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L e I = SR U (A i IBG e 1), A0 38 - P AN = SR UK A s S PE B AR < ik
R S PEDUAR G BTk = 2R UG ) S e DR s i P s i a5 Xk -

JITid B4 50 B PR SR HH AR 5 oA CGMCC No. 2716 FrI) = 28 S 2449 B0 o I8 2% A I8 4N A
C-3-4 U= AL

2. WRABBCHIESK 1 Pk R &, HARFEAE T i ~F i R = B U e

FEEPUA LT IR — R XA TE -

1) Pk 2phu i 5 3R AT A, 15 2R PR S8R S A BB, o HAE
B 5, BT IR Ry S MEBUAR AT BEAR 10 5 VE A BEAR 124 5

2) PTRFE S B A IR, B B AT B bR D 5 4 N B bR 12

3. ARFEACRELSK 1 rdk (R &, HAREAE T Ird R & e s Hihi g s riddihifk
NFEDURPIHUE

Pk B B pi A LU i — P A7 1L -

D) ko R 534S A AT, /3 2R PUR 53 A s A KA, 4 HAE b
B, iR AT B bR 0 S VR M BRARICD

2) PR HIpLIA A AL R, Frid PR AT BRI S5 VR A AR 1D .

4. RPEBCRE SR 1-3 AR Frid KA &, HARAIEAE T Prid il ) ik A ds = R Ui
PRV S SR 2V IR A D R AR ST

JIT 3R VK 4 YR T pHAEL R 7. 8-8. 5. & A AE Bt I8 UK 46 Yk R T T 1 i AWK R
4 0.02-0. 05 % B AL B 75 FT IR U 45 U U5 VTP IR BT B R S R 1. 0-2. 0 % I 20,
0. 1-0. 3mol/L IR Eh 02 M s T IR MR A7 S5 W8 5 A A0 BT IR W 447 52 5 P 1 o R 44K
&k 5-10% ] DMSO. pH 24 6. 5-6. 7.0. 1-0. 2mo1 /L FITE R 5 22 Pk

5. MAEACHEK 2 88 3 Prad iR &, AR AE T« vk B ac 7 i B0 A i 8 A K
R It S5 A A0 il B T R SR IS 5 X b W A BRI A A B I, P 5 A FR A A A VR
R B VA R 5 A VR I AR A S B AR, 2 9 B VA A R el Y R R
2R, BN 1-2mo 1 /L it IR B R PRV VL 5 X b 0 I A9 i P Tt 1 R I 5 Sk €5 5) A i R 1k
WG SRR, 2 BN 1-2mol /L A AL BN -

6. MRIRBCRE K 4 Prlk (PR &, HARFIETE T PR IR AR DR pHAER 8. 2. A 1
BT IR A G Y v 6 T 2R T 0. 03 % 1 B AL BN  ZE AT IR MR AA DRI P I T 2Rk %
M 2..0% [ —20.,0. 2mol /L SR ER G2 i s T W 4 RSN &5 A 18 T iR 46 S 55
(1) J5 e eV BE A 8 %6 (9 DMSO. pH 4 6. 6.,0. 2mol /L B h 22 i .
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7. MRAFAREL R 5 P id B &, HRREAE T T i i 5 i A ORI S A R, Fridk
JE) B B BN VU R s TR 2 1308 2mol /L 1R PR

8. — PRI = SR EU I 7 v, AR DL PR

1) A ST A3

TR FE N AR W RE L, TR RE S AT AR BE TV IR RS AR RS, e
WS PR ik 48 ST IARRLL R 1 0 8-10, BURRIRS G IIFE S T4 0T

BT R AR Oh DR RE S, BT R S AT AL BE 7N - IS R 25 RGER PR s AR Ry, e
TR I R 22 v i 5 TR R I BC LG A 4-6ml © 0. 5-1. bg, B L EL FIE WL B TR s L
1 8-10 MMARRALL 5 k4 SR S, U T3 7

BT IR RE S TR, BT IR RE S AT AR VRN K LE S RNR A, P TR O S
PRI BC L A 8-12m1 & 0. 5-1. bg, SR J5 M A 2L 8—15min, BLH BIEW s T4 TR
EIHEWIRT, N IE O, TR, PRI IR 2, Sorb Ik & Pk 1E Okt 5 ik
FAEWWARRLE 1 0 1 0 LB OB EAKA IR T R KA S BT iR 46 525 A
1o 8-10 MMARFALLIRSS, WU T 204

2) PR ESR 1-6 HAE— Pk iRy B IR S 2 1R A I 1) o B B

9. HRIER S 4 CGMCC No. 2716 [T — 8 UL 259 5 v [ A4 AT I8 40 B Pk C-3—4 Zp b=
1) = SR F L P B S DL

10. R 5 Ky CGMCC No. 2716 FIXT = B8 Ul 2 5 va e A% AT 88 4l o ik C-3-4.
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—fN = RERMN G ERETABRK SRR E

AR
[0001] AT K Piiarill =28 WU ¥ 5 v S HL & FH B e e il &

B=EA

[0002]  =ZRWUZ —F =HERE ERM AN EW, e aE 1 . KR ES
1566% , TR G RN TR, TR RIS TSR, A, [T AT B X LR E &
TREIAN , R LI I B d A B ) o LS e 8 i, SREOM o BRAR = SR U R T st
WED, BHAES YR N AR o = 2R, — B Ui 5 = R WUR KRB OV IF 2B, ml 51
55 W& AR PRI AZ o JEs e A KSR, Wl BLIBS e o ERLIMG, FE Sk A7 e BT
— AR (e  SRABURE e RS I = SR U ) T

[0003] [ filf, = ZRSUHZ A B 2 1 MO 75 925 2 B AR il / i (LC/MS) iRt
FHEE (HPLC) IRAH 3 AR BT (LC/MSMS) 25, HZ X 4877 VA7 A1 A AU AR B0 & B2 2% A
R FEHORAS 56 N 53 10 B RE LR e 1R i, AN & D7 HE P AN R A B O 2

ZBPAS

[0004] AR A —A B B2 SR — R I — 20 Uk (BRI A 2R 7 4

[0005] A% BH AT 4@ AR oo ) — 2 UG R B I0G S e i 0 &, B e bR R — R J UL e 5
EPUIR s FTId e S MU TR — R F &2 se PR s s B s Tl PR I 4504
K0 -

[0006]

[0007]  FLrb, i - HUs A = ZE UL I S PR LR T BLLL N i — Bl A7 A

[0008] 1) R ik 5t st by i A a1 AT (0BG, 49 B~ 5 55 3R AR 1 R ABIER ), R LA

BRI, iRy S PE TR IEAT MR 0 R A S BEAR C A

[0000]  2) BTy PEHTIA N B, Brid P 2E AT BEbR i Jm VR N B bR ic ) .

[0010]  JITad i 7 & ] LABE A0 455 ~F i Js FH = 28 SUIZ R RE S MDA ARG Hebi ik  imik

PO R FEP R DI BT R DDA I, FridF U TR UL R AR — R A7

1E -

[oo11] 1) KPR F P 5 B AT MBI, 15 B F 58 5 8K 8 A AR , R AR
4
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AL R, BT TR AT BEAR 105 VR N BEAR IC4)

[0012]  2) PRl Hihiid Al s, ol o s gk T Bbr 10 5 /E A BEAR 124 o

[0013] Pk —RE &£ ik ek — a5 s EPuik, 2 ik — a5l bha S
BARE AR EBAE N Sz IR A3 B s I Btk dz A ] oA R IR a1 - BT 28 B A
B A I 2 AR IE 8 1 I8 B 1 sk VS 2R 1%

[0014]  BTik 5y FEHLIR IS HHORTE ‘5 oA CGMCC No. 2716 IR — 28 UL 254 5 v [ 2 AT I 48
Hkk C-3-4 43 ubr= A HTIR

[0015] Pk = ZREUKZ e BT 4 FRUR « Y8  F I8 Sl UK IR DT IE

[0016] 4 T 5H 75 o IR 37 i 45 R0 K s A AR A, B a4k 70 5 2 B i — SR U o M o Y98
TR VIR AR DRV T R A RS

[0017]  JLr, PR iR 4 BE U VAT ULy pHAE A 7. 8-8. 5 7 7 16 I i Wk 4 P 34 0 1) %
W PE A 0. 02-0. 05 % B BB 78 I 3 W 4 Ve 35 VL B9 283 FE A 1. 0-2. 0 %6 I3 —20,
0. 1-0. 3mo1/L FRIf% B2 £h 2 ¥ s BT IR I 4 52 W T LUK 5 A 70 Ik Wk 440 S 9 R 1R 240k
P >4 5-10% ¥ DMSO.pH 4 6. 5-6. 7.0. 1-0. 2mol/L IR Eh 2w . Bl 4> & 8k i

A

[0018]  FITIREEFR I A BT FH AR 10 I A SBHORR ok S8 A0 W I 0t P o PR TR I 5 b T2 A AR
ISR, BT S H 5 A VRURT B CA T B YR, BB A VRN I E A A B AR
AR, IR B RCA AT R i sl VU R IR i, 20K 1-2mo ] /L R SR FR VAV s brid
A Ay P 1l TR R I 5 S8 €659 A A S IR A 2 0V, 2 1BV 1-2mo /L S SR AL BN T
[0019]  ATR R 4E PRI AR LK pHAE R 8. 2 & A A8 T i IR 45 Ve i T R 1 29K K
0. 03 % 2 BALH 7L T IR IR A Ve b B R B A 2. 0% [ —20,0. 2mo 1 /L % I #h %
MR s IR VR AR B R RT DA &G 78 P iR VR A8 AP R R A 8 %6 1 DMSO. pH 24y
6. 6.0. 2mol/L BFERELZE MR s TR I A S5 (9 A VB b S8 AL IR BT I8 ik (B (9 B ik DY
ISR s TR LN 2mol /L MERIR. FIidE S EAREH & &.

[0020] = ZRFNR /NG TWI, RA R R NE, WA S IR, ASRETE AL A e
N, A Koy FHEUAE BEB G A B A R itk = RE i 5 FRIRE AR
FRAL — 0 2t AT B AT B S % Ji, — B PR S 8okt A i 45 4 bl AR sl &
HX e AR, PP 5 R IR 45 A BER BN 23-28 o1 LUIR AT » 78 il 46 B0 4 S5
ZRENEPUR S PTIA SRR AR EERECLE 26 11 LA, ZREU PR 2B
S REN SR CRREUT BRIl a4k 2% [ NAF B o

[0021]  fhlAEEL 4 A 0 4 I RO BREAR AR N, i G4t 92 b ] LA pHAE R 9. 0-9. 6,0, Imol/
LB R SR S, BT F B PRBCRT LA B 7E iR B R P AR B 10% (B3 &)
(944 I35 B 1 pH AR 8. 4-8. 8.0. Imol /L [ EL 24 — ShIREE M -

[0022] AR BEA 55— H 2SR gt — Aol = SR J & i 7.

[0023] A B AT A A I = SR U 7 2%, B LU R A0 5% .

[0024] 1) # AT AL 3

[0025] YT IR A R 2R WA S, TR RS S BT AL B 7 V20 S TR R AR RS TS A R
a1, oA BT id 4= 9% 5 BT iR IR 46 i TG AR AR LE R 12810, BUITIR IR A1 IS FE S T 007
[0026] TR A it g WA AT SIS, BT IR AR T T AL IR VA B R G i R S S R R
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Horh TR B RR 22 1P 5 TR R I BC LG R 4-6ml <0, 5-1. Bg, B EL FIE W, TR FIE TR
DL 1 :8-10 FIMAFRLL 5 BT ik ik 46 S R AT, BURER T 9007 5

[0027]  FTIREE S TR, FTR B ATAEE 72k 8 LG SRR A, Hoh ik 1
SR EE B L K 8-12ml :0. 5-1. 5g, 4R Ji5 B FE HR I 8—15min, B LHL FIE W s Bl ik
FIEWWRT I IE CFE, TRAT, RN T IR W48 S, b Pk B35 W iR IE Ot 5
RIRAE L TARFRLL R 1 a1 1, B EUR E /KA 8 BTl T 2K AH 5 BTk i 46 52 % LA
1 :8-10 M AFILLIRAT, BUFEH T 08T

[0028]  2) FIMH IR ik BRI Sz i on) Al 1) b A B AL o

[0029]  HHARJEK S A CGMCC No. 2716 FIX; = 28 FUl 254 5. v [ 2% A8 TR 41 g ik C-3-4 43 Wb ™=
AR = R U B se B DL 8 T AR R B B AR AP

[0030]  fjEk 5 A CGMCC No. 2716 F4f — ZE B UL 2540) . va i 24 AT A0 Mk C-3-4 g T4
R ORY G o

[0031] A B RS I) — SR M 1 i 006 92 1A 70 8 3 R [R) % 5w 4 ELISA J5 v e Mk
€ AR IIAE I P = 2R U R B o AT & SR R e ) = R U R v B LA, IR
VE 7RSI 25 S AT SE P o SEE0 25 BR B, AN S B A R e 1 v SRR R RS o YR
FE R SR s AR B 1 32 N AR TAE M X, 0 7 (8, e AR Bl . A K BRI
SR = B 10 T v, WA T AR, ST T A Gkl VA I B, 4 TR DU f e TR, A
vty AR AL B SRARK, 8 [ B DRSS I DK L AE o BT, ) FH AR i BB S0 2 1R b A T
T 7775 Be 1EAT I I 5 HLIE A R SR 1 e MR R0 s 2 0 A, 49 7E — SR S0l A ) A
RIFEEEH.

R 1 152 BF

[0032] & 1 4 —ZRFN&II 5 X

[0033] & 2 = FHENL SR CERBUT B8 N A AL i Rl = i To

[0034] P& 3 ybiE) s T 3B K il s S A5 240 JE

[0035] ] 4 A4 i 2 R S AR B B DA AR 12 40 0 B AR DLBL AR B R B A
2k

BiExiA N
[0036] T~ Skt 51 P Y 40 S5 360k I e SR B 5 38908 R T2
[0037] Sl 1 RAEHTIR 5 3R B F B IR 45 s B bs — 0o B bR 0 R Y

il % K AL
[0038] . LA = ZRWUHEF i s 5 20K B 1 B D B4 i i b 0 A Bl b3 A0 1 1K)
ARSI R B AR

[0030]  H{EREPRAR AL 4% b R4 s o = SR UL - P B 28R B AR BRI 1) A
AL A 0 N A Y v Y VR R RV VB> I N = BRI o S T A, R i 2 B R = 2Rt
1 5 B bR b = 2R U AR AT 5 3 4 = B U S MDA, AN B bR DL AR EAT TBOR AR
AL R R, FE OGS = SR 35 8 2 ARG, 5 bR il 2 LS B Rl 45 HE A
=B UG e R ] AR B AR AR L B [k, T AR AR = SR U b
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YR A VB EE 1) L R s AR b — SR U v B S L

[0040]  —.Vh=IRFEURE-HU R 5 EA S B BB B4 5 BEAR B0 B bR 12 4 )
BT DRI

[0041] I A = UK PR 5 800k & B B B 1) B bR AR, B4 SR (1 3 BE mT LK
0.15-0. 251 g/ml.,

[0042]  2.BEARHIHLIA TAEW BEbs — B0 BRI AL B 12 ) E Pt PP ARt
RHPLA s Bk — DU BN S A TEMBE T AR 6-8% (JREE & &) Kl
FAMIE - pH A 9. 1-9. 6.0. 2-0. 3mo 1 /L IR Eh e, BEAR DT TAERREE A 1:500.,
[0043] 3. = HFRF DR TR 7T LA — R F L2 s b ikl — 25Uk 5 e Bt
AR s FH AR B IBOHG — SR Ul 55 v B BL AR M S 3000 fir, 15 BIHRE S MR HLAA TAEWR, Prid
BV pH A A 9. 3-9. 7.0. 2mol/L [RIFRE £h 2% Mk »

[0044] 4, = ZRFULARHE S (AL EARBHEA R A A, CAS :108-78-1) 6 Jill, W FE
Gyl Owg/L, 10w g/L, 301 g/L,90 1 g/L,270 1 g/L,810 1 g/Lo B il b ¢ i T 45 ¥ A
B A AE T B FRE S A R T AR 5-10% (JREETH 43 &0 &) 1K) DMSO. pH by 6. 5-6. 7.
0. 1-0. 2mo1/L FIFER h 2% M o

[0045] 5.4 R - A VAN B VLR S4B B A 0N SRR Bl AL A Tml/
s 1 5 S S L B VA DY PR BRI R M B AT 2Kl Tml/ i, 1

[0046] 6. 211 :1-2mol /L #hER BB IR »

[0047] 7T WRAGVEEIL :pH AN 7. 8-8. 5. & A TEVEER R H I ZIR LA 0. 02-0. 05% (JFii
Hraa) SRR RN 1.0-2.0% (JIEH & &) Kk 20,
0. 1-0. 3mo1 /L HIWEIR ERZE MR s40ml/ i, 1

[0048] S IRHAEEM S HAERBWH A MILIRE N 5-10% (JREH /&&= ) [ DMSO. pH
A 6.5-6.7.0. 1-0. 2mo 1 /L [FIREFRERLE M s200m1/ i, 1 o

[0040] = VA=ZRFEU PR 5 E A R B 0 A0 4 5 BEAR — B0k B bR 124 1)
B RARL Rl S I 4%

[o050]  (—) 4k

[0051] | EMA = R -PUR S A 35 A & DS I BEFR AR, S8R R E AT LY
0.20 1 g/ml,

[0052] 2.\ EEFRPIHTIR TAEW « BRI A AL B b0 2R BT R PThU iR B bR BTk TR
VR REE R 1:3000 ;B AR —HURIABE A TEM B TP AR 7% (JREA A E =) I
W =E 103 pH 4 9. 4.0. 3mol /L B IR ER S i, BEbrPihi ik TAEMREE A 1:500,

[0053] 3. = ZEHU P e DR TAEW - 5 ve P42 ORI ‘5 A CGMCC No. 2716 (4 =
FET NG 21 o v o A AT TR A AR C-3-4 0=, = RN SR B B TR AR TR LR
TiiEHIA& 1« R R — R U B se FE DU ARG B 3000 1%, 13 B bt TAEW, Fridk i B
J pHAE A 9. 6.0. 2mol /L [FIBERR £k 22 i

[0054] 4, = HREFARME S (AL A REHE A BR 24 7], CAS :108-78-1) 6 i, W& 4y
AR 0wg/L, 100 g/L,30 1 g/L,90 1 g/L, 270 u g/L, 810 1 g/L, FL il bR &b ¥ A 7E L il
PR Sl I 2R B 8% (T 43 &= ) [ DMSO. pH iy 6. 6.0. 2mol /L FRI5IR #h 2%
MR
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[0055] 5. JiA) S < FH A VEFH B AL R SR B A A BN I AARIR, Tml/ i 1 SR
V)R B A VY BRI R, Tml/ i, 1R

[0056]  6.Z% 1B :2mol/L PR .

[0057] 7T RAGVELRI :pHAE N 8. 2, ST ATESRBM T LR N 0. 03% (AR /05 &)
SR AEPESRR A ZIRE RN 2. 0% (JiEH &5 ) HhiE -20.0. 2mol /L BEER #h 221
W ;40ml/ L, 1 Hi .

[0058] S KAFE W - A IE ST I ZRE R 8% (AT 40 & & ) DMSO.pH A 6. 6.
0. 2mol/L B§MR ER 7 M ;200ml/ i, 1 .

[o059] (=) il

[0060] 1. ELBEA FHi )R 54 M F A R B B AR AR 1 45

[0061] (1) *PPHrg il

[0062] 1) HY 0.5g(3.97mmol) —ZEHUML T TR 50ml [ZEKEE -, i1 35ml  DMF $i 45
fift, B 0. 44g (7. 93mmo1) KOH. 0. 12g Jo/K Nal JiZ LR, 5 0 0. 646m1 ¥R LR BT Bs,
FRE G, MATHE 65°C )V 10he RV AW G, 1o Hl 2 500, KR, H R Ol 4
B, T4 BEZ5, 135 kY, IR CBG ATmBE= 2 .1 AR5 TCWE 2 iR ) 5
[0063]  2) HY 0. 32g )™ T JH 5ml FREEVSAR, RN bml =R O BR, IR BiF: 20h. &
N 5E R HEZRBR 250, 15 PR, B Pl S LR OIS 1 -1 TR BRIV R, MV b i A
TR, B2 A EVES I, N 2 AR, BCE A, BT A e, B HhE, 5Bt
Jar= i CankE 3 fios ) .

[0064]  (2) EL4f SR 1y %%

[0065]  KF2FPi R 5 A i i A 8 AR R AL W R A B Al R, B IBIR .
[oo66] AR (1) il & IR 10mg.40mg fiktb — W% (DEC) F1 15mg N— 2L BRI I
fZ (NHS) 78708 T 1mL DMF H, ZE D0 BidE 24h, 15 2 RONIE T sFRECBSA 20mg,
18 2 78 s fRAE 3. OmL PBS (pH 8.2) 1, 152 R M 11 (RS 4R MyE B 8 A B RER
BLEE A 26 :1) 8 TR IMAR] T, I T =30 FHiE 5h, 0. 0lmol /L PBS Z2 4%
M1 3d, BFRH 2 YOENTI LARR 2 K R SR/ 4340 5T, LA 12000rpm (#7348 B B0 30min, 17
£ B3 3R PUR S 4R 095 AR A R, 038, T 20 CIR1F& .

[0067]  (3) Cufl A 4 ot iRy B b AR 1) i %

[oo68] I A4, %k % i ¥ 5 A0 B i A B i 0. 15-0. 25 1 g/ml, B LA 1001 1,37 °C ¥t
B 2h, B 4°C b A, 02 A0, FBEGIPES 2 Ik, BRIk 30 B2, T, ARG AERRFL A A
150-200 1 1 S, 37T CIRE 1-2h, MIZ LB T, T4 e AR R B S 2 R AT
[0069] M, Bt RIS A 22 i pHAB K 9. 5.0, 1mol /L BRER Eh 25 Pyl s T FH 3 PR 2
AL B ZRE R 8% (R HE /&t ) AR yE [ & A pHEN 8. 6.0, Imol /L I EL
LU — BRI

[0070] 2. = ZREFE(i B e R BRI %

[0071] (1) FeE il

[0072] = RFMIE /N T W, KA e ) NE, A Fa i IR, AN BETE R AL ™A fa e
N, WS KAy TR S VR ER G A B S bk o

[0073]  F¢ EIRAF R PR S AR B 2R kAL = i AT B A 21 0 % Jt, HLAA

8
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SABIE -

[0074] % BRI 2-PUR 10mg. 40mg ik — V% (DEC) Fl 15mg N — 32 FEHEHIIE Y i
(NHS) 7843 %sf#+ ImL DMF o, ZE A T B 24h, 1330 ROV T 0 FRECRIR IR 2R B
25mg, 1 2 TR WS fEAE 3. 0mL PBS (pH 8. 2) 1, 53RNV 11 W oFF 1 a2 AR 11 ¥
H, FE TSR R B oh, PR S AR IR AR B R /R LE R 26 <1, HT 0. 01mol /L PBS 22 ii%
1 3d, BERH 2 YOENTI, LARR 22K R SR/ 4r 40 5, LA 12000rpm [#73 B 50 30min, 17
£ BIE, B RPEPUR S BRI S BB, 735, T 20 CIR1E&H .

[0075]  (2) 4% HRPT

[0076] a. BT

[0077]  HBER (1) 132 % )i A S Balb/c NRAR N, S @l 150 n g/ H, i
PRI .

[0078]  b. 4 Mafh&Fl v EAL

[0079]  HUf¥% Balb/c /N BREHM, £ 9 -1 (&R ) ELil 5 SP2/0 B & I8 40 i fib &
i 115 BB e 20 Wb = 2R U B0 5 I B P ok = 28 U 2 0 PR I A IR AN AR, 1 b & e
PRAT A C-3—4, 140 bk LT 2008 4 10 H 20 HARE T BB A0 o Bh DR 3822 i 23
LAY L (FRIFR COMCC, Huhk < A6 5 T 5 BH DX K e i, A B R B s AE 5 BT » 1K 4
100101) , 1455 41 CGMCC No. 2716,

[0080]  c. ZNMVEAERIE I

[0081] K5 Z4AC IR 40 i C—3—4 FIVEAEVR IR 1 X 10° A /m] A 40 Mo Bk, 7BV A P K RAE
TN BRI, SERIBON 37 CoK s, B0 BRI )G, B AR TR B 5 .
[0082]  d. i ygFEHUARIRIHI &S 4lith

[0083]  HUERIEFEVE G A4 L CGMCC No. 2716 B T4l fuss e sirh, 76 37 C &4tk T i
ITH TR, H-E R — MR R He i A3 B R R b AT 4lidb, 19 BB se PR, —20°C IR AT
[0084]  JITiR 4H s 722 0 [n] RPMI-1640 R B rbids i/ 2 i 3 Fi i 1R S0, 48/ 2F 3
TEAN MR FRE P AR R 20% (JREA /T & &) AT RS BN Mo s 7 5 i 2Rk &
H0.2% (JIRBESSE) TR FRER pH N 7. 4,

[0085] 3. =ZREHE k% selE BRI H %

[00861 SR AIMIVE 2= K Al A S 30, LLPdi i 5 AR IR S B R o e i, iz
&R 1. dmg/kg, B B S IR 5 B 1 36 G Se e R A H CFLA R, S T £
SRS S (RIS 3—4 FA HURH [R]571) & G2 JrUn 4 52 9 [ AN 58 A TR A FLAL, N % — ik, 3t
G 5 U T — IRAIMER o 5ea— AL 10 K5 KA, 0 52 My LRz, o R 1,
PR R 73 RUTEAS BI AL G 2 se BEPLIA

[0087] 4B I SEALIBEFR ICPTHUAE -

[0088] AT HBRAR ik A AL BEARIC (I 2EPT B SEPTRPUPTAIS I A 32 [E JACKSON A7 .
[0089] P LA 5 24 HT (S 54 A A0 48 D O T 6 2 3K ) 46 1 B P

[0090] A% BRI mT LA A I A4 2R 05 DRSS R i i = R Ui

[0091] 1 ZHZURE ST AL 3

[0092]  ZFHHFEM,

[0093]  WREY 100 1 1 #E4-205, NN 900 u 1 By TAEW, V&SI E 50 u 1 FH T2 #.
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[0094]  WYKRFEM

[0095]  FRHX Lg @3#5, MIN 5ml 0. O2M B FR 2% 1 yRUHE 75 5 i, 4000g LA B0 Smin, BEX _E
7 100w 1 A0 900 u 1 9 T/EWIRAS, BL 50w 1 FH T4 7.

[0096]  TAlRIFE M

[0097]  FRHX 1g KL, A 10ml ZJi, @A HEE 10min, 4000g BA_E &0 Smin, IHL Iml _E
T 45 CARBT, N Iml 1E O, 1830 30s, I Iml 5% TAEW, B3 30s,4000g L
B Bmin, 25 BJZIECKE, BUT EKAH 100w 1A 900 w1 B3 TAERIRS, iU 501w 1 [
T

[0098] 2. K

[0099] i) E0 4 A — SR WU AR IDEPL i ) B A AR Bl b i N = 28 S o A i VR B i
W50m 1, EJJDA*H*%&H;@%BZ?MSI{’E/& 50 1 1, FH i BOAEE A, 37 C R4S R R
30min, {5 H AL VAR, BEFLINN 250 1 1 PRI, 30s Ja 5] H AL VR A, 1t 3 55 B AR AL ik
5 U FWROKAGHAT s I AN BRAR ik S8 AL Wl 1 i 2E BT IR BLPL /R TAEW 100 1 1, 37 CIEIRAH
WO 30min, 5] H AL N WA, TR VERRCE IR sREALINN R B B A WS AR, Y B
IR B VY BRI (TVMB) , B4R % VR AT, 3T CIEIRAR B B 15min, FEFLINA 2mol/
L 2 bR 50 v 1, BERIRGIRS, BRSPS B 7E 450nm &b, I e RRFLOLFE(E (0D
EDP

[0100] 3 I Zs 3 Hr

[0101]  FH T 3RAT 1R AR BE B ARUE AR WO B384 (B) B LASE — A i
(0 bk ) BIREREAE By L. 100%, 1321 H WL S AR

[0102]

B
BHOBRNEEE (%) = —— x100%

’BO
[0103] XA B A bR St s v slRE S s v - W' FEAEL, By oA O 1 g/ L B Al VR )T
PR OCFEAE -
[0104] DL =ZREEUARHESMIRAE (u g/L) {H8 X80, H WO REAEA Y i, 2 il ith £ K]
(B 4) o HRIFE B TS SRAE SRS B 2 WO BEARL, AR R A — AN it R B, )R] AR
P e Eie e i rh = SRS IR B o AR B TR A I 25 B ) 23 A i mT DR HH [ 0 7
2 BRSO IR FE o AR B oA I &5 L 110 23 83w AR o SRS 3k A, sk SEA
TR EAE S BP0, AR FE LT 75 4380 LLSE R
[0105] o a5 R B RS K 2 i YREA B R RA 7 S A U
[0106]  (— ) HwifE bk 2 A
[0107] M S 1 A8 B8 = rh AN [R] I R) B il 26 I AN [EIE IR (01 #4602 #E.03 L) II5H)
BRI 10 AR, BRI TER S B B bR AR R - Hh H 20 ML, E 270 1 g/L =58
FAR RO AR (0D E ) , THE AR 7 R 2L
[o108]  SEEG 5 R UK 1 Jom, bnih it BOGRE{E 1728 5 RELAE 3. 5% —9. 4% 2 [A], FF G k5%
BN T BT 20 % IRHLE
[0109] 3R 1. FréES AT EE HRE (CV% )
[0110]

10
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1 2 3 4 5 6 7 8 9 10
C|OL#it| 54 | 35|67 |94 58|67 |80 ]| 84| 87]09.1
Vio2#k| 56 | 47 | 83191 |72 164 | 58|67 59]|5.1
%|03#k| 63 | 74 | 65| 57 | 82 | 54 | 6.1 | 67 | 72 | 4.0

01111 (=) FF NG 25 B RV A5

[0112] 1 FEARE 2 IR

[0113] AN = SR FUE IR 2R 90 BDRLRE i R s i = SR U v i, A = SR Ul /A
Al R SR N 2mg/ kg, T4 A # BE EOR iR IAT A ST A I . AASERER) | oD IR = By
IR AN [T IR 1) B 144 1) = AR R ) & (01 #6.03.06 HE ) g HhEL 3 AR 6, gk AT 5z
W, MEEERREE 5 R IR RRE (V% ). 8RN 2.3 3 FIE 4 iR (£FFP
EE K 5 IRE R FIIE ) -

[0114] S5 FLRBIGR A= 05 TARLRE i A8 e R BOHAE 6. 2% —15. 2% 2 [8], f7 & T (Al
Y Al A £20051 17 5 A 2 15016 2% 5 275 VAR UE T 5 DY AORS 25 FE bt

[0115] 3R 2 2R 9FE ] R MR

[0116]

#t= SEMAE (mg/kg) BRAH CV%
1.95 2.05 1.7 2 2.05 7.5
ol 2.25 23 1.85 2 1.7 127
2.4 2.45 2.15 225  2.05 7.4
2.25 1.6 2.1 1.9 1.85 12.8
03 2.3 2.15 1.75 1.7 2.1 13.1
2.05 2.2 2.15 1.8 1.6 12.9
2.4 1.75 1.9 1.75 1.7 15.2
06 1.7 2.35 2.05 2.15 2.2 11.6
2.05 22 225 195 225 6.3

[0117] 3R 3. WkrAE ] 25 B PR
[0118]

11
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#5 SEPE (mg/kg) ZRARHCV%
2.1 1.85 1.6 2.15 1.85 11.6
01 1.6 1.85 2.05 2.1 1.55 13.7
1.7 1.65 1.85 2.05 1.9 8.8
1.9 2.1 1.9 2.1 2.35 9.0
03 2.1 2.2 1.85 1.8 2.35 11.3
2.35 2.15 1.9 1.8 1.65 14.2
2.15 1.9 1.95 2.05 2.2 6.2
06 2.1 2.25 2.1 1.7 2.25 10.8
1.9 2.2 2.4 2.1 2.15 8.4
[0119] % 4 FADEMT: S W] R MR
[0120]
#t5 SEE (mg/kg) BRERBCV%
2.1 1.85 1.75 2.15 1.7 10.7
01 2.05 1.85 1.7 2.1 1.9 8.4
1.8 2 1.7 2.15 2.3 12.4
1.6 1.95 2.15 1.8 1.5 14.6
03 1.7 1.9 2.05 2 1.55 114
1.5 1.7 1.9 2 1.6 11.9
2.05 2.15 1.8 1.9 2 6.8
06 1.95 1.8 2.1 1.6 1.55 12.9
1.55 2.2 1.8 1.9 1.6 14.4

[0121] 2 F VR PR A

[0122] [ AN Er = SRS UIL B4 3 0k TRDRLRE it A s I = SR U b v S, 72 3
K RE S A A R B 23 )0 Img/kg (L) T 2mg/kg (L) , Gl RFRE it A A5 H 4k 43 51 2me/
kg (L) H1 4mg/kg (L) , 2R 5 4 S a9 1 vp B 3k RO o AT AR B 5 VAR AT A0 B 575 FH St ) 1
D IR = TR IR R S A T A I, RSB 4 A PAT S 2 BT S HER R (R B = S
B/ WS INME ) o S5 R UK b Pron. g5 LRGeS i[RI #7E 68. 7% —97. 6% Z 18], ¥
FRE AN 0 [RLECRAE 62. 7% —96. 8% 2 A, TREHE S s MR ZAE 62. 5% —89. 6% L [H].
[0123] 3 5 RF & HIVERE

[0124]

12
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R 44 ik ARl

WINKRE (mg/kg) 1 2 1 2 2 4
1 68.7 | 97.6 | 843 87.5 752 | 65.7
‘ 2 86.3 85.0 | 723 77.5 824 | 834

TERAIE %

3 825 | 786 | 822 | 968 | 785 | 89.6
4 927 | 8.9 | 627 826 | 625 | 837
S HI1H % 826 | 870 | 754 | 86.1 747 | 80.6

[0125] (=) AN RMNFRIRLE -

[0126]  IEFEE —IREA R W FNELIThRE R 3 Ph 2l e A2 X WA o i i & Fh 2y
VYRR I 2 73 43 21 3 50 %6 VI B2 o FH R Aok S0 3R = rp il &on S e 2 A8
NER o RSB T = BRI AT S N 28K, WO 12 24 S I ) e e PR R e SR
Mg 3, G R B ME.

[0127] X MNHE (%) = (511 50 % il = FFHL AT / 515 50 %6 Pl — R 7%
FADIHR L ) X 100%

[0128]  SEEG 45 R UK 6 B, RO, AR BT G0 = R U R 7 MR AT , B AR B
B DI = R

[0129] & 6 A& HIHRE 51

[0130]

2Ry |8 RN (% )
— &S (100
—FEmR [
= 1
=ERE KL

01311 (VU ) H5RIE IR

[0132]  AFIEIRAFSAE A 2-8°C, & it 6 A HIWillE , W& M KOG RAE (FhrdE) |
50 %o A FE = Z SIS I SEBr il @ (B 3 TE IE e Bl 2 N o B B e s A g R, &
AHEIEFE IRAT A I, KR BAE 3T CORAFIIAAT N ICE 6 K, AT iR 2 se 5, 45 3
T INZIAFN G S IR bR ¢ 1A B K 5 B RN G ARG O A2, BRI & BN —20°C oK
FAVA TR b R, I e 45 R R RGN S R AR e R 1EH o LA B 25 AT 43 H ) & v] DAAE
2-8°C & /bR LIRAF 6 M H UL L

[0133] (o) ) i e ALK I R

[0134]  HUANE = ZR UL 0 Bk 2 3 i, PP 3R = Pl o) & o0 Sl 1EAT 20 YRR, 052 &5
FIPT AN b 3 A5 bR 22 1 o) & 1 S A I FR

[0135] 45514k 7 R, R BRI & i S ARSI BR 24 99. 7 1 g/kg.

[o136] 3% 7.FIMEAwke il E i REi vt & (1 e/ke)
[0137]

13
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e 487 30.2 25.9 86.3 25.9 43.7 68.3 28.5

Fams 9 10 11 12 13 14 15 16
% E 62.5 73.4 60.8 60.4 63.7 452 46.3 48.7
Hms 17 18 19 20 EEME tefEE BRI IIR
8 50.2 41.6 38.9 58.7 50.4 16.4 99.7

[0138]  sicjitids] 2 Tl = 2R U () & vl A an R JLF -

[0130]  — AW Je A RE S MEBUAA , B ARG R Bbr PP IR 1)) &

[0140]  (— ) ARFIEH TAEIRIER -

[0141]  M7ERFLA EIUEBE STEs) | BT — SR JU s S PE BT, DA S 3 B bR

SRS s BN BEAR IC P PU R . B S P 1) = R U B = SR U v o S A il Bt

J5 5% S0 4 AE AR AR b — SR EURR e M B, H B AR R, FE RO S =

T )5 B AR DG, S bR vE 2 LB R e 15 R i b = SR m U ) &t RIS T AR

PRARE IR v, 0 I 5 R G R I — SR U b v o R 1) L REL s ) BT AR o =

FF BRI

[0142] (=) ARFIE LIS

[0143] (1) WA B4 SR R B bRl <040k )5 o — B sl e se B B, HH ARG 5 A CGMCC

No. 2716 [0 = S50k 2500 1) 50 o [ A% A8 TR A0 bk C—-3—4 430 3b )™= A s Bt S ik B mT LAKY

0.15-0. 251 g/ml.,

[0144]  (2) BEARICY) Wb — 2R FURCEPUR B TAEW s A5 ic B0 BRI AL G

[0145]  (3) =R EhrvE s (AL n AR BHE A R A F], CAS :108-78-1) :6 Jifi, ik /&

SN 0n g/L, 100 g/L, 301 g/L,90 u g/1,270 1 g/L, 810 u g/L. BCHIFRVE S I AEHT

R HIRR S T P AR 10% (JREH 403 & ) 1% DMSO. pH 24 6. 5-6. 7.0. 2mo1 /L

(1 ke P2 2 2 TR 3R

[0146]  (4) JW) BOVE - FH 2 (R A VORI B0 B WAL, Bl A A EHE, BE

B WA AR

[0147]  (5) Z1LWA 1-2mol/L Wi BRI o

[0148]  (6) WAGVESRIE :pHAEA 8. 5 & A fEIR 4G VE I P AR FE 4 0. 06% (L& H 4

FE) SR AEIRGEVERIB P I ZIRIZE S 2.0% (JRETH /& & ) i -20.0. 3mol/L

(R R Eh 22 PP 40m1/ JHL, 1 JHH

[0140]  (7) WA « A TEIRAE WP 2R E N 10% (TR H 20 &) 1) DMSO,

pH 3 6. 7.0. 2mol /L FIBEEE EE 2 ;200m1/ i, 1 o

[o150] . fudl sy = R E PR S BRSO B BEAR I A B AR — SR w R

MBI &

[0151]  (—) TAERH

[0152]  M7ERALA byt = SR mUk PR 53 8 SR I, 0 N i v b v
14
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AR TR IDNBEAR SR | b TR = SR E U R R B . RS =R E U B = R
FE bR i 5 B bR AR bRk i = R EUR R S A = R E R R bR, HE AW E 6,
T IROGAE S = R U B S B ST DG, SRR i 2 LU BRI AT 1R AR = 2R U
B, AN AR PR BEPRAR b BRI, Bt 5 RS = R F RV A TR Y L
BRI W RE P = R U R IR VE

[0153] (=) ARFIE AR

[0154] (1) QA W R KIEEFRAR A% IR = B SR PR 5 40 138 B B BRI .
[0155]  (2) BEARICHD BEARRE S HEPUIR TAEW, FRicBE A T MBS IR B s = MDA 2 B e
P, B H RIS 4 COMCC No. 2716 [R%F = 28 Bl 250 (1) 50 5 [ 2 AC 980 40 bk C-3-4 43
WA=

[0156]  (3) = ZRFIEhruE M (bR AR EHE A R A F], CAS :108-78-1) :6 JifL, Wk /&
S 0w g/L, 10w g/L,30 1 g/L,90 b g/L, 270 1 g/L, 810 b g/L BCHIFRVES I 5
TE J IR P AR o RS VR P B 2R R 5% (LB 40 27 & ) 1Y DMSO. pH 24 6. 5.0. 1mol/
L I IR £h i

[0157]  (4) REAFHHZEBEIR Eh e P (4— B TRy IR #h 82 il )

[0158]  (5) ZIEWA Imol/L A AL -

[0159]  (6) WRAGVEVFIE :pHAEA 7. 8. & 1E T IR IR AR DR T I 23R B 0 0. 02% (it
HaEE ) SR FEFTRRAGVERE P AZIREN 1. 0% (JREH & &) il 20,
0. Imol/L [IBERR TR 2% 11 s40m1/ I, 1 o

[0160]  (7) WAGTHWW S HEITIRIKRG E WP IALRE R 5% (AEA T SE) 1
DMSO- pH 24 6. 5.0. Imol/L FIBEMRE TR 25 M 5200m1/ i, 1 .

[o161]1 = AL S Bk, BEAR Q) A BEbs — 2w

[ot62]  (—) TAEJRH

[0163]  M7EMAFL 4% F P HLPTARR, I = B R R PR B )5, I FE A
SRBRE SRR, FE I BERR = R EUE PR . AR P B = R U B = R U bR v i S AR
= RENCEPUR S = R E R R b, 2R E A, FERBOLEA SRR =R\
F& ()5 B R AR D% S bRy 4 LU R P 43 i RE b = SR U B o TR B R mT AR AR A
BRI IR VR, I 5 FR A B — 5 U b v Vs VR 1) L AR g A O A o — RS
FE R R T

[o164] (=) HFIEA T -

[o165] (1) FBkA 0 4% R BB FRAR B0 4% 50 E B0 B BEE LR BUhUAE g R
WPEAT LA 0. 15-0. 25 1 g/ml .

[o166]  (2) BEEARICAH) BN ARG AR i B S ) 1 BTk = SR U

[0167]  (3) e MEPUAR TAEM R FERE DA <2 RIS 24 CGMCC No. 2716 1% = SR
I T B A AT AN PR C-3-4 b= A

[o168]  (4) = EFARUEREE (ALt EA/RBHEA R A 5], CAS :108-78-1) :6 Jif, IR /E
S 0n g/L, 101 g/L,301 g/L,90 1 g/1,270 1 g/L, 810 u g/L. BCHIFRVES IS - &5H
PE TR BE AR E S AP 2R B 7% (IR A /- & &) [ DMSO\pH 24 6. 6.0. 15mol/
L RORERR Eh 22 pP i
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[0169]  (5) JKW) R - FH A VAN B ¥R AL, K B B A W A L 584K, Tml/ i, 1R
JEA B B BN AT R i, Tl / L 1 R

[0170]  (6) IRAGVESRIE :pHAEA 8. 0, B 1E T IR IR AR BRI T I 2R B 0 0. 04% (i
HaEE) SR ERTRRAEVRAE T ILIRE N 1.5% (JREH D& &) il 20,
0. 15mol /L [ERR Eh 2% 1 s40m1/ JE, 1 -

[0171]1  (7) WAEHEW S HEITRIKRG R IALRE R 8% (AEA T EE) 1
DMSO. pH 2 6. 6.,0. 15mol /L [IER & 2% M 5200ml/ i, 1 L.

[0172]  (8) ZXIL¥ AN 1-2mol /L it B2 BR 3R B Sl -
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