—A-XAkb-4-A 2 mAD S
RFELE— REMET 7 A B HRK

\1y
o
A

W OE
A3
-0-3% K

BRABE T THE S B4 -
5. WwH FEAEEFIRIBAZILEH
S5-[1-(4-AR-XA)Z CABRAATFTA]-E%-2- %
(2-mg A& -RK K-8 B
5-[1-(2-F K -23-—R-XAvhp-4-X)-2 ki

pl

FOE]-vEo-2-% 8 (2-m A -X A )-8 8%
5-[1-Q24-—f-XA)-ZCABRAATFT A]-En-2-% 8
(2-B A& -R K-8 8%

92052.doc _3.
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(2-p A - K )-8 8%
5-[1-B4-—FA-XE)-ZCABMAATFTA]-E%-2-%
B (2-Bk 5 - X A )-8 m
S-(I-XEA-ZCABERFTEA)Ep-2-% 8 Q-mA-X
A )-86 B 5 R
S-[1-(4-F-FXA)- B ABA AT A5 % -2-% 8 (2-
R - R K-8 g -
6. WwH¥FEAHNEELIBEZILE-H HF
RIZR' A prog s 2 58 B F — AT A B KIE
BRAEBBEYTHE S 2ZHEH -
7. wHFFAEEEIRCEZILS Y
S-(E R -2-AmAATFRA)ED-2-%8Q-mA-%X
)-8 Bk
S-(B & -2-ABMARTFTHE)EH-2-82-mA-%

B )-Bh Bk BB BB

- e

8. — a2 @AMULSI T iE > B F
(a) i@ &% 114t &

S
1 Ne 7
R\(/ 0 WOH
RZ

92052.doc -4 -
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EPR ARG H LA G EZ1IEZ &
33 XI5 HITRE

(i@ s I1I)
E v YHh &7 & %@
(b)) YA T AREL ZHLHELE RF LB AI]
ziese s R
(c) ZBAMLEHWIGEBZIRBERAMER > BT E
ARG R BR®2 T2 H o
9. —HLF R FHELFFEANEBEIZTHETIE—BEZ
fEeMARBELTETZRY B 69 %7 -
10, o ¥ FFAEE FIRZER  EARANHEEBAE K -
I, — o FFEANEEAEIZTETE—FEZILAY A RS
BBEEZ AR -
12. ~HoFFEAEBAFIZTATE-—FHZLLH ALY
HHEZXZRARIGHEB LA RO E B AR
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RoBERKE
(M) ARHEEREE S (&)
(DARERZAAREGREEERA -

B AEZACEXE FBFREMTRASMNGLES

NH
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