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() 75745, TR L R O AR 30 PSS ARG B4 3
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4R KE B K I L s 6 g2k s 7 AR 5

[0038] P& 2 A9 4R Ak A & A 5 1
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[0042]  PZAX AREK 1K) il % 7 2 F EAFR LT B3R

[0043] 1) il & W T A — PR B v [ HUAK - AR S AR i 25 - MR TR

[0044]  2) il 2% B A A A = MR P b i 24 2 1 AR DA I A I 4 A0 A £ B R P
A 1) s B 1) S SLIEE 5

[0045]  3) 246 1) F12) il 48 U1 25 A WD RE T I 7 s 5 58 R A A LR K A RITPV CTEG AR 2 2
[0046] "R TH 43 D VEAH AR |

[0047] 1, = B IR ) A Bl (A B 2 LB I 3D e 2 5

[0048]  HY1.0 g=MEERINZELEM, IIAN0.35 g 1,8- % 2~ +—H%-7-% OBU) , i
L INIANO0.87 g2 TR AKVETR, IR S M 12 by 42 1B OB, e 2%, B 25 B, 7K A
1.3 &AM, 2%, NG IR L BERAERL, 43 A HUAH, AKAH YR T pHE 24, N2, B8 2, BE ZEHY,
AU , TR BB AN -5 28 1, 45 B3R s iRy, S be /A ik (1:10,V/V) 45
i > T BEHUR 0. 76 g, U ZE69%,

[0049] B Bk 3i R LRI R A IS % 5 , "TH-NMR (CDC13, 300MHz) 8:11.00 (1H, s),
7.51 (1H, ddd, J=8.132, J=5.483, J=1.670),7.46 (1H, ddd, J=8.132, J=5.485, J=
1.670),6.94 (1H, dd, J=8.132, J=5.485),6.94(1H, dd, J=8.132, J=5.483),6.52
(10 ,8.270 (1H, d, J=1.903),8.1(1H, d, J=1.903), 3.87(2H, t, J=7.434),1.25(3H,
$),1.25@H, $),1.25(3H, s),1.84(2H, tt, J=7.434, J=7.022),1.41(2H, tt, J=
7.434, J=7.022),1.55(2H, tt, J=7.434, J=7.367),2.302H, t, J=7.367) & {k
A a=11. O N IA RS FR A S AL R, 6=1.85.1.41.2. 300 IR bR F 3V F AL
(1) EPRIB S UG , 3% LEUE (1) 471, TUE BF ) B R AR DC Al 2y, — AR~ 70 i 25 4 TE A

[0050] 2, = MAEEEARC B IR I A Bl 2% 2 5

[0051]  Ho gt 5 il o —— = PR P 4R 5 24 L5 B 2 BSMD) (RIEAR B & i

[0052]  EX14 mg-Hi)sl, iAfET1 mL N,N-—FF B F i (OMP) HF s FREXBSA 50 mg, 2 78
IIBRRAES.8 mL 2— (N-FEHEK) Z PR EZ iR (MES) (pH 5.0) R B R 2 18 i 2 22 1
TR s B30 mghik — iz (EDO H 0.2 mL MES (pH5. 0) 78 73Vl Jo IO HUR S R &
W ZE T HFE24 hy H0.01 mol/L BEFRERZZ M (PBS) 4°CiE M3 d, B R 3K FEHT 5
o385, F-20 CIRAE4 .

[0053] =Rk 47 Ji 5 01 W B 1 AR DA 2 e 0

[0054]  FREQIMLWE 50 mg, 2 FEVAMRAES. 8 mL 0. IMFRERR £5 22 PP PBS (PH 7.2)
o, AR BIVERA s B30 mehit 4k — WP fiz (EDC) FIN-¥2JE BR FA®E IV e (NHS) FHO . 2 mL7K 7849 V4 fi
JE T IMAERAT , I8 T30 min. BL6 mgPHiE, VAM T1 mL N, N-— 5 JE HA i i
(OMP) H1, SR JE 22 12 I B VA, FIEBEFE R S24 he [H0.01 mol/L PBS 4°Ci#EHT3 d
FER IR BNTI 57 2%, T-20°CIRAFA Ho

[0055] =R~ 45 Ji 5 FROIR R 2 1 AR A 21 A0 % I

[0056]  FRHLHIRMEE 50 mg, (2 7 EMAE3.8 mL 0. LM B B8 £h 22 pP i PBS (PH
7.2) %, 13 FVARA  BL30 mghiik — W ik (EDC) FIN-¥2 R B8 FAE TV iz (NHS) FH0. 2 mL/K 78 %
VRS T IS RAT , Z 1 T HFE30 min. BU8mg -t Jil, VAT 1 mL N, N—— FF 28 F o i
(OMP) w1, SR R 22 12 In N B & (VA i, Sl FE %224 ho H0.01 mol/L PBS 4°CiE#r3 d
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FERISIR BT 555, T-20°CLRA74 H o

[0057] Ao di 5 il s —— =MREE L PR 5 B0TE 1 OV (RIS B R

[0058]  HX14 mgY-di)i, iAfET 1 mL DMFH s FRELOVA 50 mg, {2 SR ¥A M AE3.8 mL MES
(pH 5.0) H, B30 JFE 22 123 0 2 & VAR s B30 mg EDCH] 0.2 mL MES (pH5.0) 787315
fE S AR BUE R E R AW, ZIE 24 h; H0.01 mol/L PBS 4°Ci#EHr3 d, B R H#3
PIBENTI 7355, T-20 CIRAF % H .

[0059] =R -5 Ji 5 N IILYE 1 2 AR DS B ALk

[0060]  FREXAMLIE 50 mg, 8.2 78 VAMAES.8 mL 0. 1M PBS(PH 7.2) 1, 12 3I%
KB HX30mg EDCHINHSHO.2 mL7K 78730 &M fa T IS WRBH , 2 T 430 min. BX14mg
PR IEMET ImL DMFH SRS SRS NN B8 AR, IR M24 he H10.01 mol/L
PBS 4°Ci#EMT3 dBEERIEIEN T 77 %E, T-20°CIRAFH Ho

[0061] = mes - J5 5 G MLV 1 2 1A AR IBEAS 21 A0 4l

[0062]  FREXARIMLTE 50 mg, 8.2 78 VAMAES.8 mL 0. 1M PBS(PH 7.2) 1, 1234
BB HX30mg EDCHINHSHO.2 mL7K 78 730 &M fa T IS WB Y, 2 T 4HE30 min. BX14mg
PR IEMET ImL DMEH SRS SRS NN B8 AR, IR R M24 ho H10.01 mol/L
PBS 4°Ci#EMT3 dBEERBIENT 77 %%, T-20°CIRAFH Ho

[0063]  F2z5 jl = W Pt A IEK G0 J5 S B2 P FH AP IR L 34 82 1 S AR BB IR bL 461, 3047 58 471
(200 ~ 400 nm) FHHEIE , Wk ELEL =35 73 A 4E260 nmA1280 nmiF R G T H H A A H
%Héé%zﬂﬁé@%ﬂé%ﬁﬁ—ﬁw%lﬂE‘J%ﬁ“&qﬁm&'ﬁ:%ﬁﬂshﬁ\z*ézﬁ:gElE’Jﬁﬁjt"&tl&ﬂﬁﬁ
Po A T B R I AR AL, , 2 B = MR B S-SR B A ) A B B D o 22 U1, S S 5 BSA
45 A L A13:1, 5OVAR 45 A EE A8 1,

[0064] 3, =M B v [ T AR 11 i) 2%

[0065] (1) ZRATIRA 4RI ZRAS

[0066] 1) & IR Gy « 4G = MEEE 40 JE -BSAME Y (o )5 5 58 = 0 IR I e e 51 78 4
FUtk, B2 R IEST6 AR Balb/ e/, BE R 0.2 mL;

[0067]  2) T G & IR « AN IR S B 06, B 90 Sl i s — ik, IR RS e e e A0
JR I SE AR, T3 iE RN & R K %

[0068]  3) i g — IR N G 95— JE] i I JU e ok SR Lo 280 o A ], A7 410 o) EL A I 3 1
10000 LA F iy BEAT 301 AR IR B3 « MGG 59 AN I AT 42 0BG & B V& R0 . 1 mL, =R 5 4b Bt
ZINBR 5 B AT B R 4 Bk

[0069] 4> % F 1) 42 35 4 I IBK 6958 40 BT 7 92 D00 58 40 375 94 7 3 BH P L o 1) FH A B e %
TERTBHMEFLBEAT SERE AL , 49 21 5 23 SRR T 43U — WA Tt B v o 70 44 1) 2% A 98 41 bk , B T
X A K S ) 25 58 8 A T PH VR A VT A LB, 3 28 TR AT, AE MR R IR ORAF
[0070] (2 B v & LA il 2%

[0071] 14U T - B = M 55 v B B A 2 A8 T 40 MR R A28, SLEDTBN 3T CAK I
TR, B O EBRIFATIUG  BEASEFRIR N B 575

[0072]  2) il % MK S PR 24k « R FAR N 5405, #Balb/ /N (B JEWS) IR N K A
BEVH0.5 mL/ R, 7R G M5 2 A A5 X 10°4y/ R, TR JG R K o 2 IR -1 A
FRH VAT 214k, , 49 21 = MR BE B v B HUARTE VR (20 CIRAD) o
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[0073] (3> B v & HUAR AN B Wl 52

[0074] IR EZ 56 FELISAVE I HUARRI 2L A1 2 (200000~500000) o

[0075]  [B)4258 FrEL1SATT VA« = M B e B i —OVAB XA BB A B AR » NN = M B B 74
VAL e B o AV RN AR e AR A A TR R SR BT R BB, 25°C IRBE30
min, 3] H FL IR , PSS TRE I 3~5 IR, FHMR K AR5 IR B (9, 25°C B2 15 min
J& s NN B R s T B AR T 91450 nméh I s REALIOE BEAA -

[0076] (4 B v P e e PRI I 2

[0077]  Hitkir Sk & F8 B R R PUR S & 1 Re 715 FNZ R U RS 45 5 58 L
B, RS SRS ZRAE NV R » 28 SRS/ 5 AR B 45 S 1 DU v

[0078]  ASZOGK: = MR EE RN T ) (SR EE IR W R | DR | O PR I A I RO
D A R PR, S R v B U AT W42 5 A ELLSA , il VEARE 1 2%, 73745 2 1Cs0,
WGt NI A R B

Sl snval R =meEsitE

[0079] RRRAEE (%) = | Sl oA S R | <100%
i
[0080] £ L 53 75 44 KA 58 XU L3 g = IS 100% , BRI B < 105 I Jo << 1%, [ e

B <1%- O WA < 1% M PR T < 1% BRI = R T < 1% 0 A A P 04 o IR . Ry IR I, TR
O WA T2 A T2 A = e e S5 L Ath, = W i SIS 5% R TE A XL, IR b — R s A A e 1 45

I
= o

[0081] 4. =EHu R Prhuikn fil &

[0082]  DA=EAE NG 300 LA SR US04 e 5 Ji 0 o o D 4 2 2R AT S0 , 43 B £ B R Bt
k.

[0083] 5., WA B v [ i AR e AR S AR 10 D) il 2%

[0084] (1) Fe A&y il 4%

[0085] PN 7& 2% B /KNG Jot & 40 UM 161 S 4 R VA IRUR BBE 10 . 01%, BX100 mLE THETE
SR, PR F A 2 I R b s, 7ERF S il R IR TNANL. S mL BT E 4 U 1%
F7AGE R — ANV TR, 2 S0 B A BRI B B I 4L 5 1k, A N B =R A RS
FARMRIZ B JFARTR , 4 CIRAT o 1] 5 R 17180 e A 4 FH IR IR WL 85 S 7 e T 1D, Y0 A R o, Y A
R TCEEY A8 FDG N G BAR G 1 A I 2Lt

[0086]  (2) =Mk B o [ H AR — IR AR A 1A I il 2%

[0087]  fEMEAJ4HE TS . FHO.2 mol /LERERFIVA I B A4 4 I pHZ 7 . 2 AR A I pHAR 1T
TR AET~8 2 [W], il LAARAL) , 4B 2 FF AR S I W NN 20~50 wg BT AR IR Rk [ B A4 4 9
PN ok = e i i v B AR, SRR ST, EIEFFE 10 min, I 10% BSAH 7R A4
AT A FREDECN1%, 5 EH 10 min.12000 r/min,4CE0240 min, 7 W, VIEHE
VRS2 MBS PR IR, AV RN TR AR S AR FR 1L/ LOR VA G2 B Ui E B &, B4 C & Ho
[0088] 43 VA ZE MR : S BSAK B & EUA0. 1%~0. 3%, i J5 -80 R i &2 N0 05%~0 . 2%,
pH7.2(%]0.02 mol/LIkRE: 58 Ml .

[0089] 6. 45 A WIRE BRI il £

[0090] 45 S WRE IR T 50.5% BSAFRESDED vpH 7.2090.5 mol /LBEES k2% o

8
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b, BIEHRIEL b, 3T CHES has o i Lsof 1owlst JEASOR il £ I (1) = M i 80 o [ ik - R A4
SEHRC B SRR LS SR BEA L L ens & MR BEAKTIA0.01 mL =M FE 8 70 B 3
B G FRn G, BT 37 CHEH QR <20% 60 min/GHUHE , B T HHRIE (BE<
20% HRAT % H o

[0091] 7. R ] %

[0092] 45 =M i 2= g JiR - O3 25 1 A0 EC A A0 o 381 e I B8 A A M 28, % 22 40 BR A i
AL AT SN A8 ol S5 28

[0093] Ao gk 2 AR PR 22 op s =P B P R - URTE S AR XA BE 2L mg/mL, A
Isof Low i BRASCHE Ho A 4k T B BR 47 4 25 i i/ 2k (T) , a4k & 41.0 ul/cm; f10.01
mol/L.pH7. AR BEIR Eh 2 MU SE U R BT HUE R RE 21200 ng/mL, H1sof Tow i EACH HAD,
e TR 4E 2 ) FiAE 4k (O , A E N1.0 ul/emo B4 I S N JIE B F-37 C 41
T2 h, &

[0094] 8 A5 it MR AL ER 1) Al 2%

[0095] KA IROSCER FH 0 . 5% VS A & A (=220 «pH 7.2190. 1 mol/LIER #h2%
MRIEN2 h,37°C I HETF-2h % F

[0096] 9. 4RL% I 2H 2%

[0097] A% SR AL L 5 W RE TSR S I R S R 7K SRR IR B2 N3 R WS AEPVCIRAR |5 5 &
WIRETBCER A U6 S A 1/ 31X S A oot W A 88 55 5 45 6 MR TR I R i 15 s 2 R PR 463 v 722
B, I B R PR A B 5 W 7K HR ) 2 i A 2 5 A et TR AR PR 20 v 5 PV CJRG AR ) 25 i o 575, TR 7K 34
(1) A 3ty 15 PVCJRAR P AR S R 55 5 FIT I I B2 A 0 482 R Jo 42 28, R I 28, (D i fFads 28 (O )
2 5 PR sl AU I HHIE B S0OIR T ok T2 A7 T 58 01 455 W RE TBCER () R o ) — {00 5 Joa g
2R A7 T 308 25 45 A W RE TRCER ) AR I 1K) — 0 5 KK 2% FHALAS DR 3 mm B8 (1) /N6, 2E AR R E Il 1)
R R, 430 C A IR 12 H o

[0098] s ds2 A =R ) R U

[0099] 1. A Ah 1 AT AL 2R

[0100]  FRHL1.0£0.05 gk MMM A AR 2 ROR 2 MG B0 s IN10 mL 50%H BE VA
T, P ATRNIG 78 4 TR AR R BE 50 nLEEANR 5575 uLE B 7K CFHHED 5100
BLEEATE 5650 nL25 357K GRAHED VR 51 )5 FER

[0101] 2, AR 4RA AT H I

[0102]  HIR VA8 ENFF G REAN VA VR 100 nLIE B T INAEFL A, ARV Bhi FF 4R 1T, S B2
10 min, HE 4

[0103] 3.4 Hfr e IS

[0104]  BAVE (- :TZR B AL LL CLR B AR HCLk Bt — B, R FE Sl = e i o A T4
JURE , il 2a.2b.

[0105]  FHPE (+) « T2 i 0 b CAL 0 (i BT AN it , SRTRAE it v = MUK 2 55 T B8 T
FEMpE , Wik 2c.2d.

[0106] L&k  ARHINCE:, KA EFRH AT FEEGAAUR AL PR, tE 2e . 2f AE I
TEOLS S B A4 ) 15200 B 45, I AR B 4% 2% 315 ik

[0107]  SEfGEMH3 AE 5 A sz 41
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[0108] 1. A& JUBR {36

[0109]  HRZS [ MR i, 75 5 v 43 s D = e i 22 29Kk SO 52.5.5.10 mg/kg, I
JHE1.5.3.6 mg/kg, BURLRSEBEATRL I, B MEAREE N =K.

[0110]  FHC 4R 2% A IR P57 ot BN 24 ry = M 0 Ik A TR B2 .5 mg kg VB AR B
1.5 mg/kght}, iRk [ EIR BT B A CE B AHEK 5CEL T B8 2, [ =m
R IR B R T IHEE5.10 mg/kg, VEMABL3.6 mg/kef] , 4tk [ W T4y B ta b C4R i 2
RELTZAN A1, 2R , 2R B ARG ARG e Mt o =R B R A RE 9 T M55 mg/kg iR JH L
3 mg/kgo.

1111 2 AR FH 2R B BH PR 256

[0112]  HX L0 =R & 8 K T5 mg/ kgl JHEBHMEAE M IS & K T3 mg/kg IR M0 5L
FHEARE M 252000, AN =MEEE S &/NT5 mg/keg BT HHEL I PEAE M A &8/ T3 mg/keliE
SR S PR AR ot 252040y, FH = U AR AT R I, T SR LA BH P 2

[0113] 25 BLER I « A 3N A 7 (A 46 Sf Ao Y BH PR A it I 85 SR 4 9 BH PR, T 260 FH P A
i AT 2N 100%, B BH PR 22 D90 5 45 0 B AR it i), 45 A Dy 3 1, mT RN B PEAS LR S 3 N
100%, {5 BHPEZE 40 o Ul B A 5 BF ARG 0 == 0ele e 11 0200 2% T DA S R e o 1 == e i 3R AT B RS
(8

[0114] 3.4 RIS

[0115] Mg PN My M e | PGNP e i L AR — MR 25 FHpHT7 . 2,02 mo 1 /LI
TR Sh 22 rP AR BE 25 mg/L, F =M 4R S AT A I o 45 R B 7, Az 4R 264 Il 5mg /L
TRRAR T oy WA B 3 PR | M R S AR I | IO R I, AR AR T 2R (b CZR i (R IR B 5 C
LRt 2T UL I A 4R A PR T ORI e T | M S I PR I
TeAE XML

10
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