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Adhesion Protein—-lplays an important role in postischemic inflammation and
neuropathology in diabetic,estrogen—treated ovariectomized female rats
subjected to transient forebrain ischemia (ML KYPH & -1 EFE PRI , 18 52 50 B ME 4
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3

B

F
Vo O\J\/NHZ (Z)-4-(2-(RA T H)-3- B A
20 N\ O B IL)3-B-NN-—FART
ve” Br oy
I b e
F
| oMy | BT 23Rk
2| O BA)YNART £ 2(Z AT L)
>( B AT B
O CF3
cl
5 o O\LNﬁz (E)-4-2-(RA T A)-3-8H &
>rﬂ BUk)-N-R T 2R P
!
F
33 , .O\LNH?, (E)-4-Q2-(2 T 2)-3-8 %A
- >rﬁ P B )-N-BUT R T B
0
[0134] F
g | VN O\LNHQ (E)-4-Q2-(RA T 2)-3- B M A
MevN ?LE%)-N,N-; LA RV B
O
_F
OVE/NHZ g 2=
- § (E)-4-2-(RI T A)-3- 805 A
T oMY FL)-N-F IR T b
O
F 5
| .
26 | Me OJVN”Z (Z)-4-Q-(AHK T £)-3- BRI A
Me,--r'« B )-NN,2-2 F 5 F Bk
0O Me
Ci
| >(H , Bk)-N-# T K 7 BuAE
O'
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3

B

28

(E)-4-QC(BAL T AL)-3-2H5 A
AIL)-N-W L mg it e

29

(Z)-4-Q2-(RA T K)-3- A5 A
FAR)-N-F AR sk B

30

(B)-4-Q-(RE T A)3-RI% A
FH)-N-T A R bl

31

@)A4-Q2-(RIL P A)-3- Bt &
EI)-N-T AR BB

[0135]

32

(E)-4-Q2-(RIALF A)-3-A M A

33

(ZD)-4-2-(BAF H)-3- A6 &
BAR)-N-F & AR kB e

34

(Z2)-4-(3-(RA T A)4-AT -3-
Jﬁg)—z\f-ﬁij‘gﬁ( & m

35

(2)-4-(2-(BKE T 2K)-3- B &
FA)N-TLAE-N-FEEF B
B
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. | :
CH e .
Ho |, | D4R A3 A A
36 | oY O\JV BN T EN-FREET
Bt

(2)-4-(2-(RI T 3L)-3- B &

Fu
l‘ ,
31| MW OJVN“Z R )-N-AR T Ak -N-F 4
>rN\s‘ Ik

o

[0136]
(Z2)-4-Q(RATFL)3-A &

F
|
Ny oA SR )-N-F 7 AN T R E 5
.O

N o
T K Reis

E
\rll*:II FAR)-N-71 A A K T B
o

[0137] K IFIALA IR il %

[0138] ] LA 2 oy =il 2 A R B AL &4, 1, US 4,454, 158.US 4,699,928F1U.S 4,
650,907HFEIR KD IR

[0139] il & H AT FEIR AL &4 (L X =08 S) ft ] 2% i 2648 F N TH S RN R 1 RER I &
BT 23X HW0 2007/120528 1 34 (1) 45 BEAHALL o

[0140] N E1L
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Method A

[0141]

® Vv
(01421 HopR®\R®XAIR®HIZE A SCRE SUH 3 Pog FI TR S DD BE PR B BB AT s HLLG 9 8 2
S o PR SEAG A 1 WURUT SR BRI (BOC) 927 2 FR A B -k 2 (FMOC) AR 4 L pk & (CBZ)
S B R T « LG SE 9 97 &0 B = AR T I R PP e P I PP T P T A R R 14
[0143]  HAITIRK A WECE B3 T8 WG LE Mitsunobu) SN B # N (7 %
A) VLA R aCIVARR R S 4 B 85 AR QUi i 20 B O 15B) & e #r oy | VAR
A, HoA 5 anist SR B8 22 FE A (LG) o B, ik m] {3 FH AP R T e 2 (R 4 2 /0%
AFEA (Po=J L 77 Ze 2 FRORTE I , sQVI LT s 23 WL R ) ELESE AL Pk B SR )5, 48 Ao %
T FAAL 2 HH SVHER 7S AL S LA S kR IVARER A & U750 «
[0144]  JG%E [ 4 AE B2 A& B SCik (FFen.wikipedia.org/wiki/Mitsunobu
reactionf) Ji4ER F FfIMitsunobu,0.The use of diethyl azodicarboxylate and
triphenylphosphine in synthesis and transformation of natural products. (f£K
SR B B AL T AR R IR — S R A =R B0 £ . & pl198 1, 1-28) AT 3RS
FRAT A, I B A1 VY Sk (THF) B{CH2C12 (CH2Cl2) B LA FIHh , AEAR B kTR
TR AR ER A =R B A AT AE T AT EE S Gl B Iy B A R B, B SRR R B
FERERIR AT -
[0145]  SH s VA 22 00 A FH 00 45 SR se TR T T T v st [0 2 A g A B2 PR IR L S Bt (2 AL, 49
l,March J.Advanced Organic Synthesis (BiZEHNLE L) , John Wiley&Sons, 58 =/,
1985) , A 45 ££ F A BLCBra 1 {8 FPBra kb B AL 7 W1CH2C1 2 ({9 A7 HILIA 511 o 36 Y =2 3 Ak
HE A U U B B o BB ) S A% ) Ak 7 A ) e A P DA S R T VAR 1Y
a4,
[0146]  FiF 2 CAE LI B IR T/ H AR IVRGR AL S WM R 37 O FH AR TR ) A
KAWL EY O5iET s 2 WIRBTTR2) a0, anRP o yBOCLRY A , W] AL 40 £ BRI 55
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f F v 1 S SR R BR PR 5T A QT VSR ) Ak 5 WD LA k0 1 6 0% 20 i H 2R T ok
Wt &4 T8 , 77 AL AR =y S e VE R 1 R AL S e A N IR I 2. R T
A R SE B FEAE AR T 2R R £ - SR R A P R =i

[0147] N7 %2

RZ R®

[0148] N5

AV S

(01491 Fii 701 T LA 1 41 2 0000 46 2000 11 b o 752 B2 5 Al 2V L 0
—HE (B LR ROTES) .
[0150] % iy 53

Jri D
ik F
<
[0151] i
R4
JIEH

Y

it Hi
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[0152]  F— DR AR RIRFE AR, Pitk DAL IR 0T 24158 (BOO) X GRVITHPi=
BOC) , [t J AE AT () %6 PR AR 30 LR A B 2R X IR B % o i B PR AR AP 7V O V) & & iidb
P RTUBERENE o 40, AT AEIK M (R A7 A T AR B AT R 5 0T - (80 R R A s S DA
PRAERUT T R e AR O BE GRVIT) o S I AE Swern S8 AL 4641 (7 EEP) N LBl fP B
(28 A A H VT TTACER R B o XX 1) o AU 1S B e B i Wi t tigBiHorner—Wadswor th-
Emmon s M 51N o 24 £F HH 20 TR [ 25 74 7R R TR P FTHI , 283 2 X0 (= P 3 FF e e 40
BRI SRR AEAE T, B aQVITTHEAR B S (S 2K 35E) §5 DY S0 S 5 3 L6 1 S R $R AR AN Z
SR (B aUXHER ) BIVR AT 2 FUA o AT I (e i RE 40 B 1 B S A AR DL B fiL o
MERNZ TR . 7] 75 5 Hh SEBILEH SO AL A4 0 16 G- B 2R 1 2Bk O TEH) o H AR 97 5
PUFIP2 ff M 5k 52 I AR 3 SR B 8 6 o 2 Py U T 3 R 3 R e dse 3k HL P O BOCHE [ I, i
FHTBAFSE BRPff 126 P 255 DL A2 B LT LA Y B

[0153]  vAYT FHi& A5

[0154] 2 W $ AL 7 A EH QTR T T A 1K 4k A P DL 3 ] B &5 & SSAO/ VAP -1 AT ]
SSAO/VAP-1{) /7 ¥ . AT i1k BA 22 Fh 5 2 4001 SSAO/ VAP LK) i 8 AL B PR Pir 75 1 & I 2 Ak &
I AR SR R RS , B, AEAAR A 36 P A A B 20N B A B SR A A A A1 R 1A IE 5 Mg
VI SNPGRS 38 P 78 O A8 N B 1 R 00 40 M R 36w A R 15 3470 AN LAt i L3
PRSI Py 30 45

[0155] AR BH IS 2 FF 7 AF B AT AT TR (1AL & P4l 8 28 M i g il
SSAO/VAP= LI J5 i FIGTT R PEBIR I 7100 N R PRI LG 05 28 vl BV R W B B &
fiE 2 Bz g8 W2 g 1 PR REL ZE VR Rs S AT IR L DG BEAL L FH R PR P AR 1 28 A RS
2% PEAHHUREER

[0156] AL, 72— T5 I, AR BB R AN I 75 42 B0 v 1) i S A B 9 T 0%, BT i
TEAFRSE T A MR SR BRI EGR T TSP BL P AR IR PR IR YT OB

[0157]  fE 55— T, A KW SR TT 5 A AR A G i 1) 7712 Bk T ik dE 45
TH IR EZMEET A R EN RIS T AT .

[0158]  7E % —J5 M, A KR B ¥ J2 ¥a 97 HH SSAO/VAP—1 i 5 I B i 1K 7 16, B ik 77 VA0 4
4T A I ERAEET A S ENRIEE LI E .

[0159] |3k 7 v23@ AL P 0 M 28 9 o AR SO IR, “JORE” A48 22 Pl BLSE , 45 G Y
% (AELGFERIIERIBTEIRT ) 70 B B o MR 98 R MEm (B0, W 5 #se &
fIE) 2 Bz 8% e i 28 A5 1t PEL 22 PRI (COPD) o S 47k « Bz Jbk 28 0 L B 07 3l 2k
VR B R R B o PR 2% R R MR YT PR R AL R AL AR L E B
G Y VENRAE 58 RS 0 < B K AR Ak, 18P0 773 08 78 1 1 O 0 8 o S L PR R 0 v
DA I RAE O WUBEBE S FEFEARCRE o RS 28 PR A B A ER 3 i 98 4 B 98 PR ITLRE 55
[0160] I3k 77 v ARE A e A Bk 5 9 iy R 8 TR PR 993 B FL 9 RORE L 8 2 TR JR o B HL I
[0161] b7y vk AR FH I Hh ikt 2 9 oy o B A P Bl LA R 975

[0162] |3k 77 AR o BIrids s 4R A o b AR i I, “AF 4R AL B HE X SRR
WA AL RF R PRI AR 440  FE AR 2L 5 TR VR AR D 2 o a8 o =l 0 0 PR AR o
(NASH) FEE 5 5 10 AF 440 S BUFIEAL B 27 440 B8 500 U PSS R dipu A 2
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(R AR AEAATE RSB I T3 22 27 1) A e

[0163] IR 77 kA A H o BT il 05 0 PR S 28 TR o AR ST FHIEY , “PR & % 5™ 44
35 22 Fhd RLAE , A9 45 Hh R E <B4 RO B 2R K I BA PO LU PR ok 22 R PR BEALRE L 1 1k
% R REE S .

[0164] 3R 772438 FH I o B S5 0oi BB AE o 7E— AN SR 7 S8, P R he 16 3 Jfofes s 3L
e s 45 BN s AL 196 s R e < B0 2 e s O S0 s R RIE 89 s 80 s R AT S EE 8
JE T s 55 e 5 JRC B g B ok 441 e R A 5 40 e e R EL Atk o PR 5 B e s Sk B s B &
RVEE B 5 52 AL s AR FE AN R s PR P 400008 s 8 3 s B i W ALIR A A B B I R
P el IR 5 1 78 4 0 e 5 ) P 24 e ofr e 0 ARG 4 2 PRJRE < L7897 R s ML 471 57 4t g
Je AR UL A R P 1) 5T 389 A S LA 4 BR AT B R - 4 4 98095 28 PEILA 2 BRI o e - I
Je o 988 < Sk 2 Mo Jeg | 4 2 Rt R RS MR L ILAET PRV JRE TR T PRV S R SO LIRS i TR L T
T VIR B M LIRS

[0165] 24yl 7 A1/ BRI 7 il 51

[0166]  FEA KNI y— K7 b feflt 7 A E A R TEG T A A 2 b — ey
YRl 252 R 7 R SR RE IR 4 5 4 ST AL A 038 A DL A & 1 h B R 25 ) m] 252
(1) R AR

[0167] %15 “ZGW AT 252 B #AE” & F83& H T4k 45 25 77 sUH0 A 4048 O A0 A AR 3 44 o otk
4, AT LAFEZH A 5 SR 25 W03 1 i 3 T AN BC Ak S B vl 5 HARE PR 456 o
[0168]  %5if “ZHMy Pl B2 I L7 & 453 T AE 25 M B F A A58 R AT AT Eh il 500 2590 m] BE 32 1)
£h, AR TRAE A TR e 5 A W Y ] 0 T 42 N ARG sh W i Al 2348 A %A it 2 21
SR o R R FE R IR £, I H S AR A s /R B AR o 245 AT RS2 1) £ e AR A
BENH I B AAFEER A ShARNE £ o 38 m] TR R R AT - £ 290 n] HE 2 1 s A FE AT ) IR
[P REh (f 4, $hig £k VAR IR £ IR IR R 55) s AN HLER B ek (oo, B B 2k L 218 #h IR
R ER A PR ER TR R SR IR LR £ R HAER £h L S ok R ER L TR £ L R ER £ L A
RIRELDE) -

[0169]1  Xf T HAWMEAL s f928 (D B &8, & 1E W 9T 8252 (1 $hn] AR N4 £ . 4
W1, ALIE VR A AR R VIR IR L R et R BRI L E SR ORI R R L TR L LR L B
B8 B IR T A PR BT AR IR 1 2 W m] 652 I 1R 5 AR PR IR AL & W i 46 X Ak B ) A 1Y
ATz i £

[0170]  S.M.BergeZ$#fJ.Pharmaceutical Sciences,1977,66:1-19% LA T Z54n]
B 0 £ o A AE AR R B B AL B T e 28 43 S A Al it B v iR A7 il £ S BICE kb I
T TR D RE 5 A i 1 A LR S B 2% o ARER TR I R B 4G TR £h O R #h i IR 4L
PUR IR £ R A2 R £ R IR £h oK IR 1 VIR R AL 6 VIR &8 . T IR 6 A o 1 & A5
WAMR 8 AT IR Eh . AT B MR SR VIR GBI R B T bR AR R IR £ L L bRl IR £ P R R
£h R PEREER £ H VMBI £h P IRIR L L PR B OB Bh  EUR R 2 Sh IR #h R #h 252
B bR & IR IR R ALIR B HREIREL L T e R Eh P R SR L ORI L A
TRRER R bRl IR Eh L 2- AR R Eh L MHER ER L AH IR B L TR £h L IR B ARAEIR #h RO R R 2L
TR £ I B ER #h L 3-OR FE A R #h TR 3h YR IR IR Bh VR IR £R L T IR £ VB IE IR h L DR
MR IR IR ER A R ER IRAREIR B OB IR £ L T — BB Eh L IR Eh 5 o B BB ER I
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BT B 388 P 3 o SE G 5 AR RS 2R R B 85 B . — 2 i R i H R R
MR VEE VR G SRR BR VAN VET SRR AR R AR PRI - 4 JE Eh AR AN LB B A
BERE DL SO R B M G FH S -, S EAN PR T4 L DY FR 4z L DY 2 i e AR L g — R RS
fie . =R fG = R TR = O RS

(01711 W]k AR UEE AR N 72 ORI 712 2 R S W 29 W m] 252 1 &, A4 4
[0172] i I AE I A5 S ER ) PR BT S MY

[0173] i MR T AA ) A A 25 5 B - BB — AN A2 e 1 AR 47 22 B 1 {38 A
A ) R BRI PR 1 T PN R B B i () A R PR R A s Bl

[0174]  iii.JEik 54 & 0 BRSO s M B T AE  E  S Hi SR EE — Fh #h
AL Ty —Fh

[0175]  JEH AEVE M AT LR O (i) — (i) o A8 B RG Eh AT YT vE 1 08 o i i B B
B ] E I 28 R R R AT o A R S T LB RE E RT B A S A L B B P R L T e A AN A
[0176] Atk , 01, PlIE VR G I Eh IR VIR IR L F R L DR AR VB DR L R R Lo
BE VBEIR « TR VLR VIR TR W A BREAT IR TR IV 25 W P B2 I R 5 AR R PR (R Ak & W i 4 AR K
FAL S A& 1 20T 52 10 6 o DAL, AR R WAL S ) A I 25 Pl 52 1) S B 5 1
né .

(01771 AR B I AP0 AT ARSI AT A A T sCA7AE « AR Y e FE 4 SC H
TRORE B AR H AL A DAL 7 v 5 — PER 22 P i B B 25 AT 4252 IV R
I 9FE AW 415 7 KIS FATE “KEH7

[0178]  fE—ANsLj/y b, Al UL BT 257 e 4s T IR &Y. 508 “Ri 207 R ie &b N 4
2y, 1l — B2 A P RO R B S A A LA I A 25 ERG TS TR K
(A S 4 o AT DA AR M AR v B LE AR A I AZ U i 2R D AR SCRER I A S ) 77 X
B A Y P ARAER B B[] il & 00240 a0, BT 256045 425 T AL AR, ARR 52
A R B L A A 45 B A AR A R AR R B A S A B DA 43 TR Ui S R | Ve 1 e
B S AR VE AT 25 L FE G, AR AL A B B AN B B A B R AL B e B TR A
BElE . CIRER FIRER R R ER AT A5 AR AR N 25 30 i B AN AR I Fn ik, — BB
MIZGPE T A, RGUSER N Rt ge vt b & W R 25 (Z WA, Nogrady (1985)
Medicinal Chemistry A Biochemical Approach (ZZ¥ikZAEMIAL 2 T71E) ,0xford
University Press,New York, 5£388-39271) .

[0179]  ARSCHIH G WS — PrEk 2 PR SRR G AE— LT B &
e 1L e 5 36 ) 24 P i 79 48 2 FH T 10 Bl 28 R B0 & 0 RS AT B 7D L) R
) R G R B R B T B B A 4 24 B T VA VORI BRI R 2 B A GFE Rz
FR IR RN G o A5 — N SET 7 2o, A3 AR S0 s RN B B R B 39 Bk Ak & WD
HIR W AEESY) (Z WA, Ansel Introduction to Pharmaceutical Dosage Forms (Z§
YRR 48) , S8 DU fle, 1985, 126) .

[0180]  FEZH-A W, A BOK I —MELZ Pk S VB A nl 2 AT A 5 A 1E 1)
EARIR G 0 B , EEC AT P AL ST A U SR £ R A B R B | 48 1 L 46
B DR B IR P-4 I S AA TR S IR B T A K S ECRT 25 - A AR AL A IR S R A
22, W T IR IR YT TRB B — MBI 2 MRV T I R O AE RRE IR I & 2.

28



CON 104520268 B w Bg B 24/55 T

[0181]  FE— ALy &, IHAAMH T BAESZ N TEHIE A, DA 80K K
FED B A WTER BT - EEk 5 AR A T B0 3k A b A 08 L TR 52 ¥R 7 IR ok
PR M — P 2 FEIR .

[0182]  VEPEALAMILL B VAR A VG TT A FIRCR A 52 V6 97 1Y 3 WA AN IHE BIE I &
& FE 29 T B2 1 A b o AT 78 A SCRIPCT A FFWO  04/018997 Hh 3k ¥ 44 M Rl 44 py
ARG WA A AT 18T A BRI, SR 5 B AN AT A&,

[0183]  ZWZH A W) ¥ PEAL B W I S8 A PP AL A A B IR AL K% AT I 28 Ak &
VIR SR M R 25T BN 2y B D AR FUSH AR N A e s S 2.

[0184]  YE-—ANsEifi Ty Kb, IRIT A AR RN 1Z P AE 20 . Ing/mL A £150-100ug/mLEK 5 74
JR A B ML R P o AE S — S T Berb , A A P RLZ R AL 290 00 Img 52 £92000mg (KA A4
BT v Ak BRI 7 & - ]2 2590 57 28 PASR A 290 . 01mg L 0 . Img B Img &2 £7500mg
1000mg B 2000mg , 3 HAE— 8Lt 77 8 1 29 10mg 2= £1500mg Vil Ve Rl 73 B R A A &
AT FIRL

[0185] W] LA4r4f /NG K\ A H BT A 1) B B 3% e B ) P S B R AR 25 24 - B G I R
B T290. Ing BT M B &8 | g B T S A B RRIR 5 251V V5 P9 o R AR IE N Lng 2 1 g BT mifd
FARRIRE L, BIUAE Img 2 1 g B T s AR T AR R 45 29I VE T N o 38 2, SR 2 7F Lug 2 500ug 5f
TriAE ERER G Z, B W 1ug 2 200mg B T O AR B BRR 45 24, Bl ng 22 100mg & T ya A4 H BRK
YT YE I N o H A A @ I TR AT A Lmg B 250me B T AR &, 0,45 Img %104 20508 100mg
FT SOAR AR 2581 Ong 2 100meFd T 54K AR AL 25 RUVE N .

[0186] W] HH ¥R IR AR A E A1 1 A B N4 2477 22 91 HL AT AR 2 16 97 IR Rr R IR IR A L IR
TP DR I ™ FE R B DA S AN AT i IR B0 08 A B

[0187] A —R &5 TGRS, BUE P 93 2 AN /N DO — s I [R) [ B 45 57 o B4
HRAE KW B AR TT BRI )2 323097 (05 99 1 ek B0 ELRTAE F O nite 7 R4 30 1
S BN A P AR A B8 B MR R BT o D 2y R, I PR 3 T AR e A ) 9 TR A
PR B AL I R R, 0 TR B A, ROZAR M R A T EE A A%
ZIT N 1) Ml ) W B i T 8 B R TR (1) 25 245 5 2 5 I L AR SC T 3 149 3R 3 R 1S 48 s P 1
I HAS = PR il ZE R AR I 2 A ) S Rl B s i

[0188]  fE AL &) W R AN 70 4 VA i 2 B SE il ]S VA SR AL A IR 7T 1 X R
T3 iE AR ARSI AR N R R0, I ARG H AR T8 1 — AR (DMSO) [ L7 71,
i P G TWEEN® (2 0035 1k 771 , 76 55 B2 S50 B 7 V8 VAL 8t T gk KR TR 5 o
AL A% W AL S R BT Z AL A AT AR 0 ] B T 3 2 &9

[0189]  {EIR & TN IML BG4 BIVTR S W] NS BT FLIR S AR R B
2RI VT 2 I 25, SRR TREI 45 25 7 URAL S e e B AR B A P VA % - A
RO E R F T I 52 Y67 0 P BB IR S IR I H ] 236 1 5E

[0190]  $RELZWZ &40 F T DA S A7 028 g N NS 245, v 3 Ao 750 280 48 a9 P
FRS FUFR) B AR UKL ), T TR W 1B 4 A YRR BRI R 1 IR A R B TR R R L Bl
S AP E 2 mT B2 IO T A R AL VLR o 76— AN SEHE T S, B SRA —5R) B 2
ANFEL T ZURC H A5 T A T TG A A ) S AT AR ) o A Sfd A ) A7 A AL FRE A T
NHBNAAR R P B ST B A I A AR SO 8 AN B da e 5 A fr B @ LA™
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AR VR IT SR TUE E R TTIR TR A, 456 75 EE 20 dk B BOR B 77 o A6
FRRY ) S A0, 22 IR St DA B B b, 28 1) 7 BB ) o T DA HG B 0 B R s T B A
P o 22 7R 2 A5 DL 23 B IO VO T 7)Y 25 7 B A2 S A S e v B 19 2 AN A TR A i) AL . 22
FRVZRY () S A1) B, 8 /N 7R BSOS 2 AR LB S B BN -B R« PRI, 22 7 2R A0 38 AN 3 B 1)
2B E .

[0191] il & 3X SR AL ) SR 77 V252 T NI, B 0 T AR SUSE AN T2 B8 s i, 2
LRemington’ s Pharmaceutical Sciences (BB 4254 B} 2%) ,Mack Publishing
Company ,Easton,Pa., 2515k, 1975.

[0192] AT #i|#A50.005% £100% (vt %) HITETEAL 7>, HoAth B D075 3044 1 4% 1 77 2 e
G FT il & X B A W J7 5 e RUECE R A R C A FUR R A A YRS
0.001%-100% (wt %) BTG PERL 7, 7E— D SERE T & ,0.1-95% (wt %) , 7E 53— SEHE 7 5
H, 75-85% (Wt %) o

[0193] 25257550

[0194]  JF(Ef LA 251 7 B FEE S O NS FR KN S5 ORG24 RN L iE B
F S 580 3L 8 B I R B0k AR B8 B EL W% 25 24 - MR 45 243 4%, mT A3 T A4 LA AR il 55
/B E VARG T 52 - A oA B SR SR A AR D, o mT RGEAL A iR 97 TG
Ve B B B E s N 4 TS .

[0195]  HIT M R& 2 &)

[0196] 11 R 2542 50 B B D ] A4 | 58 S BSR4 o [ 4 ) Y Sy e 701) < B 8 5] SR 771 R 5 Ry
AT o EVIR 750 FC) 8 70 B0, 455 s 4 WHL Vg 5 79 R B AR R AR B AR 1 7y 791 o JB: 77 ] g B B K
AH P B2 2 511) 5 [ s 7] &85 5 AR STBR AR N 5 2 S0 i) HLAth i 43 DA A9 i B 195 T =04 L R 771
ATk AR50 o

[0197]  H-T HURG 2R A AR 2H 54

[0198]  fE-—LEsLita )y & rh, il 7 W44 7R Y, A — AN SRt 7 Z2 b, BB 7)o 7l s AL
F S B S 1) BE TR S AT S — PPER 2 PP T B, B AU B I A S < R 45 ) s T D
e s BRI s AR R) s 25 R ) s B OR AR s YRR 591 TR 70 A e R0 s AR o R 445 7))
S A1, FE Al s A A 2R B T IR A R AV BT R A B B BT VAL B R L S L s e B
LR AT T AEER | R AGE R R e R IR R BE R A Ak A TR TR
R R SRV HE A 4, U S TRERE R S R L B L H R A R A Wi B R AN PR TR
1R E AR BRI CIOR AR 90 I BRI R L KoK E R . S
K R AR R BB AR R IR A A R o R RR I, A ART R DIE B K RTA 1
FDAMICHL R} HAR G s Al AR AR /K G4 BRI K ASVE I FD R CYL AL o FH AR 75140, 475 72 47
FUBE H 58 B A QOB B N IR ), AT 2505 R V8E 25 T HR ) TR 791 TR 7 A1
7K SR v 2 UK R SRR 1R AR BRI R AL S K & BOR A4 » H A A B AN PR T 3
fap A7 AZ IR P I o TR ) 05 P R T PR S v R Il /K (L BB B I . — 2 B H AR
R BE AN SR A £ S R TRE o AR R A A0 FE B 0T 1R S B 7 o L OB 2 A e JRe AT 2 o — R i
LAY R JEOR ORI LA R A4 20 R 4 4000 1488 R 4
FRAY4EER

[0199]  AIZE{RYE 952 B IR VEIR SR AL A 0 h 32 b S B L 25 ml 822 AT W)

30



CON 104520268 B w Bg B 26/55 T

Blan, nTALE 8 R FFE 0 58 BRI A8 i ARG PEAL S P 0 i AR NI R 54 - ik
A2 A PURR It IX S o3 e fBII2H 5420 o

[0200] =4 B for 50 L DM SR B 1 O ST I i A » e A T s U e £ A
A SEA, AT R ] A % R A o, HL SR R S A A B 5 B R A
I BAR 3B 7] 45 AL YR Dl i)« & 700 R GR) S R 70 23 BIGRD  AE AE AL 9
B T PEAL S A BRI AT A R A D S AR TR A — B3 B 7 L GeRL RIS € 750 A ok
7l

[0201] SRS TEY) 515 A4 7 S SR A FH 0 At s PR s B 5 1 G070 R 5] 2R ¥ 771
AR SR A 4D 78 HH BE A RIS IR & o W MR 7w A ST IR A AL S B 29 mT 52 32 (9 i
AW A R, IS TR Y L& T 21K 4998%

[0202] £ Jr A SEHE T TP, QA GTUSREAR N 53 SR, Rl R R 700 R 1 28 77 B AR DA e A2 B
YEFRIE VR BV o PRI, 20, ) 1 T3 KA BRI B i AN SR — R IR 2L R AT 2 1Y
R T EAL AR e A

[0203] AT D ks 25 RIMUIA A &

[0204] s 10 e ) 2R 0, 458 K PR IRVRT S LR < o 77 AN AR 90 Sz ) B 4L 1Y 8 V) A/
B 1 7R D i A 71 2 201 1 9 s 157 o 7 PR A VR A 458 451, Tt RRITARE S5 5] o L0 A 7K
(ERTHE RN

[0205] il , A 3l I AE T A S K R ETRRE VA H I £ TR 2 SR AR P A A
73 HUER 3 MR A B S ORI VEAL S AL 1) 2590 1 770 LA R IR 1 v VR B o VR A
WARZ Yl 25 F AL G0 WIAR TR 28, fr 47 T M 29 WAL 5 Wi n] A 5 BlCE 1 v i e 70 s 3L
AT 3EE T pHZE PR S ) To a3 Sl B 5, B4, 208 s AT R IR B S PR WIDRS AT £ 4 i Kk
BUpE B HEERRIE = CRF I SR = LB i BRE A A X 28171

[0206] it 1) 4y 375 ] A i 7B A 7)o TP P 0 FD 245 00 T 4 52 11 288 A0, 358 7 791 o 3 57
DT SRR P B R R G VA, I EL TR By T 7 PR U ARAR &R, b — R4 L /N ER
T B oW o ] T3R50 ] 1252 (0 B AR A PEAA S FLAR RS B 511 o
T P2 m] 4 52 0 2T R AT B 5] o T P T 45 EE AL v 11 ) 2R g A s e 71
[ 22 00 P] 45 52 10 0 o A0 F35 M R ) VR SRR 700 o 7 TR EE 20 D A 10 R 7 284 11 9
RIURL 7 ) 251 m] 42 52 B0 P o B4 LR A — S AR UE o A €0 R AR R 7R ] T P Ay ik 5]
i,

[0207]  VAFAIELFEH Il (L B4R 2 B RRE S o 77 o 7D S A3 0 475 vty R R R AT o
R BRI 2R R R R R A AT o A T 2L R A AR K PR VR ) Se ) B T 4 el AR i
FUAL TR S0 G138 B < B oz AR J o TG < JEA T R G 5 B 2 0 it 7 LD AR e B o
PG 1 2 T P 7P o BT ) R A R R R P 20 R B TR Tk PR 8 B AR iz AR o
FRVELAE PR R T T AT GREAR (10 N H R SR) o VE R) E  T  SBl HE PR R K
L BB RS By AR TR . — 2 R A ERIRBR AT I A 40 H R T A LR B AT IR IR A
W2 o A AR YR A FE B R S A AR IR BB o & €0 70 B F AR AT AL AR DAIE XY 7K R ] VA RO FDATC L AL
LIRS0 o VR M 7R SR AL m B2 B R R VRO 75 R 7 A i DRIVR B (46 1540
ESF DR/

[0208] o T+ [ 4452 , AE—ANSK 5 5 A, R A5 5 S 1 T s B R ik = P i B
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1)V TR B AR TR A0 AE B I B B o IR SV % L R AN 2 7 B4, 328, 2455 L 54,409,
2395 MI5E4,410,545'5 3 [ LR A FF 6F TR AL, 440, ml AT FA T 45 2525 5 TN & 1
RN S R WK ) 20 P 52 B AR SR A T A0 2R < B VAL

[0209] B3, MIdE L AEAE A I £ B =B H Vb e L TR I (), B TR T A ) AR HA
T ) SR VA R B4y RIS PR AL A RS 5 5 L AE B P e P 28 7 v 0, 25 X 6 A 7 B
s U 7 1) 8 VR AR BB 1 A 1 I skl 7)o FEA AT FH I il L FE /ERE 28, 819414 , 358, 6033 [H %
I e AR 1 B R b, 3% S SRR AR T8 & AR SRS A7 b 4L H-B8
Lt TR IR A FR A AR T 1, 2- A R e, —H B PR = HEE TR Y
HEE B R 2 FE-350- LK R 20 lE-550- - FF LR R 2 L BE-750- - FF ALk,
H 350,550 17502 f8 K 2 BEM IR 5 F 2 M —FE 2 Mg T B R B O
(BHT) \ T AL FOR ik (BHA) X B FIRNER JEARE AR R EE T R LK. Uk
JIE - T T USRI RS 2 SRR (L A L R IR AR T IR S LR AN AU R R B Y 4t
A

[0210] A fil] 0 HEAEAS PR T ELF6 25470 ] 252 10 4 B 1 7K PR BV o ] FH T3 8 1 7R
B R B — B AR LA 2 T 552 K L B 7, AR EAR TR M
B AATE AR AR T8 W 2 — B AR (AR SRR 1) — (IR e ) 4 .

[0211] v 55 771) Y VBRI FH LA

[0212]  {E— NSy P, AR SO FREFE B B VST LD 30 5 350 3 e ik oAy 3
(RIS B 18 A0 4 24 o AT RL R 228 V5 71, B0 DLV VA ORI BRI T 2 L AT 5
a1 BT I R S e 0 R W S S A K s v 2 D i = W 582 22 | R
AL — FhE 2 AR o A 2 R 70 9 1, 7K EhoK 3 &0 8 L H e OB AT, 4
T R IR 25 A A 3 WA B v I S BRCELAK R L pHEE IR AR E TR VA i S 5
SR Bl o B 4l B RTINS I A L L) RN B . R R = £ T e e 2 i A
PRRR 1 HoAth 1 5 1350

[0213]  7EA SO AL FE B M8 22 B Bl SR BRI R G DUR AR EFIE 8 AT IR (S W40, 5
3,710,795 3 [E L H) o FTHE Hb, 1 A SCER B B0 400 7 B ] A PR 38 228 o, 48 2, 2R R
BRI ER IR P R AER T BRI B ARG R A L 0w 3G Je e G MR A o8 —H R
TR KRR BRI IR BRTIE BT G RO O CFEE IR Y
AR S 5 PR AR AU T PR HE SR ) v 0 T s I R P 2 T 1 ) T 1) K 5 e [ 2 7K 5
EHD R A B AR BE AN S B S K AR SR BE IR £ 6 G , B /NS R A B, i, R 2,
i BT O/ TR SE R 205/ TG R BRI W) 0/ BE R O A BRI L R ) RS B
ROFRAHAR ST B SR LG BRACH AR SRR OGNk A 2
Wi CIGATR MG EBEMEN R R R N T AR RAESR . Oh/ ORI R
Wi 05 /B TR 2 W lis / NGBS = RN/ NG 3 A B SRR, AR ATE AL
A VEREROE 2245 i P IR i e AR A IR AR X P B A A A TE AL
E DRI E S L e RO L RR R TR BT DL S A A R R A AR ) 7 2

[0214]  HAWIKI W B Hh A 20 OFEF KN VES R TS AN ES 452 T I E A4
28 (1% ) 7760, 4 1 A P TR S B JE TR A R 1 R TR R R R B TR A A, AR A A AT
PRSIV FNR A B RGBS v 5 A 7)1 4% T30 59 0 T8 B8 s 1) 1 & A1 A8 AT 5 4R
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B I T TERANE T WA TC T 7L 7 o VBN P K PR ERAR K PR o

[0215]  4p SR K IE S 45 24, 6 3 0 A0 A4 458 A T R K B 1% 6 2 b+ 7K (PBS) AT dn
G IR 2 RN T R S R A R R SR R RS VA TR I TR

[0216]  A] HIT My 15 A1l 500 (10 25 00 ] 4 52 (R BAR LR K PR T K BE S S BT 5 L S 2
FHS G bR SRR SR P8 PRI 511 7 SRR 0 B LA AR S HE R P BB & 7RI B S HeA 2
Wyml s 1 o o

(02171 ZRC VI A 11 S 8] 40, 458 S P B B 7] S P A DR B8 7] S50 A A W V5 79 e B K
0] T R R PR AR EREE S 7R o T 7K B AN B AR DU 1 [ 7 Vol R T3
2 BRIHTRTAE AR YT o 26 20K 1T BRI T R P I DU B I R AL 2 P 2 4 0 (1 i B Ab
), HAL P SR B I i) R ST I R R R R O F IR B BRI R LR
AR R SRS 7 ARG SN AR &) W o 22 b )0, 458 IR PR ER N TP o o 0 AP L i
T R AN o Jod P ORI 1) 0,475 2 R 5 R DR o B TR 0 BRI R A PR R L P 4 200 P 2k R
LA i 3 AR 2 e FLAL SR 1L LB BES0 (TWEEN® 80) « 42 & B 11 #ilic
FIBCES 57 B AEEDTA 29 e B B8 VR 4 e AT i AT I I A s RS
AN ER IR F TR IR B FLIR I T pH I 5

[0218]  EEEZGY0E PEAL S WD IR BEAEAR VRS R A R & DU AR R N 25 B 2R 20R L o
AIUEEL R K W) S AR 3 BB D SR e AR AR AS

[0219]  fa FHBHKs B2 700 & B A i 5r A A AR 20 INR B S A5 v g T B Ah e
21 TR 75 T Y, WA U RSB o

(02201 7t , A 25 i PR AL 5 D) T TR IR YRR Ak PR Y 5 E sl ik A i A2 AT R 4
2577 3o 53— SR 7 S A MR 5 R A R MR A S ) A TR K PR B P T Y B R A
PR 2 E AR

[0221]  Bertykss A T RE A4 B4 25 A8 — AN SEE T =, TR iR 7 A ZOR & DL
L0 1% w/wE K EL190 Yo w/wil B 2 KT, 7E—LL 52l 75 F b KT 1 % w/wh TS PRk
EMEZIRI TN

[0222]  ARGAL A W B AR ORI AL BOH A B3l TR AU B w R AT AR AL BL P AR B 2 m
RI3E PE 7 0B AR T 2 o 2B BRI TR A I T sV 22 TR 3R, R FOUIN 45 25 SNk &
POAE S P A BB o (08 il P o A7 80 B T o IR A RO AE IR 2 W 1 O Homl 2
WHAE -

[0223] IR THniil

[0224]  ZR SR IR 5 R T4 70, moRg B L T BLVABGR S LR AN oA e 5 8 X
2525 3 R E ATV AL I ELTRC o e A BRRE R

(02251 Jeld 3o 6 5 3 PO 9 790 V0 A S BRI AL B W B 2 W mI 5 2 I R A P i 26 T T
PR 77 o T 770 ] A0 5 AR A AR B AR i % F) L 201 A VAP A PR B A 285 P 2 4 ) D
JE 75 o ] ASE P ) R 700 455 (EL AN BIR 0 6 R (L 2R RO L TR RO AR T i e
AR TR B At 5 32 ) o 71 o R 7 5 S ), T ST R R £ - BV SO IR £ AR K
BARN 53 8RR HAM X SR L2 v 771, £ — SR TT S, 2970 PEpH B Ja & TR TE i L g » B
JAAEARGUREARN 3 RIBIARAE SR AT T IR TS R 7 o AL — A SEHE T S, 1 A
I BCAE/ MR R TR T 35/ NI 5T R B T BRI AL S AT AR Qe 4)4°C
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2 ER TRAEZM T AR TR

[0226]  fif FHvEST FIAK A Z R Tk iR UL T T W B A 20 i hil5m . v 1 B R T
o 7NN 28 0 T 7K B H At 5 3 B B o K i E AR U BRI AL S ) rT 230 B E IX AR & .
[0227]  JEi25 24

[0228]  fi B IA il & SRR A T R A 4 B e 24 o AR VR A W0 P RV R B VTR
FLASE I HLAEEC i 0308 ) B ) OB 7S LA AR S B R e R TR BT AR A
N IART S AE 7 RERE ) 155 55 77 R 7R 5 o R IR 7R BRI T JRa s 4 249 1 A Ay At i)
o

[0229] WAk A Py Ek H 20 m] 252 AT AR WD IEC D BT s e W N 19 =330 B A I <
Z50 (WA, 554,044, 1265 . 554,414, 2095 F1554 , 364 ,9235 3¢ [ LA, HA A T8
IET] I TBIT RAVEZ 150 2 B i PR S [ B () AR5 7)) o FH T 1) MR T 4 245 1 X 8 o 5] T
N T 25 4 1 S FIBOE D 3, BUE S T WRASIE R AT K, SR B4 A
FUBE B T B A MG DL T, A8 — N SETE T S, il 57 ks A /N T 50 oK I BT
FE—A LT B /AN T L050K .

[0230] WPtk &4 H T4 SRR L 414 AT DA R 711) 208 S AR e 77 R 20 = 51
I FH T 57 Jok i R s Hh R S, 9 EL R T 2 A T HIR 5 B8 AH T Pl vt P R A PN B2 & S 30
CEPITRIA F T 38 B2 326 9F HE T8 T HR IS BORG S , BUAH TR AR IT IR AT 25 T Sl Hh B
g A A 2 mT 1252 IR 7R (03 TR AL A D ) B 7)o

[0231]  mJfdf FH-& 3 0 ShH5 3 B 7 8 77 , e i) o P P T ML s o FH %) 0 T ol B0 . 01 %6 —
10% (vol %) S BV, pHE 15T 6

[0232] M THALLG Zh@ N HEY)

[0233] 7R ARG WIiE K W oAb 25 253842 , A48 55 L 1By 7 VA AT H ko s B R L
W42 o

[0234] AU F% B L ¥B YT V5 R0 H K 25 B 1K) 328 2 G TR AR TR AR N SRS RN ) o 48 B, 3X 2
I 775 556 , 267,983 . 556,261 ,5955 . 556, 256,533 . 556,167,301 5. 556,024,975 .
%6,010715'5 . 555,985,317'5 . 555,983, 1345 . 55,948, 4335 455,860,957 5 3£ [H & |
HAF

[0235] {3401, FH-T B W45 251 25 070 B R B I ke 391 e 5510 R0 T4 B A FIRG 7l AE AR
SCAE B MR R §8 T30\ B I [ A4, AEARIR IS A BB R i — Ph e 2 P2y 2 2
BIBIT I TR 3 T T e R0 24 10 R T 4252 B0 SO 3 i o R 1 2 o B A )
F R SEB RS R A B (Rl CHI-IA R R 2 Tl R ) AR BRI 5 - -
=R H IR A 3G VR A 4 o m AT 5 b2 ST 2 A o B2 s A 70 i 140 3 1A, 5 ot
W o ]I I R 48 T 92 EOE AR i ) A B AR R A — AN R, B R E s 42
% 3gm.

[0236] {3 FHAH [R] (1) 25 ] £ 52 10 W S R a3k -5 - 100 B4 245 160 T o R ) 7 7 v 1 4%
TEMEZH IR ZE ]

[0237] & [ il 1)

[0238] i m] i il A SCHR LRI A MBI 20 mT 252 RO AT AR D B Al e e A1 23 2 AR B2 0
7 INMA ) B AR FLA AT o V22 3 P ] V2R AR AT RN BRI  TE AR SCEFERT A
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XA J7 vk T AR RO 20 A P 3 o 0T S0 1) 32 B Al PR ol PR s 49, 2 L4 2656
316,6525 . 556,274 ,552°5 . 556,271 ,3595 . 456, 253,872'5 . 456, 139,8655 . 456,131,570
5 556,120,751 9 . 556,071,495 . 556,060, 0825 . 556,048, 7365 . 556,039,975 5 . 6,
004,534'5 . 455,985 ,3075 . 455,972,366 5 . 555,900, 2525 . 555,840,674 5 . 555,759,542
S HI5,709,8745 FEH LH),
[0239]  fE— NSy Erp , i A BT 70, L5 1 D e 4 i I B4 1 20 2R 1) i T A
AT 3E FHAE 29 Pl 4252 I B4R o AT AR AR U AR N 53 O I 7 1 1l 243X 24 45 4, P AR B
54,522, 8115 FE[F LRI v 48 (1 1] 2% Jg 54 1] 771 o T R, ] 303 72 8 R P R S AR I8
FIEL TR R i T IR I 22 U8 (7 < 3EE/RLL) FE i a2 22830 MLV s) HIHR B o INANFEBEA Ay
FHESF (PBS) IR R £h 2% b #h /K o I AR SCER AL AL A W 00 VA FLBS AR 3 B 2 Mg e oy
B VIR AR B B30 DL B RS AL &1, T B O ik, 48 5 BB 7 T PBS,
[0240] 5 AhZG¥HLEI45 24
[0241]  FRH4E AR B 75— 75 T, U Al AR SCHER LA 4 B AR ST RN TR 2
FIT IO B B IRAS I B A 3 B AR AE I 245 T I 75 B 00  IX SR 2 A ) A 1
—FHERL 2 PP A 9, 75 R B ) S DASRAS A ALLSZ AR A B[] P 3RAS BAEE I 4 B 14
A
[0242] W] 5HABZGY) LS T AR AL SV RIGTT T B — 585 ] RS Fi%
PEAA RIS B, A T IR R R PR BUR IR B (9 Rtk , 7T L& T A A1
FE A ARG RA AP E FAWA ST, P20 —Ma S A k] (D
WA YAEA R R (R TG A
[0243]  FEARK I LR — ALy &b, 7] 58 i y7 fl— & TRk &9 AE— 4
ST Fe L B R T ARG E B AR g% ) B R A S A 4R A R B LA AR R
O B 37 771 R0 G 41 1] 351
[0244] 4 SL[R) 25 F W PP B 2 Py PR R I, P RIS AH 4K Bl B 5 795 PR AR 4 o AE— A 52
T, 55 RYT AR LR 4 RIS AE 5 — S R op , M4k 4s T 201104k
ARG VRTT R AE HAR S 7 R, BOgs T LA A RN EE R 7 .
[0245]  TUAE, 225 B AR KR 1] 14 S 9] 5 1 0 b 1A A 5 B o St 19 TR FH DA s AR R
AH I ELAS S A RE AR )3 2 12 0t B P (R R IR (1) A FF N 2 1 — ek
[0246]  SEjifsi1
[0247] A pF2- GRF L) -3-FM AL EEF IR (7) BT B 2- (R F L) -3-F 6N
R FRE E) BT HEES I H &

' F

F
[0248] | |
Bra_~~_-NHBoc B _NHBoc

[0249] 3 GIUT 2k — A L R e i S ) —0— 30 g S R PP PR LT R I Al %
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i) (Boc)oO, EtsN
MeOH
OH OH

0250]  HON AN NH TBOMSO._A._NHBoc
ii) TBDMS-C,
Wk 1, CHLCly

[0251] ZE=iE Pl PiEn3-2&-1,2-7 % (10.0g,0.11mol) and = Z, % (23mL,
0.17mo1) ) MeOH (200mL) VBN AN ik R — BT ZE Ml (26.4g,0.12mo 1) oA B VA M 4+
TR S SR A D AEIRUE W4, 8 I 5 R IR L 78 8 BL 25 B I A Me OHo 7E CH2C 1 2+ i b 28
FAFI R, B ENZ0°C Ja , MR NIRRT - (50 R R e o A A VR S 7 1%
18 T bk 2h o 1 S SR A IAEZK (100mL) FICH2C1 2 (70mL) 2 [8) 43 /2 345 F 55 4RI CHaC L (2
X 70mL) ZHUK 3 o FENa2S0a b5 IR (A VI 3 5 W4 o 724 F IEC Jebl fa 210 % <
e BRI Cobe e e b 25 AR 3 SR ) B S e th et A ) 3— GRCT 2 — R A Ak
B A L) 2SR L T L R F R AT AR (32.6g,97.3%) o 'H-NMR (300MHz, CDC13) Sppm:
0.09 (6H,s) ,0.91 (9H,s) ,1.46 (9H,s) ,2.86 (1H,br d,J 4.2Hz) ,3.13(1H,ddd,J 14.1,
6.7,5.3Hz) ,3.30-3.43 (1H,m) ,3.54 (1H,dd,] 10.1,6.2Hz) ,3.66 (1H,dd,J10.1,4.5Hz) ,
3.70-3.80 (1H,m) ,4.98 (1H,br ) .
[0252]  3- GRUT & —FF LR RS 2SS R R IR T BRI il &
DMSO,
[0253] OH (COCl),,

Et;N, CH,Cl, &
TBDMSO.__ A __NHBoc ~  tBDMSO._JL__NHBoc

[0254]  ZENo R, #E-78°C K, 7E30min Py [ i £F 1 BLEBESL (13.6mL,0. 16mol) ) T (K CHaCle
(150mL) YAV NDMSO (15. 2mL, 0. 21mo1) « 7E 58NN G » ¥ 48 BURIEAE-T8 C M it 1he.
SRIG , AE20min A ¥ N3 — (T 38— FF 38— P ek e L ARk ) — 2 -8 R T L AU R R LT L I
(32.6g,0.11mo1) JCH2Cl2 (50mL) ¥& K - 4k 21+ 5 A L/NE , 75 BB NN = 2% (59. 6mL,
0.43mol) o= FR ¥4 EIVE IHE S N VR A W) FHIE 2 = I . /£ 7K (100mL) FICH2Cl2 (70mL) 22 [8) 4% 2
MR A ZHE ] A AN CHaCL2 (2 X 70mL) ZEER K JZ s 7ENaeS0s - T4 A VL FELE
BRI T WRYE AEAT 5 % 2018 2 BRI IE CUGe e IR B0 Ak B L 2l ALK 0 4 4 DA 2 A 0k 2 2 vl
R R 3— (BT 2 = FF 2 A R e 4 0 — 2SR R B 0 0 P BT 2 18 (29. 8¢,
92%) o "H-NMR (300MHz ; CDC13) Sppm:0.11 (6H,s) ,0.94 (9H,s) ,1.47 (9H,s) ,3.92 (2H,s) ,
4.26 (2H,d,J 4.6Hz) ,5.22 (1H,br s).

[0255]  2— (R 2 AR B R R e A AR FR ) -3l TR 2 U P IR T IR Y il &%

® ©
FCH,PPhy BF, F
[0256] 9 NaHMDS. THF
TBDMSQ\/'IK/NHBOC © TBDMSO | NHBoc

[0257]  7EN2 R, 7E-20°C T~ , 7E10min I [a] B 24856 PE I &0 28 (=28 38) — i DY 0 iR 24
(18.9g,49. 4mmo1) [ T THF (190mL) B RIS N N4 X (= B J5 FR Rk e i) Ik g (1. oM
[JTHF 549 4mL, 49 . 4mmo 1) o A2 Rl IR S B VS M AR Z I8 T $EFE 15minG SR J5 , /E10min PN 4%
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NN 3= GRUCT 2 — FR i R e i A ) —2— U TR B U T RS T 248 (10.. 0, 33 Ommo 1)
(K THF (10mL) Y&V o 7E 58RI 5 » GRS 4 S 0 Lh, 76 M 3 )4 s B 22 18 I 28 % iR o Ji i
TRNIK (BmL) ¥ K S -4 S5 TR A W B S IR 4 o AE 7K (100mL) FZ Tk (100mL) 2 ) 4% 3l 42
Y53 )= 048 F 53 7B Tk (2 X 100m1) ZEHUK JE o fENaoSOa b5 FE (A HLA I ALk T
Wi o AR5 I 1E T BeRE J5 426 % 28 2L BRI IE O e i B 1 fek R Ak LRI A W AR AILE / 23X
S ARIR A PIE AR 2- (GRUT J R R Rk R ) L) -3-FUA A SR R AU T
FlE (E/2=1:1;9.9g,94%) o AELEZI BER 55

[0258] 3 —2— (B ik P J) ff TR R Uk Y IR (B) — BT Rk i N 3 —2— (8 ik R ) o T
AT IR (7) —RUT FEBE il &

Fa, F. _F
[0259] ] TBAF, THF | I
TBOMSO. A _ NHBoc —————>= HO NHBoc + HO._A__NHBoc

[0260]  YE=IL R, MIHEFEAI2- (GRUT - F S PR Rk e L AU L) FR L) —3 - UM TR R AL
TR T 8 (B/Z=1:1;12.0g,37.6mmo1) [¥JTHF (30mL) Y& M TBAF (1.0M{¥THF;45. ImL,
45. 1mmo 1) o A8 A2 B 1 VAR 15 30min o K I B2V A WAL 7K (T0mL) 12,8 2. B (50mL) 22 [7] 43
JZ AT 2.1 2. 15 (50mL) 2K LK J2 48 M AINHAC LK ISV (T0mL) , B J 42 £ 7K (70mL) i
HIFHIAN - FiNa2S0s b1 J5 , B AT A NI - 7248 FH 20 % 1 £ BRHI5 % THR I IE T
S5t e W R Rk e 2L KA R L3 - g —2- R 38 I TN E G F IR (2) -HUT H B
(0.5g,6.5%) 3~/ —2- (FR2E FF L) M TR SR AL R R (B) —BU T 2285 (1.2¢,15.6%) FIE/Z5%
PRI A (5.5g,71.4%) .

[0261]  3-4R—2- FRELH L) I T L &L R (7) 40T R « "H-NMR (300MHz ; CDC13) Sppm:
1.46 (9H,s) ,3.41 (1H,br s),3.74 (2H,dd,J 6.5,3.1Hz) ,4.28 (2H,dd,J 6.0,2.3Hz) ,4.87
(1H,br s),6.53 (1H,dd,J 83.5Hz) .

[0262]  3-4—2- (FRIELH L) 7 T =L &L R (B) —40T 2L 5 - "H-NMR (300MHz ; CDC13) Sppm:
1.47 (9H,s) ,3.78 (1H,t,J 6.4Hz) ,3.93-4.02 (4H,m) ,4.94 (1H,br s),6.63(1H,d,]
83.6Hz) .

[0263]  2- (R ) —3-FUA A Z IR IR () —BUT HEERI il

F i) MsCl, Et;N F
[0264] HO_\__NHBoc ~—TE . BrJ\/NHBoc
' i) LiBr, '
i

[0265]  7EN2 N, 7EO°C R , [l Fi P11 3-8 —2— G AL F ) I T S ik AR R (2) — 4T I
(0.50g,2.44mmo1) FYPIHR (15mL) ¥R 2K I = 2K (0. 51mL., 3. 65mmo 1) A1 Bl I &
(0.23mL, 2. 92mmo 1) o A= B TR A M AE 12 B2 N B 30mi n o K S BRI ad B LA B it
ER) ERFF A S5 A AR (10mL) Peik I i o (L PEHIR T AL (1.06g,12. 18mmo ) FK A4
FR ST IRAE 0 N PP Lh o R SRR A VIAE K (25mL) RTZL R 2L B (25mlL) 2 8] 43 Jz= 4
YN LR 2B (25mL) FERUKJZ - Tk (25mL) Peisk & B A LA, £ENazS0s T H
2 WA LA AR L R 3 il IR 3K 2 GARLFR 38E) -3 -3 R i S 2 R IR (2) — LT 2L B
(0.63g,96%) o 'H-NMR (300MHz ; CDC13) Sppm: 1.47 (9H,s) ,3.80 (2H,br s) ,4.09 (2H,d, ]
2.6Hz) ,4.75 (1H,br s),6.65 (1H,d,J 81.9Hz) .

37



CON 104520268 B w Bg B 33/55 I

[0266]  2— IR HJL) —3— 38U P S Uk T IR (B) BT L PRI il %

I 3 1) MsCl, EtsN F
[0267] lﬂo\V/I:V,NHBoc T BF\V/ﬂ:v,NHBoc
iy LiBr, -
7

[0268]  YEN2 N, 7E0°CR, I FERI 3 —2- GRIL L) TR E L F IR (B) U T H 5
(1.20g,5.85mmol) I A B (205mL) &M AHAK I = 2. ] (1. 22mL., 8. 77mmo 1) FT e ficd B &
#0.54mL,7.02mmo 1) o AL B VR A T LIRS BEFE30min o K S BT A 40 38 DA LB
DLTE R R 158 1 53 A TR R (1omL) PEas e o 3 R VR 78 IRAL 8 (2. 54¢, 29 24mmo ) FF45
A SRR A R N BEEE Lh O R BLR A AEK (25mL) A2, B2 2,15 (25mL) & [|) 43 J2 34
A AN 288 2. B8 (25mL) ZEEUK)E A3 ER K (25mL) Pk & AN, /ENa2S04 - 15
H R4 DLR MR B PR A 2- GRFF L) -3-FA AR E L F IR B) —FUT FEEE
(1.46g,93%) . 'H-NMR (300MHz ; CDC13) Sppm: 1.47 (9H,s) ,3.97 (2H,dd,J 3.5,0.7Hz) ,4.02
(2H,br d,J 6.1Hz) ,4.78 (1H,br s),6.79 (1H,d,] 81.1Hz) .

[0269]  SEjii 52

[0270]  JPERA.2- ((4- (CH RSV B L) oRs ) - D) -3-Fus N R 2R R IR () -

TR i &
; _OH
/Fll F
| o e
[0271] FI KaCOs, DMF o O NHBoc
Bra .~ NHBoc ' ” N :

[0272]  7EN2N , FEZ LT, ) R ZUF R 1 2— GRFFHL) 3-SR 2 R R () —BUT i
(430.0mg, 1 .60mmo1) FIHREREH (332.5mg, 2. 41mmo 1) (Y TF-HEAIDME (2. 0mL) EIF WM A4-#2
FE-N,N- " FEIR B % (291 . 4mg, 1.76mmo 1) o 45 AL A TR A W70 S5 T AR o 5 e b
TR PAEK (40mL) A1 212 2. W5 (20mL) 2 [8) 43 |2 F0A3 F A AN 212 . B (2 X 20m1) ZEHK
JZ o A% A AINHLC K PSR (40mL) < 7K (40mL) Peigk & 3 A MY , 7ENaaSOs b T 72 )&
NIRYE AEME 60 % 2R Z BRI 1E O BElE 5 275 % 2R BRI IE O e i B i ek R 4l Ak
W AR AT iR e 20 2— ((4- (R B FE e ) R AR D) —3-RUd T 2L A
1% (Z) -] H:E5 (520.0mg,92%) o 'H-NMR (300MHz ; CDC13) Sppm:1.44 (9H,s) ,3.07 (6H,br
s),3.78 (2H,br s) ,4.74(2H,dd,J 2.7,0.8Hz) ,4.80 (1H,br s),6.75(1H,d,] 82.7Hz) ,
6.95 (2H,d,J 8.9Hz) ,7.42 (2H,d,] 8.8Hz) .

[0273] P EEB: (Z) —4- (2— (GUEF AL -3 PN A 2E) N, N-— FF RO R e Jie Eh i £ (k.

EM18) 1l &
F F.
N O\J\/NHBOC ) TFAICHCly AR D\J\/NHE HCI
[0274] |11 i) HCVELO [L
AN ~

¢ 0
[0275]  FEZE N, FIHEREI 2 (- (L AR U T B RS HAE) —3-FRUG T A
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R (Z) KT F:E (520.0mg, 1.48mmol) f¥CHCl2 (8. OmL) BRI =51 (2.0mL) o454
IR AR S T A 30min o A LR PINA 8 R W5 R R 105 CHaC e (2 X 20mL) HE2%
KULEBR = LIR AL LR (3. 0mL) Hh e Ab R AR J ) I, 2R R I ST BRI HCL (2. OME) 24
Fif s 1.0mL, 2. 0mmo 1) o K JE2 A DTIE 738 FF AL P T TR LASR (i v g € [ 44 T2 2K () —4-
(2- (RAF L) -3-FUH A AR N N-ZFRIEH B s IR (301mg, 71%) sm.p. =135~
137°C s "H-NMR (300MHz ; MeOD) Sppm:3.06 (3H,br s) ,3.10 (3H,br s),3.71(2H,d,J 3.0Hz) ,
4.88(2H,dd,J 2.8,0.8Hz) ,7.11 (2H,d,J 8.9Hz) ,7.13 (1H,d,] 80.8Hz) ,7.45 (2H,d,]
8.9Hz) .

[0276]  JPERC: 2- ((4- (N,N- " AL Gk 5) R L) T AL —3- UG AR A IR (2) —i

TR ] A%
o OH
el F

IS\
O/‘O \J\/
0277 F.
[ ] [ KsCOs, DME | O~ NHBac
Br~__~_-NHBoc > N )
AN N

YN

[0278]  7EN2 N, 7EZ N, M R ZUHEHE I 2- QR L) -3-FUA TR R L R () —BUT P
(232.0mg,0.87mmo 1) [ T2 DMF (2. 0mL) 25 AH 2K I N B R A1 (300. Omg, 2. 16mmo1) Fll
4-F BN N- DR i (174 0mg, 0. 87mmo 1) o A A Bl B RV AL iR N ek 2h o R
YR A AR VAT /K P VINHAC L (40mL) 1 288 2. B (20mL) < 18] 43 )2 35458 H B /NG 2. 8. 2. B
(20m1) ZEHUK 2 o ENa2SO0a b 15 I BIA WA T AL S W4 o 7518 FH50 % L8 2 BRI I
O R R 24 AR A s 4 1 O s Jp IR T 2 2 (4- (N, N- R T i ) R4
B) B L) -3 T AL AL R (7) —BUT LS (279.0mg, 83 %) o 'H-NMR (300MHz ; CDC13) 8
ppm:1.42 (9H,s) ,2.69 (6H,s) ,3.79 (2H,br s) ,4.76 (2H,d,J 2.7Hz) ,4.81 (IH,br s),6.76
(1H,d,J 82.6Hz) ,7.04 (2H,d,J 8.9Hz) ,7.72 (2H,d,] 9.0Hz) .

[0279]  PIRD. (Z) —4- (2— (G HE L) —3— 3R A 28l k) —N, N—— R R ORIk i Eh iR &6 (b
E10) B il &

A A NHBag iy TEA/CHSCl .

o i e O

O O
[0281] FE=IL T, FAIHEFERI2- ((4- (N N- RSB KA F ) -3-Fa AR
B (7) —AUT B (279.0mg, 0. 72mmo 1) AYCH2Cls (4. 0mL) VAR NN =8 (1.0ml) o34
A TR A AR E R T B 30min o B KRR P A HE R Y IR 24 5 CHaCL 2 (2 X 20mL) 3
R AL TR TE/MeOH (5:153.0mL) i AbFR AR B 71, 28 5 NN ST TEHCT (2. OMAY 20Tk 5
0.5mL, 1.0mmo1) o BT BB PTUE 7388 FAEJUE T TR LA i 3 A [l 4 T 20 (2) -4- - (&
R F L) 3-8l T AU J) -, N- R 1 i 6 iR £6 (196 Omg, 84 %) sm. p. 185-187°C ;
"H-NMR (300MHz ; ds—DMS0) Sppm:3.39 (6H,br s) ,3.54 (2H,br s) ,4.81 (2H,d,J 2.3Hz) ,7.16
(2H,d,J 9.0Hz) ,7.24 (1H,d,J 82.3Hz) ,7.25 (2H,br s),7.77 (2H,d,] 9.0Hz) .
[0282]  SEjiif53

F.

O\J\/NHZ HCI
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[0283] bk Sk it 51 2 1 3R 1) 20 BRAANIB 1l 26 FAL 540
[0284]  (7) —4- (2- (BFHEF 5 -3 A A L) -N-HU T R F B b i s ((b 5 1)

F
. O\;:H\V/Nkb HCI
[0285] H O
' O

[0286] K {4 [ 44 ;m. p. 180184 °C ; 'H-NMR (300MHz ; CD3OD) Sppm: 1.45 (9H,s) ,3.70 (2H,
d,J 2.2Hz) ,4.86 (2H,dd,J 2.9,0.7Hz) ,7.06 (2H,d,J 9.0Hz) ,7.13(1H,d,J 80.9Hz) ,

7.76 (2H,d,] 8.9Hz) .
[0287]  (7) —4- 2 (AHF 2) -3-FM A L) -39 -N N- "R IR P B sh ik < (L&

4
F
_.;O\‘J\/NHZ HCI

O .
[0289] jﬁ%@[ﬁlﬂi;lH—NMR (300MHz ; CD30D) 6ppm:3.04 (3H,br s),3.09 (3H,br s),3.73 (2H,
d,J 2.4Hz) ,4.93(2H,dd,]J 2.9,0.8Hz) ,7.16 (1H,d J 90.0Hz) ,7.25-7.29 (2H,m)

[0290] (7)) -4- (2- (FFEF L) -3-F M N AHRL) —3-F-N,N- IR -JER Bt sh g & (b &
¥ye)

[0292] 44 [E 44 ; "H-NMR (300MHz ; CDsOD) 8ppm:3.04 (3H,br s),3.09 (3H,br s),3.76 (2H,
d,J 2.3Hz) ,4.96 (2H,dd,]J 2.8,0.9Hz) ,7.16 (1H,d,80.6Hz) ,7.26 (1H,d,] 8.6Hz) ,7.43

(1H,dd,J 8.5,2.1Hz) ,7.55 (1H,d,J 2.0Hz)
[0293]  (Z) —4- 2 (AAF 2 -3- M A AIL) -3 -N N- R IOR P B sh ik < (L&

#)20) :
F 1
_O\V:H\V/Nkb HCl

[0294] |
N

[0295] KB A[E K ;m.p.54-57°C ; 'H-NMR (300MHz ; CDsOD) Sppm:3.04 (3H,br s) ,3.09 (3H,
br s),3.78 2H,d,]J 2.4Hz) ,4.95(2H,dd,]J 2.9,0.9Hz) ,7.15(1H,d,]J 80.5Hz) ,7.22 (1H,

d,J 8.5Hz),7.47 (1H,dd,J 8.5,2.1Hz) ,7.71 (1H,d,J 2.0Hz) .
[0296]  BANZS AR IR G I A 4- 2- (G F ) -3-FUR A ZERAQ) -N,N-Z 3K
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Wt % £h 18 £ (WS- W)8EFI8Z) -

F
[0297] |
/N ’

S\/E/NHQ HCl

O .
[0298]  FEAA[E 44 ; TH-NMR (300MHz ; CD30D) Sppm:2.99 (3H,br s) ,3.00 (3H,br s),3.10 (6H,
br s),3.64 (2H,d,J 3.0Hz) ,3.71 (2H,dd,J 3.1,1.1Hz) ,3.77 (2H,d,J 1.0Hz) ,3.87 (2H,
dd,J 2.1,0.8Hz) ,6.82(1H,d,J 82.1Hz) ,6.93 (1H,d,J 81.6Hz) ,7.38(2H,d,] 8.6Hz) ,
7.41 (2H,d,] 8.6Hz) ,7.48 2H,d,] 8.6Hz) ,7.49 (2H,d,] 8.3Hz) .
[0299]  (E) —4- (2- (AR ) -3-FMA AL N-RNERPH K =R RS EY
39) :

[0301] AR s 'H-NMR (300MHz ; ds—DMSO) Sppm:1.13 (6H,d,J 6.9Hz) ,3.58 (2H,d,J
5.1Hz) ,4.05 (1H, septet, ] 6.6Hz) ,4.65 (2H,d,J 3.6Hz) ,7.02 (2H,d,J 6.9Hz) ,7.32 (1H,
d,] 81.9Hz) ,7.82(2H,d,] 6.9Hz) ,8.07 (1H,d,J] 7.5Hz) ,8.18 (3H,br s) .

[0302]  (E) —4- (2— GGl %) -390l A AL ) -N=fU T R R Bl 3h iR 3k (b 544123)

. O\LN_HZ HCl
[0303] T O
> ‘
(9]

[0304]  FE kK sm.p. 140-142°C s "H-NMR (300MHz ; d6~DMSO) Sppm: 1. 37 (9H,s) ,3.60 (2H,

d,J 3.9Hz) ,4.68(2H,d,] 3.6Hz) ,7.02(2H,d,] 6.9Hz) ,7.34 (1H,d,] 82.5Hz) ,7.61 (1H,

s),7.81 (2H,d,] 6.9Hz),8.28 (3H,br s) .

[0305]  (B) —4- (2- (RIAEF 5 -3-FM A AL -N,N- L AR B b 1R & (L &5124) -
F

- O\/E/NHQ HCl

ko

[0307] &ALl {4 ; "H-NMR (300MHz ; CD30D) Sppm: 1. 18 (3H,br s) ,1.25 (3H,br ) ,3.37 (2H,
br s),3.56 (2H,br s),3.83(2H,s) ,4.68 (2H,d,J 3.5Hz) ,7.12 (2H,d,J 8.6Hz) ,7.40 (2H,
d,J 8.7Hz) .

[0308]  (F) —4- (2— (2L 2) —3—UMh T 4 2) -N-F L 2R P i ah M £ (P 5 4025)
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F

ov\/E/ NH, HCl
[0309] H
_N

o s
[0310]  FEfa [ 44 sm. p. 203-205°C 5 "H-NMR (300MHz ; CD30D) Sppm: 2.90 (3H,s) ,3.83 (2H,d, J
1.8Hz) ,4.67 (2H,dd,J 3.7,0.8Hz) ,7.07 (2H,d,J 9.0Hz) ,7.24 (1H,d,] 81.2Hz) ,7.81
(2H,d,J 9.0Hz) .
[0311]  (7) ~4- 2- (EAEF 5 -3~ N AL K Bk 1k (L &12) -

F
» ,O\V:H\V,NH2
[0312] \”/Jlli]/
HoN A A
HCl

Q .
[0313]  Ffa[E fA :m.p. 195-198°C 5 IH-NMR (300MHz ;MeOD) Sppm:3.72 (2H,d,] 2.2Hz) ,
4.90 (2H,dd,J 2.9,0.8Hz) ,7.11 (2H,d,J 9.0Hz) ,7.14 (1H,d,] 80.8Hz) ,7.90 (2H,d,]
9.0Hz) .
[0314]  (B) ~4- (2— (A 5 -3~ A A5 OK B 2k I i ((L &3

[0316]  FEAAfE 44 :m. p. 225-228°C ; IH-NMR (300MHz :MeOD) Sppm: 3.85 (2H,s) ,4.70 (2H,dd,
J 3.6,1.0Hz) ,7.10 (2H,d,J 9.0Hz) ,7.26 (1H,d,] 81.2Hz) ,7.90 (2H,d,] 9.0Hz) .
(03171 (B) ~4- (2— (A 55 -39 A D) —N N- L0 A et e s (P 5 42013)

HCI

[0319]  m.p.185-187°C ; "H-NMR (300MHz ; ds—DMSO0) Sppm:2.95 (6H,s) ,3.60 (2H,d (br) ,J
4.2Hz) ,4.67(2H,d,J 3.6Hz) ,7.03 (2H,d,J 8.7Hz) ,7.33(1H,d,J 82.2),7.40 (2H,d,J
8.7Hz) ,8.29 (3H,br s) »

[0320]  (Z) —4- 2— (RAEF ) -3-FM A HE) N, N, 2-=FHE X R Bl b i & (b &9
26) :
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Fa

[0321] |
_N
0

[0322]  'H-NMR (300MHz ; DMSO) Sppm:2.17 (3H,s) ,2.75 (3H,s) ,2.98 (3H,s) ,3.54 (2H,m
(br)) ,4.72 (2H,d,] 2.4Hz) ,6.85(1H,dd,J 2.4,8.4Hz) ,6.89 (1H,d,J] 2.4Hz) ,7.10 (1H,
d,] 8.4Hz) ,7.21 (1H,d,] 82.2Hz) ,8.15(3H,s) .
[0323]  ERIZSFAARIGVR AP I4- (2— (FIE F ) -3~ TR 4 ) —3-H N N- 2
R OK R kR Sh R £ (L A TERNTZ) -

F

’O\i/ NHy HCl

) o
/

€]
[0325] E-HAuik

[0326]  'H-NMR (300MHz ; DMSO) Sppm:2.95 (6H,s) ,3.52 (2H,m (br)) ,3.79 (3H, s) ,4.65 (2H,
d,J 3.3Hz),6.95-7.09 (3H,m) ,7.24 (1H,d,] 82.0Hz) ,8.25(3H,s) .

[0327]  7-SHfk

[0328]  'H-NMR (300MHz ; DMSO) Sppm:2.95 (6H,s) ,3.59 (2H,m (br)) ,3.79 (3H,s) ,4.77 (2H,
d,J 2.1Hz) ,6.95-7.09 (3H,m) ,7.29 (1H,d,] 82.0Hz) ,8.25 (3H,s) .

[0329]  SEjifiif5i4

[0330] R4 it 451 2 [ 1A (1) AP BRCAD il 28 T FML &4

[0331] () —4— (2— (G B HF JK) -3 -0k TR AU S) DR e g £ 18 £ (b &1 D)

F
’ 0\/£/NH2
[0332] /©/

HoN. A
> HEd .

[0333]  FfA[E 44 ;m.p.107-110°C ; 1H-NMR (300MHz ; MeOD) Sppm:3.85 (2H,d, ] 2.0Hz)4.71

(2H,dd,J 3.6,0.8Hz) ,7.16 (2H,d,J 9.0Hz) ,7.27 (1H,d,J 81.5Hz) ,7.88 (2H,d,J

9.0Hz) .

[0334]  (E) -4- (2- AAEF IL) —3-FM AL N N-" R LIRS i Eh iR 2 (I 5 4914)
F

; ,O\/'E/MHI2 HCI
[0335] |
N AH

N

[0336] m.p.178-180°C ; 'H-NMR (300MHz ; ds—DMSO0) Sppm:2.57 (6H,s) ,3.61 (2H,d (br) ,J
2.1Hz) ,4.73(2H,d,J 3.3Hz) ,7.22 (2H,d,]J 8.7Hz) ,7.36 (1H,d,]J 82.2Hz) ,7.71 (2H,d,J
8.7Hz) ,8.29 (3H,brs) »
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[0337]  (7) -3- (2— (AL L) —3-9UMa T A D) —N, N- 1 B OR e i SR iR £ (& 415) -

Fx
QufP o
[0338] Me\N,S O« NH>
Me HCl

[0339] & (A ] 44 sm. p. 140-142°C ; "H-NMR (300MHz ; CD30D) Sppm:2.70 (6H,s) ,3.71 (2H,
d,J 2.3Hz),4.90 (2H,dd,J 2.9,0.8Hz) ,7.14 (1H,d,] 80.8Hz) ,7.31-7.62 (4H,m) .
[0340]  (F) —4- (2— (A 55 -390 A48 —N-F BOR B e b B i (P 57 928)

[0341] H
/’N“S" .

RN

[0342] KB A A m.p. 143-146°C 5 1TH-NMR (300MHz ; MeOD) Sppm:2.51 (3H,s) ,3.85 (2H,
s),4.73(2H,d,J 3.3Hz) ,7.19 (2H,d,] 8.8Hz),7.27 (1H,d,J 81.0Hz) ,7.80 (2H,d,]J
8.7Hz)

[0343]  (7) ~4- (2— (A 55 —3- UM T3S —N-F SLORBEAB % h i h (L 59029) -

HC

[0345]  JEEAffl 44 :m. p. 178-180°C ; IH-NMR (300MHz ; d6-DMSO) Sppm: 2.38 (3H,d, J 5.0Hz) ,
3.55 (2H,br s),4.81(2H,d,]J 2.3Hz) ,7.20(2H,d,J 8.9Hz) ,7.25 (1H,d,] 82.0Hz) ,7.34
(1H,q,J 5.1Hz) ,7.73(2H,d,] 8.9Hz) ,8.15 (3H,br s).

[0346]  (E) ~4- 2- (EAF H) -3 N EHL) N-2FHIRBABUIG R L 5 (L EH)30) -

F
A O\/E/NHE
[0347] H
‘\/N
ol 0 p

HCI

[0348] Al 4 sm. p. 80~-85°C ; LH-NMR (300MHz ;MeOD) 8ppm: 1.06 (3H,t,J 7.3Hz) ,2.88
(2H,q,] 7.2Hz),3.85(2H,d,J 2.0Hz) ,4.72 (2H,dd,J 3.6,0.8Hz) ,7.18 (2H,d,J 9.0Hz) ,
7.27(1H,d,J 81.0Hz) ,7.82(2H,d,J 9.0Hz) .

(03491 (7) —4- (2- (FZEF ) -3-FM ) N-ZAIRBEBL L R R £ (L 5931 -

F'
' 'O\J\/NH2
[0350] H
\/N\S- ,

5 HCI

o}

[0351] {9 {f [ 44 ;m.p.65-67C ; 'H-NMR (300MHz ; ds—DMSO0) Sppm:0.96 (3H,t,] 7.2Hz) ,
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2.74 (2H,dq,J 7.0,7.2Hz) ,3.55 (2H,br s),4.80 (2H,br s),7.19 (2H,d,J 8.8Hz) ,7.25
(1H,d,J 81.9Hz) ,7.44 (1H,t,] 5.5Hz) ,7.74 (2H,d,] 8.7Hz) ,8.16 (3H,br s) »
[0352]  (E) —4- (2— (FE L ) —3-F M TN ) —N—S7 TR JE R A I e Sh R £ (L 54132) -

~F
O\/(/NH2
[0353] H /©’
o

\\O HCI

[0354]  Fota A m.p. 151-153°C ; TH-NMR (300MHz ; MeOD) Sppm:1.03 (6H,d,J 6.6Hz) ,
3.33(1H,m) 3.85 (2H,s) ,4.72 (2H,d,J 3.8Hz) ,7.17 (2H,d,J 9.0Hz) ,7.27 (1H,d,]
80.9Hz) ,7.83 (2H,d,] 8.9Hz) .

[0355]  (Z) —4— (2— (G H 5) -3l N4 D) —N-Jme T R B i SR 2 26 (b 5 433) -

F
[0356] H

o HCl

[0357] [ [E 44 ;m. p.50-52°C s "H-NMR (300MHz ; ds—DMSO0) Sppm:0.94 (6H,d, ] 6.5Hz) ,
3.18 (1H,m) ,3.56 (2H,br s),4.81 (2H,br s),7.18(2H,d,J 8.9Hz) ,7.25(1H,d,]
81.9Hz) ,7.46 (1H,d,J 7.1Hz) ,7.76 (2H,d,] 8.9Hz) ,8.09 (3H,br s) »

[0358]  (7) —4— (2— (Gl FP L) —3-90UM TR A ) ot e £ IR £ (Te5r19) -

F
, O\J\/NHz
[0359]
HN< HC

O”S\\O :
[0360] m.p.227-230°C ; 'H-NMR (300MHz ; ds—DMSO) Sppm:3.54 (2H,br) ,4.80 (2H,s) ,7.24
(1H,d,J 82.2Hz) ,7.15(2H,d,J 8.7Hz) ,7.26 (2H,s) ,7.77 (2H,d,J 8.7Hz) ,8.14 (3H,br
S) o

[0361]  sLia 55

[0362] sz IR A A HILA HE LA SSAO/VAP-1 ¥ B8 I 7715

[0363] A FH Bt %oy B Frdg A A I 55 8] 1% Fie S Ao I R0 R D Bl 0 P A 5 b B8 3 v BT A =X
T &0 N EE 20 SSAO/VAP- 1 HIsI4E A (Holt A. FilPalcic M.,A peroxidise—coupled
continuous absorbance plate-reader assay for flavin monoamine oxidases,
copper—containing amine oxidases and related enzymes. Gl AL WG 15 BEfK % 220
JCREM - T 5 = g A A B B A i A AL B R oS B G B R AR 5 )
.Nat.Protoc.2006,1,2498-2505) . fajlg #h , i Geneart AGLEM FL WK IEFH AR (pLO-
CMV) H 2 25 FH A T A SSAO/VAP—1 [ 5% 3 3476 31 7 % [ c DNARSEAR I H. 45 A& /N Tg kappa
() {5 5 F7 51 N-K 5P lag R AL bR L A ST S0% B (TEV) 267 . #5128 5 ASSA0/VAP-
1Ak ) B AR 4 9 CHO-K LB R R AR LI 2R, Lec 8o 4548 2 ik A SSAO/VAP- 11 5e F&E 7
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B FE DL RT 77 o 48 FH G % 08 A Z AT A 2tk 35 [ 14 A SSAO/VAP-1 . 3% F /ESSAO/ VAP~
L& BRI o A8 96 B 384 FLARMR - A& w51 10 = bh (A 36 o TR L, 7R HE 96 FLARAS 36 , 5
50uL 4l v A SSAO/VAP-1 (0. 25ug/mL) 0. 1M NaPOsZE i (pH 7.4) IIANZE &L R
3846 A4 T DMSOFH 3 FH4 -9 254 s iR 52w 52 it 28 (CRC) Wk, 1845 AE37 C M AT A
SSAO/VAP—1§i AL 30m i n Ji5 7F 73k B8 /R B 4N FBE /R VG 1 Y » 75 30m i n AL J5 , FKE50uLIF7E0 . 1M
NaPOLZE MR (pH 7.4) il 4 i AL 57 600uM E % (Sigma Aldrich) \120uM Amplex4l (Sigma
Aldrich) FI1.50/mLEAR IS S ALEG (Sigma Aldrich) B SRS AN AL 7E37°C
B9 565nm AR 51590 (s BMG labtech) T, 4P 2. bmini BUSE G B A7 (RFU) , I (7] 2Ky
30min . FAMARSELHE 7 B fF BMG 1abtech) v 525 ANFLEI B) 7722 32 9F HAZAE AT e
ICs0fH (Dotmatics) o 45 FAER 2T /R H .

[0364] 2

[0365] A BRI AL A M AT B A6 A P ) SE AT SSAO / VAP—1 \MAO-BFIDAOH il 75 T

46



CON 104520268 B w Bg B 42/55 Tt

[0366]
A MAO-B /t; HMEC s v 23k | KEABHFTH AR A B R AL
hd | E M IC, (R é‘u\ S:SAO/YAP—I 1& ’ss»AO/VA.P-; b IC (A K)
R ERICoWMER) | BB ICEER) ‘
1 <1 < 100 < 100 <1
2 > 1 < 100 < 100 < 0.1
3 >10 <100 < 100 > 1
4 > 0.1 < 100 < 100 <1
6 [(>1 < 100 NT <1
7 ([>10 < 100 NT <1
8 [>1 < 100 NT NT
9 >10 < 100 < 100 <1
16 |[>10 < 100 < 100 > 1
11 |>10 < 100 < 100 > 10
13 [>0.1 < 100 < 100 > 1
14 (> 10 < 100 < 100 > 10
15 |>100 < 100 < 100 NT
18 [>0.1 <100 < 100 <0.1
20 (>1 < 100 NT <1
23 |>1 < 100 < 100 > 10
24 | >1 < 100 < 100 > 10
25 |>1 <100 < 100 <1
26 |[>1 < 100 NT <1
28 |>10 < 100 < 100 > 10
29 [(>10 <100 < 100 > 1
30 [>10 < 100 < 100 > 10
31 |>1 < 100 < 100 <1
32 (>10 < 100 < 100 > 10
33 |>10 < 100 < 100 <1
%f 5 nM 19 6 > 10

[0367]  SEjitif56

[0368] s =0 1AL A 430 I 7E HMECAH A H SRk i A FE AL SSAO/VAP- 11 BE F1 J5 ik
[0369] [ T ASSAO/VAP-1Y§ 2 A, A -5 St 46115 H 8 (1) 24077 72500 5 SSAO/ VAP 137
Mo A# G Fifk (Invitrogen Ltd) ¥pcDNA-DEST40-hSSAO/VAP-1%E5 YL A HMECHH i . 1 HeFa
E 15 N SSAO/VAP-11¥) S [ -l A7 AR 20 B 2 Lh B R 06 75 2 M o S A v » TS b, [ 5%
15 N SSAO/VAP-1 fRTHME CZH ff 28 LA 10em iz [ B 35 M rp AR K, — HL4H A 3100 % B4, 45 40
LU 3R I il £ 512K o A A BmLI AR (THESZE PP (20mM HEPES, ImM EDTA , 250mM 4 , pH
T.4) B A LB B PR AL S L X B EE #6157 (Sigma Aldrich) THESZE s 5% 41 g
FEVK E B A 3min o K22 M 25 B I 1 40 M 0 e 0 6 B 28 B 00 ol 2R 2364 107k F FLBE
J& ZE A 2TGEF 10T T 2% 240 Mo 2R A VAL o B, BT 0k 1 OmL ) 400 i 2 v 7], e i A FHTKA Ul tra-
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Turrax T 1035 FAALE ) A 3min ] £ 40 AR - SR T, 7E300xg T A3 41 Hd JiE 4 5m i n » 5 125 BH

B R A N O IR AE-80°C T A7 B R AT L AR 36  FERS IS 2 A, N0 . SmMAR

Bé =3 LA AT ART 0 SR MAOYE 3] o 42 RSt 4915 P ) H R EAT R 36 - TS ML, 7E37°C R, ﬁﬁﬁ?ﬂ"

AL A P 50uL I 41 BB SR IR AL 30mi o NN S BV A5 9 FF 42 B S e 4915 7 1) VR4 ik

W 775 o R 278 LA ST S P R -

[0370] st fs7

(03711 5 =1 Ak A P /0 BRORIK BUTE 7 20 2% H (K9 SSAO/ VAP ) B8 11K 7

[0372]  FARAJER K EHBALB/ /MR WistarB(Sprague Dawley KR I IEHNEDT, H N E &

SSAO/VAP-1-F 23 . 3 TR e M B NG S R I 41 23, I A ImLEg 0. IM NaP04%% ¢ (pH

7.4) AFFHIKA Ultra-Turrax T 103 BIALRKH L% B4k 3min, /£3000xg R 20 KBS L

16min. Zfg () 2 GBI B3E 380 miAHs) 12 (SR & &) B8 & 0w A o st ke 36

¢ HAE T I 52 SSAO/VAP—13E P o I 58 K/ Vaax (L H 1 HE W7 2K 5540 FFAE-80 C Mg F E 2 #

ATHRELS o LA 55X A SSAO/VAP-1 (SE it f5]5) AHAR) 77 SR3EAT R 3%, B 1 - T/NER B i 23 2 AN

KRG T SR A (R 243 73] 9 8OuMAMI30uM. 45 A2 /R H o

[0373]  SEjifif518

[0374] s X IHI A I HLMAO-BR BE 771 7732

[0375] i ik W 52 " AT A4 A HIMAO-BYE ME ¥ B8 77 A R WAL B 0 K e S Pk AN

MAO-B (0.06mg/mL; Sigma Aldrich) FIYEMAO-BEEE M) AT o LA 5%+ A SSAO/VAP-1 (£

H%15) FHABLR) 77 BEAT A58 , B 172 100uM T A8 FH A ik Ak o 27 th LA T & 401

[0376] K519

[0377] s IR A AW il A\ H1 20— R AR AR 1Y BB J1 I 7 7%

[0378] & 3. = b A (K G b 5 I ) i SE AL I o« — RS AL I (DAO) A2 FHAOCT 38 BRI 7= AR ) —

FhEEE, DLe s R SRR S 1% B iy 44 o L U 52 AT AR AR 30 1 DAOTE T 4 B8 1 =R T

A WS PR - 2L ADAO (2. dug/mL) FVEDAOR & P 1) K Y8 . Wi7E AT A SSAO/VAP-1¥)

TR (SEHE515) BEAT RIS, B T8 A ) R 200uM B i 2 b , I LW BEFL AL B 10w

MEFENUT AR B E 5 22 R 2 LA Ik & 8

[0379]  SEjf10

[0380] il sE LK A0 400 it i 2l B S AL B 1) B2 010 0 i

[0381] St L ALl (LOX) 2 UM FR T H 140 DA st 2 1 T 350 ot e ke e R 2 2 1

() R B i A 7 A ik o~ 3 g iy — 6 —=F IS 1) 400 it A/ R g » T 3 3ok 5 LOX PRy vt PR r &5

A HIB—ZIETANE (BAPN) ANw] 106 s I i1l iZ 4k ) N (Tang S.S.,Trackman P.C.FlKagan

H.M.,Reaction of aortic lysyl oxidase with beta—aminoproprionitrile (L&hIk#hi

%@ﬁ%ﬂc@i 5B NI R M) . J.Biol.Chem. 1983,258,4331-4338) 4 T FMLOX K JtE

733X 2L LOX L LOXL1T \LOXL2 \ LOXL3 FILOXL4 o 18 13 I 52 & AT AR AR 31 LOX SR i AN [ SR I )
B 77 TR AL A R R Sk

[0382] 5 (1) ke B 1E 5 A i £F 4 R0 e (NHLF) [ _E iSO (2) 3k B K B B2 R 21 2% 61

24PN E ETLOXIR KU o fRTig L, 7ET 175580 A28 B HAT 5 % FBSI SingleQuo t #h R I 58

L¥i3RdE (Lonza Australia Pty Ltd) FIFGM-28%53% 3L (Lonza Australia Pty Ltd) F855%
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NHLF EL %260 % %280 % fil & . — His Bl e flG, AT FH 1 2 £k £ 7K 22 1 V0K 48 M e 36 T 4k 3
A0, 1 % FBSHIFGM-235 F7 ZE () B 95 3 B 4 . PR U R 2 WCER EISVRT#E300xg T
S0 Amin oG R A bR R R 10kDa#l IE 1 Amicon® Ultra—43 Ot gt &
Millipore Ltd) #F— B ¥RAELOXEL [ - fAIWS L, K BE SO B A IFAE4000xg,4C RO B
T ARAF ImL ) f 2 AR A o AE O i RS TR, S0 FH B R B 22 iy (1. 2MJK 5 O . O5MA & 414 ; pH
8.2) G o 72 & LOX i v AN [ S AT B B A 30 I 2 615 5 o R e
S VAN E S T VR 2 R 2 VR T A I SCRIRIESE 8 = AR R BB AE 5 JRE-80°C T
fiB17 o

[0383] R IRLOXEE [ 78 F7 Bk b & i ik (RuckerZsE A, 1995) , PRI K B R SR A3 FIAE T
I 52 LOX P 14 1) 58— SR o TR i, 1) 4 5o A 20 DDA 1) DK B RZ SR 2EL 23 Im N 3mL 1) i 12 £h 2%
MEE K ARG AT FIIKA Ultra—Turrax T 1033 FHLE 4458 Bidmin . 78 UK AT X AN FTRT
B R BIFAAEAC B LI E O (2081 7xg, 30min) I8 IG5 ETTF 4. 2MiR-TBR 40
ZE RO AR T B ) AL 2 3min 2. 5mLE MR /2) o« B ST AEAC R AL K B R
i B (20817xg, 30min) FFUC S G WR . Al B Pz A 35 AL G 3 IR U Bk B & A i
TR 3BT R A HIETRCE IE R F B A 10kDa i 1L ) Amicon® Ultra—4 5 O0d JEd
B R BR SR S R A I LOX B 11 B 4R o A S 8 D 22 VR S 4 B Ak B . 2MIR IR - A1 = 4R
[RYLOX Bk &) ¢ E AN [F] Jec A7) A0 A B ke 36 0 52 5RO 5 o DM JER A e e PR AN 25 282 25
PR o & BRI B2 R S K 55 3 FRAE-80°C T i 47

[0384] i Aok B 1E 5 AR 4E R4 A (NHLF) 1 LOX B35 ATk B K RS2 R I 2 21 1) T
AN]SR T AL S VDR 4 e 1 o A0 AE BT AN SSAO/VAP— 1R J7 v i3 1Y) (ST 91]5) 23
ATR S8, B 1A FLRE 72 (0. 5mM) &b BRI Fp e st A, A8 FH R R 9 10mME fie , of B AL A
P TOUMBAPNIT HE SR 5 ==, I 7E45°C T 8 R 278 LA T S s

[0385]  skififsi11

[0386] 5 2445 T/ BURIOK B =R T A6 A 4 1 SSAO/ VAP- LI BE F31M J7 v

[0387]  7£0.1mg/Kg % 100mg/Kgl & MK T, B MK (p.o.) BREFIKNES (G .v.) 4
TNRAKR R AR AR A D op.o. Bl . v. 45T 0 B AR T BEN o 70 2296 /M 1) 25
AN 8] S SCEE I S R B A AT B R 3= B ik AL 2R

[0388]  7EHESZZ M H A% FH L X T FR I 31 771) (Sigma Aldrich) AL X & (g5 o T
KE5mL/ g H A T-/NR 20mL/g) #41 JiiAb A4 24 Wi /E A SSAO/VAP-1 (SZJiEf515) Hh AT, )
2% TR NSSAOTEVE , B 7 43 BIAEL (5 A1 : 20LL 51 F 3 O . IM NaPO04ZZ 4k (pH 7. 4) #—
RN R AR R AI 3 2 81 o FHT/INBUIE 07 S0 SRR B ig 10 S0 I IS (R o) IR 243 N
SOLMATI30uM. {37 FAMARSHEY 45 73 B B AF 1 550 %5 AN LI BN 77 52 8 22 o 4 A SR 1 At AL g et L)
W SZ2 3697 s 23 SSAOTE PR 5 H 73 L I B o f# FGraphPad Prism¥AF 2 il E 5% . HH
Yu,P.H. 2 ARIARRI 7775, Involvement of SSAO-mediated deamination in adipose
glucose transport and weight gain in obese diabetic KKay mice (SSAO—/SH] A2
#2550 R JR K Kay /)N B0 1 6 o 78 &0 R St AR E 35 m) ,Am ] Physiol Endocrinol
Metab 2004,286:E634-E64 AT 5 I %% HF SSAO/ VAP—1 Il (I FE JE o 1A-1E . 2A-2E Fl13A~
SE/N HAEAT FH 5 M2 2477 RN T A 23 A5 W0 2310 77 & S S ]

[0389]  SEjiiif5i12
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[0390] 1 XS 5 A K B JTUTE I ) 411 1

(03911 F X SRR 155 T IV I 58 %A IB YT 7 B0 205 PR )32 48 B U560 B2
PO SV G2 i S PR RAE ) DY R A SR 36 R 40 o i I 2 JesiE: S 20u LY A S i VR
(1% I ERAK) B SR, MHEA K (Z WRoussin,A. % A ,Neutrophil-associated
inflammatory responses in rats are inhibited by phenylarsine oxide GHII4E AL
i ) DA B e P v PR A i — AT ORI R ME S RBE) L Eur. J . Pharmacol,1997,322,91-96 1
Wise,L.E.ZE A\ ,Evaluation of fatty acid amides in the carrageenan—induced paw
edema model. (Ff M1 31 IIE IS AL v I J0 BRIBE G 1 ¥PAR) . Neuropharmacology,
2008.54,181-188) o 7F M MR 25 25 B L/INS 25 T 3584k 54 (0. 1-100mg /kg) « 7M1 X
SR S AT AIESS 2 J5 1235, 6 A124 /N3 AT HL 408 R RO 2 IR FE DR SE 50 #E 3
WIAHLL , KF50% RI77 Bl o

[0392]  SZjEf13

[0393] 4 By ROAEAEAL i) Dy

[0394]  fEHH mi ISR G 2 M (LPS) (5mg/ke) AN A v S AL R N B 3R AR B A vp AT
KK IHEIALE Y SRR PR (3 W Schabbauer,G. 28 A ,PI3K-Akt pathway suppresses
coagulation and inflammation in endotoxemic mice. (PT3K-Aktif B30 H] AN 2 MLAE
JNBR HP B BRI AT 8 RE) L Arterioscler.Thromb.Vasc.Biol.,2004,24,1963-1969Ff
Lentsch,A.B.ZE A\ ,STAT4and STAT6regulate systemic inflammation and protect
against lethal endotoxemia. (STATAFISTATGH T 45 280 7+ H. B L EAE N 35 K MLAE)
.J.Clin.Invest.,2001,108,1475-1482) - fELPS{ESH 50 1.2 AF18hr syl £ I B A
(50mL) I F T MLy v A A 7 DA o anis i ELTSAK UG , A FI AL &4 (0. 1-100mg /ke)
ST /N R TNF-a . TL-6 \MCP—LURIK G I 5 3¢ R AR 20-80 %6 o E4E TSR3 RAT K BNWIAFIG
It HAA VAT /N7 20 %6 3R B 4775 22

[0395]  sciitafsl14

[0396] /)bt HH < SEAE ) 471

[0397]  #f SCR I VRS U5 3 20 JF HAFE 78 24 AT 45 Jp i A2 J) 15 SR O VB A v e ) 6 4
LRI AR R il 7 45

[0398] g 24 R I I B fn 6 0k 1 R VE S 6m 1 B B A (3 W Romano M. 55 A,
Carrageenan—induced acute inflammation in the mouse air pouch synovial
model.Role of tumour necrosis factor. (NS /AFEN BAEAL M Y SER 1K S 1 2Pk &
IE o B IR FE IR T 1E FD) Mediators Inflamm,1997.6,32-38) #E3K )&, {8 H3ml i L
A EHE ST AR 6K X HRREESZ Im L) A BT s VR YT I A R 252 1 Omg / kg b ZEK F4 HAK
B V234 1257 2mg kg o FEIRIT Fa LN, 48 T Iml A SCSE BEVA R S /N B B R T A A SRR
TS G A/ A5 B 2 5K 05 H R KB g e o 5 VR A T 20 i v 2 L S 48 R )
5E oM B 2380 R /N BRI A B R E , I B R AURT rh MR A2 W R DA
A ZZ Pk ) INF-a RTT L6774 (B 4) .

[0399]  SLjEfsi15

[0400] 2R IWUAAARE HA HH A 3 200 e 0 A2 1 410 1

[0401]  BydfIR (), /)N B SE SR IVLA 8 HT-W0F A0 B 40 B B8 22 0 A ATAH <0 465 4 ZH 43 ) 4100
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(Z W.Pinho,V.%, Tissue—and Stimulus—Dependent Role of Phosphatidylinositol 3-
Kinase Isoforms for Neutrophil Recruitment Induced by Chemoattractants In
Vivo. (A& ANk 57 51 5P 3 0 Hh PR 40 B 5542 1Y) B8 T D5 U LI 3— ity IV 224 ) 2E 2R ) 3
HFAE ) . J Immunol 2007:;179:7891-7898FINanhekhan,L.V.,Microcirculatory
hemodynamics of the rat cremaster muscle flap in reduced blood flow states.
(Yl 2D T 970K 25 KB 2 2 UL 1) 110 A LV 3l 772%) . Ann Plast Surg.2003Aug;51
(2) :182-8)

[0402]  fajig M , 75 B & B P v 3047 1) 11 LA 2 8 2 N <2 SR UVLPY , S8 J A AH S 3 JBE oot 2L
AN F B AT BRI AR AE SE S UPLPR ) JE AT b 34T P 1m0 77 10 o IR JZ L PR v 23 8 52 L A
Bt 52 97 BB NJEIE A2 5 E W AR ISR b R IF LR I A8 A 2o 5 L 4 57 42 A%
EWRE - /K RE BRI ALR GRS — R SRRV Ik (B4R 25—
40um) 3 HoN'T /MR , 755 SIS o WSS AH [R50 9 1) S8 3 L/ N bk o £E R [l 138 4
AT AT, B 2R 00 8 ZeKCERLPSHIIBER 3 Al B A2 sl 1 A gl i 3 = K iR 3l iR . 4l s SR
FEIRFE/NT 4852 M8 A ) Z0 20 B ) T 2 aa B 0 IS L 4 B o L RE o3 i d /N igi Bk 45 78 Ui
TR B 4 ) 25 & T8 2N 8 VR B Al IR U o a0 R e OR R L 22 /0 30ss, IR g 1 40 JH e il B
(475 I HLK e 3 1 1 40 BRG BH 52 E N 7E 100mm K 119 /)N i ik P R B 1 40 B2 72 B 45 265 2.
HI LN 45 AL A 423 (6mg /Kg) o 245 X0 R LL B , A5 490 2332 7 > 50 Y6 I IR Bl AR B 4111
il (B15) .

[0403]  SLjfEfs16

[0404] 2 5 W LA 4 £L (CLP) $45 11375 S 28 SiE 14 301 1

[0405] 434 FY) , CLP 2D BRAD A% [ 15 PRIz M) i) 5 M i 5118 RN S5 4L (3 WMartin, E. 5%
N ,Phosphoinositide-3Kinase y Activity Contributes to Sepsis and Organ Damage
by Altering Neutrophil Recruitment GEik A8 H Pk 40 Mo S 45 Tl G U LS - Sy v v T
i 3% WO SE AN 38 B $24%) . Am. J.Respir.Crit.Care Med.20104E /L A ,182 (6) 762-773 i
Lutterloh,E.C.,Inhibition of the RAGE products increases survival in
experimental models of severe sepsis and systemic infection. (RAGEF=47) 1|3
o B AL RE R A B R G SE AR A i (R 475 #E) L Crit Care.2007;11 (6) :R122) o

[0406] A1 FHET 28 FL & W A VS 3 vh FECILAE s 72 57 LIS, NS A2 ALt th /D &35 EY) R
FARENYBZ B E T ARMEA B WlE AEZFLAT6 /NN 45 T E Y23 AR LA ZFE LG
W 5 Wik 1] 2 B, 1 J JEEBE A0 B2 JR U0 11 P, IR SR R AECLP /R TF R 5 18/t
W — 72 EL B 2R B %5 AL S EIE I 0 e o o JRE I 1500 A 23 18 R PR F T Ak o &
JH 53 5 () e S ) 25 93 FH T {58 FH T e o s D 2 A gt S e s A s A TR N
W AT 2 . 5 WoR50 % AR K A F I BEN WAL BRI LA EL A & - b B /) R 3 30U
FM Gt B2 b, 90 % B/ R AE S TR AFTE (BI6B) o b4k, i i gk /D BALF 1 1 2 3 1 4
MOMLEEAL B W0t Jm 1) 28 PR2E 43 IR 44 F (BT 6A)

[0407]  SEjE 17

[0408] Ak 2175 T 45 1 A% 1) 411

[0409]  iZ 0 BR FIT- 5 0k HEAH L AT FH TNBS—175 3 11 25 i 24 455 28 75 3 4171 1) 225 W 9% 1) Jee 1 A
H¥) (3 WMaslowski ,K.M.ZE A ,Regulation of inflammatory responses by gut
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microbiota and chemoattractant receptor GPR43. GHid A7 iE B AL AL 22 51 EY) 52 44
GPRASE T K VES ) Nature,2009.461, 1282-1286) o fail s , 301 76 Jo BB 22 18] 316 1) B
kB R EAT TNBS (5050, /2 45) X P BR/ Boke vl 76 54 (50 :50) (/N B AT RUK R TR 2
Ja  AEBALT 11243 . 5emAb AT /N R B A UK HLAT50 % LB 2. 5mg TNBS. AE ELIG N UK
BT B /N BE B, I BLAEAR K 4575 % BT HE  FETNBSIEUR 2 5 3R 73 B ZINER, o

[0410] &5 g %% 30 |1 A R MR AR ER A 2k (DSS) ¥ %, WA (B3 WVieira,A.T. A,
Treatment with a novel chemokine—-binding protein or eosinophil lineage-
ablation protects mice from experimental colitis. (ffi I 44 EE B
W TR M 2 L T e —IBR VR 7 IR AP /N R S 52 SR IR Z5 1 %) . Am. J. Pathol,2009.175.2382-
2891) o/INRAEEATE H B IR AIK P 4%524% (w/v) DSSI ) TR, SR IR e A8 i I K T
K o AEBEASSEEGHATAILLO . 1-100mg/ kg4 T G AESETRIG/NRBUL, I3 & W«
T ARSI , FEDSSTR T FH IR 2 5 8 /N SRGBEAE 25K o Wi I 5 AR S (20 %) YR FIAL &
VA g K R I FLIR I RIEAR o B AT T34 ZE 3R 3 58 v IRV ) HH BRI B2 453 2% o &5 B 1) v
(R ZHLZ3 25 73 AT IR SE > 30 %6 9/ R R AE o 4 e DR I 58 Y2 7R TL5 L TLe A TNFa ™ A2 223870 %6 R 41
iill o

[0411]  SZjEf18

[0412]  /]NER H ConA S5 3 45 4% H) #11 l

[0413] |5 B S PR I o B 5 B B Sy PRI 28 (ATH) o SUPE A M 28 M 1 vRR B
2, Horp R B i 1E 0 I G002 SN DN 32 s BR A L o ATHRT 3 B0 a0 A A 1 71 B
PRI o /N BR 1 ConA—15 -5 Y45 e M 45047 0 SE TR B WA Y, e O 8 A FF 0 05 1) A s L ol o a3
FTAFAIEFE o AN T A5 1 G 9% 3 R TNE—a 1) B 5 R T 7R 22 7 h R 4 75 24 H o

[0414] 75 Eh /K ik 5 45 T TJ E 3R B A A (ConA) 10mg/ kg o FH #5733 5 4 R/
M VRORT P v £ 2 S i AR M B TR i 0 . 1-100mg/ kg AL B W9 2> 40 % o 1 4N TL~6 . TNF—a
HITL-5 ) 20 i PR 4. 225 sk 2D, 24 50 REAH LU IS S8 7R 220875 %6 ek 2D o I A S 38 2R sE A &
WiE YT el PR D R RE FH 24045 (Z W Hu,X.D. 2 N\ ,Preventive effects of 1,25-
(OH) 2VD3against ConA-induced mouse hepatitis through promoting vitamin D
receptor gene expression. GEIT{EHLEA ZDZARIERFKILL, 25— (OH) 2VD3%fConA—i75 F
/N F R B TR /E ) . Acta Pharmacol.Sin,2010,31,703-708;Zhang,X.L.%E A,
Protective effects of cyclosporine A on T-cell dependent ConA-induced liver
injury in Kunming mice. (B B]/INGR H 308 FAXS T- 40 M AR At Con A—75 5 A B 93 O AR
PAYERD) World J.Gastroenterol.,2001,7,569-571;Erhardt,A.ZE A ,1L-10,regulatory
T cells,and Kupffer cells mediate tolerance in concanavalin A-induced liver
injury in mice. UNRHETI S EREBA-T T B HAUG I TL-10, 55 T40 LA Kupf fer 4
M ST Z51E) - Hepatology,2007,475-485) .

[0415]  SZjfEf19

[0416] X B HH H <5 A B9 1 352 ) 4107

[0417]  FEAYA: 4 B il TLPSUMEREMPZ AR

[0418] i <5 R R P A2 9 F 2 L SR e A SR B B AR PR , AP AEAE T 2 L I RE PR T B 45
FePEMIBEAT AR 1 Ah B 2 85 T-LPS, & 45 34 Hh R E B X055 3 ) O ARIE SE 3 B0 e %
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i, F57 A2 /N R o 4 I R o B AR A EAT 1 22 L ek 2 Je i ok, 5 AEH 6 AR IS o
LA o S TR P S R RS0 AR 22 L Jlg B PP T I R 22 A8 P v 1) 2O0E , FF HAIESELPSR
#HE (Z0Qin,L.ZE A ,Systemic LPS causes chronic neuroinflammation and
progressive neurodegeneration (4 5 LPSS IS kML & GE M BEAT AP E A 1E)
2007G1lia,453-462) .

[0419]  ELPSH &5 — % (WF[E]Oh) FEE =k () [A] 24h) VE 5 1, BEIE A (ip) 45 T Long
Evans K 2mg/ kg AL G 9B Lho FERF )0, BI04 52 1 0mg / kg (R LPSIR 71 & o 7E [7] 6 K1
24h, ip. 45 T 3mg / kg I LPSIE M - /E 55 — IR LPSTE ST 2 Ja30h, i H:52 i piE 55 1
lethabarb3f:7£4°C F 40> (transcardially) #EyE400ml PBS, [ f5 /2400m1 )4 % %2 5 F %
(PFA) o E4°C N £E4 % PFARRE R i PR 7] 72 148, B /5 20 %6 JEE R VAN 1) 24 24h YR BE 30um
PO g8t T e 5 0% 6k« e 41 3 22 A9 0% EVE 9 My o 438 AL B 0936 5T A WoR s
AN SR AZR 0 Ey g 2 0w P 241 i 95 025 A0 B SR T M SCIR A A /0N B J5a 400 e 2 4 A
B (B K B2 32k T AR 12> (7))

[0420]  #RAUB. J5j ¥l #e T LPSUAME#E il A

[0421] W BEAT 78 08 FE 10 KM X 380 B 42233 5 LP SEA 5 3 R o 1549 Jma 8 48 MR I bz« 22 02 ik
Be M2 TU S 5 52 B T ROAE I PP 52 1, IF H 1 a0 B8 5T RIS AR 19 AH 5% X e 1) J=5 358
LPSyF 5 2 4% FHAETA & AR ORI AR RS (& 0LLiu M. fBing,G. ,Lipopolysaccharide animal
models for Parkinson’ s disease. (IH&AREKIFIIAE Z MR | IHE AR, 2011,
327089;Choi,D.-Y.ZE A ,Striatal neuroinflammation promotes Parkinsonism in
rats. (SUIRERRZ 28 AEGEBE KB T IIHEARAE) .PloS one,2009,4 (5) ,e5482) . LPHEL 4%
WUESEE 3 B T 2 L IR BE P e A8 M (& WMachado ,A. 25 A\, Inflammatory animal model

for Parkinson’s Disease:The intranigral injection of LPS induced the

inflammatory process along with the selective degeneration of nigrostriatal
dopaminergic neurons. (H<g AR IKH B R VESH IR . LPSTE T HY R PRI FE I JE LA
(intranigral) VESHER MR RSUR A 2 B GEph & T e FE 1 A2 1) . TSRN Neurology,
2011,1-16) .

[0422] A9 2 20l i Img/mL K] LP SFR VA VR S 76 T3 2 JBR I ) oHE 1A K B 1) 2 B8 b o i
0.1-100mg/Kg ik &P ab B Z) ¥ 31 B 45 5 o 56 BN AHLEL , 28 5EJk 2D 22 7580 %6 [ I
RN S T A LB » A AL R ) SV AR BE 2 T R A2 ol /b I B/ 22 T e (DA) 1 4
Mo & &, HAE AL B9 8 2 ] BN Ab 2R 2 v 2 LB RS 1 259> N 2935 % , 1
NS PR B L T H<20% o

[0423] s f5120

[0424]  /NBR 5 o R SR 8 28 E A 4117l

[0425] v R\ HH o 2H 2R 45 4% 1) e B0 G L 2 40 T i e PR VS R Bl R AR S ZA 98 1
N o iR I /P R A A AU 1 2 A4 A DA e 28 R4 4 (B DlHase Y. % A, Cilostazol ,a
phosphodiesterase inhibitor,prevents no-reflow and haemorrhage in mice with
focal cerebral ischemia. (PUVEARME, TR — BRBEH I 7By /N th B m AN I 5
SRSk I) . Exp . Neurol.,2012,233 (1) ,523) o145 Jé T 522 5] N 24 HUE Bk (CCA)
A5 /N BRBEAT K b 27 BK PR 28 / TR VE TR o BB bR 73 /0N O BT E 22 1 Tmm - HL g S A TR
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i v 2 Jh R AT S PR 2 o ZE9OminfH 28 i , it 5 22 DUASE SO VR HREYE: 554022 Shre AT AL &4
0.1-100mg/KgAbFR h4 3 H. 7 ML /MR S AN AE v 3 40 B PE 28 980/ 27550 % 107 8
FHWOIETZE, I WS >80%

[0426]  sZiitadsl2l

[0427]  LPSHRZARA i S P s 28 1 411 i

[0428]  fifi F <% F RWK Ty vk, WL i LPSBE N /N (1 i1 3 8 (B3 0L, Innate
immune responses to LPS in mouse lung are suppressed and reversed by
neutralization of GM-CSF via repression of TLR—4. ($fI5il/)NiR fiiith LPSF) 5 K A% 2
o7 - 38 3ok 4 TLR—4 38 ik o MIGM-CSF&if8]) . Am. J.Physiol.Lung Cell.Mol.Physiol.,
2004 ,1.877-85; flHarrod ,K.S.,A.D.Moundayf1J.A.Whitsett,Adenoviral E3-14.7K
protein in LPS—induced lung inflammation. (LPS—# S 28 P () i 82E3-14. TK&&
[1) .Am.J.Physiol.Lung Cell.Mol.Physiol.,2000,278,1.631-9) . failth , 7€ 45 fi10mg/ ke
() 1 28 KR B 2me / kg AL S 9VE YT Ja L/NIE S /N B BRI , AE SR HEAT Th e ) 11, Jld B 2%
it 5 3 B LA 2 35 Il kg LPS (20mg/kg) BREEA M VE 5 2 7VE AT A 81 &G U1 0 & 0
W /N R TBURI JE

[0429]  AELPS/#h KT JG6/NKF L K /N B BRI, 25 B3k Gl g o, i A 236G EH A2 <V B4
B0 . Sml R AL EhAACK Bl EE a8 IR G REBE &, AR IS, JFOR B ki AT B 4
JL (WBC) 2 5370 B o R E R B R W 8 0, BTV FH T M EXT 1 93 i o 55 00 BRRHIEL L 509
TN P R IS T T 2 R0 AT L6 FTNF—a /K S 9/ (K18)

[0430]  SLjfaf522

(04311 PR BRI SR /) bl A A B0 P 08 R ) 410 1

[0432] LI 0 9 7 B %, B S LAY P O 5 AR B (RSV) 38N 2J) ) LI i O B /i
JE B RS o SRR /N B 28 s 75 (PVD) , HL g TAH AR (RKG i #5 B (Paramyxoviridae) ) Fl1JE
(it 5% J& (Pneumovirus) ) fENRSV, JRALRSVEIH AL (2 W Rosenberg,H.F. %8 A, The

pneumonia virus of mice infection model for severe respiratory syncytial

virus infection:identifying novel targets for therapeutic intervention. (™
I W T8 A T AR 78 5 T B 1 /0N GRS B R ) i A B« TR R T T TIOAY B B8 )
.Pharmacol.Ther.,2005,105,1-6) o ek BT 38 58 AE , £0.H5 0 F MR 40 i 55 4 7 3 AR Jk
JLPVME) B & B Z 1, SR TG WK OVASL R (3 WSiegle, .S .58 N ,Early-life viral
infection and allergen exposure interact to induce an asthmatic phenotype in
mice. (75 25 B Gy AL 5t 2 i A0 TLAE FBLS S5/ B P O W2 T 2 ) L Respir.Res.
2010,11,14)

[0433]  FEAEMTHI S LR AIEE2R , R G Al BRGNS N R 2pfu (PVM J3666 T8 AR L1 X
10°pfu/mL) [ SuLBE IR EE 2% Eh 7K (PBS) o Xt BB Ay S ) (BB PBS . 43 J e FH5ug OVA/
5ul. PBSE{100mg/40uL , £EA iy () 55 1 R AN S 27K BOAE 58 28 K M5 29 R BEAT OVAR) & N 54k
N AR R RIBOR S0E & 1) GRITIR IS A~ 3mg /m’ [) G137 £& (1 I 1) A30min/ K, 3
K/ JEE R A ) o IX B Ja A Bl rp S KPR (A= 30mg/mP I /) A 3043 B LA 3 & MR BAE
I ARA o AZ AT A H A A2 PP E T S i 1) T A Fee e i 5 ik O /N SR P B4 &4 (0. 1-
100mg/ke) HIFLRAE .
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[0434]  BEAT SZAUE IV REBE (BAL) HIT- YK UTE I 40 i o 38 U Y R VESOOL I PBS / /)
B SR T 12 A B o A3 P A 00 O o S Tt B0 9 L ) S B0 o ER BAL VR ] 5 0 M 8 o R B
SR G 3 FWr ight—GiemsaZ (o ik g o YT 070 G M 550 o WR A A v T2 25 S A v 1 40 . 7 28
N S AT L W TR AR 200 PP LR 2 B HLAE D 5 AU T B A 2D 200 41 g
BN 0 T IR BL7 , 78 e e A U 7 0 B B e e S IZ K O A2 10 %6 Z2 b A /R E5 bk
HE 58 o B IE P b L B D43 0, e/ NBRIR AT 20E s 1, R AAE , LA A B 5
SR 2, PIEIORE, MR IS 5 3, B O, T RN S 5 4, WAl A
[ 5T R LLO . Img/kg—100mg/ ks TG IF H X REAHEL , 2 o rh R 4a i i 0%
Pk >40-80% , TL-6 FITNFayk > 2 1£30% .

[0435] st fs]23

[0436]  HDM—175 T ' 2 i A5 7Y %) S04 P 441 1

[0437]  F2 2L ey SO W I N B0 B0 5 51 RS ) I R S UK e (S PR I 0 R RSB AL T Lt — o
& B2 T AR R PR R AR o R Bl Ak J2 2R 05 (HDM) 455 80 T Wik 0 AL & W 23 78 3 B 12 I i
AR {E ] (Collison,A. % N ,The E3ubiquitin ligase midline lpromotes
allergen and rhinovirus—induced asthma by inhibiting protein phosphatase 2A
activity. (E3VZ 221G FEMG L ot il 25 (1 o 1ol IR lg 2 AV M AT o ot 00 s R 8 i 2315 3 (1)
&) .Nat.Med.2013,19(2) :232-7) .

[0438] /)R EUEOT Hal i A e A7 & A 2 82 TR HDMIR BV R B0k (FES50 112K 50ug
BER B S NS 1AR 25 17T RAES0R] B TC TR 67K v 3858 ) DY K % 8% () 5ug HDMEER) o fiff H
SORT AT IR GLPEBUER AP 2k (UV) —KIGHIRVIBA1L (2.5 X 106 H 4 U 57 G 1 &) K3 8N
G B8R, fE B A HDMR U UK < a1 d) o AE BIR TR UK L BT 1/ LLO . 1-100mg /kg 4
FAL A A 5 R B BB B IR 2 5 240K /N BR BT o R S/ i v R e R i % 4
RS O IR B, AR5 A HIWr i ght—Giemsa By (i g 0 F T flo i i oK R AE PR AT 45 57
PN 40 B 23 2 D B A% 40 D | W 18 P R 4 B v PR 40 R b R 40 e B BB T
THE 2 /D200 4 i BN 48R o A1 H6mg/ kg (AL & Y023 40 B2 (1) )W AEBALE 1 B 7R AE 35 )
Hh PR AT D S 25 sk /D (BE9A) AR 250 B I I 2T 2 9 B RG89 2 1 <0
B (FE19B) o

[0439] sty 24

[0440] 7= Bz Y8R SCTD/IN BB AR i B2 Jik 8 S ) 01 il

[0441] 7= St e W AR M S R0 » P A AE T 5 b B2 A LR B v )iz 1 B 40
ML A8 TR S RT 288 1A 10 0 B, 55 TR 2 240 e, Kk 2 24 JHLRORE £ L 1y R AR 76 S 0% D BE AN 4 ) /)
SRS A A B IR (T 45 A M ey B [SCTD] /NG BRI 7 0 578 2 R B (W A 2 o i i 7
L RBEIGE | 2 Y R R 28 PR AN K 47 AR AR R AL 1 B kb KB TR AR B (30
Zeigler M.ZE A ,Anti—CD1la ameliorates disease in the human psoriaticfZ—SCID
mouse transplant model:comparison of antibody to CDlla with Cyclosporin A and
clobetasol propionate. (FLCD1lafiid A A= B2 Jeg B2 e b 1503 —SCID /N BR A2 A A 2 . A FH
RERANFRA SR BHAECDILa) .Lab. Invest,2001,81,1253-1261F1
Nickoloff,B.J.%ZE A\ ,Severe combined immunodeficiency mouse and human psoriatic
JZ Wechimeras.Validation of a new animal model. (FENEZES T S &l e /N BRI 4 J
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S AR AR BT A AL BAIE) . Am. J . Pathol ., 1995,146,580-588) .

[0442] il #& SCID/INGR, (6-8 1K) FH T+ R A7 B Jok S AR A o 438 I PTWR ie De xon 88 B e N S Itk
SRR (KU1 .5 X 1.5X0.05cm) &5 2 %% A>SCTD /N SR A 1 [X 45K o 1 B 2K B8 ek}
IHAE BV AEEEA BT ORI 1A 0 SRR o 76 S PR R W) RS AL 5 4 J 5506 J % N B2 JEk / SCTD /)N
SRR A A EBE (R By TR B AR 78 2 I 352 AU ) o AL 28 S PR A ) TE 21 23K 25 AT 40 e
R FELTSAVL S LG40 B 2 A3 BT o AE RS REL S, B M Ab 3220 (0. 1-100mg/kg) 27 B B AR J
H 989 Ik 20 20-50 % , SEES YA ERZHAHEL o St AL, T AL S AL ERH 1 221880 %6 ()i AN TL-
6 A TNFa ¥ 21 i K -+

[0443]  SLjita 5125

[0444]  FLEETE M-I 28 w85 {H 1 Klebsiella pneumoniae) %Y

[0445]  7E /== R Y] PRGN 2 5035 fH T (Klebsiella pneumoniae) 5 H i Gu AR AL
WFFEAL G P DR 45 TR 2 A2 /N BRI B 2 S5 AL S P MG BEFK SOPE 22 40 T8 T H00RT % 0E
Tetn2 MR £ 5 (3 W Soares,A.C.Z5 A\ ,Dual function of the long pentraxin PTX3in
resistance against pulmonary infection with Klebsiella pneumoniae in
transgenic mice. (K ZFIFE R PTXSHRPU AL DAl /N bR A i Jg 42 i 8 v B8 {1 B (Klebsiella
pneumoniae) KA E IEE) Microbes Infect.,2006,8,1321-1329.) .

[0446]  EBALB/c/INBR (8JE KD 73 34 5 2 HUBRGL ORI L RARIER LY o el - A, RS T
AN B, IR T 301 2me / ke RIS 1) s MIZLC, B 9 RIS o 8 308 iy
VEE RV (BALF) LA TE 13 40 e ) S 280 o FH BAL VR il £ A M 25 o i 38, SR 18 FlWright—
GiemsaZbta ik et Tl 7 A v 280 AR A ARV TR 25 2 m R 0 0 28 D B A 2 T 7
A 200 B e PR 200 B R b 2 0 L O LA 5 s T B 2R 2 20040 i B 28 o 0T
TV B i 2 AL , T S B T fEMacConkey B R MR HIlAR o 737 °C R 24 /NI i Ak 45 o e
THR B T BT o FE3E T R 10 RATR NG

[0447] 507545 % BACER BN VG T HAHEL , A V23767 I /N R et 4% 2 25
DHIEBEE  AE8KR FE100% K /N ERAFIE (p=0.0597) (E110A) o b7k, FEBALFIK 2 A7) v ek 2>
7 9 400 B P L 5 B4 S 230 9 1) %8 M2 4 i 4T i 4 (B 10B)

[0448]  SCita 5126

(04491 5 [H 2 Vs 1) 440 1

[0450] 4% " RH Z& PR Al 75 (COPD) 2 i ) 3 5552908 o T3 B o0 AR AIEAE 12 P IR 38 28 9iE K
TR WAt 22 | I S B R A, T SO AR i D BE AR SR o IR B2 B A AT
PRI I B 5 ot A 5 AR RURURL K S5 R PR S S AH IS o 7 IR S5 51 A4S B 53 SREAR 28, HoAH
A Ay I v AN e e AR 1R B BUIR R 45 /AT B A2 1k . st 4h , BT COPDI 38 3
5 T8 57 R 8 e Y (2 WBeckett,E.L.,A new short—term mouse model of chronic
obstructive pulmonary disease identifies a role for mast cell tryptase in
pathogenesis. (5L FH ZE M i s (8T 9 R 3 /) SRR TR R 53 BB K 400 i K8 ik 2 19 i AE B0 AL
HIFHIAER) .J Allergy Clin Immunol.2013Mar;131 (3) :752-762.e7;Guerassimov,A. ,
The Development of Emphysema in Cigarette Smoke—-exposed Mice Is Strain
Dependent. (& M MZFZ 2 & DK b A MK K REZ S &R WK ER)
.Am.J.Respir.Crit.Care Med.Nov,2004 (170)974-980fMorris,A.,Comparison of
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Cigarette Smoke—Induced Acute Inflammation in Multiple Strains of Mice and
the Effect of a Matrix Metalloproteinase Inhibitor on These Responses. (Zih &
NGB R 55 -1 T 1 MR SORE I b R Jo 4 S R 1 A ) R K s ) AR )
.JPET 20084F+ = H (327) 851-862) .

[0451] It A H B 1 )BT A e B A 1t 1) S5 RO gt B N ANZE AR 2 37 8 e 2 2
(100 %% 2% 240 (CH Technologies,Westwood ,NJ) #BALB/ c/INGR [F] I 2 5 T- & MHAHZ (1
T 3RAFSFEE M [University of Kentucky,Lexington,Ky]&F-R IR FIEEESIREEN1E
128 o BF IR 55 FREE75 9 Bl o AT FHI IR M S5 AN IR 2 R B B0 L 1) 4 il SE T &
W MH R B2 o 1207 B VI EL 4 B B R R G0 R RO N 3858 o 0 T B 12K, ff /N B B T 1
IR [ s A 2% A5 0 1 24 WA 90 VR 36 S B 5 o 6 38 20K A I M 55 (] I AE BRI IR L2
[F] 30D B IR B R AL 2R Z Ja , ff/INR FEAT 2 ), P e A1 e Tk B 12 R M 40 55
(LRI A, YRS ARG ) o SEE6 0 BRGEE 556 I DL 2mg / ke 25 T A6 &) 23 H 0 25 401 il i
BIEEASE @D .

[0452]  SEjEfs27

[0453]  CCl4ifs S B AT 4EAL A 401l

[0454] i ff FHCCLat 5 Y IR 4E ALY HEAT 1 HIVAP—1/SSAOFI NG ST 2R M/ - 4k A2
PRSI 7381 o B 450495 A& S L B 5 A2 F T R 0 e ) P A B 77 AR 1) e B ) T BE A 21
A BRI 5 fit M 200 B P £ B RO 3 EURHE B B A TR HE A IR BB L 8 SRE AR A Tk 7 1) 44 i & 22 o
R, IF HoSlE A 44k, Rtk 51 g Ak (2 WNatsume ,M. 58 A, Attenuated liver
fibrosis and depressed serum albumin levels in carbon tetrachloride-treated
IL-6-deficient mice. (PUGALBRALFE K TL-6-5 = /NG o ys 55 1 B 2 A ek 20 1) of 375
& 7K . J. Leukoc.Biol.,1999,66, .601-608.) .

[0455] @ik RS FHCCLa (2. 5uL/g W CCLARR VAW » 3IR B JH]) 15 Sl VESprague Dawley
(SD) KB P B B 4E AL o AN BB LR 28 58 28 KK A 4 (PBS) M1 IFH A4 o) HE R i 12 47+ 5 %5 JE
(2.5mg/ke) 45T K., IS 14 R B 28 KB AY)23 (mg/ke) 45T K AW 23HESE
D B AR AEA A SR T B I 2 F , A RIR B 2D e th /DA 1K (B1120) o Bh4h AL &4
23 7R B ShBE AR FIAN 28 SiE ek 2D , Ho 24 B AN CCLa L bE e, B S8 28 PR A A L35 AL T ATAST
K (B 12ART12B) A58 REVE 73 () 982D (12D) UESE

[0456]  S2jita 5128

[0457]  AEYF9AE 1 AR Dy o (NASH) 5 5 (4 47 4 A0 0 411 o

[0458] sk fafr A AR KE M JI 07 FHE (NASH) U5 5 ) £ 4B A AT E AT 1 HIVAP—1/SSAOHTI
FNETT R/ A AR VEZR I 70 B o I8 A8 AR G 2R BRI 85 2V VR B — B T i 9 LA
FERNARR 1082 JamE s E TR & (HFD, 57keal % fig i) 7630 W EME /N 5 475 S NASHI)
STAMIE AL o N7 K HF UG, B R RS T /N — i IR ) (PBS) 5423 (6mg/ke) BL
BH XS BB K VD4 (10mg /ke) I TR] 93 Ja] o G2 Wl PR RS 25, A4 5 W 2 38 ALK A RE AN E VK 4 i s
B (NAFLD) 173 3 (Bl 13AFI13B) o il id KR 2 Z0FH PEIX 45k (K] 130) IESK A4 AL B
I8 D o SE i 5129

[0459] 7 %j JI5< ¢ 1) 4111

[0460] i 0 BRI A A B A5 4 TN 5 00150 i 26 IS 9% o 1 60 JIE 2K 8 ] 3 UK BH IR 42 20 %
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TERR 73 o & ] 52 M R I () AT ART 358 43 I HARRAEAE T 2 40 M e IR 20 2R BUR « B A T &0
R ITIEAL A B 5T 2 8] B AL e 06 7 SR LA ek 2D 28 90 o SR 1T 5 1 G0 3§ IR P s B i 2 MR 1
IX L2 7 E B AE AR B e AR (2 WMoorthy ,R.S. 5§ A\ ,Glaucoma associated
with uveitis. (5H & KA XM E L) . Surv.Ophthalmol.,1997,41,361-394F1
Lightman,S.,New therapeutic options in uveitis. (%% K& PRI %P Eye
1997,11,222-226) .

[0461]  #=+1 (30) HLewis albino K4 AP (4) H 0T =Hrg4 R, #id Img/ kg flE
ZHE B — RS CRA RAAFETTIRE (Salmonella Typhimurium) FILPS) 175 5L 4
IiE AETE T 2 /T (B50°K) 1/NEHIE L O RMEFR (Iml /ke) 245 T & )23 (2mg/kg) FNEEA o BAE
52 E GEOR) WLk N S 2.5ml/ke) 45 TS TH MZEXKK, 2mg/ke) SETH T 2
Ji 24h3E TR 5 7K H HR PR 2 L W T R 4 RN R 1 O R e RS 2 A E VR HIR B 28 E
[0462]  FIEMIIm IR s /25 F 2 Ja24h (B8 1K) , B SR 2R AbfiF A LR ITHe A 3 (581
R) A A IVE 75 RGG S s () RAEVF 7 (Devos A.5E AN, Systemic antitumor
necrosis factor antibody treatment exacerbates Endotoxin Induced Uveitis in
the rat. (G IMBRILH FHAEGTEA KRR P ANTRE T HH 2K RL)
.Exp.Eye.Res.1995:61:667-675) &t X% A (0) BUAFAE (1) K MEBE  BE FLAG /N FI R 55 AP
a3, IF HAEF XA (0) BT (1) BUE FEATAE (2) WU 78 I ATET 77 4 i 40 e vF 2 » e K45 3
(IS EAR 5B N7 AR LA Y2340 BRI A, 55t 0N P4 W %2 2 1 45 43 A
bt , R T 2 Ja 247N R iR 25 24 22 i 25705 ) 0 21 R i 98 hE (1) 7™ 31 7% R P K33 %6 (]
14A) .

[0463]  7E I PRIPAN 5 SN (755 5 2 J5 24h) 3l UL VE 5 Rompun®. (FF 28 R) il
Imalgene® 1000 (G ER) 1978 A VE UG Sh A BRIFE 3 8 3ok 0o IR S o & R L L 2 A8 5
PRI o 7RIS AR AR i FRTHR 5 7K o

[0464]  HR 557K A 43R TE ) 8 & 3 7EGiemsa et BT FHPBSHBE 10—F5 Y HIE 55 7K A6 il 11
2 0 2 1155 P T U BIR A h MHRL A R ER YRR 41 B o X T AL A 23 b B A S
i I AL F A (p=0.033) M52 208 18 P oKL 4 1 ¥ 25 9 2L (P35 = SEM: 8.9 1. T4
f/ul,n=20) (K14B) .

[0465]  sJita 5130

[0466] T B A 1A 1) 1 il

[0467] 47 % AH OC (1) 25 B AR 14 (AMD) 2 2% B I 32 L J DR 3 H A Bh 32 2R a0 I 55—
SEHELIRZ 8 (7)) T2 Holow SO BRI G2 88 A8 R AL IR 25 1 B2 2 e
(RPE) , la #8551 (A2E) 1 B AR BP0 (10 T B o 58— b 5 Ik & i I 787 A6 Rl R 1“8 T

 (Z WRandazzo,J.ZE N ,0rally active multi—functional antioxidants are

neuroprotective in a rat model of light—induced retinal damage. (fE)Gi%SHIM
X B 5 1) DK SR AR b 10 By Pk 2 DhRe BU B AL 7 2 A LR 97 11)) . PLoS One,2011,6€21926
fiDavis,S.J.Z A\ ,The Effect of Nicotine on Anti-Vascular Endothelial Growth

Factor Therapy in a Mouse Model of Neovascular Age-Related Macular
Degeneration. (R4 ML PR A W AH OC 58 B AR P () /N SRS AL v JE 7 T T I8 A 2 AR K TR
FIFERIMER) (Retina,2011) .
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[0468]  FLAYA: YA

[0469]  £EP J& MG T N2 Jim 4K A ML K B 2 8 T A BOR PR Ot =/NF 210001 x
7 B T OB AH AR ER 5 LD) o R 25 A2 Hh A 0 BEOK B AR B0 AEAT R 2 B rh =/, ]
A5 Tt ARGHE I KSR, NLD) o 72 2 e o S EIVE A A0 SL BRI « AL & P b 2 1 )
0. 1-100mg / kg i 7~ 8 A RE D > 20 %6, 8 DA P22 10 9 A 52 381 ) L E 22 SR BB I A
1 IR s DD o 00T D RE AT AR 22 VPAY , £ 88 88 Jo 48 K BUR ] 22 RIS TR B JFAEB R TR Z
Je I ERGUPAN AR R D BE o ZEERG 73 #r ST » #4 K SR, 22 SR AL I H A7 B A F2 47 L () IR s FH T
EBTEAY M AYA A BoR 50 BB , i ™ R R RIS, s IR s T A 2
AL AR 2 B

[0470]  BEAUB. FOLARAY

[0471] 1 FI4L O 25 CBER~F, 50mm FE 17, 0. 0555 s h2E , 260mW) 7E/M B, o et
JETEARTE T ONV o =N BOG G BB AL SR I AR 2 1 A IR o ZEBOGI 28 i
P AR SEBMI R - AE O S5 36 1.3 51T R R B BRI BB . S0 BAHEL , (b &9
AL PRIV (0. 1-100mg/kg) S ST (20%) FICNV A 22 (040%6) 1 225 /b, il ¥ 4ok
BRllE [

[0472]  sEjE 31

[0473]  JafiE A EH 410

[04741  {EZHPHIK #1E IR & X S {E 5B 16F 10 B K40 (4 X 10 40 i/ 50 ¥) » tndE
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