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DA — SRR BRI B B2 (free acid dihydrogen phosphate) 5 EHLIMELA HLILR
MNAS B, Bk A b a2 E A B A E A B AR e s Ty b, g T AL AT E Y
()24 2 BRI 16 Sk O 2 ] A8 Ik L 7 o JER S ol R D

[0114]  RiE“BUE” 216 A B T & Vw4 Mo Bl 2 2R i Ak 22 41 45

[0115]  RiE “BBeA)” =& 8 Fl KW B fa Be VA BB S B I AL A, AT A Wi A= s 1t
TERARE B AR, 15 T 22 M 10 3 VR RRRER o H TR IR Sh 22 RSN
MV A SR ER S, BT A& — i IR G2 P i o FH T G ik T DA DA AT 32 42 i 9 VLIS
pHAH , PRI T 2% 1 1) i B AR D DA A 0 8 AR 3 1 o A HR U A FH IR TR 71 & 48 8 in 21
HEWVH BT BT, AEH S A AN T 207 12 5 AR AR RS AR 2 RS E T 5 A Re D
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T o R /156 TR IR I — P

[0116]  ARiE A bR RS2 7 2 8 A 2 TR A S MR A= 0075 11 A0 J5 ) B AA B AR R 711 o
[0117]  ARSCHTR R 25 FAL &4, 7] DAL H A B B33 H 5 HAME 1P i VR A o 25 A &
YICHTEE1RIT) , BUE 56 &M B8R BUR L AR & N2 NG, 45 NS B35 Tt FH o A
Fve s 7y I, IR AR AL A YA B it N TE 206 540, I AT DS 25 R &4 75
FEATAG Ol TE QARSI AR N AT DAIER AR Y, Bk 77 8L ] AR 20 &1 — RAEW A
VERRR 45 2577 R0 — 3 ¥a 7 AN B o - T AR i A I sl A 25 25 1 BOAR , AT BA
1E “Remington’s Pharmaceutical Sciences,”Mack Publishing Co.,Easton,PA,18th
edition, 1990 C“F WM il 250", 5 vl th i w1, AT, PA L S5 180, 19900 rh R 3] o
[0118]  Ai&M 4 Zyig A ml A I B 6 Ik B Mg 25 MG 25 25 | JR Bl 4h 4 Bl TE 47
25 s a5 25, B FE LRI S S R VST SR KRS SRR VST, DL ST B O E
TS IS B, BHR NS o i Ak 5 3 mT A DA SR TR A R 7 A 45 245
Frid 12 B FE BT ST BB R AL &R (AR 2O 55, TR aL iR/ 30E i (1)
AT SE S R ok P 25 24

[o119] Ak BH (1) 24 FHZH A0 mT LA A i Ja i 77 QA 7™, 8 a5 S KT VR B < s i o
B AR A AL R IR AR

[0120] 24 FHAH AW ml LA A —Fh B 2 Pl AR R I m] 4252 B 8044 L DL AT 3 R 7 a1l ), i
IR BARADAE A BT RS AL A P 00 T Rl mT DA 24 FH R ) 700 660 TR 7R ARk o 53 11 o] 7]
T IR PRR 25 2508420 o ] DAASE A AR Qs b - 36 ) N B ) AT 2 SR 2R S T 01 S 44 AT
MR s e L iARemington’s Pharmaceutical SciencesCE BH$H Hll 258} ) R A
¥

(01211 Ay Sph 6) 7 28 T DA i 6 i i BT 2K A DA Y VR BRIV 38 TV 3 T AE VLA
A i B T I A T 2, B R o B & R R S0 4, 7K R K T TR  H R B L L
IR EEE . AR AR L R IR SRS A, W R, Pk AT RS 25 AL S
Yl LB R /D & TR I B, LU A 7R pHER RS o AR 3R B AR I 22 v ) B 4
AR T Hanks’ s¥& M Ringer’ s¥EREAE IR 57K 52 Lo W1 R 75 2, ] DAASE AR e A 34 52, il
o

[0122]  XfT-Ze b RRLE 24 , il 37 v m] LA A3 & g B m K B 3 1 .

[0123]  FH TR T 25 24 (1 25 4 il 770 (1) e sk 580 ok =29 B B A Pk P SR 33 ) B FE MV T K
T 2T PR AL G VDI AT o e Ah 5 36 PEA A P A8 V7 VR P T DA 1l 46 il o 6 36 140 e P 3 S
TR o VAR VS BT ] DA ALRE 3 0 B O PR 0 5T, LU R R R A 4 2N L L B B
HITR M AT Hb , BT A B ROE n] USG5 18 AR T B T4 Ak S i g e DA Fo v 1
P T VS P VA R R o FH T3 s 1 1 500 T LA A 0 Fg R ) B 7 T =X, 0 B T 2230
B 2 R ER AT IR A W] DR E LG G P I VR AE T BOK PR A A () FLIR R
T2, DA S AT A il 5] B ) b s o 771 AR SR/ B0 43 BT o P aZ 6H , 3 14 ile 4 mT DA
SEAEAT FH AT A A & I BIE AR R R TE 20, I v 9 i 2 o B e R R 7K

[0124] Xy T LR 24, & T i KBS R I 2 S -5 AR AU A FNIG 25 57 B ] $52 I i
H AR & TR S X R AR CRLRT LT N 21 v ik BH B 28 A W asi i p O 43 4
KRB A )T DA R SRR T B8 3 T IR R 70 SRR S B R Fed 591 L YR A il ) B )
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FER G KA (slurries) s & IFMEE AT IR G 24 FH il 551 AT DL b B s PR AL & 4 5 ] 44 I
JERIAHES G132, Al B T4 IR S 1, K T A RORLTR & W00 1, R &6 220, SR 5
TN A& 5 FRFRAR A R BOREA R B AZ O o A i B R R R Rr e S 78 57, bE ke, (845 5L
B TR S H e B B B 5 A 4 2R ) L, 8 R OR Ve R N KR L B E
W B B R R AT R R TN R B A Y 2 R TR R AL 2N A/ B 2 A e J B
(PVP) , 1 1 ZE 4 Bl o A A 75 22, AT LA 0B A 7] 5 Bl G058 3 58 0 PO s o B (491 2 A2 TG 5 4
B> B R B R IR B 6, bl fnif 5 PR A o B A FIA%Z 00 & & 1 78 55 )2 K - Sk % B
(19, ] DAAT AR A8 R VA T, BIT IR WV VAL ] 2 b ] DA A BT AR R S W < 3R LA i Je B R
PO BRI VR 2 RN/ B AR VIRV (lacquer solution), PA MA@ A HLIA 7B
TR S . AT LR & B R BB ZR A I 20 I BOREARI AR 2 o, AL X ) BUR AR 14
WEMFIERAFRAE

[0125] W] AT 11 M %) 285 TS 5100, 455 B e i Rl ) N —TBC 5 B 2 5 LA % FH B R A 384 38 571 o |
FSCIR 5 B BRI, ik 38 S8 S5 EL i H v Bl B ik AN T A IR T DA S A PR R
FIT iR v 1 B 7 5 48 7 RV B S L0 A A R B ek, AN/ BTE VR B e e B R IR R , LA
M AT, B RIAHTR A - AE B He i TR S W m] DUS BB TR T Al iR, frid
VRARLE G i o b VRO A e BB 2 20 I . BB A, AT LA AR e 771 BT 1 10 1R ] 5] 0 1oz
MR HE T A=

[0126] Sy TN IRZ5 2, i 2G4 m] LA SR R 7 V2 il 24 1 sl Bl g i T 2K

[0127] Sy TR NS5 24, Bk 240 A m] A LA A5 153 25 il 57 549 8 2CM D e A Bl s 25 25 v g
HsT Y, A R HEE R, B S R e SR b SR A b R AR E A
A ) A R R s 25 I, AT DATE ek Bt 1] ) s v E S Sk A e R = R o T AERR
N2 BN 255 H A FH (340 48] 0T BH B ot R ) B B AT Ccartridge) , T P46 S A A
5 A3k AR Bk LR EE B M R TR 54 -

[0128]  ARSCIEAFF T 252708 FN R F T HEHR L B N R EL PN 45 25 76 N 19 25 R0 25 A
G o T IX e A 1) A (1) 12 03 7 A A AU 2 R o 3% 6 5 38 1R 24 27 1 U R 1 e Al
FHEFIE , K043 18 AL Hb il & E T S SR A2 P i) « T BN 45 251 25 A G 4 ]
A0, 7 55 770 AR 55501, BT O 7 55 70 IR 55 R0 A 22 7 TR FL G5 P9 40 A SR i DR 44 T
I BAE A o IEWIRemington’ s Pharmaceutical Sciences,18th Ed. ,Mack Publishing
Co.,Baston,PA(1990) C“F B B Z5RE 527 , oa th R =), (It , PA, 85 18, (1990))
GG A 35 A A BT AFF R, DL AR SUSE AR N S 2RI, G 38 5 i 77 f s
W AOLIE N E B, B i LR R pHME N5 . 56 5, Bl i FIAR 1 B FE U B B 5 R AT
HEMAMRRERN HTHNGANA A SMERESFRMATHN RIS AN RE
7 o T Firadt E- P i 5501 5 0 R Ay A K

[0129] PR ZH &Ik v] LA il 4% il B 40 & WL ke s B OR B8 8 P 7R 8L 491 4n 35 A JR:
F12E 5 bb furm] A i A H I

[0130] B 1 Bk dil5RI 4k , By ik 20 64903 ] DA i) £ 1A R il 7] o 3 Aol i ) 47 FH i 551 T A
T AN (8 01 R T BROIL P AR D BOE It LR 3 5 45 24« ALtk , 9, B S mT DL 5 A 0
(1) 58 A B 2K A4 RE (il m] 422 52 16 3l v 19 FLRD B0OE S B Il BV N ETE I AT A4
W andE e AT A SR, B .
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[0131] X T Hi/KWAEW) , B IE I 25 538 AR T DL 308 R4, Frid LA R O FE R i A
P 2R T ¥ P 7R S K VA A LR S 0L KA« — Rl IR HLVE RS2 VPDILTE R, B &
3%w /v BB 8%w /v I = AR 3 T ¥ 2 R 1L AL B8 0™, 16 5%w /v K R 2, B 30044 1)
VAW, FL AL 2 B B 25 - S B b, IRV RGUI LU A A0 AN IR L A Pk AT B PR AE B 1 0 R AT
DUSCRE 4 I 2 A% o 540, AT DA AR 3 RS 2H 2 1 — S0Pk « 5 m] DA A A R ARG 23 PR A
I PE I B AL BB S0™ (POLYSORBATESO™) 5 58 2, M) 4> 1 & A& AT LAZR AL s 7]
DL HAR R AR R A 5 2 B, a0 5. £ )AL g el s DA K2 AT AR At 1)
EEA Sk iRy

[0132]  F-T-¥Ay7 A B I e ) J7 v v DAL i BT VR 7 A R E I A R BT (367 A0
YR IT AN B I3 m] DAL FE TR T i VG 7 A A4, DASKT I T J g JRUISS: 1R 56 G TRy He Je R B
TR 4L, BT IR G L B AR5 BRI AT RN B T B R IR R, B QR
ANTiE T IR A DA B KOS A G o BT IR A ) i 180T 3 B8 S 0 B0 B S P AR
S o 18 ) BR A (MRSA) LA T3 oy 85 25 B B B CVRE D [ 00 3 2 , FF DA L A AR 1 R P B
FEAR N 07 S8R ) AT T8V R o e A, AR BHAL A W0t 25 Bl N SR BB s SR A4 AT DA Kk 35
TEAE R PR T 1 5 Bl 9 U 0 5 B 22 IR B P B LE 2 4 o 0 3 ) BR 1 W I BR B R BE BRI 5 IR
AP WSS B AR AR B AT, DA BR B AR MO LE 5 4% 0 B B s S B AT A
— ALt 7 2R, T LAYA YT B (K 41 B I AMRSA

[0133] A& B AT A 4 A ek 25 R A4l LLIE AR & 3& 1 5 X T XA R 45 2557
VAR ARRR f PR Se g B4, o, Caddiat RS 12045 25, B0 48 DA RS 2257 771) ks 771) 15 52
F AR B AR X A T 2K (b dE k4 DIRIB R 45 25, b i B g BE L JRIE IR L B
BCE N, Brid 25 2980 55 4R /K& 0 i A 1 770 56 , BV 9 77 1t B 70 R R BB R T
P s COMMRLVEST A2, 5N VRS IG5 i Ry 5 S LD 33 8 52 P 9 8 BRI P 9 55
N VRS B RV S R S S BRI I 2 5 DA S (D SRR 2 s TS AL
Ay B 5 A TS A SR ARSI AR A A E R T

[0134] & & Y 25 A & aFE K A A B HHUE B WA =TSR 25
Yo FE R s 7 b, ¥R T AR R AL A W iR YT B, T L sh o g (e, A 4l
G RE A E AT AN 7 ZAE AR ERIR T A R E, TR T4 24812 6T
BRI CBFE N AT B MR B 3V B S ARERAE o Frds 571 & ] DL R 4 DASRIS 75 2197
R AR T IX AL IR 25, bl A 38 Dk £ (] iP5 AR 1) 2 90 LA R AR SR RN B2 A AT 1 L
MR 2R o SE AR IR , VR IT A AR AT 48 A R FR G2 MR B P R, B KR I X R ATTE
I AR & IR IT A BE R ARSI E AR N REIEE 77, 5 MR A SCER AL 41 75 v A
W

[0135] AT AAUIE AN G R b i 25 WL, e A A R AR A SR = AR e R 45 257 X
FE AR IR A0S AR ARG T I FLAN AR A B R e A B UL AT X A A I R e
R AE A A RGRE K, B HUS 75 200 45 R P /5 U7 = A i 58 , ARSI R A ]
DL ek R 24 B 22 T VA SE R o T L, 7 I N S PR S A BA SRR I R = 7K PR 46, B S
FIEKFIEETE &, BRI ZE AR nl ki, T DOd A0 A 2 e B 22 7%, H
A2 AR SN 7R 1w A VIR A FI R E A 253845, Frid H A i ot A R B 56 %
5E o

15



CON 103923122 B W OB B 13/20 i

[0136]  7EAE NS AT, 3 A0 7 W (W) RL A s R 7K 46 7S i bR AR, B
BIAFEIRAS 5 0 RUR , B F 0 RIE B K AR YR TR E SR AR T Fabr , 71 e T L
T o — ML, TS T LA K 210700/ kg B K £ 100mg/ kg AR T, A8 326 A K 2910044 7 / kg 2
10mg/ kg A EL . I 1, ANARSTUIRES AN S B ER AR 1), 72 ] DL T R AR R AR B AT U
[0137]  FT- Ak BH 25 FHAH & WD AE R 1 571 25 253 A2 AR 2 AT DA EH R 1 B AR AR
W R e PR AT B . (W1, Fingl et al.1975,in“The Pharmacological
Basis of Therapeutics” (Fingl%F 1975/ “YaI7 2= ZE 20" ) , 1% s clid &35 A
FEAEIE, R B FHEE 1 T 381 00 ) o 70 HE e st 77 20, 45 A 20 i F IR 2 A ) 7)== 3 e mT DA
MKZ0. 58K Z11000mg/ kg B & A TE AR B E N HE, AIETUUONE—HEZ HW T
KRB — RV THIRBE Z IR T A AN LR ECE T T 2 DI KA
N, A K R A AR R () 77, B K20 19%3) K Z1500%0 758, 5001 1 K 25 25% )
KZ250%0 T E A KA & AENEFEE A BT, LS RN Z A4
(4% DL EAT , QL s E TR 7RI RO 5T, T LA A R AR Ah B304 P A 9 B R EDs 08X
IDsofE, B HAh A G O {E , A G EFIE .

[0138] Ry B, FVREAEMIE , H T HEBE B DhRelEg , B Y B R AEAT AR 5
B N L N T ST 2T 6 e e e ] Y s Y SIB= IR )7 NV N A N T R A U ST
VU8 22 5 i (R VR YT 7K o P 24 700 B A A P B B (1) 25 L P (1) B BB 5 R VR YT IR 2RI
TR VR RN 25 203 450 T A o % AR P A 1 AT A, 490 B 3 e Ao 4 T DA 925 308 40t B A T VP4
BEAL S 752 R AT B b VR B R R HE A 08 A F R A B T S T AN ] o 5 IR S SR AR
TR AT AR T 24

[0139]  EARKEHAM & ZAEA SN F e B/ KBGO0 R, 00 T 7 = 1 R Le i 45
S ] LTI o T RO N2 AR 2 10 I SR M D) T AR, 49020, s P 12k ol 43 ) 1 i ) i
KZ10. 1mg32000mg , Pt ik 29 Img B K £1500mg , 1 415-200mg o 74 HoAt 52 fi 77 ey , B Fol
T VR A AT P P K B T BOULIR) 25 245 1 ) & R 290 0 Img 3 K 29 100mg , A 176 b K 2
0. Img®| K Z160mg , B W1 K £ Img B K £140mg . 2524 B Al A2 (SR AA 29I 15 00 T, & LI
B vH 5 AE e sy a0, FTiR L A W RS 25 1 -4k nl et , AR AL A ] L i
BEE KRS 2 L B LA RF R 32 22 K29 1000mg R 751 845 24 « AATUE AR N AT LR A, 7F
R G OL N, N 7 A BHU AT F3 R 97 e A2 e M e BB G, T B8 75 220 A =1 5 B3R
THE T IR, AR B A E VR AR SCA TR A AR R S Ty s, Bk ik
A SAEESR TR BOR e A L 90— BB R K, B0 H el .

(01401 7] 5 70 i) B A 1) 7] A 43 ) 3R AT 18] 2 A 1] £ 43 2 DA 48 K5 e 11 A FH B e (R R0k
(MEC [ 1L 2 7K SF o B i AL A 0 FIME CA2 AN [7) (1) 5 AEU AT DA 3ok A 4 M504 SR P4 « EASMECHT 75
(1) 7] B B e T () 1k SRR 45 25345 42 o BOEE Gt , mf BA FHPLCA3 B B 40 40 B ke i o
WP

(01411 5| S [FIB% 4 AT LA FAMECEL R A 5 o 46 42 140 it 02 214 T8 8 3K ARE (1) S ), B 48 3 of 2
TKAF-AE10-90%, 14 30-90% , Fe A 14 50-90%FK) i 7] B = T-MEC.

[0142]  £EJ54h 29 Bk BEPERR N BIE O0 N, Z5 W10 A6 AR ik 45 1 5 ik B ] e AN AH
Ko

[0143]  HH-A VIR 4 24 5 7] LAE TR TR G 0 GAR gL () 7 B AR S 45 245 77 KA
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Ak T3 IR A T B

[0144]  AFIGE A A AW LA O RN I35 34T A ZUE A B VP - a0, A A 1)
B AT AT A8 B AN AR b s LB, Dl A SRR 40 i JR AR S B SR VAT 01X 6
TIF 5 1) &5 S 00 5 mT DAHEDUAE Bh 4 , B oy AL 30400 , B e il , N SRR A I #5E  ml ket , 5
SEAME VS, L /G ORBR  eF BOBE B3, 7T DA IE S L E A 5 S e
SE AL AW A 2 AT DA I A AR A 775 B AR A T v B AL BN R PR
Bkt 58 X T TLP R — SR HAT AL A AR SR AL, m] DA R AT 42252 1 sh A 1Y
KA VR TT IX TIR I AL 2 24 W (1 A RO o AR FRARE TR A 2 A R RS A STUE RN 3
A] D42 B AU ) 2T R IR B Gl R B A L R S A2 25 A DA T & U8R AT LR
Il RIS e LA e N & ERIA R .

[0145] G RFEE, prik S Wn] AP/ T AW AT SR, Frid 20 W a8 5 Fe 4%l LA
AL — PRER 2 P S A TR TR R 1 BT R A BTk 25 0 mT D e a0 60 4 4 SR EE R L 9
W I8 A0 Bk 25 ) B, B 4y e 25 T DAB A A8 UL R - . Irid i) s Bods i mT L 5 &
eI A R ER A A AT B B I BUM LA RILE T 20K A5 B o B ad 75 B s e 3
It T N R R 257 R 29 W s LR R VR ] I RE G A B, 9 2, AT DA S ek 35 A
29 E R/ TR 7 25V ] B ARZS , B P 9 T AR AT A S A 2 BUA P R
— PR AT E G, BT DA RCE T A @ R A g DU B AT bR B B 1
TBITHIFREE o

[0146]  FrEdbsiyi/y X, 7E 245 Tl , il & 25 - & Wt SR AL e A% b 4l (K 44 B2 b
TR R o DR I, AE e s 77 aQrp , “BER ol SR 4R A P AW il B 2 B =, ] LALEE , )
an, DS AR G A B ECAR AR, b Brak AR5 R] LIRS 2 S8 IR s T L sk DRI
I A il 25 9L ) 20 o AR FE e S 75 P, B AR BAli b &9 & A UL E & 1 2 0 K Z4196%
(KR AL &9, tE i & /D K 2996 . 1%.96. 2% 96.3%.96.4%.96.5%.96.6%-.96 . 7% 96 . 8%
96.9%.97%.97. 1%.97.2%.97.3%.97.4%.97.5%.97 .6%.97.7%.97.8%.97.9%.98%.98 . 1%.
98.2%.98.3%.98.4%.98.5%.98.6%.98.7%.98.8%.98.9%.99%.99 . 1%.99 . 2%.99 . 3%.99 . 4%.
99.5%.99.6%.99.7%.99.8%.99. 9%5 100%[] ik b &4

[0147]  ARSCAE HRIARE “24)7  RE7 A P REBETAEN &, KUK H T
B PEREBRAS 7E E RS R, RE 47 L RLYy” SR B nl P2 FeEAR T Frid &1
LO%LA A S B%LA PN < 19LA P L 0. T%EA P F110 . 0 1%LA P 1 &

[0148]  SEji

[0149]  =ZjEHIl
[o150]  AIMY Fp S AR S I il %
[0151]  FEARsiffs] jz UL T sifa o), “xNIr & 4878

e

\

" ST HTR X\ .

FSpeess / % s 4 L8

[0152] | x...........{\ P‘? \\ -, HM=0HEI {59
/~f S \\—J i w""’g*

—_— N

S

[0163]  ZEe RN FE S BV HE/ B O AT B 1L =20 5 B T, 255 F R lafk &
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P1(16.0g,0.0499mo1)  THE(320mlL. . 2014:$E'>5FnEt3N(21.9g,0.216mol,5.0;£.§>0

Nz
[0154] \
gs ﬁ/! -\—\ \’,..,.l\’,x:}ﬁ

[0155] K 1a

[0156] J&POC13(3.31g,0.0216mol,0.5 &) HES #7657 8 N BT I o I BLE AR
FFE25°C LR o JIrid itk iR R 24k 16 /N, ZHPLCA Hr (XBridge , C18) 878 M 5845 o R
JE G TR RN 5 S92 A VKKIE 5 45 285 45 320mL 7K (19 500mL [ 0 I 2 % 2 B T ik e s 75 32
B B SEIARN2 . TCR , AE307-Bh K AGE TN o I S AR FFEL0C AT o 7K i
nseke, B2 0KoKus , Fridfhk 2 A03/INe) o BT A8 U 7 B 2-LIN [ SR, iSRG 28 &
%%HE{ME K4 1 THE IS A2 2], BT A3 7K TR 540 -5 AN 1L CHaCl2: MeOH(9: 1)
T AT PR AL - CHoCl o2 A I MR 40 AR LI il o 12 IR FH 200g O RE B 284, FH 10%[1MeOH/
cmcmiﬂ@ﬁ 20%F¢I 2N NHs[{JMeOH/ CHoC Lo i o 53 — Bl f 22 11 0 7 (GBI TLC, RE=0. 3, &
A 20%1 2N NHafIMeOH/ CHaC 12358 JB8 W7 ) A3 , I F e i 28 I 23 UK e 4, 034 4 1 1) R B0
A B EDTIE A BT R TR Ge T MR e 4 28 R A DR R , AR AR , JFE SUVF I
FE AR/, VA B = I IR ROBOE B o PR [ AR T 98, AR S TR A N T 45 C T
167N}, 19303 . 55 4K [ €6 [l A4 1) B8 (e R 20%) o HPLC A BT (J7¥5A) : 99. 0%(AUC) , tR=
16.3minoiZ MW H G #AT , A HH I XML ALK (6. Tg) 7E100mLMeOHC 1544 FR) Hh B Rl
Vo T AR VA 3020 B A A EE40°C L R 5 7E /NI IS [) ¥4 20 28 5= 3 o A5 2K 1 € [ A 3
ERE A THEFE N T40°C T 16/, 15216 15g Mk &4 (I 2£92%) o = H1 'H NR 4 #7
55 I G5 — B HPLC A T (574D : 99.. 0%CAUC) , tR=16. 3min.

[0157] j’:bﬁfﬁlm

[o158] NIV & BEIR G %

[0159] E%ﬁm{ﬁﬂz 5rf, “SRIV 25 H T 2R

Y
ww \ 7N }}““ "0
[0160] } &\ ;2 ) ;»a\
? & _ S o i
- g } \\\\\\\\\ o \,’ g

[0161]  n=0, HM=0-Isk ML 4k &40
[0162]  7E 22 BEA R FESS A/ H D A HE A 250mL = 201 B JEBEIR 7 , 25F T T afk
A(5.0g,11 . 1mo1) JHREE KM (890mg , 5. 5ommo 1 ,0. 5245 ) FIDMFC100mL , 204A6F) .
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[0164] E%ﬁﬂa

[0165]  Flrid BN 50°C , (RFFIZIE E4/ M, HPLCA #r (XBridge , C18) 4578 I M
FEAT AL NLAESO CIL P8 , 78 B2 TR AFE N T-50 C -8 24/Ni), 43 315 . 15g 4K 1 o] 44 (1) 15K
s ER CRPERIVAL B4 (e 2298%) o P H NMRA: M 5 45 HH 1 45 M — B HPLC o B (I 1EA)
94.5%(AUC) , tR=14.6min,

[0166] F1./7¥:A(Waters XBridge C18F)

[0167]

18] (43D VR (mL/ 4351 %A %B
0.0 1.0 98.0 2.0
15.0 1.0 5.0 95.0
25.0 1.0 5.0 95.0
27.0 1.0 98.0 2.0
30.0 1.0 98.0 2.0

[0168]  A=8T7%[{) 25mMI Bk ER S FE KAV / 1 3%01% £ Jifs

[0169] B=7.Ji%

[0170]  J%K:=300nm

[0171]  sZjEHi3

[o172]  ZyAXi ah 22 i e

0173 56-7 Jil 4 (~20g)fBalb/ il P /N ELBAHL 4 AR = RSO0 T2 21 P A o
BRI AT Z5 R F 5 W L (L Ome/ k)28 R TR 11 PRI 0 /LA 5
A O IKERZG RO 790D+ 15,305 B ATH1 4.6 .8 L2RI2ANI (LR 7] Ain=3)
S 7 VB 5 T 2 T (S 911 52 S0 R IV (S22 52 S A A0 5 i
AL 3R R 3@ 3 A3 A AT HIHPLC/ UV VA BEAT 43 B o B ds b AE T L AT 2o

[0174] 222 3R IV (St (258 S IS I (S a1 5 S DO BT 228 /N GR Bt PRI, 26
I R At TN AN RV € S S
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[0175]
Ueth bt | MR Rsq Ti2 Toax | Conax AUCozm | Vigops CLgbs
tedh (h) (hy | (pgml) | (pghr/ml) | (L/kg) | (L/hr/kg)
e AV 100|077 | 0.08 | 430 |7.00 1.39
AV 10mg/kg
Hhkes 2 Kla [097 [374 400 |406 36.40 0.27
AV 10mg/kg
o AR 424 X la 099 [389 | 6.00 |1.70 18.3 0.54
K IV 10mg/ke
TR AT 093 |3.05 008 | 579 1.14 3343 761
KM 10mg/kg
IR X Tla 0.58 | 12.04 | 4.00 |0.17 1.16 48.65 | 2.80
Al 10mg/kg
[0176]  &3. A 24551V LA 10mg/ ke G FE 33 Jyng /m1 ) 1 IR Bk 45 245 I, B 25 SRR 20TV (52
Jit 5 278 SR AV T 4t B s e e ) 25 X80 70 22 s
[0177]
B Cdad) Rk 42 Rk Hikik iz H kiR
K IalkE KIViRE K laikE XIVRE
0.08 ND ND 984.41 4300
0.25 381.22 ND 1439,02 1515
0.5 82129 ND 1588.67 3450
1 1053.56 ND 2692.21 2661
4 1520.58 ND 4059.94 157
6 1697.18 ND 2341.86 ND
8 1029.09 ND 896.47 ND
12 667.74 ND 1385.48 ND
24 65.26 ND 84.06 ND

[0178]
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[0170] R4 . di 25300 St 1 58 LD LA 10mg/ kg R BE 35 Ayng /m1 D bk 25 2GR, il 25 1%
A I C it 8] 1 5 SCHRD D AT PE ST IR 3 T ) 25480 77 2 Bl

[0180]
B () FhkiksR Wiz iz
KR A K lakE
0.08 5794.47 124.18
0.25 749.02 78.46
0.5 210.06 90.85
1 81.05 123.76
2 53.78 167.77
4 39.49 174.61
6 ND 131.45
[0181]
8 ND 138.71

[0182]  ND: FH T A A W1y Sk T 00 PR 5 i 3 A A4 o

[0183]  sKjiifsl4

[0184]  fo/ NI ¥R B2 1) Il

(01851 e /INUI T VA 2 T8 1 Iy R AR S 56 == A A 5 iy (CLSTD A AT I 7 ¥ (M7T-AT) IR i 7k
SRR , RN R R 3 WS S R 20 B S MR BEAT UL I o R R A AR R SR T e (A A
BREA S0 B R (Smi th strain) B4 28 47 &) BREE N _E 20900 75 5 M5 247 T

[0186]  #5.MIC4E H (Lhug/mlil)

[0187]
F & F ARE L EN SR EAFHRALE N L
20%4#4 > R
A MIb (TR-701) >64 4
A (52566 1230489 ) 64 >64
AV (] 2 5 L a5) >64 32

[0188]  sLjiEfdi5
[0189] %7356 : /N R B AE AR AY
[0190]  6-7 J& kS (~20g) [IBalb/clE /N R BEAL 7 i REAL 10 RENM a7 4 s e 1

) %] BRTE S A ARATCCH#13709/EBHI B 23 h T 37T CR R 4B DA 1 : 10 F Hi %
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A B

19/20 L

(back—diluted) , JFAE K5 /NI o HI TG /I BRI $2 A i 1 R 5 5= M0 £E 5% 10 45 B R B 1 /
PBSHRE Z2 UK A1 X 10 Ccfu/ml Kl 4 o fREE 100n LY BF 7Y/ R B 1, 38 1k i S B RSP AR

PR SRV E %G

RN BTS2
[0191]

cfu/ml )& - AT

JEE [ /NGRS DK 25 25 o SR A8 /NI T, W A7 /N SRR B R

2y 25 2 B0 FHB00u 1 B 2 IR G /N o S B 1593

HT AN BT SR A R (~20g) KA A AL B A AR 6 AT i 7R ik

[0192] 426 BaLb/cHE /N B i 4238 2, LA 200 L350 (R I (S A1 2 SCAKD HIK 4 26
B 10 A/ REESZIRIT

[0193]

2 BT WP (ng/kg) WS (mg/m®) A8/ A7 2

] A1 10 0.2 1/10

; I 5 0.1 1/10

3 X 2.5 0.05 0/10

A A1 1.25 0.025 1/10

- AT 1/10

[0194]  3R6d (B2 W, 20 IAE 70 8 202 0K DRy H A7 2 5 Sk e HAZEL AR

X AR ANIE T AT (02 B R R PO AL B S 2 A R

[0195] K 7.Balb/cHEME /N B AFTE 2, LA200uLf) & 1) FUIV (SR 1) 2 58 XD #f ik 25 2
10 AR IR IT -

[0196]

M| BT W (ng/kg) | WE(ng/m*) | 24/NHAFIER | A8/ A7 TG 2

1 RV 10 0.2 10/10 10/10

2 IV 5 0.1 10/10 10/10

3 IV 2.5 0.05 8/10 7/10

4 RIV 1.25 0.025 5/10 2/10

5 EYLRRE | - 2/10 1/10

[0197]  R7HIEE R R T 10mg/ kg Fbmg/ kgl 71 & 75 24 /N FHA8 /NI [8] B 2 f& B A7

ZEANT00%CRT, 10/10) o ASZER IR IR ], 5 QAR EL , 20TV b 53 40 A R IR B X A7 AE 38 0 1 278

oy Z B

R F A7 AE ] LA 5 R RR ERSALR 7R A .

[0198]

6] , (56 73 T8 1R G iy ] DA SE 2 2 S SR S Tl MR R o PRI, JER 7380 o 2 1) (14 5 A1)

#8-Balb/cHEPE R A AF I RIS EE , L 200wl 57 & [ NIV CSE B 252 SR AT

Taf S —4NEh (TR-701) ¥ k825, 4010 H

INRIESZIRTT

[0199]

R mg/ke

YR 10 R A
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20 10 5 2.5 1.25 At ie
24 .58 TR701 100 100 90 60 60
A =Rtk 100 100 80 50
[0200] 0 s49F 20
48 48 TRT01 100 100 90 40 50
48 e Ak 100 100 70 20
0 %95 48 10

[0201] sl 5 ) R 77k B itk v L FH AR ] (10 20 3R o e 8 v i) B dha R B , 718 ks h Bl
[¥15mg/ kg M2 . 5meg/keft , 5 TR-701 (G Taff ML —8AFR ) AHLL , sUIV (SEREBI25E LD ik 25
AN NRATTE RS N A SR T
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SEEF SRy

140+ ~~ 34 hr TRTO1
120+ == 48 hy TR
o 24 v B AR
i 480y T RUR

R A )
’?;?,,}»f; 5%

P

ue
1

oo 0.5 1.0 5
log mglkgl

Te nr TRIL | LT08

s ve THISL | 1700

RE S AR ER S 12688
s | e

K4
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