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— i & R TR AYFR 16, 17— ek o E K

B GE, -
[0001] AU KRl 4 AL 5 A Lz S (e i s A R iE I R T

B

[0002]  AthZ3fE (budesonide, Bud) x&— i {E i A0 B2 BUif s, HAAPLR HLd i (b
KBz A E L TR Bk 2 FH T8 B2 g ORI P B3 A0S 1Ry S = 12 i AR 2 M {2
TAE R, 2001 4F 10 HEE FDA #ELAE CUIRE SR T-4edeia b Ll (80) F
ZEM I P AT B P g 28 Bl Crohn % (Crohn” 5disease) »

[0003]  Bud M4k 44 J2 16a, 17 a —22R, S— W T 5 40 -1 B8 ,21- 33 -1,4- 2 —
M —=3,20— Zfd, B — AN TE I AR, 22R TS MR TE TR 228 B 2 £, BRRFZS N
MR E R I 25 df R R, AN T /KB BE, T T B, S T 3407

[0004]  Bud B 58 P Rz 40 M 130 L4 JeLRH 5 I A IR 10 A o e, P07kl O 382 S N BRI
B P8, AT AT 2 i 58 Tt 0T 1 A B KT RE TR0 2D, I PR FRAIC, FF BB DUR PR S5 & IHEUR 1)
Bl (2 S RIS Wi SR TSRS T8, a1 v DL i e . o A 9151236 3% B, Bud
Xof B B U 2 S AR SRR bS] AL B 195 %, Lbik JEAA B 16 f%. 5 B ATRR &
H T3 BN 16T B N BR A% FUKAA SN IR 5 R AR AH LG, Bud 72 N UTAR 28 1wy, i B I
[, Rl P R A R R, TH R R, HA R R,

[0005] 1961 4F, SeymourBernstein 28K T 16 a , 17 a — —HUR I A IR XUAR 45 04 155 Ak
G N IXPCE P BA B R BT R ST, RN IR T 22 AL e AR B R P o S T )
HHGERE . ] 16 o - FRILIR e S/ R IAE AL T, M S R, BAE R 16 @, 17 a = 5%
EA NG O, RNV .

[0006]
0
~OH
HO Cﬂam

T OH

2"\

H

16a-32FE3K B ys g (i}

[0007] 1975 4F, R. Brnasttnad Z¢ (US3928326,3929768) i T H: fib ity B & Wi 1< & 75
fii 5 16 « - FIEIRJEFA e [ N, 15 2 A B mbt RAEH S ERR R Fuf=. T IET
5 16 a - FRILIR A AT ROV, & e T An 23 28, H HPLC 43 A1 H ) Aol S 4 £ B 451
22R 1 225 =50 : 50, FFH NMR FHBTHE 73 1) oA A R S A AR AT RATE o A K BRUEAT BT SES, HiE
SEAHNS T3 R AR T AL 5 4, AT 2R PR A S R R P R A (RIS HL A B 1 b o
AN EAAL PR A-7 £5 . RNVEREN , 7 B8 BB, B 70 % mr /R VBB T, A 5T
55 16 a - BILIR R AR o AE SR FUET [ MY 3he [N 5e e a, F S0P Reiks, 1 10 %1%
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PR KSR T pH AE, 285 A AKBR IR E: T Y2810 )5 FH S e EM%E%%,

o yE, T AR RS RN 94. A% ATHEZS S, HPLC 34T R S SRR AR LU A 50

[0008] 1991 4F, H f . Gerrti %EﬁuﬁTLﬂSﬁ/i IEH@CT&BQ%E,@TE'M/I\&FEJJDZE

BEAIAT o AATTH SR AR ZREGEAE RN RV ), AN FR 2Rt R i AL 16 « — FRILR et b 5

IE T BT RV, OV A 25°C, RNV TRIZ1A 3h, RS SR ELfE A 50 & 50

[0009] 1985 4F, M. Peter 5 (EP0164636) iiE | W] HHL S8 5 IE T M4 ik 3 45 ) NV AS

BIATHL RIS R 55 BFST T USR] BN AE 70 %6 SUR RIS P BT SN, ROV A

0°C, RMVIAIZ) A Th, AT 1S 2 M M i (R EE 5 2 22R ¢ 225 = 91 1 9 [KATHE 43 4

[oo10]  HHT-E MR A 2, 1987 4F, J. Edid 5 70 % i & R AEHEAL T, ETE@%Hﬂﬁm

TR R TR R AT SO, ) MR FR AN AR AR L BT | PR S R HRORAE R

BORE, B3N ONEAT 16h, A G0 e A0 S R BE AT EE 25 4, 15 B 0 A Hh 23 SR P R S A 1R

L5 K 22R 0 228 =95 & 5,

[0011] 1992 &, U. H. Teresa 25 L) 21— LWHARFL —16 a — BRI JEAA B A 5K, 75 % S

FRAEMEALT), 72 0°C N SIE T M MY h3, W58 B s VAR AN UK K A, 20K o, R 5

%ﬂﬁﬁaﬁx Wi, RG24 L TR L, TR 3 21— B TR AT Hu 23 2, I b S g 4k B A1) K
s bo FRRE 21— SBEARIEATH S B T I, NN 10 % BRIR P, 75 0°C N AT KM e i,

Q’Jl 5 /NI, LR LB S 5 5, A5 RN AT S P Rl A K 22R 0 228 =99 ¢ 1,

[0012]  LIR5¥EA CLL AR ERA — N HHIK B - 23, 1998 4F, L. L. FiliPPo SR A IR IR

BCEPR AR R MR ALT, DAAS [R5 04 IR0 S 400 A SRk, 200 ot 44 P A B0 A4 1 e N, e 8 i) 22

RESTAR AR FE AT BIAT M S 8 . s S Y OB T DU TR A1) 25 A AR, 76 CO i C1L A [R] 41

Al LAFAEXU B . SR AP A vEm 45 8, 15 B AT HL A= B A R M AR L A9 22R © 228 m 431

LE50 1 50 3 60 : 40 [,

[0013]

?HgOR'l
C=0

HBr

Bu

\

[0014] R, is COCH, or H

[0015] R,, R, are both H or R, and R,, taken together, are-C(CH,) -

[0016] X and Y are chosen from among the following :

[0017] A)X and Y, taken together, are an additional bond between C, and C,,
[0018] B)X is B-OH,and Y is a-Br

[0019] C)X and Y, taken together, are—0-

[0020] 1999 4F, L. L. FiliPPo %5 M ARIE R H A IR IR sl E MR W AL, BL 9 o — IR Z
L, I SIE T BT G SN, 15 3 9 a — RATHEZRTE, FEAE Tﬂﬁiﬁﬁﬂﬁﬁﬂﬂfﬁiﬂ
AT, Horp 22R ATHLZRPE KT 90% .



ON 102477065 A OB P 3/12 71

[0021] 2008 4F4 5 il 25 S I B 4 23 =) HIE 1 & B CN200810016414. 8 H it B LABE R 4 Je
FA N JEORE, JB L S BT 5 TEFE K AA IR BEAT I 16— F23% e 3, FHE T 16. , 17 Jm%E AL 11— il
R 21~ BEIRES /K AR 16, 17— 47 1F T TS B A Hh 434

[0022] 2009 4EHVL TV A2 HIF) & B CN200910155058. 2 FR i B DL 16 « — FRELIR B AR
Jo (X4 16 a - BRIEEEMIRERS ) A JEEL, AR ME S T Pl g 5 1E T A3 2040 43 4
[0023] ¢ L Jrik, Ao Hb 45 48 2 25k 16 a - B IR B 48 0k JEORL UEAT & B, B2
16 a = FRILIR BN L T 21 fr A7 AR 2%, fEdim A d R rh &7 A 28 AN 5 3 5, (RIS A
il £ 21 A7 R Sk B AR AR A AL B e T2 KRR T2, AL T2 A Ad FH 4 4
WAL, th T2 M AR A B3 5, P LA e BAE A i T 200 5 o N e A SR IR -

HAAE -

[0024]  AZHIAIF T (D e LI (D a8 a el (D ek, Uk
(IID) A5G Bl R TE K 57

[0025] =X (D fbEWrT LAl CID) Aadpidad b i) 77 &

[oo26] Mz (11 ) HL&MIile ke W09818813 Hn] LIAF 2,
[0027]

HO,

0]

I (D (11D
[o028]  —Fil# s (1ID) A&7k, 2 HA (D AWEY 5 IE TR R AT WA B
HUGERUK R S AT S, e ke, 5 215 (1D AR5 Frid S S H IR IR A TEHLIR o
1 B EURIR L FR IR SRR IR |y SR N T R L IR o T IR LA 1-4 BRI
5 R s ACE, 28 H R LE DY SRR L N, N= R R S e ST Ik 2
JiE DU . ST S
[0020]  Frik )il o J7iz, S B R, W LA AT JE LA 15 PH R0
[0030] BT #& J5 i, Sk, wl LLE I Rk 45 s 5 2150 (1D &9,
[0031] ARG T Tkl (1) Ha, /e & A s B i R H] o
[0032] AW ERAE T — Bl il a6 AT ML AR 48 (10 7 3%, o (D) AR5 9 21 o AL 45 2
(IV) 21 A EHAFR] (V) 21 BERREE K A 2 A th 43 7
[0033] BTk (IV) A =T (T,) Ui B b RO CA o XLy —CHT, sl i) —CH, T,
[0034]
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(11D (IVD

(V) A M 4= 18
[0035]  — MG, SAMENTE T (D) A& UL — Rl 2 Fhri 4kt
2 FHRRE AT DA i A T 00 8 10 R 0] 3 St ) 5] 375 iz MR A T 5] W 2 5] 0y W A T ) 24
MEERL. XD WEWE BT -
0036l =X (11) tL&4% 10mmol, A A 50ml, VIR 0. 5ml A = CU R, BEkE, vKKE, I
A KMnO4 ¥ [1. 5g KMnO4 %5 T~ 16mL /KA T, BihE 2 B AL AAR)S, I 10% Na,CO, /KR
12mL, $i#E 0. Bh, FHE 2 40°C, B AGEUE, H 2D & 0 W JE 5 AU iR U, BRI #% 28 K
4 2 K S AT Y, s, AKVE, THREE, 155X (D &9 9. 2mmol ,
[0037] X () ARG RTTTE 2
[0038]  30molK,[Fe (CN)4].30molK,CO, A1 0. 04mmol K,0s0,(0H),, T 100ml # T B / /K
(2 1D WA, BIZUEEHE SRS mA 2 0°C, st AL (1) 46&4 10mmol, it
17h, N 8g [l 14 Na,SO,, B $E 2h, I 100mL 5 %2, 2 HHANUE . KETFH CHCL, ZEHL
(50m1X3) o HIFANUZE, 7K MgS0, T4, vk He il 4, H TR 25 5, i, B9 08, IRl i
&, [ 97%, 13 (D aY (D EWREITE 3 -
[0039]  PAfd — /K (10 : 1,V/V)40ml,0s0,0. 05mmol, HEFE: 10min i, Ho A N— B 3L -N- 48,1
Hk (\MO) 13mmol, FRIEAWAEIZ 0C, ¥ (1) A4 10mmol ¥ T 20mL N EE 1, 2h P
B2 N 22 S NI, 0°C 4R S FE 6h, Pk 25 2 N, 43 — N 274 & 4Lt 30ml
PENL A S, PREES W, duEEX (D &% 9. 2mmol .
[0040]  AKIIEATF T PR R (1) & K ILABE A Rl 852 (R A G P LE il 2%
BT NI P N H .
[0041]  ARKRFIEATT T HrA (1) WG LA BT B MG & WAedil 6
ST NSRS R sSipi i B T N o RERRE AR & VR T N SR L Bh A Bk 58
YiE, WSS A R L RBUME B2 R ARt itk Bz 98 e FE BRI e Y 5 =0T AORE W S U/ R M
AR B 5P M BE 2 M ) I 58 AT Ak SHR R S8 S W E L 5% 5 JRE M v 4
ez TS W 28 B BUE [N 28 5 071 e 4 R DG 1T 48 SR R R 57 % L B I AR e e 1

7
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P UL BRI TS S 2 P I N o AR R B BT () a7 AT LUGE R A 9295 )
FHBH AL .

[0042] A KM A HIA (D) 4 & W AER 7 N B F 3 W 5% 75 2590 h 1 57 = o4
0.2 1 g-50mg/kg/ K, ik 1 v g—2mg/kg/ Ko VENIHIT NIRRT, N IR E—R 1% 50kg
vHE BT DA A BH o B ol R 50 20T DL 3 BESE Br AR B UHB, ] LA IR EaR SR & X550
o

[0043]  ARKRHEATT T — MW -G, LA b2 & AR AT 1 (1) Bk i)
LR P LM AL S AR — Rl el LR T 25 B B 5 R

[0044]  ARBHFTAFFIILA (TID) 4bE9 43 P 5oy (0 259 240 & W) AL FE (E AV PR 15
FOMRE 2 EH A2 O RE2 5 NE 2 S A2y R S B 24,
ik 2 5 5 25 2iMALE Y, Fe it DRSS 245 T T e5 24

[0045] [ IR 24 OISR LA R 350 i B2 5] 10 IR ol 37 Vb 371 7K 5 4 S5 i 5 i 1
R IR Y HI 1) YA S 2 245 0500 LA 1) i R0 S c JUL A e P R 1 w55 o

[0046]  FTIR ¥ Rl 45 25 (M 25 DA & W B FEAELAN A B TR AT a0 < 2550 K 25 37 I 25551
50 0 B 22500 3 S50 A0 FH ) B A0 B ) LB TN B R AT
TSR 5 s 24 w500 G m] mEL g s m] e IR 1 R SRR R 1 BRI I 5 g 0 s 3 ol 1 e
7 BRI R ) R B RE R s R FH 50 an i MR R 5 DA S T R B s B2 w30 . DL3sE IR AN
BT FL 40 T 7 o

[0047]  FIRIILAE (111D AE0 0 15 o3 B 2 AL & A V6 T T N B8 L 340 < 95 I 511)
=L (T &4 0. 2 1 g-5mg/kg/ K, ALI%E 1 v g—2mg/kg/ K. Tl 254 &Y
HIT NBUR LB B SORE R R R A (D) A8 0. 20 g-bmg/kg/ K,
PRk 1w g—2mg/ke/ K, Frik I 2P 45 WA AE H I SR B 1 IR 2 (125 2577 5K, fiidk
R~ 3 WAL Z R — R IN% 2577 3 4 2550 822 RIS

[0048]  HPTIRFIATIRLLS (TIT) T &4 4 3 Pk B 23 (1) 250 40 -6 ) il p 1 IR By S
FIT IR AT 245 FH AR} A R AR sy B ) 1 24 P Ak, LA P S RRH O IR kil mT LA 22 DA DK 1)
PR ECCHR

[0049] KPR FTR LA (TID) A &4 0 16 M i o I 25 W 4 & P il /R A RN R U 5%
N, B ] 25 B ARt P 5 — el LRI A M4

[0050] v ads (4l 5 500 W] DA FEAH AN BR T S &UbE e Bk EAL & 1)« US4 AR
Mok 2 ) — PR E LR, BLERE 1,1, 1, 2- PUSR & 48 (HFAL34a) 1 1,1,1.2,3,3,3- -BHRA KT
(HFA227) , =& — %% (CC13F) , S — A4 (CC12F2) , —SPUSR &A% (CCIF2-CCIF2) , A
ft (C3H8. ), 5 14t (I so-C4H10) , [E T HE (n-C4H10) , S fblik, —F AL =%, &R, Uik
NEIEFAEY P I —FEU LR . BEAEIE S HFAL34a F1 HRA227 i —Fha L & .
[0051]  Fpad AR A 5 1 20 23wl LA REAEAS AR -, i 5] 98 i 310 B A7) A e 7). e vk
B BRI B — B LR R AT R F RN 1R R B 2

[0052] Bl (A5 & 38 ] DU EAMU R+ S BE B R, AR IE A8 FH 1, 6 1%
FAH A BB £ I, DU iRy H H 9 o 8 351 R v U S A IR ] bR A AR 7)o
[0053]  FTIRAIHE R A 50 1 v] DURAE AN R LU N 240, 46 FAth B of — e 451 e o
sl (ZEIEEE ) L ALPHEE  H S M I FURE R 2 ZF BEBE (M . glycofural (VY &MENH

8
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SEFRE ) R4 N B, BLARAE I A LR W AR - e R AN - D o R % i T e S
FRER s E0LHE L BLER, Rl 2 I R SE AN FUR R S0 IR R FH /30550 771) 1 55 771 (R0 o 7]
B 300 RS B H R DU LR  BA O 2 i IR 2 22 IR B Rl 0 EL M s b Js - — e
A J\BE s s G R AT I ARG A A S BE An FLRE R AR R s 2 O AR T
PEWF sHraa L TR E TR BRI, T RARERXTH B LImEE.
B OIRBERRTE B8 LGNS Re ] s He i ZBENE L — i = R 5 655 A B o e AL o]
B

[0054] U BRAA, PR A 28 S0 B9 AL, iy M Rl 23 A0 W ON B 68 v () B AR RN R B i
YER 3 B AT LA Tk &) BRI T o3 2 8] Bt A LA ml AN () o i L gl o AR
T (% Jik FH V6 L A 2 2 T 3 ) 4 BH A o = LA A

[0055] AR EHPTIR I (TIT) A4 4 i MR 3 B 259 206 0 il IS AE A IR N TR <55
)5 T I IR 35 70) ok A 20 R, 43 300k AR 1 7532k BA A SR R 8 5 3 SRR A
B 558 1R 7 2ORE A A B R e R o R SR AT R B, AR IR S T T AR/ T 10w m
FRIBECRE A TR0k A M R o), SEALIE R R EAA A 0.1 & 5 um. TEN—Fh e, 4l
TR (D35 P 1 43 W] DA — AN a8 22 AN 0T 24 T TRY 3 1 i 43 i Il s e ) sl 3 A S 71 it
ETRA YR o AR BH HP A8 A 09 Rl vT LB AT R AR 5 E 0 0 5 1A 15 B S 1k
[ I 28 s 18 BISF BPR AR I oA b i N A 3 - T R AR s 1, A
AR T RIS M A TS P W WETERSY L ISP E LS 1 D (0.01 ~5) o KK
AR rh At 9 20 Rl DLIE G AR U AR N 32 AN 7 VA1 B S L IR T K

[00561 TR (¥ LA (TIT) AHA 4020 3 0tk e o3 19 25 40 -6 0 il i 5 RN, i ml 245 H
R AT DU FE(H AN R T pH 8 5 751 2k 3252 s VR Y 700, R R TR L Bh &SR LA AL
1)~ 2 T P ) s 300 SR 07 8 00 S P A A T R 40 R 24 1) 2 F R ) — sl L
P

[0057] AT I 3 A ] LLALFE(E AR /K T8 B 7R T L 41 4 52 B N 2 2L 41 4
RS AT Y 2 TR B K L AR R e TR TR ER R i P ) — Al LA
4 i IR 2540 205 ) BGRB8 1R 5 A 7R R A B T s B A T » A FH 19 A B 58
T R B I DI g R R Al B, R 3 S RO 0 934, I B W 29 S E 211 0. 1% ~
1%, 01k 0. 2% 2 0. 5% /KINHENAWAEGWERR 90% 5 99% .

[0058]  Jrid (1) pH i 75550 FT LAZS HAEASAS B T B 1R S G i B I G s Ak 1 A L 6
B IR S L3 T A R e L SR U A B S B R B B R B B PR BN IR FR U L &
RT =R,

[0059]  JITid (9 B B AT DAL FEAEA PR T BERS  BUIR R 30 R IR 2 2 R BT Sy
ELRH ekt et JUBE 0 D AT I KOS A RN LR e R L R . 2
BE U0 L FE AT 4 25 AT e R I i — P i LR

[0060] BTl I PTAEALT AT LA FE(EA R T T 2B 5 R A IR, T bRk
TR e ZE R L = B 5 6 2R I T

[0061] BTk (19923 i i 45 55 LA FR AR AN R 9235 Fe i 15 0 m] DAZS B RR T+ H- 3
B RN R B AR R — R B LS.

[0062]  Fpdohl B 4T 500 R] DAZE B PR 58 M2 VR O IG JA ) 3R SR R v

9
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Jot T P — BT, T P B A RS T AR BR AN I 2 R BE AT 4 i R T B R R AT 4 22
FRNSEA Y 2 TR R R

[0063]  ATIRFRERI ARG EAMMBR T £ Zf% DY 408 M Sk 4 8 b2, fiik £ — & DU 4. 1%
A,

[0064]  Fpal (1) 1 ¥ M 57 AT LAZS AR PR T3, 80, R4 L4 S AL B RR it 60, R &
TP IRER N, 2 £ RE 4000, SREE NG, FERERE, B A LM B IE, SR R R R, R L
A5~ B S TN s e R R A ) — R B LA

[0065]  Fpidk (40 pRT B 83 30 v LA BLFR AN R R L SV R R AU L ALR L AL IR
XRELRR PN (BMETh) REXFROEE (JBinsE o) MRERXFRAN (8
AR ) AT B i — P Ei LR

[00661 ATk ] 24 A 4Rk A (9 T B i mT LR LAt 2 AR, v A i 2T DL
FEABAL PR T Ho A BE 2R AN W2, B W BE R  an 2SI (S AEHE ) A0 FE (L AL RE I H SR
W FUME IR 22 ZERERE FIHEE | glycofural ( PUSIMERE RS FFEE ) A—46 — 0 1%,

[0067] TR (¥ LA CTIT) LA 900 36 2R 170 1 25 0 A& 0 i) e &/ FH USRI, A0 i) e 7L
T, B ] 25 R AR R PR T H TR TR 25 4500 B4 AL ), pH 231, £/
TR, AH RS DUB BT R, A R EEIK.

[0068]  Jrak Fi%y R A st 70 £ 4 SR A Rl 23 m R S 0 R 5 70 LA TR P g — R s LA
[00691 it ik Jeh A i 2 4D ] A A 58 (L AS A3 PR T Rl I 8 A o g e o s 00 e 1) — P B
Bl BRI B R Ky 16 ~ 22 NI IS T~ 19— ol 3k 175 BT / BT B, P ads (o) 0 5
I ELFEE AR T LA AR AT 8 AR T R LR, PL LA/ BasR A
W, BT LA B FE (A PR T B R AL SR S BRI AT AR, B I 1) v 4 I A L
At T B T M R

[0070] L b ik M4 & A AR T Ak BREE AR T R, i B8 AF Al v LU+
IR I 25 AR AL, BT IR 2 FRRE I AL R T DL 225 (AR (5 TR, AR AR 1S,
2003 SFHUR ) T AT &

[0071]  SEAEHA A FIRE S P A L, Ak BRI =8 (TID) 4 &9 21 HEA 2
B, HARBLR IR =42 T 97 3, 5 2R B LU A, 77 0 B R, H 2 K i ) 43 A
I8 B B R R A T A T B R G, AR B S A B AR

BAXEAN :

[0072]  SEjEfA) 1

[0073] X (I) L&4 10mmol, ZJi% 50ml, &M (70% ) 30mmol i A = IR, Hikk, T
25°C, IIAIE T 12mmol, $6#E 3h 5, I 10% Na,CO, KAV PHAE B 7, e 5 281k 4s
2R E SRR, HhgE, KPE, TEEE, 155 (D) (&9 9. 4mmol, 22R © 22S =58 © 42,
[0074]  JTEMHT :C,72. 31 ;H, 8. 30 ;0,19. 39

[0075]  SEjf] 2

[oo761 =X (1) 4L44 10mmol, PUSMERR 30m1, HE ZK & 20mmol MIAN = FUE A, #id:, T
25°C, 21 N IE T 12mmol, $iE#E 3h 5, M\ 10% NaHCO3 7K ¥V PH AN 3 7, fieks 78
TR AR 22K /v AT, il Kk, T te R, 1358 (T 46A4 9. 3mmol, 22R & 228 =

10
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51 & 49,

[0077]  SEjfH] 3

[oo78] =X (1) 444 10mmol, PUS LR 5ml, S04/ 20m1, %f A 28R 25mmol A = [1HE
o BERE, T 25°C, I IE TS 12mmol, Bt 4k 3h i, H 10% NaHCO3 K& PHAE R 7, in
A 20ml 7K, §FE 5=, KIZH AT 73 =R GEE BRIR 10ml, & FF 5007 Ja e i 2518k, 3
Fi 45 i, FhOE, TREEE, 1558 (1) (a9 9. 2mmol, 22R 1 225 = 56 & 44,

[o079]  sizjtifsl] 4 =X (1) A & & AT AR I 1A T T4

[oogo] H (I b AWHI & ATHSMmEY TEAMEF ML E, B4AT LIS WL CN
200510122250. 3, CN 200510122249. 0.

[oos1] =X (IV) L& WIHI &

[0082]  Jm A 10mL FEE. (TID) 4b&4, SR G AL (TI1) 4b-&4 10mmol A4, s
HEREREZ 10°CLUR A 0. 3g U404, 4R820 22 0°C +2°C, i IR 12mmo 1, ii# HE 4k 4 %
EBHEFE 1N, TR R 0°C LA N Inse sl 30 2080, & B g, /K E A 12nL, I T4
(R A7 73 DR AR B, & S0, R 4 i, s el iA=L (V) (a9,

[oog3s] X (V) th&EW

[0084] 4 BRI (IV) 4444 13mmo ] EE R HAE 25mIN, N- — FEL FRELZ (DMF)
o, =AM B TR 2 50°C, ORI 1 /NS, BRIEE) 0°C, # ks T ook, 13818 (V)
AW 9. Tmmol »

[0085] A7 HBZS 18 ) i 4

[oog6] =X (V) 4L&H 10mmol Fiidk ™ 4kEhn N B EE 22 425, BRI+ 0-5°C i I NaOH-MeOH
T, [V 2 /NI S A5 b, B R 22 PH bk, 1 3, SEVRORZEHT H (A B ME, ok, T
B, HISATH A, Mp :223-228°C

[0087] i3IS jfs) 1

[0088] V&KLY

[oose] =X (III) L& 100. 0g
[0090]  ZHKl -

[0091]  TRAALIE KD 100g
[0092]  Filim AT 45 130g
[0093]  FL¥E 200g
[0094] ¥R FIyE Rk 4g

[0095] MUK P 5g

[o096]  fii 5 PR EE 3g

[0097]  ZRE M KA T
[0098]  JLikIEk 1000 J

[0099]  f2 HE Ak 77 8 R IR 2k B 2  FIUBSCAL K« Bl i 41 4 25 SL B, 20 3l 60-100 H i,
TRE YA G, NS YE R 7K 5 S & R OM 5 20 H 0 ) BORE, Tk, HRE, NN, 16 i PR B,
e VRN, SO R, IR A A i R IE G BRSSO . B EE S (D e
100mg,

[o100] 5 S fe) 2

11
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[0101]
[0102]
[0103]
[0104]
[0105]
[0106]
[0107]
[0108]

[0109]
[0110]
[0111]
[0112]
[0113]
[0114]
[0115]
[0116]
[0117]
[0118]
[0119]
[0120]

100mg,

[0121]
[0122]
[0123]
[0124]
[0125]
[0126]
[0127]
[0128]
[0129]
[0130]
[0131]
[0132]

40mg .

W TERD

A (D Ew

%*’:I' H
Tk AT SR
Sk
of AR R Bk
HeHhl Ak

5. 0g

130g
200g
3g
1000 $if

R M o) Tt £ 4E 22 FLBE 0 I 80 H i, R A A I, NN AR Ty A A R
B RGBS RRNEGEREP G, fREAA (O L5 Sng.

il s it 3
A (D Ew

%*’:I' H

T A BE R
Tk AT SR
Sk

Rk
DR
of AR R Bk

SR YE M /K v

HeHhl Ak

100. Og

100g
130g
200g
4g

og

3g
T
1000

2 WAL T7 BRI TE 7y PR AL TEA DA 21 4 35 FLRE, 23 i)k 60—-100 H #,
TRA B 5, I ONER A W /K S i Bk, 201 B 0 RURURE, T8, HEORE, N, T IR IR 2K
PR IER AN OB R I TR A3 A SR R G G B R ). B S (D) (59

il Si i 1] 4
A (D Ew

%*’:I' H

T A BE R
Tk AT SR
Sk

Rk
DR
of AR R Bk

SR YE M /K v

HeHhl Ak

40. 0g

100g
130g
200g
4g

og

3g
T
1000

2 WAL T7 BRI TE 7y PR AL TEA DA 21 4 35 FLRE, 23 i)k 60—-100 H #,
TRA B 5, I ONER A W /K S i Bk, 201 B 0 RURURE, T8, HEORE, N, T IR IR 2K
TR TIER AN, OB RE RS, YR G 2 A R R GBS R R Al A S A (D AR5

12
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[0133]
[0134]
[0135]
[0136]
[0137]
[0138]
[0139]

[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]
[0147]
[0148]
[0149]
[0150]
[0151]

10mg,
[0152]
[0153]
[0154]
[0155]
[0156]
[0157]
[0158]
[0159]
[0160]
[0161]
[0162]
[0163]

200mg .

[0164]

il s i1 5
A (D Ew

%*’:I' H
Sk
of AR R Bk
HeHhl Ak

5. 0g

100g
3g
1000 i

Reid TRy U AL 80 H Ui, IR G A A, INAAE Ty & RO RE AR IR Bk, TR &3
JRARNE R PR, BRSO A5 Sme.

il s i 51 6
A (D Ew

%*’:I' H

T A BE R
Tk AT SR
Sk

Rk
DR
of AR R Bk

SR YE M /K v

HeHhl Ak

10. Og

100g
130g
200g
4g

og

3g
T
1000

2 WAL T7 BRI TE 7y PR AL TEA DA 21 4 35 FLRE, 23 i)k 60—-100 H #,
TRA B 5, I ONER A W /K S i Bk, 201 B 0 RURURE, T8, HEORE, N, T IR IR 2K
PR IER AN OB R I TR A3 A SR R G G B R ). B S (D) (59

il s it 7
A (D Ew

SR

T A BE R
Tk AT SR
Sk

Rk
DR
of AR R Bk

SR YE M /K v

HeHhl Ak

200. 0g

100g
80g
180¢g
4g

og

3g
T
1000

2 WAL T7 BRI TE 7y PR AL TEA DA 21 4 35 FLRE, 23 i)k 60—-100 H #,
TRA B 5, I ONER A W /K S i Bk, 201 B 0 RURURE, T8, HEORE, N, T IR IR 2K
PR IER AN OB R I TR A3 A SR R G G B R ). B S (D) (59

il s i o 8

13
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[o165] = (M) th&d 50. 0g
[o166] %Kl -

[0167]  TAALIE KD 100g
[0168]  Flim AT 4% 130g
[o169]  FLBE 200g
[0170] BRI ER ik 4g
[0171] TR 5g
[0172]  RHfRPEREE 3g
[0173]  ZR4ENH KR T
[0174] Lk 1000 J

[0175] & HE Ak 77 B R I 24k B 0 USSR K« Bl i 41 4 25 SL B, 20 il 60-100 H i,
TRE YA G, NS YE R 7K 5 S & R OM 5 20 H G ) BURE, T, 38ORE, N, 1 iR FR B,
T B UE R AN, SO RIS, IR A A I R E GRS . B EAE (D) e
50mg .

[o176] 5 S fe) 9

[0177]  J&MHER 20 (1) &9 5g

[o178] 2 %R

[0179]  FRTAZE B — TRMIKS 30g

[o180]  FR LA 4% 50g

lo181] T % 200g

[0182]  JEiH< & Bs bg

[0183]  Z&AE/K 4 1000ml

[o184]  Hil& T2 -

[o185]  ViE Mtk sy SRR AEE B - MBI Al 100 H i, 3% Ak 77 EFREL TR AT, IS
IR 2K TS B DR P ELAT YR 5N RS, AR5 NN IE B GEIRK, TCE R
K B B I FEINON & WIF B i (3 T B R FR TR S B — BRRIRS 5 PR R A JE 1H 4 SR HK
HEW 7K 22 1000ml BRW], 4% 10ml 43¢, & ml A (1) t659) Smg.

[o186]  Z4BESLf) 1

[0187]  SEIGZ)Y :CXA-1 AN AT Z2 /A L 60 X (R 2B s ode ) , A 18 ~
22g, SrXTHEZE SO AVB, SR A ALB 0 R A SRR AR 28 (TID) B4 0 0 T
a3 F SRS AR 9 J7 VIR IR MR B BN 0. 5% A IR AT SE 88 /N A B
N, 5 ZH 3 245 A (7], FF 7] B 78 22 By AT AR [R5 1 308 28 T X R . 5 R 20 PR B2 A 2
JFo

[o188] P& S RIBZ BN PBEAL I HIAE K 7% DNCB ( —AFZE A 28 ) AR 100 w L Ak
R R UG 5 KA AR 0. 1% DNCB TR FRYS I 5 1 L /N UG B IO &% 72h 3%
R, LA BOR JG 24h FHERIR 2, RERIRZS IR, BRRIR AT EAHE . T28 5 i
R T2h AEFE/N B T/ G BRI B R iR . Mk = (G ER - AHER )/
(fLHER) X100%-.

[0189]  SEEGEAIE KA spss AFEFFIAT t K20

14
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[0190]  SZEGHHE LT &K
[0191]

(X+s, n=20)
[0192]
20 ) Jib K %6 2 %
X B 152.2+11.3 50
A 110.4+8.9 20
B 113.949. 8 20

[0193]  Zidscih R M, SLie 4] A-B SXTIB4LM LL, 72307 R Pk ¥hE B E £ R
(P < 0. 05) , Rl Hh, 5540 ] IFAAE LE, 2% % BHER A AL A W70 R /N SIS M e 98 W2 B Y
yasy B, REI IR EA B2 (P <0.05), 3 A R B4R WA R, 0 A % 02
BERIACAWAE TR T7 T FLE0M) il 2RE i 5 S0 R AR BA R L7 3%

[0194]  ZYFRSZHER] 2 « R AE FHEEESA1E A B

[0195]  SZEGENY) : A BT 40 1, KT 300g+20g, 43 M 525 AL B 41, 43 AAAL T
ks, 2 (T A& R i M 4y, 42 S 9 75 0 IA3 18 0. 5% A1 150 A S i A B 20 )
7.

[o196] 558 7y 4 R FUB B 30 22 0 PR DN RS #5328 3em X 3em [ DX 38K, 1), 22 )
A8 S0 A & 2050 B AT IR AT, R AT L BRI, BRI 2 2 0k, BRI &
A2, TGS 20 KA ALK U 245, 3K AR D04 BB 3 FH 25 X B0 JRIX 2
JER 5 052 P 245 1K 5 JoR B P2 5 00 TR DX B JBK JEE R 2 L DA o B R R A PR . 25 R F R

[0197]

AP R R E R ZEFEEE RN (xts, n=20)

28 5 B RRZEAEREIE 06 (T2 B IR B/ R B2 AR BED
A 90.2+2.1
B 94.8+2.0

[o198] b REGIEUL ], HIAT B AL ] (RIFA AR EL, A WS 6 10 A6 £ V46 5 8 ) 25 1 2
BRI PR (P < 0.05) o HIERI DS, A RIA R SR AL ST T R B
RAEWIIETT > BIVEH /S, FI 2558 02 4

15
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