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BN SEAYEML A EHIE R AN F

ARG
(00011 A5 W) Je At =5 34T RCRR AL e L 1) 46 T i AN Y Jes TAE A SR I BRI

HRREA

[0002] FMFFi%ESaussurea obvallata (DC.)Edgew. N E &SV JEHEY) , HIFK 4
MBS, ZAFEAERAR, m16~60H K [ W.5kEd . PEEWE . 8 78 M. dt
oo BHEHAGH:, 1999 27 T AR NI 6 AR KDY, K=K, R AT~9 1, A T
L B A P TR AT B AL Ll 22 A A, HEA3200~4700K o B M 2 34 2 iy JU i X 2R A Y
— PR, H A R IR 2 B PR G, — IR B NEY, VR R DG A, IR A
%, HEANWEE i BAHU RO b W M Jria st Pushsa e pu st < Dhak i 224,
HH S AN R RO

[0003]  JMvied /2 i 5 N AR R BE Ko 2 — , 1 IoRd IR BT 96 8 B R 2 BT O VE I B
FURR o A R A2 NI U IR o hE A o B i N SRAE T i 22 B AT, ok B 7 AT
PR e R 5 T 1) 22 A % S SR 1 o SR T 5 A8 A () PR e i ) 800 S AT PT e AN I AR IA] , {H ]
SN 22 15) T AHACL PR 4 i JE) 0 2L DA A I AN P s i K A B AR R e R G DR B, X 2 5
0 M S A 1) — e S R [ B TR AR HE SRR VR T O BN R A B 1 AL
(HDAC) 72 — R8T 1 I8 , X G AR 1) &5 R A8 1 A0 35 i) 30k s 1 o B LR o — e i
TLAHE AN AEACE R TDNASHE A )RR R B, /MR S5 R R 5t , I T {0 25 Foh % ¢
DRl AR Pp R % SR DR 1~ 8 S5 DNASS A 67 i S PR &5 6, IS 2L DR 1 % 5% o 703 41 e A, HDACHT)
ik B R T ECE LA A AR 3, @i P S 2 A 1 TR R T, AT HS DNDNA S 40 g5 1 2 TR Y
G173 AR R A% AR R A B, AN T R AT ) R, A — 2 e 41 | B AT o 26
A R LB AL EEFNH] 7] (histone deacetylase inhibitors,HDACH ) N A] i $2 5 4 0 i
5 E X IR H [ LAY, AT TR 40 R R T S A A S R B B SRR AIAR e T L 5 S 4 i R
T2 534 BN — B UM 259 - HDAC T AN URE 22 BT 3R 4 I I AN S AAJed B R 1711
YRITAE A T HLBA I 20 AR % e e PP E AR B L A

[0004] Wi AN AEATTH &I H BIHTIM R 25900 J5ORHE D, 5 il 7 T i 25 i HDAC L g
W 2 OB O R Z A BRI TIR T KR PR SCT R, MRANS, HAE A
S, 30 AU B b e B R 0 AR L2 5% T S5 S 0 i HDAC L6 PR 3 P2 77 1 P At
AR NESER

kS

[0005] A< & W AR R (R B A 1] 8« v BRI A BERMIAS 2, SR LR 25 38 R A Je
il 2 T B NN F 5 14 2 A 28GR BE A 28N I HDAC LR 9 35 126, FH T i) & ] HDAC 1 g
25, R B b MsE e

[0006] A< BH ok LA [l BT R FH B AR T 5802 1B 35 38 28GR A7, HORRIEAE T
I AL 25 S A R A R 5 5 2 R 4 R AT A Y I TR R A L T S K A AR
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A v (e — Ml R b DAL A S TR L RTR A
[0007] i it =53 A AR AL, FLARFAEAE T 2 08 1 R 25 5 A R, B, A A
TP TS A7 R P =5 5% 7R A R o7 A R B B (R 540
[0008] %At =53 A7 AL il 4 5 vk, HLAFAEAE T, B4 B 30 3R Rt =5 % 4 BF
S N B 1 73 B R P 65%~95% £ B I WA B, oK Jir A5 SR HOHOAR 4 T 1R s IR
TNV 3B 4525 73 OB AR A e L 1R SR ANIE T I AR D va R A HUR B 2 i
VB ¥ VAR R AR 5 A il R PR A7 LI 555 LR £ B A AR 5 3 1B ]I AR A < R
REHUE IR B 70 OB A TR A3 =5 S KA ARG A
(00091 Jifr it (¥ $1 HX e 7 98¢ 1 [ 2 R 5 70 7 9 Ay 00 [ 90 ) AR 3R 408 + R e
Ji BB I 25 A BN B 3 B R P2 6.5%~95% £ T 5 V8 75 Y F R0 . 5~3/INRT, ok i, O
Al SR~ 3UR, B IS IR, B 45
[0010]  iZ A 55 3% A BRI ML, FEAFAEAE T« 78 )25 S IHDAC LB 25 1 T A 2 o
(00111 Jifp ik ) & M U HDAC L A 254 , e i A =5 5 A i V6L A T 5 5% £ 1R & TR 7l
A A 5 5 LR ]I AR AL AN P S AR A R 7 ) — b s R A B AR R R B R R
G, 520 PSR £ ) B 1 10 AR A 70 s 4 ) 75 o
[O012] s (A3 3 5 i) 70 i AR Y 791 « A AR B 7 BB R L 4 71 o
L0013 v it iy 10 R fB17R A SR v 7] S RIS 771 < JB2 288 5] el T R 7

XA U 0

BAT B, i T35 A& 8 IR R PE IS R, LR AN, A ANIRSE ik
FATHUA B  1E 130 Jl, A DL ELAT 70 P8 D R AR DA o FH A AT ST A = Al e e
29 RO BE =, BIAT EOR Fr A i =5 % v 1 38 23 SR HE HAT BUAR B AR L (B
D RANWY S, AN B A 2 e AR B BB AL o PR e JE AR 0 70 R FRVE R ) 28 3% A e
ARAFHNHIIDAC TGS 1 HOR S (A7 R AL e Wb 20 B0 PR 1) 1 780 o PP S NI I AT 9T R B -
R PIAS R B ) 28 3 » 0 20 1 RO RLIH 55 5 A IR 07 A 0% L IR A R AR AL A i 5 3
RAHAERGAL , HAM i HDACT Bl R RS
[0014] il 45 kb, NN G R 1 43 MR P 6 5%~ 95% £ T W VR B U AT LA SAR B | el i 448 ke By
A AT 7 9 L 9 08 o I SR 8 75 38 0 BB I B2 R » 12 vk R AT s (R AT R B
R ol 7 g B I 2 P B AR SR A 0 « P R U 5 T B A 7 i SR U AT i v
[F] P FHOIR R 1 0 LU VR P 6.5%~95% £ I A I VL[] L L, 5 I 7 904 08 R Y0 [ 3 12 R
WLt 2 A UL, [RIR AR B B A AT g < 18] [0 IR B b BRI R it J 1R 2444 B
NP AR R RIS NN B A, IR, T8 1 g AR IR SR BRI
PEIE TFOINN ZRE AR IR S BEAT 55 R B SR, TR0 I AT IR SR HURURN e (A B
N2 s & IF 2 IR SEHGRL, RIS ] i S FOR o R 1), B30 BT IR 4 RO . 5~ 2/ 5 B
YR B4R RS I N 2 B W0 256 2 T Leme2em o [81 I B HLIFD 30 P2 Dy 2 W2 ] 3t 2 B PR
R E 75 T 2B a5, H 3 S80°C~100°C o 12 AR B , SR FAAS R) 1) 5 77 RE G
B I3 T AR IR A2 MRS A TR IR B 70 TECBUAR HL 70 8 SRS A TR AR HOH G 2 R 2 g
INANIRE 73 BB B B3R AT £ R C FRAE OB R 15T AN NIR B 7 WO ZE 73 B 3RS I
I AR IO B A AR EUA L 2R 2 TR AR HORORN L ] e A EUL 7 ) 4 A 25 B ) s BIx
JSE A5 BB 2 AT AL R 255 LR IR FR A AR 5 3 1T IR AL < 4 AU R

=5
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RIIRE 53 BB G RO 8 25 3 s 79 B A A P =5 32 7K A 2 U A7 o 95 770) B0 3508 o7 i 71
FEALIE TN, KA RS AR m] RLRRAE KA R EU  AK AR ZE BT 2 35 17K s i AH %
(17 5 A SRR R AT 2 TR T S50 RN I T T o7 6o M B s T Tk B R RN I T g o Hop
A P 25 A TR A7 T 5 S W 2 R T 3 LR TR R A S B G 2 A
TR AL EE S AR A W s T KA ARG AL £ B S 2 WA IR A
PE LW RN e 2 BRI 0 o 48 23 300 mT DA o #8035 790 CRI s 2B e AN T
BEOFE I AT, T L5 7R VR IR 48 , 1207758805 5, 1 HL e 3850 FA U il o3 TR = il
Ktk
[0015] R 3 (1 , il 4 1 N AIHDACT [ 259 , SR 11 MR it 70 B o) 7)o 10 R ) 500 R 9 B 75
N 2GR 5 WAL BT IR 11 R ) 750 A 28 1 B T8 25 25 11550, A3 1, 1 Rl 7 e g L 45 k%
1 R ) 550 o 90T DA A i B8 2 245 00 Ath i) 551, Gn WP R S 2 24 ok 5 (O 35700 RO R R 5
A 5 JE K2y 24 0700 O FEVA SRR S e 770 S 5 50) S 3008 79 8 7] 70 I 70D 5 MBS 24 411571 G
IR 741) S B0 VBRI S T R R R s IR 45 24 7 OR 7D o v B i 750 P DA Ay e
U AR R 2 W A it RGLEAT 40 25 ORI 10, A% R BH 00 4 S 0790 M IR B A 5 7] g oKt
T SR PR B 7R 5 At PR, A R B R S R T DA A T R S R SR T A 5
T L BT sk 2L v B 791 ST ohar 3 S ) Bt e v S ) S DL R 29 4% 08 RGN IR RE K2
WA AAATAAR P 1 998 P 1)  SE K 285 243 frlRar 0 R AT 08 57 P 57 B BT T 428 k) 24 0 7 R TS ) B )
BRI o« 25 RO FE 25 WA A, DA B39 S B9 7] L B 390 L FLAL 7] BOAR ) B 7
ZUEER) VR TR 3 O TR0 B JE 750 AL 2 T 7R IR B 7R B R L SRR  pHE Y 7 S
PSRRI RG0S R R A S T R0 B AR PORE 36 7 R R R B R A B A A R
AR e FEAA b e (1) — Fhial 2 Fobr
[0016]  SELAHRMLL , 4K B (A 25 380 80 A S i) 26 5 i A s, T A A 28
VTR

LA 25 YE G RGHRAL RE A AL HIHDAC TR 435 14, BT & R HDACL Bg 254, B
SCUF PRI FH o HH Al NAERF ST RN : B AT BB 25 0 R BN B = i B AR
BRI RIS R, AN, H ANV B 25 3% , 3 B A B0 08 10387 DR . R i
NI s A T A s T A ) B A RS T A U VAR AS A A, IR HLE IR AE
HDACT b kAT 2 2805 2k, 08 Jeb K S Pt 0 A o P 5 3 A S R B 6 A 5 3 20 R 2L T
(AN = AT e A v Ly e S v Sl R TR D S R S W= {5 A
& W ¥ HAT BT (K M HHDAC L BE 2 , HLHDAC B A7 15 2.8 . 66%~87 . 39% , 1& B JF & Bt I R
AT HT 2 o FE NAELL ORI ) g e i R FR L A T ORI AE ST B .
[0017] 2 iZ A0 25 38 A RGBS 1) 1) 4 5 YRS IO, BB R & o il 4% 7, B N
TN BT 1 20 LU IR B 65%~95% £ g i 13E 4T e 7 Y0t A B R i B, 4 vy 1 FR R % 5 2R
AR FA S S 20 B8 L TR ANE T BEAE R A ORE B 43 HIOH, 51 A B3 50 2 U iy
AR SRR A7 B 25 3 2, TR £ TR0 A T 25 3 /KR A G A L A e 4 1 4 i HDAC 1 g
IR
[0018] 3. A BH#H T I HDACTHG 25 i) JsURHIRTE , &K 1 8 i 25 3 1 i , it =5
MER R BN HDAC LI 24590 8 k), v i 35 4 e i 55 S ) BRI



CN 106236809 A ﬁ:ﬁ AR :Fg 4/10 T

BRSIRES T
(00191 St 451 1~ 32 A S BH IR B I 5 E A RIS B G i) 46 7 VR AN R AR B A sl it 7 =
L S AR 1 S R S 4
[0020]  SEjfafell

)28 70, B T R D IR MR R A RO R, SR BT 1 29 LR T 5%~ 85% 2L A
TRRE 75 R BRI /NI, SR 5 Tk 9 A N T A 9 bUOR B T 5%~ 85% £ T Vs K B I 4 EUAS H L
VR IEL RS 2R, BER O 57N, B TR BB IR 46 TR IRE s IR B AR B 1992 E
IITOR S AR G UK FAT i 20 BR TR AN IE T AT v AR AR IR B 0 IO 45 V7 G 15
BRI 25 A YRR AT LT 55 R TR A AR AR T B A 5 B A UG F R I
BB HCRR e TR AR T KA AR AL .
[0021]  SEZjtafs)2

)28 70, ELRE T R D B B R A O R, SR R 1 40 b IR BB %~95% £ BE
TRRE 75 R BRI 3 /NI, SR 5 Tk 9 D8V N BT 23 G IR P 85%~95% 2, B VA W P IR HR EL 3K, B
DN, B RO IR TIRARRE s KRB NV K 0 B, 199278 23 0 AR R AR ICR:
R e 2 B8 2 B AN IR T AR R AR BIOR B 0 B0, 7 25 5501 Je 45 B A i 35 3 4 el Tk
AL LI 25 2 TR £ TR Ay AT 25 S IE T R AT 5 o A USRI AR IR E 2 BRI S T
0, A 25 T KA A R A o
[0022]  5jitifs1)3

il 28 70, B T R D IR MR R A O R, SR SR 1 25 LU IR L6 5%~ TH% £
TRRE 5 S RN O . 57N, SR 5 I8, DR N T A 20 bE U 85 %~95% £ I I WL I IR Y A Y 2
D BER 2N G PO IR TR AR S H W28 INZR TR/K 010, 5928 2 W0 SR 5 ik
UK AT IS L 218 B FNIE T B AR I R A BOR 8 73 500, ¥ £ 30 e /9 2t & 5 A
TR AT B I 25 32 £ R £ R R A RNV I 25 5 0 T B A7 5 o5 36 LS AR IR 92 0 O v
G5 T8 A 2 K AH A HGEAT »
[0023]  4:FE Mt

3 SO . Amg T4 5 B 25 A YA, BT 5 L IR A AL e R T
et o AN - 25 2 7K AR EGAR A, &% B I AR T 100u LAY — R E AR (DMSO) H 2 FDMS O34 AL,
FEE P50 B o 4 T L LIS AR A BRI DMS O L 25 N2 1 99u L , 73 73 45 21 A TR U
T 25 325 4 VR B 38 57 P 282 1V VR S L T 55 3 2 TR L R S8 6 1) 0 P A S A 25 32 1 T R Aor
(147 £ Yo Y2 VR R I 25 3 7K R AR HOGER AS7 1K) 22 PPV VR o G PR IR TR 75 - 50mM/ LI Tris—HC1
0.137 mM/LINaCl.2. 7mM/LIIKCL \ LmM/L{IMgCl2.0. 01%H: 3520, ZZ MipH 8.4.
[0024]  — )fIHDACI B 5L 58 .
[0025] D) S5 115 2 B35 38 5 SR S22, Ao ML I =5 3 5350 Ao 1 i HDAC 1 iy
[T
[0026] 75903/ ¢ 4 ) S X Ap L 1Y) A - 25 3 Ayl T S A0 11 2% i i (bR 5 FD VB I 3534 7,
PR 2 TR R A PR B VR R 56D R P 35 32 1E T B B A7 PR 8 L s 5 HD RN - 25 3% 7K AT
AEHRAL I G2 b5 1D, 23 AT Q0 R #R4E F BT B Au L2 i (P LGV HL D B 196
LB, BN 2ul. HDACTER , &= iR 2 £F & BiBmin, I AN 4ul H3(1-21)K9JEH,37°C,
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R SRR % 376070 Bh o INN5uL SA-XL665 F15ul H3K9meO 44k , 665nmilIE , 75 5256 20
%o

[0027] MG AnL 2 B T-96FLAR H , B0 sl m A 20l HDACTER , = il 26 44 7 )R WBmin, Jif
N4uL H3C(1-2DKIEW, 37°C , K535 F6 P B 926043 Bh o In A5uL SA-XL665F15uL. H3K9meO #ii
&, 665nmBEL , 75 X7 W ZH IR G FE o 1 SHDACT BREAF T 26 « A737% 8 (%) =S 5R 2H W' 2 /o) R ZH UK
F6FE X 100%.

[0028] &1 A2y 354G A% Az # fHDACL B K 7% 14 A 25

iRE mgiml, HDAC] BETREE %>
F (EHEEGHEEhE) 87,30
G (Al EESR S B ) 21.38
H (BN ZEEIF TR 24 97
1 (M EEARZER AR ) 8 66
FtiEzR 100.0

[0029]  Fivh* P<<0.01, @il R 10 LLF H A 55 ¥4 2 0 2 TR B A7 L 25 34 1E ] 50
A7 AL - 25 3 7K AF 28 B % T-HDAC T g 35047 30 25 PR U H 00 L A 25 3 A 9l T 8 o7 L 2L
A ISR

[0030] = o v otk il

(00311 R FEMTT Y 0 2 A - 25 5 A A0 A7 6o N i 4 I 140 40 I B 12k o 3 0 B S e 451 1 oy
B S E R AR L 2R TR  IE T I AN RN 7K FH A E R A7 8 e , DMSO¥A iR
Ji » B FAMTT: 23 5000 5 ok N 45 B HCT-8 - A BT Be 1 740241 8 - A\ 1 BGC-803 41 g - A Jii
Ji e ASAOZH i AN B 598 A-27 SOZN it 2E A Fl k)

[0032] Sz Jv2s W B AR K HAR 4 i , FHO. 25% FEERE-EDTATH AL J , TE fi ol — 72 94 55 1) B
YT B B VR L AR 40 M A K B A 25 5, 32800~20001 /AL Pl 196 FL AR » 5 L I N 401 JHu 24
100uL o 24h 5, N AN R IR BEAL B4 B AH L 770 R e 5% 77 28 , B LN 100u L (DMSO2%
WREO. 1%, M2 IR A WS~ TR, A = DS PAT L, T37T°C4k 485 35 72h
J& . 35 FIEW BEFLINN 100p LB £ #1011 270 . Smg/mL MTTH G LI 15 5% 55 , gk 44 954h , ¢
FIEWE  BEALINA2000L. DMSOMEMMTTH BT e , 1M 4R 37 ds IR G VR 21, BB bR AE S 2%
P A50nm , A I A S 70nma&AF T W 5E D' %5 FEAE (0D 5 LAV 77 X0T e A B 1) Jirfr e 248 fi A oxof R
A, FHRLN 22T HEALS VDR s 48 i i ) 23 L 5 4 2805 FR VBT Cao - 6= CRF IR AH.
S IJODAE — 25 25 40 F- $50D4H ) < o B ZH S B5J0DME. X 100% o 45 1145 7 i iR IR B LA T4
AL P25 S A Y TR S 7 R P 5 5 LR L R A AR I 25 34 1 T B A RN P 25 5 7K RH AR HY
FALBEAT 1R 51 e 4 Mo B PR A% , 45 R LR 2.

[0033]  3R2 fA4 e 4 o 7505 P i ik 45
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e R R Sy SALAE o S SR ; RN
wﬁi‘i@“\* FRR \0‘;;‘5 REa R et} SRS Bt : gl
B R R N A P He s SR S SN RS

[0034] ¥ : 1) HCT-8 M N &5 e 40 i , Be 1-7402 4 A 96 4 o , BGC-823 9 N B 6 41 it
ABAQ A N i 4, A2780 9 N B SRS 4 i 0 2) > 508 B AS BAT L4 o 25 3% 1k o B it 2 v
s B = SR A R I AR £ BRI AL T 5 R TR T RE A A KA AR
SR ASE AR S A e 2 PR e MR R R
[0035] = . fA&4hSisofur J2 /I R AU IRE S 58
[0036] 1 St 4911 2435452 1) Susofir 8 /1N B U HRg S 36 7 v 50 R

a)5~6 R B /N BEALIE SR 2020, BRAH 10 3, B2 e 45 - 20 2 S PR N 48 L6
H, IR A, 4 2 s R A ELHE A A YIRS LA P R R A L S R
AR R B, B R T BERRALAR . R R E A A S KA A GRS
I SRR s R /N AT R

b) T A1 I % R 2 RhS 180JR R0 . 2m1 (S1s0JR ZH UL AE2. 0 X 10°5~2. 2 X 105G )

) IR BRI 24/ NN JG 25 24 5 25 10 RRZH E 15 45 24 10mL/ kg v 5 AR B3R 7K s PRI i
EH N S I B I Jh 20mg / ke 5 45 24 2R FHIRE B 45 24 S Tt A1) 1 ) 45 P e P =5 354 S ks 6
R 25 S E T SR LT 25 3 4 TR BRI 5 S8 K M A G s e IR A 2 a5 » b H
PR/ E AR T s BELH AR R 45 24 LR, BRR GG AR B VE LR S, AR 45 2 14K

A RIRG 251N I AR FE /N, FR /N BRI L, R HURR L, TF S 0985 R %=
(75 A 0 R A P 350989 T — 45 24 2 1 1R T+ 25 A e R P 98 T X 100% , K- 388 R 1 SR 4%
RIS,
[0037]  £R3 SLjit s 1 45 FRALXS 7N B S1s0 S AR I 5200
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o BN AL
R R
S 3&

2

[0038]
[0039] %4 SLjita 9285 SBA7 AT /N BR S1soSEAA IR ) 520
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\ﬁi‘:‘ii}g ‘:::3‘“\\ gxés\ 3’

oo A5
[0040] 3.

SETitA9) 388 A7 FRY Svsofi IR /1N B ATC I RE S B0 (1 7 R TR STt A9 1, Bodes s N3R5
[0041] 55 B 3 5% FRAL IS /) B S1s0 5 A4 BT Y 5
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s

Hit

B

Py ey 560 35.03
e s L5588
B S e 20 Lisar
o SHY S
‘f:'\ B

AR SR R TR T R S ot we
R R RN R R 500 L ave

ST R ;

A P

[0042] 2 H1if NGt 4425 41 525 A X AL ATEL , /N AR AR AL TG B 25 M 22 5% (P>0..05) .
F3~5H : Sso 2 AR/ IR K IR 41, 28 3~5HF S 1o IR S B AR K R s e IR R iy o h 36
3~5n] LU Y B 2, S8 1~ 3350 T A R e o 25 SR 5 St 491 1~ 3+ A ] S AH ) 7
S5 2H 1) ) 70 B 988 AR T8 W 2 22 ) o LR, 528 R BB A AH EL , A8 I 25 32 e R 50 A7 i 77
H, M LR LBEP m R, A IR T R A A, A S K A G AL
I R AL PRI AL T AL, 28R S S 1so BT R AR K
[0043]  SEjfaf4

WAL 55 A G ) % R 7, SR A0 R 2P 3R R 25 A Tk A7 300mg A e Ky
100mg I8 5 » I 5 B 11 7 BX VA< FBE L O%H Y A K 40mag 1) e AR A, i i A5 J AR , 4845 Ik,
ok, ARG IREEA mgli 5B, B4,
[0044] 54515

PR A4 1 « 3 T B TC LR B 25 S KA A G A 540« FREHE 140 RS SR &)
O & T 1 45 EL95% £ By i 2~ 540y » I A e Bt , AR B M T8 L 16 B 7%, 73
e HIFEN
[0045] it f51]6

TR B DL 3 B OB A - I 25 5 LR LR SR AL 304 BRI AR5 00 4 T H R
BBy TR 2T 4E 2 3017

THOAL B 1) ) 46 T 2% « J20C L B B 5 5 4 R O B B A7 L B 2 25 HE R A RN Bt 2T
e iR, BIN CBE KIS 3RAF M B B BINEF AL R P58, IR R R AR,
H LM 250r /min, V[ 5 @800 /min, RIS A 20min, T4 1L 24~30 H 5/ 31 AL » P41

11
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