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[0010] 4R ¥ O i 5 1M 7= E0 Do 74 tH RS IE DK D S B AR RRE AE (RS, 1 5 T & B Friil 1 Ak
3B IE T & B Mod Do, fTidMod-Do=Do X D X S;

[0011]  #5E Brik B AR P o 015 1 1% 250 CLogP s
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[0019]  Y4FFiRDPsh=5%M} ,S=DP3n/5% o

[0020]  Hirp, Frik 4R RN : DB IE R EEMod-Do N B AL KR , LB IE S H1ClogP
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(00471 (3) & fif ZEDPan 2y B ARy T B 73 75 55 = A W rf 37N (9 B i 26, W IR s 56
TABCK HSE ISk M e 15 2 s Hod , B AR ZRDPI 15 A 2N : DP=Co/Coth 5, Ho A ool LIt %1
AR T B2 ) ) A B, Cooly L BRIE TR 3 WA TR P
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56 (ANE R R E) AR AR B B 2 A1 i B 5% 00 E PR SR 36 (Caco—24 iy ) s 36 Ty ik e , B
M B 732 ] DA AR AT AR O P S 36 18 i AT e 8, Ak IR 7E BB AS F BARRR 52
[0051]  (5) &K EHH BT R HIM 4R MRS % D IR E R H 5K KRG b i) 4k
GIR VR HEAE 1 2 ZMod -DodE AT et idt , BART] LR : DUE IE & HMod Do N A4 R , PA
BIEMESHClogP NP ALRT , B AL AR ~F T 43 B VU AN X80, 0 AN TIXL T IX L T IX R IV X, B
o, TR R 55— BB, T IX A R85 R BR, T IX AR 55 = R BRIV IX Ak 55 DY R BR 5 24 ik
E By P 20 6T B (A4S IE 75 & HMod Do S 1B B PE S HUCLogPhr T 1IX B, FTiA B ARiG M a7
NIZEZW), B SE ARV SHBE TR 24 B ARIE PR R4 0 BLIZ IE 77 & Mo d—Do L 1B
PEZEClogPhr T 1L XIS, Brak B ARG PR J 0 28254, BMIRIE g VE w2 & R 254 s 4 B
FiiG VR RS2 %o B 42 IE 7 & EiMo d Do J2 33 1B M S 40 ClogP 4 T WL IX B, BT ik B FRvd PR k4
RNULSEZ), B v e 1k B PR 2 s 214 B BRI PR 143 %8 B AE 1E 77 2 2Mod —Do 2 12
PEZHUCLogP A T IVIX I, Frid B A& T NIV 254, B IE RV IRIBEE 2
[0052]  (6) 55T 55 A BT A5 = A BUR ARG AR AR I B i 18 SR B )
Jo1, HARFD AR B AE AR BARFR 5 , AT DA B A SIS AN SRR 48 24 4 16 IR S e s e 4
A EAR, AT LA R0 . 1 % HCL pH4 . 51K PBS (B BE 22 h 3L 1AW )  pHE . SIIPBSEE , 451
W, M2 32 A AL NGRS, S5 — A T 58 A S = A ml DICR LN B 3 5
(K141 5, 19 ApH6 . SHIPBS , 75 2 Uk BH I AZ: , — MR U, >4 11 IRk R 24540 TG I Y 808 i) MR UAC 35037
I, BE— A5 5 A R = AR A B/ R T
[0053]  HHZG N2 =0t i (JR A= FEHRTS B SRAFIm RHE A4 I B 56 2 0 Y
i

TR SR it PR O R AL =M ) S i, (LR AR ATHIPES 5 T 25 2 R 1%
77 B FHE R, RIS 2 DhRR, 18 T B A 28, 9351 AN B U L S 2 28087 PR 9o i
WA I m IR e 2R AR R W, =t R RS PR E B AT A R R T T &
22 FHE BRBAE

[0054] "R i) DA = B HR I PR R AT 2 A R T e 2 BRSSP ERB I, XA
RO T AT VR UL

[0055] %%

[0056] H classidE BT TE Y (EEWaters) ; CH-41 2378 B4 (Fiitsotax) sMilli—Q
A 7K A (32 EIMTLLIPORE ) s H1650- W& Ol (KPR O LA #8 A R 22 7] ) s HHS Y L #4fH
AR B (RSO AR A FERIT ST ).

[0057]  =mb jy (CHH R BE 25 Ko B 29 A A le 045 ) s ATZ5H V7T 4 P onS B (o
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[ 24 5 AR Wk o 2 BT, 15 4 1 9 110736-101035, 100080-200707 , 111566-200703) , 4>
22 R R (R 20, 4520135, 14) s ZJiF (CHROMASOLY , (3 48 ) 5 FF R (R T K%
e F ), g 2 s T K Sl (R R RAL 52l ), A4l

[0058] 1. =M jy5RPyE TR 0 =10 I 2

[0059] 1. 18 il Jyik

[0060]  1.1. 1%} HE AR Hil 4%

[0061] 23 HIKSHEFRENAT 25474 . LAmg, Tai A5 . 66mg , 15 ] 4.05mg , 4 22 Bk FF4 . 0Tmg  FHy
BEB 4.26mg T 10mLZA =R , H I 58 25453 2100 Rt il AV

[0062] 43 K% B W BROAT 245 S Fur Bk 27 T 4 22 B 0o HEL A ik 2 V08 =25 N30 %6 2L A
FRAFML S AT 2 A B T T A2 MR P R B4 i 103 . 5ug . 28.300g . 5. 062u0g .
20.25ug 105 6ug VR A5 BE S VA WL

[0063]  1.1. 203t VLI il 2%

[0064]  HX =t 10 7, kG E WK , THEF I 0. 6344, B AR KW E  1HET
By s 0. 58238 o K PR BUE & =M 1100 H i 48 (0. 2g) , B T 100mL H ZEHETE R,
FE 2 TMAN30% LB (AR 30030 % 1K) £ BE 7KV 20mL , %5 2 , #O€ &, B 75 AL P8 30min,
B, PR E EE, H30% ABEANE A E & 35 5], BUE & B O B BTS2
o

[0065]  1.1.3fa 2%k

[0066]  Waters BEH RP CI8{f3%4E (2. 1mm X 100mm, 1. 7um) , VA A 205 (A)-0. 1% FF g
JK(B):0-7min, 15%A;7-7.5min, 15-19%A;7.5-12min,19%A;12-13min, 19-35%A; 13-
16min,35%A.iiK0. 3mL » min ' AR 35 °C s BEEE ESUL 46 IR K0 ~4min, 225nm; 4-8min,
270nm;8-12min,360nm;12-16min,286nm,

[0067]  1.1.4krHEZR0 & ST

[0068] K& 1.1. 150 I [ of BE L VR A5 VMUK VORS 2#6%82,5,10, 15,2065, 120001 » min ' &5
Bmin, YN SRR (BB A, 421 1L 3T () €0 A DN Ut AR, DAUGE [ AR AR
RPN REAARR , 22 bR v Bl 2%, 1 S m T R o B S R RV IR 1, &5 R I % i 43 2 DA

ALV A 2R 1.
[0069]  F1LM K RFEHE
[0070]
5 ENEFF r LMV (ug/mL)
AU y=22001x-10333 0.9999 5.17~103.50
T T y=74346x-18536 0.9999 1.415~28.30
T y=24950x+185.25 0.9999 0.3375~5.0625
iy Seg y=34945x+106.65 0.9999 1.357~20.35
FIHB % B y=21779x-256.9 0.9998 5.28~~105.60

[0071] 1.2 SPRyE MRS &1
[0072]  FE#EFRE =M Ak 100 B R4k K643 (£90. 2g) T 100mLHEFE IR+ , T30 % 2, BE
20mL , 8 75 R EL30min, A, BFRE &, FI30% 2B Rk (R &, $E47, 120001 © min-—
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LN B Lbmin, BUEFEROLL, 81 1. 3TN ([ i a6 AF o i A sige AR, v 55 = e

BIETER S, LR 2.
[0073] F2=M HiGMER D &=
Ay HE (mgghH
AV 22.80
p e 3.64
[0074] s _
] 0.43
G v AT 297
FHEYE: B 34.04

[0075] 2. & HAE TH: 1 43P B2 2% 1 il e K 7918 1) 751 = Do

[0076] B ERIATZGHE AT AR 25 T 22 WhEE SRR B B B T LomL AR 2 35 B
i, 43 SN 5mLpH6 . 8fKIPBS , LL40T * min "R #7145 #E48h, LL 12000t * min ™' B.05min, BL_E
TEV 2038 AW R i, FHO . 45um Bl ALIE L 98 , B 20l HERE , R HTE = OB (3 (UPLC) 3
AT b RIS L. 1. 3T N i 41 ) , AR S8 St S5 i ME R 43 70 pH6 . SPBSH ) ¥4 iR
JECs, RPN o

(00771 fzFkarp = 7 3508 PR () &, AR T 2 A (0. 5823 ) TH B A5 B 235 P Ak
8RS E L GRAZ UL AR R R K T IR (6 77) T =0 5 T 4 1 iR
KFAEMo, WIR3FTIR

[0078]  HR#E A Do= (Mo/Vo) /Csoe it 5 75 & HDo , Vo— BN B B HT 4675 & (250mL) .

[0079] &5 S W3, R M- B AEpH 6. SIIPBSHY Dok T 140 il % fi 4 76 25 21 A i o
P REAL B EER , U I 25 B3 RO At B AN 2 e L AR

[0080] 33 SFfE I 5 FEpHE . 8 PBSH KA Mg FE 11 IR & L SR &4

L4y AT R = e JHBRB
MR
. Jﬁﬁﬁﬁl 56.81  3.88x107 7.67x10° 039  143.28
[0081] Cy(mg'mL™)
PRAE Mo (mg)  79.68 12.72 1.5 1038  118.92
Fi = HL Do 561x10° 131 7.82x10% 0.1 332107

[0082] 3. 7€ 5 ARG TRl 73 6f BRI HE RS TR DA D

[0083]  HR4E 2010 /% 25 3L - FR B FEXCyA H JE I e v, e I 38 Ve = v T .
EL=0 Fr6 A, LAS00mL pHE . 8[IPBS VA A i, #5189 120r » min L, IR FE(3720.5)C, K
VRN SE , AS[E] )R] s BRURE Lml , 22100001 » min " B5CoBmin , BE IR BURE Jo A n =] 44 FH 5] 9 B2 /)
VA B, FHUPLCCRRAE L. 1. 330 R By BB 45 41 ) I 5 56 ot R AT 24 1 A E A 77 T e 22 Bk Y
Ty BB 5 &, U B A5 I 1) e 29 580 n 40 () 7 350 R ARV 1 o SRR 22 5 22 i)V Hh il
2, S R NIRRT DA AT 208 B ™ T e 22 B AP FR BAE 55 30 73 B iy
(1) BB HHE 5 ADsowin » FAARHE A 20T B U1 A4S BVE IR IE DR 5D, Horb, R0 14 il 43 1 SRR

9
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T HH P ADsowin 2 VA IR IE K D20 B BER AP 7R o

[0084]  *4AD3onin>85% ) ,D=1;

[0085] 4 AD30win<<85% M} ,D=85% /AD30mine

[0086] K4 SPFPYE P41 B ARVA HH BEADsowin SV AR IE DRI D

[0087]
W% T @R P T GEBHE JMED
[0088]
SAE N ADsomin(%)  44.55 25.73 40.43 43.03 47.42
HHBIER T D 1.908 3.035 2.102 1.975 1792

[0089] 4. fify e SFHVE T Rl 23 %of M) B A ARE 1 DR S

[0090] K& 25 FREXAT 2514 . 35mg A i . 28mg 5 | 5.06mg  4x 22 k14 . 82mg . P}y 5B
4.23mg T 10mLAS &R, FELE A 15 B bRk o i 27

[0091] G2 W bR i i 2 500l T-10mLZE &+ , FpH6 . 8HIPBSIE &5 2 %I KL, #55),
19 BIFRAE SRR

[0092] 4% b i b VA WU E T-37 CoKEH , T A (R o [1) 5 BURE , SR R = 2800 AH £
(UPLC)BEAT 3 Al e (ARFEL . 1. 35U N i il 265 ) , R /MR 2 & 15 BIHHX Fo) 42 & B0 4
{E (LnCe/Co) S TA] [ ¢ 2 (Co A Ak it VB EL T 37 C ok I W , Cobn it i v
TBBCE T-37 C AU Hh e ZI ) Fe AR ) 5 T MAEDR 6 4% 25 S H0{E (LnCe/ Co) 55 I TH] ) 5% 2%
A LABA E 5GBS 3 37N TR S 22 DPan , WIS P, AR 4 TR A 2

[0093]  DPsh<<6%H},S=1;

[0094]  DPs,=5%H},S=DP3n/5%

[0095]  Skeaff e B i Re IE DRI S, WIERA T 7 o

[0096] M RSH ATLAA i, ShINATZE 75 T 22 Bk 8 B A 3 R 5 % , PH R B fi
W6 K i P Bl 7 S0 7 v R B i

[0097]  3R5 BPE P k40 R Foe i 22 DPan A2 Bt il R IE R S

[0098]
§i'dy TG R BT &ty SR B
P f# 2 DPsy 0.37% 0% 0.33% 1.08%  13.26%
FEfERIE S S 1 1 | | 265

(00991 5. &5 5 M TR > 142 157 AMod Do

[0100] R4 C #5E 1Y 7 EHDo I8 AL IE A 5D S B AR IE I 1S, gl ) AR 22 7iMod—Do
=Do X D X SR RE S A T Rl (42 1L 7T & Mo d—Do s WIER6 7 o

[0101] 386 SAMETER S K2 L7 EEMod—Do

10
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[0102]
D% AJEIH At T G4y IR B
Mod-D, 1.07x10% 373 0.16 022  1.57x107

[0103] 6. #fy e 5AE PE 1B & S50 ClogP

[0104] R AN K7 50 2 A M 5 77 18 B PR SL B0 0 0w B AR M L7 1 R W B & R Pavo »
FELA B PRI B R AIE E REPan (B B E S HCLogP s

[0105] 6. 14X#F (S WKT)

[0106]  RTSZIGANAS

e A e
H class 8 5 A0BOH £ X £ [§] Waters

Milli-Q FR4 AKX %[ MILLIPORE

H1650-W &Ll T M L B A R
BPIOS T35 22— 58 KF 85 Sartorius 23 )
BP121S T H 2 —FRV 1[5 Sartorius 2 )

STIK B S b R 4d I e Tl e
Ti-M 57618 B 8 HAJe

Millicell-ERS 15 iz Ht FH 4 2 [ Millipore 47
Transwell fiRE T —fLIR Z [H Corning 4 7
SW-CI-IFD i LAE 6 M A A A
TDOA IR R A
D37520 Osterode 12/L:lL %[ Thermo Fisher

[0108] 6. 24M kU5

[0109] A& b 5 4liff (Caco—2) T HRoRHRE b g 4t i 2 , 1036 % FH 20-404X 41 e .
[0110]  6.35L503N1)

[0111] R FEHEME KRR (), & RSD(Spraque-Dawley) , 2% il &8 , A H 250 = 10g, FHAL 54
BRI B AR A IR A R34, VP AT 45 5 SCXK (52 : 2009-0004)

[0112] 6.4 T Caco—24HMaAR Y 1) =t 13 11 il 40 i3 PR A

[0113]  6.4.1Caco— 24l iRl ¥ 3=

[0114] R4 B2 Fe LR B SR W) OR 9 1 2 b g 240 P 4 75 4 8% 5% 2541, Caco—241]
M B2 15%FBS 1 % 15 855 2 OMEMES 2 3L 1557 , 4 MAE37°C , 5 % CO35 5 d8 h 15 9% . R =1k
DY RAEAR— IR

[0115]  ZH %A%, (& ACHT 35 2 JH 3% 55, 3mL PBSEE#E3VK, A 2mL 0.25% M (A (&
EDTA) , 37 C AL R ME2min, 22 HOMLRE [ 4 MU IR 7%, AN\ 3mL MEMAx#% 77 2L 48 1By Ak o BIA
50mLAC T B0V, 1000r » min "B 3min. FE2: BBV, IO 3mL A3 55 5 H B 3440 J5 , B LmL
Y1 i BN 75 em”™ B R, #MINOmL 485 57 55, BEN37°C ,5 % COEs R FE T B 57

11
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(01161 F-T Wi FE Y Caco— 24 M i A% AXE 9 20 ~ 404K, A3 FH 25 1 15 SR 0K 1l e 4 e
BEFEL)2 X 10°/mLIKI VR B, BRI AE Transwel 1 12FUAR B, &~ FL B SR BRBR I B o B R
A=, B EM (apical lateral , AP BOARZ5 1), R 1 %= 9 B2 i T (basal
lateral ,BLM) BP 4257240 . 322 PP i Transwe 1 1 1240LAR B 37°C5% CO a5 B 1 3%, B R
Bl R, HE e S BUE R 2 4R (21d 24 )

[0117]  6.4.2Caco—24H o7 ) PFAf

[0118] 13k I &= 5 40 i 25 (1) 5 M R BEL R VP Ay Caco— 2 41 M 2 15 A 1 e B () B J2 B, — i
M= H AL A TF500Q « cm®i B B Caco— 241 fiE 52 4 4k o AR 36 v 72 FH B 457 43 15
Caco—24H o /F R R Ba i 1A K 21 di iy AL BEL{E , D28, 38 AL L BELE K T-500 @ » em®Jf#4
THEE WA 4R E B R SR e s e, o] T s R I B . AR A L B
Caco—2 L Z 4N M7 TR 451 T~ A AR E K274z DA PR 253 43 i SR FNR) 5 9 R T8
=L L B BB AE AR AR ARREAT T 5], 45 R I 2RISR IIBE R B0 10 em « 57 BT &R
B8 2B <10cm « 571, AT RMEAZ L ia I FE OO FUBEAL

[0119] RS8R G A IGFLHPEER/ Q « em’(n=3)

[0120]
ZEAL 112 107
TG IT 1196 1456
B 5 AR 1489 1576
A 1653 1172
77 P 1595 742
T 1520 721
G e Wk 1662 722
FHEYEZ B 1501 803

[0121]  6.4. 3% EC

[0122]  HBSSZE ¥ 1 L il

[0123]  FREINaCl 8.0g,KCl 0.4g,CaCl2 0.14g,MgS04 * 7TH20 0.2g,NasHPOs * 12H20
0.06g,NalC0s 0.35g, # & #i1.0g,KHP0s 0.06g, MG ERE 4K G, FHEREL.0L, H
HC1/NaOHE T pHZ 7.4,0. 22umfl LRI SERR B , 4 CLRAT , B R AT

(01241 &M R 53156 it i 2% V1 TR

[0125] 43 NG ZERR BN AT 2506 B 4 . 52mg  faf Bl ) BE S 4 . 8 Img 75 T 4 BB L4 . 56mg « &
22 Bk A HE T4 6 Img  PHB BRB AT HE T4 . 89mg , B 10mLAR 5 =AY , A5 251 FPHEY BE BAK I
PE R FEL4% FpH 7. AHBSSZE MBIA R E AR Z10mL, 5] 4 22 Wk 255 H1100uL DMSOIEfi# , H
FipH 7. 4HBSSZZ M T 75 22 10mL , 15 5 B A5 50) BE 5t 2 459, 4 °C YA B ORAT o ff I B EH TV i
PEZ, I 2001l DMSOH AR B84 H 58 AV Al , HH T3k 22 1K) DMS O 4 40 B 1 ffe 52 el i R 38
JIDMSOf¥) &, FpH 7. AHBSSZE M E 75 22 10mL Ay faf - Bl i 254 o

[0126] V&M B 43 15 ot VA VP TR,

[0127] S BUEATZGH 5T S 2 e FHR BRI A& V& &, FpH 7. AHBSSZE PP %
1340ug » mL ™ B FE S TV BB A, 120007 @ minT R B 1048, BT AR

12
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VAL, AMPRIE DS BE N 1L . 320g « mL, 19 21 Bl 6 3 B ot AL
[0128]  6.4. 443G MR Caco— 240 il 512 130
[0129]  WR E¥rsR21d i h AF B i A Transwe L 1 B35 F=55, AI37 C R HBSSEE it
TR Tt TS B A P B S5 3K, DA T 40 M B3 40— S 3R 1T () 35 97 R A 2 T, s J — IR I NHBSS
2 U BT 37 C R 758 P R P, % 30m i n AR IE 41 M 38 B 4642 PR EE o W 25 G2 pPYA VL, 7EBL
ML . 5mL 7S [ HBS S M AR 32 SO, 7EAP NN 25 7 523 25 W %) 2 da e i 1 TR
0.5mL, YE N HEEATR, IN5E JE K Transwe L1 B 3248 B T-37 CEREE 1 , F-/E A ZR R FF 461+
I5F, 43 HI4E0, 30,60, 90, 120mi n M J2 52 AMKE B B 200l AL it YA VAL » 7] I #M N 200uLHBS S£2 it
VB0, W B P E it BAUPLCREAT B 52 o
[0130]  6.4.58 MANEE vk
[0131]  EEMEEE 2212000 « min—155.00 10min /5, BU BB WRGULIERE , #4211, 30 F il &
PR AT IGE , 103 BB SRV T AR, SMRZ T IR EE
[0132]  6.5&F L SHINHTH
[0133] 6.5. IZMEB L BENTTE
[0134] iz iIh IMAZ AL e — M2 = (BLM) , B2 =P A= ARICE
(Qr) o HETHRE AR WA (L),
[0185]  Qu=0.2X (Co#Crot-+Cii-1))+1.5 X Cariy  AF(1)
[0136]  xrp, 1.5 ABLANZ B NA 2 BT A AR R (mL) , 0. 29 BUREAR AR (mL ), Cri A2 =
S AN TR A5 SE DU (mg » L)
[0137]  6.5.2FKWEi%E 28 (apparent permeability coefficients,Papp) I THHE
[0138]  JETFH:Z KM E TR MIBIE R B Papp (em » ), HHHE AR WA (2):

dqQ 1

= XX —— SN en
Papp T dt X AXC’ "-\3:‘2(2)

0
i%ﬁa%ﬁﬂa“ M2 eia & (ng o s71) , BDIEE R, 2 DU R A RE AR B, BTk
258 NYNALFR TS B ELER I A1 s AN Caco— 240 i 5 )2 A R AR (1. 12em”) € o W iE4A =
T 2K ATEE R (ng o mL™)
[0140] 6.6 T Caco—24H MUt AL 1) = A 3G Ptk il 3 i ik PR 45
[0141]  ARHE A FC2) THEAS R [H) 585 143 MAPI-BLANAY) A ia & , 45 R K 2
B o i) O, B & ] [ 3400, 25470 SR AR A 3 S W 3 AN o v 5545 B I Pape (B ILR9
[0142]  RIFET Caco—240 ML i385 Wl 73753% R AL (Papp)

[0139]

[0143]
5 Pyp (x10%ecms™)
S E s 7.22
Ao 0, 21.25
= 0.90
Gk 0.93
FHENE B 1.07

[0144] W] DLERER) A2 , m] LR T B RS PE R 10 3l 7K 20 e A BV R N5 Rhis Pl (175 3%

13
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MZHClogP; Hlf1, ALK FiPipeline Pilot 7.58CFRTIN H ARE PR R 7 H 7K 72 B 5
Bilog P,SERRERAERS, S N B3E T e B9 222, RITAT4S 2040 RLA 7K 73 i S8 Log P
[0145] L b i A < e 451 m] DA 5 5 RS TR B A2 AR R B Mo d-Do S B iE T S 4L
ClogP , 73 Alxf 5. B AR 1t i 2 i ik = 4 R PR V34T 25, DU IE & EMod Doy i A 45 , B
BIEMESHCLogP AP ALKF , K ALBR-F 1] 7 VY AN X3, 7 0 TIX L T IX I X IV X,
L TR R AR BR VAR S5 — G, I X6 B 4k G PRE ) 58 R PR, T IXO0 B2 — 4 R
RIS =R, IV O B 4R G RE R S DY R Horpr 2B PE S R R HEIE IR PappfH 18
X 10-%cm o s—13HE, (3 kN :Fong S Y K,Liu M,Wei H,et al.Establishing the
pharmaceutical quality of Chinese herbal medicine:a provisional BCS
classification.[J].Molecular Pharmaceutics,2013,10(5):1623-1643.) . 24%& 1l
[{Papp LK T2 T 18X 10 °cm » s ' A R EPEYI L AL T 18 X 10-6cm » s ' AKIZ & M
Y5 o 1IX I X A :Mod—Do<<1,ClogP=18 X 10%cm » ™' I X f{) X 35}y :Mod—Do=1,ClogP
=18X10cm » s™' 5 M X Y X3 K :Mod-Do<<1,ClogP<<18 X 10 °cm « s™ ; IVIX [{] X 45k Ay :
Mod-Do=1,ClogP<<18 X 10 °cm » 5",

[0146] S5 R ANEI3FTR , faf A T I IX, g I 2R 2459, BMIRVA PR = i2 B IR 2 72 T
AT YR S 2 M A0 T X, N 2RZ 4, B A i vk R & M2 £ 8 R
T DR 2 9 LR b A AR P AR SE PR o F T =M v B B ARR K 2 N ISR 25 ), DALt
WRYE LR S B AR A 2R 56 &, =M o SRE 4T 1K R A1), B BT
i FA'E g 1 IR 24 0 AR N A5 25 30 S8 PR 3R o T 2 AT 1 79 T B A e 5 A S A
e RYEICR ) 22 2 i R G, 0 T =y I 82 s bt A b R s 29 IR i & 1k
Je L TAEH £l

(01471 7 5ty M i 7 FR) 248 0T A2 0 0] FH P2 ) 4

[0148]  BATAEMNE PR 250 e 15 72 A MR N R A 25 30 AR KR 2B Bk T ML S v 25 1)k
JERAEDAN FJE o VPO 251 i o L S AE B ) FE m il A2 2 F AR 0 R B AT VA o AR
F R FHUPLC A3 B 75 15 I i K B HE 15 45 25 R K 25 1 =i i 1 1l 2 J AN [ IS (1) ) I 25
WL, 3 T RIE 0 25 8 P 8 4 A DR B A TR 1) 10 TR 24800 A2 W R FH R o At R Bt mT o 2% B 4
PRSI 73 STV ) 73 S48 TR N SR AE SR I T BL I .

[0149] 7. {¢&R(Z W3 10)

[0150]  ZR10SEIRANAS

NG S Here s
H class 2 i SR AR 5 Waters
Milli-Q a4t kA 2 [H MILLIPORE
[0151]  HI1650-W Bl KPR LR IR A
BPIOS Ji%r 2 — 5 KT 4 Sartorius 23 7
BPI21S T i<z — R P Sartorius 2]

SB-3200D HRHFMEIS TSR G RA

[0152]  7.252565h¥)
[0183]  f@ FRAENE KR (), it RSD(Spraque-Dawley) , Z i1 , 44 H 250+ 10g, AL 5T 4

14
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B RRAEVR AR A PR A mFR AL, VAT 4R 5 SCXK (5T : 2009-0004)

[0154] 7. 3= 5y 1tk j 2o 6ot AL R FH E O 5

[0155]  7.3. 1KLLl

[0156]  FrEyA I e

[0157]  AEEEARERATZGHE SHar Bl 75 1 S 22 Bk F L FHI BR B HE A B, N P B TE B 48 0u
gemlL 1.479ug e mL 1 412ug e mL ' 441ng e mL 1 .475ug  mL GG &, T4 CIRAE e
HiT » BURH HE i 4 B0 &, 56 150 % R AR R 2065 , HE R B 2 (1 L 2 4 (B e e &2
BT e, RIS 25 B I bRt TAEW o

[0158] Py bRy VA T RS 28 PR ER AL St R I &, NP BT A 399ug « mL ' ik 49, T4°C
RAZ I FH AT, 50 % B R R Ai500ng « mL ™, BIAS P b AR o

(01591 SAhyE M i 43 v B A i 1 e

[0160] A52G4 FIPF By EEB/K VA PR R AT, v S A8 it e B P 3G A 3 R KA A BT T 5 I i
I 22, AELAE IR P ¥ i 1 07, TG T 467 P e SR AR ), 2l FH BOR LUK B PR VA e » J5 FH G &4
H KRB AE IR S 77 T MG 22 R T S IR IR : 20 AR R ER K 1 1 STAMUIA
IR A

(01611 SAYE M i 23 1E F A% i 1 T

[0162]  FREUE EATZGE Aar - 75 T & 22861 L PHE BR BARHE & T-50mLEEA H , 0. 2%
R LA YR R KT BCREIR 2T, S 51IR B 2OV, 45 20 FITE S 2R BUE SRR iR
RS .

[0163]  7.3.2 K& AEWA|H 36

[0164]  SDKBR , SEEGHI &M PEMR FR2d, 43 2RI 2R B 12h, NEAK SR 2 e 2h N 20K, P 4t
1 o FH O A 30 TR 23 25 AR 80 77257 40 mT s s o MR USCRE BEANIF) , 45 j o465 25 ) A B
ANTR] 5 ORI OV R 25 25 7R 2 A A B AR, Bk 7 R R 11§k 45 245 )5 T°0,5,10,20, 30,
60minA2,4,6,8,12h HALELILO. 5mL, I AR B 4525 /5 T°15,30,45,60minfl12,4,6,8,12,
24h B BEHULO0 . 5mlL (4525 J5 2h P, 580 . ShiE B 1 78 -5 B & 25 A (0 A2 3 #h 7K, 2h 5 fo v 1 HH
RIK) ,4°C 8000 « min—1 K &0 10min, & ML , 25 5 5 B T80 CUKFE IR 47, % H .

[0165]  FRITKRLATT X GAFESSAHEN

[0166]
250 SR GHNE
AIPTH R 6 20mg kg™
P B g 4 6 Smgkg!
i PR 6 5 mgkg™
S RHEL 6 5mgkg™
FHIR B i 6 10 mg-kg™
AT R4 6 80 mg kg’
4L e PR 1 2L 6 20 mg-kg”
R P e peE kAl 6 20 mg-kg!
PR B R4 6 50 mg-kg™

[0167]  7.3. 31 AE M IIAb TR
[0168] A5 247 A5 A fhil] 48 B UL 20 AE it B3I 2 A B A5 i LOOWL , TN N AR AR 10L (101g

15
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mL ') IR A IS, N 2 E 500Ul , iR TR A 4min YT & A » 12000 * min "0 10min,
EXAS00L b5V =I5 N B O 45 BT, 50 % H EE-—7K 100uLE ¥ 5120001 * min B0 10min, B
S WALUPLCA Hr o

(01691 fuf P ARE: it o] % LI ¢ A5 ot BB AL 20 A BEASE T LOORL , NN AR VAR 10LL (10ug
ml ') VR AT, I B BT 500Ul , IR TR A AminITiE &2 (5 12000t * min 0> 10min,
HRAS0uL i =38 R B0k 21,50 % I EE-7K 100uLE ¥, 12000 * min "0 10min, B
B WALUPLCAT Bt o

[0170]  F57T & 22 Bk 5 it ] % B 2R ot BSOS A B AE i 1001 , IM A TORLIK 2, PR 5 34
WEIR Ardmin, SO N ARIE R L0LL (10ng » mL ™) , VR A 3457, N F BEVA V500Ul , 1 e VR &
AminyTIE A 120001 « min "BY0r10min, BU450uL FiG W EE N OWRYE £ T, 50 % -
JK100uLE ¥ , 12000 » min "BSCr 10min, B F GV AEUPLCA T o

(01711 FHy FRBASE it ] 24 B I A ot B S AR BEASE (i LOOWL , A 251L 20 % HCL , I Jiig Vi
Sdmin, N K FRIEW10uL (10ng « mL™) 1B & 4], INN .88 B 5000l , W lie iR &
AminYTIE A 120001 « min "BY0010min, BU450uL B EE N B OWRYE £ T, 50 % F -
JK100uLE ¥ , 12000 » min "BSCr 10min, B F GV AEUPLCA T

[0172]  7.3.4fa 444}

[0173]  Waters BEH RP CI8{f3%4E (2. 1mm X 100mm, 1. 7um) , EENA A Z 5 (A)-0. 1% FF i3
AK(B), 0. 2mL « min ' A7 35°C ; BEREESML,

[0174] W4k A5 2515 ,0-5min, 8% A;5-5.5min,8-20%A;7.5-13min, 20 % A s 5 i3 K
0~6min,275nm;6-13min,225nm. faf M3, 0-5min , 8% A;5-5.5min,8-22%A;7.5-13min,
22% A K MNP K0~6min, 275nm;6-13min, 270nm. 25 T f4 22 8kt ,0-5min, 8%A;5-
5.5min,8-24%A;7.5-13min, 24 % A s ¥ M K0 ~6min, 275nm;6—13min , 360nm. FHE ELB, 0-
5min,8%A;5-5.5min,8-40%A;7.5-13min,40 %A ; KM P K0 ~6min, 275nm; 6-13min,
286nm.,

[0175]  7.3.5 SFpEPE LA 4 X AR FH 5 52

[0176]  HY A& P ML RE B, 45 €7 . 3. 37 T N 4R Ab 38, “7.3. 47 TR A0 M7 )5 » ER AT
7 28 T 55 % B2 ) I 2 3R PEE o DA A () BRI () A R AR, 8 1l 43 T 24 R R P AL gt 5 I
FiExcel £ il 4 25 41 25— i1 28, SR A BRI A v S 25 il 28 i AR, AR 4l A 3R (3) i 5
B AR R SR A Y 1 4 AR R FH S

_AUC IEAATD BIRER .
AUC FWREAT D MEAAE 1007 ARG

[0178]  5FiE PER > PR 4 2577 sSURIAUCIE AN 45 29 R/ ED IR 1 2. 22t S =t th AT 25
TG ] S22 B P HY IRB AL KR AR Y O e 25 480 AL A P AR 12,
[01791 12 SAMEVER D AR L2577 N4 257 & T I AUCHI AR A T

[01771 F/%
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[0180]
delp s - %
T v, R ig, i
R% 47 AUC;y Dy, AUC;,. Dj. ﬁiﬂ?j J
(mg-h-L™)  (mgkg)  (mghL")  (mgkg') -
AIGH 9514120 20 7.96+0.49 30 20.92%
iy TH-B 1.284+0.026 5 3.174+0.24 20 61.91%
P 2.16+0.084 5 0.18+0.011 20 2.08%
SRR 3.264+0.16 5 2.384+0.038 20 18.25%
S B 1.5340.086 10 0.234+0.017 50 3.01%
[0181]  JEidF 12th 5RE MR 2 i 4o e AW R B2 LA Y, A R B R ARG T 265 O RGE

BT S Tk B B A 73 260510 5 Ao AR R 3 A By R B R AR Tk
LA L i AX 9 A B F A S e 497 i 8, I A FH T BR 2 A B I AR 47 v B o ML AE

[0182]

AR I B R AR U P BT PR (AR AT A8 e S5 ) 5 0 SO 55, S 35 AR A R I ) AR 9V T

A

17
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