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[0002] A HIIEESK 2009 4 8 H 5 HIRAZ M AFR A “HUm AL &7 36 H L0 g
61/231,431 5 ;2010 4F 5 H 28 HIBA B FEA “H Tk 47 AL &R 757 1136
[ LA Bl 61/349, 525 5 5 ) 2010 4F 5 H 28 HEEAZ A FR A “ H TR B M hT7 1k
EATTE” SR E LR i 61/349, 565 5 IALSERG 72l I 5 | PR BT A X 28 H1iE 42 3
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[0003] AUk B T HA DI ERS I, JCH 2 PURUEE FF IR/ 73 B 2 RIS 77 1)
AU

[0004]  REHE 5

[0005] YL/ IEALN Wi EE (orthomyxoviridae) FHE RNA JHEEFT5IHE . AEAE =PSB
B TR R SRR R . AR A B B I LB (B N VR ) K,
PR 7 A0 RO B A ERME 48 B OGTE, B 1900 “ELICREE BN B8l T = EE K
WAT, FEH000 27 A4 11, 1918 4B P ) “ PHBE A /s ” (HINL R RS AR 25 )
TEHFEH P ARG T IS 2000 J7 N o B ORRAT, B4E 1957 S AU ORAAT (H2N2) |
1968 4 T HEVLCORTAT (H3N2) L1970 4F HINL (A Bt ) 17 A2 I, B [F] 1997 47
2003 4F B LB BE HONT — 3, 3R B K JAT Tt it gk 5 ] e 1 L 8 2 2E ) R 22 T 1048 a2
A BRAE RN 22 A1 T B . UL S, RV I 0T 28 Sk AR R M R , ELR AR
BRI IR B TR R AN 2 o

[0006] & T/ -7 0T B B B 5 ) I i 0L BB AR AL ok R M2 B il
AR A M EEE (NA) o« M2 55710 30 2 4E 7 7 R0 300 8s 38 23 B L P 6 AN mT 2D 9, 1T NA
W BB AR s B 000 BT - 40 M P HE 2 AT XTI TP Bl A (R S 50 P T 2 P R AR
DL, T H AR IR 4 B h AR5 558 . L 100 % (1) 2008 4E 8% HINL 555 () FE S
XA 22 I i B 157 B w445 (38 3E ) (oseltamivir (Tamiflu)) iy 24, 1 i 90 % 1) H3N2
T EE AT M2 1 BE T35 = W BE i 25

[0007] [ T i 257 LAA, 0 HE 4 2408 7 R0 PR B o 11 PR 35t & S i A R U B B YR 9T
PIRF R o B, FLIB K (FsR7b ) (Zanamivir (Relenza)) HEEMR AL 2y, RIE ] R 1A
AT 2GRS RIGIBZAZ. 1 B, )72 A% FH R 2% 11 254 B 7] 4 =65 16 1E 5 (75 7K 4k
PRI R ANl A, A A5 il

[0008] A7 7E 55 X AL I 753 2 i) 92D It IR B IR TR E5 0, R/ T R e
OINER R A A/ [N E o

[0009] PRI, A% B IS B b A U5 200G 7 BT o B B 4, 0 G2 VLI B I 4 1) Pt
WEEL A 2 S W8 7715 UL AT A S 7 i

[0010] &AM

[0011]  ASCHER T A DU EEGE 1, JCH BRI B3 A6 &4 LA S 4 A A ZAk &4
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[0039]  A\D.T.QFH RJHAZHIZE F C(RRo) « 2~ A8 i S Ak FH A
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T 5 X gEmn—NMERTS 246,

[0053]  7E— PRI SEHtE 77 2, Cy AHURINIREE, Jorh N1 5 X 2551 N4 5 Z 854, Y F
LRI, X C=0,T A%, Q ABRLAK R A%

[0054]  E—2SE 7 A, R -R, T RR, Mz bk [ i fQ3E, A3 ol s A4 3 5 A3k i 41

s
= o

[0055]  FE—{LiEMI L i 7 Zh, R, A FREEEHA]
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[0062]  R,~R,\Ryo FH Ry, 7%k B AL I3 28 FLRE SRS BE T C,—C Brdts « L RE S S HE 1)
Cy=Co JidE  ELBE B SCHE ) C—Co L3k B BB A HEY C—Co e SRIE W &I B EAY T
L i SIS TR R RS PR 25 I S SRR TS L S e TS Rt i
[0063]  fE—LLSLjlE T =, Q AT 2 Ao
[0064]  FE—4USJE )T, Ry A LM Ry & TEF LT L, Ry F R, AR
[0065]  FE—4U8iji 5 Z&rp, Y A Z ki H X 4 € = 0,
[o066] {485 Ty S, g Mim R 1o
[0067]  7E—fRIERISEHE T P, Art AT A HBURIGZRES, Ar® JEURIK SREme, Y A 7 5t
Ko XAHC=0,QFT AR, g flm A& L, R, AFEM R, N
[0068]  fE—LLsji 7 =, NP il R A VI 58 -
[0069]

(X VI)
[0070]  H:A X\ Y B Z s sk B -C(= 0)-.-S( = 0)—. -S0,—. NR) -+ CR,,)
= C<R14> - 1 =C (R15R16> n 7’
[0071] n.g Al m A7 0 £ 6 ;
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[0072] QI T a7 Hbik B & B CR,, s3F H

[0073]  R—R,, Mz ihik A ki3 REE . EREE I BEN C—C, bl . B REEZRBEM C-Cy
I ELRESR S BER C—C Ik . Bk ELRE A SCHENY C—C, R IE VR SR A i
Ji S I B RIR G SR 2% K U BRI L b T R NG R A Ik

[0074]  FE—2C50j 7, Q F T H2 S

[0075]  7E—&esjifi 5 2, Ry R FRIEFE N Ry, A& AE5— L . Ry MR, #B A2
Ao

[0076]  fFE—LesLHE T RA, Y M Z HRIMHA X K C =0,

[0077]  FE—2C5 2P, g Flm A2 1o

[0078]  fE—2Lszjfi 5 ZErh, R,-R, Al R-R, Moz dhik A pifCHE, AlEE . ol i fC Ik S AL 41

s
= o

[0079]  {EASCATIAM—LEsili 7 P, Av® A LE 1, 2 81 1, 3L A AN 4R 110 5 JC40
D7 5L, AR AT IR )2 I (B ) 2 TR RRUEE .

[0080]  FEARSCATIAM—LESEiE 7 b, Ar® 4E 1,2 80 1, 34 LA AR FRIAUJR 1714 5 7T
A5 55 S T oRT T ) L TR0 R

[0081]  {EASCATIAR)—Lesi 7 b, Art FLAY 4% 1,234 85 MEURIERUR I 2R,
ikl 2,4 82,6 £ E1#) 2 NHREERUR, AT/ spiiksl 2 A7 B 1 ASEUREERAR
[0082] 45 T TR 4L & D REAE TR AN/ BRIA T i BRIl 4y, W LB 2. FTIR AL &)
A B A2, W I DS SRR Y 3K, B 45 25, v DL RN BRI A
[0083]  ZWALG WAL S A E KA SR — R 2 B &) . A RCE B8 BT
O s 2R M B FE R 5 T i kb 7 B M R AR SR B RN e . Rl 48 TS &
(Bl Bk H ) sk BRI &, 75— S2HE W, 0. 01.0. 05.0. 1.0. 2.0. 5. 1,234
5.6.7.8.9.10.15.20.25.30.40.50. 100250500 F! 1000mg/kg/ H 71l 3&E H TIAT7
155 — Sl &, B HFIEA 0. 2-250mg/ kg

[0084] B I 1 2 uji B

[0085] K la ALEY) 1 HIL2EE5 4,

[0086] & 1b Ky RSB REAAL (PRU) /bR SALE4 1 A BB 1

[0087] & 2a Jfb&4 2 (AL 2E SR

[0088] [ 2b Ky W/NZSBLIE AL (PRU) kbR 5A4LE4 2 A EE I s B 1

[0089] ¥ 3a AfLEW) 3 KA.

[0090] [ 3b A RSB (PRU) /bR 5444 3 K EE IV s B0 1

[0091] K& 4a HLEY) 4 L2 E5 R

[0092] [ 4b Ky RSB AL (PRU) /bR S546-E4 4 RO EE BB 1

[0093] & 5a A4 5 LA .

[0094] [ 5b K RSB (PRU) /bR S5A46E4 5 R EE I s B 1

[0095] ] 6a LAY 6 LA 14

[0096] [ 6b 4 RSB RAAL (PRU) /bR 5444 6 R EE IV s B0 1

[0097] W& Ta AILEW T LR

[00908] K& 7b Ky RSB AAL (PRU) /bR 54L& 7 R EE I BB 1
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CON 102596946 A % OB B 6/31 1

[0099] ¥ 8a Atbh&4 8 AL ELEH .

[0100] [ 8b Ky /RSB AAL (PRU) /bR S546E4) 8 A FE I s B 1

[0101] & 9a b &4 9 KL 24544

[0102] & 9b A RSB (PRU) /3R 54644 9 MK EE IV s B 1

[0103] & 10a Ab&4 10 k25550

[0104] & 10b N B2 BUE A4 (PRU) WD 540669 10 MR I s B 1

[0105]  Jx BHI VR4 HER

[o106] 1. EX

[0107] A SC AT A “ ik ” B0 20 30 3 A0 6 B P e SR PR e L BB L e S AR
(R ERBEEE R G B e 2 o BRAE A Ul B, TR e 22600 B 1-30 M IR - 1-20
ARIE T 1-10 DR R T 1-6 NBRIE F . 1-5 DR 1, e JE R A . EBEE
HER e AR L P B s B 30 AN ECEAD R IR T (BN BRI S CCaor X SCHEM &
Cy=Cyo) » MLIE 20 ABEE >, AL 10 ADEEE /D, AL 6 B D, Jefliik 5 M. [FF
M, B E SRR T ARG i i B 3-20 Mk R, P e AT 5 A 2T 3-10 Ak IR
1, BAEI G B 5.6 30T NIRRT BEEE I SEBI A FRHANR T F 2 498 IE N
FRFEE TR BT E R TR TR RO, (RO ) R AH PR IE R
S IE O IE PR IESF R R A 75 Tk

[0108]  RiHE“kidt” fEREE MMM BEN — P EZDRIR T A EF— PN Z AN
o A8 MBUREE A FEAE AR T 5 25, i i 20, SRl 23 sNRR,, P R FI R,
M7 M S e B 2, T HL G i AU AR R =R AL SR, Horb R OB S R B
% 5-CN ;-NO, ;~COOH ; 2R ;~COR. —COOR B, —~CONR,, 2+ R W& peb sk 75 2 s S E A
F7 R FE e SR W I R IR W ER IS L B R B L Ik R RA TR I L IR IR T R Bk
FBR P W 43 —CF, 5—NCOCOCH,CH, ;~NCOCOCHCH ;-NCS K H:41 4

[0109]  ASCATHII “Mi2t” sl H 7 EL T8 B B sl S BE 0 25 B0 28 Ve SE U R I A 43 5
FH ELASCAIT F )« ek sl S0 7 B 46 B B Bl BE R S P SO e (TR ) S5 M
ot B R PR BRI IR S B P O e S AR IR R S 56 A o B 5 U B, i S5 R J i
BA 2-30 MR, 2-20 DMk JE 5, 2-10 M JE T, 2-6 NI T, 2-5 DMk R 1. BHAEEL
SCE R I B AR I el B 30 ANER D RR IR T (B Akt BRI 5 C,—Cas KT
SCREM T Co=Cao) » PLIE 20 ANEFE D, Lk 10 ANk 5 /D, BARIE 6 el 5 /b, Sk 5 A~
b IEFE BRI AE L B B 2-30 MR, UL 2-20 NBR, LI 2-10 MBR, EILE 2-6
ANk, AL 2-5 Do [FIAEHL, P00 L SO PR 7E SO 65 1 b BT 3-20 MR 7, Lk
3-10 M S, T ALIE 5.6 BL T K. MM I B FL B AT ) S AL FR AN R T S0 2
2- TGS L B 2 S 2 2 CT I 02 ) £ 2, 4 TR 2853 (L A- TR S ) S
1— PABREERN 3— TARREELL Je 3— T ek

[0110]  ARTH“UMGEE"A“BIL"TERIEN — DB Z AR 7 EaRE— DS . G1E R
HURIE ARG AR T 00 35, 18 W18 S0 IR B 858 5-NRy Ry, Hor R, FH R, DB H A fe 2
Bl 5 3, i B A AR AR R AL s-SR, Hod R A& fedk sl 05 2 5-CN 3-NO, 5—COOH ;
JRBRE ;-COR, —COOR B ~CONR,, HoHt R A& et sl 05 2% s SE MM 5 ot fr it 2
B BRIR TG U BR RIS | P AR B Ak . SR TRRIE BRR L FE IV IR L 55 R SN IR O R 4« —CFy 5

11
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NCOCOCH,CH, ;-NCOCOCHCH ;-NCS } 44

[0111] AT I« O 287 B o0 il TR 12 B 6-30 MR IR+, A0k 6-18 AN IR+
(B I 75 B A, 1 HL o — > 07 B IR B A Rl G 16 05 7 B AL 9 I A R R IR ORI L 2R
FEEI T B 5L phenalenyl (AESE . T REEL A BEMSAT I M — A B £ AN 4 B
£, BT B3 43 1 B i U R LR T B3k NRR,, Forh Hrp R AR, Ay M A ek ak
7528, 1 AP AR AR R LA s S B RS I U R I R
D7 VR USRI (DAL R I L BTN IR ISR LA SR DR AP Bl BN R AP R R I8, O A
AR rp R AR N 7 VAN, B UTAE Greene 28 Protective Groups in Organic Synthesis(H
LA B AR MEEE ] ) 5 John Wiley and Sons, 5 =i, 2002 T 20 S . 76— 2652 77
FH, TR IR EEALRE C—C BE3E . C—Cs KEdE C,—C, Bidk FIE . LFEF / BN . KRB
R RS A B R ARSI A IE BRI RS EAN R T
F, 8 WA R IR B SR NRR,, i R R R, BT AT e R s T 5 i HAH A
JRFAE L HLZE AL SR, Horp R A& R B 57 2 s—CN 5-NO, ;—COOH ; &2 B2 i ;—COR, —COOR
8 —CONR,, Herp R W& K dk sl oy 2k s SR O7 s e 2k W2 58 R IR IR TR IR IR |
AT SE  CIE TR L G fie 255 PR D5 TR B 24 75 T 8 43« —CF,« -NCOCOCH,CH, ;-NCOCOCH
CH ;-NCS KA 4.

[0112]  ASCTHM G A 878“ 4 G0 7 B E T2 20 T80 T B AL, i X 5
H T HA R A TAH B+ 55 R I IEGHE 5, BUA R 1 7 F R &R /8L
AP DB 4 5 OGBS AT o ARSI A B AR N 51 R BRAR, S5 58 N A I8 1P
K123 AR A B2 52

[0113]  ASCHTHI “Nucleozin £5A47 &7 I H 5 1) /& 76 B B Ak 85 NP 5 7 T 4k
SERIIE N I R EOR EEAZ S 1 (NP) I . AEIXPIAI G, nucleoz in A T [UIHE Py 7%
%5 280-311 [A)o ABUH P IHEAR N 2N 4 HEfE nucleozin &4 R A i 456 L &9
[RIAN R) AR A B AN [F BB 84 JF Fo At b ), P ik i #fic AXR F0 /B 7 AR SC P
NIFHXLE LA A A5

[0114]  ACSCAT I “ 4387 B “HET 737 8 “He3R B I E TR 2 — e A4 5-12 MR F
(IR, AR IE 5-7 AR T, 38 ST A AT O5 B ik R A i B 20— AN A 2ok
IR T o PRI AR R TS AR . Z2 DI LURLG , WIFEMEIR B R T Mg o e )
IR R 2R FE 0 BT 1-3 DL 04SP SiAs AN HIZRJR T/ 5-10 JoH. FTik HI4EF
A B A FEAEAS PR T-IE M J5E IS« DU SRR IR DU S0 IE Wy | Ry B 2% R I e I A AR
TN REIE I AR I T TS B | TR AR L PR TOK S K b L P Ik MAemp | I
Ft BT | WA IR IARRR | S A | S S MK | TR A | S AR Al DG A | TR IAB | SR A | S
WG AR OBR  — SR B JIGJ0E « SEUIAE 0 A RO ME « WO e W A, I A TR I T | W e DY
WRIE | WRIE  ELAR O S0nEL PR IR 45 « TR IR  WIRIZS . 8 | bk | Wi | R | e, —Wgpe . R
EONEL N /7 NRY N N =S 78 G 5 PN 2R/ NP GNP O YN PG o | = N
F L VEII T BRI . AR BRI B R AR, dn 05 AL B e B i .
FE—He S 77 22, IR B AR SR S 8 WU TR 2% ST 2 TR RSB

[0115] R “I8H 7 /£ — PN IREGR R 7 EAFE— ek A, A1 F IR,
FEABANR T 0 32, 78 e S0 IR 2R3k -NR R, , Horn Ry IR, AT HB A e R s 05 2
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CON 102596946 A % OB B 8/31 7

i HLH 3 B T 3 2= Ak s-SR, b R DG &L B2k B 5 2 -CN 5-NO, ;—COOH s 52 IR
M ;—COR, —COOR B, —CONR,, H:H1 R A& B el 0y 5 s S B 5 bt i 28 L W 55
R HE A RR I AR Aot 2 « K TR G e IR 55 %3\ D7 IR BB D7 T4 43+ —CF, —NCOCO
CH,CH, ;-NCOCOCHCH ;-NCS J 404 .

[0116] AT I “ 2230 05 587 sl W Fe 2 & 1-4 AME H NVOVPL SivAs B S
JA B A I 2% 1 05 B ek A, JLO8 R 07 R AT i B AR+ BRI Mg AR,
WM 5D EE NS R D7 BN 7 RS o 22 7 AR A AR T
HA 1TAIRF 1) 5 oA 556 (lanmemy (utbms e ) s BATE 1,2 8¢ 1, 3 A7 A2
JAFHI 5 JOARIRTTEE (50 0w ma (b s | Ik  WEE s WS ) 5 B 3 AN AR B JCARIR O
I (I =me e ) s HA 3 AR FI0 5 U AT S 1 AN IR 6 JCANIR O
B (I AnnnE (AR SRk 3E 5, 6— FRBERALIE ) A 2 NIRRT 6 JTTARIR T ()
NI I | IR FEKIER | LGP (W IGE (SRR ) 577 3 N ARIR TV 6 AN IR AL (Bl 1, 3,5- =
W) R A AR 6 JCAER O 5 . R LR 2RI D7 SRR A A A 1-3 NIEH 0.S
AN AR IR 1) 5-10 JCIF o FE—S8STli /7 2 rh, “ 230 05 56 "R FE A HE Bk 5 1 WU ik 2
JE -2 TR PRI AU B

[0117] R “IH 575" fE— D EBENRB AT AR DB N I AR HE
FEALFEHAN PR T b 22, WG W3R S SR R0 sNRRy, LA Ry R, T AT S R B
525, 1 HH A ER Rk s 2R A SR, Horp ROV & BEAEEUT 5 5—CN 5-NO, ;—COOH ;2 %
fi 5—COR, —COOR B, —CONR,, Hrt R A& Bt sl 5 25 s &AM 5 Bt i 2t a8 5
B IE  BERR IS b . K Rt I ik A Bh O R B B4 5 Ik 43« —CF,. —NCOCO
CH,CH, ;~-NCOCOCHCH ;-NCS M 404 .

[0118] AL AT « B A 300 8o 253 7 38 $i R A2 W L 3000 1) PR 280 Ao 53, 497 2 H3N2,
HINT, H2N2, H7N7 I HANT ( R B AUER 5 ) i Tk S AR

[0119]  ASCHT R “IKRei e M E AR WHE TR —ME &4, 29WE i@ h g
BRI > FIRVER D 8 G E QS AL s R, BT 05 FIE D B FSE AR F 2L 64
U R AR R SR AT K e s AR AR BAE F BH T -pi A
EH . pi- & LKA A,

[0120]  ARSCATHI“MZE Y BUNP” lHE e & 250 SEBAE ST —H]EH . et
TUBRFRR P S AT TR M A . R ZE AT AR AE NCBT (£ E E K AEY
ARG RS D) BiRE PR — LRy T P ALHUROE 25 1 7~ 1 NP J7 51 () GenBank %
3567 HINT MF U7 3 24 NP040982 (AAA43467) , X H3N2 M U 1] & 24 AAZ38620 (YP308843) ,
X H5NT MR 5 ok AY856864 il AAF02400.,

[0121] NP 040982 (AAA43467) [SEQ ID NO :5] :

[0122]  MASQGTKRSYEQMETDGERQNATEIRASVGKMIGGIGRFY IQMCTELKLSDYEGRLIQNSLTIERMVLS
AFDERRNKYLEEHPSAGKDPKKTGGPTYRRVNG

[0123]  KWMRELILYDKEEIRRIWRQANNGDDATAGLTHMMIWHSNLNDATYQRTRALVRTGMD

[0124]  PRMCSLMQGSTLPRRSGAAGAA VKGVGTMVMELVRMIKRGINDRNFWRGENGRKTRIA

[0125]  YERMCNILKGKFQTAAQKAMMDQVRESRDPGNAEFEDLTFLARSALILRGSVAHKSCL

[0126]  PACVYGPAVASGYDFEREGYSLVGIDPFRLLQONSQVYSLIRPNENPAHKSQLVWMACH
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CON 102596946 A % OB B 9/31 7

[0127]  SAAFEDLRVLSFIKGTKVVPRGKLSTRGVQIASNENMETMES STLELRSRYWAIRTRS
[0128]  GGNTNQQRASAGQISIQPTESVQRNLPFDRTTYMAAFTGNTEGRTSDMRTE I IRMMES
[0129]  ARPEDVSFQGRGVFELSDEKAASPIVPSFDMSNEGSYFFGDNAEEYDN

[0130]  AAZ38620 (YP308843) [SEQ ID NO :6] :

[0131]  MASQGTKRSYEQMETDGDRQNATEIRASVGKMIDGIGRFYIQMCTELKLSDHEGRLIQNSLT IEKMVLS
AFDERRNKYLEEHPSAGKDPKKTGGPTYRRVDG

[0132]  KWMRELVLYDKEEIRRIWRQANNGEDATAGLTHIMIWHSNLNDATYQRTRALVRTGMD
[0133]  PRMCSLMQGSTLPRRSGAAGAAVKGIGTMVMEL IRMVKRG INDRNFWRGENGRKTRSA
[0134]  YERMCNILKGKFQTAAQRAMVDQVRESRNPGNAETEDLIFLARSALILRGSVAHKSCL
[0135]  PACAYGPAVSSGYDFEKEGYSLVGIDPFKLLQONSQIYSLIRPNENPAHKSQLVWMACH
[0136]  SAAFEDLRLLSFIRGTKVSPRGKLSTRGVQIASNENMDNMGSSTLELRSGYWAIRTRS
[0137]  GGNTNQQRASAGQTSVQPTESVQRNLPFEKSTIMAAFTGNTEGRTSDMRAE I IRMMEG
[0138]  AKPEEVSFRGRGVFELSDEKATNPIVPSFDMSNEGSYFFGDNAEEYDN

[0139]  AY856864[SEQ ID NO :7] :

[0140]  MASQGTKRSYEQUETGGERQNATEIRASVGRMVSGIGRFY IQMCTELKLSDYEGRLIQNSITIERMYL
SAFDERRNRYLEEHPSAGKDPKKTGGPTYRRRDG

[0141]  KWVRELILYDKEEIRRIWRQANNGEDATAGLTHLMIWHSNLNDATYQRTRALVRTGMD
[0142]  PRMCSLMQGSTLPRRS GAAGAAVKGVGTMVMELIRMIKRGINDRNFWRGENGRRTRIA
[0143]  YERMCNILKGKFQTAAQRAMMDQVRESRNPGNAETEDLIFLARSALILRGSVAHKSCL
[0144]  PACVYGLAVASGYDFEREGYSLVGIDPFRLLONSQVFSLIRPNENPAHKSQLVWMACH
[0145]  SAAFEDLRVSSFIRGTRVVPRGQLSTRGVQIASNENMEAMDSNTLELRSRYWAIRTRS
[0146]  GGNTNQRRASAGQISVQPTFSVQRNLPFERATIMAAFTGNTEGRTSDMRTE I IGMMES
[0147]  ARPEDVSFQGRGVFELSDEKATNP IVPSFDMNNEGSYFFGDNAEEYDN

[0148]  AAF02400[SEQ ID NO :8] :

[0149]  MASQGTKRSYEQMETGGERQNATEIRASVGRMVGGIGRFYIQMCTELKLSDQEGRLIQNSITVERMVLS
AFDERRNRYLEEHPSAGKDPKKTGGPTYRRRNG

[0150]  KWVRELILYDKEEIRRIWRQANNGEDATAGLTHMMIWHSNLNDATYQRTRALVRTGMD
[0151]  PRMCSLMQGSTLPRRSGAAGAATKGVGTMVMEL IRMIKRG INDRNFWRGENGRRTRTA
[0152]  YERMCNILKGKFQTAAQKAMMDQVRESRNPGNAETEDLIFLARSALILRGSVAHKSCL
[0153]  PACVYGLAVASGYDFEREGYSLVGIDPFRLLQONSQVFSLIRPKENPAHKSQLVWMACH
[0154]  SAAFEDLRVSSFIRGTRVIPRGQLSTRGVQIASNENVEAMDSSTLELRSRYWAIRTRS
[0155]  GGNTNQQRASAGQISVQPTESVQRNLPFERVTIMAAFKGNTEGRTSDMRTE I IRMMES
[0156]  ARPEDVSFQGRGVFELSDEKATNPIVPSFDMSNEGSYFFGDNAEEYDN

[0157]  ASCHE L “Nucleozin” M5 HAG W F 4L 22 654 -

[0158]
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Q2

o f\s’@r "
o0
N
HN‘O

[0159] AT I “ 2% B2 107 I 4R 12 AL G4 R LG0T/ BRI,
FLAE 7873 (1 B 7 A0 W ¥ [ PN o P T B2 A A s ) i 4L 20 A ek 22 ) s o R b
O S A ) 1) B T, B S BRI / A EE

[0160]  AXSCATHIMG“ 2% bl 252 (1 3 TR 4R 102 BT A FF AL S AT A2, o Bk
WAV TE R LR P B SR T A S o IR (1) 257 RIS 1 3h i) S o) S (R AN PR T
VAR S BB e R T AL IR 2 B A LR 6 5 A R IR I R M 2 1 il 4 R B ML 3L
252 BRI 1) SR AR an B JC M JC LB HLER T T R B ARAL S i e
EhEk R L ), R R R E R SR AR AT AR B W R IR SRR IR IR U RS |
MR AR5 TCHLER AR Se 2k, UL A I0 /R VTN R W BEFA R . LI R I IR R « LR WS IR R
WA TR TR DUR MR BB R . Gk IR A IR R LR B ER K TR KR
TR IE \ 2— CPRFE AR FIR T I 1R R 2RTHIR 28T IR FR T IR £ e — TR B fvl
& CTEIR B AR % 11

[0161] AT “ BURE)” 185 Fr M2 4 — A 802 N R P BRI — 43 (Al dnoe
TP, TR BRI R EAR T b R FE dk L C—Co FRKEEE L 1 28, Bl Qg & R
A SIS s hER T RS RIS s DL AR 2R3

[0162] AT “BUREI 5757 lF TR 12 B — PN EE A AT IR FE A B
At 47 O 7 N o 15 C AT =0 e A1 o 2 o O O SV 18 VAN ST v L A= S K v
(1)) o #E— 2852l 7 S, TR I EAR 1 75 J5 A4 2, 6- SUHUAR I 2838, H A i A~ AR 38
JiT s SR, AR — AN g s 25, U AL (CD) L i 53— A3 (NOy) sRE 1A by i
%, LHRER D,

[o163] 11 L&Y

[0164]  ASCATIRN N BABUR TS, U 2P Bm & a9 .

[0165]  7E—L8sjtiJy 2, AW A LUN Rl T-VI sl Enf 82 i3k

[0166]  7EQLIE RIS 77 S, NP I RAA 8 [ g

[0167]  Ar'-Y-Ar"-X-W-Z-Ar®

[o168] (il 1)

[0169]  Hirr, Ar', Ar® I Ar® 3% B A7 M EAR SR B 1 757 T BN B0 07 FE 6 1

[0170] XY A Z M o7 #b B OS% (RI EH % 3% ) 8l ik B C(=0-.-S(=
0) =+ -S0,—+ -N[R) -+ -C([R,) = C(R,)- Fl -C(R,R,) ,~>

[0171]  Hidn k0 & 6, R-R, A& ATk A A HAEBUCBER C,-C, BEdk H ks
HEIR) C—Cs MiZE BB BUSCREN C—C, WRILBR B BEFNSCBER) C—Cy a2t 3 H

[0172] Wy EHBEIEAIEL 5-7 JTTHURBUR BRI PR B8 2E AT (Cy) o

[0173]  7F—2bszjifi 7 b, Ar' Ba R TR S B B S AL B A 4 PP LSRR A H
XK C=05Y R Z B sCy IWRIE SR/ B Ar® B s AREE A 2L sl i AU S AR 4L &
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AR

[0174]  FE—2e500 7 9, Cy AT 2 NEJRFRIEURE) 5-7 JTTAMFIR, H A — A
FBrEX4damn—MaRTE 2446,

[0175]  7E— LIRS 7 %, Cy h—HURIIIRIE, b NL(L 2 N) 5 X 5410 N4 (4
’fLH/J N) '3 7 % & :u

[0176]  7F—Lbesjifi g 22, NP IR HA MR 1T 450

[0177]
x‘ATg‘#D’Z‘Aﬁ’

(B 1)
[0178]  Hr Ar' AT Ar® 2% B A SO MU B3R B ) 75 B B IR 57 FR 3 [
[0179] X\ Y I Z Moz RsiiE H C(= 0)— -S( = 0)—. =S0,~+ -NR,j)) — C(R,;) =
C(Rm)_ At =C (R13R14) n
[0180] n.g flm HPh 7o £ 6
[0181]  T.Q I R KA ik B C(RRy) &~ 58 ik AN
[0182] A FH D JHA7HEZS H A CRRg BUNR,; 5
[0183] .1 R, Fl Re—R, Mz ik B & i 38 Fo 2k . HBE BUSCHE I C—C, e 2 . i B
SCHEI C—C Hi 2k - LW B BE 1) C,—C bR IE | BR L BE I SR C-C, Se 5 2 2k & A
Ay I ARG T R R IR IR IR R VK. IR R L S Bt 5 R R A T,
B —CRy Ry 6 —NRy, BG4 S AR MU 3 0 6 — &I T 1 5-8 JCIRR i o
[0184]  7E—LEsjifi 5 b, Ar' AL RS IS RS ES E AR X 2 -C = 0¥ I
78, HAr® Bl s A3 AH2E L sl i RIS S 1 4 A AR
[0185]  7E— {7y %, R, A 2L,
[o186]  E—LL5j 7, Q ik, T A% R AR
[0187]  fE—2L5ji 7y Zrh, ¢ Alm &y 11 A K0 D 24 NRy,, Horp ik () A-D 5 SUMWRE .
[o188]  fE—LEL5ji 7y b, NP iR A T1T IE5H) -

[0189]
RﬂiY\ PN
D7 AR
pr o

']
Y A
Art \{Lﬁ

-

\Fi >;NT><P

s

Ry

(18 X I11)
[0190] A Ar' A Ar® % B Ay AT B SR BUR ) 55 R sk A3 55 B 3L [
[o191] X\ Y FI Z SRzt REkiE B -C(= 0)-. -S(= 0)—, -S0,—. NR,;p)) -+ -CR,) =
C(Rm)_ At =C (R14R15) n
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[0192] n.g Flm A7 H 0 £ 6 ;
[0193]  A\D.T. QM RAZHIZE B C(RRo) « B~ A8 B ok L FeE A
[0194]  JLHp R, Bl Rg—R;s M7k F &L B3 R0 EREBSCRER C—Co ftdt « HRE B B
1) C,—Co M2 ELRE B BEN C—Cq HRIE BR ELBERISCBEI C—C S 22 B A MY
SEIHEE I I B RIS PR 2 K = SR IR St S R e A A Bk
[0195]  7E—&Esjifi 5 2, Ar' gl RS IS L R B S E AR X 2 -C = 0¥
78, H A Bl s A3 A2 L sl iR IE S5 S 1 4 A AR
[0196]  7E—fLiL Sty %&b, Q Ah, T A%, R AE.
[0197]  FE—2L5J 7, A FID AR
[0198]  F 8BSl 5 =, R, AT R, Ay b A sl F 3
[0199]  FEARIESEHETT S, R, A LT Ry A
[0200]  7E—2L5J 7 T, NP SEIFIA & BA @ IV 4
[0201]

Rs

R, Rg

Ry T X—Cy—Zv
= R«
R /@ﬂ Yl QR Ry

3

(GE X V)
[0202] LA X\ Y R0 Z oz ER R EGE H -C(= 0)—.-S( = 0)— -S0,— N(Ry) -~ C(R,)
= CRp) = —CR:R) 5
[0203] Hrhn ko #E6,
[0204]  T.QFl R 7L F C(ReRy) 5 S8 Bl B EEFT At 5 9F L.
[0205]  Cy &y 4-7 JUHURBUR BRI PR B AL T 37 H
[0206]  Horp R-R,, M7 HiIE H & x5 RS HRE SR C-Cy e gk B BE B RER
C,—C Mt HLBEB S BEI C—Co LI B E BEFNSCBER C,—Co P2t &L B ALY 51
THFE B SIS R R IR PR 25 IR S BRI S e T R T ik
[0207] 7R850 T 2, Cy AEE 2 MEIRFIEURE 5-7 JTTA AR, Hh—
RS Xgamn—1TaRTE 2445,
[0208]  7E—fRILLIISEHE T 2, Cy AHURIIREE, Jorh N1 5 X 2551 N4 5 Z 854, Y F
2R, XA C=0,T A5, Q AL R AR
[0209]  #E—2SE 7 &, R -R, T RR, M7 ik [ i AQ 3, A3 o A3 5 A3k i 41

A
= o

[0210]  fE—fRIERISEHE T &=, R, A FEEEA .
[0211]  7E—2852jtE 5 &, NP 50 A= v 45 -
[0212]
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Rip  Ruy
Art YA X—Q  T—Z—Ar
oy K
(X V)

[0213]  HHp Ar', Ar® T Ar® 25 H 97 M B R BRCR B 1 75 FE B A 38 07 FE 3L 1

[0214] X\ Y fI Z phordiBh kit B -C( = 0)-. -S(= 0)-. -S0,—. -N(R,) = 0. C=C
T -C(RR) — 5

[0215] n.g flm HPhrih o £ 6 ;

[0216] QA T Jlarihik B & BK CR, ;3 H.

[0217]  R,=Ry\Ryo Rl R, M7k B & 158 R 5E ELREECCRER) C—Cs st BLREBCCRER)
C,=Cg Mt ELBE B ST BEN C,—Co JIE B ELBER S BEN C,—C, PEIE 2L B R MY B
B S G TR PR IR TS PR 2% K S s R S R TS T

[0218]  fE—LESj T =, Q AT #2 Ao

[0219]  7E—LESJf 77 S, Ry A IR Ry, A& TR0 —SEHi7 &, Ry, B Ry, #2 S
[0220]  FE—2ESjEy R, YA Z SR H X € = 0,

[0221]  fE—28SCE T 2, g Mlm A 1.

[0222]  FE—fRIERISEHE T P, Art AT A BURIGZRES, Ar® W EUR K SREme, Y A 7 5t
K, X HC=0,QHM T HE, g MmiE 1, R, AFEIM R, HE.

[0223]  fE—2L5jd 7 =, NP Sl R A VI 45

[0224]

(i@ X VI)
[0225]  Hidp X\ Y I Z Asrdhkocmiit B -C(= 0)-.-S( = 0)—-.-S0,—. N(R,,) - —C(R,,)
= CR,) - F -CRzR6) >
[0226] n.g flm AT HL O 26 ;
[0227] Q1 T Fha7HbIE H & B CR,, sFF H.
[0228]  R,-R,, For Mk F A pifCFE B3 BB RER C-C, Bl BB BERY € —C;
g FLRE S BEN C—C et Bk L BE AN SCRERY C—Co LA 2UE  B A TR V2L
I R IR G R 2 IR S SR IS « S S AR R AT ik o
[0220]  E—2L5j )7, Q AT H2 A
[0230]  7E—2C5tE /7, Ry I FFIEEEHTIT Ry, A fES ST B, Ry FIR,, #H 2

=

%\‘o
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[0231]  fF—SsEjf F &9, Y FIZ Sk H X 2 € = 0.
[0232]  FE—2e5zj =, g Alm 2 1.
[0233]  fFE—e5Zjl 5=, R-R, Al Re-R, M7 i B mifQEE, A2t B fC3E S H2E 4

AN
= o

[0234]  7E— LIRS 7 S, R, A AR BESEHAT

[0235]  ASCHTIRI S| H IR E YA

[0236]  [4-(2- @l —4- A 2% - 2R L ) - WR iE —1- 58 ]-[3-(4- R & - 2R 3k - 5 g I
M —4- 3 - Tl (e 1L, ERERERTE 1lak) ;

[0237]  [4-(2- G0 —4- fif2E - 2R 5L ) - WRHE —1- 3 |- [3- K —5- AL - Figmg - ]-
i (B 2, 5B ERm T 2a ) 5

[0238] [4-(2- S 4-fHEE - X E)-WRE-1-H ]-B3-U-"AE-FKE)-FRERIE
e —4-JE 1- Il ((haW 3, 45MB 8T 3ah ) ;

[0239]  [4-(2- &l —4- AHZE — FEE ) - WRME —1- & ]-[3-(4- BEE - KK ) -5- FRERIE
M —4- F - Il (thaw 4, SRR ERTE 4a ) ;

[0240]  [4-(2- & ~4- A5 - R )- DR —1- 2 ]-[3-(2- & - K )-5- A R IE
M —4- F 1- IR (LS9 5, 4B ERTE barh) ;

[0241]  [4-(2- S A- {5 - 2R ) 2- A -URpE —1- & ]-[3-@- & - K& )-5-H
5 - g —4- 5L T- I (a6, A EoR TR 6a )

[0242] [4-Q- S 4-MHE-FE)-2- FRE-IRE-1-KE]-[3-XKE 5 FRERIE
M —4- 3 1- Tl (e 7, 4B ERTE 7Tarkh) ;

[0243]  [4-(4-fif & - K H)-Uk B -1- K ]-[B3-C-"A - KX E)S5-F E-F
e —4-J 1- B (LAY 8, 45 BB T 8a ) sBLK

[0244]  [4-(4- A 2 — R FL ) - WR e —1-J% 1-[3-(2,6- &l - A I )-5- P - 7 H
M —4- 3 - FET (tb&W 9, SR B8 TE 9a )

[0245]  [4-(2- fifdE —6- G — KL ) - WRME —1- & ]-[3-(2- =& - &) -5 & - 7ig
e —4— 2 1- T (a5 10, AR B T K 10ad ),

[0246]  ASTHTIR AL AW RS AR Al 5 TR Bl B A 2 2y bl B2 i) #heh 24 0wl I
FUAK 27770 B B P R T 3 o T BRI S ) h & i B 25 % Bl Rz .
i P I U S R B SR IX LA A ) 5 AR ER IR TE /K B ML R BRI 9 2 1)
HY R s R SR A% 2Rk, R L AE AR AN TR Sl LR SR OB RIABEE O -
GG Eh I 4 BT ZE Remington’ s Pharmaceutical Sciences,20th ed., Lippincott
Williams & Wilkins,Baltimore,MD,2000,p. 704 (& B (K258 %, 20 B, FERMEE . 8
B & JBOR 4, LRI R, B 218, 2000, p. 704) HHE],

[0247]  B. A EW

[0248]  F A AU SRR EEA, RSO RRIL EWH / BUE 125 %% Erl#es2 i £ nl il
il I T B E b5 2515018

[0249]  AMAAEVOEH BRI —FEEZ ARG . AR “H 8=
TR IR LR LG T BT EAR T e [ P I 2R BT B DL SR Wk A B Y B
TRERNE TR AR BYE B R 2 s 2R e AE55 2 25 T i an A 77 B= i AR s RN i
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FITHAE o E 5 FILI I R SE 8 P Y T B AR S s 7 ok, BRI 220 128 AR AU R RN S B
. FETEE g e D (FlndsHEsSEH ) BUREERIE. 0.01.0.05.0. 1,0. 2,
0.5.1.2.3.4.5.6.7.8.9.10.15.20.25.30.40.50. 100,250,500 F1 1000mg/kg/ H HIF|&iE
HFWHIT . A E T, FFHFEA 0. 2-250mg/kg.

[0250]  ASCITRIIMA YT 5 —Fhsi 2 M2y 2E Enl 2 AR / SR ER 455, ik
() 25 AR T TN Ay A2 22 4 iy T 45 25 AR A2 51 A R I A= 8l 7E
AT ERMEAER . BMIEAFAE T 29 EIF T BR T 3R LANITA 45y o

[0251] 1. B mdhil]

[0252]  W]ECHIASCATR AL SR T B IasNs 25 AR SCHT I B Mo 257 fa il i b
T 4 A UUAMOT— AR 28 M R sl X M 428 2. lin. B ok eh 25T
A, 58 00 o B BV B AT R R PR B P U LA L B R 2
[0253] I FH A Sk O A A AR DB B i 40 500 ol 46 oK PEZH G o 8 R AT
B BRI ST B AR 18] Qs Y AR VT R 5 P T o1 86 VR ARV B D T A T A X ke T 5 T
A RN IN, W A E KRR s FLR, i Ak (w/o) FLARN KL (o/w) FLAILL K
LR IR TR BCFLIE 14

[0254]  Z AT LU 5 82 BN B, B an A8 K O —Ph sl 2 B2 ool (i =
BE N O BERRAS R 2 EE ) imS, WakE A () Qe A oK BRI S ) LA
S LA o o) e T S A5 R Ak P T L, S R B R T BT R R ORE K
A/ SUBRE R MRS PR, 4EREE M. 20N, B IE R E B, B
L sk AR, v sl .

[0255] W] 7E/K BHA ¥ I E0E T 5 —Fhek 2 P2 2% Enl82 IROE RS 1 20 5
JFHR T £ AR A 2 R SRR L 2 2 b T RS2 1) B RS AL S A Y TR A B . BT I (T
TEFELFEAR AN BR TR T P70 23 B0 FLATR) S pH BRI LA R A1 5

[0256] A3 {9 T P 0T RS ) 8 7 00 B 3 A P O el B A I R TS . A
T P IO 5 4 TR 3 R R AE AN BR T B A A 5 SR R i T IR A R R AR B8 1 1 3 T i
o B B -2 T35 2 50 ) 2497 0 36 K e R Tk P R o 5 07 R (0 B L B, il - —
BRI IRRIRAN T IRIERERE T RN, i I+ TR R R A s RS RESE T R, 1
W (2 CEEMRESE ) WALBE RSN ; UL eSS BR 2L, W W+ e MR B . PH S 3R
T PEFELFE AR T A1), v R AL SV R R S DE R e B R A R A
W B & T RIR R o BT IR A 5 1 2R TG PR T 1) SE 6458 £ T s R R R s T T
P S IR G PP I TR S o R AR RIS 2 H I —4— TR | B4k L) AR T L B A
WiVEE 4 (150) HAERRRE VB £ % (400) B BRI . SR 480 2075 50 A B g 38 1L AL
e TR LR E FE R AL R 2 (1000) +/NBE B LM+ = 2Rk T T AR
IS E (Poloxamer ® ) 401 ff IR 5 57 T e LA S B4 L0 B AL T AR e o 9 12 3 TR 9% 2 51)
(S AL N- e SR R AN . N- FREEE - i T RN TN S e I Tk I R 2k L F R
SERISEAR LA R H R A

[0257] AT 500 ] A5 By 500 A BT OB E AR . A3 1 9 8 A G HAS BR 2K F R
Wi ST Ry (L B RRANBRAI R o 3K — It P A 5 BT A AL T CARS Ly M P A

[0258]  AHEWEHE M ZE pH 3-8 U TEAJGHE WHMAZ . A8 Ml s EA
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B TR IR 8 1P VR W PR e % I BRI AR IR R G2 o

[0250] 28 EMHIFIH AL A ER S UM T B s 2. Gl iR TR G e fsE
ANBR TR LIS e A BRI R AT Y R AR LI 4

[0260]  Ji i3 T fa B (IS PEAL G 48 AN Bl — i el A LB P 1) 28 (R 770 1) 3
2 R B3 B T P SR i 6 T B F ] Y T PO R, R 5 22, B el i K TR
F P E KR S TR R 15 N BB R A 20 5O TR LB B2 1R 8 28 A iy o 22 1) FL Atk e 73
R B B R SR A6 7 T AU PH T 41 958 DI T W SRV R R AT 5 LI ) il 26 7
2N AT RV U TRBOR XA P AR E M7y I EAE— B BRI R B LT il
SE IR B (R Ao LA Ty a4 0 A m] AL A RIURE A i _E 2 22 FLIK, X n] A 0
FLIRIE AR o 34 22 FLIBURE (¥ 75 155 2 AR AT BT SR 1 o

[0261]  AICHTIAR 1 B i &b il 710 m] I i P 42088, it F) 2 8 A 456 BRIV 22 B8 T A SRR T S
KR AR OB L S LA 5

[0262] X[ B Mo ar 250 5, — Bl 2 it NP JHIFRI LU S AT 2L 3 — b 22 Al A S 1R 3 571
B N BICRL GARORE 1 SO SR R AL S b o A8 A 570 B 35 P ol B2 Bl 250 1
ST S BT ¥ 250l Bl A TR R SRS 0B (AR 1 S BRIV 2 Py s e
K1) ST IR AR 24 m] S P A P AN RIS AL PRI (451 2 B 2RSSR 1 < B2 RTSE )
JEIRMUEAC Y SEIB AR HISE )

[0263] {41, AL SN / BTl B 22 RIS PR 57 R] 48 N BRI 25 W P08 110 28 6 kit
T ZPPRETRE 25 ITORE L 1) SRR BIORT / BSO5R S o el K A PR/ el £ P At )
BRI AIERISR A YR ST YE RN AR sl B B 2T e R AT

[0264]  ZE1 IV I JF Hol AEK PR IR AR BRI B8 500 » v AR TR PR 2T 44 3R R A
AR E R SRR IR RE . A SR S WO FEEAR T 2R IR AT 28 (ERRT )
ZIEIR, WA EE AR (PLA) B L W% (PGA) (B8 (TNACHE - F1 - ZAZHE ) (PLGA) B8 —3— ik

T (PHB) M 3By B8 —4- BE T B (P4HB) M HILRY B Cm Wl ML B L K&
HA4E.

[0265] W FEHL, 299 mT 5 NF i LU )50 4 FOAHORE b < 78 KW AN T ) BAE K
VW GRS TV E I RS AE 5 W AL T P 28 ph LG S AR B TR 1) 2 1T 3 R4
H /) S UBRAR Pl B At o AR SO AR, AR TR “AEZK HR G218 ¥ 17 $R AR AE 30 43 8h i [i)
BN T K . LI i SR FE R 28 0 2 LS AR T R R A . B
(¥9 B2 KRR T AL G P oy . (o dn 3 S L A B SR IR L /S bt sk B+ N ER A
W) e TR K AT ), S FEEAN R R BRI R D IR H s (5 0UR = — g ) A
SALRET o B RS REAE AN PR TS A4 T« SRR Sk B RS S 1T SR A K R b 44
A Sterotex ® IS ARER 1T ]y DA S A TG e . 6 36 10 21 RH A 4 o B 8 R AR B
A IR B A A R R o BT IS (108 2 1 L A S 9] A B Al B e B RR A | EL VG AR
R AT AN i o A ST T FH I, R TR e SORE SR NIl R B, HA Y
30-300°C 1 s T —H o

[0266]  7EHLERE LT, T BE T B AR KB N BIBIckE Hh R . o, R P (BME
A ) FAIRTRE CAF T 5025 R S Bl S — RIBC o I 110 18 2 42 A7) O 11 SI 09100, 5 A8 g 4y
FTAEY (9 i R E2 2R RE A TRV ) VAT 4R 2T AR (Bl 5L R AT 4 42
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JRIEN BT YE 2 AT YR AR TAELT 4E 38 ) FBEETR FUME RIS A1 o AN, TS N2 %
AT AR R TR (A SN ENR ) LA S TORE [ A

[0267]  HEKEFHEM SR A, W W FKE A, WA HVE G RS W HOR A . BiskHh,
KSR B 20 S A S HmT 5 259 — [RIBC ) T-0R0 T I HLRE Ji5 22 356 LU s KW 1
M2 il BRI AT S AN ) 0y 1 S5 T BE R AT ER

[0268] i ot L2 ) 24 W B i) 2 AR AT SR IR 25 ) R e AL 0K 2548 N B2 AR b DL R
AL E ORI 259 o A5 5005 a2« S 2 S R R 175 00, 30 K B AR ) B #A e 1
FERRIREE CL B IRES N 259 LA TR SR 1), SoA0 & B AE 8 b 1) 2500k s A A 3%
Y P SR A Y. S IE I DU LA v BCEI Ok < R REE AN PR T el
B He VG5 A VR B Zr BUAR IS R o 7E—ARIE IO RE b, Akt o 22 SLIB AR R DL b, Vs 24
YFFAEAWIBEHE T BEE VR AP HN R ES IR AR - 290R 6. w ket H s JH kR
IS — Z9WR A P RERIR DR BB ER . X et FR K 4T IR PT 7E “Remington—The
science and practice of pharmacy” (‘B BH#l — 2592 552 ), 20th Edition ( 2 20
[ ), Jennaro et.al., (Phila, Lippencott, Williams, and Wilkens,2000) 33|,

[0269] X — LB AR BT 5, A8 S 0 28 A B AR DL A2 A8 ks 1) 24 0 mT e ] B
(1o FEIXMIE DL, F 25 AN AR T3k RIS A T B b, Bl e i LR R AR ™ AR ok,
JIT IR O AR AR T8 K B >4 1) A 5 b 20500, Wt 25 g BlE I 28 R b 22 AR
PRSP TGS I B Eh IR A5 2

[0270]  fE—2BS2jtE 7 S, MORLE X ) 29038 5 7y B OE AR /K M B /K s PRI ) i
W e RS S I 25 RIOR K/ S /L, TR 2 BT S 25 0 R L B DL ARl /)
[PIRIURE o Ay b mTAl FH 24 2 AT U0 SR B B I R . AE — RSl Uy SR, i n A 2R
B BT A HL 0 AL b AN N 25 0 (] B B VRS A, ATERORE T 2K 259 1) ) Ml 4y
TEMG RS D o AERXRPG OO T, RIS N 245 Bl ez AR TS 1 ) 2 RS ) LA 1
IR ) 43 5L

[0271] SOk B ] DLZE b —Ph el 2 Phag et A . % i B /K A %0 I Jh R 1) ] 2 s ml W S AE
TORLE I RURE b FOKE A2 — RANAE KA M I 8 I S fgi] o 20 ek 3 O v i R 1
AR AR S ORI 25 B k: b o B T RARI AR 1 4 o LA, — 283
AL A v AT 7 VA AL BE, B S EEEKE ME N = k. OIE T2 B AL
WELE) 7 T B A EREE A T7 . 3R AC K B B LB ik — s R AR F AL AT Ik
Fllo BTl AL 2 A RS S A R S 2R (IR AT S ) A EAL S ik % 1 e
(genipin) o [ T IXLEAFHLFNLLAL, AL FN RN B0E O TACBE B A ((Cortesi, R, et
al.,Biomaterials 19(1998)1641-1649) o 1] F| I BE(E /7 XS IRACHE +49) Un i A5 Wi
BEIAT] Ry 2 —Prm] FH T ACIeig ™ i A N2 2 1) (GRAS) M. &, T i A U7 =i
PAETE AN (UV) RSN S 55 6 B I 3 A TG

[0272]  hyp= A — [ G800 & 259 W Boks 25 W ROk i A2 K B FL AR JZ, PRI EE B
W ARk b B 18 UL B PR 0 vk — BT AC B . AT IE PR, W IE I R AR 4 VL
(g ansd ok SRR N ) Kbl e AT A B IR NEE BT . — A TSI TR —
HEWEAOFBAR. OEE  BREENSEA.

[0273] MR AT HE A B DU BGAR K B HE I 4% . AT 2 Z2 88T 5, sk 545 $h el A0 Bk
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EEMERERZ B E e NS — B 1. 20 S FAAERET, R SR
O TEREET EREE A TUR SR 2 TAC Bk 75 B AH B i 2 B TR B n] TR R &4 4
RIRAGEERE ] 2 HF A EAEH RS/ —&.

[0274] 2. [Py il

[0275] &3 i) 1 IRGRI B A0 F 3] SR B R TR 2R RN 3 1y o S8 AR 58t )
HEARE s HATIIE 7)o ) FH AR G P s N PRI A S W P A I s 8 ] A i) % Ay s
BB ZE e, JETT B h v A L [ A4 2 [ Atk

[0276] WIS 2% b mT RS2 (B pA il 2 iR o 0 AR SO BT I “ 8007 AR EAN R T
M 7)< 73 JE 700 Rt 25 790 YR ) R AR I ) S 2R ) AR R S AL

[0277] ARt A FE R AL A W BT A 20 53, o nT A FE 3 R 5] L G Bk 3 (0 5R)AR E R AT )
T o SR TR B ) AT A DA bR 2528 SCHR P T Ik B 1) 4%, 7 40 “Pharmaceutical
dosage form tablets”, eds.Liberman et.al. (New York, Marcel Dekker, Inc.,1989),
“Remington-The science and practice of pharmacy”,20th ed., Lippincott Williams
& Wilkins, Baltimore, MD, 2000 fll “Pharmaceutical dosage forms and drug delivery
systems”,6th Edition,Ansel et al., (Media,PA :Williams and Wilkins, 1995) , iX&tZ:
5 SCRRER AL T 8 T e 3 LA R R TR AU 1) 1) S SRR O R R 2R R
WA MR R

[0278] & (1) A0 A W) oL i) SE A B FE AR AN R T 4T 4E R B G 0, o W TR 4T 4 R KPR I
FRN AT Y2 R A AT 4R 2= R TN TP 4T 4 2= IR I R 1R 2 TN FR 47 4 R BRI IR IS 5 TR TR
LI K ER IR TR TR 28 5 W) S K ZE ) mT iy D) )45 1R 18 5 44 24 EUDRAGIT ® (21 [ il 24,
Westerstadt, 7 ) [ PEERIGEIRI AR TR EE VEIRNZHE

[0279] AN Hb, A T AT AL 5 R B, 1 a0 3 S50 BRE A R IR AR E )
T FLFARH AR T PE 7 o

[0280] W] IV 2% b AT B 2 IR TR T4 HE AELAN R T 88 701 Rt 6 500 i T ) A )
5 0 R S TR R [ PR30 o R 1), AR oAy < SR 70 5] 7 30 Ay 5 o ] A% ) 28 A4 RR B 04 7
7 DA T AT ARSI FE A PR RS FH 3 R ) ) s 4 s R EORIORE R T B - RO R RS 79 B, 4
AR T B BR SV — /KA ) B RS UM RERE H BR B L AL VAT R R AT YR L g
AN TE R K ARTE R PR B R A L A AR SR R VER R A R SRR
[02811 K& 5748 H 45 T [ AR RDRG 28 M, DT DR ZE 500 282 B B v 790 S BR3) R 71
HORFRE T o G 38 BRSSO R AN R T 08 K PR BRI K WIS B2 (L EwE
R A T FURE AN B ) 2R & T I TRAR IR S PR R Tt el Ay A T B S
K EEIR AN AT AR A P4 R RN 4R ST QR MR B . & R
EVTE AR A P IR NG AL R Y MR NG IRIL R Y IRV IR 1T e L 2R e 2k
AL IR TP IR L R Y R AR TR / 28 TR IR AR IR DA S 2R LIt e A

[0282] ¥ FIAH ] AR BE R AE ™ o i A HE 79 PR S48 A R B AN PR T ReB R R 5 s i
RS R IR TR H b L BT RR IR 28 & I IE A R

[0283]  jii 7514 F T 02 10 50 B A 5 24 i Jo APt sl AR 7, L0 A0, R AEL AN R T by e
CTRVER BN B P 2L Ve KAl 2 R IR AT 4 0 RN B 4T e 32 U Bt e b B AT i 32 L T
B P IR AT R R B 5 ) 1 A ZZ Bk 1) PVP (Polyplasdone ® XL 2k H T- GAF AL TAH R 2
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A ) o

[0284]  7esE FIA H T i s e IR 25490 3 At B R, BT I (R 2540 e fifk B N FL AL, 2848 R
FA R o B AR E FIEL R AR THrsa bR T BRI 28 (BHT) (PR M iR I 3 S s
Y E 5 BVAEE Y S AL R IR Bh v W £ R IR AN 2 MR B AT B TR IR
TIRER LA S T A2 A mi A i (BHA) .

[0285]  [IRRGRIZY, v G fc 3\ v 30 B0 R BV T e ol FH T2 e It 91, — s
Z RS ) AT A 1) — i B 22 A R R R A L o 380 4 KO L kL B HE A S )
mh, Ak N B R R U 5 s e A P B 4 PR 4 B/ o RATS e ) Al ) 8 v
B o BRI AT T RSB I SR S W R Bt ] I FEHh, 7045 N\ B 450 B2 if, 259
PikiA 5 R BERNEAK.

[0286]  7E5—SKli T 5, — M ELZ R &4 5 nl 1k B ) — Fh sl Mo s PR
AU BE U o, BT Ik I 5 ) I — B 5 0 i A B AR () 7K P A B i gt 2 A B FL AL
FEWACAE BL R, ARG M I 2 BRI, F ok 1ty 1 70 B 2 I T P e 0 o 7 o/ it
T T B AR T A SR R R ok o RS SE TR Bl IC 1) 4 v 7 st el TRl B3 IR 2
[0287] AR T —SEHETT B, —MEkE M-S W) S AR — R el 2 M o R PR G
) ) ] A 0 TR 2R o 3 ) R, T L AR B R — JE N SR 0 S IR R TR A
BRRE KRS I B AR B B B B AC SR b A ERE AT T W L B AL S R/ BRELA M IR T
o

[0288] ik < T il 371 200 5 Ak ol 2% A HUEIZ % R G, 1) 40 W “Remington—The science
and practice of pharmacy”(20th ed.,Lippincott Williams & Wilkins,Baltimore,MD,
2000) P Tid . Y HUR SR BRI, A7 28 I DA ik, A o Sk B
JTtiaR o T TR SIS I R S BRI 25 s Aa R AT il SR ke B . =
o 32 ) TR PO ) 2% A B B O ANV TS RL ROK R EWIAR TR &) . PR
FE SRS AEAN PR T A A R TP I PP 26 R TR R R R SRR 4 o SRR G YA FEHA
PR T4 4R R A I CEEAT Y2, I bt IR LT e R W R N FE 4T Y 22, FR T AR 4T
YEZR, R ELLT YE S B Carbopol ® 934, M M LSRG Y. IR ITT AL &M AFEEA
PR T Ao 288 , 451 o (2 DG AR R — el R TR H it R, DA S B A0 o, A G S Ak B AR S B E AL
Y ESHIR S .

[0280]  FEHEUBALIE (STl 77 S b, BEVERD R N 2% bl G IR R &), A HE{E
AR T AR R AP B TR BRI R ) A PTG IR TR TR AR R TP R 3E 2R ) AR T A R
CERFECTR R CIETEEIRIRRE 2 ik PRI BRI R Y R (NIRIR ) B (TR
IR ) PIEA G IR AL R Y) B ( TEENGIR TR ) (B8 (WEENMEE ) (EREF ) KT
SENRTR IR RN E I 3R (ARG TERERIT ) DUA P B YA R 4 /K H i et 2R
[0290]  FEFELCRIE I SEHt 77 2P, WRIRE SV H— M el 2 M2 T MR LRV A K.
ST G R L R O A T IR, HAENF XVIT R NGB A A S m
S AR R MR I 8 2 2R A LR D

[0201]  7F— Dt 16 1) 5 i 77 58 s TR AG TR 28 6 W) O TR s T A JT 4 9 G I8 24 0] | Rohm
Pharma FJE3R1F ], kR4 N Eudragit ® 4F 73 AMIEIE RS T7 S, AR IR 28 & 400 ] Py A
PR M IR VR I ALk, BT IR R AL A B IR AT 1] Rohm Pharma 1 WA SRASH 7 20 41
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>} Eudragit ® RL30D FI Eudragit ® RS30D, Eudragit ® RL30D Fl Eudragit ® RS30D 4 H
IR AN A A IS B R AL A P IR IR G I 2R G, B e A R r e (3 ) 7
J7 TR WG 141 8 /K L Z4E Budragit ® RL30D 2 1 & 20, 7F Eudragit ® RS30D F14 1 © 40. “F
Yy 184k 150,000, WAL Edragit ® S—100 Fi Eudragit ® L-100. fUA4#r44 RL (&
BN ) MRS (RBIENE ) RIS X LR Z &R . Eudragit ® RL/RS IRETE/KAH
THATRE AR AT AR, BT R B G AH (R4 0 I 22 Bkt 2 e A6 7K P R T AL
2T Ak I BT yBiE K

[0292] DAL ATl () 58 & W7 40 Budragit ® RL/RS W] LIAT— FT 75 (1 LL A8 VR A AF — 2 DA B
SRS HA BRI A B R R SRR ) o ) A AR I RR SRR I R R 0] 1 100%
Budragit ® RL.50% Eudragit ® RL#150% Eudragit® RS F110% FEudragit® RL F190%
Fudragit ® RS 3Kf3. AU H AR T8 2 B, B ] 4o A 2LAR A TG IR 8 54, 9 v
4 Eudragit ® L.

[02903] W] REFEHh, W R VB IE R 40 BRI R 18 05 1 R R FH B0 28 Hh R ) A I RE
TR o X TG R O, P () 2598 U 1t v R I B IE MR S R A
TR LB G B9 4 R34S

[02041 DL EJI Il ()5 76 A [R] 25 0 R TSR L i) 1 28 8 m] 70 5 BR— (1 B2 T ) SR s ) i %
TP AT H G TR ) 2 5 T SRR RS BR T8 25 7 37 BRBIURURL ) 22 2 7 7R
W25 o AR B TS P A B i i R G ORISR Lo T A FH B 2B U2 B 2 e R G v
AL B FE R R 28 TSR PR e B b, AN BN ZURE I 7 2 KB R 4

[0205] 3 b AR Ak rh i R 0 B A, 1 G L R A W R BV R ) L i
IKEEWERRETIOR R EATHIHIFRE % 5 NG MR R -A 77 771 LU 1
IV NSY o T FITIA FOIRR R TR0 15 1 MR IR A 0 A Ky R R ET 4 2= L 02 45 Ry
ETUE SR PSS L R R RN R TR DL AH A mT B AR R o B AR L 46
40 2% A IS PR ey  FUBE T BRI 0 - R R AT A R AT L EHL AR I I AL BB R
B AR AT A = AT A2 ] S SRS R SRDRY G 30 G v e K« BH e LA B L LB SR
T 2R IRE R T . ARG B AR 2 5 A 458 Bl A1 08 e M VR PR TG PR 24T A 3 R R
LRI el 2 T I o 38 & B RAKER B Y) s SHEET Y 2 Fm SR v FAERS &5 1
T FALE v 50 o 00 75 B LART (b i FUFIST LA R RS b o AR 00 [ A i 47
ik I Rl T R 5 s T 2 DA A S A A A 3k v I G 3 37) o

[0296] 18 A A AU R ORI 7515, W A0 LR TR A J7 3 Bk &6 7 VR R o Bk T
AL MR R SE KBTI T AEERES T AR, 2940 5028 TR £ H Sl it S e 4G ok
Rl e ah i S AL

[0207] WA i FH 266 4 M A gl 8] A 1) 28 ke i e B 3R R TECHSR), Ik (R 58 A WO AE B ) TR
PEEREE = AN W IR T A /N i 1 AR MBS PO R

[0208] {41 funm] 38 ik FH 22k HH S )60 48 400 o0, 4 24 4 B A 5 25 () A G R ) 4% IR R
JROGR = BT . 9 WA B A AT R T8 N BRI R, AR iz 0 8
PIAZ B9 R B2 A 145 N B R 550 3 s 22 11 A0 5 250 1A 2R S OB BROBORE . I8 J2E TR B0 4 40 T
ELHE T AL TE AR AT KRR IR T WS T KR/ BT B B AR R SR A, T L mT ok
WL I AW ARSI EARN N A B A, I K RS b N B gt
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CON 102596946 A % OB B 21/31 7

Wi, 76N B B 5 s i pH B 5E rh AR 19 R ¥ B 18 M A Tk, (RIS P B A2 PR 1K) 2R 5 A7
TET T B aiE U2 45 P9 1 40 R PR R A . 0 0 FH T 52 i 2 2R R I ) B A 40 o B i
BEARTLAELZREEY, BMBRNEAAR ROEARR AT REAHRER RNETEL
Ye gk RN AR AT R TR DRI IR RN L AT Y R BRI PR AT 4 55 SR AT 4
B AT RIS TR IS I TR 2T 4 X ERIR IS B PR 4T 4 35 i X — IR MR AR ML 47 4 280 TN 4
B ZR A WAL RY) LT T WIGTR « RSN TR NG TR TR IV M R Sl R IR TG IR
S/ B LT TR M BR R IS LA R A 1) 7] 75 I 3R 45 IR R A% 4 BEudragit ® (Rohm Pharma ;
Westerstadt,Germany) B LR AG IR G, HALHE Eudragit ® L30D-55 F1 L100-55 (pH 5.5
J UL EAIEE ) | Budragit ® L-100 (pH 6.0 K& LA FA[¥ )« Eudragit ® S(oH 7.0 &L L, &
FEREAL 45 ) LA Eudragits ® NE. RL F1 RS ( B AT AN [FIFE B2 0% P F0 A I ok ) A E K
MWEEY ) s CIGFEZE BRI I WIER IR TR BN L B ER .97 TG 165 R £ 4 6 K 1R
B BE IR £ 06 5 B2 & R IL SR AN O 0 — A IR LGB L S84 s W8 A A 1) 20 6 v il S 5%
G R R BRI ATUR G s KRS A LA R I . ] 4 A R B i 241
o WA NHEHAFRRGYRZ EAK.

[0209] S HARIELACH) T 5 » A0 I BB A B8 58 5 B AR AIg P BOR N B ik vEA% FH 2%
oA [R50 16 ) B ) 28 1140 ) R RHSIURSE () AN P TRE TS Pk i o o 7 A T R R TR AR
(AR TR RN TE A R A R BE R AN T8 i 1 R 50 5

[0300] A4 4 &4 m] A 465 B0 AR R, 1 S G S ) L Rl 25 ) Fa s ) B AR A
B 1E 5 A7 AE CLg A B A (R HE M, 5 AR TERAY T EMZ 10-50wt. %o HRIH
THFAN ) SRS 28 & B VT I SRR KR TS BRI SRV IKIR T RS R
TTES TR IR = SR TR =T R SEATAR TR = SR BRI LA R S H R R . AR E
FLIE F T A8 58 73 B B0k o 378 R R 50 A S E B 1 LA R Lo AL I S L 5R L AL
BRI ER LRI s oE B o BhUi A AR FH T 08020 R TR R A 3 S T R B 2808, 3 o K44
BB R AW EER 25-100wt. %o —FrA LB A a4 H LA B
S G b AR R B A A IR R H I IR o RS P Gk dan A AR Rl ES n /b & 1) v L)
AR (B — IR ) REAARAEY.

[0301]  TII. &AL G712

[0302]  ASCHTIR AL GG BRI SERE ) Bon T BN 77 2 1-3 FEFT A 1B 0 1, BIEY R
N1, 2— T A B RRINR R , HLE R N R i FH T i) a8 A ST iR AL G R 1 (4- il
Bk -1- ST ) WRIER

[0303] 2K WA b B HRARIE AN R 1, AH R b 55 R 48 il 4 I 267 0AE — 3. eI J
BRI 5 3- K5 —4- 25 — FUEMAL G0 O, HRAR AR5 T B 28 7 038 A A HUA
WIS ZRI 1, 4- ZRR 5 SRR RV B 5 I8 7~ B 77 2 1-3 th e AE RO 5
& 3 HIE - RFEE - RUEMML AT SR PR T IS S Y 1-10 TR
[0304] 5% L. ALEW 1 (YD-04) HIE L

[0305]
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N H Mg, Gl Qo 0O

s: Ct & =

NH,OH HC! N-CI )J\)Lok

e K =]
E!;,N [~ @ -

OH OTBDMS
OTBDMS OTBDOMS
¥D-041 YD-042 YD-043

OTBDMS YD-046

TBAF

YD-04

[0306] 7% 2. (L&MW 2(YD-01) HIEHL) -
[0307]

NG [Nj MK

H AR
€l DMF 100°C 7
Ci Cl
| @ |
Y005 —Slu—?ﬂ-slu—w
OH
H H
NH,0OH HCI N
——— g
VD011 VD012 YD-013
TFA
O.N N N
¥\ 2 \_/
NN NO; ol YD-05
< EDCH
DIEA
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[0308]  J7% 3. L5 3(YD-03) FL&H) 4 (YD-07) )& Rk
[0309]

o YOD-06

o o J<
ol N-CI Ok ){u\o
Ne € K
% S

H H
Oy Ns H

NH;OH HCI z = 5
NO, NO, NO,

YD-031 YD-032

F A\
N N NO,
L
Ci ’ NENOQ NaNg
« oo

H504

¥

2 Y03

[0310]  TV. 8 FH vk

[0311] AT iR BIHew 25550 A) sk D s s ARG L BB It VA8 L BIUR DU ER I 2 1 )
RIEF ) BERALR PR ERRTT IR

[0312]  JIA 1) i S0 RNA JE BRI A PP B3 470 4 A SR RNA &5 &% (NP) » B2 45
) 5408 (DNA B RNA) AR RIS A . MR EZE QBN R A RFEENEA,
HATH £ By 6e, 1R 7040 Mz A g0 i s (R RR 3l LA S Se A i e R R T RNA 5V B
HIFIALEE . NP 525 P S AL i B AT R R4l e K 2> TAH AR A Frik i 4 e K2 T Efs
A5 (RNA LR B RNA AKHPE RNA 8 G RELL SR BRI . NP 578 E 20k G wnllzhE
1) RS AN 2 B2 73 DL RNA e AE BLAE R o =8I T BB & NP
()45 5 3B (1) 5 A 07 25 L F5 /R L RNA &5 S 80D 2 3 AT Al

[0313]  ANSZATAHRE 2 KB L0, R A SO R AL G VE FWLEIE e 45 G s % i
1 (NP) , ¥ Qi B 5, LA TR B AR AR N 2 4o

[0314]  FE—SKJt 77 &P, ASCHTIR BP0 #5555 T AL 5161 [ 1K /ME (nucleozin
GEARE) 255 BRI 280311 (VYGSAVASGYDFEREGYS LVGIDPFRLLQNSQ) (SEQ ID NO :1) o
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CON 102596946 A % OB B 24/31 7

TR LCHE BL () — 2 A R A = AN IR E (280-287.291 ~ 294 F1 301-309) , i 1ot 58 i [A) 7%
FEITE U B A R

[0315] NP HI 5] w7 A T g /0 R 2 ol &0 B k2 N309, il i i K /B F 5 Y289 AH
HAEH, GV EIZRA A 5 Y289 IZRI-AT , 1 HAX A ER R EE S A2 3. 2-4.3 A
Z 18],

[0316]  7E— H ARSI Ty S, NP JPHIFA 455 70 /D P i AL &9 55% 5 5287 TE A
B, AE—LBST Ty Serh, BUWEE A A AR A A R, el 5 DL E TS 2R R AL .
HRBURER A 55% 5L 465-470 (/541 :ELSDEK) (SEQ ID NO :2) K& 3L 22-26 ( J5371) :ATEIR)
(SEQ ID NO :3) &L A22-47L (J74) :ATEIRASVGKMIDGIGRFYIQMCTEL) (SEQ ID NO :4) . R55
B A A i

[0317] 75555t /7 &, NP 55 5 AR AL O B % BRI RNA S5 G 45 . 7EIX—
ST 22T, NP IR T RNA 45 &S5RI , FF 5555 Q364 Fi V363 B a5, M BH ik
RNA 1EN & 2RG 2 BRI MR, Ik 256 S5 M IR BT 57 T 2 B AR SR 2 TR)FK Y A . Y148
A HLThRE A [ 52 RNA (155 — Mot .

[0318]  7E 55—t 7 Zh, 7B 14 1) NP 570 55 s 22 10 R S IR R 45 o FEIX— 5K
i 77 &, NP HEIRIAL T ARV AR S B339 [ R MM A 45 & N, FF 55k V186, R267 Al
G268 LA B TEIX—S5A 48 1) NP JIIRIBAR T2k B T 55— SR 1K E339 H11 R416 [A] By
A

[0319]  B. fEfiGsT BIWNE

[0320]  R] M F A S AT il B4k & A R AH-G 4 T BT BRA T FH A R R G B R ) 0 25 5 | AR 1)
TR RIS, BRI G T HES ) I FL BRI NS R IS e . T IR B4k S i
THRIT A MES Y, JCI 2 NSRRI T, JUH 2RI R R 5 o VAT I
T YRR I 7= A2 A S 505 L 51 ASBR T CMV . RSV v 2201 HIV J& e, LA AT VIR
S i 28 R AT ATDS 950 o TR B2 2 28 2 4 o3 A0 B AR U TP LN IR B AR 1) 0 B4 )
K, A T | PR AN

[0321]  7E—LE5jt 7y S, A T Ba T7 BB B T B s o TR IR SE it 77 2 h, B
R RIS PRI B T 36 57 BT PR A B Bk 4t o ] AR S B 5 R (R 5 T B
7 [ B R BT 240 FE HINL L H2N2, H3N2 . H5N1 . H7N7 . HIN2, HON2, H7N2, H7N3 F1 HION7, 7F
P St 7 G, A2 B 570 e HINT 25 H3N2 JiT 5 1S ) FR 2R B B bR YR T 2
TEFE.

[0322] C. =

[0323] i E il 77 PHL L E s B AR A TG B e o B3R DGk TR 2 IR 22, B0 AT BB AR AE
BRI TP B 5 N IR BR S DL R e RE IR B AR 25 7 DX sk Y R IS 1)

[0324]  DUIL IR0 AW A FOLT 228 P % 02 I B 284 &) . R &9 )8 T80 T-VI,
TR GV TT B LRI K2y 0. 1-250mg/ke/ H, Hi% 0. 2-250mg/kg/ H o

[0325] fbG Ak CUIREE ot igte s ¥ N E R T s e i va 7 m Bl BABL K2y
0. 1- K%y 500mg/ kg M5 E K LR 25, ik K2 0. 5-250mg/kg/ H, B HE5 T— IR EH
Ko

[0326]  BL T4 v y7 SR8 () AR BRI 06 BL R W AR At 3 R N 52 2 00 ) T IR 8 1) o 25
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IR AR LR R 2 5

ST {5

[0327]  AH KR4

[0328]  JjiEE

[03290]  7E Madin-Darby R'& (MDCK) 41 1458 A\WSN\33 Wi 5 75 YL MDCK 41
JH 3 5% A T 1 50 4 R 48 s AR RN i ORI B IURL IEAifi A7 E —T0°CUKAR L E R A A ik
A AL B AR A/ BRRE /1194/04 AR T X IR A, IOIR 1B 25 90 B3 110 PR 38 W 55 73 i A7
T -T0CHRBMEH M1k,

[0330] By &

[0331] s FH 25 SR /Dl 5 1 72 AL 500 MDCK 48 e b At 8s B AHINTYWSNY 33 [ fR1 4%
Vo

[0332]  7F 24 FLAZUEE MR E— X = A hidiAT PRA JIE . REEANINAT—RAEH WA 10%
G-I (FBS) (A% R IR T 85 9758 (BMEM) DL 11X 10° N4 / FLEEF MDCK 41 .
16-24 /NI S, H4 100-200 Uik A/WSN/33 il 25 1K BETE A7 (PRU) s I 217 A B AN
LAV R ZMM. AR PILEY 1-10 FNRIREEEAN R .. Wl R4: &
(s B BRI, 75 37°C, 5% CO, T ARV EREK G4 M 1. 5-2 /Nif o I EMEM $E% B = 40 i —
VARG & 1Y% AR S B IR B 5 1% FBS () EMEM Il 1w g/ml TPCK JHEEE BB 5. 4
T I E YA TR E S E T .

[0333]  {E37°C.5% CO, I, PAIFEE 72 /Mo FERHYST 72 /I, A 10 % [ 5 40 i 3
NI ISP BGRAE 1% D] (Virkon) JHEERIT 5 73080 ARG L BIHEZEIE 0. 7% 45 i
KU REA MG THEUREBA LS. M EMUEE YIRS, #E AR T X
W RIS AEY) ) RS E 5 te X TRAMEEW, 22 AR T FD I AAFLE N X
W28 BE T R (PFU) (PRU 8D % ) 530RA0 A0 B BE I R 0 i 42 ol it 22 0 1
IS 2550 20K E EC,, HARK IR D 50 % K195 85 PFU BT BRI Wk S . 45 KR Atk
AL B H 20 O Bos TEIF . By B inaEZE 1 518,

[0334] 41w I e

[0335] i il 3-(4,5- — FRFEMEMe —2— Jk ) -2, 5— —ZRFLPYMe (MTT, Sigma—Aldrich, USA)
e 259 1-10 B fesetE . Wk 7E P i 96 FLA0N & AR 4 Vero 4 sl MDCK 44
L LL 20, 000 40 / FLEERD T AKFR R 100 1w 1 A5 10 % A4 135 (9 EMEM 4T 1% 00 5E o
JFE 24 /MBS, H PBS BRI 41 B UK, 2R J5 B N4k & 4 i A T 66 1) EMEM S5 e o 48
WEY G, 15 37°C.5% CO, N FHIFE 4 24 /Mo [ BEFLAS N MTT 2521 0. 5mg/ml )5 2%
W, 1E37°C.5% CO, T HMFE P 4 /M. WEMEE, M LIS 10% H ke
FRRRI) 0. OIM R (HC1) 100 1 1 LME4H M-S fd 95 8 A , 640nm 754 275 A, 7 570nm
AETEECPAR . MTT Hl Al SR 32 TC,, HARGR D 50 %6 B MTT 132 B BT 75 2 1
WAL

[0336]  SEHEM 1. A& 1 (YD-04) HIH K

[0337] AR TE 1 BRE T REMNED 1. WED 2.3 R 4 5 & BT ER7AE
STt Wos T 77 %8 2 3 DURREAE & e A AL G4 1 IR R AN [
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[0338]  YD-041 &5k

[0339] BRGNS IN AU T 2 I SUEST (6. 8g,45. Ommol) WK S 4L (50ml) ¥
PEXNFRE R TR (3. 7g,30. Ommol) F =& (6. 3ml,45. Ommol) HIJTE/K S %% (50ml)
W ZE TR IR RIRR A 2 /DR SRR K (ooml) « - A HLE, & H
BEABUKIZ . FK BB KPR & IF A NUE I B ST . I8R5, B2
Wik CHMEE © ZRROEE=9 @ 1) H—Baifb Frai 3 sk, Wi =422 G 7= )
YD-041 (7. 29¢) »

[0340]  1LA&4) YD-042 )5 Rk

[0341]  =JE T4 YD-041 (1. 18g,5mmol) 5 EREENZ (1. 15g,16. bmmol) ¥fE T Jo/K LT
(10mL) 7, PR J5 B A W mE (20mL) FF RIS HFE o 230 N bk t e 1s 2 KR 549 30 73 8h9R
Ja IR AR B 40 438 o 58 UG A S NTRA P74 1 28 2538 AN N 37 % Eh RV (2mL) FK
(7. 5mL) WIRA Y. 4 LA B PVR APk 48 25 R S =0 2 — S BRAERG,
MR R KRG ANUZ I IR ST 1. SRR E, @A ZE CAmsE @ LR OB
=11 : 1) 2R R s RY, A=A s ek YD-042 (0. 862g,78% ) » 'H NMR (400MHz,
CDCL,) , 68.48(br s, 1H,—-0H),8. 10 (s, 1H,N = CH), 7. 45(d, ] = 8. 6Hz, 2H, Ar-1) , 6. 84 (d,
J = 8. 6Hz, 2H, Ar-H) , 0. 98 (s, 9H, —C (CH,) ) , 0. 21 (s, 6H, 2SiCH,)

[0342] LA YD-043 5 Rk

[0343] 44 YD-042 (810mg, 3. 2mmol) ¥ T Je/K — H 5L Wi HZ (4ml) SRJE7AHI 2 0°C B fy
IS N-SUACHE B % (NCS, 452mg, 3. 2mmo 1) FEHEHE » BEBRVA KM FEAE S0 T ik SV iR
HW LN o 5ERE RIS NS N IR E PR 4 A5 17K IF FH SBEAE B I A3 2 VR &
Yo FAKVEEANUZ 3 KIFHIRBREET 1. LLJEIRAR 5 3R 13 3% (iR KL YD-043 (884mg,
96% ) .

[0344]  ALAH) YD-044 FRE ik

[0345] 0 C & & W ¥ 0 & A i YD-043(884mg, 3. Immol) ) & JiE (8mL) ¥ W &=
YD-06 (737mg, 3. 8mmo1) ) & JF (40mL) ¥ . 0°C T HiFE HH LAS B FVR-E 2 /N o S8R
B INUKK (4mL) FFAER N B 25 46 K 2 BUHH ) S 7K I FH S BE A< B HH 0 A5 B VR &
Yo FIKBERANLZ 3 IR, WA ER KBS 1 IRIF B ER B 058 . I Bk 4 J5 , Ja s T B A2
ik CHMBE @ 2R CER= 15 & 1) Aifbi R W), Wi A= 3 Ak YD-044 (627mg, 52% ) .
TH NMR (400MHz, CDCL,), 67.48(d, J = 8. 6Hz, 2H, Ar-H),6.89(d, J = 8. 6Hz, 2H, Ar-H),
2.69 (s, 3H, —CH,) , 1. 44 (s, 9H, 0-C(CH,) ;) , 0. 99 (s, 9H, Si—C(CH,),) ,0. 21 (s, 6H, 2SiCH,).
[0346] 41L& YD-045 14k

[0347] % YD-044 (3. 23g, 8. 3mmol) WA T =% LR (10mL) JF7E =8 T i+ H 15 21
RV 30 738 IR T R =R SR IR RWEEIE T S Wb o U0 i 18K LA )
Ghibho I UE MU TS, ST B A R 45 YD-045 (1. 327,48 % ), 4 4 146-148°C 5
'H NMR (400MHz, CDCL,), 87.54(d, J = 8. 6Hz,2H, Ar-H),6.89(d, | = 8. 6Hz, 2H, Ar-H),
2.75(s, 3H, —CH,) , 1. 00 (s, 9H, Si—C(CH,) ,) , 0. 23 (s, 6H, 2SiCH,) »

[0348]  4L& ) YD-046 (14 ik

[0349]  KIRIION, N- —SFHE % (DIEA, 103mg, 0. 80mmol) « YD-05 (128mg, 0. 53mmo1)
Fo 1= 43 —3- (3 ZFEFEAEE ) B W% (EDCIT, 406mg, 2. 13mmol) %% YD-045 (177mg,
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0.53mmol) MITE/K & Fhe (SmL) W%, =30 FHHHE R EY 3 PR H
CTRATPEME. EANUE, 2N SRR K R SR AR, BRI L i U
K. BISFEZNE CAMBE © CRRAEE=3 @ 1) #—Paitb b B2 ey, A
T 7= A2 v 8 R B A& YD-046 (141mg, 48% ). 'H NMR (400MHz, CD,COCD,), 88.19(d, J =
2. THz, 1H, Ar-H), 8. 12(dd, ] = 9, 2. THz, 1H, Ar-H) , 7. 61 (d, ] = 8. THz, 2H, Ar-H), 7. 19(d,
J = 9Hz, IH, Ar-H),7.02(d, J = 8. THz, 2H, Ar-H),3.91 (br s,2H, CH,),3.44(br s,2H,
CH,) »3. 27 (br s, 2H, CH,), 2. 86 (br s,2H, CH,) , 2. 50 (s, 3H, —CH,) , 0. 97 (s, 9H, Si—C(CH,) ) »
0. 23 (s, 6H, 2SiCH,) .

[0350] L&) 1 (YD-04) )5 R

[0351] % YD-046 (67mg, 0. 12mmol) ¥ f& T JC/K VY PR MG (4mL) FF s n VY 1E T 2& Ak
% (TBAF,63mg, 0. 24mmol) » Zi T Hi: th A3 2 PR G4 30 4380 W48 )5, @ik 42T
% CAMEE D CRRATE=1 ¢ 1) 4Lk KRW, Wi 7= A # ER K YD-04 (31mg, 58% )
235-240°C 4 it o

[0352]  1H NMR (400MHz,DMSO-d6) , 8 9. 96 (br s, 1H,~O0H),8. 23(d, J = 2. 6Hz, 1H,1’' -H),
8.14(dd,J = 9,2.6Hz, 1H,2" -H),7.44(d,J = 8. THz, 2H, 2-H, 3-H) , 7. 21 (d, ] = 9Hz, 1H,
3" -H),6.89(d, ] =S8. 3Hz, 2H, 1-H,4-H) , 3. 82 (br s, 2H,CH,),3. 36 (br s, 2H,CH,) ,3. 21 (br
s, 2H, CH,) , 2. 89 (br s, 2H, CH,) , 2. 46 (s, 3H, —CH,) »

[0353] '°C NMR (100MHz, DMSO-d6) & 168. 3,161.5,159. 3,159. 2,154. 0, 141. 8,
128.7,126.3,125.9,123.6,120.6,118.5,115.8,110.4,50. 1,49.7,46.2,41.2,11. 3 ;
LRMS (APT-ES) :443 (M'+H) ,

[0354]  SZJf 2 A5 2 (YD-01) 1B

[0355] 7% 2 P B R TALEW 2(YD-01) TEE5H B .

[0356] A& YD-O11 FI& ik

[0357] #ZK FFEE (10.60g,0. 10mol) A1 Eh R ¥4 % (22. 94g,0. 33mol) ¥R T 90 % & I
(330mL) o A IS I AR AR Z T pH I A 50 ZIR N HERE H AR B IR 30 4
BhIFF N 19 30 0 Bh o B S B TR A VA B 2 2508, IS NI &5 (1) 58 (40mL) F7K (50mL)
R G, B KRG R IR AR =02 —. B 8 e A BUR G (178 &4 I F o 2
IKEEBANLE, ToKI IR BT 15, B8R, P AR s L R il o 0 B8 2518 (40mmHg,
150-155°C ) Al ALK Hil v, AT AR S Ea iR YD-011 (9. 87g,82% 7% ) , Ho— H it g &
TE K At im e A s X 1R 53 5 A AR ] 4 TLC A 21

[0358]  'H-NMR (400MHz, CDC1,) 89.01 (br s, IH, -OH),8. 17 (s, IH, = CH),7. 59-7. 56 (m,
2H, Ar-H), 7. 40-7. 35 (m, 3H, Ar-H) .

[0359] L& 4 YD-012 4 Rk

[0360] O °C ' 4% ¥ ¥ o N- & 3% 31 B W % (NCS, 8. 79g,66mmol) £ & YD-011 (2g,
16. 53mmol) [ /K Z & FHEH I B bE . KRG WA 2 S R ke 2 /AN s oK
(50mL) 2 ]k MIBG W 72 & T Lt (20mL*3) ZE UK JZ, HI A oK vE kA IF 1
BHE, TR BREE T L yg S B AWk 45 . K= W0k h J2 M ik, PR P32 3568 0 140 A i 1k
(100 : 150 : 1) K2R ZESHEML, M7= 42 YD-012 (1. 02g,40% =% ) o MiAF [ 2 A
S SERRE A TLC AR, T YD-012 AR e d A T F— S8 A —2
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afifk,

[0361]  {L&4) YD-06 K5

[0362] GRS /S IR A (1M, 28. 64mL) ¥ PYS AR (THF) ¥R 2 2L RARUT
g (5. 2mL) 1 ZBEE (100ml) ¥ LS I E ek 4 R UTie R NIRG Y. W g0iie it
T A K ) YD-06

[0363] LA YD-013 4 Ak

[0364] ¥ AH I YD-06 (1. 0g, 5. Immol) ¥R T LG (50mL) FREHEA A E A2 0°C. B
& 4&4 YD-012 (0. 65g,4. 2mmol) ¥ ZJE (10mL) FH 2 YD-06 FH IR 0°C i
RIREY 2 /N FRAINOKK (4ml) o L7 RIRE Y Bk R AR T /K P IR =& F
PEREL . BN ERK PR HUZ  TCK B BN T « I 98 S B0 28 ok 4 LU= A R I R R R »
LI A E (60-90°C ) A BEME IAEIE M A2 K B E ¥ [ 44 YD-013 (510mg, 47 % 7
# ), "H-NMR (400MHz, CDC1,) & 7. 59-7. 56 (m, 2H, Ar-H) ,7. 47-7. 40 (m, 3H, Ar-H),2. 71 (s,
3H, —=CH,) » 1. 41 (s, 9H, —C(CH,) 5)

[0365]  1L&4) YD-014 5 Rk

[0366] Kk A4 YD-013 (186mg,0. 718mmol) ¥ T = LR (GmL) JF7E =i o FE%
VA NI ELAS PR IS B S CABR 22 =R LR N I R e A VA TR T 2R U
Wo KGRRWEEET LB, B A A BT RS, BddE LT TR &
tBm A E W YD-014 . RS BRI, B A E T, & 1 % B OK B IR 1A i Tk — 1R
LM (3 1 1) BRI, M =42 A [ A YD-014. SEAb A E 4 E R N 115mg (79% 7
#), "H-NMR (400MHz, CDC13) & 7. 65-7. 62 (m, 2H, Ar-H) , 7. 51-7. 42 (m, 3H, Ar-H), 2. 77 (s,
3H, —CH3) .

[0367]1  4L& ) YD-05 [1E K

[0368]  EIHISIN T 3,4- “RUAHEEA (1. 64g,8. 6mmol) [N, N- — R FWEI% (15mL) %5
2 EURIE (3. 73g,43. 4mmol) ¥ N, N- Z B FFELIE (11ml) BRI N ke . ¥ thth1g
IR EWINFAZE 100°CH4EFRRAE MRS 5 /NI o R R VIR G074 H1 22 30 O 1 23 vk 4 LA
BR 2 N, N- HFL ARG . B AR b (25mL) R LIS BRI A . I VRLRT B BR SN
WRPEEAVUZ , JoKBR RN T-1, 1 8 SR o B RIAE AT AR (3 ¢ 1) g, -
A B AL A YD-05 (1. 77g,85% =% ). "H NMR (400MHz, CDC13) & 8. 24 (d, J = 2. 6Hz,
1H, Ar-H),8. 09 (dd, ] = 9, 2. 6Hz, LH, Ar-H), 7. 04(d, ] = 9Hz, 1H, Ar-H) , 3. 20-3. 18 (m, 4H,
2CH2) , 3. 08-3. 06 (m, 4H, 2CH,) , 1. 93 (br s, 1H, NH) ,

[0369]  ALAH 2(YD-01) [E K

[0370] 4K YR &R N — 5 A 3 2 W% (DIEA, 305mg, 2. 36mmol) « YD-05 (380mg, 1. 58mmo1) F
1-(3- = W IE 2 N 55 ) -3- £ & — Wiz (EDCI, 1. 2g, 6. 30mmol) % & YD-014 (320mg,
1. 58mmol) f{JEAK A ke (10mL) V. =i N HiFE bR R RAY 2 /iy, F &P
BRI SR AW WU A B A AN KIS (M) AR AT 2 /K PR 355 o A HLE T TE /K B B
T I Sk A . TRARYNEE A E TS, HAMBER R C8E (3 0 1) YR, A=A
HE [E A YD-01 (290mg, 43% 773 ) ,

[0371]  'H-NMR (400MHz, DMS0-d6) & 8. 23(d, IH, J = 2.6Hz,1’ -H),8.15(dd, IH, ] =9,
2.6Hz,2" -H),7.63-7.60 (m,2H, 1-H,5-H), 7. 55-7. 52 (m, 3H, 2-H, 3-H, 4-1) , 7. 20 (d, IH, J
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= 9Hz,3' -H),3.81(br s,2H, CH,),3.39 (br s,2H, CH,),3.20 (br s,2H, CH,),2.85(br s,

2H, CH,) , 2. 50 (s, 3H, —CH,) ;

[0372]  '*C-NMR (100MHz, DMSO-d6) & 168.8,161.2,159.6,153.9,141.9,130. 2,

129.1,127.9,127.3,126.3,125.9,123.7,120.6,110.7,50. 1,49.7,46.3,41.3,11. 4 ;

LRMS (APT-ES) :427 (M™+H) ,

[0373]  SEHEMH 3. A 3(YD-07) 16 Ak

[0374] 5% 3 PR THAY 3(YD-07) fE45H b HIA R

[0375]  ALA54 YD-031 [6 Ak

[0376] ‘=3 N ATANEE L IS (4. 53g,0. 03mol) FlEREEF2 I (6. 87g,0.099mol) WHE T

90% LEE (100ml) o 8 s IS A AL R RN [ NI A P01 pH 1A 22 5, 230 T P ke i 11
BIRIESE 30 4380, R JG IR IEIA 4 /NN o S8R, Bk ROV -G 74 51 22 200 IR

TERE O BSINKIEH R P AR 1S 2 R R A . R EoK SRR & A NLZ

HHMBRET . BRZEHHE, IS AT AR M A K YD-031, #4558 127-129°C;1H

NMR (400MHz , CDC1,) & 8. 26(d, ] = 8. 8Hz, 2H, Ar-H) , 8. 21 (s, IH,N = CH) , 7. 98 (s, 1H,—0H) ,

7.75(d, J = 8. 8Hz, 2H, Ar-H) .

[0377]  ALA4) YD-032 [¥E ik

[0378] % YD-031 (887mg, 5. 3mmol) A T Jo/K — 2L FELIEZ (4. 6mL) FHRr s 21 2

0°Co BN N- FIEHIWE % (800mg, 6. Ommol) FHHHE: . BRI /KA FF 70 Z I P HiHe th

AR EY 4 /N o SERUE, BIRINUKZK (20mL) I H SBEAEEL 1S B RG . H

IKBEFANLZ 3 Ik, FEAER ARG 1R, DRI T o 198 5 B 250 50 AT ™ A6 1 [

A YD-032 (1. 064g, 100% ). "H NMR (400MHz, CDC1,) , § 8. 37 (s, 1H,—-0H) , 8. 27 (d, ] = 8. 8Hz,

2H, Ar-H),8. 04 (d, J = 8. 8Hz, 2H, Ar-H) .

[0379] L&) YD-033 FIE ik

[0380] 0 °C & ¥ fn & #H ) YD-032(1g,5. Oommol) ) & JiF (25ml) ¥ & & & i il

YD-06 (1. 213g, 6. 2mmol) L JiE (60ml) WBIFFINHE . 0°C R HiH: th A3 2 IR 2 /)y

I o SERUE, RIS INVKOK (4ml) FFAER T B 25 48 K 22 BRIV 1)« P ZK AR T80 4% B9 A4 0 FH

TRMGEAR . R R 7J<5E FANUEFE MR BT ok yE R 20 a , B A =T

% CRMBE . ZROHE= 10 @ 1) 4ifbBRRW), A=Az st 7 dib Ak YD-033 (1. 239g,

78% ). 15 86-87°C ;'H NMR(4OOMHZ, CDC1,) 68.31(d, J] = 8.8Hz,2H, Ar-H),7.81(d, J

= 8. 8Hz, 2H, Ar-H) , 2. 75 (s, 3H, —CH,) , 1. 46 (s, 9H, 0-C(CH,) ) -

[0381]  {L&4 YD-034 114 1%

[0382] % YD-033(100mg, 0. 33mmol) Fl &AL 4% — /K54 (371mg, L. 64mmol) VA T

K (Tml) FF4 HH AT B0 BN AR FI 16 /Do 8 RONIR A P73 H 2 =l 0

I & VoK . JBIEES I 20 %6 JC KRR FR A TR0 B IS B RR-SE) pH &2 8. 4 TR
BEAHU , B KRG ANUE I BB T8 . 1 D4 o A8 R AT (A ahiE @ 1%

LlE=5 o 1) BT MR R W2k, =4 B EE R & YD-034 (72mg,80% ) o 'H

NMR (400MHz , CDC1,) 6 7. 42(d, J = 8. 6Hz, 2H, Ar-H) , 6. 69 (d, ] = 8. 6Hz, 2H, Ar-H) , 3. 78 (br

s, 20, NH,) , 2. 66 (s, 3H, —CH,) , 1. 47 (s, 9H, 0-C(CH,) ;)

[0383] {44 YD-038 [5G ik
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[0384]  # YD-034 (1. 0g, 3. 65mmol) ¥ f# T — 9 & & (5ml) Jf 7E = i T i ¥ 1 /)
o PR B E =W R IFE R 5 Z F T G L Pk, AT AR I B 6 A
YD-038 (810mg) »

[0385]  ALA4) 3(YD-03) (KA K

[0386]  AKIRESIIN, N- 53 PA3E 2% (DIEA, 138mg, 1. 08mmol) . YD-05 (207mg, 0. 86mmo1)
F1 EDCI (550mg, 2. 88mmol) %75 ¥ 1 YD-038 (157mg, 0. 72mmol) /K & 4% (SmL) %
W TRV TR A RIFIREWHEE 4 /DR EH A PR . A oM SR i
IKFIEANER ARG ARIR AW « AW I RN T4 1o v Sk 4 o A 2 ChimsE
LIROHE= 2 o 1) A PraRAT IR, T A5 5 (ks R YD-03 (173mg, 49% )
[0387] 'H NMR(400MHz, DMSO-d6), §8.24(d, J = 2.7Hz,1H,1 ‘-H),8.15(dd, J = 9,
2. THz, 11,2’ -H),7.28(d, J = 8. 6Hz,2H,2-H,3-H),7.19(d, J = 9Hz, 11,3’ -H),6.63(d,
J = 8.6Hz, 2H, 1-H,4-H) ,5. 60 (br s,2H, NI,),3. 81 (br s, 2H, CH,),3.34(br s,2H, CHL,),
3.20(br s,2H, CH,),2. 86 (br s,2H, CH,), 2. 42 (s, 3H, —CH,) ;

[0388] '°C NMR (100MHz, DMSO-d6), & 167.9,161.8,159.5,154.0,150.7,141.9,
128.2,126.4,125.9,123.7,120.6,114.5,113.7,110. 2,50.0,49. 8,46. 3,41.2,11.4 ;
LRMS (APT-ES) :442 (M++H) ,

[0389]  SEHEM 4. LAY 4 (YD-0T) K16 Ak

[0390]  K4k44) YD-03 (50mg, 0. 1134mmol) AR T 6MAREE (1ml) 4 b A5 B4
HIAR 0Co B IMEASEREY (7. 2mg, 0. 136mmol) MK (0. 5mL) FEFIBTHERE. K H b
RSV FHEE 30 20 B FIIN 4ERFR AL 5°CLL R o W nE &L (125mg, 1. 923mmol)
FI7KEHE (Iml) JEBEE T R R SE . KRBT IRA YT BEE 2 /. LR L1
WG, ARG GE IR MANZE IR M RS T 8. W% )5, Wk ENE (4
B . ZROER=4 @ 1) 4P A5 KR, i 4 5% s (8 K YD-07 (38mg, 72% ) »
" NMR (400MHz, DMSO-d6), 88.24(d, J = 2. 7Hz, 10,1’ -H),8.16(dd, J = 9,2. THz, 1H,
2" -H),7.66(d, J = 8. 6Hz,2H,2-H,3-H),7.28(d, ] = 8. 6Hz, 2H, 1-H,4-H) ,7. 24(d, | =
9Hz, 1H,3' -H),3.83(br s,2H,CH,),3.44(br s,2H,CH,),3.24(br s,2H,CH,),2.95(br s,
2H, CH,) , 2. 49 (s, 3H, —CH,) ;

[0391]  >C NMR (100MHz, DMSO-d6) 6 168.7,161.1,158.9,154.0,141.8,141. 4,
128.9,126.3,125.9,124.5,123.7,120.7,119.9,110. 5,50. 3,49. 7,46. 3,41. 3,11. 4 ;
LRMS (APT-ES) :468 (M™+H) ,

[0392]  SCJtEf 5. tLEH 5-10 KA K

[0393] AR 7 E 2 il &ALAY) 5, H 2 A SR AR 2R SR ML

[0394] ARV TALEW 5 BT 2 Hl&AEY 6, (LA HHI % B 2- IR K YD-05
[¥) 2— FAELATAEM AR IRRE

[0395] AR FH T FH 77 % 2 WAL 540 6 17 52 2 Hil A 540 7, AF 2 28 PR A R 4B U
A A ARG

[0396] AR TG 2 7 & 2 HI& LAY 8, (HR A 4- IHEE R 3, 4- &
TR,

[0397]  ARYEH TG 2 W75 2 Hl&EY 9, HEH 2,6— — R0 PREATVES A
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TE R BIEY) o

[0398]  ARYEH TG 8 I 7 & 2 &AW 10, (HRAF 2, 3- ZFUHE R 3,4-=
SRR RN R T

[0399]  SEjEf 6. A4 1-10 BIPT EEIE TE

[0400]  HEALIEAY) 1-10 Pras T HIORSE N, BT S BEA I E o XL 5P
MDCK & Jitg A 95 75 45 BE K T 1, X TAL-& 4 1-10, ECy, 23 5124 0. 05.0. 06.0. 56.0. 25.0. 04,
0.21.0.8.5. 1,12 #1125 u M( W.J& 1b.2b.3b.4b.5b.6b.7b.8b.9b F 10b) ,

[0401]  JW5EALA4 1-10 XF MDCK Fl Vero 4 Ja i 40 Mo 55 Pk IR A6 &4 9 B S T
0-250 M, HE R B /R TR 1 b Prk s R K U465 1-10 76 MDCK Fil Vero 4 i Hh 1)
TCsy #EAE 250 u M LA o X TALEH 1-10, B MDCK 4H ffa b TC,,/ECs, [ LG 3 2 Ik £k
82 (S BR TR 1. 85 3R BX — WIS S8 3 0 TR FL sl W 4t M2 o a1 o
[0402] 3R 1. 41L& 1-10 Wb asig b

[0403]
ot |peatd | MDORER | Vel L=tk
@M) @M (uM) B(Sh

1 0.05 >250 >250 >5000
2 0.06 >250 >250 >4167
3 0.056 >250 >250 >4464
4 0.25 >250 >250 >1000
5 0.04 >250 ‘ >250 >6250
6 0.21 >250 >250 >1190
7 0.8 >250 >250 >313

8 5.1 >250 >250 >49

9 12 >250 >250 >21

10 25 >250 >250 >10

[0404] BRAE 5 58 S A SCHTAS A BT A BRI AR TR S BAT JE T BT Ak W 4k 1)
PR G H B SCo AT 5 AT AR S e M B 5 LI RIARHR YR 225 R
I

[0405]  ACHIIEAN 53 24 PR s REAS 1 8 A SCHTIR AU AT 1 IUSE SR, VF 2 AR
TARKRAARIETT 5o BARAE LT AIBOM ZR A 85 R SE F
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[0001]

[0002]

<110>
<120>
<130>
<160>
<170>
<2107
211>
<212>
<2135

<400>

DEIIES
RN
FUR A Y M FL & FE F 77 1%
FPCH10160077P
8
PatentIn version 3.5
1
32
PRT
I B

1

Val Tyr Gly Ser Ala Val Ala Ser Gly Tyr Asp Phe Glu Arg Glu Gly

1

) 10 15

Tyr Ser Leu Val Gly Ile Asp Pro Phe Arg Leu Leu Gln Asn Ser Gln

210>
211>
212>
213>

<400>

1

<210>
<2115
<2125
<2135

<400>

20 25 30

Glu Leu Ser Asp Glu Lys
5

Ala Thr Glu Ile Arg

1

210>
211>
212>
213>

<400>

5

4

26
PRT
TR T

4

Ala Thr Glu Tle Arg Ala Ser Val Gly Lys Met Ile Asp Gly lle Gly

1
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[0003]

1

10

Arg Phe Tyr Ile Gln Met Cys Thr Glu Leu

210>
Q211>
212>
213>

<400>
Met Ala
1

Gly Glu

Ile Gly

Leu Ser

Arg Met
65

Glu His

Tyr Arg

Lys Glu

Ala Thr
130

Asp Ala
145

Pro Arg

5
498
PRT

R

5

Ser

Arg

Gly

35

Asp

Val

Pro

Arg

Glu
115
Ala

Thr

Met

20

Gln

Gln

20

Ile

Tyr

Leu

Ser

Val

100

Ile

Gly

Tyr

Gly

Asn

Gly

Glu

Ser

Ala

85

Asn

Arg

Leu

Gln

Cys Ser

165

Thr

Ala

Arg

Gly

Ala

70

Gly

Gly

Arg

Thr

Arg

150

Leu

Lys

Thr

Phe

Arg

Phe

Lys

Lys

Ile

His

135

Thr

Met

Arg

Glu

Tyr

40

Leu

Asp

Asp

Trp

Trp

120

Met

Arg

Gln

25

Ser

Ile

25

Ile

Ile

Glu

Pro

Met

105

Arg

Met

Ala

Gly

38

Tyr

10

Arg

Gln

Gln

Arg

Lys

90

Arg

Gln

Ile

Leu

Ser
170

Glu

Ala

Met

Asn

Arg

75

Lys

Glu

Ala

Val
1565

Thr

Gln

Ser

Cys

Ser

60

Asn

Thr

Leu

Asn

His

140

Arg

Leu

Met

Val

Thr

45

Leu

Gly

Ile

Asn

125

Ser

Thr

Pro

Glu

Gly

30

Glu

Thr

Tyr

Gly

Leu

110

Gly

Asn

Gly

Arg

15

Thr

Lys

Leu

Tle

Leu

Pro

95

Tyr

Asp

Leu

Met

Arg
175

Asp

Met

Lys

Glu

Glu

Ile

Asp

Asp

Asn

Asp

160

Ser
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[0004]

Gly Ala Ala

Leu

Gly

Ile

225

Gln

Thr

Lys

Tyr

Arg

305

Asn

Ala

Val

Glu

Tyr
385

Val
Glu

210

Leu

Val

Phe

Ser

Asp

290

Leu

Pro

Phe

Pro

Asn

370

Trp

Arg

195

Asn

Lys

Arg

Leu

Cys

275

Phe

Leu

Ala

Glu

Arg

355

Met

Ala

Gly

180

Met

Gly

Gly

Glu

Ala

260

Leu

Glu

Gln

His

Asp

340

Gly

Glu

Ile

Ala Ala Val Lys Gly Val

Ile

Arg

Lys

Ser

245

Arg

Pro

Arg

Asn

Lys

325

Leu

Lys

Thr

Arg

Lys

Lys

Phe

230

Arg

Ser

Ala

Glu

Ser

310

Ser

Arg

Leu

Met

Thr
390

Arg
Thr

215

Gln

Asp

Ala

Cys

Gly

295

Gln

Gln

Val

Ser

Glu

375

Arg

Gly

200

Arg

Thr

Pro

Leu

Val

280

Tyr

Val

Leu

Leu

Thr

360

Ser

185

Ile

Ile

Ala

Gly

Ile

265

Tyr

Ser

Tyr

Val

Ser

345

Arg

Ser

Gly

39

Asn

Ala

Ala

Asn

250

Leu

Gly

Leu

Ser

Trp

330

Phe

Gly

Thr

Gly

Gly

Asp

Tyr

Gln

235

Ala

Arg

Pro

Val

Leu

315

Met

Ile

Val

Leu

Asn
395

Thr

Arg

Glu

220

Lys

Glu

Gly

Ala

Gly

300

Ile

Ala

Lys

Gln

Glu

380

Thr

Met

Asn

205

Arg

Ala

Phe

Ser

Val

285

Tle

Arg

Gly

Tle

365

Leu

Asn

Val

190

Phe

Met

Met

Glu

Val

270

Ala

Asp

Pro

His

Thr

350

Ala

Arg

Gln

Met

Trp

Cys

Met

Asp

255

Ala

Ser

Pro

Asn

Ser

335

Lys

Ser

Ser

Gln

Glu

Arg

Asn

Asp

240

Leu

His

Gly

Phe

Glu

320

Ala

Val

Asn

Arg

Arg
400
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[0005]

Ala Ser Ala

Asn Leu Pro

Thr Glu Gly
435

Glu Ser Ala
450

Glu Leu Ser
465

Met Ser Asn

Asp Asn

<210> 6

211> 498
<212> PRT
213> e

<400> 6

Met Ala Ser
1

Gly Asp Arg

Ile Asp Gly
35

Leu Ser Asp
50

Lys Met Val
65

Glu His Pro

Gly

Phe

420

Arg

Arg

Asp

Glu

Gln

Gln

20

Ile

His

Leu

Gln

405

Asp

Thr

Pro

Glu

Gly
485

Gly

Asn

Gly

Glu

Ala
85

Tle Ser Ile Gln Pro

Arg

Ser

Glu

Lys

470

Ser

Thr

Ala

Arg

Gly

Ala

70

Gly

Thr

Asp

Asp

455

Ala

Tyr

Lys

Thr

Phe

Arg

Phe

Thr

Met

440

Val

Ala

Phe

Arg

Glu

Tyr

40

Leu

Asp

s Asp

Val

425

Arg

Ser

Ser

Phe

Ser

Ile

25

Ile

Ile

Glu

Pro

40

410

Met

Thr

Phe

Pro

Gly
490

Tyr

10

Arg

Gln

Gln

Lys
90

Thr

Ala

Glu

Gln

Ile

475

Asp

Glu

Ala

Met

Asn

Arg
75

Phe

Ala

Ile

Gly

460

Val

Asn

Gln

Ser

Cys

Ser

60

Asn

s Thr

Ser

Phe

Ile

445

Arg

Pro

Ala

Met

Val

Thr

45

Leu

Lys

Gly

Val

Thr

430

Arg

Gly

Ser

Glu

Glu

Gly

30

Glu

Thr

Tyr

Gly

Gln Arg
415

Gly Asn

Met Met

Val Phe

Phe Asp
480

Glu Tyr
495

Thr Asp
15

Lys Met

Leu Lys

Ile Glu

Leu Glu

80

Pro Ile
95
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[0006]

Tyr Arg Arg

Lys

Ala

Asp

145

Pro

Gly

Leu

Gly

Ile

225

Gln

Ile

Lys

Tyr

Lys
305

Glu

Thr

130

Ala

Ala

Ile

Glu

210

Leu

Val

Phe

Ser

Asp

290

Leu

Glu

115

Ala

Thr

Met

Ala

Arg

195

Asn

Lys

Arg

Leu

Cys

275

Phe

Leu

Val

100

Ile

Gly

Tyr

Cys

Gly

180

Met

Gly

Gly

Glu

Ala

260

Leu

Glu

Gln

Asp

Arg

Leu

Gln

Ser

165

Ala

Val

Arg

Lys

Ser

245

Arg

Pro

Lys

Asn

Gly Lys Trp Met Arg

Arg

Thr

Arg

Ile

His
135

Thr

150

Leu

Ala

Lys

Lys

Phe

230

Arg

Ser

Ala

Glu

Ser
310

Met

Val

Arg

Thr
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