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L3 (ITa) WAL G WL 255 a] 352 1) Eh A8 1) 25 R H )i 5 i HRAE 1) 2590 P 1
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Hirr s
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F = (CH,) = HH nyy 35

F=H X -0

BB N B 3 NIRRT SCRE B SL s HL

FEF YU AR AU 84— A 802 A AH [R] B AN 7] A 2 B BA B 2 B ) 5,
FTi BAREE 1% B b4 Ji2 - OCF ;. CHO CF 5  SON ( 522 ), NO, S ( D52 ) (SCH, ( 43 ) , (R4 =
ot B B R e B ) TG SR R B B A B e « —O (e )« —0 ( 55 ) « —CHLONL i 85 KL &5
BB 1~ 6 MR IR I B BB BEREAE . -CH = CH-CHO. —C( %edE ) = N-OH, —C (¢
) = N-0(%t2E ). —CH = NOH, -CH = NO( 4t % ) . ~C( %t Z& ) = NH-NH-CONH,. 0— = %
o —OCH, ( 255 )\ —C(FRgedt ) = NOH. —C( FRgedk ) = N-0( ket ).

2. WRAEACRIE R 1 Frid i, Hod -NR'R® A A & 200 -

N
) WHR*)M

R I m QAR SR 1 e e o

3. MRPEACRIESR 1 8 2 Prd I &, Horbm 24 4 85
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AERK R b B B4R IR H,- SRR ECIRE S Z IR TTIHE FRIE . B
SR IRE FRAYPINA

B
[0001] AR R R i s ORI (A) BIBEREREAE VG YT RN AT, BIVG T i e ARE (PD)
BH 5 P IR AR PP W BT 455 (0SA) « % 5 Mo (DLB) At/ sl & PR (VD) , R Sl v 7 JLE

BEEA

[0002]  EANZLIZ Hy— A2 PRIEHTIC IR LASE e o P9 4L B 1) & OB T8 . T I IXASHILEE,
Ha FEOCMEK, 53 AR, AT SR BN AT B S5 1IE# 46 (Schwartz et al.,
Physiol. Rev. ,1991,71 :1-51)

[0003]  CLANZHNE Hy— 32 A0 AT LAF i LA o 22368 S50 FRTRE T8, BT Ik A 38 o A i 4L 1

— TG AR ER IR, PRI 75 i PN R #4 e F e ERERR IR VE o ARSI 2R, Hy— 2RI
RIEWHR TR (gastro—intestinal) )53 W ¥ IR 5t HI0EPE o

[0004]  DARTHTANET Hy 2RSS BN SGES MG 5 Al A B A 4 (5) — A7 5L BRIk e
W EAHLUY (Ganellin et al., Ars Pharmaceutica, 1995, 36 :3,455-468 ;Stark et
al., Drug ofthe Future, 1996,21(5),507-520) .

[0005] K& L RIALH i A HA G FEHONA / sREEhHULE9), 55l 2 EP
197840, EP 494010, WO 93/14070, WO 96/29315, W092/15567, WO 93/20061, WO 93/20062,
WO 95/11894, US 5486526, W093/12107, WO 93/12108, WO 95/14007, WO 95/06037, WO
97/29092, EP680 960, WO 96/38141, WO 96/38142, WO 96/40126,

[0006]  7F C#R ', iX J5 M v PL 5| A Plazzi et al., Eur. J.Med. Chem. 1995, 30, 881,
Clitherow et al., Bioorg. &ed. Chem. Lett. 6(7),833-838(1996)Wolin et al.,
Bioorg. &Med. Chem. Lett 38,2157 (1998) ,

[0007]  {HLJ2 , XA R WK MEAT AR A0 A ok s L o s 2 S B8 ) 22, (5 3% P-450 R
FHEAEFH / B el iR 21

[ooo8] ) %1 Ky AE WK M w22 3 MR AL & W ) o i fib =) VT (J-M. Arrang et al.,
Eur. J. Pharmacol. 1985,111:72-84) . & ¥ © Wk B (J-M. Arrang et al., Eur.
J. Pharmacol. 1988, 157 :31-35) . dimaprit (J-C Schwartz et al., Agents Actions1990,
30 :13-23) VA A (M. Kathmann et al., Psychopharmacology 1994, 116 :464-468) Flf%
ik (M. Takigawa et al., JP 06 345 642(20 Dec 1994)) ¥R BA H3- SZAKFEHME
H 2 IX Al SN A AEEARRI U

[0009]  7ERIMAEALLANL Hy— 52K 2 ATIZ L4l 590 2 0 ARG 750, el A e
M), il tnph 2222 g ) CRUECE ) BELIZ550) (R CIRIE ) .

[0010]  H44F Hy— 3244 EINIRIN, X S84k -G W) 30 H B0 2% B8z A 3 Al 1 vk 1 & ) i 25
HKMERIA S o

(00111 L5 it 25 AR 5, & BN s It T i HA AR i R AN 35 PR IR 1 Ho— 52 AR L AR, 1k
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T BRI XAl A FL A TR T N R B B R G WO 00/06254 T
H

[o012]  DART¥&AIIE RN Z T K, % PD. OSA. DLB 85 VD [fpi PRUFRER 7 i g ()4
F S R 2B 5L H3 24k (H3R) Bt iI/ER

[0013] PD FH 5 £ CIZREM A ITAE B RSURAEE (nigrostriatal tract) FFELL
A, NS RATENA R (motor impairment) FITAHEE G HRRIE . S ZE WA 4 AR
BEMIN (parkinsonian brain) [— %6 H Al % BE AP 22 G232 B FL W, L5 5] o 24k
SRS A L 2 9T O 48 R A G R AP 28 o0 v UAE IR AL i RE R 58 & 52 5% ) (Garbarg
et al., Lancet 1983, 1,74 ;Nakamura et al., Neurology,1996,4,1693) . FH4h, 1F “lH4:
AR 7 R B EY A, A, KR P I R B S0 AR 22 TG BE AR 28 G ) 20 T8 ek SR 0t FH o 22 5
% 6- AL DM 2 2 8A, @il 5 KIZ (thioperamide, —Fj R 8 H3R F5H1H] / K&
BN ) ) S EA  BUia<e A 25 o e 2 AR IERRAT A (turning behaviour) FI{E
A CEItMEAmREER RS ) WASRRINE Huotary et al., NS KRINLATE Relat
Disord, 2000,6,159) o AR KR ALE TR SRR E 54 F3RA H3R A7 8, AH R
HHIRZ (Pillot et al., Neuroscience 2002,114,176), 8% T-#h4 CiEAL S5 H3R 7
ST 2% R AH EAH R R sh ) 8 rh IR 2647 s (8 E S i T (Ryu et al., Neurosci.
Letters, 1994,178,19) o S5AiX 48K PSRRI ELZ XT PD HIETT M 18

[0014]  PD f& T /E&8) 4 (movement initiation) FHEE A fRA4) LG A% /00 1K) 32 E2E
LA, fEE IR B B K& PD B (74-81% ) KU HBEAR AT WE (vigilance) (&GS
(Garcia—Borreguero et al.,Sleep Med. Rev. ,2003,7, 115) , 1XECALFE T4 AR A 4 457
HEG 1) B R AR &80 S HEIE (S [R) 200 ) HEEAR IR Rt o [ TR ok R g e (s A
P PR B REERR A, BRI, 7 AV RIE B TP ANIE A AR IAE ) « ANe 2GR AT
ARG PD A G AHREIE 55 2 UL BRI AL BRI G 7 A Lo ¢ .l itk
S AR 3T 22 R X IR S B AG AT I P A VAT IR AR 22 A9 vy 1 TR) ik R g B 22 1K
i modafini 1 Y67 A A FRICE, H DA 2 eyt 3% A A ATk A4 AL R S0 1 X A 71
1Y RE o

[0015] PG fA%ioR (DLB) J& HH TH&MARAE B 2 P AR g 5 R iy (i e ATIE R SR ik
BEW TR E R LAAE PD (—FoAH IR S M ) Mg R)) o HAFEAE T AIBERG 3 S
JIZETLA LI DE  FIVAR AR R A5 o

[00161 I 4 i o AN YK TR K 9K i B » 28 o d W i R R R, R AR AR T el 2k
W42 EAL AT ZhRE, H5 8 S B IR IR 2 HEIR = B 2 A 1 R T AR H
UL Y i T35 AR AH O

[0017] B AAT I UE 1 H3R IIFEHIH] / B In) sl AT DL 2 oG 1X L8555 1 3
FUER

XRAE

[0018] etk AN Hym 2 AASE ST

[0019] X ULEHLE A A IKMEE (moiety) FLRJUAHPEALRK Hy- SZAERAK IS o
[0020] IXLEALEYRAT FiRIEK (A) -



CN 101171009 B WO B 3/42 T

)
[0021] [W]—-—N<E2 (A)

[0022]  Hirb .

[0023] W 2% H,— 524k b RFR T, Y B BAEK MR 4 (B) — i, W7 XAk H,- %2
RFEPUR / BB IS

[0024]  —R' FT R* W] LLAH R BRAS [F] H.4% B k7 bR s

[0025] s ARZFeIE BT,

[0026] BN SAHIERIRER T-45 54—,

[0027] s YRR 2 ROA

77N\
[0028] i) N (CR®R®)n
N

[0029] Hr'm K2 ~8,8
[0030] s JEDS A AN E EIA

/7 (CHR®)pTCRO
[0031] ii) N

(CHRI)TCRC|,

[0032]  HiAp FlqMsr i 0~3, Hr 0 ~4, &0 - p Mg ANEF RO, H 2 <p+q+r <8,
[0033]  R** 73 B W AR T BUR L R pe 3 skt S st , sk
[0034] — gL (morpholino group), BY
[0035] -N- BURHIWREEEL (piperazino group) :
[0036]

/\

—N N—R

—/
[0037]  FLrp R OWARZUPEIE IR GE 28  BE s 28 05 2 5 B 2 e S BT B
[0038] & ULH] T ALEW) S 255 TR B TE R N3k o 2425 m] 2 11 B B A5 e LR R
ANIRIIICEE RS . X 2L b (1) S B hE 2R IR #h SR IR Hh B R R A b B IR A 2 .
[0039]  AHIEIEULEH T EMKEY KA EFIX LSV 2 & (polymorphic) &
o
[0040]  “4bAHm] LI HE 20~ AXTRR 0 2L B DL—Fh ek 2 Fr i e X7 7ERT, Ak
W0 B I e S A 4 B JC AT T AR FHAF Y. B 0 ke S A Ak o AT AR AS B AN 77 53
B AERT B A AR/ B e A A
[0041]  AHIEIE UL BIZAL S I ] BRI B AR S A T 2, AN 103X 28 B AR S 1 2 SRAR TR

ABGR G
[0042]  “fRGUGEHEE” B MBEEE" B & 1 ~ 6 DR 7 I BRSO BEREE B0 A 3 ~
6 M LR

[0043]  ARZUJeAk ML AL Ry S )2 T3 L L3 NG R AT T
[0044]  fRIEMAL G (group) BLFE R' AR 4 MIARRAR e IR AL G, PR Gl 2

T L
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[o045]  fRILHIALEDIEA BAX () KEY, Horh R AR SAERER T4 & 7E—
T MO ) 5 %A

i

N
[0046] i) N (CR*R")n
N

[047]  FFBIRILT m % 4.5 5 6, MRS (Ra) HRAC, PRl TEE.
[o048] A (CRR") ZERORER R A R MRS,

(00491 ¥ 5l HE R WE HE AL i3

[0050] 53— {RAMLAWALLILAN (A), el R AR AR I BB T4 A7 —
A B AL B -

/7 (CHR)5TCRP
[0051] ii) N

(CHRY)41CRe|,

[0052]  Refl &, o pyg Ml r JS70N 1 81 2,

[0053]  {EiXAMH (group) o, HALEH P p 2 HaMr % HN 1 KHLED.

[0054] AL RAHFEH A R A HER FRL G,

[0055] 4 NR'R® 4 bk & RIS i) 80 ii), 5 ERIEs— A s MRSk 2R B,
il L

[0056]  HUARHIA E LB ARYE T 1 (i 1B 4%

[0057] TR > XA > 4R 4

[0058]  FEIXALHT, X T+ A — M HEE, Ja & DLk /8 2R I TR

[0059] XX T A P BT I3 AR, DUk B) — TRIEUAR, 2 =y N B 5624 e Xk
ZRITINE

[0060] (i) sk [B] — ) AZEAR, Hor ) A2 Bl PSS EA R Wik e 22 sl bt s Joe 585 4 e AL I8 (1940 &
Yo

[0061] 4 NR'R® A3 N- HUARAIWRIEZE, R W] LIRS e 3, 9 ot AR 3

[0062] {1 N 5B T AL 2R A R (1 8 2R S48 O IR R

[0063] R IH] DL e Mt Ik Bl 05 BESE , 491 4n £ W J sl FR R 2

[0064] 7 R PrA W REMIZEHTT, HEdETR & 1 ~ 6 DR 71 BERESCCRE

[0065]  FREEESIE S 3 ~ 7 NIRRT AR

[o066] =Y R AR J7 FL Bl U5 b LT, 05 FRRE ) o0 a3k, AT B Al — P el 2 B AR IR EUAR,
FTR BRI B i JR 7 (LI IE F o SRR ) BR8N e s — 58 5 3 e
AL RSN R R S WAL L S AL L S FBEZ 2L (carboxamido)
TIE PRI NG IR OF B AR o - FRpE IR M Fk L B IR T iZ B (sulphamido) | 24 fist Bt 2k
(sulfamoyl) « FEEEZE (carboxamide) \hi&E FrIE (carboalkoxy) « Fhedsok 52 .

[0067] R W] LU AT AR AR R IESE, bk o OB IR 22 X T4 JE 1

[0068] {3 N- HUARIIWRIRFE M -NR'R® (1 LAY S50 0 N — ZTHIR IR

[oo69]  ARPE— 5, L EWHA TERIE (1) -
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R3
[0070] ( )m@ AR

X—C nHzn—N\
R2

[o071]  Hirp .

[0072]  C,H,, A& EFEa s RsE, Hrhn 2 ~ 8

[0073] X %R 7B R ¥ 5

[0074] n, A O ~ 5 &%

[0075] R’ 43 SRR A

[0076] - XIJET,

[0077] ARSI pE . = P 7 A o - BrRE A JF R
SN SN L N LT SN T o SN R SN L 8 SN B R N e Y o
& (alkylalkoximino) « 7 I 5o a — FRGE 35 M 6« o 256 L Tl fide Bk =0t 0 Tl gk 0 5
(sulphonamido) « FRWEIEE HFE I PE I e S5 PR A BE i e e e 2 S e B 22

[0078] - BKSHHG HIARIA R R T 45 & 7E— LB B 5— B 6- JeiB AN BN AN PR B R
o

[0079]  R' Fl R* 24 BRAER (A) A .

[oos0]  fRIEMMLAWA R HN () Kb Sl sial, Kb X AR F.

[oo81]  F—AHIPLEMWAEVABTENAEY (D, K -CH,— A BH#E - (CHy) ,— Hord n WIgT

[ =R
[o082]  fLitrIfb & A n o 3 ~ 5, Hon BALIEN 3,
[0083] A& LSRRG (D) L&, Hod n, 4 0, HLEA REUCH AL,

[0084] 5y —ZAAL G HI A — Rk Z FRIE R (4L S 4L, JEnT LUAH R sAN A . 7E
ZA P, e B BERE B (n, = 18R 2) FEEEMALE, Bt ok Bk XK
S R RS AR AL &4

[0085]  {EIXLLAb A, (ny Ay 1) R ARIE A o JR 1 BRI IS A 56 e RS | Jod 22k 5 28 )
a - Fkikk.

[0086]  FEALIEMIAL-S 4 A R’ & CNLNO,. COCH,. COC,H;\ H,C—C = N—OH. H,C—CH-OH FI¥f{
fi sk —CO, WA ZE —CO.

[0087] BB JR 111 R® AT LA IEIE B A SRR

[0088]  fE 05 FE (1) R® AT LUK A 456

[0089]  7EHAhFEAREE R® b, 757 343 5k,

[0090] VRN FFEIER R AT DURE 5N #R4E 5 .

[0091]  HR¥EA K, HiMIE TR A Lk E IR gL A .

[0092]  fE A BEBEEE 75 BEFE Bl 07 FE e LI 1K) R () L) SR g LRSS L T IR EAN T BRE L 2R
AR B SR .

[0093]  R* [ 3R S48 24 S5 0 A O 2R BN R SR - — 2 T ML AN RS 31 5, 6, 7, 8- T Z83%
BUJE ARG B 2 2E

[0094]  ARYFAK B, I TR BRIV IR IE S 1 ~ 8 MR T, il 1 ~ 6 MR+,
HAE 1 ~ 4 MR T
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[0095]  FEHrAd P AR MR I 55 PRSI 2 | e B Pl o 256 | B R B Jie 2 b, S B 1B R
(1) ERESCCRER, & Bk e ket

[0096]  FEKESAIE HEIELENTIE EIENTIE . o — BRI AEEIE T b e o - FRpidk A, pidk
(YU NT RS

[0097]  FERILIERIAL S A

[0098]  1-(5— ZR&AEIHE ) —WRNE

[0099]  1-(5— ZRAHIENIE ) — ML At

[0100]  N- FIZE -N-(5- R4 ) - Qi

[0101]  1-(5— ZRAEEIE ) — Gk

[0102]  N-(5— ZREFE ML ) — /S FF2E P Ji%

[0103] N- 2% -N-(5— ZFAAEIREE ) - ik

[0104]  1-(5— ZREEE I ) —2- FHEE - WkhE

[0105]  1-(5— ZREIEIGHE ) —4- NI - URKE

[o106]  1-(5— ZREEEHE ) -4 2L - WRkhE

[0107]  1-(5— ZREEE S ) -3- FH2E - WkhE

[0108]  1- LWk —4-(5— R4 LRI ) - URIEE

[0109]  1-(5— ZR&FE NI ) -3, 56— [k — I — WRiE

[o110]  1-(5— ZR&FE ML ) -3, 5- M — — & — WRiE

[o111]  1-(5— ZREFE ML ) -2, 6— W — — & — WRiE

[0112]  4- Z5FWESE —1- (5- AL IE ) - kg

[0113]  3- Z5 WL —1- (5- FEIERIE ) - Rng

[0114]  1-[3-(4- AP IEBRIEARAEIE ) Ik 1- WRiE

[0115]  1-[3-(4- ZWEAAIE ) —2-R- FEEN AL ] Wik

[ot16]  1-[3-(4- FERAEIL ) WAL 1-4- I AERIE

[0117]  1-[3-(4- FIEEAEAIL ) W ]-3- FEIRNE

[o118]  1-[3-(4- LEEARAEEE ) —2-S— RN E ] Wkie

[o119]  1-{3-[4-(3- AT &) #REE ] W ) Wkne

[0120]  1-[3-(4- FFk —3- A IE ) NEE ] UknE

[0121]  1-[3-(4- ifZEoR4 I ) INEE 1-3- FF EEWRmE

[0122]  1-[3-(4- FUAEEARAIE ) L 12— HIAENRIE

[0123]  1-[3-(4- 23R4I ) N 12— A ERWRmE

[0124]  1-[3-(4- ifZER4IE ) NS 14— FFREWRRE

[0125]  1-[3-(4- FEE AT ) WE ]1-2,6- — FRURNE

[0126]  1-[3-(4- AIMEARAIE ) NZE 1-3— FIAENRIE

[0127]  1-[3-(4- BT IEPedhoc s 8 ) 2L 1 WRkiE

[0128]  1-[3-(4- BAJFEBIL AR AL ) 2L ] WRkiE

[0120]  1-[3-(4- WIEAEIL ) NI ]- I -2- 2L -5- ZFEDRNE
[0130]  1-[3-(4- WIEFREIL ) W ]- & -2- P2 -5- ZFEIRnE
[0131]  1-[3-(4— FIEoREIL ) WAL - i -3, 5— — FFAE0RmE
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[0132]
[0133]
[0134]
[0135]
[0136]
[0137]
[0138]
[0139]
[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]
[0147]
[0148]
[0149]
[0150]
[0151]
[0152]
[0153]
[0154]
[0155]
[0156]
[0157]
[0158]
[0159]
[0160]
[0161]
[0162]
[0163]
[0164]
[0165]
[0166]
[0167]
[0168]
[0169]
[0170]

1-[3-(4- NBEARAEIE ) NZE 1-4- FEEReE

1-[3-(4- NBEARAEIE ) NZE 1-2- FEE0ReE

1-{3-[4-(1- RN FE ) AR ] N |1 -3- FEEUReE
1-{3-[4-(1- FRINEE ) REE ] N | -4 FFIIRIE
1-[3-(4- NBEAAREE ) N3 ]-2- FFAERRIE

1-[3- (4 BRI ) NEE 1-4- FFEEURIE AT

1-[3-(4- FEAEFREIL ) W 1- & -3,5- IR

1-[3- (4= RN EEFRIE R IE ) NIE 1- Jx -3, 5- Z F AL IRIE
1-[3- (4~ RN EIRIE R AIE ) NEE 1- L -3, 5 — A IEIRIE
1-[3- (4~ AR BHERAIR ) WA ] IRng

1-[3-(4- NImEERE T ) NEE 1-2- FEURmE

1-[3-(4- NBEAAEE ) NEE 1-2- FEENRIE

1-{3-[4-(1- LHEEEWE ) REE ] W ) -2- FREIRNE
1-[3-(4- TABEARAEZE ) N3 ]-4- FEIRIE

1-[3-(4- AR5 ) N ] WRiE

1-[3-(4- 2R ) N2 ] WRIE

1-[3-(4-N, N- Z Bt =5 (sulfonamido) ARAEIE ) NZE ] Wkie

1-[3-(4- B R ) WA ] WRiE
1-[3-(4—ff = TR ) N ] WRIE
1-[3-(4- TNZERAEE ) N3 ] WRIE
1-[3-(4- ZHEFREZEL ) N ] WRnE

1- (5 ZRAEAFE N FE ) -1, 2, 3, 6- PUA LI
1-[5- (4- fiHZEAAAIE ) - e - ks e
1-[5— (4 GRS ) — S ] kg de
1-[5-(4- FEIEAREIE ) - I 1- kg pe
1-[6-(4- AR ) - 2 - b e
1-[5- (4- FAEREIL ) - [ 1- nkng e
1-[6-(2— 2845 ) — R 1 mibngde
1-[6-(1- 2845 ) — R 1 mibns ke
1-[6-(3— SURSEEE ) - e - kb
1-[5- (4 ZRFEEFAAIE ) - A - nikng e
1-{56-[2-(5,6,7,8- PUEZ54E ) - & |- & | - bms s
1-[5- (83— AL ) - A - nikng e
1-(5- ZREFL N IE ) -2, 5- &g
1-{6-[1-(5,6,7,8- PU&ZH ) - 4 - & | - Ené s
1= (4= ZREEE T2 ) - mibg e

1= (6- ZEIE O ) - nb gt

1- (5— ZREEmAR I ) — I

1= (4= ZREEBAT 5 ) - kg
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[0171]
[0172]
[0173]
[0174]
[0175]
[0176]
[0177]
[0178]
[0179]
[0180]
[0181]
[0182]
[0183]
[0184]
[0185]
[0186]
[0187]
[0188]
[0189]
[0190]
[0191]
[0192]
[0193]
[0194]
[0195]
[0196]
[0197]
[0198]
[0199]
[0200]
[0201]
[0202]
[0203]
[0204]
[0205]
[0206]
[0207]
[0208]
[0209]

1= (3 ZRA LN HE ) — miEng b

1-[5- (3 fiHZE AR AL ) — o - nibn& e
1-[5-(4- RS EE ) - e 1- nibngg b

1-[5- (4- fiHZEAAA AL ) - T 1-3- F3E — WRIE
1-[6-(4- SBEAAE ) - 2 - b b

1-[5- (4- F AL ) - oFE 1- nbns e

1-[5- (3- FAEREAIL ) - [ 1- nkns st
N-[3-(4- TR ) - R ]- Ol
N-[3-(4- FERERE ) - WA ]- — O

1-[5- (4 Z AR RAR L ) — JSE 1 mbn& ot
1-{6-[4- ( ZREECBE ) - A - B3 | - ke
N-[3-(4- CBEREE ) - NE ]- Ol

1-[5- (4~ LBRIEFE R ) - L - bkt
1-[5- (4- I AREEL ) - I ] mErgpe

1-[5— (4-N- 2K i B R4 0 ) — JR2E 1- nikng
1-{6-[4-(1- FR &3 ) — &AL 1- o | - nbms o
1-[5-(4- AR ) - A ]- — O

1-[5- (4- FAEFRALR ) - & - IRng

N-[5-(4- FEERAELE ) - & ] - —H
N-[2-(4- FEFAEE ) - o - — %
N-[3-(4- FMERAERE ) - NE ]-
N-[4-(4- FERERE ) - TE ]- — 2

N-[5- (4- FIEEARAI ) - & ]- Z

1-[3— (4- FAEAAIL ) - NEE - nbns e
1-[3-(4- FAEREIL ) - NEE - IR

N-[3- (4~ FAEREAIE ) - NEE 1- /S 280 %
N-[6-(4- FERARE ) - - — 2%
N-[3-(4- FMERAEE ) - NE ]- W%
N-3-[4-(1- R & ) - KA |- TRE - O
4-(3- ZLERFENAE ) - ROl - F5%
1-[3-(4- CBEAAEE ) - N2 1- DR

1-[3- (4~ ZBEARAESE ) - N 1-3- B3 - URIE
1-[3-(4- CBEARAESE ) - HEE 1-3,5- | - % - WRiE
1-[3-(4- CBEARAEIE ) - INEE 1-4- 2 - Wi
1-[3-(4- TABEARAAZE ) - TN ] - DR

1-[3- (4~ CBEARAAIE ) - NEE 1-3,5- il - — 2 — WRiE
1-[3-(4- FIEEEEARAEEL ) - TN 2L 1 WRIE
1-[3-(4- F¢ TR RS ) - TS 1- WRHE
N-[3-(4- INBEAAEE ) - N2k - — 2%

11



CN 101171009 B WO B 9/42 T

[0210]  1-[3-(4- T BEEEARASE ) - N2 1- WRIE

[0211]  1-[3-(4- SBoR%IE ) - NI 1-1,2, 3, 6- PUSNLRE

[0212]  SEALERML -GN

[0213]  1-[5—(4— AERAEIE ) — I 1 mbig b

[0214]  N-[3-(4- AL ) - NE ]- Z 2

[0215]  N-[3-(4- LWEARER ) - WL 1- 4%

[0216]  1-{5-[4-(1- L 3L )~ ZEGEFE 1 3L ) - mpngde

[0217]  N-[4-(4- FERERE ) - TE - Z O

[0218]  1-[3-(4— FEEARAIE ) - NI ]- URnE

[0219]  N-[3-(4- FAEREIL ) - NEE 1- /S AR %

[0220] N-3-[4-(1- FR &3 ) - KERE 1- W - 4%

[0221]  4-(3- ZLHEFAFENEIE ) - KL - 5

[0222]  1-[3-(4- LBEARAIE ) - NEE ]-3- 2L - WRhE

[0223]  1-[3-(4- LBEAR%IE ) - NEE -4 3L - WRRE

[0224]  1-[3-(4- PIBEAEIE ) - N ]- DkiE

[0225]  FAIK (D) BIALEITEARSIGE CAR, Hrp .

[0226]  —NR'R* AjiitrgSekt, C H,,  HHE - (CH) ,— Hony 24 0, X AR F Hon 24 3 ~ 5,80 X
MR T Hn 4885,

[0227]  -NR'R* AWREESE, CH,, I EHE - (CH) .~ H X A5 T, n, 4 0 Fon b 2.5 88, 5
n, A1 HR k4-CN Hn K5 ;

[0228]  -NR'R* b = & Jik, X WEJR T, CH,, A EHE - (CHy) .~ Fony 4 1,R® 2k 4-NO, B 4-COCH,
Hn X3, B8R H4-CNHnH2~4,;

[0220]  -NR'R® 2 — FJi, X M4URT, CHy, A EHE -(CH),— Hon’ 1, R O 4-CN Hon 2l
30

[0230] AR & 25 — AN 75 1, 31X B U0 B A HE R M4k & W, H 2R AT WO 96/29315 F1 WO
93/14070 EP/\B-'FHWG/\%

[0231] DAL, (L& (M) FIEE— 2R B MR (TTa) A1 (T1b) HILEWE X -
[0232]

Rl — in Al —x ll— in BIN—yll

R2/N (chain Al)—xll—(chain Blh—Y (lla)
[0233] &Y%
[0234]

R~ — in AlIy—x ll=yll

raoN—(chain Aly—xll-y (lib)

[0235] H:rh

[0236] -R' FIR*MRHEER ) 2 X ;

[0237] -8 A" AREEH 1~ 6 MHRIE T WA SR 1), BB sk S B IR B, S

SR RS s 5 S5 PR 2% D 1) R P T R R e

[0238]  —X"" ARE4 S BB J5 - . —NH-. —NHCO— . N ( %3 ) CO- —~NHCONH-, ~NH-CS-NH-,-N
HCS—.—0-C0—,—C0—-0——0CONH-,~0CON ( ¢ %E ) —~—OCON ( 4% ) \—~OCONH-CO—,—CONH—,—CON ( %%

12
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5 ) = =S0- O~ ~CHOH-+ -N ( HuF s AN AL R R 5¢ 26 ) « -S—C (= NY” ) -NH-Y” —, Hirdr v~
AR AN ], AR € 3, 88 -NR; —C(= NR” [ )-NR" =, Ry FIR' |, F/RZEUR 7B
Pbidk, HR”  RRGIR T —am i oM A, s S sk coy, ™ 26, ¥, ROR KA
[0239]  — % B X 3% 75 Fk. JF e B gk 0% A6 ot WE L L BE 0 B AL BE (straightalkylene
chain) = (CH,) ,;;=> n A 1 ~ 5 FJEEEL B 2 ~ 8 NI (1 SCRE L e JE 4k, W R ZE AT
A — A B AR B R 7 (R W B AT - (CH) = 0— B — (CH) i =S—» o nyy R 3E%L
18825

[0240] Y" RREEA 1 ~ 8 NIRRT EAESCCREGIE s 5°F 3 ~ 6 MRIE TR ;
RN BETE SR TE 5 07 2%, B WA AR 2R 28 5 & — AN 0N Ak B BR800t JR 1 1) 2%
JR 1) 5— BY 6 TTAFAIE, T IR Ze IR AT e N BRI 29028 s B 2R3 5 Bk g R 23R A
HF R RO .

[0241] % A 7] L2 BBE W ACHEESE — (CHy) > nyy ARR 1 ~ 6 NIRRT~ B3RS Uik 1~
4 AR IR, BOCRE SR RE, P pk— A 2 A P S S BRI B

[0242] &% A" AT DS B B BE ANV AT ) Y o e, LT DAOA 9 G 44 TA 555 o

[0243] 4 Y AREERIBEIERT, f5 30T DU B0 2L R DL sl e 3 .

[0244] 1 YU ARREUR A AR FE IS, 2R FE AT DL SR B2 BRI, 491 dn i ot 35 AR o 3
(#1401 CH,) « CF,+ N\ COCH, COOR™, B OR™, (R™ ARFARL ks (45141 COOCH,) ) « NO, Bk F: [
NRY,RY, BUAR, RY, F R, RBAIR T/ sARHpE . (7 KB e A % 6 MR
THIREEE )

[0245] 4 Y' ARFRALIRILET, J5 38 T LIS2 o arnntbive 5  nbme I N- S AL A kb e 2 AT
BEA NO, CF,\ CHyw NH, 28 (5120 C1) « COOCH, B E M A 2 B AR B0 2 B AR o

[0246] >4 " ARER AR & 05 S B2k 05 FE15 3 1) 22 PR FE A I, S5 mT DL 91 T 28 e e 56
WA BRI | e P OB RS A H O 5 A

[0247] L& (A) WS R AR B (ITa) A1 (11b) ML&4, Hrb .

[0248] -R'R* MIrd L (A) X 5

[0249] - #E A" ACKTCSCRER SRR BRI e — (CH2)nT 1=, P nIl 2 1 ~ 8,4
1~ 4 R L SCRE B RE AR AT (alkene group) AL4E 1 ~ 8 Mk IR HARIE R
1~ 4 MR s R SCRE B BE B2k 4] (alkyne group) B4E 1 ~ 4 MKIRT 5

[0250]  —ZE[H X" X% —0CONH- ;—0CON (£3E ) — ;—0CON (4 ) — ;—0C0—- ;—OCSNH- ;—CH,— ;-0 ;
~0CH,CO- 5=S— ;-CO~ ;—CS— s Ji& ;1A B A AR 2%

[0251] - & B ARERAHFE | ~ 8 MKIA T, RIE | ~ 5 MR TR TESCBER  SCREI A
PRGBS 5— (CHy) oy (AT ) — P R ORIk iR F B R F snp A 1~ 5 2
) ARV, U 1 ~ 4 2 T

[0252]  — L[ Y ARG AU 1 Bl — A~ 2 A AH R 8AS [F) 1 AR 2 e B AR sl 2 AR )
FREE, PTREUR B [ 5 J5 7+ OCF 4+ CHO CF, SON (4555 ) 5, (48411 SON (CH,) ,oNO,- S (%255 )
S( J72% ) JSCH, ( A5 ) ) VAR E AR — e 358 FR R e B IR DI S B8 1R B3 B 1 e A I S B R S
BB -0 (BEdE ) -0 (J52 ) \—CH,CN. [« I VL i I IR 4 e 2  —CH = CH-CHO.—C (¢
%) = N-OH.-C (%2t ) = N-0( ek ) FAHAMEIHTEH . —CH = NOH.—CH = NO (%esE ) Filt
T EERT A« —C (¢35 ) = NH-NH-CONH,, 0~ K55 ~OCH, ( 4% ) \—C (I 2E ) = NOH.~C (I

13
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Fidk) = N-0(Fedk ) EEHURII AR SRR FER I IR 1 s INGE S8 s RO IR, PLide B ok
5 HAREE IR T A B A T E B AR A B A S I 2R B HE 1~ 8 ANk R
T BT SCRE M B BE AR b 28 0 FE 1~ 8 MR, TLIE | ~ 5 ANl SR 1 1 e S e 8K
SCRERY PR 5 bl <k AR AR Bl 22 B LB Bl S e e, Pk R 6 O AR B ) sl AR AR el 2
HARIR) s AR e LI, G rb e 255 A SR 1R BOIG SCBE IR BRER AR 1 5 AR 1) BIOR AR i — 20
A s AR B B 8 SR B BB I BRI R R 5 DG SCRE I B BE I s 5 DRI
B R s Z IR, REA R Ty 2 R IR B B A SR IR B 2 ORIy I B AT AR
ORI R R SRR RS

[0253] ARG AIFEE X Al BAR Ky Ao g LI

[0254]  EORHBEEE BB B GIRGEIE L S— e gk O— B dE  RIR AR IR B L, DL A
RAEAR UL P FBCR B R AR 1 ~ 8 MRIR T, BIE 1 ~ 5 MR T

[0255]  [RIAERR), BOATT AL 40 40k 38 A A AR AT i B B U - 46 I 24 8% T 46 ) T P R L)
B R ER X LT A B SR A .

[0256]  [RIAEAR), AF T SR AR B 2 BUAR I R B A0/ Bl = 2 A ], W] DL figt O 3k S8 [ e —
A8 2 A AR R BAS R R EUAREE U, Frid BUAREEE B 1 R 1+ OCF,\ CHO. CFy SON (BEZE ) 5.
SON(CH,) 5« NO,« S (62 ) « S (J5 3k )« SCH, ( Z-3% ) ATk — Fe gk e e A 1) JE S RE G B
SCRE RGN E SCRERI B RERI B —0 (B3t ) —0 (D5 2L ) « —CH,ON. Wi B B 4 e 12 (R 4
fedk . —CH = CH-CHO. —C (4¢3t ) = N-OH. -C(%edt ) = N-0(feht ) MHAMFIATAEY . —CH
= NOH.~CH = NO (¢ ) AT HAMEERT A . —C (Jg e ) = NH-NH-CONH,.0- ZKFE 8K —OCH, (
) -COMBEdE ) = NOH, —C(Hphidt ) = N-0( idk ) AFIEERHI A4

[0257]  FRECACIEALILIE B EREECCRERI IR (Ll ae 4G 1 ~ 8 Mk 10 #E HAT:
WHAFREL) FABEIR 5 B | sO5 IR (3L 057 28 AR B sl U R el 2 BT ) Bk
Ji A 2 07 B B n e A FRER T )

[0258] i HUARIEDLIE AL HE 1 ~ 8 ANk R+ B W e 4 i, HAT 8 A 722k
[0259] AR [ 5 1 YU ol B AR Ay R ) e o 3 B B AR (9l , BT R AR (K ok
AR ZE A

[0260] & T-ZR, HAUHE | ~ 3 ZRJE 1, PRk i s &5 1

[0261]  ZPREUAREEULLIE B — me sl mk s

[0262] {RERIMLEY) (11a) F1 (11b) RyHorp X' 3E B —0-.—NH-.—CH,—.—OCONH—,—NHCO-. -
NHCONH- fJ4t& 4. X BRI R AR T

[0263] RIEMIMLEY) (1Ta) F1 (I1b) AHLdr YU & A Fie XM ERESCC . 25 B
E SCIRIFRBERE, o 2 R IO 8O O3 5 AR B A R R 2, D R B ZE o 1 i
SR R AN, R AR I e BE N- A ) S5 T BE R IE 5 OUBR S5 18] o FF e MR L 1R A
.

[0264] Y"1k A & /b —CHOL Bl .l . —CH = CH-CHO. —C( idE ) = N-OH. —-C( %) =
N-0 (fedk ) A AbET 744 . —CH = N-OH.—CH = NO ( %3 ) FHABEEAT Y . —C (FRgedt)
= NOH. -C ( Ffgidt ) = N-0( Jidt ) PEURIZRIEL,

[0265]  Y' Rp HIAREK 224l — BOAIE Bl — BUAREE | Blps J 7 SR AR IR 2R

[0266]  REI LI IR — BUACHE Ry BREHE I o

14




CN 101171009 B WO B 12/42 7

[0267]  HABARIEMIL AW A A Y ARERE AN - B BB WA & R 5t .

[0268]  FHAMPRIER YW A 2RI LE SN (b B SR O SCRE R BRI ) AT IEEL
AR 2 Y ] i o

[0269]  HFAIARIEFEF Y A L A s SCRAR BRI s A AR 1 2 3

[0270] % A" ARIERBE - (CHy) '~ Honyy 1 ~6,403% 1 ~ 4. BE A™ FERIRE - (CHY)
[0271]  fRZEMIHE BY 2 —(CH,) ,— 8K — (CH,) 4~

[0272]  fEAL&4 (I1a) F1 (11b) H, KR AL IE (146 &4 9 Hodh XY 5 5R 1, 85 A7 AR
* - (CHy) ;- H, X FX (1Ta) Mtb&4, 5 B HARF - (CH,)

[0273]  {EiZZL, Y RN 5.

[0274]  fRIEMIZEF R FI R WnfEsX (A) F BT @ L.

[0275] L&Y (11a) FT (11b) FISERIN

[0276]  3,3- ZHIZE T & 3— WRIE A JE K

[0277]  3- ZRFETAZE 3— WRIE A Lk

[0278]  3—(4- FAREE ) 2L 3— WRKE PN 2515k

[0279]  2- SR IFMEMRIEL 3— WRIE N 25 Mk

[0280]  3- AETRAE 3-(4- FIELURIE ) PHIERE

[0281]  3— IEPNIE 3-(3,5- I — — A JLWRME ) TN JEBE

[0282]  3- ZRFENIE 3-(3,5- Jv — —FHFLIRIE ) TAFEmF

[0283]  3- AFETAHL 3—(3— FIZENRNE ) TA ALK

[0284]  3— ZRILTAIAE 3— ML e A SE Ik

[0285]  3-(4- @KL ) AL 3-(4- FIFLURIE ) TASENE

[0286]  3—(4— G RZE ) NZE 3-(3,56- il — — FHIENRIE ) — ALk

[0287]  3-(4- GUKIL ) TAFE 3-(3,5- fx — - FIFEOREE ) PIFEME

[0288]  3- ZEFETAZEL 3- (N, N- — Z I AL ) A SEMmE

[0289]  N- ZRKJE —3- Wkhe A R 28 2 IR I

[0290]  N- JRJk -3 WRHE A 2528 8 P IR T

[0201]  (S)—(+)-N-[2-(3,3- ZHFL ) T3 1-3- WRme A I 2 I IR G

[0292]  3- FRREE -N-(3-(1- ML Rt ) TAEE ) A%

[0293] N-H 3 N —(1- MEMg L3t -3- TR ) IR

[0204]  2-((2- WRPE L2 ) &L ) A FFmEmk

[0295] 55— WRHE ik

[0296] 2 fiE —5-(6— WRNE &3k ) nLme

[0297] 3 L —2- (6- WRME DAL &5 ) Lne

[0208]  2-(6- WRNE CLIEE L ) e

[0209]  N-(6- ZIECIHE ) WRkiE

[0300]  N-(3-(N, N- k2t ) NEE )N - 2RI

[0301]  N-FACEERZE N - (3- Wk N2 ) K

[0302] AR U] HIERALE LG AT (1Ta) KEY B 2522l 2 1 3h K&
V) BUX LA S WK G EL L BUOX AL G W) 16 22 i 45 0 B0 G 27 e R A4 L AT 5 AR AR T ik
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S AE) PR BN A
[0303]

=Sy
r2"

N-—(chain &l)~~xl—(chain B I~y
[0304] (IIa)
[0305] A .
[0306]  R' FH R® 55 AHE (ISR 12 T e HLRH 1) 25 200

N
[0307] N (CR®R®)n i)

N
[0308] Hrfm 2 ~38,
[0309] R M HEAJAFEEH 1~ 6 MR TR,
[0310]  #E A" i B ECHERIBERE — (CHy) = HoH nyy H 3 5
[0311] L[] X” K —0—;
[0312]  #EB" A &A 3 AMHRIE T SCREMIKEdE s AL
[0313]  FEPA Y AR AR B 84— A 8k 2 A A 7 8l AS A A BRI B AR sk 2 B AR
(R 28 3, BT R BUAR JE 3% B %) J5 -+ OCF,. CHO. CFyy SON (4% 355 ), (4] 41 SON (CH,) ,) « NO,+
S( U755 ) SCHy (2R3 ), AR — e I A ek e B A 1) e S 4 16 Bl S B 1) e B b s —0 (5
55 ) -0 (73 ) \—CH,ON i | 188 VAR e I 37 1~ 6 M 1 [ B S B B e 55 . —CH =
CH-CHO.~C ( %EE ) = N-OH.-C(%i3E ) = N-0(J%¢dE ) .—CH = NOH.—CH = NO ( %¢& ) .—C (%%
&) = NH-NH-CONH, 0- K8k ~0CH, ( %% ) \-C (et ) = NOH.-C(FRjidt ) = N-0 (%t
i)
[0314] Rk, NR'R® 4 F AT & &
[0315]

N
i} N (CHR®,
N’

[0316]  H R* Fim Kln BsE S, Pk, R AEJR 7 Hm k4 8588 5.

[0317]  FEARIEHE, -NR'R® 3% [ pWRIEFE i B s 2 i 2

[0318] ik, & &I 1) A FEACBC B A ) — B 5 BEORIE A e 5 0 BT, 491 e
AL R ARG

[0319]  HRAEALLE R 7 i, BAREAERIR T B - £,

[0320] ik, Y© ARR 2 D4l sp BRI 2R, FLEUARIE A o SR 7 W — BRI, AT i - HX
REEBFEEA 1 ~ 8 AR JE T HLAT 8 BAT B 55 1 B SR 0 T 10 T A e i G D 2
PR B ) 7 o Bl 58 7 il 32 7 o

[0321]  FEARIEHL, YT O & Dl s B KSR S, LA ISy 7 JR -\ ~CHOL i 8. —CH =
CH-CHO.~C (¢ ) = N-OH.—C (¢ ) = N-0 (4% ) .—CH = N-OH.~CH = NO (%¢ % ) .—C (¥R
fidk ) = NOH. -C( ¥tk ) = N-0( ki) .

[0322]  HR#EFEALLER 771, X (T1a) MG WIER -

[0323]  —3- ZRIETNZE 3- WkiE PN 21k

[0324]  —3—(4- SUAZE ) AZE 3 WRmE 4 251k
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[0325]  —3— ZEEEPNEE 3—(4- FIZENRAE ) TERE

[0326]  —3— RKEINZE 3-(3,5- W — — FIJLWREE ) P FLmE

[0327]  —3- ZEEEPNEE 3-(3,5- ¢ — - FREDREE ) ALk

[0328]  —3- ZKFLTAHL 3-(3- FIJLUREE ) TAREEF

[0320]  —3- AL ZE 3 MK b P4 Fk MGk

[0330]  —3-(4- RUREL ) AL 3-(4- FILIRIE ) TAJENA

[0331]  —3-(4- S ZR%E ) A 3-(3,5- Ml — — FIENRNE ) ALk

[0332]  —3-(4- SUR3k ) Nk 3-(3,5- Jx — —HIZLURIE ) NZERE.

[0333] BRI 225 mI B2 (13 K G 8K A Bh B S AL G- 6 2 25 0 B el =)
A TR AT e S A AR BRI

[0334] R FEALIERI A, X (11a) MWL R 3- - GURE ) N2 -3- DRIE TN Sk
S H 22T B2 B R K G BOK G L L BOX AL S 1K) 22 i 45 48 B G SR AR AR
JHE AR  FE 0T Bl S ) R BT A

[0335]  fLikdh, (&9 8 25 2 b e, BT #hik A b iR £k . SRR R 5
KA S B IR AR A A . Ak 3 (4— EOREL ) AL —3— WRIE A BRI ShER 16
[0336] M S =51, FE I IR T EP 197840 BT FTIRIAL &K AEBE a4k &4
[0337]  [AIk, (A4 (A) BIREREHRA TR 1D MeEY

R1
4 N<
[0338] N \ RZ (111)
Rl

[0330]  Jrp .

[0340]  -NR'R® fEWRMESE 3- A28k 4- £7 b, RV AR WnfE (A) frse S -

[0341] R, RN HA 1 ~ 6 MR T I ERESCCREREEE s EHREE 53— (1- 2K IR M bk
3£ A% (3-(1-benzimidazolonyl) propyl group) ; K3

[0342]
—(CH2>n...—-x'"—®
R3III

[0343] Hrn,, A 0.1.2 83, X" el %k —0-, —S—. -NH-. -C0—. —-CH = CH- B}
[0344]

-

[0345]  H. R, & H.CH,. p 2% . CN. CF, BREEEE —COR,™, R, W EA 1 ~ 6 MR 1 B ik
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