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2. s IR UD B AR IR R i Ui HRFAEAE T AR DL T AP B

1) R R IR AN 520D B AL G2 (R i WA 22 BEAT i K 446 15 BN, 545 2 ) S LMK IR
BEAT AR B JS AR B, 45 2B BERE 11 LOMAE B i 5

2) K B 25 R 1) 43 20 F) by e S JH 1) LOME B B 7 TN, N- P 22 P I J %, 15 28 T B S
A BT LOMA Bt S5 VA VR N S BT I 7 i A 1 — 2 B — (3 R B U B 7R ) ik — W Jie SRR 26
55 P S e Bl S AP Y LOMF- B S VR 1 » JBED S OBL , 79 23 AL AT LOMF 37 Jit 5

3) A5 L3 &R ) A & MR R FR 22 YRR &, TR T VR A MR pHIE 229 0~10, 7E4R
FAT N ORL, A3 B AL eBSA;

4) 5 Prik 25 983) A4S B M35 AL cBSATA A T 5 AN, N—— P 5k R P e ) ik PR ek 2 o VY
W, 43 2 cBSATE L ;

5) K Pk 20 R 2) 43 2 AL [ LOME 37 S5 R In 21 i 20 4R 4) 13 B R e BSAE L, 7E 3%
B E N IO, 13 B HA SR S RS 20 2R ML A B 0 R R -

FORNE G ONHGE

OH, X I

Bk P 381) ~2) 5D ER3) 2 63 A B Ta) it e B il o

3. WA BURN EER 2 Bk ) il & J7 %, HRRAEAE T, Brid 20 B8 1) o & 2 0 B v W ) pHAEL
10.0~12.0; BT IR S HE 5 BV ML) 5T &k 5 20 ~40mg /m 1

4 R AR EE R 28 3 BT R 1) 1) 2% 712, HRAEAE T, BTk AP 3R 1) i S vb B iAW i
IR E N18~36mg/ml ;

v s S0 B P IRV 79 R R R IR B 0. 01~0. 02mo T /L pHAEL N 7 . AR PBSTE R

5. WA AURN EE R 2 Fridk () il & 7735, HAREAE T, BT 20 3R 1) 2 ZE RGN 4.8 2.
B s TR eIk I e 5 VRO BT B P 0. 09~0. 18mg/m1 ) 5 2 VA 5 BIT i e A B e AR 77 A
R N2 1~4. 2mg/mT IR IR S ATV -

6. FR HE AR 22 3R 2 BTl 1) i) 2% T V% FARAEAE T, Bk 20 3R 3) R iR 35 (1) 4% 3 50 ~
200r/min, Brid 20 8 3) v s MR R 30~37°C

7 R AR BUR) EE R 2 BT IR 1 il £ T v, HRRAEAE T, ik D 3R 5) Hh 4R 10 5% 1 S50 ~
2007 /min; Frid 4R iR & 30~37°C.

8. — PR I S Vb B FRAC R, B FE R 58  JRAR R A 38 bR R U AT AKX, B ik
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For I X T R I TN G458 26 C, HORFAEAE T, Pra R I 2R T 67 B A8 A 1 R0 B4 ), B
A s 2 Chr B A Pt e, Frik AR & H SFRL i ig R B B R bl

Bk & bric 96 5500 B R vl B Puig 2 AR 2R LA s SR E- A G A & E 2
P % /N R AT B ) 4 AR 3 WA 7 A

9. MR BRI LR SFT IR F 48 , HRrEAE T, Frid i 600 B AR IR 19 ik M0 . 1
~0.2ug/ml,

10 AR BRI E R il B 48+~ , FRREAE T, Bk s R vb B 5wl FE AR 1) i =ik S
NO0.1~0.2mg/ml
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[0001] AT W] J& T AEMIE 2 RNER “r A B BOR AU, JCHL 0 J—Fh— Rl 320 2 i S
bl & B AR A AR

BEEAR

[0002]  &SEVDE (LOM) J&— Pl B K AU m e i iR P 244, HAb 22 B RN 1 -2, 56,8~
TR AT AT G- A LR ) —4-A -3 IR R Eh R £h o SR TR R R 2 A £
T B2 [ P T R o =2 (9 P A S R ) U R A S DRI AE B A Kk e i B TR
7 AT A B, FEAE N RN I AR 2 s B A AR KB R 2R 254075 G 1
it NS R 2 AU 2 1, P2 A 4 S AR 20 Hh 55 B ThRE 5 vl Sy AR 1 B0 PR 5
BREIE A DR, TP LSS RRBEBCA AR AR L L R AR R IR B KT R
2 R SR S T SRR B R B TR =

[0003] 9% 350 B 25 Wk BE A U 1) £5 48 7 VA AR M 00, i ROTROME B8 (HPLC) , YR
5 V2 (LC-MS) VAR £ 38 — 3 B BT s (LC-MS/MS) &5 77 V2 o I 6 7 vk iR i i A S 1k
R, (AR AT AL R B, TR B R A R & S AR W, ANE A RHEE R T 18
IR o G J% SR W TV BN AE U HUR I 4R b B SR SUR I SR A i el R
TR S RE O SEII AR MR IR /MR RR L T A DU A A o AE R AR LA B, fL
ISR NRTE IS SRV BN TR B A i S 8 8 T732%  BARSR il — I A AR & TR &
FIIE VD B 0 IR iR (LR il 45 TRV SR 00 B g8 IR I F R % /R, TR G, TR VA B
TR SRR S s T, A R 5 CON100418982CHT B RIAFF T — Rk £ Vb B AR K
L 8 15 5 SR PR 0 ey i 46 10 35 00 B IR AR IRCA) B 0% 11 e, B ML 75 1140 S AR A DU
Lppb (1ug/L) o Rl , IRATFEATE B AR R DU PR (1) 78 S Vb E A 7R

RPARE

[0004] A7 T ok, AR B KA T Fhig R0 2 G 3 I B L 1l 46 T ik, A ) 2 A5 2 11
TEIRUD B G S EAT R ¥ e B MM I 7, FH P S 3 5t S % shA i 45 3 L AT R S ik
58 FRURE R R TR VD B R S LA R S R LA

[0005]  AEH] A H R Rt Mk RV B AR, TR st B i
PR R i 45 SRR 2 A

[0006] Dy ¥ SCER AR B, AR IR BE LT BoR TS %

[0007] AR HIIRAL T — Ak SR vb BB i, B AT IR g -
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X1
[0009] A% WA HR A —Fhig 3500 2 G 0 IR 1 il 26 78, FE LA AP 3R
[0010] 1) Hf Sk LG8 ANV SR Vb ARG i B AT i /K 4 A S 2, 4945 B (1) [ BELAE B
AT IRAHL, 13 BB EE L (Y LOME H0 )i 5
[0011]  2) 3 ik 21 BB 1) 15 3] () B e S8 Jof (1) LOMF B R v TN, N— - PP 5k P 8 o 2 , 15 3 e
B SE A (1) LMY B J VA VR s N2 SE BRI W e 1 - 2, 2~ (3 R SR G TR 48) e — W ek
1 6 5 BT A AL T LOMY: B R VA VTR &, BB 2 1R AT B B S B2, 79 B3 Ak [ LOM 47t
Ji 5
[0012]  3) 4G4 i B S o ) B A PR 22 i BTR & , TR T IR S VR pHE 229. 0~10, 7F
P A N, A3 25 11K cBSA 5
[0013]  4) ¥ FriR B IR TP A3 B 5 A cBSAVAME TS AN, N-— B L FR Bt fiie (DMF) (1) T 1%
RGP 15 2 cBSAVE R s
[0014]  5) 45 ik 20 55 2) 45 21 B35 AL 9 LOMF= 37 JRU N 21 i A5 B8 4) 19 B cBSATE R
FEPRG S5 T R, 15 B B A IR S RE R B -4 76 A B E )% 5.

2

R
X

R E W &
[0016]  FrikBHR1) ~2) 55 083) 2 1) BT I TR PR i o
[0017]  ARIER, BTk DB s & B VA M pHIE N 10. 0~12. 05 BT & 5L 0 B v L)
Ji SR 20~ 40mg/m1 .
[0018]  fLikfy, Ik A B D) g2V BTN BRI E N 18~36mg/ml ;
[0019]  FIF ik v 3570 B VA VR PR 1 77 M JEE JR MK 5 R0 . 01 ~0. 02mo T /L, pH{E A7 . 0~T7 . 5[{IPBS
VWL
[0020]  flRk i), B A0 B8 1) A B A VA TR 2088 2. T s TR e % FI BRI 0N SR R N
0.09~0. 18mg/m1 ¥y &R BRVAV s FTid I A B BN R I N2 . 1~4. 2mg/m I (R BRER &
AV
[0021]  fRask ity , Frid 5 B 3) v IR (1 5635 50~ 2001 /min, FTik 5 53) vh S S7 FHR E N
30~37C.
[0022]  ARTER, Bk 25 BR5) th 4R I 55 950~ 200r /min; Ik 4R AT H30~37°C.
[0023] R WIS T — Bk UK 3590 B R AR 6 , LHER 55, AR RER 28, SrbRa, 2
JOL X IR 7K X, BT 3 s 7 (X AT R U 2 TR % 25 C , HLARAEAE T, IR A I 26 167 B AT e A7
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BRIV B, ik Fis 4 Cfhr B A A RbileG, Irik SAr I 5 A S Mg R E
B P A

[0024] P iR & AR ICHIIE R VD B B e B B A 2 BRI ESR LR g R B G A iR
9% SR G % /)N R A B ) 48 AR 3 e A

[0025]  fRIERT, BTk & SEvb B A H AR EN0.1~0. 2ug/ml.

[0026] AR, Frik & bR 3 & A &R0 g RV B B BRI R EIRE N0 . 1~
0.2mg/ml.

[0027] AR EHFRALE) —Fhig R BE-F BB & A )5, A RIm 4 . ik (19 7%
TV BRI FAER R B BT CRERT AR AL AR I G, AT L R e IR R R AE AT
1l e 1) B % B AT R ) B 1

[0028] A J BHHR ALK — Pk Vb B % JE I il & 7 V5 18 RV B BRI AT CRERT A1k,
(A IR BSASE B JE A AB M5 EAT W 1, BB F B — e 9 S0V R %, il 24 HH G 4 0% D L
AARPRE R A R 4T

[0029] A W FR A ) 55 5ol o A4 B AT S PR i« R0 E v ) 4 D o 7044

[0030] A%k BHH AR — Pk v S5 VD 2 AR, B R 5 IR R, S AR, R
X FIR AKX, B s A 0 X 15 A 0 28 T A0 5§55 2R.C , BT ik A I 2 T 467 B A0 4 A 0 2 V0 B AL
J5, BT ik Bids B B A A i leG, Uik S An T B A bt g 2 Vb &2 o fiid s e
bRt Vs R VD B R v BE Bk g tHBURIEE SR LT R & S8V B -4 G B B A % 5
P55/ INER AT 2 B A0 MR 3 A 7 AR o AR B IR A AR RIS RV B RSk Hig R £
A0 S ) 2% AR AR, EA R DN P R, RS, L R PRSI  EEK, v i 4k
AT INBR 71740, 3ng/m1 .

[0031]  #—2B ), KRR S H AT DA RERAS I 25 SR 22 [8] , AR R AR e PRI A 4R R
o R A A Ao DUV VR 58 AR R, A8 2 S AR IR G brbidd 78 40 S B2, AT DA Risl 2D ik 22 22
A A7 IR 2R BT, B e An B S5 A I IR I 46 6 s AR 3 52D AT AR K B
TR, A T2 I RIS 1588 N B 53 1R B3 ) — 282 B A7, AR B » DL AR PR s
Sy T RIGFEHE) B o AT AR #R A ] 88, 18 A AN R I N A5 F » s 36 2 4 I g 50
Forgse L AR B RS SR S AR A 7= 4, BT R 110 T 32 Wi S RSO () 48 BF 0 R A 2 3%

ZN

I o

Bff 135¢ RR

[0032] I 1 A it 9] 1 74 S > Y8 A5 Tl S I A ol % 26 S

[0033] V& 2 4y it 51 3 8 SE 0 B ARG DU i ki 2

[0034] ] 35A it ] 5 1 S Vb B A e M S 8 2 A M AR R I S5 M s e
[0035] V&4 My it 515 m 8 S5 0 AR S P e 0 2 A MR KR i 4R 2% T AT T
[0036] V&5 5 it 515 8 SE 0 AR S P B % 2 A IR A0 P i 4R AR TR AL

BN
[0037] AR BIBRAL T Ak Sevb BB i, BAT IR gi ) -
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[0038]

Ul E&I
[0039] A% WIS —Fhig S50 B2 G R 1 il % 778, R DL T P IR
[0040] 1) & L G PRV VAL FH 8 200 B VA W EAT MK 4 6 IROBE , ¥9-45 B (1) S SLIRAE B, T
BEAT I L, 15 B BR B L M LOMAY: B s
[0041]  2) 3% ik A1 BB 1) 15 3] () B e S8 Jof (1) LOMF 1 R v TN, N— - P 5k P9 8 o 2z , 15 3 B
B SOE A (1) LMY B J VA VR s N2 SE BRI W e 1 - 2, 2 - (3-SR TR 480) e — W ek
1 £ 5 T I B AL T LOMPY: B BV VTR & 5 BB 2% R T 1047 B4 SO, 159 B35 T I LoV
PO s
[0042]  3) 44 i A S o ) B A PR 22 BRI IR S VR pHE 229 0~10, 7F
PR35 2 RO, 43 BTG T cBSA 5
[0043]  4) ¥ FTIAR IR HP AR B 5 AL cBSAVAME TS AN, N- — 1 L FR Bt fiie (DMF) (1) T 1%
RGP 15 BV AR cBSAVA W 5
[0044]  5) 4% i ik 2D 15 2) 45 21 B35 AL 9 LOMF= 37 JRU In 21 ik A5 B8 4) 19 B cBSATE R
FEPRG S5 A T SR, 15 B B A T BT 7~ 25 0 1Y) B 38 it

-
o DoNBEHAODN G

E W
[0046]  Ffrik D ER1) ~2) 5P ER3) 2 [A)3% A i Ta) WGt (54 B ] o
[0047] AN e BH O 8 38 10 R VS VB AT 9 S5 00 2B VA B AT i 7K 48 A I L, 493 2 IR /K 4 6 S B
TR o AN B HR B 2 2 L B VA VR ) o = R P AR 3 920 ~40mg/m T, SE AL N 24mg /m1 o BT iR
R IR VA ITE TR R7K o BT S 2L I R VA VR pHIEL L 2910 0~12.0, BEALIE 110 B
AN L I B A R pFEL P R B D7 v 03 SR IS 9 B0 . 1 % I S SR A BN v T, )i
Ji BRI B T TR VKR BT » BT DK e B 2 1B AR R MVE R 2 4°C , AT ALK
PR AN R VD B B K65 W
[0048] A HH R, BITIAR ¥ S VD B IE R PR L% N 18~ 36mg/m1 , EALIE A35. 1mg/
m1 o FTIAR ¥ S5 vb B I W v R0 1% B IR R 0. 01~0.02mo 1 /L pH{E N7 . AR IPBSYA VR »
[0049]  FEAS B 1, BT I JBE 7K 46 6 I L EAR T VLI 7 s AEIFEIRES T iR £ 2
VEWBOZ T NN 2 RV TR, FERRFE A6 A T BT K48 & OB AR R B, Bk i FE ) %
AR N50~200r/min, BEARIE 100 /min s B Bt 7K 466 s B 1 B T AL 1% 2~ 3h ;s Frid
WK 46 S B IR L FE AT 3% 30~ 37 °C o BITId 32 ¥ NN B B AR I AR B0 . 02m T Fir iR IR
TN B 198 S VD BV -5 2 2 I RIE R 78 4 K A K G665 RN, 2 =i 2 V0 2 (LOM)
FRILCHE QLML L 51
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[0050]  JBE7K 4 A IR ST » AR B4R B S BERIEAT A5 B, 4 % B R B ik A6 B 5L A 4
VEB A Rk R 1], SR A ST AR 52 BT 00 B A B B AR 7 SR B AT o AEAR R B R, BT IR A
HYU A B AL N 2R 2B - ZEHUGRI A = 2~5m1 . Bl FEEUTT B 1 72 25 B AN TS fi i K5
Ko o, Ho O ik N LA

[0051] Pk 22T , 43 B K AH o A% & AL 45 ik 26 BRUFS A HLAHHEAT B % o A R B 6T ik
Ve K BB A Re R IR 1 SR A SR AR N B3I s DR e I BOR T R B AT o 7248 K B
BT e 5 A B MR L I8 9 36 B VA W B idk 3h BRI P & R AR 290 .09 ~0. 18mg/
mI, AL N0 . 15mg/mT o Tl ek IR B Piade 2~ 5K, B3R

[0052] AR BIHHAHG » A K B Fir ik A UAHBEAT B A5 80, 15 B B KA BBL=4) , B ik
FEAR KT LOME 40 o £E AR BH o, BTk Jse 5 HX FH I A5 7010 0 D ik PR S8 AV VL o T A ik B S5 A
TR R R FE L 2. 1~4. 2mg/mI, EARIE 3. 15mg/mI o FIrid e 25 BT B 1 7 5 B
eV E A RRAE KA EEAN T &3 ~6ml .

[0053] 43 2l B LE A T LOMAF- 370 S5 S , AR & B I o i 4 o (9 LOMAE S0 R A TN N-—
o FP 9 e , 49 B S o () LOMPP It SR VA s PN S R BT WV e f 1 - 2, - (3-SR AR U
PZE) Tk 0 i Sh R £ 55 BTk i B S A T LOMPY g v WUV 5 » B RO, 75 23S L A LOMY>
ulE.

[0054] A E R, B ol B B G (R LOMAE LR 55 1 - 20 B - (3 Bl AR TR RS Tk — W Jic £
PR #h (14 BEIR LRI 91 ~ 10, BEARIE 3

[0055] A B v, v ot 38 Y S M2 e 76 R T FHE IR 56 AT T BEAT o o B ) 0 1 B S AR
1% 950~200r /min, AR A 100r /min. Fridk 851 s B2 I A A0 A1 2h~36h, SEAILIE Ky
24h o AR, BTk ' s BRI ARG J9 30~ 37 °C BEAILIE 935 °C o SEIW B S B A FH 5
g B GRREE AT P 2 s B IE e &N .

[0056] <k BB AR LTS M 8 1 e 480 0 Rl PR % iR TR 5 YR T VRS VR pHIE 229 0~
10, FEIRG 56AF N R A — RV RAERFE L, 13 2175 L cBSA.

[0057] R BHH, BT iR A= I3 A 8 1 (BSA) i 40 4R RN 2 92 i RUTR A e 4 B A= I A
B o AR T R R 2% MR AR AR L i (50~100) mg: (1~3) mg: (2~5)ml, B
it N66mg: 2mg: 3ml .

[0058]  ASJR B, BT ik pHAEL i 8 (1) 77 VE DL SR FINaHCOS VAV 1 15 o BTk NaHCOs VA VALY 51 &
W N2 1~4. 2mg/mT, EHLIE 3. 15mg/mI . FrikpH{E H4E =Lk M9 .5,

[0059] AR B, BT iR 4k 25 AR I TR AL 1% S50 ~ 200 /min, BEARIE 9100r /min. Frid &
IO [y B TR AR 348 Ay 3~ 5h, BEALIGE Ay4he

[0060] 4= I3 1 8 W& A0 T, AR R B IGA3 B RS 1 cBSAVA 8 T & AN, N- - J: FR Bt i
(R IR Eh 2 VA TR 5 159 2 e BSATE VLo

[0061] AR BH A, BT IR VA AT AN N— 2 FR 3 P Iz ) Tl T2 58 2 P VR0 9 AL e BSA i =
W FE N 35mg/ml o

[0062] 15 275 AL I LOM- 5t 5 A e BSATE WL » A8 % IR BT i V5 AL I LOMAP- 3t Ji 35 n 21 B ik
CBSATEWH , fEIR G 25 AF T IR A6 & B, 3 2 B A KRR & Mg R B-F G0 &
[ (LOM—cBSA) 4% JA -
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[0063]

P
4
-

S, X1,

[0064] A B, BT IR AN & 230~ 1003 /min.

[0065]  AJEHH, BRI HiR3% B4 34 A11% 50 ~200r /min, AL N 100r /min; k4%
BELER30~37C, B R35°C o BITdk S B [ R JE3%E 3 ~5h, SEALE Jy4h o BTk [ vi
[P AR IE 30~37C

[0066]  AJZEHH, BRIk 7= 35 V0 B B su B UM I 40 ik FR IS 200 B 2R i A & e (LOM-
cBSA) 4% J5 )% Ba Tb /C/IN BR il 44 11 5K o AR R W 5 BTk 4 AR 110 0 32 77 V2508 A e R R 1l
R AR AN 53 BT 3860 B4 777 B v B A4 ) 440 PR IR i e 7 R BDmT

[0067] AR JZHHEHE AL T — Bl I 3290 B ARAACR , B 5 R 7, AR, BEA R, S n i, 16
DX FIR K X, I A U X 52 AR DU 2R TR R 26 C, BT i A N2 T 47 B A & S50 2 A
J&, Brid s 2R COr B A R 1g6, BTk &R & A SArIL s 510 B i B ik
[0068]  Firidk &b ic f 38 S50 B o vl B B A4 R R T IR K9 35 00 B A i v R 1 s R A
92 /N BR A B 1 4 MO pR 2 WA 7= A

[0069]  AREAH, Bk fa i LgGIY 4% IR E 0. 2~0. 5mg/mI , BEARIE A0 . 3mg/mI o 4% /% BH
Xof FT IR e Bt 1 gG I SRV A RFBRRR i1l SR FH AR ST AR N SR BT B S i T GRA T

[0070] AR, BIrid i 3290 B A IR LI ik S5 00 B X8 B9 IS 1 EE 1 (LOM-0VA) A3 X
o

[0071]  Firid i L vb B A4 R AR R AR I%E R0 . 1~0. 2ug/mT, AL MO . 181g/mT .
[0072] A, Bridig 3500 B AR IR il & A Lig B FE DL T DR

[0073]  H5u%E Vb E (LOM) 55 FF % . DMF FIPBSYA VR VR & » 13 B LOMIE 47K 5

[0074]  HEXGEHIE A S (OVA) SPBSEMRIR A, 43 BIOVATE L ;

[0075] 3 BT iR LOMYR A5 ¥ - OVAYA VRN I, B VA VRTR & » 75 E 6 45 11 T B4 I B, 79 21 LOM
AL I

[0076] AR EH, Briki& R vb £ (LOM) 1) 5T &  FFEE R AR A1 DM ) 51 & AIPBS () 15 AR AR
Eb ik N (15~30)mg: (0.8~1.2)mI: (0.8~1.2)mg: (0.8~1.2)ml, EHLI%E N20mg: ImI:
Img : ImT . PBSYA I & Al pHAH

[0077] AR EAH, Bk OVARK) 5T & AIPBSZZ MOl AR LE 2 (30~50) mg: (2~5) mI , BEARIE
J945mg : 3mT o PBSZE MR (K3 AL 1% 240 . 01mo T /L o PBSZE A I p BRI 7 . 2~7 .66

[0078] 15 ZILOMIE G VA BAOVAIE U » A% K W% BT IR LOMYE ¥  OVAVA RO L — I T W
TR RS F T B B B, 73 B LOMA A i o 7E A R B op , BT IR VR S O AE B2 F T
Y LOMYR A VRUR I B VA LA R i) 77 =X N BIOVAVE R o BTk 8 i) S 241 3% 2 (50)
T /min o TR 2 VAR AR B BE AL N 20~30% , S 25 % o Bl 45 4 140 8 A
J950~100r/min Frid M) AL 23 ~27°C , BEALdE H25°C

[0079]  FiraR LOM. OVAMIR, 1% S B I » A% R PR LA 443 21 1) s SEVRIZE BT » 159 I LOMAL 4% J57
TEAR I B, Bl i M FIE T ALIE N PBSZE M  PBSZR MR ¥ 5290 . 008~0.012mo 1/

9
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Lo FTIAPBSZE MR (F pHE L T . 2~T. 6. BT BN I B [ A3 4 ~6d , SEARIE 5. T ik
T I B R 2 AR 1% S5~ Th/ IR, BRI N6h/ IR .

[0080] B IRIEMT 58 B » A% A% B S B 45 B LOMAD 4% Ji o 75 A R B b, Bk i B2 1 7 VAR 3%
ST ENTIREAT B0, Y LBV BN LBV & LOWEL IR o £E AR R B o, BT 8 00 1
B i N3000~6000r/min, BEALIE 5000r/min o Frid B O B [0 PLi 495~ 10min, BEAL
16 N6min.

[0081] AU B v, BT I A DU X (R0 A4 M0 1y i R T 4 2 5 T 3 i 41 4 2% T P SR D v
B RERRBR 1], SR FHA B AN 57 B 840 (1) RS R 4 4 25 R A

[0082]  AREAH, ik & bR ic S SRV0 2 B Sl fE R /L b 8 IR EE L& 0. 1~0. 2
ng/ml, 4% N0 . 181ug/ml .

[0083]  AUEHH, FTIR v S50 B B va B P4 B T il 720 3500 B PR S B B4R 4 bk o
132, BARIE SV B 8w B HUREAT U , BT U B iR A HE DL R D3R

[0084]  f& ik Kb B v B U 4H MR AT K3 55

[0085] 433k MM R K I TS B0 107 /mT A I i) 908 A2 A i b 39 3k ) 3 B, 0 s P 5 2
TR, 555 10~12d;

[0086] #5537 56 i » FHER B BRI, PV AR R Fev: 4 AL 0 LOMEE. 3 B B A, 75 B HLOM B
FLREHUA.

[0087] AR HHH, Birid i S B ST R A A S = i 107~ 107/ H, B4t A 10%/ H
[0088] AU EHH, FTIR SAr 10 K S V0 B 5 vl B 040 1) 1) 2% D7 V28 A e R PR 7l SR FH AR 41
SR AR R BN ) 1] 4 T iR AT

[0089] AR BH o, BTk G b E R A RILIZE Sy 39 B 4 44 BCSR R TS o Py ok 33 3 4 40 R 5% i e
(1) AU AT R PR ], SR AR S AN 53 BT 3 60 ) 3B i A A4 A SR R R R T

[0090] AR HH e, BTk K X A4 R 3% SR AW 7K AR o BT W 7K 611 & AR 3% 5490 . 35mm
FIT iR W 7K 4R R 5 A R TR PR 1], SR FH AR U AR N S P 38 () W /K 4R B T

[0091] AR B, BT A5 it SR A0 e AT FlAL B o P 3 FUAR B 1) 7 VA AL 3% S PR A 4R b R
PR G T, S B JE R TR R B R AR T EEE A LA s 5 R
HIRE3~8%FIBSA, FTE K E N1 ~3% W EERE, FTE IR N0.5% ~1% FNaCT Al 5T &Kk &
J90.03% ~0.0% 81 NaNs [ PBSZE MK , BEALIE A% BT 2k 2 5 %6 (1 BSA , BT &K 5 N2 %
() ERRE , PR =R 0. 8% [FINaC LRI BT 23 5 M0 . 05 % HINaN3 [ PBSZE R . A & B v, BT ik
FE S IR RILE B TR T Y o T 38 B 3 4 4 (1) SR D5 AT R R PR il SR FH AR ST R 17
T 38N B I A 4E R AT

[0092] A BH v, BT A 7 3€ v BB AR AR 19 1] 4% T VA0 A 5 DL R A0 58 : i A il
2R R0 TR 2R R 2, Frid () 45 6 38 (1 1l 4% FIT IR RO R it 211 1l 46 R BT IR AR R 4 2% .
[0093] iyt Az 0 28 A Jo % 452 114 60, 4 g VAL A% SR FHBE e (0B 4% o P 0 4 1) A4 2D B8Ry
W R IR AT 4 2 s B T8 SO & E, LOM-OVAFL A BRI WSO T AN , a3 1 gGYA WU T Bith , 78
5% S AAE F R A PR N B 3 0 S T RS BR A 4 2 B, T A DN 2 (T2R) s 2
(C£R) - =I5 AR TG B HIR AN B 30min, 37 CHET G , IINT-1E7, 4°C 2 BHHRAT o
[0094]  JIr ik Rl 57 B0 i 1 % (I BS AR PBSEE 1, JIT R I PBS 22 1k 1) pFMELATG
WoHNT. 4,
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[0095] AR, BT IR S S0 il 5 15 R B FE DL T P IR

[0096] 3l Fos AF 4 AE N 2 A5 BSA L MR NaCTFINaNs (¥ PBSAL Rk Ab 28 , LT, SR 55 4
PR O AL B AP I B B AT YA b, LS V513 ~5h, B A SAR .

[0097] AR BEAH, BT IR BSAVE M) BT E R FE AR IR NA~6% , AL 5% .

[0098] AU, T IR AR SRR N ~3% , A& 2% .

[0099] A BHH, FridkNaCl (1) BT &3 B LI 0. 6~1.0% , BEALI%E H0.8% .

[0100] AR BHH, BTk NaNs i Bk 40.03~0.07% , AL N0.05% .

[0101] A B, B b ¥ 1 B[R] A3 915~ 30min, BEALE A 20min.

[0102] A B, B it 13 BEARIE N 35~40°C, FEALIE 3T C o

[0103] AR HH, BT IR (A% L A il 46 15, LR R DL T P IR

[0104] Bl 3 £F 4k M3 B2 F & R IR I N2 % IIBSA, RS IR N1 % 1 BERE, B IKIE N
0.5 % P BIERAA AT =R B N0 . 1% RINaNSFIPBSARER i , T A, RIONARE L

[0105] Ak B, Bk i 4k R 1 4 2%, e LA 23R

[0106]  7EJEAR I, #e BERE bl 24 45 A A NCREL MR USC VAR TR ZE 385 7 — D, T A 2H 25 4R

[0107] Pk 4 B bR D) ok 4K 4% .

[0108] A A v, T e i £ L 465 £ 8  NCIES L I AL #8 2 [) ity 0 8 X A 146 5~ 6mm.

[0109] A B L R R AR A% B 25 T A IR AL AL 82 5 ()R il 1 28 ) A, BT DR 35
I B S MR A % A A AR

[0110] AR BH v, Fipads — ik i34 55 10 B AR AR R 19458 FH 7 VA 3B R R IR 1], R F AR 45
AR N T BB R 4K R A8 A VAR AT

1111 AR, BTG I 32 vb B AR AR 1R I 4 S 4 e o vE AR R -

01121 4R ALL B e 2: | 5 N7 B ks I 22 1 BH PR T B AR L, B 7EAE R 241 4 2% i
AR LR (C4R) Won— 4R 208 |7 B , 7 A AR ot VAV =2 P P s S R AP 4R R i I
LR (CZR) ARG IR (T2R) [FIR H BB 4% 40 16 I EIVIZRRT , eI RE O AT 2 B P o A R W 42
PERRAC-R IR IIPR 7140 3ng/m1

[0113] N[0 25 S it 9 % A% i BH BRIy — i 56 0 B % 50 B G o) 2% T v s ik 4%
RIBEAT RGN B U B S AERASBR AT S AT TR AF 0T A R BH R Y R AR B o o St 61 1

[0114] ¥ 3 Vb B G I 1 & i v b 1o

[0115] (1) LOMAR L CHE LEAH AL : PR HX 2mmo | Z B I\ = M B R, 28 )5 FH 2m L S A A
VWU T pHAE , UK FE s PBS (0. 01mo 1 /L, pH 7.4) &k £h R ¥& 52 VD B (Tomefloxacin
hydrochToride) , #iHEIRA T IZ R I0 N 2R R - S AN, L 3 I OR22h s FH
B2 R 2R H, A sh FR eIk , F AR R S AN VAU A5 B, il A LOMAF- Hi i

[0116]  (2) BSAVE L « W A ARG, ZEARBME R 55 b (0 35 200 R 5 8 i BRI
FEABEL, B 2, $2 RBSA FAR-COOHM & - B AR PRI « FREL66mg 4+ IfLiE 1 &
(BSA) F1 1mg % 2] # v T-PBSZE i, FINaHCO3 8 35 pHAEL 2295, 40 CHEIR & S 2h , 489 1k,
) cBSA.

[0117]  (3) Gy SR A A - SR BB — W R W 20 VA A LOM G 3% iR o B IR LOMAF- 1t Ji 1 5mg
Fi2mI N, N-—F L FA e (DMF) $i VA AR INAN-F2 L BE BT BE I fie (NHS) 5. 8mg Fl1- £, Jk—
(3- " FF L EUE TR L) B R EhER Eh (EDC.HCT) 15. 2mg, VAR J5 37 C4AF T 86, TR R IR 1%

11
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RN 240, FRAVE o« H 35 1L IR cBSAVA AR T 250 % DMF IR TR £h 22 A VP FRBYR o« A5 AV 22
1IN BB T, A E T, N5 S5 4k 42 [ N dh , FRAFLOM—-cBSAG I Jil o S B 45 3R K I i
T NIEHTAS, 56 2R MKE T 2d , B FIPBSIEHT 3d o AN 3B MR TS /N R U 0 ) 43
BT HET , - 20 CIRAT

[0118] St f41]2

[0119] By 3£ b B B a b Buik iy il £ 77 1%

[0120]  1.FrRIIHLI& RV BN Rt B od bR JiiE g R B — R G A A (LOM-cBSA)
BB Sy Balb/C/IN SR il £ 1 2K, B DA T 2D SRS

01211 (1) /NER 9% - FLOM-cBSA% % 8- 10 RS MEM:BaTh/C/NER B H , 7l & 60ng/ R, 14
FUA0. 2mL o 1 S FHPBSH BE 1) 9 9% Ji 5 SE AR FHFCA S A FL A , LA S5 BB 3w N S g% — K, ik
FHFTAZLAL o S 5K Ji Wi 2 R I 43 8 1ML 775 » A IR EEELT SARNA) 42 55 4+ ELTSA (¢ iELTSA) i i 3%
Wi J RO AT /N R AE Rl B 4 B R o Bl A R 378 /N R, R Ak IR 1 4y B 6 0ng
92

[01221  (2) 4HfEAL A - Bh& AT4-5d FH & A 82 L IEENA (1) 58 AR5 95 5 (5715 % FBSHIRPMI -
1640) f£CH; FENSOLN AL ; B 1d FHATHS SRIEFEANM 5 B A FHHIE RS2 5000, IR ENEFE /NS - T
HJR U 1) 4% FER 9, ZEPEG—15004E I N 5NSOZHiumt & (4B &L 21 810: 1) KR & 5 10
ST BN B A AR A M I 96 FLAN AR v, HATHS 3%

[0123]  (3) BA 7 [ 40 M bk ) 035 % « Bk 25 Ji5 10— 14 d FH ) 422EL T SA R ¢ 1 ELT SATH 176 58 B 24 « 4711
1 ORI () A8 T 4B Mok, P PR AROREIE 1EAT 3R S b o S8 I FH 3 U B 25 245 47)
P THE it Vs VRO 34 R P B e S PR ) P b B VR AT v , SR ERAS 5K  Hoh, LIB2F 340 g ik R
U B R e MR s, HE PR R e It A R R L.

[0124] 1 LIB2F3ZH bR Juidss 7k

[0125]

A BR K 254 RAE 1Cs0 ( ng/ml ) ZXBSLF CR (%)
REE 0.21 100
R E 42.5 <0.5
R A 48.6 <0.5
BtV & >170 <0.1
2R E >170 <0.1
BRIV E >170 <0.1
RisE >170 <0.1
mRr 2 >170 <0.1

oo B > 170 | <0.1

[0126]  (4) BA g B HUAR N A2 7  RFL I B2F S MUK 6 % 21 24 4L 40 MO AR A2 50mT 4l R 47 K
IR o Ui 10 K 2 S TR AR AR B2 B £ 107 /m IR ] 10d T 228 VA4 A et Ak PR 2o g 2 77 - B MR s
N TE S e B 40 108/ R o 10— 12d Ji bt BB K , 1 MRS PR i v2 40 A U LOMARS 57 1 B 5 i 471
&, AT AR R

[0127]  SCita a3

12
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[0128] &IV EAAEBURN & BTk E 2.

[0129]  EX20mg LOM, V& T 3mI M EE+DMF+PBSYAVR T (V:V:V=1:1:1) , I8 > HtHEVEfiE , 15A
s BRA0mg OVAYE T-3ml PBSZEMWRH , A3BYR s WG AVRUZ T I BB , 141 F121 3% N 100uL
I g (25%) , FIEEEICEHAMT Bl AIPERE N Ah o [ B N IBETES, PBSZE VR A CIENT
5d, 6h BRI LK, B0 B BT, 1335 IR A LOM-OVA LA 1t J5 , —20 C 14T o

[0130]  SEjifs4

[0131]  &hrPrifir il ik

[0132]  FAR &G AR iC LOMAE - PR B 3 B i f4s (LOM mAb) il %%, FH DA T AP BRI «

[0133] (1) ARG V& LI il 2% < BUEB Al K VA R0, 01 % S BRVE R 100m ], B HL Jr in#i s
I, 3min S PR, PR TE NN T %6 AT AR BR = BNA R 2m T o Ak a2 N FA, VE VR B e Tt
R, B T AR RS A R 5 b IR vA B S BB 4K R B 2 JFAR R, AT OE S B
5 5 5 AR 4 T B RUREL K /N o AR G BV NN B % TR E R0 .05 % 1 & 0
(NaN3) , 4°C VK58 TP 1RA7- %% F o

[0134]  (2) FAARFIALER « B3k B I BUARAC I )R ARAF 2 R AR R FE R 4, X Lo R 4R
Y4 B AR 0 B M o TR AT AT 5 K LOMAR S5 1 8 32 B 044 10000 /min, 4°C 26 4F F 55
30min, FFYLIE, FIEWT0.01mol /L PBSHRBERL Img/m1 .

[0135]  (3) FebrmAbSERR FH & 1 58 « B ARAR FHREFL50R L XL 28 7K Bl IS , A HE I N A5 LL 4
[FJLOM mAb, &EFL50RT , 25 0 HE (BC) o FHO . Imo 1 /L K2CO3 115 R A& £ ¥A R Z2pH 9.0, N
BIEGARAR H , FFFLAOR VR 2] o I A 16min )&, A0 % NaCTIFH 100u] , TR S), 7 % HR
FLEmAbE A R AR B SV R S FL £ B AR WA R UTIN A, imAb S A B B i B ik A2
SE B & AL L0 (0 A AN TR TS mAD ) AR &, 76 b LAl B 389020 % , B 9 b
LOM mAb[JsEFxs H = .

[0136]  (4) SxhrPifd ) il & « 1 S5 5 1 2 1) St AR 1CLOM mAbIY SEFs Fl &5 R AR S AH BK
IR BEFE30min, 5000 /min {0 20min, FF FiE G, AN 10 % BSAWHER B34, (FBSAZ MK R
1% AENAESE 7o S AR PUATE M 10000y /min &S 0r30min, 35 75, 1 20mmo T /LIK) Bl b 5% Bk
(B 1%BSARNIO. 1 % B BN K S brduid k2 2 J5ARF 1/10, B AE4 CUKFE & o

[0137] Lt f45

[0138]  HRARRA A= FIZH 25

[0139]  HEPR£F 4k 2 i (NCRE) 1) il 2 7 1, I IH BR A7 4 22 B B T-X—on Ty 5 (1] 8 s {31 6
A BT ERCT A, RaMT G T Bt , &2 - He 55, RIS 1 LOM—OVARS: IUFt S5 AN — i 43l mi
ST HHIRA e 2= [ b, T ks I 2% (T4e) Rl g2k (CZR) « =i B AR T8 5, 4 AR N
(W FE A1 % FIBSARIPBSZE ph, pH 7.4) H130min, 37 CHET I , I T35, 4°C 2% EHF
17

[0140] 25 & S Wil 28 TV, 5 30 30 4 4 A A 1A mm T 1) 240 2% 5 RO\ &5 L& IR 52 M5 %6 1Y
BSA, i E W N2 % [ BERE , B N0 . 8% [INaCT Al 5T & B 0 . 05 % [INaN3 i PBS &b
R 20min, 37 CHEIB T, SR 51 AR PUAREE O AR U I B AT 4548 |, 2SR T4h,
HI SR si i

(01411 Ff & ER (1) 1] 26 J5 1, BRI A YR AL & USRI E N2 % [FIBSA, TSR E N1 % (1) 1
B TR S N0 5 % [ BIER B RN i &k B2 0 . 1 % ANaNSIK PBSARFE Ji5 , T84 F , B A B

13
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AR,

[0142]  RXEK R AL EE , 78 L HFF AR (PVCHR) b, HENCHES | &5 4 B | A it 3 W WAC 28 A s it 25 422
—5E T2 AR T, FHOMA000 T B Amm T8 (1R 45 4% SR 5, ¥ — 58 T 2R gk 4
BT 70 A IR FL AU 6 1A il 1) SRk A i, B SR AR R B (14038 32 0 B 0 S 1 7 92 246 U
AR, WA R B A W B3 ~5, AR U R, 2088 I IX , 39 AR , AN FE S 3, 5N S
6 NTEIR AT 4E R, TRAMRK A, 8 AL, O S , 1O R 2k (CZR) , 1 LA INEL (T
28) 12N RE, 13 bR 2 .

[0143]  SEjitif56

[0144] A BHI ¥ £ VD B4 PR S A IR 4R R ASE S i AL R 72

[0145] (1) 24y kE b - SRAE I LA 5 2m T 0T 10m I B 088 b, B 1000r /min 55 02 1 0min , 3% 2
FEIEH R, B 2 S, FIPBSHBELOfE 5, Bl ERERG I

[0146]  (2) XGEAEM, : PR 5%, BUEE R 2¢ T LOm T 5500 v, I /il 27 (X PBS 22 ¥ (pH
T.4) SHEMEASW (V:V=1:1) 892K, Wit inin, 59 % 10min, LA5000r/min & L
10min, B BB TR R OE Y, B TARUKFE T IRAT , 2 H

[0147]  (3) S PR < K5 R DA 2EL SRR ot DR L 1F B8 IS AR B S g A AR T 20m T B0V o, BN
2 JiE5mI, TR A EN 10min , 6000r /min B Cobmin s B LmI_F 75V, A0 N 4mT [ RE & A% BEBR R
RS Imin; BUL00mT F-TAE 5L 2 #7 o

[0148] K7 LI 5 1) AR VA VR 70 78 0 NI AR R AR FL N 34475, 3-5mi nB ] W 42 45
[0149] 4R ALL B B ae 2 |7 B I B Jkdn I 22 1 BH PR T B AR T, B 7EAE R 4T 4 2% i
AR LR (C4R) Won— 4R 408 |7 EIIER , R 7 AR WUUAE ot VAV 2 P P s 5 R A 4 R i [
JRAEER (C2R) ARG I L (T£R) [RIR H BT 4% 40 €8 17 EIdb A, R AR ot VAL 2 I P o B B R 3R
JE N0, 3ng/mIR , K6 I 2R 24 HH B .

[0150]  Hq DA b St ] P 0, ARk BH B A AR R L 3k ] 4 LA B8 H 02 T 1) e 0% i e 0%
VTR B A R A TR IS VD B e R S e B AR, BT IR B v AR - A A S
B 1T 8o D1 I RO AR s R BBU%E i Ao e 1 i, HEA PR T80 3ng/m1 o

[0151] DL Bl N2 AR B (R e S 77 3K, B2 448 H 0T AR AR U il 4 RN
SR, EAS BB AR B S B (R R T, 3 ] DA H 2 e adE A A, 36 2 gk R U 1 B
AR B B ARG o
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