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I ) B 22 B/ AR A — e A B, Eb . ATV R A AN N (R R R 22, T
— R BUR A TR B, iR, A S BARRR G5,
AR TAMELE 2y, AEE O, BIRAEAEE D2 R R, (E H
M AN FH B BE B, AEAR A KRR IR S A @ MRS 22, — HLBOW K
FERE AR, SRR e VI SE R A B KI5 A JE 26 R o 7 2 R P 7K AR
EACSNL, WM EARIRORAE, T BARBUA N BB R, AR 255 5
Bl BAREMIRMAARLGERDN . TWIRABTEE . HORE 5 REMNEES
B RIS 2 R SOR e S RN IIREE, A0SR
TR G RAZWIG, 11 HE 5 2 BRI BT oK e 5B aYE
HIB IR EH], B -k IRA RS, I H 2225870 5 KNI
IR PR, ALK v A

RANE

FET I, AU EERME R IUE R £ B8 IR WK e % 1L & Bl
e TTVE RS CAf o EaR o). AR BB R TT 50

AN, AR SRR — U SR 2 BRI RS R OR B A S B A
Jik, R VU PEG BEEHRR A 58K & 25 7 M AL A ABE K AR F R SR A: s Y
' PEG JEHIRR WA B B AW .

BE—E L, A VY R 2 SR IR IR R JE B A W ] 4% U7 VS B AL A
PAN A BR:

(1) #V9E PEG BEIARRVE T RSVEFI T, AT EE AL 77V 5

(2) MARAEE%, THE 55~65°C KM

(3) [N &5 5 bR 25 B SEVA R0 I (UL, Fol RN N 25 v 7R B 4 it R

BE—Hh, PriAIUE PEG SR MR SR e BRI 1. (4~4.2) .

PR, BTk i K718 DCC, A ZE NIUE PEG BRI : DCC 4 1: (3~5).
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BE— L, Pk DMAP, IIAEAVE PEG JEHIKR: DMAP A
1: (3~5) .
e, PR DUE IR £ R IR IR I ) % U7 v, R BAR RS T R

O Ll S

TomE EZ-8 ) e ST
Ro-moms s

N AN i /\/\H{\/‘FJ\/Y

e 7 —mE '

¥ PEG RImR IR R 2 I IRIHIR, 3R & — RE B AN Sk S
PR O RE R, RO MR SR I N AT 2 DR 3R 2 i 5%
78

BE— D Hh, TRV 5 2 R RE AR 1 ) 4% ik ARG DL P R

(1) ¥ PEG 57T ZHE T 55~65C ] i

(2) MG 5 FR 1R 2R £ IR ;

(3) ¥R REER S AT 75~85°C R MG 215 2 I B

(4) BRI A SR VUEE T 85~95°C R, KM EAE,
NIKIREYIE], ZJEZ. 415 3 VUE PEG BRHIIR .

BT, AR R R R O S EEIR AR R B &Y, Ha
e
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K R & TERAR

AN, AR SRR —F VTR 5 £ BN EAR UK T8 25 MUK 4 1) 4% 7
2%, AFELN IR

(D) R G5 IRV R 2 IR R R e B S VR G B 215 2
¥kl

(2) ¥4 95v%Z FH QI ZRAERR . i 80 R 505 lE i 1) ;

(3) R A RNE S S fikr, TR e i, BI1g.

SEVUAS T, AR ISR — i 0 B 5 2, — B BRI R 2 JB 5 ik, SR
R & IEIRMS, BB T SR 4 IR R R B E R E A E
N 40~42%.

BE— DM, IR DU B £ R BE EA R SR JE 7 UKL ) (R AL R LA
VU 5 2 “EE IR FOR B B LA 40~42 4y, R4ERR 10~12 43, IR 80 7~8
Uy, 95v%ZiF LI 17~20 1y, JERE 22~23 177

RRAKAE R E: ARV EREELGN TER O BMmE, 3%
19— PR SUR BT . SR, 22w U Y R £ R B IR R JE 75
R, 2B LAR 2 MRS LIEMEE R, 20057 8RS

P P 52 B
B 1 A Wl e VU8 3R 2 BB IR R JE B AL S VI L2 AE K

] 2 Dy 5 B i) 26 DU 5 & RS R B 45 8 25 UKL ) L Z AR I
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B 3 AR B S5 7 mh S U TR ) A 1 IR e (a) A TR I A JE %5
bRt i E (b) [ ]
B 4 DA St f8] 7 A B LIRS I PR BT B SRR B 25 SR AE B LA
B 2 it £k (n=5)
5 AR WS 7 o S LIRS ) B R R e 25 T AR LR R
2 Bt R S U 2R

F AR =

EARRWRRR T, FEUWIIR R, SHE b oRE R R I, G
TS A B R R W) S AR AT o BT PR B RS R A A ) R, ST
DLE s 7 5 T SESRAS 0 R i o

I THI 25 B B BRI A 1 St 451 o A i — AR TR UL, BTk R AR R
BRI AR RE I AN A2 PR
LB
PEG-2000 AR uR 54k, TZRAEWE 1 fr, BALENT:

R SARY T 24.080g(24 mmol)PEG-1000. 12.017g(24 mmol) T BT .
11.6ml(114mmol) JE/KMEREFT 150ml IR S FFAE 60°C T W 6h J5, JIA 50ml
SR, #EEE O aUE, k. IERARERRIEN ph 2 2—3, FH 30ml
SUZEEL, H 10ml Z&TRKSRANUZ, HTKRRATIRG, I8, EAERZE
S, HEEMTY . KFRESEINERRLE, ZE AN RERRIR 2

7o

SEHE A 2
RO _BEREKR, TZREWE 1 s, BAREFfEar:
ERSELR T 11.191g(24 mmol) 5 4 —EEIRIAREE T 60ml FFZEFNA

11.6ml(114mmol) &KL IE FHE 2 80°C, Z2I8 N 17ml EALIAK, [HiR SN 24
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AN A e N S A AT W L R N et ) R R C S - NI RS iy
fR A
SEiE 3

VU PEG BRIAFRI G, T ZWARWE 1 fror, BRI T

B 2 T R 11.634g(24 mmol) 52 VUEE 0.82g(24 mmol)iE T 60ml
2R, T 90°CEMF T IRRL 8 /INEF, 4D, Hr i EREIMAZWK, ma/KEE
HZEW AR, TG, RERAKRERR, [BRmNRENNERL
=8
S 4
VB PEG #KEBILEMEK, TEMMBEME 1 i, B T.

BR HL B VU PEG BEFAEZ 2.707g (6mmol) , VEARLE 50ml & H ke,
[FIREZEC, M DCC4.944g(24 mmol)1F J i /K7, DMAP 2.9g(24 mmol){FE A
], BT &R, WIMAE T &R HE RS 8.60 g(24 mmol)
R, FHEZE 60°C, RN 24 h, 98, BEZERRZER DCM, IIATGK LT,
A, BE, JUETRIMNCE, EEES 2 K, BT T, 508 PEG M
KRFEWED, TFN 93%—96%.

L 5

Xof SEE ] 4 i £ 1 VY8 PEG 3R JE B G YIHEAT BUEARMES €, BRI T

= BUEANI: Aoy A OB B O REEE B TERR, TR

T RpTREI . BURSGE R, HRBSIAHE IR Iml R 28 0.5mg
R VRN AT RS2 R Iml, B 100ml &3, RSB E %5,
REAT, AMFN IR . HRE EE T LA+ )\ b B rk e g & ik R A v I 78 77,
DA K RGE BN, FHEAh-7] W ekl ds, fER T, k% EIOM
S BV 10W, 2l AR A, 10 S il 1 28 3 il o0 0 £ B
PR A 5 e A I (1l B /D B ot g, LB 2% o U T AR R T30
RV R TIIAR Y 0.5 £5 (0.5% ), 8 4% ot Vg [ AR R R 2R DR T 0 HR VA 3 0eg [ AR
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12 5 (2.0% ).

=, REtE: GRINDTESER )
(1) miEiRE: S0°C R 0 Ry 5K 10 K. 30 REFEAEMN, A HIH R
Ji o
(2) miR S B i E TR AT, 8 25°C ol TAXHERE 90%5% fF
THCE 10 Kk, T2 5 RAEE 10 AN, oK H I 5 AR
(3) BEIEHRGHEG . BUE4 W BCE G A R T 2 5% T4 1 98 e AT R S8 AT
&, FEREREDN 45001x HIZRAE T, AR RARR .
(4) Jnidiatse: Bk RS 40°C, MR 75% M 264 FikE 6 N H . 0. 3.
6 FIHURERIIN, oK H AR AR o

I SHTA G

(1) BT B ZE B R BIR(AME A S0mm, & 15mm), TR —K
BTG E R 25 CEIR TR CF s E S BB R AR N, R SRR E

%%(ml)o
(2) Wzymids, Pt EdmcEmmd, fhalm BN Imm, FE%PRE E
%(mz) o

(3) FREMAD, F5HERET FRERERAET 24 /N,
(4) FIFAREME T MR E HE(ms).
WE 0= (my-my) / (mp-my)
MRS mA F1EME. B ERT 0.2%H/M T 2%.
L 6
VU PEG R J& MOkl £, BB 7 Wik 1 B
R 1 DUE R O SRR SR B 5 ORI

Fe 7 ZH R MCEe (& 10g) ZH

a0

VU8 5 4 BE BRI IR SR Je 5 4.15 JFRL 2
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RYERR (PVP) 1.10 Khiar s, BT
I35 80 0.73 FRMVEPER,
95% W H L2 1.80 T 71
e 222 R, OB, TR

T2 2 fos, BARERIELRUT

(1) FEMERIEZ) 178um (80 H) i, WK e H@EMmer, H&ibJs s
i RAREERRESEN 10%) , 1EmBUREHIRALNIREGIIS, BB K.

(2) #95% (EBUSED W ZEEMAiLKIES], BN R4ERR Fint i 80,
s SR NEIEE TS

(3) KREFIAE RHE A 3925, BINEIERI R fk,  FRRON G R
TR T, fJEH 1000pm (16 HD MR8, H 250um (60 B
I DX 7 2 AR 75 28 55 - S A PR RIDRE o
LR 7

Xof St 5 il & B VY PEG R J8 B RUhLEAT i E AR HE 4S5

—. BUESMIL:

ENGYSISEEE SRR T TR

N i Rl F

WA g &, FH RS AH AR I iRk Iml 5245 5 0.5mg IR, 1Rt
SR AR R ImLE 100ml S, VAWM RZIE, B, ERxR
. TREENDED T A G SR, K% B DO RIS RS 10w,
S AE N RSN, il S E R R R BT 5 fF . ARl IR
1 A /b B R i UG, H B A ik Joi 06 1T AR R DR TR HEVA I R I THIAR 1 0.5 £
(0.5% ), 52 s W T AR AR RN A K- 3o BR VA E I TR 2 1% (2.0% )0

=, REN: RINTESE D
(1) miRiAE: S0°C FWE 0 K. 5K, 10 K. 30 REFEEN, FHIHEA
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Jii o
(2) iR : W25 E TERE AR, 78 25°Coral TAXHE A 90% %1
NE 10 K, T8 5 KA 10 REGERERI, R H 0 B AR .
(3) BRIEHRGHALS . B2 W T CBCTE G R AE [R5 T4 1 98 AT P S8 T
T, EREN 45001x BISRATTT, REITEAR R
(4) iR LSRR 40°C, AHXHREE 75% M 2% TICE 6 ™~ H . 0. 3.
6 JHURERIN, R H B AR

I SHTA G

(1) BT B ZE BB BIR(OME A S0mm, & 15mm), TR —K
BTG E R 25 CHEIR TR CF 30 E S BRI e A O N, KR e
HEm).

(2) WZihiE e, PalT LARERS, AN EEN Imm, H&EReE
2= (my)o.

(3) FRERMAD, JF5hERET FRERERAET 24 /N,

(4) FIFAREME T, FEIRE HE(ms).
WHE T 2%E= (m;-my) / (my-m;) -
MARZE R WA TR

FIR AL #

FECREL B FIORL RS 23 Al e vE I 8, ARl — S S el 15
I 15%.

AN 2R CE

HUBURL 10g N#oK 200ml, #idE 5 408, SERDWEE, RV BUR 254K o

. WEEXT L.

A (i UKL AR JE B4 %5 10g, 20 SN [F] — B i #40K 200ml, & T [F)
—=W/ T, BEEABLZIEE . MEAREE R A AL, i w1
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KIEE R ARARIE

I\ RIS

KBNS VE I 52 25 S AR MR .« DL PHT.2 (1) PBS 22 il /R A du
BEA BT AERAPRINZ i 50mg, FENBHT RPN SmL s, Wi £,
TN A 100 mL [FIFEGE s i) R ZE s i, (37, 0+0. 5) 'C /K¥fE
BARGE BN 75 WK, EREE 5.0mL, M S. 0 mL #iiE PBS ZZiATR
¥ TSR SO0 S I _H 2B, 7E 230 nm AbI e RUSCRE o RIS A AR B 24
it 50 mg, ¥ 200 mL PBS ZZPiav, BUFE 5.0 mL, B0, BEEER,
£ 230 nm AbIER R,  ARMEARAERTZ TR I BB S, I E R
BEA 2 3(Q) « BL Q XIFE(t) FER, 15325 M AE B i) R VRE 24
2( Q-t)o R FFERTTIE, JRATIRAS 245 S AE B 1) RAVRE 2 il 2. B4
MAFLGEAE 0 ~ 2d WEA RIFHIFZRELRAE, BEZ5EE S T(8. 01 +0.7)mg
/100mg Zj5h 2 08], BRUBEZRIES] 61%, 5d BFH)RFBRZRN A X 96.5%.

T AEBR A AR ik B T B A A S5

M v RGO (i o sl i) £ (0 DB PEG 98 JE B RURL A 4 1T i i b
O W LR AR B 25 ORI AR, TS 24 J5 75 28 R ARG 4k P9 TG 308 JB 5 %
B IRAES R ML JULP A S5 ot b PRI ] R FE AR AL . 25 SR 3 BT
BN 710 FER T 20 mg /kg CBASRZRJE % 1H) HIH FLIE YT 78 L3 SR
TSR 25, T4 2505 0. 257 054 1. 2. 3. 4. 6. 9. 15, 24, 36, 48 h, 4
AR BRI SERE S o 5B T BRI SR 60 mg /kg 1A 7] e B
UCIRTIELS 24, REERT RIS AR 2905 1. 24 33 44 64 9. 15, 24, 30 do 4
2 WA FF. B FREEE. J0)E, WEHET 223nm 0 E R b
FE, FERRHE f1E b v it 25 2GR BE . AR B0 70 5 R 24 I $ids SR H DAS3,
0 AT B0 HT, TR BRI $diE L SPSS11. 0 #4347 B &
{6 AT 25 ) H AP R JE 28 JIORLLE AR 05 4 P4 (1 25 24 i B ) - IR BE T2k, &l 4 Fn S
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Fion, B W ERIEWKEE (Cmax). AR A](Tmax). 29407k B &, 1H5LEERAH¥
FEW (TL /2B ,h). P AR TR) ( MRTO—t). L2454 5 Bsf A) Bl 28 T AR AUC (0
—t). WER%E (CLz PS4, HT40. tEL, 1WE PEG R JE B RRiAE 2
/NETIEE, BRI IR TR, 48 /NINTIZGMITRER 3.131ug/ml; T35 RIHARJL
PP R JE B RURLRIE 3 /NI /2 A iU, Bl Je iR BE PRGN [, 7E 48 /NI IS 24407
B 1.025ug/ml, fERZA R[S HIUE PEG A B H Pk 5ty EH &R &E K E
PRI, IAUERT M EEAT, EREAIR, THREMEK.

T 2R N T RO SR

N LRI R, R RS 8 HRerIAEg kN, &R
HEXSBERPFIEN 0.5 mL(S # &N 3.6 X 109CFU/mL). KI5 AR HEAT BEAL
GreH. BARG R AL ERIE DLEE 2.

%2 R K A

HoE Kb 3 FET-H EpOEE e

2H ]
(H)  (mgkg) (%) (%) (%)
AL, N
TR (AD 10 0 _ _
Y
JRYGY, ANy
JRYLXTHE (B) 10 80.0 — —
24
VU PEG K JE %
10 10 66.7 26.7 33.3
kL (C1)
VU PEG K%
‘ 10 20 22.3 60.0 76.7
ik (C2)
V0B PEG K e %
10 30 18.0 73.3 85.0

Wik (C3)
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B e A AL
10 10 84.2 10.5 23.0
(D)
AR e AL
10 20 56.4 45.6 50.0
(D2)
B e AL
10 30 33.2 55.3 57.5
(D3)

e N LEFR I 85 ORI AT i M T 46X 6 h 5, MR M X 4R 24T IR
%4, FZ5IaRE N 12 h, HELEFZE 3 d; SH4ESEEAT 15 d SEIEE, X 4R i 4h
W AR REHOIRES . HEME AT e ISR, I R e . 3 AR
BB, WIETGTR IS T XS EXG HEAT M, BB o0 IS REAE I B 4
BR, DA 2 SRS R 75 D R AT BB R T AE T o 8 5 1 S)e XS 0 4k E A4 V0L
THREE AR, FETE., AR IYE PEG %R e ks AN R R SR 508 )8
ERURLFINT N T RS K AT R A B AR XS R 7 R . Horp, FET =1
FETHU/ % XS S Hx100%, 16 BR=1E G EY % 40 S X8 %< 100%, A =1
WEH/ B2 TS Hx100% (FEBR It F2 Hh I 56 4R @ mioR B To(H B 80
KR B HEXS BRI AT R E A RO - 2%, nI15H IUE PEG %A 8 %5 Btk LA 20mg/kg
U7, XPHEXSH RIFEEITROR, R, Hya @RI TR A T AR T
R U A JEH R o

g5 b, ARG — MR RO BT . RIBR. ZAaARBMMINE R L=
I 338 FE PR 9B R JE 25 MIORE R 771, AZORIURL R BT AT 2 s Rp OO0 1A AR 1
R, 29097 BERIE =

LB BT ik SE AN 3R IE T A R I J LR S it 77 20, FL R 55y HAR I v
70, AH A B PR b i B g0 A R LRV BRI AR R, X TR
U E AR N AR UL, FEA S A K IR AT T, I8 w] R 42
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s, XA JE T AR IR R TEE . DIk, AR U A R TE BN DA
FIT BRI ZER e o
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