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L B RS GAKEY , HREAET 537 308 CoolyNsOg © nHL,0, n = 0. 5.2.4,
2. MRIEBCRE SR 1 TR & MR 2 45 oK &4, RHIETE T A 2 0. 5 KEW).
3. MRIEACRIE R 2 Frid & nEA % 0. 5 KA, HEHELE T R A X 5 A7 5%
W&, fERTEH M 20 (3-60° ) MEEHE A, fEQIS 2 0 (HFALE BAFH NI REE 5. 06,
8.2,10.2,11.0,13.1,13.5,14.6,15.4,16.6,17.6,18.9,19.2,19.6,21.0,21. 3,22. 3,
23.0,24. 6,26, 26. 4, 26. 8, 27. 4, 40. 0, 40. 2,
4. ARPEACRIELR 1 BTk & R 2 45 ik &4, R EE T DA% 2 KEW.
5. MPEAURE K 4 ik (078 A 5 2 KA, SRR IEAE T R B A X B 2o fir 5k
D, FEATYS MR 20 (3-60° ) WEVEFEN, fEATF 2 0 {ARIAE BA AN R IEAE 5. 03,
9.08,10.06,10. 58, 11. 56, 13. 17, 14. 38, 15. 29, 17. 55, 18. 51, 19. 67, 20. 28, 21. 31, 22. 16,
22.79,26.51,29.31,30.51,33. 92,
6. MRPAFIER 1 Frk & A 2 45 K &4, WRHEET DA A& 4 KEW.
7. FRABRBCRIE SR 1 Pl = R 22 45 K Sl 45 o732, RRIEAE T - Ho il & 5 vk 1k
H :
J7iE N BN R &5 b K S il 2%
9- EIKIEFRZ UL N- SUT FE ZWEG N- U T 5 AR kL
9— SR A M2 0 R 2, kIR SR Bk R A B R A R B T 1, 3- RN R
F Cy=Cs BRI VR0, IR BERE 0 N- BUT R CBRSU 1, 3- AR /
Cy=Co MR G I T8, AR LB R 0. 3-2h, SOV HE, NN C=Cq MR Z> FEELS b SN, 5 [ VR
N C,=Cy HIME > T . C,—Cy ARG « BY C,—Cy FAR 221k b ) — R s J LA v v b, 3R
WERTRAT i, I JEAS D (4 5, W IR 2 BRI 3L s B NI 2 Bh R S A L B 1K, &
KT pH 24 6. 8-7. 8, HrHi &l i, I 98, A K5 C,—Co HMIRHUAR iR C—C HIARZR
C,=Co MUEA> T C,—Co IR  C,—Cq IMIRZRIR | C,—Cs MR BEBK Co—Cy, 105 i —Fif
S LMAT — IR B LK E 4 i, B8 TR B NI 245 K&
B TTIE B, BN S KA Y B A%
9- WA LRI KRR BT AL
9- IR LR ZCK B IR R AR IR 2 5 9- AR OB K IR R TR IR B 5 U T LK C,—C,
R F IR A, SIRDEEE 0. 3-2h, I8 H 22 U00E s i8R Ik 46, 7R I H K 5 C—C, IR
B s AR C—C AR ZRM . C,—Cs AT T C,—Cq ARG« C,—Cs IMIRERME | C,—Cs FAIK
WEEY, Co—C B 7 TR TH — BB LT — IREUJ LR B &, 138, 15 B I £ 45 kK&
Y
Horp, RN R AR LR 9 IR CEREUK B M R AR IR #h 8L 9- A LBk
FAKREH R (9) T (ml) C,-C, WK 7 (m1) = 10 ~ 15 :10 ~ 20 :100 ~
200,
8. MFEAANE SR 1 Frik M NI 22 45 MK GV A &, JURRIEZE T & &8 3m
WEI % Erl 2 b st 22 Erl ez 4 &4
9. MIEBAE R 1 Frd R N 2= 85 RK GV &, JURRIELE T H & &0 %8
IR ZE 45 K G2 A EY) .
10. ARAEBCREL SR 1 AT IR 1975 D0 3R 22 25 it /K G 0 P 3 SLRRAEAE T FH T o 2% ] 4 )
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UL ARPEAURESR 1 BT iR 3R 22 5 /K G 0 0 A 3, R AE i) o 2
P B P78 A 1 2 B TR BT S PR T AR S O S PR BT U N B3 VIR 2R 4 PR AR 48
T AR AT R BTG O IRGY L B IR A SRk Lo P I 98 IBCITUIEE o i 2% FR)
J7 BCFRE IR 250 o

12. RYEBOMER 7 Prid (KB In A 20K S48 T35 HRFEAE T B I s oK
/NN Sl b S W ST WY NI N I R N LN A NS ] N
M2 LG B S BT S B ST B AT S R A LA
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BN EGERKEYRERETENAIE

AR G
[0001] AR BT K s 25 R Uk, BARH GRS T 2y ——B I R &5 K51 M
Hodhll % TE N2

EEREAR

[0002]  H AT, 2 FF I SCHRAHRIE T & n¥F 2 (Tigecycline, ChHyN:Og, 43 -5 :585. 65,
Cas No :220620-09-7) B E R M &=, M ELE AMB UM RERILAEER, H N
Kk 2R 2R, 76 7R N AR SN SR E T 1E B R T 1, BT LA SR AT B 245 B, IF 2R IR
HXTH eI ERBIT RN EKAE [ 27 30k 1. Sader HS, Farrell DJ, Jones

RN. Tigecycline activity tested against multidrug-resistant Enterobacteriaceae

and Acinetobacterspp. isolated in US medical centers(2005-2009).Diagn Microbiol
Infect Dis. 2011,69(2) :223-7 :Z2% #k 2. George A. Pankey, Tigecvcline, Journal of
AntimicrobialChemotherapy (2005)56,470-4801. BInNEF [ B A R4 T —FloBr v al
FEVGTT W 05 Rl R B T I P i b AR 3R, HASTAR Y5 15 Th B 2 45 15 10 1 H551)
&, A8, — Rk 12 /N A — R RITT

[0003] 3| H Fir Ay ik, [ AN A 2 T SCHRRTE B IR 32 45 dh K G4 S 3L il 28 7 iR
Hi&.

ZIPAA

[0004] AN B T B RS2 Bt i 25 9008 N3 55 45 kK A ) S i £ 7 R R &, dE A
Ut 2 SCHUR 250, B I 25 22 b nT e 52 1 4 i KA S L 48 D VAR g, S0
AN CooHygN,0g * 0,0, n = 0.4 ~ 2 Z [AJ LT, A5 0. 5.1, 5.2.4 %%,

[0005] AR BHIRAGI & 4 i /K KU NER 3, A N AT B2, &8 45 d/K IR i &2 51
TP AR T IR K, & &5 5 7K R N BR 25 LU D030 22 D /K 4 5 e AR 8 A7 7E
8 T A7 Fs i, 2 T HIsCHIR o A, Jo7K 4 ) i A% 45 75 Ab T I 2R 6 2 =L 1okl
&, M4 R E BA R sl M, A s il T #e et . &5 s A B T
TETE I AR 45 T A AL 25 Ae0e AT 3R M, AT v] I A $8 vy i R M L A
R RE RN kLB M

[oo06] T2 dm AL 25 B IAA AL G P R R IR AL T H L — (52 s 25
VR R, B8 K T SR E ot i BA B bR s 26 830 e I B R I 1 25900 1)
2D B T BRAT A B, AR RT B IR R s b K S 2 B

[0007] A Nf5UAT IR FEAEVER, AR B RGP IFA5H (TG-DSC 8 TG-DTA) K3 (1)
RIS 6 HAX NI IR A, B a0 O R IR R AR K S B IR 0.5 K
GWE. KA ERE AR R s WMOKFIA N L8 CEEH P 2 — R R CE
S A B RS AL KA, AT IKY), XA B TR HER EAR
[N, B s g etk
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[0008] AUk BHIRIEE NN 2= 4 it /K S W) REAS IS A7 o 8 IR Z /K -G RIS K A i dE AT
5 AR U IR 2 KA A e B (R KA 04 Bg, BT E T 3K i I, A
FREE, 25°C AHXTRRIE A 70% , 43 5 T3R50 Oh AT 16h HUFE, tH A S NEIG E I H 0%, & 1R 8
R, K IR B AR R B KB D ES i A 22, AR O B IR DN BR 35 45 /K & 40 B B 4 b A
EATESE R IR 1o 78 RHT5% .30 C AT, ¥ BR324 5t /K G40 43 50l 55 1A 55 P AR
HHAT 6 A H I s e MRS, 2 OCHR Y nFR 28 HPLC V2 2 452 <Cy5 (250mm X 4. 6mm,
sum CJE ¢ BEEREh S (HUTARTR 1. 29g, /KB IR &L —4h 2. 76g, MI/KEAIFMBE 2
1000m1) (80 : 20) AumzhAH A AN 248nm, FEiE 4 230, YL Iml /min, P2 & EFA
KW, &5 RIS B AR FARE , A XY B e B G I, 22 v S ) A4 18 n i 52 B B AIC T x6f
WD RIS R UL AR B IR 2R 45 i K S B R I IRAE AR E T o

[0009] MM EMTAEY—E MR L /KGRI & BRI 7 -

[o010]  J5VEA.

[0011] 1) 9- AZEKIA A = (1)l %

[0012]  ERERKIEIZR (1) ¥R T ISR EHI R 0 CHRIRMIR T, SRS 1E -5-5C T, &M
AR B R AR R, N 58 JE 75 —5-5"C N4kt 1. 5 /DI s 28 A B A 1) C,—C, ELFEBR
YEEE R EIA B, i g8, UK C—C BLFE B HE e f BRI e ke gk, ISCER 81 14, 40-50°C
BATEREAHAR 9- KA E MR (2) .

[0013]  J:rp, [ P BT A B S AR B — ] Dy R K A R (9) L WKERER (ml)

THIRE (g) BURMHAHER & C—C,, HAE B BESER BRI GRS (m1) = 100 © 300 ~ 330 : 20 ~
25 8 (11-13ml) : 1500 ~ 3000.

[0014]  2)9- S B KA B il &

[0015]  9- FZE KA 22 ZHRIR R (2), 2% 4IRS 2N B B VA Vi LA S & — T B FR R T VR
AW, IS 15 /NI A A7 8l IR AL, OV 4 /NI A AT, SRR AL, S8R 2R 22 I\
2 0-5°C ) C,—Cs A 73 BB C,—C, EBE B BRI BN GE e, I U3 P 45 i, 40°C
BT, O 9- WA KM R R (3) .

[0016]  JH:rp, Jz I P BT AL FH ) B AR R B — R T Oy :9— RS Kl ER 2 Rk E: (9) & 2N
PR (ml) @ 2% 40K (g) @ SRS HEE (ml) @ C-Cy PUKSr FREEL C—C,, EREBCRE
FRR B (ml) = 100 & 200 ~ 350 : 300 ~ 500 : 2000 ~ 4000,

[0017]  3) IR 45 S K G il 2%

[0018]  9- ZAE KA Z UL N- BUT & WAk N- BUT 5 O BB Ak

[0019]  9- ZE KA 2 TR Eh, TRIR S BN Bl ik IR N B R B, Vs T 1, 3- N ##
RN C,—Co MR IE FIVR A H 5, ST RE N N- BT 25 S BLEU 1, 3- BN #IR
/Cy=Cs MR GRIIE IS, GRS 30min, SNV EE, N C—Co AR 7> F B 2411 O 5 IOV
AN C,=Co WK T C,~Co R ZE B CoC M MR AP [ — B sl LMY P, FE NI
LI L, LIS A A, AR IR AR IR AL (5 +HCD) » BN R ERIR ERE MAE X T K
W, 10 % 2K pH oA 7.0 2245, BT HE &5 b, b3, AT K 5 C—Co BRI KR8 C,—Cy
HRZRIR | C,—Cs B T % | C-Cy IR + C,—Cs HIMIRERIER L C,—Cs HURGLIEER C—Cyp HITT
Fr e — Pl J UM AT — IR B LIRE S o, B8 TR B N R 45 K& .

[0020] I, J NV b B AE B B AR AR L — AR AT (90— R KA R R R (o) -
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Tk B2 S BBk BR A B B FR A (@) + 1, 3— RN IR AN C,—C, PR HIE (ml) & N- AL
TEREZBE (@ @ 1,3- “HIEEFER C-C, MRS IS (ml, N- 5T 3 2 B4 1%
) o CCs BHAKAT TEE (ml) o C—Co MK AN T CoCo MR B C,-C AR LK BE (m])
=20 : 15~ : 40 : 200 ~ 300 : 9~ 10 : 200 ~ 800 : 10~ 30 : 200 ~ 1000,
[0021] B 7714 B.

[0022] 1) 9- KifC LB IR Z M %

[0023]  9- AL KA E iR (20g,0.03mol), 5 1,3- — R #IR (400ml) F1Z
JiE (100ml) JE&, Z=il FINABKERE (20g) Bt 30min, SR G122 M AR ZWER (12. 2g,
0.06mol) k& LWEE (6.68g,0. 06mol) , MI5E G AkELHiFE 1 /NI, i SRR 2% [E PR 9 5, JE R
PRI 20-60 55 [ 5 9- iHZE KB R MR ER AR (g @ mD)] M C-C 1Y
RGN L C,—Cs IR T L C=Co IR + C,=Co FUAIZRIE L C,—Cy ARSIk b — b sl J LA
BT R A UTIE, D& C-Cy AR« C,—C, KA T C—Co MR+ C,—Cy
ARG  C,—Co IR — R B LR FRIVESS, 40°C R B2 TR 9- IR S BEZECOK v BF
RERKEE (da, ) 8L 9- FURLBEZUKIE I R LR EL (4b)

[0024] M, fz i rb B4l (K B AR AR b — T O (9- SRR IR R R E: (9 1,
3— T ELNHEIRA C,-Cy PARZE (1) @ BRERSVEN SO IR BN S IR AT (g) ¢ R LB R
AL - C—C PR/ FEE (ml) @ C—Cg BT C—Co MR IE B C,—Cs HIAK 2 Bk
(ml) =20 : 200~ 300 : 15~ : 40 : 6.7~ 13 : 400 ~ 1200,

[0025]  2) FANFRE 4 b AK AW i &

[0026]  9- XX LBLZ KB R T ez b

[0027]  9- WAV ECK M HEIRIR Thok 9- SR AWK B IR R R 2 5 U T % A
K C=Co MR 7> T-BEIR A, IR IERE 20-60min, 1y 2008 BRI IR 45, Bk B K 5
C,=Co MURIUAR KRR Ci=Cs IURZLER \ C,—~Co K3 T B C=Co IURZRIE + C,Cs MR -
Cy=Cs MR MIEEK Co—C,p 105 B — P BULAT AT — IR B LR E 45 i, 198, 159 208 2R
R MK EY

[0028] v, [z A BT A FH A B B AR R EE — R AT 90— IRAR K IE M R SRR 2
B 9- MR WA Z IR ER (o) @ BT (ml) © C-Co WK FRE (ml) = 10 ~
15 2 10 ~ 20 : 100 ~ 200.

[0029] B INIR RS SR G YIS B S R I B K S PSR, B VLS FIE B C-Cy
HR IR | C,~Cs R L C,—Cy BRI T | C,Cy HIMRZRME . C,—Cy HUARZRBE L C,—C, AR
REAREL Co—Cpp BIJF B RS I —FhBULAN 8 INBR 25 45 4 45 o B 45 Vs 711 P 7K
52 WU PR, L0 RN LR R R T a1 CBE S A BE s S )—
FRE LA AR BH Hh i & it B &G i I R T A PR S A WL R AR L — Bk 1 1 5 ~
200, Hrp &b B 45 o AR AR K SR HUE R AR LL R ARIE S 1 2 50 ~ 100, Hir
Gh i B 4 o R TP A K S LSRR EL BRI 1 0 50 ~ 98,

[0030] A% BH v (A 40 B A 40 Bt B DR 208 O C—C (BT :1-6 MR IR T I EE )
WA B SR SN T BE S5 5C,—Cg MR S () IR 13008 SO C—Co, W NG TN IE S5
Cy=Cq MR R IE BRI 701 Bk A JR 14502 R 2-8 AN JR T Ik, 40 £k ST Bk T k=5
2R i AR R SR 1550 Sk C—Co (B 1-6 MR IR T ) , A8 & be A Ot %5

6
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TR B AR SR 1 20E O C,=Co (R 2-8 Mg 1) , AR IA IR T R L1R L8 P IR L 4%
1877 1 B BCCRE bt s ek B S 12808 SO C=Co (B 5-10 MRS T ), A% Rbe
IE CFE 0 e AT BR SR AR 2107 Bk it I 1 280E SO Co=Cop (BRI 6-12 MR 1) 5 42
5, R 5C,-Cy AR T BE SO 3-8 ANBR 1 1A, LA A, Tl % Ui 4% 558 T
FRART— 2 O “ARK U 77 A A (0 S 7 RO AR 0 7 iR R BRSO IR,
HEAE P ARZEAT bR IR “ARH SR 2> 77 KRR SRR IR T S A A h B
b AR R AR B — S

[0031] AR BI I T 05 sUnT UG EAN R AE (401 20-60°C ) RIS TR) (1 /N 2
HH ) A e TR CRAERRERS, Tos Al — oK EUALES AR R NS5 ) A4
B BT B P sl s 1 7 2O e K= DA T T . TR R A AE 25-45°C
[0032] A HIHES— Tyt — M A &0, b BT Fh a2 Bl b A K B 7
T2 R I R K S, AN b B2 B 2y 22 m R R IR IRE 51 o

[0033] AR Wt — bR il o 25 iR i 7 ik, b BB A fo— P el 2 Bt E AR T 14
T2 RS TN 2% 5 K S DR 2 /D o B 2 5 T 2 R U 1 50

[0034] AR — DR AN Z G K G, W 3R 0. 5 K G 2 K EW A KE
Vs, AR5 TR 7 g, AL AR A0 v a2 TCRH PR s B 1 e A e N B TN 1 ik e
K2y MA SIS

[0035] AW EARS D3R 22 K G0 ATl & S i M s Z oK S AL G4, X
Foft 21 0 A0 TN % 5 it /K 00 R T S 50 < e S50 G Py B SR G S T
Fr gt ilsn s I n] F T B IR 20 K. oK il a6 w] eAS R IR &5 K G AN ]
(T4 5103545, LI PTAEASFIRE (W150-100°C ) IS TR] (1 /i 31 48h) L s B H
ET R CRAERERE, 7070 T — 0k S A B TE KBBR8 Jo /K SAL S oK AR R
Bl TR IRERSE ) PRI AT T slOF A AR s sl s 149 75 30 g Ja (9 7= D AT T8
FSG AR R IR K R 53R, I 6 FE AP R 1 TR A TR 13 21,

[0036] 7 A 32 45 Bt 7K 5 400 F I 4 o 3900 60 458 P ) R S ) RIORE 700 4% 5 ) (RS 1
AR B R R BE R SR ) I (RS BE AR ) BRI, R AT 2y
BTS2 RS TR, Qe AR METE R  FUBE Tl T 4R B FORRS AL H R I R
B BB IR AT 5 245 Ll B2 AR AR AR TR S i 2T 4 3% R R AL
BRI LRI e B RO R AT 30 RIS R (SR e IR eh 5 ) s 255 bnlk
2 WA R ARG 577, QAL SERD « P AR 2T 420 R AL AT YR 300 LB 41 430 R Lt
IS S I e 8 TR e G a5 22 b TR S T R A B UL, Gt A PR A AR IR R L SR L
4000-8000 T 4747 « AR E I  + BB i IR R 58 5 2557 Ll B2 i BHORSTURT G, o] S0
LA R 28 RN B SO L R 5

[0037]  FH T+l Ay 0 BB FE IR FE 045 2 5 0 ] L e 988 v v £ T 6, AERRVA TR R
LB A IR T 2y BB AR SRR R 5, IR FRIR A AE FRE— 2R
X O AR BB A KL T o FEAZHRL i iR ORI, T4, AR a0, BB R, 120k T
SRJE AT LA RS 57 B0 AE 4% AT ASLE WG, B dn B AR/ S 7.

[0038]  fhill#& Jte F1 3 (0 2H 5 A 5 ] LUIEL I YRRl 46 o B, 3 1k A AR TR 5 )
FRIAL A5 0 n] AR Hs SRR /N P TR R » B i 0 1 e s S BRI 5 2% P SIZ RRIURE W] LA B i P

7
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iR Al

[0030]  fE N RiEMIEMR, IREG G NAEY T LLTEERE R, HEE 152 H 50
7o W AE T T s (R TR 7 A0 0 A ot T 4 25 L % 35Tt 1 LR B N 5 P I 1 — Ak
Tk o X ORI B U RIAE B s A IE AR AL R X AR b A 30 R R AR N 722
LA o

[0040] A7k BH (1) B3 78 Wy mT AL B AT i) L3 (VR S W RHORE 1 BN, FLHIA 225 1) %
S s AR EATA AT 5 J5 il 28 1 20 3R

[0041] A BH 45 b /K G AN [R] T 7K 40 140 ) AAe A8 15 Ak L el B2 o 4 2 A5 7 1ok i 5%
1M 45 S /K G B A R U RIE 3 P, M o5t il 0 mT B T 5 R 2% iy [ AR ) A R
U () PR B, (19 25 2 e WOk AN IV R » 2538 AR FH BE, FFA ) T Pt e #E AR
Mo MW —AT5 T, A543 30 B 10 IR AT 0 B 23 202 i AN 5 TR A W T 5 00 e I 7= A
FEAFF LGB R A7 T FEGHE AL, AT 2R 7= i A G4 B AN G0 107 S A
RS BT B SE B b IR RS, AT 3, 7RI R YE T T ook 28 28 KA 7 AR AR T R AR, .
E =PSB = o2 NS T & [N 1 o e o d -3 I P LTIV 5 S D BV 2 B (SR i Y
BRAR L4 I 2E P2 e 0, RO N T 2% A A5l B i

[0042] B INEN LS K G P RVE ], 8T8

[0043]  VRT-HE IR & 7iE0 HUR IR 4 dt oK &4, v BUn 225 ErT 42 (1 )
W 252 BTS2 VR SR B TR R A v S K PR AT A, ] 255 ] 2
2 IETRET pH A 4.0 ~ 7.5, & TERR 0. 005 ~ 0.5% (W/V) $idE 15 ~ 45min, 138, %b
K, T LUE, 4% 25 ~ 100mg/ i ( LLEZiTE ) %8, AT, IE2E, £

[0044] 242 bBRTHEAZ IR SCRE TR BRAR T AT LA A 26 6 UM AOBE I L (L AN | H R I
A ERE I S P A — A LR, DL B AR TEAK Bk s AL Rk KA &4, 0 FLBE AL 38 TE K
FLBE . — K FLBEZE,

[0045]  JLZy2% B ml a2 (1 BRI mT LU 252 Enl B2 IR TE LR BlCA HILER « TEHLAR BCA HL
B, AT LA SUR % 55 B IR sk, o] LA — el JLAR, mr DU h 1R B IR TR I 12
FLIR  FIMAIR P A IR VIR 22 Fo B PR I L ] 25 W TS TR ) 2657 MR IR LB IR S 2RI 70 B TR
HIBEHEIR, 2, 5- AR IR R N SRR, W11 ) A2 I 2 R & P 1 — Rl alias JLFD
[0046]  H:242% b nl 452 1) pH Y1550 o] LR 255 B Rl 452 0 EHLRR B HLIR  TCA LAk ER
AN, ] DU SR Sy AR B, 7] LS A —Fhal & JLAR, 7T LLUOR Eh R BE IR TN I
P T S IR s B PR B 55, LI LA B L IR 24 FH 5k MUK IR 2 FH 3L L TR R B Bk R LA T 1R
SV SR SRR BRI R A R S L RV VIR T R R R
BTG BRI T s R 2 FR AR R IR e 24 FH Ak, T 2 BRI IR R 5 PR IR IR IR L P IR
JIHE IR R B RE R S ) — R el LR

[0047]  JL2y2% bEnl 82 (P ESANAR E I mT LLE W AR IR WP AR IR 36 L IR FR & 3t L A WA
R &k % R R L AR AR R 2R, A AUERAL & IR S e IR AR T SR R
Eh IRACTLER R AR IR AR TN IR S R K AL A, W IR A B W ER s L 2 A 2
o] B g kG 24 T 2 R T B WY L2, 5- TR RIS R L 2h K IR B L L S PTIR ML R
FBUIR IR B 5 PR MR K e BRI B & IR I e 0 TR A s IR 2 I TR 2 FH 2
FriERE 25  EDTA J2 EDTA 2k 40 EDTA — 4. EDTA PUSH&5E () —Fheiag JLAb.

8
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[0048]  ZeFAJEANER B 7 2N R] LU I A BEC VR 0. 005 ~ 3% 13 PRk 2 P, Tl L uB B B
BT K, ] DUR R e 5 A 2e R R 7 v, B e 28w e PR R o
XA eT g Xk B A 2%, ks AR s o 4 S pe 2%, R AN TRE RN 5 )1
2 30 J7 [P EIEL R 25 D38 43 A IR ) JTORT 48 B i, 5K FH B A 23 B 4000 ~ 30000
(101 7R 0 R o 2 A R AR, DL AH A 43 B8 6000 ~ 30000 (1) JE M -

[0049]  FFININR &S /KA IRRFIE & 55 SRR B IR LK EY (B —%
H1-40% ) HAx AR FIZE T 2 R, FE T DU S I H B 28 2 200-8000,
TS VDI LR A AR B R A (SR TR IR SR R4 (40) iR B HRER T — I Bs AR
B HIMEESE ) R R 1) (931.934.940.974 25 ) (i3 60-80 45 [ — P s Bk, IF H AR
W] S 2 S LS RN, AR SRR BN S . & T WG A SRR
TRE, ARV I BERE  RrEAL, BidE 22450 TR\ Ui MV R AR A L b, 2 R pas
HARAR, 72 S HIT, A BER143

[0050] Ak B A 2R 45 oK G0, 15 A 1« FH o) 28 0 A 22 G 9 ke i 91 e 4 o A
BRI IR AR A SRR SR AR T BUS N BB IR R 4E IR R G T W PR A TE R G Ik
G RO B B TR R 2 SR B PN B 8 I S i i 48 S5 9 TRV T BT 1) 2
YR RIN A .

[0051]  FH &M — RGO, X T8 M 2 45 &K &9, WL ES «— & 0. 05g ~
0.10g, —H 1-2 & /N LI EEE . FKES K 0. 05g ~ 0. 10g, —H 1 ~ 2k /ML
PRI, 47 1~ 2 RG24 I FH AT I K R 59 FH /K B G v SRS v i o [ Ak )
F2E 2577 KON EE 28 2y sl mil oh 2, L FE BRIB 25 25, BHE 1 Fl B 18 e B 1 v - — )
THOLT, N & K 1-2 Ik, 8K 0. 05g ~ 0. 10g s # I HE A7) E 0. 058 ~
0. 10g/ &k, —K 1-2 K,

4 =135 BR

[0052] & 1 A INFRER 0. 5 JKEWI Ao M B (S2atifs] 1)
[0053] & 2 st s 0. 5 ARG X AT (St 1
[0054] & 3 R IdA R 2 KGR HTERE (S 2) .
[0055] & 4 R 3Rt 2 AKE IR AR X AT I (CSEtif] 2)
[0056] & 5 AR dA R 4 KGR HTERE (SCHER] 3) .

BiExiA N

[0057] B T AE St 51 LB 5 AT $R s I, U I A5 RIASOM B SK A5 v i FH I BITAT (0 (B, 4
B AE BT IS B DUARTE “ 27 BEAT A, AL, BRARAT AR S AR 78, AU B - A0 B B )
BRI SR A sy 1 BB S RO A DU, e n] DURYE B A 23 O P73 B 3SR 1) P e 22
JOIT 5O s AR A, HAN A R B o) 55 (7] S SR 22 SRV T 1 R S BB S 5
FEAT R ORI DY 5 TN TR AR

[0058]  ELARTBLIE 2 T A A A 36 1 A5 {EL v [ AN S BRI (B B2 AE AR S5 BT
20 HH BB AROR AT RS B AR , AR A A o B & 2 e e e 1055 A R A LA
PR 22 BT IR 7 R IR IR 2
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[0059]  FEELHEH 12, B AESCH B kb 55 Z1 5 BH , 78 AR 1 BH -5 R0 B Fy AR 2 sk b A
IEROE R A7 R DL BASTRAIN ZZOE S, BT, . wiRie RS
“C—Fiib B WA VI L ER P R 2 R S IR A, T AR B R A, FREAEA S
AR b s A0 U0 BH , R TR Bl G0 AL RS <0/ 517

[0060]  4nASSCHTHT, ARE “43 37 & FaA U (B K 208 K F 7 3 A9 B AL &4, Pk 1K) 4 B2
HKEAFEE AR T KT 90%,95% .96 % .97 % . 98 % F11 99 % {14l 5 /K P ik i 4l & 7K SF
AT LI i R R i i

[o061]  Z54AHEY)

[0062]  ASSCHT 29 &4 RIRZIMINA G, Tk ZimA &Y LLEH 20 —Ff
2% BB A

[0063]  ASCHTH] “ 2% b4 2 BIWREF)” 2 e 1h FH T A SO BRI Mtk 545 251 25
FHE AR BRI, LA FE AT R AR 5220 S0 16038 FH T4 52 25 2 07 N T ek ik, 4,
M T B Imoh TR N BT BOR N (0 9 vR) B8R 770 mT LALRE T s e ) (49, 3
UK BRI A R SE ) s A I e s it (flan, SR & 1 H TS 5% ) shum
), T SRR I N TR IS AR IE A IR LRSS ) sPU AR (49 i, LR MR
WRIREHISE ) sZG (Wlan, EDTA 55 ) s8] (BERREh AR 555 ) sFsH T3 K
VYR (0, &AL AR ) , SUb TR AW . 7 AN T80, 458 ik N 24 2, 36
U (R AR A A B R K A IR R S BRI 5 AR (R 9 R R L B L R DL
AR A

[0064] 1A E B & PESE), BN IR R 0] AT IE 5 — Fhiak 2 Fh 25 2% b n] 852 16 IR % )
WA B AT LLRL R A 28 VIR ES 24 1 70 Jie 3 nT 43 5005 00k 3] a3 A 9 n 4
0. 05-5 % By & 7 iR B 77 2 1) 1 249 10-50 Yo RERE FUBE 22 5L & A ) 1 29 20-50 % 2
(% 1550 5 B LA TG B v v N B B R TE 2N B WA 45 24, IR IR BFIEE BN b IE oA
0. 05-5 % 1 By BT, 3 L8 245 W il 37 m] LA A 9 W2 25 % A2 24 90 %% [ 375 1k 1 7y LA B 38, B
BHESH%E 60% (FHE) KIS

[0065]1 & T HE—30 T #EAN KB, N5 A SR % A e B0 St 7 AT HEAR , {H 2
IO 2 PR, TR SO A U Ay — 2 U I A R B R TE G A5 T AN AR A A e BRI ZE 3K

Bl o
[0066]1 LA I~ LIH 1A Siz it 5] 1 A A S BT FRI SR 5 (LA T ) (7 9 TBIAS 52 L SE Tt 114 R
il o

[0067] o HfT 7V

[0068]  #7r HTIA 251 :Setaram 24 7] Setsys 16, ¥ i 3-10mg 247, FHRIEE 10K/
min, N, 7iL# :50ml/min, #&/& ZiH~ 400C LA

[0069] & NEAMRIAE, FFAETERT, AR B IK G EI#G BT (TG-DTA B35 T6-DSC) Kl
RIS 6 HAX N IR AR, By A B O R IR R 2 KA, W 0.5 KA
Y2 KED 4 KEWE, I+ B F—45FoKEWn] RA AR GIE (B85 B2, 2
2 2 KA HTEE A 25°C T UGk, 2 50°C 2 1) TG HIZe i M LRI —F &,
JUFHA W B IS, MAE 53°CH 115°C A4 R A B 510 2 5, R 2R B AR IR IF
ERE N /5 v

10
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[0070]  #5 oK X ATk

[0071]  FJH D/MX-TTTA X SF£RATHAN, B :35kv, HLI :30mA, 3935 :10° /min, 55
£:0.02° /20 JHEE, RS A B UK wavelength (A) < 1. 54, RIS 2 0, FH
JaH 3-60° ,IE TR AR Gh b /KSR R X S Zfi it 18], A dBisfr AR £0.2° 20
Mo

[0072]  FE—ANSE 7y b, PR X 5 e i SRl &, ZEAT 5 A 2 0 (3-60° ) JHE
Y, AR R B IR 2% 0. 5 KA mT IAEBFE WS 2 0 BI04 & BA AN MR E(E (B
K 2) :4y5.06,8.2,10.2,11.0,13.1,13.5,14.6,15.4,16.6,17.6,18.9,19.2,19.6,21. 0,
21.3,22.3,23.0,24.6,26,26. 4,26. 8,27. 4,40. 0, 40. 2,

[00738]  7E 5 — AL T b, MR R X SHEATHNEIN &, fEATS M 2 0 (3-60° ) i &
T, AR IR 2 KEWPUAEERE M T 20 {HRALE BRA N FRAEE (B
K 4) #15.03,9.08,10. 06, 10.58,11.56,13. 17, 14. 38, 15. 29, 17. 55, 18. 51, 19. 67, 20. 28,
21.31,22.16,22. 79, 26. 51, 29. 31, 30. 51, 33. 92,

[0074]  SEAL

[0075] A% BHIRIR NN 22 46 i /K G W) REAS S A7 o 85 IR 22 /KGR e /K R0 A
FOGE B RE AT 5 R RS < 23 0 U INER 2= e /KA (4 SEife) 1 il 6 IR ok
IFRER 0. 5 K G THTAF) VI ZRICE 844 (27 308K CN101367747A I 77 145l 4% ) A
KKRWRIKEWY) 5g, BT T H1E BRI, R 350K, 25°C AHXANRE N 70% iy,
43 TRE8 Oh R 12h BURE, v VRIS B 1K 1 40 36, 45 R BoR, oKW 5 ek be AR B 7K
G EAT 2, AR B IR 22 45 5 /K B Y0 e SE I AR e AP e 45 AR AR 1o

[o076] % 1. SRR LR

EURE IS ] (1278 ) 5o/NAHE, BEEY
B g2 KEY (S35 0. 1%
[0077] B InERER0. 57KEW Ll 1§14 0. 2%
BN E T KY) 1. 4%
BN T ) 1. 3%

BIRLHEA R
[0078]  SEjfA] 1 B INFRER 0. 5 K-E Wil 2%
[0079]  1)9- fHZE KA IR Z I &
[o080]  EhEZKIHHF (1,100g,0.202mol) HF T HEAEI 2] 0°C 1) 300ml AR H, 28
JG1E -5-5C T, ZLEMANTY R (22.4g,0. 24mo] B R MARY AR 11. 3ml, 0. 24mol) , M58 5
16 —5-5C NS HE 1. 5 /NI 242 NN 2. AL [T IRFF O, i, 2D 8K O ik,
AR 1, 40-50°C F A TR 9- IHFECK AR IR (2,124.8g,4190% ) .
[0081]  2)9- ZFE KA1 &
[0082]  O- AHFEKIEFAZE AR EE (2,100g,0. 143mol) , 2% 4% (40g) 5 300ml 2N FRiH%
BRI LA B 400m] £ — i B R R IRV A v IR A 1. 5 /NI 26240, JERR AL, S8
e IMAE] 3. 5L 0-5CHIF BT, I UEAF BT 46 dn, 40°C T BT, 4 9- 2 5Kk
L (3,86.8g, 41 87% ).

11
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[0083]  3) I =&

[0084]  9- ZAFKIAIMA T L N- U T 2 QB SER N- BUT 23 O B lEfL

[0085]  9- AL KIEIA &R BB EL (3,20g,0.029mo0l) , BREZ 4N 15g, TR AT 1,3- —H %
PR (400m1) F1LJE (100m1) FRIVR -GV, SR bd: T N- BUT ZE S 9. 1g,
0.058mo1) Fl 1,3— —FFERFENR (600ml) / LM (150m1) IV, 4L 8HE 30min, o v EE,
O FFEE 10m] 21 5 ) RN eI/ SRV A3, RN IR ER IR AT it » 1L 15
BEOLE L, B INER RS EE (5 +HCL, 13. 22,0. 021mol, 2) 72% ) o B INFR 2 Eh e th WS A A
ZE K, 10% 20K pH 24 7.0 247, B RS Gl 0, i 8, — SR e f K B 4500, 4°C
JBCE 8 /NI, Ak, B R 40°C T BT 2h, 15 21 IR AKEW (9. 6g) sMS (FAB) :m/z -
586. 5 (M+H) ,585. 5 M) ;R EVEME KD N 1. 79%, i ~SFEREL 1.58% (ME 1),
XEFEREA 0.5 N RKRIEE R (FRIS(E 1.52% ) fFIRETGEN X ¥R 88 &
KBRS (PR 2) s2r4htit v™ . em ' 3440,3312,3197, 2968, 2936, 2871, 2871,2792,
2724,1641,1614,1531, 1390, 1367, 1282, 1242, 1205,1179, 1105, 1057, 1024, 998,971,
873,805,704 ; JLE T HiB{H :C 58.57%, H 6.78%, N 11.78% ;SEl{E :C 58.66%, H
6.89%, N 11.89%.,

[o086]  HW /b A S gl [ AR =) LE 60°C i Ay LA W7 AE , B8 T8 24h DL B, Ak
A, U 120, 5K

[0087]  SEJfifH] 2 B INFRER 2 K-E WA AR R DI, B 9- AR S h2d K R AR
Rk (15g,0.022mol) HAUT & (11.6ml1,0. 11mol) LA A% 100ml FEEVRE, 2R PiHE 30min,
ok 8 R UTUE s UERIkR A 4, 7 B WA . A e K 45 4, 4 C LU IR 8h ity
ik g8, 40°C A TR 2 /NI, 1S B ARE C 4h dh, BN R 2 KE (9. 3g) sESI-MS mm/z
585. 5 (W) 5 LM E K 5r 0 5. 96 %, I b P B R EL 5. 44% (K 3) , X5
H 2RISR (BR{E 5.80% ) FEIRZTGH P X M R ATH 7m B 2 R REfE g (B
Kl 4) ;RIS :C 56.03%, H 6.97%, N 11. 27% ;S£{4 :C 55.91%, H 6. 79%,
N 11.34%.

[oo88]  SEJitif] 3 NI ER 4 K-E W HI A AE R NI, F 9- SAR SR 2 KV 31 32 2R R
£ (10g,12.9g,0.022mol) 5 AT #& (11.6ml1,0. 11mol) LL & 100ml AR EEVR &, 25 vk 3 BF
30min, kY8R VTVE s PRI R 4, 7k B AT I K &5 i, 5 R K 45,4 C LT
JRCE T HhE, AR 40 °C B AT 2 /I, AFLLRE GG in, BN R 4 KA (8.39) 5
MS (FAB) :m/z :586. 5 (M+H) ,585. 5 (M) ;R ERiEMEK T A 11.34%, A0t P& R EY
10.83% (PHE 5), X S5FM A 4 M4 mKINE R (IR 10.96% ) fERZELFIA X
P AT 5 B B R E U s o I i :C52.96%, H 7. 20%, N 10. 65% ;35ll{E :C
52.90%,H 7.34%, N 10.57%.,

[0089]  SEjfsl] 4 4l HI il & HUS I 2= K-G0 10g (F258 M) 1 B HER) 2 v &
BSE ) 3 BT 4 VAR ) i AN SRR FE A, I H EEE 10g, EDTA — 44 0. 05g, JIH
AT S K 160 ~ 220ml ZiAy, BidbAs, F IM 2240 TR IR 19 R 5k 1 S — BV vl
VAT pH 2 5.5 ~ 7.0, IEPERR 0. 01 ~ 0.5% (W/V) $i#: 15-30min, it 38, A 0. 22 K%
FLUEMR L U8, $%2 0. 06g/ JHBK 0. 1g/ JHore, B UR TR, 28, 19 it o

[0090]  SEjsiidsl] 5 14+ il 3 (I il & HUR I 2= K-G0 10g (F2 587 1 s SE ) 2 v 2%

12
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BYSETtAG) 3 BSR4 VIS ) 0 IN EREREFE ATV, InFLAE 102, EDTA 4 0. 05g, IAHA
AR S 7K 160 ~ 220m1 ZeAy, R A, A LM 2o Ay VR 1 s R Tl P S, — s ViR U
i pH Ky 4.5 ~ 7.0, INiEHERE 0. 01 ~ 0.5% (W/V) BidE 15-30min, L3, A 0. 22 BCK AL
JERR L YE, 4% 0. 05g/ HEEK 0. 1g/ /4%, BV R T, F 28, 13 1t

[0091]  SEjfsl] 6 B AR &5 dK & & 7 (50mg/ )

[0092]
hT7: BN ELRKE 50g
[0093]
TRV L AL 320g
m A 4E R 20g
R AR 42 10g
fil fRER BE 2g

[0094] KR INER RS KA CHsEiif) | s sy 2 5 vk 45 sl St 3 sl sg i) 4
EEE ) S LA S AT 4R R IR ORIV IR AT R 31 IR IR B0 100 B, 1R AT, Fa ik
KA FRAZ I R, 18—-24 H i (I BURE, A

[0095]  SEjds] 7 B e 2 KEW R (B0mg/ i)

[0096]
W77 B IR KEY) 50g
T L AL 320g
T AT 42 20g
RS AT 2= 10g
P IR R B 2g

[0097] BB INFRZEE Sk S (Hse ) 1 B 2 757 V54 BUse i) 3 B s i) 4
TEAE ) S (LA B AT 4 3R RO N R AT 4 32 IR IR B0 100 B i, 1R AT, Fa ik
KA FERZ 0 i, 18—-24 H §i Y BURE, S A

[o098]  Sjlifsl] 8 B NI E 0.5 KEW A (100mg/ )

[0099]
677 BIMIE 0.5 KEY) 100g
H 185¢
KB R ZELT YR 45¢g
5%PVPK-30 (50%I1) LK) T
T IR TR Bk 4g

[0100] B INFRES 0. 5 /KW (HSeitif] 1 V414 H Bl ARBUC R R B 4T 4255 100
i, V5, FH 5% PVP K30 [#) 50 % ] LB K A & AR A 7R il 3ors , i 18-24 H fishilk,
T, i 14-20 H iRk 5, IR EIR &, Hs

[o101]  SEjifsl] 9 AR B M 2 /K-SR FE R il ¢ ( 3225 50mg/ K )

13
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[0102] AT MM ZAKED) 50g
[0103]  EhHFRI- =R 2g

[0104] KR INERZ 0. 5 AKEW (HSEiifs] 1 B 2 V5% BR8] 3 B 4 V5
H4% ) PR ERRRF Db R 7 Ak 100 H Ui, A, MERNLHE
[0105] S5 10 AR IR INIA 2K S HE R H1 % (1225 100mg/ Fr )

[0106]  AbTT7 BN EKEY 100g
[0107]  #hFRI-MEZ R 4g

[0108] K INIRER 2 /K& (HsLiti) 3 s sl 4 vEH14% ) UL Eh IRl B #e 7y it
100 H i, 85, BEEmge.
[o109]  SEEf] 11 & IR SR KEW 2R (50mg/ Ki )

[0110]
W77 B ERLFAKED 5g (100 Rifkb)
R L% 4000 110g
LB 1500 60g
Hh Sml
MEPESYE 30g
EDTA 4} g

[0111] KR IR = L KA (RSt 1 B 2 ) 45 B i) 3 ssE i) 4 75
HilE ) VH B 4 W 15005 & I 4000 JHIE VP EDTA —AWR &, 2K I B A
RAL, BEPE 222 CIRIE N CLRAT I T R AR TR RS L b, 2R A BRlois HH AR AL, A5 7% SR 1P,
FRERIAS o

[0112] W] LATHAAE, WALV A B, AR 22 401 IOAR AL A2 W] BEIVT, IX IF AN TR G BR 1A S B Ve
AR, AR BN BR T 3 St o

14
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