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[0228]  fASCRT I, RTE “Bt” RIB BA 2 + A RIEFIIA MRS A5 B8
() STEER L EFRIR AR 55 B pe 3k A , 3 HAD & — F -1 =4 o J I L 1 1 i s 491
PR H PR AL B , BRI 1P -3 -2 1T A2 2T A -5 1, 30K
TURR-BHE S AT BRI A A AR B R R AT AR B R ] R T “Co—Calh BT, Horbin
SE3T 2098, 2 fe B 22 fa m A “n” AN I 1y R B A

[0229]  FdAR FAMIE T IREL, A SCHT I, iAE AR IB I IRRT” ARG be 2™ | AR M
B ARGBEE” TR () IR & SO BT 20— A O T A, —AN) ST
BTN R T

[0230]  ARAE “FREEHL” | “TRIAM” DRI REFRMRARIBARA =2 T HIuH i $
VIR GEE AR ) VB S GEE R D AN B A F L R ) B 2 AR T AT )
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TR IR [ o BA Joe 22 2 (A1 1 S B i, (RS PR T, IR TR 268 L BT VB 0 L IR 30— 1V BR
IR 23 R RIR -3 -3 IR 3 IRV - 13 IR U 2 IR O -3 VER PR L UUR
[4,3,0] e B UK A 5 S AU o A TE BA e 20, 5 A A 1) 0 e A 2 [ R EUA P R e
B o RTE “Co-CoFR e 8", Horbn &4 R 151850, JE F5 KA 33 4 8 2 “n” ANk S 1 A e i
S B T3 AR BB, AR SCHT I IR IR e 87 B AR S AT T PR 4 4 b B 32 /D3 F A
FENT 8RR F

[0231]  RiE IR R ERMRERBAERLA =2 T H o B B GEE— R
F) B A GEEE D —ANEE) BRI RS A B A R BRI A T — 2
AR F (BIA0,N,0,S,P) B & A X R R IR BE A (40, NH, NRx (Ro/2Fe 2 BE 5L 75
BT BB AL) P02, S0, 502, K A I L ] o JR PR foe 2 A1 [ P DA A A X R ] BRI
P OB B AR R B0 (B, 3@ 2R ) o AP bR S A G se s, 5
ANFR T, N e U SRR R e DO A DB Wy i | T Skl g i | D A AL M s L R i 3 1
B TR IR MR BT WRIGR B IR T R VR IR T A IR AR T S L R R
B VEURPR PR R IR R B R A UR R PR L R BT A IR R R PR A 1, 2,
3, 6- VUL e FE L 2-NH I pR | 3L e bk e | M P I L 2H-EL TR L AL PR | IR
1, 3= G L P e | R O | R PRI AL g I ARy L AR R O
NEE P A o IR MR MR L R A e i L 3—ZR0 Z WA [3, 1, 0] e L 3-SR 2 0UFF [4,1,0] Pbe
SH-P ik I 1 o 5 | DA S W S SADIA o A1 20 B e 0, 45 R B ) 2% PR Jo 2 2 [ AERA R 1
PR B FEFEH o RAE “Co-Ca eI e 387, i n 24 R 15 B8, RIS ARG B E3E e
B0 AR B Z D — AN b BT IR 1 J8 B BRI R e R A B AR R E B
A, AR SCHT I MR 2R F IR e 327 32 A 7 S AT PR 5 40 b LA 3 /0 3AN RIS T B/ T8N 1 ik
JEF o

[0232]  A4E “F5 AL M HIR ZFRE LRI E 2 I (A EBCRIEE) ik R B4 “4n
+27 7 (pi) L F (X En N1 B3 EBED  HEARSE AR 7RI 5 &R E] . 2300k &
ARG DN FF B IR 75 5 ] DL B MO B2 (K B 3 Co—Calye J 2k 4] (1 R 1 757 2 e it
B A BE L) TR 1 o 75 A (1) SE B AR IR il PE RO ARG , ORI AR AE ORI R OV
ORI BRI ORI L SIBCORE | B ORI PR SR M R ORI IR A A B e R R R
TS K AU ARE T SR T AR HUAR TS S A R EAR I 55 HE 3 ] AR E “Co—Codi 227, Horp
nSE6 % 15 BEL, AR M 628 E 8 M+, B2 D —A LA &
2 B i 1 o A

[0233]  ARAE “JR 5 L7 A IR 55 HIR” R R AR L PUR I  B 2 3F (B S BRI A) Ik R
HA“n+2"n (pi) ¥ (X BN B3 EE)  HEALE VU, 88 T — 2815
T (140,N,0,9) B & A KRR 5 R ] (19140, NH, NRx (R ot Ak I 5 L 77 38 L 2% 77 LB
IEL) , SO AUD) (1) 75 B 2L - 2 R A REFEZ D— AR5 B 05 FE R F AT LA
e HE IS B L - Calse R [ (e R Oy 2 0 B e LB 75 e ) S AE T IX PPl B
(A E L, o FEEE A AT DU CE e B R IR (190, e 0 U 1) 2 1 4 0 SR A 1Y
S A PR AP R AL TG s | PBR M S i e b | e | D e I L | Iy s
VP L | DR e L I B | SR I R | L | IR | SR IR L | M| L | SRR R R A
MEE gl 2 | S O SRR s | DR IR A S | RS I g e e bR e | e R | R | TR s Ik
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Vo L L W i | MR R | S M R | R | M L R e R e e B iRy R | DR IR
H IR IR ORI A L O VR Wy | DR A L | DR I | A R S | N L | v R |
TR L | IR | 2% e | VORI L e S L R I | R m S L Y g I | g B L SRR BRI Ly iR
R Wy RN e Wy WRIGR L | ORI NR i, S A o AR A T AL R B 2% 55 R I [ A
BRI 2 75 FE LA o RAE “Co—CaZ 5 7, Horhn 26 8 1510 5, e iREIR G5 K b H 5% 4R
SER DA R P A E DN A R A F R 2 5 LA

[0234]  RUE “JRIR BRI AL G Z P e I AT 55 R I ] o Z PRI Sz 48] HE PR i b A 4
Y Mg L WY S DR S L I R IR S | 2% R OR IR S5\ 2R R AR A QI g 328 , SR O ZR A 3 L R R it | O
FRIE e L IR S = eI | I S DU AR SR | DR SRR L | R R SR A | T IR A IR R | s
AcH—He e | PR IR 32 | 2 5 — UL MR 2 | DR I M A | R | AUk L L 2H  6H-1,5,2-—
WEIGR L | TSR I [2, 3-b] U UMM LI g 3 | IR Iy | IBK P e 56 | ToR A | PpR s | 1 H-Hg
Mg A MIWR 2 (indoleny 1) - MIWR 2 | rp G50 B 8k L gD 2 L SH-Mg e 2L | S R R R IR 2L | 5
ORI A M A | g i | S A R S R | SR bR L | SRR L | Sl B Y
JE AR W IpR L L 2R A L\ e IR O N T 1,2 3T e S 1, 2 4T e g
1,2, 518 ek (1,3, 488 e L I s R I L e s B m e AL | SR me AL L FERK
Wyl L Wy BERR L W IEEBESL (phenoxathiinyl) Wy IEER R LB I L WRIGR (IR IE HL LR
I P 35 4R W ) R B | e e L | MEEDA L bt g R | bl M R | b A e | e MR L | i e
R AN L | LG I SRR | G W S DR A | I b R A | bk b R L s | e R L e | g
IR 32 . 2H -k 1% 35 | WP e | e e I s | e R | 4 M1 P R | re IR L | s B | D Ak g
B DY S b L L DY A e L | Y M L 6H-1,2,5-TE T 1,2, 3-TE T 1,2, 4-18E s
1,2,5-188 I 1,3, 4168 Ik IR VEUHL R PR L | IHE Ny L | GE Iy BRI L | IV SRR L | IE )
FEmRme L BEMY L SRERE 1,2, 3- =M 1,2, 4- = e 1,2 5=k 1,3, 4- =g N
Wik S AU o A TE ZR AL AR T AR B 2 IR I A R EUAC R 24 IR AL A

[0235] A SCHT AR TE “J” Bk “EIE” S R AR —NRPRO AR HUAC 0 B EAC 3 43, PR IR
BB ST pr T B MR B ROIRC R AT I B R - RE T R R
RIBZ LA L P ER RIS S 220 ANRIE PR R PR S BEE 2. R BE,
ASCHT R AR S “Pe L R 0 e R B R s o A — AR DR Ci—Ce ot A 2 A
B FR IR ARG SRR SRR AR A B A B E A
BN 75 R A R R ] o ARAE ‘BRI BRI B S A 4 A B B R B AR A A
[k B BRI S VB o WA ST IR , R B I A 20 A 2 4R b B e 1 2 I A 2 A
A .

[0236]  ARiE “BEHE” IR —NO2; RIE B A7 F“pd 27 2B & B I s ROE “IR
BE L | “BRAL” B “FR AL RORSH; BL RIS “F& 387 8L “F” Ron—O0H; RiE et 2 25 A A
TR B F et & A R e S R AR L R L 2R R i | 2 296 i
T A SCRT I ARE “bei i Ron B — MR By e AL A .

[0237] AR SCHr R AR TE “he sl 2" B IR A R A — A e F R be
B AR MR AR B A R R A1 R A6 TR a0, AL 2 R TR A
BT A A R R e R AR R R A S TREE T A RER A
AR, RPARE. SRPAE EF AR, A FERE. AP EEREAS . RER AR
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ALHE R BUR AR b A S 2L A, &, DA R A AR S L A

[0238]  ORIE “Prdt” BL “BREL” UG B S NG 1 2 AR F IR AL S 43 o B R
FEF A3 B SE AL FE T B R R IR T BRI A5

[0239]  AGE “BLAL” & faimad e i Bk I i g e R B0 A (B, B BERS) IR I iR LA (Ci—Ceft
B, Cr-Celfii Bk, Cr—Celf 2, 01, ZWIBE3E) IR LA (Co—CoPRfimdit)  ZR IR ] (Co—CaZ ¥Rt
FEHNCo—CoZ 75 45 757 B JE A (CoT5 5, a0, 2R R R 2) S SRAL ) B ik ISR SR R [ T A& R
EAR A B A O e L L [ (il , KA ) o

[0240] N4 fig Ay, “HRARY BCDA - B AE T RS (0 25, BE X i BRI A 18478 4 AR
Ji - FHEACIE B o v 8, i HLERARAR B T A2 AL A9, 0, ‘B A B R IATH AR
L FEHE R VBRSO SCRT I, RAE B & SCRBERE T AL AT A ft
VPR  AEE T R B 7 T, VBB R AR A AL S Y T ER BRI ER Y SRE R AT
SCHE) IR IR R ZR N 5 A I AR TS & B B - RVF R AR L — P Z o R
BRI, 5 BRG] AR RES , SRR — DB 2 AN AL B 3 BRI BRI
R i B g e (B oy S 2, RN obr R U, BN 0 B, DA S ey
AL BRI (R U T RS , MR ER) , e i A, 7 B sl Ak , b Ae e AL 2, e e
TR FRIRER , F AR RS, A R A R, U, B AU, R R A, R A,
B , Bebi At , 5 A , pehm AU , BRACR R B , (R4 e i IR 2, (IR bt B b A, o
B2\ St P e T (i 3 S B iy e 1B i e 7 B T, S 1B i S L B S S A
S, WEBEAE , IR IR ES , T BRI , TR IERG , W R I, WRIE , R IE, A%, I, WP Rt , PR3, Ao 3K
WA o A0 R SOV, ARART Ea BRI AT DA — 25 B, A 4, SR B A e R i 1A O
S B AR .

[0241]  RE “VERIN R IEARKAKNA Y-S —FELZ FHE R4+ Coit 2 A HLIIE 2
TEHLED) IR 4E & X P 4G A ARS8 & ARG LT WA R Re e 4 B
B, 24— B N RIE ) 35 N B 5 R T AR R R B VR SR B RE T A 1
Fm] 43 B HVE LD « o B M AL ARG K G S BEAL D B, Y 2 B AR e 2
L.

[0242]  fLAW) “Zy2 LRl 22 0 #8” Ko W 2 252 Bl B2 b &9 R AR
1B Wk R BE B 3E A AR ST IR BEAR A A A0 8 1R AT A 40 2 A R RO 1 o, B0 R
ZAa T LN FER B B VR L B e M, I BN B AR B A D T RS BAEE R 2
2 b TS 10 ER 1 S2 B R HE AR T, 5040, Berge®, “25 24 (%) 2L , J. Pharm. Sci.66,1-19
(1977) iX e Eh A0 45

[0243] (1) EAnkh , i N N JEHLER (40 #h 1R - SUIR IR L VIR | B IR R AL TR I A R
T IR BRI £5 T 1R B SAU)) T 1 B A H A 1) B Btk T s B JE o A LR T A
ANIRGII LR TR LR VLR BRI VR IR AU R LR B B T 1R KR R
IR R AR T PR BRI SE R R L ok IRV E SR AR AT TR R IR L 3- (4-
FRIL I ) SR A EE R L PR L PRI L IR L 1, 2- 2 b IR L 2R 2B FR L IR
RAFEEIR IR IR R R R 4 R IR L 225 TR 4P 2R G L B I T PR SR R TR 1R . 1+
TRERREER L R ER L IR RA AR CBE AR R . A EEIR L ANER (A ZEER) L N IR IR
(palmoic acid) 2 MR FLAEER HRVEEIR P FLFE 1R FLAEEE IR MR IR A B R . 2 2R,
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ZEHR L ZE S (hydroxynapthoic acid) «/KAZME  Pudh LIS A HE B  RG B IR S 25 4LL
Y

[0244]  (2) WML 4 BEAKA & V)47 76 1 e P ot p B0 45 Wl < J8 & (gl 2, 8
B Bk B (il B ) B 4 TR (AR B Bk R ) &R S T
B4, B 4% A T A WU (IR W 2 N N -5 7, — e sl —
CEENG = OB VR T = N R I IR R RO R e R IR R R K
A I T o

[0245]  JEih 5 BRI Ak 25 T30, DA A T 1k B3 P 38 1) B 24 57 ] A5 B 25 2 T 252 1)
£ I, X R AR T N K 2 R I Vi S R BRI 2 5 A 2 S Y I R B R A K
B HLVE 7 B P TR S v SR T ] & 1 o 2R R AR 25 70 1) B 44 B B A AL T
Hh AT ] 4%, B3 K Ui 8 R BT 21 6 S0 K A R W A A5 s it -5 i 309 28 1 A IR Bl
P NI 43 V8 B TR B ) 26 1 1 4 o A “B9 2% B[RRI B e R S H M S A R NS
FHREF R EFREAR R LG, EAWEHE R W7,

[0246]  fENARHBINEY), OFE T Tl A0 B A 8L 28 VB DL S oAt B 1 A
B, R AR S P AR N R 2 A AR S AR A L A
FERL, G — P SRR N — Pk, A AR/ S B RE TR o

[0247]  “AB” . “AB” B “B-UE My KE” 5B XCNBATMAEE A T BUE M FERT R EE 1 (APP) 21 BT 15 2
IAEAT R IR BG4 137 . 381394041 4200 Je 43N Z A IR (I IR, 37 EL A B4y AR 2R A7 o
FERK B FHFR37.38.39.40.41, 428043 . B A5 Ll IR AN-Rum B 80, W R A & IR
T pE3-40.pE3-42.pE3-43.pE11-42,pE11-43 LB A THE Ty 44 5 “AB1-12” AN 3]
PAFR A “AB (1-42) 7 BIRTFR A “ABa2” (ifif H. , X T A% SCHT il (AT AR Fo A e K R R, 042 —
H) o GAR SR I, ARGE “AB” | “AB” L “B-TE M AE” “VERD -8 22 [F] LW, JL[F] J2 #5 FEAPPIF) B—
FIy SR AT 5 1R) 7 50) (1 AR R R AR AR T IR S A

[0248] AR5 “VE M FE-BER” B VM AL -BAH ISR ] B T 58 P W\ 0B 5 5 i A P g
e s S HARAT R PR BRI 5 BT R IR M RO , AR AR R Ve RIS A% 1) BT JR 2% i BB A S e P (Bt
1) BAT IR PR I BRI 5 W RH QA TA N S s KM B R ML 9 A8 (VCAA”) 5 g4 1 K g
s AR PSR R QSR AL s AIRAR LA (VIBM”) 5 BRAE RS Ao PE 35 BB Ak (“ARMD”) 42 /%
INENFRE (MCT”) KR TER RELE R (“CAA”) RIS AH S MRS B AR B Ak (ARMD) o

[0249]  “AUC” J2& i1 2% T R T AN, i i 28 3R 7R 3246 97 B B AE MDRE B P IR B AR R 529697 &
Jith AL B 0 T B T 1 B o A A i 140 SEZ 900, R A 40 ) 38 A I 20 R T, Bk 3 88 B S0
WK BT 212K o S P G BRE € 1 — o B i (1LC/MS/MS) BRI ¥2% , LA 5 A [ i) ol ) &= A
YIRE S P AL B WD RIR B, FF vt B B X 7] il 2 TR A T AR L T DA 2 AUC s T S 25 10k 4
) 1) fth 2 AUCKT) 33 B 7 V25 A2 AR STk P9 N o 6T AR SC A FRI A 25 5 SAPSTYAUCTH] S8 3k 75 X6
2Ry e A (D L (T-A) L (T-0) (I-D) « (I-E)  (I-P)  (I-P2) . (IT) . (ITT) . (IV) .
V)~ (VD) (VID L (VITT)  (IX) « (X) « KT) « XTT) 3L (XTT-A) 4L B9 5 K A2 1697 3 1L
K ML EOR I 202K T BAPSIR FE 7T , o SR AR SC ) Ah UL A s st o A mh i — 22 B e R,
AUCZE 75 AUCo-eos

[0250]  “A:A I FHZE” JE 48 700 3 il 2 B L B AR 251 Jm 18 B 32 16 97 AR IR IR 24
W 3 AN, I L T ok VP 48] 20 24 A D I LR AR T B () o AT R E - TR
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ik M1 5 B AL VR 2 55 ) ) T e (1) 2 Bt 45 it 22 1 AR (AUC) AR ISR T IS ] (Twax) A JZ
HRZGMR FE (Caax) o FEWDH T W8 N (%) , a5 2 i AL (9, AR 4k &
YIAUCKHS TVt F JE A IAUCHT H 43t

[0251]  “HEAaE Rt A AR X A 3 it AH R 7R = 25 ) BURT AR 25400 )5 25 0 () VR UAC T i R
FEE R S5 380V o AR SCHT G, G0 SRV P40 A () 1 35 i B2 2290 %6 1) {5 X R 7E0 . 8221 . 25 R A
DAL D0 795 o 0 4 L YA 5 0 AT A AR S5 S o ST a0 I8 AL o A 1) B /D — BRRAE 2 B
Cuax~ Tuax FTAUC,

[0252]  “Cuax” JE X 523697 3 W FH— B R E I A VBRI AR W) 5 » 523097 32 I AR P RE L
29 RIS

[0253]  “Tuax” JE X 523697 3 e FH— B = N A VBRI W) 5, 523097 2 AR R
ISR B KZIWIR E (Coax) [RIRT (] o

[0254]  ASCHT FRIATE “FRE” & fan 3 e 2 A& A G, fEHAT 2 W 80a 7 i &
B R T IHE AR LA M E B & AR ARSI HEAR N 57, 612 W i g B2 H
O AR AR A I W SLIR O T IR1F I 45 3L, e A 5 i 2 A A& AT E L G Wit
HEA R EBGIER, FIR SR I RBF 22, ARG, (HAR T 329097 B RN g
DA S s B RE IR0 s T8 B T A 58 008 5 B i ) A i R P B80™ 3 32 s MR 52 VR 97 38 IR OB 5 i
FH R 8 A1) 5 it P 25 it A i ot ) AR 0 01 P 23R8 IE 5 38 s 1) G 7 &85 R B 2R T
)48 F 5 DA R FEAR A DR AR 10 o

[0255]  ZARSCHT IR ATE “SAPSHIVRYT A A7 & R RE M 3APSYR T PG TR . — N E 2 A
[K13APSZY BN 7157 2 3 IX B 25 5)) 73 % (PK) ZHSE AL FEARASIR T« SAPSHI AW A FH 2
SAPSIFJAUC 3APSH K i 7K -« BAPSHI CSFZK -« 3APS ] Cuax « AP S Tuax~ F1/BX SAPSI1 AE 4%
g

[0256] 7% ST Fir FHI A TG “Be 4 i (1) (BRESAUAE , Bl &1 1) A2 - TR 3 1, 55) 3APSIR
ST BUNE” DA S Bl 38 i (BCARATE , 40, 3 5RE , 358 , 55) 3APSTR T A AL 2 FRid
[1I3APSA &, il e ik 1 T b1 “SAPSHIVARIT M A AT” Z TR — N E A SE & 42
EIT5 % 10 % .20 % .30 % 409 .50% +60% . 70% 809 .90% .95% .99% . 125% &, /1 &
B B, 2 BARS , Th AR T i CYX 820 YT F B I S BN 206 AR S X PR s 2 AR T
DL 7K VA VI TR 2K, 1 IR e P 25 B AR 77 & 1 3APS o A e 1 , AT T- LA 200544 H 12 H 2581
USSN 11/103,6561) 2 375 1 ik it FHSAPS , IX #E %6 3 i AT SE I o 5 2 e 3 AT DA AR B
XTI ANBA] JR Ui B AR I AR P (9 a0 AR 48 Kk mh B B AB SR A (K980 2D) , BB R AR 1 52
P R (I anIeAZ 3 2 O RN  HETE L AW L 2 1A S) (R el A I, 2 02005474 H12H 2
AZFIUSSN 11/103,656, TR 1 Ha] ke U0 3 P e RRAE I 4E -

[0257]  ARAE “W /b 3APSHIARE” (B AR ARAE , fys /s D B AR A S ok D 1) B I
(1), %) 22 F5 3APSAE B My 1 B T i o A O A B B &9 A 911 15 %6 . 1026 . 20% . 30 %
40% .50% +60% .70% +80% .90% .95% .99 %  BY L £ 100 % Gl %52 3697 2 36 0 i
(175 2 BAHRRRRIG O IR S DLRT AR T 20 X P2 D e AR T LK E R 20 0
kit FH 5% & 7 57 5 BAP SN Fir % A= 1) BAPSA I % 2 B & (1 o et , AHXTT-BL20054F4 H12
H$EAZHIUSSN 11/103 , 656 142 371571 L1 it FH 3APS , 3X 4+ % Jak />t 7] SE I

[0258] R iE “SAPSHI&I/E /D" & F53APS— Fhak 2 Fh &l /E F 1 & 5™ 5 2 /b 1]
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5% 10%20%.30% .40% .50 % .60% 70% +80% .90% .95% .99 % .5¢99.9% .5 H £
100 % , 3K P ek 2D 52 A T LA KIS BT 20 - 1 ot FH 5 JBE 7R 771) & 1K) BAPSIN it S 7 ¥ BAPSEI R
FHEBO™ H A AR, A T-LA 2005454 H 12 H $2 5 KJUSSN 11/103, 6561 2 3 711) 11 ik jita
FH3APS, XA %6 Yk /9, AT S T

[0259] W — Mt , A iE /DA VB S SEAE A SO R SO R R A LR AR A, i, AR Ak
5%10%20% 30% +40% .50 % .60% 70% .80% .90 % .95%.99% . 125 % %%, Jh &= ¥ &,
B2 sans, Ji R E .

[0260] 200544 H12H$22ZFIUSSN 11/103,656 H BT A 1 254 3h 772 B4 # w51 F IF
AR, A FE S5 1 AR 3 Z i 140, BT T RiAR & B B BRAS R0 1 bl e Al

[0261] 448 Jey™ A “3APS” (5t , M FRIBRT AR 25 90 B 50 I, F046 1 B3 T2 U 3APS,
B SR, s E e, R e, 5.

[0262]  “Z52 Fn[ sz 1”  iR g ARE iR 2 20 B T A &5 & & T 5 M
ICSE SR A S A A, T A e B R A MR VAT OE T R B R RN S, 56
PR R 78/ AU bl 22 AR o A0t 45 I B BT & BRATLAG v B mT LR (1) L B AR SR
2 LB H At I8 A A 25 3 B B I F T 3l A s et T AR S s 51
[0263]  “Zj2 ERHS2(MBAR” J2 48 5 A — RS pl it FH R AR A2 77 RO R B A
[0264]  “ZGWpH G R Ta 2 /b — P& WAl & /D —Fh i s el A A 9006 F T 23 1)
2y bl Ak

[0265]  “Hiif)j (preventing) ” B “FiiBj (prevention) ” & B 4 %2 2D yak /D IR 43 < T BRI iE
(BE, 51T 22 2D — e 28 38 vh vl R R R IR 5 I ARORESIR , 1% R P R 4 g i T80 Bz
T, {H I W R 22 PR IIAZ B R IRREIR) (9 U AT BB 14 (Z l ) -

[0266]  AFAA[ZJa B AE Y VAT (treating) "B “VAYT (treatment)” 4R, /£ LE5L i 7
Zh, g 2 D — MR BURRE (R, 45 1R B30k 5 BHE 28 /D — Pl RAEIR 1) K ) o 725
BB ST 7 2 69T (treating) "B VAYT (treatment) 245 U3 2 /D —Fh ] L2 B A A
ST BT B YR S A AR S T R VR TT (treating) T BUYRYT (treatment) A& {E
Vs b (B, m] Ay R fRoE) VAR B (SRR E) (BGE R R0 s EUR
IiE o F LS 2 ¥R YT (treating) "B “YRIT (treatment) & faHEIR Bim BRI IE R K AE -
RIE VRIT” IR AEIR YT BGE 10 R B BUR IR R DA $8 A% , R B M F B 3
ML, W WIS s G s DD R B AT 52 90 97 2 S 52 4540 e B 22 B IR s D228 1k
B IR T T s (TR A I 24 i 1) 95 VR BN s D38 520 9T 35 1) SR BORS PRI RS s B 72— 18
TG OUT  TRB SR B R A RE IR VG 7 Bk 3 v] DA T2 MM B W S 40 O FE R R kS
PREE YA B DA A0 A 36 2ICDR WMMSE L DAD . ADAS-Cog B A A5 4, 411K b — Fhke 36 o 491 0, 30
Tt G A N 5 1R FE B D R, AR IR T iR S D G ST 3216 9T B B R

[0267]  “Y&y7 BARE” RN T IRYTTBCHPT B ik 285 Tith FHI , 2 L2 WX P i I
BT AL SR & “YRIT EARET AT UAR B TALE Y, B R R MR R
ST BCTRB e A I AR R A

[0268]  IRAEN BAR S AL G WI AT 1210 SR L S 77 48 o BT A FH I S it 77 28 2 B AN 2 R ]
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% JulE , WU BB AT A 88 20, BESSATAE VR IR , PUSR LR , A% IR , SR 1 1R o B 5 R/ B0k
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o, % 281 A2 r BT i 5 B fcAB D620 B8 B 7 8 7 92 B e FE e SR il 4%

[0449]  WESSATAR W HI AR 254 n] LLJd I N SCSE ] L -D A B 16 7532 B T B T B
FH8EA (T RIS R BERG , 559) 19 2 AR AR G S B , B3 i Ik HL et ke il 2%

[0450]  N-¥RJERTARZG Y A e AR AT A n] LAt ek A R A A , DA R i et A8 75 2 e At
X PIN-F2 B T A R i) & o 0 T AR N LT 5 5 S8 X 28 e B2 ()RR P 2 & T 3R A3 A
AR

[0451]  BACIR AU OR 47 B 44 245 MK 5 3 Pl 2 A IR AL IO AR AEFE 1 (B T Bt IR DRI XS [41)
il 2% o

[0452] AR 4B A SRR 7E P R AL 5 2 B2 7 v Ul BH I & B Bg 26 A1 T 22, TT LA 5 il &
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(1992)

[0454] AR BRAL AW A L I AE ¥ 7 3EAT o & A A IR IR B = SR 71 N
A, BUE AR R N BT IR AN 7786 T 53R RS I I B IR PR AR AU AR N R —
B Re Yo I, i HL R T I B2 9, L P 3K 7R AR AR R B, R R R i i
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A, 2-F AR, PR T &, 2-FACAFE, CAFACHE  FACLARNLE, F
AT R, R ORI 3R AR T a2 B2 R, ORI ORI,
a-Z53E ORI JE (naphthyldipheylmethyl) , 9-RUFR AL, 4-F LAk, 2,4 6= AR, 3,
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L) AN GE AR | IRERERSS 6 IR ER ) |, 55) DA ST e Hi ffE 4k 741
(i and- (5L mEwe (DMAP) | 1-F2 FE IR FF = 250 (HOBt) ) A27E T i AR R o Bl AN AL
FUR PR T B TG AR 5

[0462]  {EIVRY B, (R4 FE A (L RIR B AER FIR? [ vh 4% S5l L AFAE R AR 37 L []) 7]
PABR 4 o a0 R 5 Bk — DA B R, PR A DA R IR 0 AR 3 3 AT BARR B (W7 &
2) o SR T I AR 3 3 [ ] A, RGN S ARk e S Tk 4 RN , 0I03P R T

MR T IR AR e 13RAE (B 0L, B4, Greene AWuts (1991) , A 1)
[0463]

[0464]

1™,

0©

[0465]  FoRRY RZFIR 4y Wil 2 SRR RAFIRY (H A LABK AT LAAS 5 b1 77 2 IR RPFIR
FHED S 1 LR SR SR SRFIX QT 18 T A 1) o

[0466]  J7 2T A 7= & AN BUE 2 AN 7 2 28 SAPSHY &4 IR 1) BT AR 254 o AR BRI 4%
577 R B B A o il AP D 98 18] i 2L () IR AR 97 5 S5 B2 1 R R A R A 1)
J7 AN WHRAE SR I 4 i EAF AR AR 3L, 84 PT e B S5 (A 25 0 R ol e AT
o

[0467]  —fIM S , fE RN SES G , IRIEFRAER A, MR BLVR AW 55 7= i o o, F 2K
St 98 Can SR P A AR A3 B AE IR T 5 B 40 7)o 7 N 58 B > 7T TR0 5% B8 0 N
K, AR R B PER SO PE R K Z B iU iE tb &4, (B2 24 A H /K U AL B P B 7N
AT o R FEHE , BT DLK K R B K M 77— A N 2 e RV & 4, EAZEER E AR 54 . 7] LA A
IKIEBEAALZ , To/KBR BB SR BB )8, JF 28 RIE R T A3 2 B An ik &9 IR, 06 ZER)
AR 2 B AR A aidl, fan, A E g5 5 BT BBk, BOCE I S i — A R SRR
HEEAL RS

[0468]  TV. did s/ ME BRI D B i ik A R 3 2% SAPS I B ARG 2 g 44

[0469] 41" SCHTIA , AR B — N5 T Bk /b 3APS FF o AR 10 e FH B i 72 (9, 82
B, R, BN SR FUBN 25 E Ak (an, AR A NP, B8 55 50, 70 (RS AT 10 R
[19))

[0470] 22 J7 (255 ae B

[0471]  DLZR S ag 420 16 25 0 2 i O VR HU AT, $2 55 T 10 25 W A K Hb s b g N I R
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(I R o BAPSZR B 38 18 & AN i BH () — P A1 SETit 7 22, IR DA & vl DAk 5 5 3APSTiE FAH 2R )
FE e AR, IR DR R & T SAPSIIYETT A R » 48 5 i IR A B T O 5 3 B A SR R R
It H AT He e 2 O T

[0472] PRtk , AR BH I R8T T 0 S — P i MR AR A B A A4 (BRIE H3APS) 177 7%
PASGE A A WAE YR TT N BN AG A 2V o AR BH D3 A B — st i k4R A B B4k 5 4
(PRI HB3APS) [ T77% , HoriZ Ak &4 mT DL DA 22 B U 551 it FH Y o

[0473] MR HE A R BH () A R BH 1) 48 sz 245 47 aefs 126 25 i mT AT A2 AR N B2 388 R () 5 AR R 2L A2
Kl - 28 F i 160 E B AR T IE AR A AR BRI E A2, Wi 156
5 I\ FR G 16 2 R R SR T R AL 5 DA B oK 3 028 R Gibt 5 21 320697 & RS & 7)o AT
Wbl , R A AT 2, DRI, 6 526 9T 3 S PG S0 St 1 B BRI A S A

[0474] 28 Bz 1) 254736 126 2 B I i RIS Rr 1 ik 25 1045 N P I 3044 it oA » B e
B[] 4 L o, B R BUERG A 58D o R )5 W B R s AR BT Bk b 293 R AT e
SRR ) — A 1B 16 22 fe K T, 5320097 R e sis i o S R E S
o TR 8 (B Sk b Br & i A, SR 254 b Jal IR 5, 9 HLB I 2540 16 248
B R 2 T R RS o R R O 0 A 5 2 KA A E 3 i R e 25 103d 5 R Bk 1) 1 i, i LA
N T ALY IR A LS BB S A R, A B 7R S A B A M BRI R R N
TAEK A #6148 HH — R R s 3 Gk 0 1 5 K P T O 5 A 7 5 R R ) e
75 EE o B A S R E A A, T B A S BRI A Ay, S 2 W AT 2 7 A B
Mk T SRR A, A T Ao AR L 5 M 1 5 B A B8R 5 D St iz IR ) 6 8 1 5 T A X I e
HAnFa g TR HZN I8 75 2 R AS AR rh A 24 P B HG A IR 791 o 8 i) 28 5 6 s 22
Y22 J (1) 24 1356030 2 LIS, 3 75 B AT AEAH N B B A R Ath 58 A W A i 5 BRI IR
NATRA#RGE . ORI T4 R 2541 25 2 B A S WA R ORE S TR i L & B AL R DA
NMIBJE R Z R R EMER (S WEE L R5,264,219) .

[0475]  7E 25 Jz W 551 )t w5 FH ) 6 A A A8 P 8 6y, g EL AL 8 AHAS R T, AT DA 3M3E
B CoTran™fE , 1% tCOTRAN™9701.9702,9705.9706.9715.9716.9726, LA S COTRAN™9728
JIE o AE 8 B2 WG S RA s v R 75 e AR 53k 9 2 N, 1 H AR EASER T, W1 BA A 3MSE 211
T AH KL, 1 ICOTRAN™RISCOTCHP AR ™5 4of o [R R4l , P At 2 A A58 P 380 11, I HL AT AP
Z WMV RIFERAT AT e M, B 8557 AT DAAT e DA 8 22 20 Yo AR BRI o JR 365404  AHANIR T2 52
BABIREAY GEW R 2P AW, B4, 7T LA 44 CARBOPOL ™ It SIZ f #5 ik 5%
1618 s SRAKMER G GE IR LIGEMN) R OIGE-RE LR R CIGET) s HERF
G GBI NG YR RO YR RN ER A4 R, A8 PR N R4 4
R, DA SR IEAYER) s HHIEAL G 28 M J5UR) s 1 PR A s DA A IS

[0476]  ARGURHNFARN RIGTE 5 Mitlig B+ 2 20006 2 B BUE VB A B B 77
FR2 B R S T 4 B R /B FEE o L, P 25 00 T N K & AR, B4 % RISk
WUEP 1 602 367,US 2005/019384,US 2005/0074487H1US 2005/175680 , #3HEIA T 4 iz
29I IR B IR AR A9 a0, 2 N R 25 W e mT T 1 08 B R e R B E R
R 48 B2 135 R PTAT PR o 91, A0 P TR ot , ] A A Ror AR 48 A4 R B A0 (P32 3APS)
et AR BB - DAt 38 3 5 AR SC B 4 I RAR G0 L Jan i iR R iz i e gk ), vl
SEIRAL AR S B T4 o At 228 SR e I R RS 36 B0 v o MR R I A, RSO A, B EUR:
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%, HT 5k AR FBIFERF A -9 (time—course profiling for penetration
across human epidermis) , ¥ ERFFT , 55,

[0477] s PRAFFFE 3R B , SAPS IR FHZ4 251001/ B3 150mg f5 H P I8, A KB A AnAD ] 77 A=
H 7 BII6IT o T AR HE AR K B AL G4 (L 3APS) 148 57 ite A4 I R & i b 1) i 1 AR
W, DRI, 24 28 5z it IS SAPSI 7918 AT 980N o o — 7 ), 48 52 it P A7 B T o o 4 5 11 i it
FHAZZ5 AR IR B WLEIAE FH 01 B T ISR 3 =1 BAPS IR 7 2

[0478] 22 Bz 57 7Y () A0 s 60, 4% DR e FH 2> 160 R B 2 T 40 52 9 97 3 IR A M e o 481, T
il — A R B 2 2 WG 7], AR BE— R PR =R VLR VFLR S RECE R I 2 A5 —Ff
TN S T e, AE 75 S ARG AT, 28 R W SRR AL T 4 = R G o AE T — AR RS
7 ZE T, A6 TR ST BRI, 22 SR AR T BRI 2 o it Ak, W DL FHAR A AR R B G AL
AV AT 75 AR G2 1 A& 640, 28 5% 7 & 0] 3455 O IR E A 100mgRE H FIIK
150mg%f H PIK  200mg & [H PRK « 250mg &k H PRK - 300mg &k H PRI - 350mg &f [H P K . B 400mg
H PR S [R5 57 & o DR, 7E BT s i B, Bl an VY AN 23, n] 8236 97 35 it B A 5 1 ki
FH150mg%g H PR S [l R 22 R WS 57, S8 0, 76 BT /R N B, Al AL A 5 11 IR FH 200mg F
H PR S A ) = — B 2

[0479] 7R BH R FE— Mgy &, B n] A B RR I WG R AE 25, 461 a2 B W R0 — 4~ H
fEeh AFIRHL, P 25 S H LN 2 NI =D AFAR IR (a5, & GEESRUARIR) 155, H
WL BRI S S L SRS i R S A S IX 2 SR e SR = A N
Mo B ACHE , 25 8 PTG 5 IR R R 2 A o

[0480] V. 32VRyT ¥ M B RE

[0481]  RiE “S2yRy7 &7 AFE Hrh nl Re R A AB-TEM FEAR T , B3 2 SR AB—JE M0 A 5 9o 51 41
Ba] 7R R e B9 S ()35 A WA o 329097 38 I S B ARG N 28 08 B b 0 3 R 4 AR
ZEESITE SN NN I N N N 8.2 7S SO I N I e < 7 v LG 07 55 1
FREE 2N M BB T IR T 304, 9 il L3040, 1 1 N 3 Az B A AT A2 e I 1) sh ) s 2L, 46
T A AT 7R PR I B D 20 A 2 9 R 1) 6 L DR /N BR o AR 1Y S T7 B8, 32 9B T 3B AR LB
W, EARIE A NS0T 3

[0482]  RiE“ANIZIRITE” 055 5 T M 3APSHt FHAZ 725 1K), 55 Bk Hh , 5 B B gk 2 i
HVERFE-BAH I B Ips A/ B AR PP A B AL 5 I 1 TR ZR R g B T G AR T S ) IR L N
[0483] RS BH ) AL STt 77 2 v, NG IT 3 75 BEAR K B AR YT, F H R T
PR LML E 75 LR IT I 26T 3 A AUR A, T AR O % 8 N B H B TEm
DIBAH IS BRI BURAE » BT IX PR I3 BURTRE IRPRETR » BRI M2 98 BRI AE (19 RURS: , 1in HL 2 T
W (B2 T 52 & TR 97 Bl va i, BEE, TR, Jskds , G2, o As , bR, ok
S, O, B M T B E 52 s BSORIE FEPREIR  BO TR BIURRAE 1) IUSE) (15236973
[0484]  filtn, NRZiRITE AT LLE30 5 DA RN, 40 F BL BN, 505 L BRI N, 603 LA
ERINL,T0Z LN BRI N, 805 L BTN, 855 L BN, 905 UL ERJ N, BRF IS S LA BT A
SARITE T LA LN AR o IR BR MR B AUTER LN 2Ry e m]
Phag 3N AE T3 — MLt )y S, 2697 /N T405

[0485]  FEAE I SEtE Ty Z&Hh , 52097 e HAT B R g BR IR A w2 g BRI N SR 2 R T
T o B BB BT R BRI 0 MR AT DAMRAE S R DA SIS T AR 1) RURSE (R - ) A7 A8 TR i)
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K o WA, V1 22 T DA S0 A A 22 2 D PR 2 W P A D ] P T 245 o S ADI AN o a1l , AR
SCHTIR 1 5 e SRR R 9 3 2RO () A A T DA JE e I PR R 43 4% (CDR) 3% L 181 & 4 BB IR A AG
7 (MMSE)  Fi] ZR % 3 BRI VTAN &R A S 70 B 38 (ADAS-Cog) B ARG 8 i i) e Ath s I 2
Wi o AR B5 A 38 JE & (BLFEMMSEFRIADAS , BA K2 5 v FH T3P B U i A B ) HoAth 5 5 10 Bk 28
1393 7] F T R BLSE R NFF o 25 8 RS LI 5 — AN ONERI A T R R w2 2 5 A A 36 s 2 0,
il iMunzar® ,Neurology and Clinical Neurophysiology,2002%%, 551 HH . i n] DLE I i
AR AL B 5 IR 7R R i R ECORE 19 27 A 20 10 JH A TR 3 (1) B BB AE DK | Baf 7R 2% o R 0 51k
s HAREINABERG MCT) B 1A U TR 25 AR08 L PR3 DA B Tl v RURGE el /R 2K
Y BRI LAt O AR AIE , AT Hh et vy IRURGE BT JR 2K e B BB o

[0486] R “FilFfi (prevention)” B “Hiipi (preventing) ” 4 HIT A XA K& (B 5
T A X PR BORIR 5230 9T i AR R B AL S B A B B2 R BUR AR
THBA ¥6 T 1 2 26 HE A B i B R AU (L 1 R R IS R AR DA % B 1 T R B IR 11 2
B TR RK BRI T & WAL B TS 1S R, SERR _FATATT A FA BB /R K BRI 1
JARSE o DRI I, A R B 1 5 vk ] T M it P T T S T 75 329897 B TR A AAT RO VP-4 o ]
&, AR AR J7 750 HOE HT i A R) IR 2k it B O 0 AU 1) AN IR ML FE T 4252
XRPIR ISR 8, DL G 38 A% B AE Ak 25 i o B i s LR I N, BT AR A2
FRic A L A8 7 (B NMRT \PET . SPECTZE) 2 1 119 K i 22 B o 3K ot J 15 1 V22 1) 2 491 4o
8T ,Burggren®s,Current Topics in Medicinal Chemistry,2002% , 58211, 55385
3937, f1SairZE Neuroradiology, 584654, 5593-104 0 (2002) o fEF AR R LB B
(1) B R 2% ek BRI 15 7 DT 2R LR AEAN B T, A Ak 5 ST R ok o R s (1) 2 IR 2R 5 A4 5 A
BA] 7R g BRI 1) P 5T AT 2% 5 AN 5 SR BAT 7R 9 B 1 i 3 AR T R) - J g o 5 DA S A
A Ty S BAT IR R e R0 114 ML DR 2R o 8 1) BT 2R 2 3 R0 114 IR IS 388 A b 10 A % APP i [R] v 1) 2%
AR RRAEAL L TLT AL RI6TOLL S 6711 T4, 73 A FRAERG AR (Hardy) i M RAE (S
W, Hardy %5, TINS 20,154-158 (1997) ) o HARIY KU #7510 42 7E 52 2 B2 RIPSTRIPS2LA 2
ApoBA[) FEAF , ADZ IR 52, fey HEL 3] B2 5iE B 20 Jik B DR A A o 30 3ok 12 Wi A K i e A% AR 48] B
K ¥5 B P 2 B AR ORI 240 K BAR, P S s A b T XU o 0 T e DA JenA D il
PRI R 73 2% (“CDR”) B /R Ik BRI AN B3R — A %1 ("ADAS—Cog”) i R B HEVEAN (“DAD”)
o% 18] 2 B BEIR A AT ("MMSE”) A1/ BR A 4538 . 460 i AT AR HE A AG 365 5 SR S o AR AL T R
[0487]  1F 55— FhsLiti /7 £, NISZI0IT 3 R BRI IR 9k B e IR o 75 55— P il 7
Zrp, BIRTT B 40 B i AR R IR IR R M B o 78 5 — PP rp , 2R IT E 2
/40 % 1 HLZR I — FhE 2 R R R K I B IR

[0488]  JE L N FAS & BH K T vk AL &1, 523697 3 L3R B BBV (CSF) Hie k¥ BEBAK I
AKFRT G B AT 2 AR 010 % 22240100 % , B H 22 2950 % 2225100 % , Bl 7115,
25.40.60.70.75.80.90.95899 % . [Al I, 7ERE LS e 77 S vh , NS2IR 9T H AERIE A R
() 75 V467 W] B A T A LR R/ BCSE A i K R ABao FIABa2 I K 7K - o 481 61 5 ABao7K - K
T-2510pg/mL, B35 K T 2120pg/mL, B K T-2135pg/mL, B B 2 KT £140pg/mL ; 3 H.AB4
7KF-A30pg/mL A £1200pg /mL , B H: 22 29500pg /mL o [F AEHE , MRAE — LL ST 7 &, M 5097
R 7K AHEG IS, AR 2 B I 7 3 A0 A B T8 D i o AB 2 B BRABYT AR (1) K/ A/ Bl 8 =
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WRADLI10% FL1100% , B 2950 % £ £9100% , 5140, 15.25.40.60.70.75.80.90. 958,
99% .

[0489]  VI.ZZWAH AW

[0490] ety , 150 FH A SIS RN ) e AR J7 V200 AR R BHAL & W) A5 it A wi T 1l 2 AL &
Yo R, 76 55— BhSE i T S8, AR K 8 B & A MR AR SCAFAT 20 — Bl 2 R S & 14k
HANZ) e AT HESZ B AR 23 A A (0, YW VR AR BRI 5 LA S AT FH RN ] 1 X
P AR T

[0491] & 2540 A W il o At FH (D iR, B #4h, (TV, IM, depo—IM, SC, Flldepo SC) ,
TR BN RN 8N, R, BEWM) &5 125 2 n] 852 18 A ERR S Pt hE, T 10
MR B B o B R V2 R RER VB B LB N (V) BB (TA) UL W) BL AR R
(SC) it FH 3 28 () AR ART e B % L PP 245 W el A B RE 591, 1 S R £ 92 R 7K (PBS) o [RI A3
AR\ BFEX AN, Z GO ET i1 Bz &Ym= & DR O T N 2
S b ATRESZ B R, nae o K UL BORE T T o i FH AR AT LA B2 N B B

[0492]  FLAKT] LA B AIBL 80T BT, & A B WK S8 2 ool (Bl 71 B RA SOl
SRGEE, KA  HIE BB -G, MR . 7T 4ERR 18 9 am 3l 1%, 4l 4, dd i fd H
W2 WORBEIE , T8 A ORI 43R T R R R, DA R 8 A5 AR I A R e A4 T
HAIHTE B 0, 0 R IR ER S, ST I, ORIy, JUSR LR , B A 55 , W] LASE IR 1R 4k
EVER AEVF 2 AE N SR A G BRESEB A, Bln, BE, S AN, B2 B W H EE
AL BEEE I AR A4 A B mT eSS A ) 5 491 G B T R R BCRH R 5 B 8 (S M VBT
HEMHIRIREK

[0493]  fRidth , A% B4 S 9m] 10 it FH o AN i B 1 1) 7700 468 3 T 100 it P 1 S 8 o ol
ST 77 (58t DA S A 57 e T R T SR A1, I L AT DA JE e 2] 2 A3 38 R () AR ART 7 325 1 4% o il
P4 IR L i B A 715G AR R A A 5 255 BTS2 B s iA (il 15 TR
FiRE TR T[R40 B PR3 AR) DA B ATk b, — BB 2 P B A A 45 S 1 2P 3R . — M 5
I 7R T 1] B A K AR R BH A5 ) -5 VRS AR B IR 11 (31 4k 3 A B0 5 340 — s L '55 % SHtu AH
GG SR E W L AT SR R IT RIERX PRI B A HNA S ELREAENE
ih=

[0494]  3& T~ 11 it FH (%) A 2 B il 500 P DA ot s (il B 30 B S IR 88) et S L L)
TR BE T K 7 FIURE )  BOAL B AR A A 1 (s Ak 1)) SR AR R 20, B 1B N
B IKEAS 7K A HH 0 Y VBT R, B KB i B e 0, 7K VR S LV, B il ) B
B AR BEE ) (S R 7 1 2 5, 2 B JR RN i, BRCRE RE RTR har AR RS B AR i
13 e AU , B — P 25 A e 1 10 VB D PR i 73 (R A R BRAL B9 « R R R AL A ik m]
PLKZ M T2 R RSO AR e U, B8 BB AR B E & b, fE s sr
Jiti 77 Z& R, AL R LL L, DA () S A BRI i Bl Pt ) B (BRZE B4 B A 40 5 ()
B A, 451, 2 AL i I 1] () R B2 2 MR i s B (o) B A, SRR B Wit 52 1

[0495]  7EAR J B 1 kit FH AT [ 28 R A v, 3 MR R 7 5 — P 22 Pl 2 bRl 8252 11 28 A4
TR A B A QM R FR AN B IR — 5 B T AT 49 o« JE 708 558 78 77 (extenders) ,
T QVE R LB TR A R H R BRI R AR i, a0, R P A R R R
H6E 58 S e e ) e A BB R AT B 5 R R 5 1 G0 v s R AR i B R BT L DR ER A
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LB S OR S TRy # R I SR R i L R R0 s T A 7R, 8 A s TR A A 5 » 1
AN s A 0 5 R 5 VB T B i R P I 1R Vet B 5 VRSO 5 T v e AT
I s S AR U A B AR IR S LR AR IR B [ AR 4 TR L R A R IR AN SR B
Y s MG 5] o AE SR 7 FRUAAL SRR R D0 5 2902 B e ] A0 15 B ) o (3 P 5 20 L AR B
YRE UL L R IR L T S SR A IR SRR 5, R A TR R ] 44 25 e mT AR AT
ROf B 2 S 3 PN PR SR 771 o

[0496] 2 AL & W) EAFE AR VE I FLM TR BV L AU o 3 T X M2 & ) 1] 2% 1)
2y b AT B A AR RN o R Tt 79 2L VBRI VRS A V) 28 Ak ) T A 85 2
B H P IR L T BGS TERRE  l BEERTK o X TR R R [ & N R R A
YEZR TR L AT Y 2 BN SR IO R 5 T P R ) 85 DR R MR A 22 2 S AR T AT R
(IR 8 77458 JE v < PR AN A F R BN o 28 1 VR 2L B 3 W DA & — PR 2 Rl L A
AREH R AR R LA R BA b 2 R A 7

[0497] & T RIVESE R WAL S AR TE TR KA T G2 R AR D) B A LA T
e Pl TR, 1) 1 T P 9 SRV VR B 3 U ) T TR M o o 10 AT, 25 W 0 230 T TR 11 1 L a6 22
TRBNH) , REPENAFAER B IS TE (syringability) fERIEMEFHKA T, EBIAEFE
(0, i LA 2B AT U A 0 v A o AT LT 1095 A AR P i DR A 18 o TE T Ay S R R m e i
Fe P ERE TR, IR, 5 B 2R A S — FECEAIN A S &, A B A E A
L SRR L DB IR TR il o R, S IDRE VR T I AT R 3 AR A ORI P 2 4 P
At R 73 PR TP TR A o ok 6 0 TBUR o £ i 6 H T TS TR PR SRR VR K TR RDRn I 1l 4 (9 7
V22 AN I (3 8 B B VA R L S T ELYA VR T A e R R A (BRYR YT D NI AR %
B FT S AT R AR

[0498]  SedRfit T 3& T A A Z R A W N\ it PP 28 1 51) o 3K 8 1) 351255 A T s (A A SCAE
T AL A DB X AL 5 W0 Ak 25 [ AR SRIURE ) VA VR B TR & VB P RS BT S BB LR B T/ =
W I Z A« Z5 A T T T s 4 B o AR BE SE IR, PATE AR 22 2 A 24 70 B R VORI
[ A 2~ o YRR BRG] AR 1 17 224 LA Y B2 290 . 5 2 205 TR HRE JBE o DAAS Q5L 2 k0 ) A7
G 77 3 GOk A AL B AR S AT PR 2] 420 245 70 B 56 P 3RAS [ AR 1 o 3] 44 KE B
VR IR RN B, A 1 E 29250 o AEIXAN T I, AL A 65 (A58 25 2 R SE B AN H
[0499] T gt 5 51 It FH FC) 2 W il 500 Pl DA RAVBUAA R R 5, 78 35 K e a2 o 77 25
A KIEPER) AR SCHTIR AT QR 24 70V BRH: o 2 EAT S5 AU, T A7 AR R I 6 PR 77 2 3R s Tk
FRSE i 77 T 5K A7 P AR 22 2 DA U B R S [ A VG P 2 o

[0500]  AK B AL & ik ml JR s it HI T 320697 3 I AnIE I AL 32 1R 7 3 1 R BB L J2
MR E R BB ZAL G, B Sl W) e 5 2 X R B g, il e 3L
B E B 14 X2 R A S S A3cE (EH £ 04001 %8E A1 % £4)
5%) [ A W25 770 o J 0 e FH 01 36 B 280 — e f DAy e S8 i i £ ¢ K& 4 7 . AR L OF
HARIUHHRT B K AR T S0 BB 5, BATE B A B, IF HLREWE (IG5 20 R
EIREPNES LI = 4L SIRS i 2TE SN el ka1 E) Sl N R I R L IS I E S VRV R

(05011 FHIF-ik B A e 3ok = 2 70 i) HAR 21 S W0 TR | R 55 AR 7RI 3 Al
AW MBS PO B Bl R VA TR IR TR 5T, T RO | (L R R I s AORG S 1
RA] 57 A ity A1 4 2K R R L AR A 2RI Y T SR 1 28 2R o L O R I 3 791 TR 77 i
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IR TR 25 2 771) S B0 A A R R A 7R PT A b AR B AL S mT B W4 N A
PN BSCK i Y Tt FH o i T XA S8, AT AR R B S AR il RS R & R R A
Hh, IR Y 1] o 78 R A7 RS FH SR A T S 8 i ot AT S B TR ), AR IR TE M A
Ko

[0502] 1 A B W s it A e FH A R BRALA WD Bz A& 40 FH— FhBs 1B LR TR A R,
B LA i A R o 0 2, AT DA DL B AR, 461 4 I o A BSOR R TR0 32 ¥ 7 2 it FH
KR AN 252 0] B2 52 10 F B 70 B 4 R AR 8 K 1 82 v 8 g TR B 4 7K AL vl
TKCGFFLIR LA A2 55 # R g A -

[0503]  #R4 A< A B 1K) 25 W) 40 & W ide m] dd sk i ) 7 20K, — M FH pHESCIS 7] 44 i 2 £,
A, PAME AR 5 A A A P it HA BB 47 1B B 2 B DA 25 P TR R T80, DA SEAS BT 75 B4 FH o 3 i) 28
*ﬂx@% EAIR T ZBRAR PR R ERA 425 R L6 LRSI —HIREE 4K —F R
S RAYE TR O YR UL S R M R

[0504] Rl A K AL SN G — B4, I iR S s i S S A8 (1,
i A S I B2 Rl S NSV DL N RPN (i | A o P PR = AT R R N e
Ui B A5 AR 2 A A AT ELRE R B Z2 P R e ATLER VA R BN BT T R B R B
H e HAN 2 S A PT L LA AR A, B0 DA S K I BCE AL I T — FhEk 2 P 2 sk
2 S A VA TRATAE AT BT A 1 285 S A A R et S 40 5B S rhf|

[0505]  VII.¥|&=

[0506]  BETHCRR A A< & BH B AL S WIE , 770 2R AT AR AR N i B 28 N\ S8 AR 3 e e I AH R K] BAPS
3R A, 0 1) SR B T T AR R T R BRI A ) RS R N R 22 DR R (el
Z WWel | sSZE9m%E KA Y7 VE T ) (Pharmacotherapy Handbook) , 28 ki ,Appleton#H
Lange , #HHAE T , FEVESKAS HH . (2000) ; PDRZ ML, Tarascon Pocket Pharmacopoeia (3447 &)
FLAIE 2 L) 2000, K525, Tarascon ikt Loma Linda, JHF4E R 4 (2000)) - A% 4L
A SR E R AR, 9 T, B T 25 R R 2R A B R B 29 RIS TR, 326 T B AR RS AR
SRR 1 ) BA SR it R TR i A ads A2, R R B, DL AT AT 2 R 4
WidE A Bl B A AP0 523097 3 B BA BIE R, LA A Y 14 B (9, =93
2, R M, 3077, Bk, 56) o T FHAR SC R ot (1) 56 7T i o 36 Pids X4 1) 71 & o X0 e FH —
PRS2 P A K BRAL A WS, BR IR A, 464, A2 40t ARG E I 4 T7 , BE 5 38 & B
RIRAEE AR

[0507]  JRUIPEFIE AR WA YIH 2 BB A T 320697 B BURE AR T & (B 202455054
RN T ELAB00Z AT A Z WA T 21002 WA T, A1 2w T 224150
ZWRA T AN Z AT EA0Z WA T, RABZ WA T BEASZE WA T) o 15
()7~ T R A 4, 295 3 49500mg L B2 25 2 £7300mg \ BR 2] 25 5 £7200mg , fLIEHE , 4950 %
150mg, AL HE , 750, 27100 £150mg £ 200mg B £ 250mg ¥ 771 & , 1 HALIEHE , & H — KB
BEH PR, B EAREE B 8 = AE XL, SAPSA B R B 57 & B FE A T2 1097 & 4
2-322 50 3APS (BE H PR o [FIAEZ 0120054 H12H 4FE3&AZHIUS 11/103,656 , Hidid 5] FFF A
A

[0508] ¥ Jiti FH ) 5 (A 1 & 1) 35—, AR E A e X BCE B WM S — s A A
(1) o ARG A7 7 &I 20 ETE#@@LE’J%H&%H & TR NN RZG T A HARIE L 3h )
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() 5=, B A S A TR AR IR YR T AR B TS ERTE R BT, DA A IE R 25
B AL — PRy b, DL R TR U AR AR R B H &Y, A FIE A Y
50mg 2 £7500mg , B I H1 2 100mg %2 £ 300mg I F 4 A< K AL A0 - [F A 25 L. 2005454 H
12HIRZZMIUS 11/103,656, Hoad ik 51 FH 3 N A SC o AR 01 551 & 5547 T8 3R 0 RS 2 ] e A2
(#7510 HL32 S FE T A B # R B T () Y097 7R B9 SRR R iR DA S 2 B I e e vy 7 AE A, A
(b) B 13X PG TT HLLAIRTT 5267 3 R Se R AR TR (1) 400880 P 7 14D PR

[0509] i FH 2 0 4 77 v« DA RCSEBLTRH B 19 (B i 3R 3036 77 AD , 3R 1545 52 IR 3APS 7K
-, ) [ 70 E AN BE, AT SEELAS & B AL A W AL A Wt B VR T IR 5216 T B RO . R &
ST AR, VLSRR B RAE R VAT RS B, A H R A LA RIS B IR TR DL
S ER IR VAN 74 B 71 b 07 - o

[0510]  fE—Rhsuitir b, LLR LLIHISZI6 9T & (PLik N323697 ) Hie R Ui ia
T ARG E i A R A A 98 R GE R BE DR, A T ARGy 3218973, “BIT B
R FAE RN, B, B0 24120% , 8L B0 2440% , AR B L4160% , B E £
/D#180% o

[0511]  fE—Fhsghiiy &b , R KA A Y LR IT A 2P 5 7B 2R ok i B R 7 =
it FH o 2495 B JR IR BRI, YR IT A RN A A A Sh AR R BB 1A kN ThRe gk
—BFEAK (B, TR IR B 1R B3 ) .

[0512]  VII.tb&¥ A &9 SR N

[0513] A HH I 5 — A5 T S nt il B A RS 1 A R A6 A 4 FI AP 22 40 i BT T2 19
T3k FAN— T3, AR IR Joont B ABYE N A A 5 9 481 SR 7R K o BRI 1 52 08 9T 3
PR B 7 I ARG X B0 YT A SR AR R AL A AR R AR
WIARSCHT I, RIE PR A FER I 521697 3 P02 41 M8 S A0 1, iz 40 e de Co T
R ECR ZE AR E JA B0, B A EASR T« 40 i B SR 00 228808 A4 s DNA v BUAb s 7K At ity ok g il
A2 G AL 5 2 IR A T A5 S80S 5 1 TR/ B AT 8 A% R PN DT 0 35 Ak 5 BV 4 A SR R
IE 3 45 AT IA N 0 I 5 00 v 6 L 7 5 25 5 5 SO O ) A 9 S B AN A 1 40 L B 45 RO BB
DA A AT T R BT B () 3 TR R IA (96 4k

[0514] ARG —FhOL LI SLHE T S, AR NS A AT Tk —Fhak 2 B - T
IR PR UG BRIP , VAT T BT IR PR g BRI , B R AT R 2R BT RER , TR 1 VE R BEB (AB) IR 7 AR B
K, TR 98D B 52 Va7 3 TR SR REDURR, LA SR T BT Y R A A DG R

[0515] i F R FUATARIHLIE (37 B v & 7 8 Ut W M 1 Tl AN 2 BR il PR ) AR B 4k &
VRN Z 40 P mT R DU B R R AH DS i SRR 16 1 FH < D2 By B BEAF 4T R B LY
(03 T 5 98/ N BT KRR DL R R S 5 4001 9 /D BTy e M R 4 2 () T B s MBI B AR5 5
(PP IR AL TN L E M s ISR BTS04 280 5 305 X0 P B W R (1) 5 o3k 5 38458 K o v
ABII R fift s B AT B T IE W RE R (I AE 4R 4k P L 82 WIS R, RIPEARCSFER AL 2% tAB42 : AB40
[RIEL2E AE S — PR St Ty S8, AR P Je— Pl ARADI 32387 F N RIR 71 7158
Fo e FH A S AR G ML &1, U 323097 3 (N FN s o 48 A AU L i ik
W AR R 434 (“CDR”) 1 2 B REIRASHE & (PMMSE”) i R B VP4 (“DAD”) LA K i
IR BRIV R —NH ("ADAS—Cog”) , 52677 & I K mT HEATAG DU o SR A 38 AR O 9
TIEIRIT IS0 YT F A G T2 BRI R 52 I3 S BRI R B2 1), B3 R — 329097 3 5 4
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for 25 2 [RAFAE ] S B 22 57, A AR B IR 5 o (KA R D8 A2 AR o AR BHIE ¥ Je—
Pl A 52 3097 e A = R AR R VR IT AL A, 69T IR B 1B SRRSO
HIBYE A FEAR ISR ) Ty v, o, dl sk bl AT AT G 36 vk U &= 1 52 96 97 38 A R4 52 B 15 2|
&

[0516] N4 figf , Jo v (B RN [ AE A SCAT b ik, 9, 7652 Y697 & BE R AR 6% ) & R IfL
YRR AP, 326 e {E AT B B A 5 1) 4 SR AR RN B Bk B S e AR R B IS L S o BEAh , 7R IX
SO AR ANV ] A 1 BT A LS AT DA YE R G BRARLE R IR AE .

[0517]  VIII.BR&Y7E

[0518]  FERLdbsifif y E&vh , iR E A K H AL S A G ] LR A 7 ikh 5 5 /b —
HAh Y6 T7 7 — A5 FH o AR 4 A B R AT AR 25 040 & W A0 & /D — B HAth v 97 770 =T BA i A
M, B AE SR S T R PRI M AE B AR RS S Ty R, AR AL AR A S S —
PG T 70 e A R e it A o B SR S T R vp , AR R B AL A 4] BAAE S — R T I i A
ZHTBZ TG it A o BTIR A2 /D — R At 13697 5 AT BA A R v 97 AH R I BAS ] R 2 99 S i E
[0519] A BH I J5 A4 — MPEl 2 Bl ik B B AL S M0 ERZG WA & W F — Rl R 22 Fh HAth
YRIT I e A, 22 2B i AN 2 J — PP a2 BhA R B S P RIE IT DO /8AS
FEAEAR R BLATER

[0520]  FERELLSTE Ty S, AR B A -G RT LA 5 — P67 70 i e A R s i A, Brik
T MR IT AT DAE A S A K HI AL S PR A R 25 A0 A0 — 884, BB R B S A A
KA DI AR B 1A o AEFEES ST T 22 vp , AR % B B9 A0 & W n] BAAE J5— FiiG 7 7
it 2 BB Ja i o FE R L A VAR Lt 7 B IR AT VA AR A KA M S5 & FH
F3— MR IT IR A PR i 2 TR A2 %, 4 an, DA 5 e 29 W AH SR 1 i E A e /v 24
AR ERS B—Fg e ] 7= A g A (R EARR T2 M) f¥6 77 77 F I i A
I, 13697 5] LA R DA RE 22 5 R E B BRME 2 T 7 =i

[0521]  FERLULsiyfE 5 rp, Z9W A A n] 3t — 20 Mo G 2 3 R AT /B SR, AR
R FHZE VRTT IR TT 3007 FE e S AL BRI 4 o 54, R T 3 A R BRAL A 0 iR
JT IR AL B YR 5 —Fh a2 P yE PR L R e A LR S iz AL S Y0 N B W3 1) TR e Bk
T80 BOE S AW AEARTE IR T B o AR SR L SE i T Revh, B/ — MR R & 5 A
A 35E 3APSYR YT TR 2 FRAE FH 36 PR 73 1A it H

[0522]  fEREEesiif Ty 2, AR B AL S B WA A WA dE T — T DR AL 7 B Ak
TIRARHRIT 23, B E T — A B e A . 35 [ B R G 552005/00316515 (GEIt 5l
IR SO it 7 Al i PE A R BB A48 R YR IT TR i KAHEE S R E 3. 5 AR K B
G B 2SN A1) -— AT I ARG R VE 7 PR 250 22 A5 T BG 97 AT JR Pkt B B
R A BT Y, SR EAR T 2 80K 5% Aricept™) , 324K (Namenda™) , K&
7T Exelon™) , N2 Al &K Reminy I MR-G5S (Flurizan™) RIEA KL B tb & 0
HAWIET] LSRR MPuTE A 5, AT PR BRI TAD.

[0523]  7£ 53— SEHE s &b, AR AL &) 5 3APSIL[R] JiE FH -

[0524]  IX. k30 AR A S briE T %

[0525] i FH % i /M 56 BOAAR PR A B 5 AT DAK AR 9 AR i BH IR AL & 4 13047 40 A AR DU B 36
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i, PME R eI 2 EA R a4 Y B3 15 3APSAE 77, % . T2 NiT
W A A W T HEAT B AR 56 S B R 7 A PR U B

[0526] 1) Wi #4245 404 Py A A2 2R g 11 U0

[0527]  obT 11 R ite FH 14 Wi A4 265 97 , 30 B8 A 25 0 78 15 T8 P B R R e 8 (B, R
fife) T FEARTE R A LA (BD, BB Z59) o it 15 Wi MR ISR R 25 W BB AN 31) 77 2%
A LA D4 Mo B 8 R B YRR A B KT o S L AR 2R P BiTAR 259 I RA 29 Wi 25 W 51 712
AT L 2/ o B s SRR PRI R KT o 8, 76 Caco—2S9 M /SRR RS 36 HR R A 5 , 1
FER BRI A2 L K BRSO T/ B SO il it B AN B s 1 w44 25 #m] A AR 10 R e
FHERITAR 2454 o o DU HT AR 2540 4 & B 2 AR 1A 285 SR mT FH T8 644 P A 38 IR RiT A 2547
[0528] i) RAAZGHI AN AR 2%

[0529]  $RAL[AH R BRAAZG W A M A 2K T LA R & 42 (4, 11 iR FH) o) 265 25 it
(1) 55 BE IR BRARZ W) BT SR A 1 A2 0 0 FH 28 (1) BTAR 25900 ] FHAE YR T 7)o AT FH AR S50 s 1) 77
5, AT DR (N AISE36 = 30 4) & A R AL G40 UL B i e TSU3 AP S 1) A2 R FH 26 o AR S
S 3P T —FPRA N B AR B 2R R R T T T

[0530] i) APy AT SRR

[0531] )T R A A BHAL A 01 Th A/ 8RR 77, R AT 25 Fh Bl A 2 4g] 4, it e 2
R Sh SR O A A\ HR L 440, 25 [ & ) 455,877, 399:5,612,486 :5,387,742:5,720,936
5,850,003;5,877,015, 115,81 1,633%5, L KGanes®E ((H AR 1995,373:523) H Lk &
BN 5 ADI FR A A S AR AE 0 SR Y 3k AR ST f 4 35 TR /IS BB FHAS e AL & 0
FHUF, PR T — PP UE B A G VA R 0 B AR TV 2y A R R AL A R e
FIATLLE 24 A7 5148 B AR 2 0 it AR 72 R RE SR 3 Y

[0532]  iv) B

[0533]  A] DA M 25 A (] F) 2 30K VP B3 1 o X P S B0 SR ) B BN IR T, 48 e 3
B, e PR B3 1) R A9 A A e ) R e 97 (%) 21 LI I 3 AL, DNA B AL, 4t i 2
R A, B T T, BE T2 AR BN U5 5 A5 Sl g 4L 4 (92, e IR A4 BITE AL, —
87 7714 A 87, NF =, BYF AT A5 22 43 238 1 e 7 o A5 FH A DG (4 6 365 KA B8 T (— iR e R4
HUFE T FE) AIERBE , F 45 cOMPHE I AINOE i o

[0534]  7E4H it 7 B S50 B W Hh i b A #E 24 2 D7 v ml DL e AR IR AL A ) A A
BRI SR TT IR 1, B2 LD50 (50 % FEARIEBENT FFIE) FIEDS0 (50 %6 B4R IT A RLi 77
=) a5 E BRI E R 2216097 R, M H A 8 NEE ZELD50/ED50, 3l , 1697 &
HORE K B 2 R AT DA R BLEE BIAE I 25700, 1K 0 A s 40 B A 467 55 e /b
I, b, D /NEIE FH S B2 /NG BB TR i 2555 S ) T o L 2 1 0% R o

[0535]  v) ffEfRY

[0536] "IN i # W JFEAT DAVFAifi 410 1) 12 245 770 02 15 2 0 40 40 40 M 437 9 B0 0 1 OR B 4 FE Y
ARG B ST R R A PR VR

[0537]  a. BRI

[0538] V22 41| g S L rp (1 ) T 42 5 0 AR 1 TR 28 2 0 AR 2 BRI o 3 P 2% (1) S 491
5 AHAIR T, BB A, 4H IR O AR , 5 ORGP PR i3 2k o IX Bl A 2 T HD G B i
TN o P e €004 P SR A7 R A A ) AR A 0 L A 93 1 1) T o 3 B 5 A AT ' 2 S i A/
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BUDNABR 4% 10 5 45 S PGS B I

[0539]  b. AR iz A T

[0540]  IEAE4 T 40 Mo 5 5 i AR A4S A B 2 i 38 0 o A0 RV AR el (49 2, i AT g A
W), AT LAES By HAS: DU E JBE 1 S5 1 ) 3 R g o AT FH AR A DS B8 20 L 14 4776 o 491 2, B
L VAR AT A MMolecular ProbesZd WI3RA 14k 452 Y6 LIVE/ DEAD™4H a2 MR 7 £r42.
UL S P 5 2 e frd R ] s I o AESR DR A B, 4R I i S e A ST T S5 3%k OB
PRI, 43 B 5 2L S e o AL 2 N, 3% 0 B A At M S i i mT T 5 Gk s B2 R ks 5 A XS
T-IRTCA ML , 5 40 B I 5% S0 P4k I 25 Hu sk /)y (2 L, 491 01, Haug land , 1996 % Y6 4REH 5 FC
A2 5 F I Handbook of Fluorescent Probes and Research Chemicals) , 5875,
Molecular Probes, ¥ M) o

[0541] ¢ 2k A4 s ri A7 (1) D e A%

[0542] BN g ANUARLH I H 3= 210 B Bl , SRR 4e ) & Pl sk 2 1 B 22 A )
B AL IR Y o I e R AL R AR TS T, 8 IR A PR R AL A T PR AR = TR
(BE, ATP) JERARE B8 & o R R A4S PRI i BB G 7T 5 30 AR R 105 T 5 AR B 2 o 1k Ji
B MR AR I SR AR 2 I o T8 2 1) SR A4 Dl B8 B SR 4 457 95 8 NI R 7 o JE R A7 1) VI PR
1EATPA DR I 42 1R BRRR ] 1 A A A e = SRR I AR 77

[0543] It VPO ER PR AN ML BT T2 v () 22 Rk 36 0 A s 00245 7R 0t B kA4 v A7
BN B R4 1 1 R AR A o — 7 i MR O HR 7R 1 (B L, 19130, Haugland , {1996
wOCREN 57 FAL 225 D) (1996Handbook of Fluorescent Probes and Research
Chemicals) , 5575, Molecular Probes/A @l , fEX] M, pp. 266—-274F1589-594) .t 7] Fi| A
BAEHETOLIRE (B, 170, Kamo %, (1979) J.Membrane Biol.49:105) . Z&Hi 44k i o fir i
AJ N 2 R A4 3 32 Tk R 2 v U e (W, B3, Quinn (1976) (A B HT 7+ 422 ) (The
Molecular Biology of Cell Membranes) ,H 5 K27 4t , R EG BE T, 5 B 22 ),
pp.200-217) .DykensZFfIPCTAAAWO 00/192007 3k — 4R ML T BEATIX FOKG 3610 V245 M
[0544]  d. - Jht R ARG AL

[0545] YA T2 FE 7 R AN OB T ik B2 , 0 B ast AL 2 7 B0, DRI 40 e AS g 75 e D
PEE R P TR — RIVAEAEE, T H R ARV 2 AR R T o — R PRI B T2 4%
28 B 1 S B RRAE B DR ) 1 A 21— L BEE AL (TCE) 2R o 1 L8 L DR 2 b £ 7 1 rh 3G PP 4 2
e R D 22U 2 13 B R - 2 I I TCE S IR — SRR A 2 Db R & Bl o« A4 ) “C7 R W 1%
Bty 2 2 ot 2R B AR G S5 S, 1T P R Al (Caspase) ” A& 5 IX S AL R X R IR R 5 5
fit IR BE 77 o

[0546] [l , — Y ToAar 56 e 25 T~ It R A Bl A8 o Lo B v i 3 0 R TR o e B X
S P e MR TR S I 244, TR I IX LB U5 o 1T 22 RARIN A A B B A R A 2 A
[ (0, B, Bl TerbyZ5 (1997) J.Neurosci . 17:6165;Kluck®s (1997) Science 275:1132;
NicholsonZE (1995) Nature376:37: LA fzRosenfiCasciola—-Rosen (1997) J.Cell
Biochem.64:50) . [ LA 555,976,822 5 ik 1 il & w] 781X 2L 46536 v i HIR¥F 2 A
R T512: o & FBEHEIAR 1A% RT3 R AR ST o | b il 26 B RS e 485 44 i 32047 1) e
36 o 18 FHFRETH: AR (1) HoAth 77 72 4 348 T Maha jan %5 (1999) Chem.Biol .6:401-9; FIXu%E
(1998) Nucl.Acids.Res.26:2034-5,
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[0547] e Ziiff 2 25 CHIRE T

[0548]  FEfEFRAMML , N BRI SRR BOR 5F  ARNZER o I, 40 T i — A4
bR 40 i B 2 CAN R ORI ES I  FH T 85 1 ) A AE RSOk o, £ P D61 T v T S i

B 8 2% CRO R 3% o DRI , — i AT FH 22 i 25 B 1R DU e 8 0 L T 5 g s ) o, 5 A

21 Jfa, €74, 2R CAE A TR A IR R B R AT 28 o B3 , AT PR 4% 2 U7 v (4, ELTSAKR 56) » Al —

Fhire PR A AR R PR TR IZ B ) (S W, 61, Lius (1996) Cell 86:147) .
[0549] . 4 24 fiE 46 6

[0550] 4 i B0 T 1) s 2 i B — FBc e 40 R 2R i o >4 40 B AR T I, R AT — e 1) e AT D) D e

A PR AV, AR R A 2 P A Y BT (140, B2 BRATRESS) o — BRI M i

FFEADPHIATP, DL S 75 it & ADPAE 76 I AL ADP [ ATPIR) B4 AV (K B , 7 FR FR AL I o DRI I, Bk

o B0 B0 FE AL I8 A1 5T R BRI 78 2 (I ADP , DA B A P-4 8 1) ] B S5 48 BR VT 2 A [R5 BRI 1)

ATPAE it o — PRI AL IR 77 325 2 M FORE T ARS8l H R N 2T 5 2 VI O &= /RO

R, L OB R A HATP AR 2 e 2k 7= A — POk 22 Bl R (5 5 o 6 J ] 5L

1) 5 G 21 o S ff A 56 (1) i — D 4175 31 T-PCT A 4W0 - 00/70082.

[0551]  g.@ifil AR R4

[0552]  AartsZf (Science 298:846-850,2002) iiHi6 T #r56—F ik & W52 75 BE IR T P 1L

Areb KU Rh 22 2 CR AR 7 325 o 8 T ik 36 A0 475 450 K B 42 52 v [) i 3 Jhk A% 2& (MCAO)

TR R 1 — BT 8] (191, 299073 81) AT & BT, BB BN 5775 S W, #ila,

Longa,E.Z.%% (1989) Stroke20:84; L MBelayev,L.%E (1996) Stroke 27:1616) ,A[i5S

MCAO o AT FIH FL A 7772 (2, Je ek ik P 3 4) 5 1 — P S R R IR A &4 5INRER

N TV Z A A Y TR AE T, 48 SEREMCAOZ B it FZ 40 & - i SR AR VP AL S W G

KA FEAFIEE 7, B AAEL B EIMCAOJG I NE B ZAL SV AW 58 5, B 4

S THRER PR B, PR KRR FE R o 3% P U () SE 49140, 45 28 33 S i s 25 (Bederson,

J.B.%F (1986) Stroke 17:472) FIHTEUM E R De Ryck,M. 5 (1989) Stroke20:1383) .

AartsTEICRAR AT A S M 3 PE U NMDATS 5 % & B A IR T 1%

[0553]  h.MTTZH M5 LK 36

[0554]  MTTAG IS A J3 7h— PP )iz BT VP4 #4228 e 240 i P 200 0 2 P ) e B0 o MR 4R i i

PR 1) 8, A3 AR 3~ (4, 5~ - FF L IgE -2~ L) -2 5 R LU L (MTT) #5368 (Trevigen,

Gaithersburg,Md.) , ] PFA 40 5

[0555] i . Hff e W 41 oG 248 )

[0556]  {if Yk s Wi HF FvZs , Wl Aar B4 Vs 77 (YaoSF ,Brain Res.,889,181-190 (2001)) .
[0557]  j. M ATP 7K T I 2

[0558] 4 Mg ATP/K ¥ 7 LA & 41 Jd v 77 1 48 4% o 18 FHATP Lite-M® % Ot 38 (Packard

BioSciences Co.) , Al & W4 BLATP IR & o 41 20, 7EIX FPAG I P, — AR AE B 296 fLView
Plate® [ 5= 40 i, 1 H AR 45 i & 75 19 @ W /£ TopCount NXT® i+ £ 2% (Packard

BioSciences Co.) FAGMIATPIKE

[0559]  vi) B MRk

[0560] 75, Al XM 4R A K IR A MI B 25 i — 20 M A A R B8 B IE B AT IR (gut)

/8 (intestine) MK ¥ B8
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[0561]  {ifi F] 2 Fid At , R A A AR, AT PEAG (B 2540 0 Wiz & A% iz (Bal imane &%
(2000) J Pharmacol Toxicol Methods 44:385-401;Hidalgo I.(2001) Curr Top Med
Chem 1:385-401,Hillgreen K,Kato AfIBorchardt R. (1995)15:83-109) .

[0562] {31 41, 47 N it JE v % PR (PAMPA) A6 36 AT DL 41 iy FE Al (4 4 & 1% @ Caco—2 Al
Mardin-Darby K I (MDCK) £ ffd 2 s /AR Y rhv s i A1 PR o PAMPARSE R o 5 T PR A HILVA
T R MBS 3 b B2 N IR BT SR I /B I VR A 07 ) i K PR A R
. Caco—240 /L, — P NG5 I Ilied , fE5 SRR & 1 7 BRI A e o346, i B B R
Gh S B, LT AN I B A 16 AR AL 4 L Caco— 240 i A5 70 L 28 j il 245 Tk Fl 2
ARG AE A 2 24 103533 11 T3 1 o 3 3 L) v R AR 1) i T At M ) AR R mT e, R AR TR A
SRS TR HLTE R AR A A L O MDCK 4 e 8 £ FH

[0563]  [F] A AT LA St — o J55 o7 A 0 1 A0 A B SR VA 2 0 AT o B ) i v B A B i
AT TR ILIR) 2 o B — RT3 D S B AN Fo Vi MRS AT BSURE + 25407 S p Al e 4
T2, T VG B &Y S ARSI/ BRI AT H AT B S o
FGEEAR) HE , 2SI IR ISR A e A8 A H R R 47 T

[0564]  vii) B HpEE

[0565] R f HR 4R 48 & I AL S VB2 W — 20 Mo i A I B EGHIE i (GT) B3 o 3l
AT b R 5 8 w2 PR, P AR SERL B ST AL AR A B R T 18 R E
EU.OECD ICH FDAI TMOHW ¥ 5 B s 415 B 45 HI AR 1R 2 X Fh PPN AT ST I A 2 5 A ) - 72
55, B R AP VPAT A HEAT I R A O 32 [ A o 2 B R i GERFRVE R 214, 3858k ) LR
I PR 0 R 47 S 386 2 E (19784F 12 H22 H R AT , BRFR A b s 21217

[0566]  fEIX iy E A e VER AR I PRVP A b5 SCrb, GTEE M Al A4 1 1 00 44k = 3
TN BZARE A7) CRL At 2 4R K M) RS 8) 1) SAer 25 DA A DU/ K 8 (BB YA
AL, B R IG PREEE VP 2 1Ly, BANT HIIR ) VEARRY” M %L, #5323 1 B I iE 20 41 [
E AL IR R v (slide stage) , FFRA T B 43 VI 93 21 27 3 0] B ik 40 23047 4 S 2
A, e R T HE.

[0567]  vii) ZF BRI v e (BBB)

[0568]  IfiL [ % [ (BBB) s — il MLy AN T J2= F1 i 40 B ol 12 5, xod fi 4 e (it OR 4 O BL AR
FF A4 P 4 1 R T A ) P S 400 5 5 R e o KT oA B2 AR A1l 70— ek ) 4 [
HA BB E D] 8, BBBX /N ISR g 73 T2 Al B & AR BOR K 73
AR i o, R AR AR R I 8 e R R, X R ARSI L —. )
— AN I R K 2 Rl 2R AR ML R AR A I 2 R (P-FEEE D .

[0569]  fn R 7522, P AR YR A K B I A& gt — 22 o A e B0 B IE & 4] %7 B BBBIF R
T AL FF Rk B, T LR VR 24840 Ak A AT EAUEAL (in-silico) 772 RARALBBB
(Lohmann%§, (2002) Predicting blood—brain barrier permeability of drugs:
evaluation of different in vitro assays (FRINZ %) LN 5 V53 1 « AN R AR AN G 56
HIREAY) . J Drug Targetl10:263-276;Nicolazzo® (2006) Methods to assess drug
permeability across the blood—brain barrier (FEAN 254 75k M i 5 1538 00 Ty
i) .J Pharm Pharmacol 58:281-293) o4& 4M&AYAL$E [ P B 20 B 55 55 7K A 41 2 17
NCaco—2BMECMDCK . 3X £6 21 i A 04 — M 1t 77527 HIR , OF H ol UL 5 P HBBBIZ i
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PR 38 > 4 R P o A A AR 35 A ) I B 2 ST BSOTRE I ik P RV S ORI YU AR EORTR
T A 03 B it T 90 T K T e B BE AR AR 15 B, 5 0 FLI 8 m] BLAR TR B0 AR R G iz
T AL PR A BN TR L R ST 285, R X EAE T w2 & -

[0570]  ix) KMGFICSFI) 7K

(05711 fsf 3% PG AL L D v MIAGr B, AT DA R AR 5 B 8 A0 5 P B0 24 A ) DR T A/ B
B (CSF) AKFIEAT VRN R UL T (3 WPotchoiba MJ, AlNocerini MR (2004) DMD 32:1
190-1 198;0rlowska—Mad jack M. (2004) Acta Neurobiol Exp 64:177-188; A ftHocht,C,
Opezza, JAFITaira,CA (2004) Curr Drug Discov Technol 1:269-85) .

[0572]  7EBARZNVIRUC I F (03N 35 Z J B R I BORE AT B2 i R R 22— o #
a0, A% FH /N SR A ) S AR SR RPRAF 5T, AT LABE A AR R WG S 0 25930 7577 (PK) IR DL« ] 5
M, FEFR K A BT DA D IR Ak S it P S 8 AN [ I 18] A, SRR DR Tl  CSF AR I 3 () AR it
SRJ5 5 FHLC/MSXE R  CSFAIL R AE it BEAT 70 M7, LA 5 1244 & 0 B0 94 2 — Ik TR M

[0573]  [m] F¢ b, AT LAAT A B AR J7 v i 0 oK i@ A i A B A U RO A B R
(autoradioluminography) HITSU ARG ) At o — P AL S22 H DL AT tiE A, LAY
i FH B0 = JECS bR 0 AL 50 T TBCE T M 2R 9 ok 1) B Te) ok R S AT DA S S 4R 77 20K
B CSF R 4 #4618 1 F 3 b o BeAh , A IR VA VR U0 A i s e 3 AR HAA T IEFE 1
TR T, AT LAZS 2 15 &, DL E 250 KT 7K F

[0574] WA f), E TR 4k 1 — B0 A K P B 25 29 M0 U7 2 o & A i SR B R B T 1
T T A e AR N S DR DX 3 P A AR R 2B AR TE 1 /N B AL 9 R R AR BT i 42 3
VEVESR, IF B — P i X m) 455 T A A A P R VR E Vo AESCER R 3 B SO
W2 E B B I T e AT AR T IR

[0575]  fsf Y )R 0 B AR SE G, ARSI AR N R VIR B BURR S 1 58 , VI 2 AUk I R
5E JTVE SR T 58 RO EE R DL S ST 8] 1) 45 1) 40 o 3 458 [R) A0 4 A D e £E AR R WY 1) 31 B
P, I ELARRR S AR R T 55« A FRE T A 51 IS5 SR & & 1 B RIBL S A AT &
FIFR G A A AT 51 I N o TS 1 130 SE it 451 — 25 1 B AR R B, 3K 2 S i 497 A 2
Ry — R R o

St 151

[0576] AL I P A B SE B4R 11t 1 AR K B SR EARSR PEAL S WD 2 Bk A 1l [R5 42
TR I8 A I AN A M SRR T R BRI B AR PR R I R A8 M T vk

(05771 5 533 Ul W, £ Ul ] F ATBURI 2R v i FH ) RB 1 0 & SORE 2 A IR JEE S PR o
ST R A R R AN AEARAT G DL HIARYE A kB B AT S RN 2
A IR EAT RO T I I I R AR 5 N BORBRE o R, B A H A S, AR AR U A
LB JEBOMIZESR A v 472 A 807 2800 n] MRS SR AT A PR 5 it AR I M R B 5
Jite 7 58 T8 NG PR K7 v R 2 8 A DML, {EL 25 72 S 1) i 0 B2 DA R e
BRI Y o (A, AT AEL I AT M 55— SP 5 SE 530 R I & Gt o i b A2 iR 2
[0578] A BIE) BB &1 S A o T T R LA S 1 783 T AT il % S AL S
AN/ BRSE AR 5 B R 25 Pl 1% 5 I HSE A R AR DA DO B TR D 5 i AS A AAE AT 7 2CRR 1l i
DIFHIA T o AU BARN FORE 2 TR 3 AR P A SR B4 9% S R A B S B 2% P AT
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ARMIE A AL LG DT (S H 8 n] AT B3RS
(0579 SChitatol1-A: RALBR AT A 25 AL 2 5 1k
(05801 ARSI, 4t T~ T PR S 8] A 7= 91 P B — B AR A AN i AL S W ) S B R i 44 24
Yy m] Gn e il 2% o
[0581]  N—¥& JEHRHTIE Vi B ) il 4

R' R? R! R?

it X NHS, HBTU \ 0
BOCN 3 n NEta, CHZCIZ BQCN > N/IS

RO llrwo,}\

[0582]

MR Ny
O O O}

[0583]  KZHBTU (N,N,N, "N’ =PU FF FE—0— (1H-2K FF = Wk—1-3) SRR, 4. 17g, 1 1mmo])
TN BB FEAIN-Boc~F I FE BB AR R (10mmo1) FICH2CLe (100mL) V& SR G NN =2 i
(1.53mL, 1 Immo1) FIN- 2 FEHEIARE W i (NHS, 1. 26g, 11mmol) o M IR S H) iR HE4h, 2R 5
FIHC1 (IN) FIEt0Ac (.2 2. 158) FFE o 73 B A HLZ , BNasS04 T8, FF IR G 5 5% B8 W AEnd i
I A B2k, T T e -EtOAcE NPl ), DA R 17 7 28 (Z70 2288 %) 13 2 AH B[]
N-$2 FE BRI P B

[0584] ] % 3 Jik—1 — A i PR e L PR Wi A 25 W ) Je FH U7 % O EARD)

[0585]  DAAN[AJ AL & FH 5 VEA R D, SR A 7 AR i I 7 0 PEAL & 40 o A FH IR 28 D5 ik il %Ak
EADARYEE RMEAR T N R 2H

[0586]  J7ikA

W O 1) PN ASOH R R? H
» Qe ' :
14 ; 2) H* HNT /3
R¢ O - b &

0
[0588]  EN-Boc— TR E I ERBIUAR BRIIN-F42 L 38 BT 19E W iz g (48mmol, 1.2 = =) M4
i B A B (50mL) VA VR 2% 12t I 2II3APS, 3-Z k- 1-TA TR, 40mmo 1, 1 & ¥ 2N NaOH (B %
LEN, 23ml, 1. 229 8) IEH « R R MR AR . A RIBEHET R B S5EL0
(Z.T5%, 150mL) — 2L [FIR T Hidb th IR SR A 2 2l )5 , IR I 52508, IR E
NIRRT iR R A AL
[0589] (i) #[EAMYE T 7K (25mL) o (F & BE L Dowex "Marathon™CE FAZ #uft GRER T,
110g (5245) , EFRBERD) « A IF R IEME 72 JF HIMHCT (10mL) 4bFE .50 CHEFHIE &30 81,
RIEWAT 2T R E Y SEtOH (LB — R 28K, UL 58 2B #7K o [ 7 B ¥ I NEtOH
(100mL) o 58 A PNLEIRE T HiFE LS, SR 54 20 22 =3 - 283 IS AR [ AR o 1 [E AR 1
T K (L0mL) H o B AR I A EOH (100mL) o =22 15 25 i o 238 T I F 1% &R 30 734
22 R USCER [ 44 , 1 EL7E B2 AR (60°C) T4k
[0590] (i) B[l A& 4¥A T 7K (25mL) o[ iEWEE I Dowex "Marathon™CES 122 # At (5 R
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PE,110g (5 &) , D FHER) o & FF MR B V18 9 JF ks T 28 & o A8 R AH TN 202 i i
(BiotageSP—1,C18FE) 4tk % B8 ¥ o TS BRIC AL A0, 75 MAH LR 18 43 v i Jt v 571 S 15
P SMBEA (111) .

[0591] <uﬁ%%§tﬁﬁo*%mﬁ%%%mHm@mH%MEijﬂHhEélw
DUEVH I AEVR AWV A R 25 g USCER [ R e FF 328 T8 A3 Bl e 4
Yo

[0592]  J73%B:

[0593]  #%3APS (LLEAZETER) (3. 3mmol) 17K (BmL) V¥ NN B T 45 41 1 W N-F2 S B BTt
fEz Big (3mmo1) [{IH20,/ VY S5k e /CH3CN (10/10/10mL) Y& & 035V, SR Ja NN LM 82 4 v Vi
(3mL) o i SRV A 2h, SR JE I NEt0AC . 73 B8 7K J2 31 W 4 4% B8 W o 1 FH CH2C12-Me Ol
(80—20) ik it v e It ek R A 4 A0 B BE 0 » A4S B AH BLFIN-Bo e~ R 477 0 1 L 24k FIN-
Boc—fRH F=M)iaT & 5t (CH2Cl2, 10mL) , B S5 NN TFA (8 LR, 5mL) o it S BT A4
2h, ARG RE N R 4E 1 R B AR BE T BN ER S, FF RNV T R A 1h 74 H
REMRER LI IENCER Y, B e, i E s N1, SR sA 6.

[0594]  Jyid:C:

[0595]  #%10%Pd/C (2.15g) MK H J7IEARB. & A - FEMR P A T 4tk 74 (3. 5mmo 1)
[¥)2N HC1 (500mL) H1MeOH (500mL) & . FEE /T (latm) FEHEIR AW L IE B
(Celite™) o FZKPRHEIEGE (2 X 25mL) o 5 FF BEIBAN PRI, F 966 N 28 K « F R AHHPLC (C18
FE,0-156% iE/7K) SRR B « & 31 & A Il A S IR 3 31 5+ 3 B R &Y
[0596]  J5vkD:

[0597]  ARJ5i%2 T4 = B A il — N & LR AR I 2 3APSHI K I B VIFT R 244 o 0 2L
i, EEPERG) B (1), BT R LS.

R B H \Tﬁ |:;1 R;z
[0598] » %§¢§1T, Y H

N  _SO.H
T' R T NaOH.

N NWsO H
R* O 2) H+ g

o
[0599]1 (i) MRIETTVEA () KE3R1F B J7VEA BB CHI =ik — D 5 55— RFIN-J2 L BT 11k
& B S5 1 o

[0600] (i) #RIZTTVEB, B 3R1G H VLA BECHI =Wt — D i 5 3 — N2 FE B3R A Bk
F& i RN o

[0601] K5 MRIEAK U1K 7~ I PR S AL BRI A 25 17 A RN 4 5
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[0602]

NMR (ppm; 1H 500 MHz; 13C 125 MHz)

MS (2 & -F4k)

1H NMR (D20) & 1.55-1.61 (m, 2H), 2.40-2.48 (m, 2H), 2.92-3.01 {m, 2H),
3.04-3.14 (m, 2H), 3.95-3.98 (m, 1H), 7.11 (d, J = 6:8 Hz, 2H), 7.197.27 {m,
Al A3 3H); 13C NMR (D20) § 23.76, 37.02, 38.21, 48.36, 54.79, 128,19, 129.33,
129.42, 134.01, 168.94;

miz 285 (M-1).

TH NMR (D20) 5 0.87-0.90 (1, 6H), 1.88 (gL, J = 7.2 Hz, 2H), 2.02-2.09 (m,
1H), 279 (t, J = 7.8 Hz, 2H), 3.20-3.29 (m, 2H), 3.60 (d, J = 6.3 Hz, 2H}; 15C

D | STk

e A NMR (D20) § 17.20, 17,77, 24.11, 30.00, 38.29, 48.63, 58.96, 169.35;

Mz 237 (M-1).

THNMR (D20) 3 1.82 (qt, J = 7.2 Hz, 2H), 1.90-1.95 (m, 3H), 2.28-2.33 (m,
s Lig 1H), 278 (1. = 7.8 Hz, 2H), 3.22-3.33 (m, 4H), 4.21 (1, J = 7.1 Hz, 2H); 13C

NMR (D20) 6 23.95, 24.07, 29.85, 38.49, 46.57, 48.53, 60.00, 163.64;

miz 235 (M-1J.

TH NMR (D20)5.1,30 (gt, J = 8.1 Hz, 2H),.1.57 (gt J = 7.8 Hz, 2H), 1.75-
1.85 (m, 4H), 2.77-280 (m, 2H), 2.87 (t, J = 7.8 Hz, 8H), 317 (at. J = 6.7 Hz,
A4 | AL 1HY, 331 (gt, J = 6.8 Hz, 1H), .83 (t,J = 6.6 Hz, 1H); 130 NMR (D20) &
21.47,24.12, 30:49,.38.30, 39.18, 48.63, 53.28, 169.66;

miz 266 (M-1),

1H NMRB (DMSO-08) § 0.81 (d,J = 7.3 Hz, 3H), 7.84 (d, Jd = 7.3 Hz, 3H}, 1.5
(M, TH), 1.80 (M, 2H), 1.82 (M, 2H}, 2.80 (M, 2H), 3.20-3.30 (m, 2H), 2.82 (1,
A% B J=7.83Hz;, 1H); 13C NMR ’(jDMISO-dG)} V2148, 21.78, 24,17, 38.42; 40.08,
48.66, 52.35, 170.53;

m/z 251 (M-1).

1H NMR (D20) § 1.84 (m, 2H), 1.99 (s, 3H), 2.04 (m, 2H), 2.47 (m, 2H}, 2.80
(M, 2H), 3.24 (t, J= 6.6 Hz, 2H), 3.94 (t, J = 6.6 Hz, 2H); 13C NMR (D20} &
14,18, 24.07, 26 44,-30.00, 3841,48.61,52.66,169.46;

m/z.269 (M-1).

1H NMR (D20) 5 1.81 (m, 2H), 2.80 (m, 2H), 3.23 (m, 2H), 3.80 {m, 2H), 3.97
(t,d =5.0Hz, 1H); 13C NMR.(D20) 5 24.10, 38.39, 48,55, 54.85, 60.44,
167.97;

m/z 225 (M-1)

1H NMR (D20) 5.23.20 (g, 1H,.J = 7 Hz), 3.23 {t, 2H, J = 7 Hz), 2.78 {m, 2H},
182 (m, 2H), 1.38 (d, 3H, J = 7 Hz); 13C NMR (D20} § 170.90, 40.30, 48.55,
38.28,24.10, 16.65;

miz 209 (M-1).

A6 | A

A7 | Bf=C

A8 | AG)
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[0603]

1H NMR (D20) 8 3.90 (q, 1H, J = 7 Hz), 323 (t, 2H, J = 7 Hz), 2.78 (m, 2H),
1.82 (M, 2H), 1.38 (d, 3H, J = 7 Hz); 13C NMR (D20) § 170.90, 49.30, 48.55,
38.28, 24.10, 16.65;

iz 209 (M-1).

1H NMR (D20) 8 1.82 (m, 2H), 2.80 (m, 2H), 3.25 (m, 2H).3.67 (s, 2H); 13C
A0 | B NMR (D20) §24.13, 38,26, 40.57, 48,55, 167.08;

miz 195 (M-13.

1H NMR (D20) 5 0.80 (1, 3H, J = 7.3 Hz), 0.86 (d, 3H.J = 6.8 Hz). 1.12 {m,
1H), 1.40 (m, 1H), 1.83 (m, 3H), 2.79 (m, 2H), 3.25 (m, 2H}, 3.68 (d, 1H, =
Al1 | AN 5.9 Hz ); 130 NMR (D20) § 10,59, 14,22, 24.11, 24.37, 36.38, 38.29, 48.64,
58.00, 169.35;

miz 251 (M-1).

1H NMR (D20) & 1.84 (m, 2H), 1.99 (s, 3H), 2.04 (m, 2H), 2.47 (m, 2H}, 2.80
(m, 2H), 3.25 (t, J = 7.3 Hz, 2H), 3.94 (1, J = 6.6 Hz, 1H); 13C NMR (D20} &

A9 | AG)

A2 | AQ) o

14,18, 24.06, 28.42. 30.07. 3841, 48.60, 52.66, 169.42:

miz 269 (M-1).

1HNMR (D20) 5 1.70 (m, 2H), 2.64 (m, 2H), 3.15 (m, 1H), 3.22 {m, 3H), 4.06
| (t,J = 6.3 Hz, 1H), 7.30 (8, 1H), 856 (d, J = 1.5 Hz, TH); 18C NMR (D20) 3
A3 LAG, |

25.04,26.27, 38.36, 48.43, 52,59, 118,40, 126.36, 134.60, 167.96;

miz 275 (M-1).

TH NMR (D20) & 1.46 (s, 6H), 1.83 (m, 2H), 2.77 (m, 2H), 3.23 (t, J = 6.6 Hz,
A4 | AG) 2H): 13C NMR (D20) § 23.44, 24.08, 38.54, 48.61, 57.21, 173.20;

Miz 223 (M-1).

TH NMR (D20) § 1.74 (m, 2H), 2,59 (m, 2H), 3.15 (m, 1H), 3.23 (m, 1H), 4.95
(s, 1H), 7.38 (m, 5H); 13C NMR (D20) § 24.00, 38.35, 48.38, 56.84, 128.05,
129.87, 130.52, 132.46, 168.90;

miz 271 (M-1).

1H NMR (D20) 5 1.49 (m, 2H), 2.34 (m, 2H), 2.98 (m, 2H), 3.21 (m, 2H), 4.01
(m, TH), 7.05 {t, 1H, J = 7.3 Hz), 7.14 (m, 2H), 7.39 (d, 1H, = 8.3 Hz), 7.47
A16 | AG) {m, 1H); 13C NMR (D20) §23.60, £7.14, 38.32, 48.16, 54.12, 106.83,
112,32, 118.23, 119.70, 122.35, 125,18, 126.63, 136.37, 139.57;

miz 324 (M-1).

1H NMR (D20) § 1.66 (1, 2H), 2.58 (m, 2H), 2.92 (m, 1H), 3.04 (m, 2H), 3.17
{m, 1H), 3.95 (t, 1H, J=6.3 Hz ), 6.77(d, 2H, J 8.8 Hz), 7.02 (d, 2H, =83
A17 . Hz); 13C NMR (D2Q) 8 23.91, 36.29, 38.25, 48.42, 54.95, 116.07, 125 88,
T 120.91, 155.29, 169.56;

Mz 301 (M-1).

A15 | AG)
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[0604]

THNMR (D20) & 1.772(m, 2H), 274 (M, 2H),:3:.19 (, m2H), 3.75 {m, 2H), 4.05
(m, 1H); 4.42 & 4.65.(AB, J =12.2 Hz, 2H), 7.26-7.33 (07, 5H); 138G NMR
A18 | B (D20) 624,10, 3843, 53.28, 67.39, 73.28,128:83,128.67, 128.96, 126.86,
187.5%;

m/z 315 (M-1).

THNMR (D2Q) & 7.8~ 7.2 (n, 5H), 5.05 {8, 2H), 3.83 (1. J = 6.7 Hz, TH), 3.21
{an, J =7 Hz, 1TH), 3.08 (gn, J = 7 Hz, 1H), 2.78 (1, J = 7.8 Hz, BH), 2.46 {1, J
=7 Hz, 2H), 2,05 (g, J = 7 Mz, 2H3, 1.78:(m, 2HY:

miz 357 (M-1).

1H NMR (D20) 6 1.78-1.85 (m, 4H), 2.24 (t, J = 7.5 Hz, 2H), 2.79 (m, 2H),
288 (t J=7.8Hz 2H), 3.18 (1 J = 7.0 Hz, 2H). 13C NMR (D20) 5 23.21,
24.16,32.70, 38.16, 38.98, 48 65, 175.08;

miz 223 (M-1).

1H NMR (D20) 81.84 (gn, 2H, J.= 7 Hz), 2.78 (dd, 2H,J = 8.0, 6 Hz}, 2.85
Azo (ABX, 2H, J = 5.5, 7.3, 16.8 Hz), 3.24 (m, 2H), 3.61 (0d, 1H, J =5.5, 7.3 Hz);
13C NMR (D20) 5 £4.05, 35.42, 38.46, 48.53, 50.04, 169, 171.

THNMR (D20) & 0.8-0.9:(m, T2H); 1.81 (m, 1H), 1.88.(m; 1H). 2.03 {m,
2H), 277 {1, 2H,J =80 Hz), 3.20 (t, 2H, J = 8.6:Hz); :3.73(d, 1H,d =86
Hzj, 3:87 {d, 1H,J. = 8.9 Hz); 13C NMR (D20).3:16.93, 17.82, 18.36, 24.21,
29.77,30.27,38.08, 48,72, 5842, 80,66, 16945, 173.07

[0605] S fsi 1-B - 2l FF PR R R AR 20 W AL 2 B il

[0606]  AH S , BRI TH] A4 S 19 A s 451 P 1 FH — SRR A 5 BH B4k A ) = 5 R R TR i
ARZ ) QAT ] 2%

[0607]  JHH AR TiE

[0608]  J7ykA:

[0609]  fLAWICIAAER (3— Ohf L AR A D) 2 AL -1 - TR TR ER) 1 il 4%

: A oM
Actl, NaOH
N =R PTG
HO & el

A19 | Al

A20 | B

A28

iy

[0610]

0
o i SONa  TEA DMF O
rea” T

HN™"80,Na

0611 WERT K ZBE (3.0mL, 42mmo, 1 398) N 4-F IR EE (5.3¢,42mmo ) A AL
B (1. 7g,42mmol , 1245) LA LY T HLARIRATE (Tg,0.5F) £ —MEke (100mL) RS
ISR G YDA/, IR R 2R AT o R SR B W0 T K I B HIEtOACZEBUK AR (3
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R GG IFERIA NI I EhK b, B 9F k4, 15 2 o i o ik (N UZE M 2/
EtOAc , 86 REAR ) S fit 1 AH LAY 5 2 BRI (2. 22, 32%) o

[0612]  JPER2: 4o KMERE (1. ImL, 13mmo 1, 1 4 50) % 111 2% L 43 4 0 ) il 22k Oy S0P PR I
(4.0g,20mmo1, 1.5 5) MR ZFREE (I H P HR1:2.2g,13mmo ) 75K VY A Wi (THE,
25mL) R AW e A EUTIE « I T IR BRGNS oI 98 RR 2 B , I I THE
PR o A DU BE IR s S8 5 B TR B 25350 I Z BT (C 48 /B t0AC, 80/20) 4lifthk
B, M43 2 AR IR IR (2.8g,62%) .

[0613]  JDER3 A D R 2 il % Ak IR IR (2. 2g,6. Tmmo 1 , 229 &) JiN %2 3—% J—1 - TR Tk B 4N
£k (538mg, 3.32mmol) =7, % (0.90m1,6.7mmol , 22495) 71N, N-— FF 35 FF Bk iz (DMF,
10mL) HH VR A o 2l T e R NTR AW 1 o 28 K B I8 50 o 4 5% B W) FEE L OAC A 7K 2 []
AT o FHELOACI B /K AR , SR 5 1 T HPLCAE AL (2.6 /7K, 20/80490/10) ¥ T KI5 EE Y1,
B2 HFRL S (396mg,33%) :'H NMR (500MHz , D20) Sppml.83-1.89 (m, 2H) ,1.98(s,3H) ,
2.84-2.87 (m,2H) ,3.19-3.21 (m,2H) ,5.01 (s,2H) ,7.03(d,J=8.8Hz,2H) ,7.32(d,J=
8.3MHz,2MH) .

[0614]  J57LB:

[0615]  fL&H)CeMNEE U-B I —T-FF J-15-2K 11, 11-P9 W 36,8, 14-=%%~-5,9,
13- =41 RGeS R B 28 1 il %

MeCN/H O J\ j\
*‘l’ i “NO, =

[0616] o, |
& H N 50, Na

BhO

It %

w J
BnO e HMSOSNa

[0617]  PER1 K3, 3-VUE LG R R BE (4. 26g515. dmmo 1, /£ = L AFAE TS , I 4
AR TR BT A1 B AE I8 L5 80 C i it 42 il #6) FAALAR (2.13g359.22mmo ) N & 4 F
(40mL) 57K (20mL) IR & o BEAWT0CINEIL3h, SR EA A E =i B id Celite ™
I IRIR A - ZE R DET, 15 B R ER AR (2.19g,37%) , HooF i —Paifkim T T —
&

[0618]  JDUR2 R ERER (2.19g,5. 71mmo s HXH A R 1) A B H B EE AL 7] (1.00g;
2.95mmo 1 ; % Tl &, Z W J7VEE) AE LK H 2R (100mL) 1 FIVR A 07650 C it & . i it
Celite" & Z1IIEIR AW, 3+ D78 R IEW, 13 BN B AR B ¥, 1 F © b2 /Bt0Ac (80/20) N2
BSR4 2T a5 B 8] 74 (0.915g,64%) o

[0619]  DER3. 4G 3% F-1-TN A FR AN £ (300mg ;s 1. 85mmol) N % >k B A2 JR20) ] 7= 4
(0.915g;1.88mmo1) ¥ FE7KDMF (5mL) VAV o 23 N IR G Wi 4 28 K B 223 711 R il
& TUHPLCLIAL IR B, VR T » 13 B hR AL A (632mg,66 %) : 'H NMR (CD30D, 500MHz) 81 .. 39
(d,J=5.9Hz,3H) ,1.64-1.59 (m,8H) ,1.97-1.91 (m,2H) ,2.49 (gAB, J=15.1Hz,2H) ,2.57

NO,
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(qAB,J=15.1Hz,2H) ,2.82-2.79 (m,2H) ,5.10 (s,2H) ,3.26-3.14 (m,2H) ,6.74 (q,J=
5.9Hz,1H) ,7.38-7.29 (m,5H) .

[0620] AR AT 15 7 ikB) il % 0 HARAL &9, W3 FH R BRI 2 B DiiE O & (b)) B
I ZE /7K (10/90490/10)  BASOmL /43 4P 7E40 4> 8 A Y il 26 BUHPLC (7 4 (a) ) , B
o IEAHIN RS OF £ () Sk4lift.

[0621]  J5¥C:

[0622]  fKAWIC2ENEE - Ju—12-FRHE—6,8- 4 245 ,9- A —7-F 311, 11-J4 W
S T R R ER) 1A

o)\oj\HMSOSNa

Pd/C 10%,
[0623] i
M, 40-45 psi

[0624] Y575 FF B (5mL) H I A% @A A P10 AH B2 R S (344mg;0.678mmol) , fEPd/C 10%
(100mg) 777E N , LL40-45psiJE 77, A MR 1/ o 1L 8 (Celite™) R EW, I HA K IERET .
W5 BB VAT 7K, FER TZ K VE L 15 BIAR UL A (242mg,86%) :'H NMR (CD30D , 500MHz) &
1.43(d,J=5.4Hz,3H) ,1.66-1.63 (m,8H) ,1.98-1.92 (m,2H) ,2.49 (qAB, J=15.6Hz,2H) ,
2.55 (gAB,J=15.1Hz,2H) ,2.83-2.80 (m, 2H) ,3.24-3.21 (m,2H) ,6.77 (q,J=5.4Hz, 1H) ,
7.22(t,J=5.4,N-H) .

[0625]  J7ikD:

[0626] L AWICLI9ENER (A-R 2 -T-FR 36,8, - 4 245,99, - 48— 1 - SR LT BR AN £) 1

#%
Ji A PP
(o) el O/lko O/U\
"HS/{ Hg(OAC);
+ Cl/ﬁ\ /L eHal, GH.COH
-/
NO., ,
[0627] i NO;

l HNT"s0Na

PP I

[0628] BRI ¥1-E LA FERES (7.8m1,72mmol , 1 24 8) INE X3 258 (10g,
72mmo1) HI A7 (100mL) YKV &R , B8 J& 7520 73 BRI ) B Y i g (8. 8m1, 108mmol ,
1.5355E) AEVKR W TP FEIR G157 81, SR e = 5 D il A o W RLVR B AR I K L INER

SO,Na
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B2 K INEUE AL A K DA R R 7K AT B8 o A HIAH 22 NaaSOa T4, FF i , 15 B s g, H 2
E , 45 A B AN A FE R IR S (15.5g,88%) «

[0629]  DHR2. ¥ Lok (9.6g,30mmol, 1.2 5) M DR LITF 2K & £ k% s
(6.2g,25mmol) [ .18 (150mL) V¥R H o Z I N HHE T IR A Wik 0 78R B39 71 H5 5 B 0
B A T, I FINaHCOs M A K VTR % - £ Tk 2 Mg S04 T8, Ik 45 , 15 31 B i il o FH
N JEHTE (D 5E/Et0AC, 95/5) Al b1 i, 75 21 J0 LRk ) AH B 2, B 28 2, R i iR B (6. 3¢,
94%) »

[0630]  JDER3 N4 D IR213 BN LB £ 2R ER (1.2g,4.3mmol, 1. 129 &) & 3-2 -
|- R 2L (0.63g, 3. 9mmo1) FIDME (10mL) YR 1 o 253 T Hi k28 (i, i GX A B
IR o« BRI ) S TRERIT B 5% B8 WK, W B8 W78 g ] A o 22 ok USSR [ 444, 159 B b
AL A (840mg ,74%) :'H NMR (500MHz , CDs0D) 81.42 (d,J=5.4Hz,3H) ,1.92-1.98 (m, 2H) ,
2.02(s,3H) ,2.80-2.83 (m,2H) ,3.20-3.24 (m,2H) ,6.73 (g, ] =5.4Hz, 1H)

[0631]  FR4AT5v% (O7i2D) il [ HARAL A4 , W I EtOAc /K ZEHUAR 5 KA R T, B i
FHZ.1E/7K (10/90490/10) <4043 Bh 4 - LA5OmL/ 43 Bh i [ AHHPLCR 44k, , B3 H 2. Tkt %/
DU -

[0632]  J7iEE:

[0633] il &AL B HICI6%AEE U—R I -T-F 6,8, - 5 H-5,9, - S -9-FKI-1-F bk

MM )
1L
o7 o7
Na, MeCN
glel]
NO,
[0634]

[0635]  ZDIE1 ALY (14g,92mmol, 39 &) B A L IKIRES (7.5¢, 31mmo ; 9T il
%, 2 WD) 5OHIRSEALES (10g,92mmo , 324 8) 78 2. (100mL) H (11T &) .40 CHik:
SR A AR Bl JriEit Celi te ™R3 38 IR 45 8, 13 BILL C R AR BE 0 LAKS FE A A
FHEt0Ac/ L BEHI A 3 Z T2k , 43 21 Ak 28 o ) AH BL T 2, LB PR TR (62,59%) o

[0636] L BE2. S KB ERAR (5.5g,24mmol , 224 &) % I Pri3m 2, iR s (4g,
12mmo1) 4 B 2K (50mL) VR - 55 C Pt S MR A0t A o Sl Ce 11 te ™8T 38 SN VR 540
I B 2R e o MR A DE VR, 15 B € ik o B A OV BE /B t0AC (90/10) TN R ZMHEFIIX B 4lifk,
A3 3] v 40 2 1 A 2 2R R R B (0.98g,25%) o

[0637]  DER3 O LRI HI K F R ES (0.98g,2.9mmol, 1. 1495, lUH P IR2) INE3-H
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Fe-1-TNTERRANEE (0.43g,2. Tmmol) [(IDME (10mL) VAR o 2515 T P bR A3 20 1 o (VARG 7%
R PRV TR 5% B WA T 7K o FIEtOAC R BUK VAR ELR o 15 AR T, 3 BI5R B8 1, FH il 2%
RIHPLC (2B /7K 510/904290/10, 4043 8Py , LASOmL/ 4341 440 1% 5% B8 ¥, 15 B bR #AL 5 4)
(256mg) :'H NMR (500MHz ,D20) 81.48 (d,J=5.4Hz,3H) ,1.76-1.82 (m,2H) ,2.76-2.79 (m,

2H) ,3.08-3.14 (m,2H) ,6.83 (q,J=5.4Hz,1H) ,7.39-7.42 m,2H) ,7.55-7.58 (m, 1H) ,7.89-
7.91 (m,2H) .

[0638]  JiAF:
[0639] L& HC26Mzh (3— ({[(5-H 2E-2-% -1, 3—[F] S PP M —4-4) F A2k ] Fiedt)
R —1 - BN ) F il

S
oA ’4
et Kf\ ©
O 42 -
[0640] T \\/
H j 20
. R N ' OYO

H/NWsC3Na

[0641]  3—Z F:-1-TNTAERE4 2L (532mg; 3. 30mmo 1) FfikERHE (1.10g53.73mmol ; 3% STk,
J.Med. Chem. ,1996,39,480-486) ZEDMF (10mL) 1 IR &40, SR FE T « B4 B BIE 7 o
) 5% B W0 b IO R B (10mL) , SR 5 N 20Tk (75mL) o 3ok 8 S48 BT I I i) [l 44, I It 742
B A T B B (1omL) 17 B A 2.1k (50mL) YiuE » A il & R HPLCZt AL [ 464 , 15 21 R
R T BRI FR AL & (260mg, 25%) = 'H NMR (CD30D, 500MHz) 61.98-1.92 (m, 2H) ,2.17
(s,3H) ,2.90-2.79 (m,2H) ,3.22 (t,]=6.8Hz,2H) ,4.86 (s, 2H) .

[0642] K6 MR PR A B 7~ 91 Pk 2 2 R R IR R AR 25 P01 5 B AN 28 5

o | eEFE | weFE | ke
1 A 30.
r0643] c (a) 330.0
c2 c (d) 394.0
c3 B, C {a) 408.5
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Ca c {ah 326.1
C5 B (@) 416.0
Cé B (a) 484.0
C7 B (a) 458.3
cs (@ (d) 368.5
Co C (d) 354.0
cio B (a) 4441
cn C (d) 340.1
c12 B (b) #= (a) 430.2
c13 B (b) #= (a) 378.0
ci4 B (b) = (a) 372.0
[0644] C15 D (a) 310.2
c16 E (a) 330.2
c17 D (a) 336.2
Ci18 D (b) 296.2
c19 D (b) 268.1
C20 D (a) 3781
C21 D (a) 3101
c22 D (a) 296.1
Cc23 D (a) 338.1
c24 D (a) 310.0
C25 E (b) 253.9
C26 F (b) #= (a) 294.0

[0645] (a) HPLC; (b) YLUEi: 5 () IR 5 (d) 1bii s (o) REHL, tAL A M & W R
3, BH AR,

[0646] S 51 1—C: AR R IR BB R T AR ZG I 12 2 Pl

[0647] A2 , B T TG K S G 40 B 9 T — S R A 2 F A A 0 e R
A PR 24 T 1 46

[0648]  J7iFA:

[0649]  {LA B3R (3,3~ K540 -5 [ (3-THRRTA ) U] IR EREAEE) 1 14

Ox. O 20 A
"z HQN/\‘/\‘SOSNa o HWS'OaNa
[0650] . “TT””:><:f‘\ﬂ”
DMF © o

[0651] ¥4 7ETC/KDME (20mL) HH 13, 3- —H &% BRI (1.0g;7.0mmol) FI3—4Ft—1-TH Tk
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FREN L (0.950g35.86mmol) [FITR A T-50 CHEFE2 K « 28 R FIE . R FREE Y P i\ B (~
10mL) , B J5 I £ TiE (~50mL) BA 5l RS PLUE « I B PTE P 22k yEfie 4R , SR e ¥ T /K 3
FT BB R bR LA (1.33g,75%) :'H NMR (D20, 500MHz) 80.94 (s,6H) ,1.82-
1.77 (m,2H) ,2.14 (s,3H) ,2.23 (s, 3H) ,2.79-2.76 (m,2H) ,3.16 (t,]=6.8Hz,2H) .

[0652]  %f7E L1i 7% O5iEA, 2 WART) il (1) HoA A &4, il H B - L BEDTIE (Zlifk
% (b)) , B H A 4 UHPLC (2 )7 % (a)) , BCE I IE AN 0ZE 8T (@i 7 % (o)) &
alifk, AL A IB L RIB2M S SR 8] AR s HoAh Ak & 900K SRR TR) R 2K

[0653]  J59%B:

[0654] b5 WIBT (3- [3- (2—Fdk— ((S) —GH R BLER) —4,6- —H BRI -3-FE-T B
H] -1 -TRTHIR) 1%

OTBDMS OTBEDMS OH

Bac~\1al-\O L Boc-\/al\O
BOC-Val-OH ' CHACOOH, SN
R rrop-casre e g
EDC, DMAP v »

PG}C/

£

~OH Boc-Val\D H
MNaClo,
NaH,F’Od
Q
BOCValx: o ’ H/\/\SOaH
N TEAICH,Cly
HPLC &bl

[0656]  DUE1 FEEDC (N- (3- R AT HL) -N-2 Bk — WP i%) (6.4g,33mmol 34 5) T
0°Cin% & HBoc—Val-0H (4.9g, 22mmol , 224 5&) AL AL 2Ry (3.6g,11mmol s 278 3Cik,
J.Med.Chem. ,2000,43,475-487) LL K DMAP (4 (— FF 3L 4 3L) ki ,5. 5g,45mmol , 424 &) [
150-mLAE K ~E FF BEid i - =il T R IORIR A, SR AR B R, I AR IR
FINaHCOs 1 A 7K IV  IN HCLEA S #h /K s o T HLE , FF M4 2 oty B 1 - 24k %
SR (N2 M8 S 5t /Et0AC, 95/5) , 13 B FE ta Jh i A R H [E) 44 (5. 7¢,99%) o
[0657]  BIR2. % H BRI PR4E (5.7g,11mmol) ZETHF-7K -2 (20mL/20mL/60mL) & &
Yyrb 2 I8 S HHE3h s IR S R BT, F B TR E Y TR B BB Y (i EsE) AT T —
o, Dl
[0658]  JLUR3FGEE (1lmmol , 5K H AP BR2) I & H ke (125mL) ¥ M 22 12N 22 PCC (SRS IR
nttu,% 5.0g,23mmol,2. 134 &) FC/K 5 FF #e (125mL) EVF T IR NPk SN TR & Pt
W o R FIER], FEAGHRE WIS T /N ER & F i AR RN E &P GaiE o A T
k’“/EtOAc (50/50) FIRERRAE « 28 R A, A3 BN B E I AN S I T T — 20, B

[0655]
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H—paifk.

[0659] 30840480 % WA 4N (2.5g, 28mmol , 2. 524 5&) 7K (10mL) ¥ T-0°C 2218 n %=
@% (11mmol , 3k F A58 3) FIRE MR — SN (818mg,6.8mmol,0 .64 &) (2. i (20mL) F17K (20mL)
R - TOCHFHR A0, R G = T tho I P RRERE (1.5g, 124%) Kot i,
aétﬁﬁﬁ IN HCUE W pHE 2220 FHEtOACHE BUR RLVR A MR IK o FHE K P BE A HLE , TR IF I
Ui AEALFREE Y (R 22 B2 s CHaC L2/ CH3OH, 100/04295/5) , 49 B AV ik I AH S B2 8 (3. 4g,

73%) .

[0660] L5 : 4G EDC (908mg,4.75mmol, 2 &) ININE R (1g,2mmo] ; K H A H4) .3-%&
H-1-TNTEIR AN ER (380mg, 2. 34mmo1) DA A {4k E DMAP/EDMF (10mL) H VR A4 . =il T Hi F
SRR A VL o B BV 1) B8 T B8 0, 45 B AH R 32 B -1 - A ER (M T A4,

T T4, efd—2aik.

[0661]  DIR6: = T =LK Gml) fNZ3-F -1 - ERATAEY) (2. 4mmo] , 2K H 2P J&5)
(1) S e (GmL) W o B S STR S 4)2h, B I 28 K A R ST AR B 5% B8 1) (1 £ 22
HPLC; ZLJi& /7K ,5/95270/30,7E0.01 % TFAFAE ) , &, 13 28 A (Al [ bR ik 540
(0.3g,29%) :'H NMR (500MHz ,D20) 61.04 (d, J=T7Hz,3H) ,1.07 (d,J="7Hz,3H) ,1.39(S,3H) ,
1.45(S,3H) ,1.55-1.58 (m,2H) ,2.11 (s,3H) ,2.43 (S, 3H) ,2.45-2.58 (m,5H) ,2.98-3.02 (m,
2H) ,4.26(d,J=4Hz,1H) ,6.54 (d,J=1.5Hz,1H) ,6.93(d,J=1.5Hz,1H) »

[0662]  J7i:C:

[0663]  fh-&4IB14:3-{[(3a,5B,7a,12a) -3,7,12-=$4F—-24—%8 -0 § fe—24- 5] & H) -
1 - PR PR 1) il &

[0664]

[0665] [ (+) -fHER (5.0g,12.2mmol) «3—-& I~ 1 - ER 4N EL (1.85¢,11.5mmol) 4— . Ff

FEGAFEMEE (72mg, 0. 6mmo 1) ZEDMF (30mL) " H VR & W0 N BRN— (3— - FF JL & L T L) —N-
B P f% (EDC,4.68g,24 . 4mmo ) o Z 8 N il S BV A 40k 4 7EUE T 28RV 2
TR, LA B IR U8 BUIRIE AW o KRG AR B M7 T K (30mL) o fiiDowex Marathon C™E§
FAEH MR GRERTE , 30g , T AL RY) AbER B 15 BRIV I HE B IR 155 81, S8 o 1 el &
PG o 98 N IR 4B e S T B 25 T8 I 2.k (1000mL) f7F B 5% B8 ) o 1ok 1 R AL [ 4 = 4 3
B T N R EHT R4 724 Biotage™SP1:20-40 % EtOH, 7ECH2Cl2 ) , Ut BEHH M
(R P8 4% 3R T-15 B AR Sk &) (178mg ,3%) 5 'H NMR (D20, 500MHz) Sppm 0.73 (s,3H) ,0.93
(s,3H),1.02(m,4H) ,1.31 (m,7H) ,1.52(d,1H,J=14.5Hz) 1 1.65 (m,6H) ,1.79 (m,3H) ,1.94
(m,3H) ,2.04 (m,3H) ,2.23 (m, 1H) ,2.31 (m,1H) ,2.92 (m,2H) ,3.31 (m,2H) ,3.52 (m, 1H) ,3.92
(s,1H) ,4.08 (s, 1H) ;*C NMR (D20, 125MHz) Sppm 12.31,16.82,22.33,23.12,24.30,26.48,
27.47,27.95,29.37,31.87,32.71,34.06,34.54,35.09,35.33,38.15,38.49,39.50,
41.29,41.64,46.27,46.28,48.73,68.33,71.69,73.14,177.44;m/z (ES) 530; [a]p=+
25.7° (¢=0.005,7K) .
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(06661 27 A4 A W10 TR SR e A2 00 £ A 2

D | ARFHE BF R (mW3ﬁmw
B1 A (@) 320.4
B2 A (a) 306.5
Ba A (b) 280.2
B4 A () 280.3
[0667] i A > —
B6 A (b) 5en0
57 B (a 4413
B9 B (a) 4214
B10 B (a) 457.3
511 - (1) 514.2
B13 B ** (a) 5481

[0668]  * (a) HPLC; (b) YLiE 15 (o) INZUEMTIE s (d) 1 3E s (o) ZEEL s #7778, FIN-H M-
3-APSARE 3-APS s T A W & U TE I, B A Eh e .

[0669]  SLjafs1-D: BESKRATA R AP AL 226 %

[0670]  AH S, AL T ) S A5 LA 7S 9P U BH — S8 2 2 B AL &5 W AT AR iR 2540
fAT il 2%

[0671]  tb EWISIENZR &k

O ~OH o RN
[0672] HO/\Q » + HHN\/"\/S@O
HOY ™" oH

[0673] A &IfE (2g,11.1mmo 1) FI3APSEN£L (2.24¢,11. 1mmo1) ZEMeOH (10mL) 1 (1) &7
1IR30 81, SR G VA A B =0 AE IR TP E24h 2 i, 338 44 3 FIMeOH (2 X 10mL) #Hi:H
R AT BN WA = 5T T 4, AR 208 B BRI AP S1 Ak (3. 1g,
9.6mmol,86%) .'H NMR (D20) (500MHz) Sppm 4.55 (d,J=4.4Hz,0.33H,a—F3L¥)) ,3.87(,]
=9.3Hz,0.66H,a—5FL¥)) ,3.74(dd,J=12.2,1.5Hz,0.66H) ,3.70 (dd,J=12.7,2.4Hz,
0.33H) ,3.61(dd,J=12.2,4.9Hz,0.33H) ,3.56 (dd,]=12.2,5.4Hz,0.66H) ,3.53-3.49 (m,
1H) ,3.33(t,J=9.3Hz,0.66H) ,3.25-3.20 (m, 1H) ,3.05(t,J=8.8Hz,0.33H) ,2.83 (m,
2.66H) ,2.68 (m,1H) ,2.57 (m,0.33H) ,1.78 (m,2H) .m/z (ES) 300.0 M-H) .

[0674]  {h EHS20) & ik
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B O O N; O M
Nl O R
oSNy 9C 0 HOY Y oH TMeor

[0675]

CH,CN, EtOH
Wik
[0676]  FR¥ETetrahedron 1991,28 (47) ,5185-5192. il & A JL6— AR —6— i 2 —a—D—Hk i
AR
[0677]  DIR1 MG ALY (1g,3.89mmo 1) Fil & 5540 (278mg, 4. 28mmo1) 7EDMF (10m1) {2
P RIF T 90 CHEFS R AR AR EIR 5, B2 N ARG, I Bk - HE ksl
1% B ¥ (CHCLs/MeOH 95/5270/304 AR JE) , 15 21 T /& 19 v B (o [l 44 11 B 4P
(776mg,3.54mmo1,91%) .
[0678]  JDER2 M Wi il & B B ATAEY (T76mg, 3. 54mmo 1) fMeOH (10m1) ¥4 7K FIN2HES
104358, 2R JG I 10%Pd/C (50mg) [ CHC1 s B iR - fEH2 & /7 (40PST) FHifE2h 2 &, &
Celite™ (MeOH) # it 8 AR T B 25 N 28R , 13 B4 38 4 Il 1) BT 75 1) % (628mg, 3. 25mmoll
92% M) X — WA EFFH— LAtk AT 2P,
[0679] PR3 Kt A B (28511, 3. 25mmo1) HYCHsCN (5m1) V& ¥R I (3043 ) < i il
%1% (628mg, 3. 25mmo 1) 7E2/1CHsCN/EtOH (10m1) V& A9 1 Bl i i o B9 R In#A B g
TRV 150, SR E R HI B =R IFE 2 T &R AR - EHT: (1-PrOH/Hz0 (0.5 % NHiOH) 98/2
F280/ 208 MEAE &) AEALTR BB AL 78 K T » AL A Wil L C-8 48 (Ha0) FHH IR T, 13- 21 (A [l
A PIS2 (450mg, 1. 43mmo 1, P 51144 %) «NMR 'H (D20) (500MHz) :2.06 (m,2H) ,2.92
(t,J=7.0Hz,2H) ,3.13 (m,3H) ,3.21 (t,]=9.5Hz,1H) ,3.34 (s,3H) ,3.36 (dd, 12.5,3Hz,
1H) ,3.48(dd,]J=9.5,3.5Hz,1H) ,3.56 (t,]=9.0Hz,1H) ,3.77 (dt,]=9.0,2.5Hz, 1H) ,
4.74(d,J=3.5Hz, 1H) .ESMS) 314.1 (M-H) . [a] p=+86.3 (c1.0,H20) »
[0680]  5iEA:1,2,3,4-852,3,4,6- VU Z B & AT AR AR Y 10w 5 v
[0681] 7T ZR1FWE EpH (8-9, pHIk 40) , [A] L AR 47 W) A & B AT AL O B FRVA VBRI 72 2 1
NaOMe7A VR (BN FR A4, 0 . SMIE TMeOHH) o =i T FEHRAS 2 1 1AW 22 e B 52 4 G , 75 1%
RN Z JGAEMS) SR 5 N A5 AT AR R KT CHaCN o 2R J » ik BB T 45 100 [ 44 9% B CHaCN - 747 B
PP ER o SR 51545 B G [ A E L C8H: (0. 5% NH1OH, T-H20H0) 3% T, M3 BT 5
L&
[0682] {5 HSIFNSAH A Rk
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O
OAc DMF
[0683] Dho
a4 83
Os _

" — SgT N
NaOMe, MeOH_ 1o i

0

Wl S4 OH

[0684] I W3- - 1 - TR TR 4N 2h (398mg , 2. 4Tmmo 1) FINHL W 7 2] H B BR 6T (398mg,
2.47mmo1) [¥IDMF (15mL) B VEIR = M L3R IR 5 B T AR B 1 e B ETE
(CHC13/MeOH 100/0%70/30Z VL) 2EAL TR EE ¥, MITIAF 24 A IR AL 5 4)S3 (T19mg,
1.49mmol,60%) .'H NMR (CDs0D,500MHz) Sppm 1.96 (m,2H) ,1.98(S,3H) ,2.01 (s,3H) ,2.02
(s,3H) ,2.09 (s, 3H) ,2.83 (m,2H) ,3.31 (m,2H) ,4.19(d,J=9.5Hz, 1H,H) ,5.12 (t, J=8Hz,
1H,Hs) ,5.19 (t,J=10Hz, 1H,Hs) ,5.38 (t,]=9Hz, 1H,Hs) ,5.87 (d,J=8.5Hz,1H,H1) .m/z
(ES) 482.4 M-H) ; [a]lp=+6.2(c 0.93,MeOH) .

[0685]  JLR2: iRIETIIEA, L EEALEY)S3 (190mg , 0. 54mmol) , M3 24 3 A lE A& 1k &
1S4 (150mg, 0. 48mmo1,88%) o 'H NMR (D20,500MHz) Sppm 1.92 (m,2H) ,2.90 (m, 2H) ,3.27 (t,
J=8.5Hz,0.5H) ,3.32 (m, 2H) ,3.47-3.50 (m,1.5H) ,3.56 (dd,J=9.5,4.0Hz,0.5H) ,3.69
(t,J=9.0Hz,0.5H) ,3.86(d,J=7.0Hz,0.5H) ,4.16 (d,]=10.0Hz,0.5H) ,4..6-4.7 (0.5H,
7EKIE ) ,5.25(d,J=3.5Hz,0.5H) sm/z (ES) 314.4 M-1) ,

[0686] b & WSHENER AL A WSO EE R 1K Bk

ey Ok
o T L
NO,

OAc Et,N, CH,CI,

0

AcO
AcO™

"has

OAc

6]
I ONa

H%NWS\'> -

- § 0

[0687] | ” ACO/\[
pyr, DMFE W

NaOMe; MaOH

o4 S6-NH,»

[0688]  ZxHE].Am.Chem.Soc.1993,115,2260-2267.,H142,3,4,6-V-0-Z. Bt-D-% %) ¥ .
[0689]  JD IR 1 4% Xf hE AL 2K My & R ER 5 (638mg, 3. 16mmol) MNA VY 2 Wt &/ (1g,
2.87mmo1) FEtaN (80011 ,5. 74mmo1) ({1 CH2Cl2 (20m1) ) L He R VAR b , 3 208 P HEE e M4
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A o AN INERER K VAR (10m1) , 49 /2 FICHoCLe (20m1) ZEEUK E PR IR , B Ja 1 IE A HL
JEMIR PR BR ANV AN (10m 1) FHSUAC AN VL RV MR TR 3% o SR JE A L= Mg S04 1, ik i 3F
FL N RPN AR b JZ 2t 7% B Y (Hex/EtOAc 90/10%5050 , ZR AR )
T A5 21 A o £ ] A4 1 BT 75 0 i BRI (1. 108g, 2. 16mmol, 75%) o

[0690]  DUE2 FFNLnE (524ml,6.48mmol) AN Z R il & [ Ak BR S (1.108g,2. 16mmol) BA K
3APSHAER (522mg, 2. 16mmo ) BVFIH . FiR F 3R G, B2 N AR BIE R, AR - A
JEHTIE (CHC13/MeOH 100/04380/20 , 2 M4 ) AL AR EE W , T 453 28 1 B lE AR 1 1k &40
S5—%H#£h (1.066g,2.07mmol,96 %) o'H NMR (D20,500MHz) Sppm 1.97 (s,3H) ,2.00 (s,3H) ,
2.01(s,3H) ,2.1 (m, 2H, 48°FH 55 (hide)) ,2.05(s,3H) ,2.83 (m,2H) ,3.25 (m,2H) ,3.98
(br d,J=8.0Hz,0.4H,Hsb) ,4.09 (t,]J=10.5Hz,1H,Hs) ,4.17 (br d,J=10.2Hz,0.6H,Hsa) ,
4.26-4.30 (m, 1H,Hs) ,4.99-5.12 (m, 2H,Hoa,Hob, Hav, Haa) ,5.32 (t,J=9.5Hz,0.40H,Hsp) ,
5.50 (t,]=9.9,0.6H,Hsa) ,5.69 (d,J=8.4Hz,0.3H,H) ,6.17 (d, J=3.5Hz,0.6H,Hia) .m/z
(MS)512.5 (M-H) »

[0691]  JDER3:ARIET7VEA, R EEAL A HSHEN £ (500mg, 0.97mmo 1) , 13214 1 (AR AL &
MS6—4%h (220mg,0.64mmol ,66%) o 'H NMR (D20 (500MHz) Sppm 1.80 (m,2H) ,2.80 (m,2H) ,
3.15(m,2H) ,3.30-3.37 (m,1.5H) ,3.41-3.43 (m, 1H) ,3.68-3.53 (m,3H) ,3.75(d,]J=
12.2Hz,0.5H) ,5.26 (d,J=8.2Hz,0.5H,Hi) ,5.82(d,]=3.05H2,0.5H, Hia) .m/z (ES) 344 .4
M-H) -

[0692]  tb & WSTHIENER I Bk

[0693]

[0694]  ZHEOrg.Lett.2000,2(8) ,1093-1096. , il 4 2— (Wl il J I B g B R FR R — 2 k-
2,3,4,6-PU~0~Z, Bt —B-D-MLL I 4 45 Bl o

[0695] 3B IR1 .4 3APS—4H2h (223mg, 1. 38mmo 1) 1 Z % it 5 2 It 4 0 9 TR 1S (64 3mg,
1.16mmo1) (FJDMF (7TmL) [P IEFEFEFE FIVETR P « FEIEFE 24/ 5, B2 R 28R BV, 707
e b 2% (CHC13/MeOH 100/02270/30 , Z VA6 F55) A4k A B8 W, AT 45 21y B 2 [ 44 )
BT 5 IR £ (596mg, 1.07mmo1,92%) o

96



CN 106946748 A iﬁ, EH :I:S 91/103 BT

[0696] D BR2 . MRIE T EALE 2 Wi 4 102,3,4,6-P4-0-Z Bi-D-7 % BF (596mg,
1.07mmo1) , AT 453 3 Ay (A 4 AR A AL S 0ST—-4EE (260mg,0.67mmo1,63%) o'H NMR (D20,
500MHz) Sppm 1.91 (m,2H,H11) ,2.93(t,J=7.5Hz,2H,H12) ,2.24 (t,]=6.0Hz,H10) ,3.28
(t,J=9.0Hz,1H,H2) ,3.34 (m,2H,H8) ,3.38 (t,]=9.5Hz,1H,H4) ,3.45 (ml, 1H,H6a) ,3.49
(dd,J=9,9Hz,1H,H3) ,3.7-3.77 (m, 2H,H6a ,H7a) ,3.91 (4P T/ (apparent)d,J=1
1.5Hz ,H5,H7b) ,4.46 (d,J=8.0Hz ,H1) .m/z (ES) 386.9 (M-H) .

[0697]  {X A HSSFISOIKI ENER 1K) A ik

[0698]
NHFmoag F
A it NHEmoc o
; S .O\/\ro F 5. o 45 8 1l _ONa
AcQ | ! BME . \/\W R P
AcO" "ohc F N o i 5)
% ioNa.  AcQ OAc
F 0
DAC
NH,,
4 O O A N g ona
A, . g S,
O ACO/\( \/\ﬂ/ W \a..o
S iy )
_ AcO OAc
DMF OAe
N
O 0 EHE N ﬁ’ONa
HO( - Pt . \NU\}O‘
NaOMe, MeDH.
W AV A O
OH

[0699]  Z:H8].Med.Chem.1995,38,161-169il| £N- (9-%j 3= A 4 B k) —3-0- (2, 3,4, 6-PU-
0- £, 1t JE—B-D—tk e i 28 B %) —L-22 2 IR L o s i

[0700]  B%1 .5 3APS—4AEE (258mg, 1. 60mmol) % T KBS (1200mg, 1. 45mmo1) Y DMF
(15mL) () IEZESEFE VAT « RIRHEFE 24/ N 5, B2 N 28 R BV, AERE i B 2 A i
(CHC13/MeOH 100/0%80/20, Z& VEAH JZ) Al ALSR B 7, I 15 2 (1 C i 44 1) Fir 75 O T R 6
(1070mg,1.37mmol,94%) .

[0701] P BR2 EURNE (2. 7mL, 27mmo 1) JiI & < §1 il % [ Fmoc 22 Z R fiT A4 (1070mg ,
1.37mmo1) FIDMF (15mL) AR FbE L/NSF 5, 80 T 2 R BIE 0 FEREIR B FHZE A
1% (CHC13/MeOH 100/0%280/20 , & 45 15) 4liAL R EE W, AT 45 31 A 1 € [l 44 ) BT 75 1 e Ak
A YIS8—4HEE (350mg,0.63mmol ,46%) , .

[0702]  JDUR3 AR T ILALEE 2 Bl 410 2,3,4,6-V1-0-Z M-D-% & #% (350mg,
0.63mmol) , MR A i AR A& S9-4Nh (210mg,0.54mmo1,86%) o'H NMR (D20,
500MHz) 1.95 (m,2H,H11) ,2.94 (t,J=8.0Hz,2H,H12) ,3.35(dd,J=7.5,9.0Hz, 1H,H2) ,
3.36-3.41 (m,3H,H4,H10) ,3.42-3.50 (m, 2H,H3,H5) ,3.73 (dd,]=6.0,1H,12.0Hz ,H6a) ,
3.92 (br d,J=12.0Hz,1H,H6b) ,3.96 (dd,J=4.5,1H,1 1.5Hz,H8) ,4.05 (t,]J=4.5Hz,1H,
H7a) ,4.22(dd,J=4.5,11.5Hz,1H,H7) ,4.47 (d,]=7.5Hz,1H,H1) .m/z (ES) 387 .25 (M-H) »
[0703]  {L & WSIARISIGHI AN K &k
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HO' e : \©\ : NOAC
co™" oo

Ag ELN, CHZCIz . \\ e
Ohe AcO I OAc
¢
\SA"/\N o ~DAc
NaQ™ II H
O AcO® “Ohc
[0704] > g +
DMF ' .
NaO g H l
ACO\‘ X /"IOAC
OAc

NaOMe, MeOH O™ ™ J\ ~ LOL LOH
=~ 9 N™ "0
NaO (H) H ;
HO™ ™ “oH

4044y S14-Na OH

[0705]  Z:HBOrg.Lett.2006,8,2393-2396F1].Am Chem.Soc.2000,122,12151-12157 4
1,2,3,4-P4-0- 7., B F—a—D-tk I 41 & B
[0706] R 1 K6 Ak ZE Iy & FF IR ES (3¢, 14.8mmol) INE1,2,3,4-PY-0-Z B F—a-D-Hit
W 7 &1 AT (4.7g,13.4mmo 1) FT=Z.}% (3.7m1,26.8mmo 1) [ & it (100mL) T FEIE R
W, = BRI R VR A WD o N INSR ER K VAR (30mL) 5 4R 5 4 J2 o F & F 58 (100mL)
$E17J<):W§//\ A I HLZ MR TR v ANy IR (50mL) , AR 5 FHSAL T RV VR e

MR BET AN, I B2 TR RBIER AR EHENTE (Cbt/ B B
90/ 10%250/50, Ze MBS ) 2iAb iR B W, M\ 1T 15 21 2R 0t ] A4 1 A RZ Bk B2 B (4. 7g,68%) o
[0707]  BIR2: J53APSHAEL (2.22g,13.8mmol) ANE 2 B Hil % K BK ER R (4.7¢,9. 16mmol) [
N, N-F R B R (50mL) W - EI T W3R 2 G, A R AR LA fERERS B HET
5 (CE R BE/FEE100/0370/30, 28 PEAE B 2l bk 88 4 , i 43 28 B A R4 &4
S15-4A2h (1.95g,41%) M oA GFEER H1- 2B i1 (1.21g,36%) :'H NMR (D20,
500MHz) Sppm 1.91-2.02 (m,11H) ,2.07 (s,2H) ,2.17 (s, 1H) ,2.86 (m,2H,H1) ,3.24 (t,]J=
8.0Hz ,2H,H3) ,3.99 (m,0.7H,H6B) ,4.10-4.20 (m,2.3H,H5FIH6) ,5.02 (m,1H,H9) ,5.08 (t,
J=10.0Hz,0.7H,H7B) ,5.13 (t,]=9.5Hz,0.3H,H7a) ,5.34 (t,]=9.5Hz,0.7H,H8B) ,5.44
(t,]=9.5Hz,0.3H,H8a) ,5.81 (d,J=8.0Hz,0.7H,HL0B) ,6.28 (d,]=3.5Hz,0.3H,H10a) ;
m/z (ES) 512.0 (M-H) .
[0708] D UE3 M4 J7EA, RE AL B HS15-40EE (1.37¢,2.6Tmmol) ) , A T4 21 A (4 4]
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IREIA A YIS1A-4A2E (520mg, 1.51mmol ,56%) :'H NMR (D20, 500MHz) Sppm 1.80 (m,2H,H2) ;
2.81 (m,2H,H1) ,3.12 (m,2.55H,H3FIHIB) ;3.31 (m, 1H,H7aFIHTB) ;3.36 (m,0.55H,HSB) ;
3.41(dd,J=10.0,4.0Hz,0.45H,H9a) ;3.48 (m,0.55H,H6B) :3.56 (t,]J=9.0Hz,0.45H,H8
a) ;3.84 (brd,J=10.0Hz,0.45H,H6a) ,4.10 (m, 1H,H5a) ,4.23 (48 FEHEI/t,]J=12.5Hz,
1H,H5b) ,4.51 (d,J=8.0Hz,0.55H,H108) ;5.08(d, J=4.0Hz,0.45H,H10a) ;m/z (ES) 344.0
M-1) .

[0709] AL EWS16FISITHI AN I Sk

[0710]
. , O 4O I S
O b0 O ey O TN ,
. *[ ; Ac
ACO o g 2 ND?’ oY Ay Wg’ !
AcO™ Y M 0Ae AcO Dhs NG,
LY Et.N, CH,CI, Ohe
6}
e} ) 0] H J%I’ONa
1 ONa il el
HzNWS\\O L
pyr, DMF {p A2 817
0. .0 0 }1\1 E’ONE
HO S Y SN \\O
NaOMe; MeOH o iy Q
> HO' OH
OH a4 s18
[0711]  Z:HEJ.Am.Chem.Soc.1940,62,917-920142,3,4,6-P1-0- 7. Bt-D- 4 & B —-1-TH

B

[0712]  JDUR1 B4 S 2L Ky & FF R TG (2.3g, 11 . 4mmo) N&3-Fad-1-TH2£2,3,4,6-PU-
0— . Bk —B-D—FHL Mg 35 & FE 1 (3. 1g,7.64mmol) =2 % (2.12mL, 11.44mmo1) f & F %z
(60mL) T HEFEER I = T Bidk SR SV 8 A R R K IS W (IN, 15mL) H73 )2
&R S (40mL) ZEEUKZ 20K, SR 46 3F A WLZ MR TR BR BN T AA W (16mL) , 325
SN S 5% - R IR B TR A VLE , ik U B T AR BIE M AERE RS B HZE M
15 (ChE/ R 2. TH90/10350/50 , 82 8 5) liAb ik BE 1), M T4 21 2 TC CE i 44 149 A 2k
B (3.1g,71%) .

[0713] B3R 2. 45 3-APSHNEL (655mg,4.07mmo1) JNZE Z Al il 45 I B B B (1.55g,2.71mmo1)
[FIN N- FF L B i (50mL) AR = M FE3R G, S R 28K BIER, ARk R EHZ
Wik (&R e/ EE95/5370/30, R P ) Ai4b iR B 4, M43 28 A A R L& 4
S17 L RS RBHR 59 (1. 33g) , ZIR ST #— P alifk, T T —%.

[0714]  JDIRSMRIETVEA, A FHLE AL & ¥S17 (1.33g) , W43 B A (A 6 [l 44 4 &4
S16-4H£h (850mg, P54 1149%) :'H NMR (D20, 500MHz) Sppm 1.84-1.91 (m,4H,H6+H2) ,2.88
(m,2H,H1) ,3.18 (m,2H,H3) ,3.21 (t,J=8.5Hz, 1H,H9) ,3.33 (t,]=9.3Hz,1H,H11) ,3.39
(m,1H,H12) ,3.44 (t,]=9.3Hz,1H,H10) ,3.67 (dd,J=12.3,5.8Hz,1H,H13a) ,3.71 (m, 1H,
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H7a) ,3.85(dd,J=12.3,2.0Hz, IH,H13b) ,3.94 (m, IH,H7b) ,4.10 (m,2H,H5) ,4.39(d,]=
8.0Hz, 1H,H8) sm/z (ES) 402. 1 (-1 .

(07151 K il 1-E : W REATAE BT A 25 AL 15

(07161 AF S , $ H T 18D Y S Jte A5 A s A9 P 5 ) — SR 0 A A Y ) A 45 0 I e i 2B i 4
2N il # o

(07171 AL S YIMTENER ) £

SO Na

o
[0718] MeOH
HoN A S0Na =

[0719] HB—%%—I—WE%EQ%V\] (0.64g,4.0mmol) NE4’ - -5-F—2-F 2 - K H
(0.50g,2.0mmo1) [ F B (50mL) JE A o B3 T i FE S BEVR A P4, S8 5 U T 4 - A
JEATE RS, S0 90 : 1098 J580: 20) 24k 7 B8 W, M43 B As L 54 (0.51g,
64%) :'H NMR (CDC13,500MHz) 61.89 (m,2H) ,2.5(t,J=7.0Hz,2H) ,3.36 (t,J=7.0Hz,2H) ,
6.95(m,1H) ,6.95(m,1H) ,7.22(m,1H) ,7.38(d,J=8.0Hz,2H) ,7.66 (d,J=8.0Hz,2H) ,
15.27 (s, 1H) .ES-MS (370M-1) .

[0720]  {b & WIMT T B 1) 5 1

[0721]

OO PCI
\ &
’ ' NS "so.0

1) N,OH (30%)
2) H,, PA/C

NS0 NH,

[0722]  JD U1« 1A B %8N (3. 5g,50mmol) I 247K (256mL) WA H NN, 3-TA T iR 1A I
(6.1g,50mmo1) [ PR ER (25mL) ¥ - = I D #FE I MR A W24/ M), S8 5 k46 221 1815 3
() [E A B V7 T 2, T (L0OmL) HP 35 [B1 R T 3 EE Lho H5 B Priivd #0128 2 0 ke s il 4k, FHTA
B R0 2 TRk e, FEC S T 08, IR 2138 58— L - T TR (7.6¢,80%) -

[0723]  JP4E2:44PCl5 (2.61g,12.53mmol) JAA3-B & -1-T#EK (2.07g,12.53mmol) [ H
IR o IR N R SR A Y3h A AV R =R G, A RER, BRI e EiE— 2
AT T4,

[0724]  JDIR3 A AL (28%) (10mL) JIA3-Z 2~ 1-AHEBE A (~2.29¢,12.53mmo]
AT H B IR2) (1) B (L0mL) IEWH o« =0 N IPE S BVR A P3h, SR e 4 - AT 5k B8 Wil ke
Tk AT, A3 T bt : SR LB IR, K70 19 3-8 -1 - I Bt % (1.5¢,86%) -
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[0725]  DUR4 &3-S - 1-TA T BE i (1.5¢,10.86mmol s 3R 53 H IR 3) ¥ T K/ L %
(10mL/10mL) H, SR JS A 10 % Pd/C (0. 28) o fE— KSR M H T HEA5 B B 77 Mibh . &
DRSS 2 ATEY) s FEIRAGDETR R 5 B Wy T A o i yE BT H S B A Bk e 45 21
(R, e B2 TR g, 15 3 320 - L - TR e % (1. 2,80%) «

[0726]  JDUR5 ¥ 3 -1 -TAHEEE%Z (0.55g,4mmo | 5 [ 25 B84) A4 -5 -5 —2-F -
TR (1g,4mmol) (1) Z, B (50mL) ¥ o I T i FE SONTR A 45 /N8, S8 J Dk &
U5 . AL M (RERG, S0 B 90 : 10SR 5802 20) ik b B8 4 o W AH B2 () [ A (5 259
2 J5) 76 T B 25 i A5 33— { [(1B) - -5 G238 75 30 WH ) 238 A/
fe—1-TBER% (0.75g,51%) «'H NMR (CDC13,500MHz) 62.21 (m, 2H) ,3.24 (t,]=7.0Hz,2H) ,
3.47 (t,J=7.0H,2H) ,4.63 (bs,2H) 16.93 (m, 1H) ,6.95 (m,1H) ,7.04 (m,1H) ,7.13(d,J=
8.2Hz,2H)17.54 (d,]=8.2Hz,2H) ,14.71 (S, 1H) .ES-MS (369M-1) .

[0727]  SEJaf2 : A HhFa 2 PR AR i

[0728]  FE/KH AEBRPEKIEW (pH:5) AEPBSHR L 75 A FH/INER BRORE A4 DL R AE N RN BR 4
IR S AR R B 7 A8 P A 2 P T A A R o 1

[0729]  A.{E7KpH:1.50L KPBSH AR E M

[0730] i FHESI-MS (FRIE 35 B 1k B 30 AE AR AL, 7  BR T 7K ISV (pHL .5, HCL) BA J
PBS (T R £h 27 1 A2 38 5 7K) T I 8 7 9 A A M0 B R g 1 o 3, i1l 6 & Lug /ml TS
(N FR) 1) 20g/mLETARZI W)W, FE I G600 B X TR A M, I & AR = IR T T, M
SXof A5 R Tk Y VR RN 2 i R (R R e M o I B R 3T °C W A NS, ZE ) A0 160 43 B 0 B
w3 T RTARZG W) 6 & o FH 75 IR B SR 1)1 SA4EL, A8 D60 43 B J5 B 4~ DU Ak A e T A
EE 221 % A8 4K R AL S P BFEL S IAL B ALY LA YIRS FIBE LA AL S HICT 26 T K
IC267EpH 1. 5FLEPBSH AT 5E A1, H 5 Br 7 HA A& W0 78 B G R 264 R R oE , 604y
PSR AN T 2915%-20% .

[0731]  B. £E /N Aok A o i A

[0732]  37°CF,7E¥R G /N BN oA, — U0 I 5 LA A1 W A2, A3, CL7 . C18 0
CLORI R A R i ME 26040 81 . T8 5 2 W WORL AR, LLZE R A7 3mM MgCl2 A ImM EDTAF
PBSZE I (pH 7.4) HIAFN1 . Omg/mLiK J5 o 75 1L 7 NG Bh K £ (FEPBSZE 1 ' ImM NADPH
F12mM UDPGA) & ShEEAR 5 SLHT WAk 2 4 (LOuM) FOAMOR: A4 T &5 543 Bk Bt o 1 /NI 5% 5 3
Ji > AL AN INTKYA 2 45 1R OB o 28 T (] O FR) AL &t , 7248 N B (R 700, FH 2 B 15 Ik O
13 B2 FH A A MSKE U T HPLC , SEIR O 2 HURIRE S 59 A AR B AL S P B Ve , 3 AN IR R 2L 1)
HPLCHE R Bl A « FHAE60 43 BRI BT 4R 88 (K 1L S 1) %6 (6043 AL & 4 10 U6 M 7/ 0 43 e e
8 X 100) K6 B A I R e Tk« RILVU R IRAL A4 (GAN RS R AT Z5IA L A2 A3DA
JAHE T IR BRI R Z50C19) A2 FE I, 76/ R BRI A7 AE R 6045 5 831290 % 4L &
MR BER T  RIAPICI TEA TR E , 75/ BB ORARAEAE T 604 8 520 %
35% Z (BRI HT A Z IR B , i 2 5 AR BR BHC L8R BN Hh S A e 1k, 7EAH R 26 A R 75 2280 %6 1
HIAZIYRES

[0733]  C./NERFIA AL Fa e Pk

[0734]  FE/NER A LA A i rh 37 C i & LA 4 4L 2404 B o ZERS 8] SLO NN S 40
FE HAERRN H) 5 CEE 0608124078 Fh BURE i /INRE o A0 FH 2 1 BT V23 KRS i 2R AT 4

101



CN 106946748 A

3

B

96/103 1l

o {8 A AT MSHGE U A HPLC , SE B C S BURE it 9 20 A o MR B AL 5 WD R AR P, A5 T L AR S 2R )
HPLCHE MR B AH « L 24073 B4k & W0 4R B 1 %6 (24073 B4k & 1 1) e Wi 7 / 07 bl g 57 X

100) KA E A SRR E T - 25 R MEIR T3R8
R AL/ AT AL (RS E P

mAE T (240904 B REH

[0735]

[0736]

iD %)
At R
Al ND 4
A2 ND T
A3 ND 4
A4 + Fop
A5 + +
A6 ¥ F
A7 o Ft
A8 + o
A9 FH4 44
A10 ++ o+
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FEE M (24008 B RE Y

D WA % )
At o)y B
A1 o Sk
Al2 A+ b
Al13 Fdk ek
Al4 F4+ bt
A15 ++ +
Al6 F4+ ++
A18 + +
A19 + +
B3 bk ++
B4 Frk FAt
BS FA+ -t
B& bt 4+
Gi £ 4
C4 o ot
[0737] C5 + +
C7 e +
c8 o F4+
G9 ++ +
C10 + +
C11 bt H4+
c12 ++ +
C13 + +
C14 bt o
C15 o +
C16 ++ *
C17 ND ¥
C18 ND +
C19 ND #
G20 ++ +
21 4 +
ca22 ++ +
c23 +4 ¥
c24 + +

[0738]  +:<<30% ,++:30-75% ,+++: >75% ;ND: R TN

[0739] X LeEHmm M1t vl B T X LAl S M E N ET AR 200 & , T IX S0 A W) 78 L
H 3 A0 R 3APS .

[0740]  sCjEf53 : /NSRRI 29430 712

[0741] A 7RI TEAL S YR AR 22

[0742]  FE /NG HR ORI 58 B 7 AL & R AT AW R) FH 280 56 o AE e S R IR e L &
J » BEAT SAPSA W R FH 22 1 VA o 76 25 e FH s 1 e o I8 18] 50, A3 Rt — R R s &
Ik RAE — N LRE CR 2 1ml) o AE R ARG CRZT458D) , FH R 98504 Sl S e BRI o 7575 ik 1 it
HJF5.30.60.120.180. 24013604 %F LA S A5 1 Bkt A /5153060120180 240136073 %
KAERET . — R TR AN (FHZRTRER) S IR RAE B Sarsted t " & (EDTA
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KE/1.3ml) th ARFEAEVK b B 2 4°C  BAKE £ 3000rpm (16206) B2 104 Bh o B 1 3 RE HL e 72
FEppendorf™& I, 37 BB 7ET-UK_E T80 C MK - LI FE H—20 C A VR B LA R 4 #r o
[0743]  {f FH & (I ULE s, JR BN R Ak &4 o 8 FLC-MSHS I, SEBL3APSTE /)N i I 3¢
S ) A R IR 28, THERE SRS AR R B 2RI 45 AR T 3R 9

[0744]  3R9.1% B A WLE/ N I P FI FH 2

D £ B & 4 AR R R (F)
(#: <25%, ++: 25-35%, +++1> 35%)
A (3APS) +4
Al +4-
A2 bt
A3 *
Ad i
AB o
A7 E
Al3 EE
Al8 Fif
[0745] cy .
C13 +
Ci4 +
Cis +
16 +
c17 +
cie +
Ci9 4
c21 +
ca2 4
Cc25 %

[0746] s ) Jite FH IR AL A4 S5 6 /N (R SAPS IR 1 543 B o BT it S A PAE R A JE T 3APS
IS, WAL -S4 1 IRAUC; 3SAPSH & Ik A FESTAUCHI EE 28 (BAE 43 EE) »

(07471 WizR9 Frw , B 2 WA A & W # Re 8 138 126 ] Aar I & 1 BAPS o AL A A2 A4 AT
FIAL8A Bl T2 =y 3APSH AW R I, 36 B BT 1 bE BAPS BE 25 5 4 MR WA B e % g L 3AP ST
Bt A R BN B R S IA3.C13.C14.C16.C17.C21,C22H1C25 1 T A M Tuax Hb
3APS (0. 25h) K4 F 1665, 3 I X Lo A0 A IR, SAPSIF pk ES 7 THI (1) 0 25 0

[0748]  B. O ARAL A A2 F13-APSHI PK K o AT 2 7K T

[0749] 7R /R RS AL S A2 R 3- S L TR AR 1 29 W0 50) 022 5 50 A5 it F S5 R R I B
AW G S SAPSII Z5Eh 7725281 (Cmax , Tmax , T1/2,AUC) o ZER} (7] 5,15, 305 8. 1.
2,46 L2H124/Nif , N3 R B 18] B — AN RAR ML CR 29 Im1) K oA it o AL IR AE it AR
i 5035 40 W 1K 45 R AR T R 10h AL S WIA2 I 3-APS I A X A FHZR (F %) 3 5l 551 % Al
1532% o 24 PA D kit AL B A2 b 3-APSI , W82 31 3-APS I IR IR FF (Cmax) 32 &1 24% . /£ 1
kit FHO . 18mmol/kegth B HIA2J5 , WL I3 -APSHY KM ¥R F , 4R 1w 72 10 kit FH A 1R BE /R 2 &:3-
APSJi , IZIK R R B & .

[0750] & 10.7E 1R jiE H25mg/kg (0. 18mmo1 /kg) F1250mg/kg (1.80mmo1/kg) X & 3APSZ
J& » KT 3-APSH B I PK & H5
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[0751]
Mg | R e
D {mmol .| Cmax | Tmax | T1/2 . | Cmax | Tmax | T1/2
gy | AYC gmu | ) | oy | AYC T gmn | | i)
3-APS 0.18 6427 1768 0.5 49 | BLLQ | BLLQ | N/A | NA
A2 0.18 10135 | 3435 0.5 2.8 557 148 2.0 38
A2 1.80 | 140661 | 35451 | 0.5 2.8 9772 1068 2.0 | 124

[0752]  BLLQ:AK T ® =M TR

[0753]  N/A: Ai&EH

[0754]  SEjifa 54 : SAPSHI Z 45 7327 0Kt B MO AR

[0755] s f4A . “C-3APSTE /N, KRR B K2 K HP A I R0

[0756]  7E/INE K BRURTR H BEAT = AN SRR I E I FE A 2 *C-3APSTE ML K | J 138 o
AR L o £ SR T2, b D1/ B 28 1 8 1l 352 B R )2 100mg / kg (20
wCi/ B (M C-3APS 7L it FIZ5 W0, AR MLEE 12/ (3 R B4 /A1) #) , HERAE IR AIEEAE (3
KRBy /mf ) 55) B2 596 /N o £ 58 A s, R BEPE K R & 08 A 52 Bk GR &=
100mg/kg (50uCi/F¥)) BIMC-3APS, M AEE =W 50, = REEE EL A& R 28 V8 k4352 Bk
FIE100mg/kg (30uCi/ZhH) 11 C-3APS o T KB AR B 72, 70066 FH 2540 Ja AR ML 247N
I, R PR AN FE (AL G 7 2/ NI o 8 BG4 (A o 1) % 7 VRN TR R 88023, 40 B i A AR 1
A TRURH P o 3 S A R HPLCARIMS /MS T ¥, 43 A IR PR ASE vt (1) SAPSFISAPSAR R ) (2R
T TERR , 3- -1 -TATE R I3 - 2 B -1 - TR A R) (K S o

[07571  ZE%F /N B AT B, 1R FH 100mg / kg *C—3APS i , 24 J& K 293043 i B it stk
FISAPSH P35 e K ML BT (R 1D o I, b TS PRI 3APSII) I 294 B LA 2 AH 77 R B, /)
B AFH K BRL P SR L6 o520 35 A 40 Sl R K 29 206 /NI o FH 24 5 120 22 240/INF £33 2 7R ik 2 TR R
(1)~ 25y e R ML MR 2 o b S MR R P DA 22 A T T B /0N BRI B R4 i - S 38 43
K20 6h,

[0758]  7E5% K I i iita i 100mg/ kg *C-3APS i , FIZ4 Ji K #3043 Bhik B s it 1 AI3APSHY
SR8 B R ML IR, 1T FH 285 )5 7200 #1452 2R L TR I s R IR 2 (R 1) LB, &8
TR P FISAPS I I 234 B LA 22 A 77 2R T 4 o S 0T P R SAPS IR S 1) 28 WL 2% i ~F 8 A 43 By
K 2)35hF5h.,

[0759]  ®EFTARIFSEM S , AU PR KHR 4 & 5 3APS A J 2— 2k Z WA BR AH O AT (BR
12) o T AUCo-ofEL , 7E /N ERFIRBR HY 5 BAPS (5 A JBUFH PRI DK 2460 % 5 11 2—FR 1R TR 1 30 %6 o
FERH, BAPS I SR PRI K £154% , 12— 3R LT IR o5 K 2967 % o SAPS 12— B £ T iR
AUCo-eoF4 B T SR U PRI K 2990 % CINER AR ER) AR 29121 % OR) , 3R 28 3 21 iR 72
BAPSTE /IR R BUATR H (1) 2 AR

[0760]  HLFTARIFSEM S , LU R4 € = BICE IR ZEE R, 75720 CRELUFTR) B96h
CINER) A B0t 7B R 20755590 % o s JEC PEHEM ) 3 A R et R .

[0761]  ~PIHT K, 60 %6 FIE AL HEMAE IR 1, 25T Fr 3 P 2R 00 80U PR o N AR A, 2T
B HE M AE PR P (R RO T B, K230 % DL3APSHEHEME , T 2- 2 3L 2. e 5 T 5 4863% &
T7% o KE P, SAPSFI2-FR L 2 M58 43 3l 15 A T8 PR 159 %6 F162 % o P34k , PR AR it 4
32— 1 - R N3 - B B - L - TR R o P A PSS S U PR AN /23 % (BR11L) o 3APSAN
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2R CTHIR IV PR B AR S G SO P 0 (B 2990 82110 % , R R B T 22 2 i R
SAPSTE /NS, « KB AT R A 1 3 ZAH )

[0762] K11 £E/NBR K BRURITR P B0 C1 AR FH100mg /kg M*C-3APS 5 , & S P  3APS Al
2RI AR 23BN 15 S5
[0763]
E S 4 - X 8 £
»\é“?ﬁ)){‘é‘j‘ii
Crnsx (ol & F/ml) 0.128 0.228 0.249
T (10N) 30 30 3
AUCy: (mot &g min/mib) 24.4 43.3 45.4
ALC, (umol % minimL) 25.0 452 108
Tus (M) 2.14 8.02 35.7
3APS
Crmar (Jmol/mb) a.0877 0.218 0.250
Tomnax {MiN) 3a 36 31
AUCq. (umolsmin/mL) 15.5 26.7 24.5
AUC. (umalemin/mL) 15.7 27.6 253
Tisfhy 1.72 843 5.04
- A LBt
Grnax (mol/mb) 0.018 0.0234 g.0312
T onax {0} 120 240 720
AUCu (umolsmin/mL) 7.28 12.7 30.8
AUC, (umolsmin/mi) 7.56 13.8 NG
To (R} 2.33 399 NC
[0764]

Ul P-4 I 5 3k sk ) gl 28 T 45 B [ PR S 5
[0765]  NC:ARit5H

[0766]  Z127F /NG~ KB FIR: P 8 vk 11 IR FH 100mg kg “*C-3APS )& , IfiL 2% 1 R 71 3APS, 2—
BRI 3- LB A S -1 - AR DA S 3 -1 - B R T A3 EE

B AT 9%
[0767] 3APS 2-B A ZAEEE 3-TELAL-1-HEE 3-BA 1A
PR fFE* 63 30 - -
A5 30 62 3.1 04
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KR fmEx 61 30 . 4
& 59 62 23 0.3
[0768]
K wF* 54 67 - -
-3 29 77 0.01 0.3

[0769] #1554 [AUCO AUCO—oo 3APSEA 421/ AUC S JBUET 1] (B0 A SR AUCO -0 Ty T 42
fiti vt ¥ FHAUCO-t)

[o770] TR [SAPSER AT HEM &/ AUC & U ]

[07711  sEhtifp]4B: " *C-3APSHE A H I W NAC  Hl AL 3 7)) F92%

[07721 {5 % 58 SAPSARM M Z J5 » 73 12K H iX — A SRAMERH 50 14 L 25 1R A5 5k (1) SAP S R
SAPSIRIY) (2-FRHk TR , 3-F2 H— | - TR TR AN 3 -2 B - L - TR ) ¥k 52, 8 A3 A1
HPLCAIMS /MS 7 2 LA 52 M *C-3APSAE A H A AR U o

[0773]  ZEXME B VA T 2 1 IR P C-3APS & , 75 I 24 JG K291 & 1. 25/ N A 31 S 80U
PERISAPS ) B K ML B, T AE6 . 57N 15 B 2 PR FE 2 BRI e K M 3R 9 i o A2 28 o, i
JHCSE T () K50 43 15 BAPS R 22 J2 2L TR R AH 2 o T AUCo-ofEL , SAPS Y BB M K 2948 %,
M2~ R IR ZIR 1 49 % o SAPS 12— PR I Z R R AUCo- M BR T 8 B M K 2097 % , R IH 2%
FE 2R A2 SAPSTE AL rF () 32 BAR U ) o

[0774]  J-T e HEMEAE JR H B T8O 14 o B, K 2915 % DLSAPSH HEME , M 2R JE 2 Tl g 7 1
FIHMAITI % o BAPSTI2— R HE 2 T R I R BR A 5 1 S s o e D AL ) K 2994 % , BRIk 3R B
T 2RI AR A& SAPSTE /N R L R BRI R ) 32 EAR A

[0775] St 5] 4C : 77 %% KBS B U I IR AN Jhk P Jite i M C—3APS Ji , SAPS I 2— 2 3 2 R f) 4o
e 25 11255

[0776] AW T2 B B B 25 52108 R BB VK Mk P HE A R 1 R FH 22 S5 C—-3AP SRR WAL |
A PL A HEMERE S o =17 RIEMESprague-Dawl ey KB & #f Tk HEVE OK B E 4 H R 7K
) BE5Z B 100mg / kg (~—~50uCi /) & C-3APS, 3+ H. 5 4136 ik K R 28 11 2 1)
(FE7K ) B2 52 A0 E] 16 75 2K o 78 7 &0 S SRAE MLV SR 358 L KT FICSFAE &, B2
72h o AF FLCHIMS /MSHS I 77 2% , I E 3APSF12— R Fk 28R (SAPS=E EAR ) 1 ML L JR K
TG FICSEMR o A FHIE >4 B ARE i 1l 28 7 VR R R VB0, 43 B L R S 3548 L K AN CSFIY &
TSP

[0777]  JEFAUCo.fH , 7E IVt I )i » SAPS (5 S JBUS R K189 %6 1y 240 B PR 1 15 K 419% .
S5 [, 75 IR A I SAPS (5 S BUS T 268 %6 1y 2— R L 2 TR 7 2926 % o T FIX Be %)
AT EAR Y S AR B 2 AR TVIE B S N 290 1, 76 D I S HE 22550 .38 5
TVAHEE , 11 AR P J5 X i i AR A 5 B 2 8 T 2R 5 g 1w 1 A A — 3

[0778] & 1374F KRR, Bk TV 1R FH 14C—-3APS JiF , SAPSHI- R L 2 Wi i 4 Y B 5
TR () %5 R

[0779] 1V
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AUCq..(nmol.himLy* % %
” G o
: : S I 7 " Bk A
3APS DALY Bk B g
1001 1528 105 1625 55 1006
[0780] 1002 1420 144 1588 9.1 98.5
1003 1591 184 1683 9.8 943
1004 1147 195 1266 9.9 100.5
Mean 1422 140 1591 8.8 88.4
+3D 196.2 3.7 253.0 1.60 2.93
%GV 13.8 24 1 15.9 18.1 2.98

[0781]  *AUCo-2 7 ynmo 1 24 &h/mLK) 24 i bt 1k

[0782] it 5 [ (AUCo--2—F228E TR / AUC TR 1) % 100]

[0783] st 5 A [ (AUCo-wo3APS+AUC-2—FR 3 Z T R) /AUC S JBUsPE] %100
[0784] PO

AUC,,.,(nmol.himLy* % %
i - (3APSF72-
h 3APS PRETHEY BAse A A
LahERY LR
2001 610 232 874 2865 98.3
[0785] 3002 539 153 714 214 96.9
3003 407 177 628 282 92.0
3004 471 229 781 29.3 89.6
Mean 507 198 749 264 94.0
+8D 87.4 39.1 104 3.49 5.37
%GV 17.3 19.8 13,0 132 3.50

[0786]  "AUCo-E7 Anmol 24 &h/mLA & iU

[0787] it 5N [ (AUCo--2— 2 Jk 2T IR / AUC I JEUT 1) *100]

[0788]  sexit 5 Ay [ (AUCo-w3APS+AUC) w2 FR 3k 2L T R) /AUCSL BT 1] %100

[0789] St 4D : £F K B HH B0 1 IR~ i ik P R0 ) Tk it FH 3APS i » BAPSTRH2— 4 ik 2 T PR 114
XA E) 1 S H

[0790]  AHFFR K B [ 255 bk SAPSAE X 1 Sprague—Daw] ey A K B 7% 51 & 1 IR &8 bk N B
HEON T kit 5 0 25 W0 8)) 1725 R A & 308 88 10 B < i IOk PR RN D B e P 3 4 R M s KR R B
ARG AE - =44 H Sprague-Dawley K i (120 4 5 & PAAS IR 1 ite H i& 72 3252 5. 0k 7
=250mg/kg 3APS.—ZH $52 52 # ik A HE Y it FH 1) 3APS (DA K ¥ Vi B S5 A T8 SR /K WL T
), —4LEE NS Ok I Ban— 4Bl STk CLKIBEREE B AR
IKIE BRI TR o AE )& il FH o R AR A, L 247N o A FHLCAIMS /MST7 i , Wl 2 BAPSHlI2— %
S TR (SAPSHY EZACE) B ML o

(07911 7E ViRt )5 » SAPSIH ¥ 75 1/ P 28 ) e K I KR JE (Cuax) 5 FF BT B 3APSHE T
AUCIFJ AR 2, 417938 %

[0792]  FRAF( 45 RAERH T A7 A5 SAPSI B8 AR o S0 EL A b , BT 78 7 ORI &8 Tk P Jite FH
J5 A By R 2 (AL, TRV 5 i i A SR SAPS AR A 24 % o MR 48 7 10 BRRRT 1) Jhk it FH
Jo A B 2 e 2 (MR XL, Fvh 5 s i A DGR SAPSH T 43 % o ARBIF AL IR R B, 1 ik ite FH
SAPSEL F bk A it FH 22 7 A2 Y 50 %6 A, 31X 55 i i AR 2 — 30 .
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[0793] St f55 : SAPSTE AR K B At 4l i % 55 FN 28 B 2 55 U7 B 52 v 16 A 71 R i
[0794]  7FAN[A] 2R A4 B B b i 54T 7 SAPSAR AR I 9T A5 B A5 0L R, 45 3APSH AR
WS y &3 TR GABA) FUACIAHEL 82

[0795] 73 B[4 FLK B, 3APS (400uM) £F Ji ALK B A& 41 M 3 o7 2 b 1 35 B 7 AR 2 -
CTETRAE AR o SAPS ] 2R Jk Tl 922 2 A s I 1) A0 SRS 12 R0 &40 o A 88 8 12 1) & BAP'S
(400uUMATTA MR B A0 4 M35 35 3L (5745800, 000N i) rh 6K, 7= 42 48uMI) 2— 2 4k 2. i
1 o 75 AH R I S2IG 25 R, 48 T-GABA (A00RMATT AR &) , K6 I B5 . AuMEI BRI

[0796]  {EJRARAPZE 4N Mo 5 57 2 SAPS ] 2 FR I L TR I B (W A O TR (5 & 2 —Fh
BLGABARE S B H57) BT 2 30 o JE Wi % (Nialamide) ,— P8 i S8 BEI 1 771 5 12 i 2>
2-FRIE R R F 3APS) [ AR B AE& FR R/ o AL 2 T 5 INER BT T (2 0] 3480 K g
GABAJK JE) Xt 3APS ] 2-FR 3L 2B BRI B4 50 A W SR 9 AE .

[0797]  YERI A B 206 DU F 859700 7 — PR AME R, 3APSIA) 218 2 2 R R 1) 4 4k 2
I ) A 12 () o 2535 35 B b % & 3K 5, I 60 % [ SAPSH B Ak, 2— 18 B 2 T % « 3APSTE A
FFAIE (HepG2) 5375 B 2 5 , [FIAEA I 1 2R 5 2. T 1R

[0798] N4 FR MR (1) A2 , AN ST T IR S il 4] A S it g S AR s 1k il B B, I ELAR 4 ik
I il 481 AR SEZ il 7 S 1) 45 P A gk B A AR R AR TR T B AR N S R A B ) B BFE AR AR IS A
RN DA % B Je BOR) 2 SR Y8 2 Y
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