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4k (PyBOP) A B kA K.

B, REXTUARABEBRGERE kB, FosisEEE,
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(KCO) e 1 B2 RAF AL WGRAYMT. BRAEBRLHEAR6
I, REASRERHAZ LW, ¥ L% T Et,0/2N NaOH %é-4.
B eaEss, AWERBEBRE MgS0,) T2, SEFTRF
ARARFTREY.

B ¥-CRABER_HERE(Q ég):ﬁ:}aﬂ#i&? 200~
300ml THF ¥ W4 A HEAFA LA D (1 %E). RABQ EE)P=
¥EABQ LGRS PP. 1TIHE, AZRELENFIARED,
B EET Et,0. FiHR4AWMA 2NNaOH K& 2%, M MgS0, 3. &
BHRERINEWH, REXANELY/ SRBSHTLES, LR
i E A REGE, B E& AT 5 (McOH) /EtOAc RAH ¥
S8, AT RABREFEAGH B FRAAKTAEAS & CHE.

FHC HA4AEL0Q %E). —f4L(0.06%58). =XEHK
(0.1 % %), B4R 0.0 F)FRBAIBD)HREBALELAL
(N) FA$ 1 5 E6AET CHLCN P o5 Ak, bR =R
VA B & P (600ml/0.1 mol FEAREH). WHFRESHER 1T
H, REATZBREENFHA4%, #4E 300nl Et.0 FRAERRK
ik, EE&M IN HClE & %%, A MgSO, T8, B TRER
M., AFPRAZBEFSGE T REATAEA S & DHE.

Z&D

1. A #ME (boronic acid) R EH

(T2 253)WAS 15454 T THF $694 (-78C)
SREF. 15546, MAZFRAMESE QL E). 10545,
BiERAREROYMBAETRFBE AKX H0) RAEEE, BE
A INHCL. ¥ FENEESE, ANEATRERIABK, K
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B EKEFALRRE.

2. BRZHKEILE

B (CEEBREOQ.3SEF)MARNAET NFALTEFH
AREER-_RATHME( S5E). KC0,(1.5 5E)f 4 BXXFTR
FE(QEE) ARRETRO_KEAR)GREGHT. HERE
BRAMWEATIE, REBRNBEEKCOLFAZ FRENARSYD. &
BAavE CHON P or g 858 24, LEFERPETUAEA
FHREERFEFHEIRBHEASAEHER.

FHE BFABET L% (BEtOH) foid 65 50% NaOH B & i &
A2, BARAZEERGH TEAAILEE R, HEAKA
AAERE, mAHUR/6NHCL RSB T, FHHFREDER
1706, BZEARBEAALERRE, BEZHAI AN H0 ML,
REBTHEREFALT TR

F#EF $HiLF69 2N NaOH A A A /£ T McOH F 84 F A 8, Af
BEEGAS DN, RAd A EFHCIBRA. FAMAEZRE
BRAHTAFAK (BB NR. 2HERBITBREF AT TFE.
GEBRTAERATEG T HCHLAMEN 2,4,5-ZRFXEE. %
EHEAER TERAKLE.

FEGC BEETCOCLYHSAFERRA L E), 2,4,5-=
§EBRQEE)RDCU SE)GRASWEN 17T W, RETE.
ERXERINELY, HELETELO TE. REMAKARALAL
M. Z4RASSEREFATTR. A BRBETAELR
ArEHELARENERX = 4BEmEL.

FHH FEBRULEZB)PHBITHOIN-THRERKGEE
XF=(1.2%52)ENTEMBTEGMHIEL =T (EN) (1.3
XSV AELETADMF FAAERE. SREZEH, REVWATESR
EHAHOZEE. ANFLALORKE, REXARTHESHRAHR
TAFAS MBE)E . MEBAKAMBEZR%E, REAZTR.

BROB ISP TARAL EHERAERG, AFTRARAGF L
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TESHEIRSPHBX, REMEARGEE/BEELEGH. K&
“UFETESHE” THAENFHIESTE G L FER R L.
sEHEFMEDOERLY. RAKRE. AR, RREAE. 2R
B TrRRE Fizuid REAGRKRIL. BRI BR-L
k. BBm_AE. WBEBRE EBRLE ARRIE XREAARR
&, FA4REE. coBE. EME NAKRE X7®RE,
2 EBE. YHEBE R A%E Dk&E BR
#. Emd EEskd ZE&E E4RE. HARE RAR
i #Bomi HERE BERE BRESRE. —HHBERE.
ZRLEYE, FF.

“BROBRE/BEILLY BHRSROBELBEGALETA
EMTELELINARGBEENSDABE (RB) ABAGERL
&%, SRGEE/BLISCYAEFAHETUNL Larew F T
1999 4 3 A3 ARXMGHAHD “RaBE/BEILL4Y , AEIAE
wEASE., A4V ERAKRELEGBREF 2 BAATAIELH
RSB HRATHRERERTBR. KROAFHRAPBELEL
EWMEE (X4 45-60C, HENT55C) TETEMN. ZER
REZBUARADNERLFH. TIOAMAZF AT LELHESE
WMEAREREB)RINLALEE. GENENAESTHAFTHRAALR
BWEBGEBERAZIBERGET—FEMNIENRSE, A2F
HNELT - AZRHEOBEPROBELSHRAGIESHFRAGR
B, R TEMNABEMNOCGETR, L&, 8, ARTHELEH
W THEMNGRAY: V8. L. LEA%. FHAK. ETEH, 2-
TE., RTEH., 2-58. 2-FA-1-7%. MBK. A8, LRLE.
PE. ZHE. AX. —4FR. AR, AXRLTLIXKBEFIF
CE. RAMEMNCETE., L8, 8, AX¥THETLH. L
BRLERLEGRED.

LSEGBLOEMAER. M, TEAEE. KK am,
A 2 ¥ D-4F% % —# (D-ellubiose). 2-BLE-D-H 4. FLiEss,

11
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- -aaw - - YR -- -, g BT ema g A~ oA a

(S)-(H)-FEMBE. R4, ZEB. FHLE. HEHE. ME, LE,
CARE. RFE. ZXBE. XZFB. Z¥ R HEEE HE
B RZH. . BRBH%E. S+ W (palatinose). F
RwE., HFE. A3E, BE. LB LERE K ER.
HEE, AR, ABARKSGY. bEGBEZOFLALEY
4 DA Lk kst meik il Rofe i £ F Mk, o2k KT A 4 (4
R e ).

ROBERSYTREL AT BRZHAAKXRTRFT lng/ul #HK
BEAEETAZRGHAMNY. &%, RORFREGDNALEERER
M 1mg/ml £4 50mg/ml, KEARELEAZNY Ing/nl £4
40mg/ml, FHEMY lng/ml £% 30mg/ml, & &ML 8ng/ml £4
12mg/ml.

AZPHANSABRBREREBEREN, CRALAREMFERERS
MEXKTHERREGBEAFLEFREASIEAAGEFETRZINTF
BHBA. HLBEA 10-18 s THERGBEFNLEGHBFTREAAN.
A@mEREANAROBESAGERANGEZTRAHGS 1:1.T5 24
1:25 W EALETFHMNP, ERARADL 1:2 £4 1:3. A4
MNPGEABERAGERTARAESHEATHFELRH; B
W, LRTARERERAAFZABERAREIR. GEHRGFE
KA R LEEE (Fd: RLEHE 80, RLAHE1, R
AEEEE20) . RRHERBTES (Hlde: T BASF WFH
Chemophors™ (B £.Z.% (polyoxyl) 35 Bk, RALH 40 4t
Ehb, PREALH G0 AALERM)) . RALHEBEE (Hlie
T M BASF % %45 Solutol™ HS 15 (macrogol-660—# X 48 5 8 &5) ) .
BLALEABE - HBE. i (A, KARERARLE #H P
BERBEARFERAIEERA)) . FEEE FF. AEGKBFER
MOFER LB 0. R 40, R LA 2. FAARK
HABEERORELEZRLRIERE (B4 Solutol™ HS 15). F &
RAEFREREEARGABEREN G L LRSS THE

12
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( poloxamers) # i, CEMNAALAH RN LHEGRBELRD.
“BLRBE BOLALAATEXLEHODR:

_{OCH,CH,)xOH

HO(CH,CH,O)w
T>\<(OCH=°H,WOH
0

(OCH,CH,)20,CC Hs,

A xtytwtz F T 5 % 20 i) 65 E K.

% xt+y+w+z=20 B L& KL H ®ek & (Tween) ™ 20, 40 4
80 (T . ICI Americas B#rA M3, Wilmington, DL ¥if%).

“IpREAGT ZRAEAATEIX LW R:

o/\/N(CH s

]

O

O
O—-'U:O

R—EZHEBR., AR BRGEE.
“peid” RIEAATHAIXLEHGY K

CH3

R3 R7

A% R Ri# R,A-OH. -H&K-S0, &£ H, RyA-OHHK—CO. -
C (0) NH (CH.) ,SOs 3 ~C(0)NH(CH,) .CO, ¥ 2B, mnF T 15 4
] 69 & 3.

AR ERHANOERGBELL PR ELEBEREMN. P IRA
CHMED, BARKAABEREANARANERLTHROAILEGHY
BEMAR, HARBRTERGETE. N TR OHE—/F X
$HEAMN. BEINP/REEN. bRXRAMNAIERBX, WEHFE

13
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BEA., ERNBFLABASEARLS W23 T HL4 25 (GRAS) 4
MG EAB ERaRE, —&K, ZLENILEHLKEN, e
KPRk TETFRAXTERREGLFEN. GEHENGHEK,
LB, B8, BT % (#4 PEG400, PEG300) FF AL ALY,
5. 3% o 5 2 K
RRGAFHANCEROB IO D . BEFLETESHARABRERE
BERMN, BEMNP/ZBEN. ZARNTRERLCE—F R F
BaH., PHEACREN: MARKRREGEENFRUERAT %
FHANELZSLAENFHER, WA AATHRARBETHRGR
k.,
BERFATHANBETHELARSARIN. RIMNEF AL 0.5%
F 4 40%(wgt. /vol. )R EH L, EHRARECEAZNY 1%£ 4
6% KiEF “BEZH” AREHEBPINTERRSOULFPHERL
BHOHFETESHBRBN. SEHRENCES AR B REL=
BRBEA_BURBEELERE. G385 28 LEFTEER).
FABRPAGEREMNE LR LG RPRTE. KESGH TATH
NBZHOEYEBR. B8, 558, R ABRALASL.
AEEY, BRAOBRINARTE. RL_BGPhAK.
HERETHNERTHERSAEFHN. ZAFMNANEY 0.03%
£4 5 0%(wgt. /vol. )RR ANMRERE, FHRAXREZLELINRY
0.1%%%4 1.0% K& “BAFHN" TREFERYIBZFALAZFEZ%
BRGAARBZAGEFETESHREN. 4EGpH B
pH3.0-7.0. #& pH & B & 4.0-5.5, £ 4.0-5.0. &EHE W}
Mekomsd HEsd AnE Bomid s gmaBi
fARE. RO ATERVNNGEANOELRE, THERAE.
BoBd #uiAtas. FTEHETFHARR KEGEFHNE
BLBK.
ERFAMNTAERIS A — RS AKEN. REHN—KARY
1 £4 100mg/ml EEAGREARAE, FRAREEERANYGIEY

14



50mg/ml. Ki&E “KEHN” ZHREZEREZHAENHFETELY
BEHN., EERRANTERREMN. dERENAEHH, L
B, HEBE. J58. 44, 8H. LEBESF. Kk
EROETERSE. LK. LB fS4ARkas.

LAEFH, ARNTRAEARS A EN. HENAEARN T ARY
2% 5 25 10%(wgt. /vol. ) E B AR ERAL, PRABREEEAY 3%
$46% KiE “HEN REHRXERDA (bulk) mAFHH T
BEAEFRBIANBEHBINGH RGBS ETRELOREAN. &
ENBENOETEES. HRARK. L. EE. HEE. AR,
LA, ET (ficoll) k. KAHEENAK T EHE.
B, BB, LExias.

HATRAERAFRAERPRESFT EmAHNE. Hlo, FREHD
WP RaBEE YRR OBAF/ BRI AEGEFLETE
SHBREBERABEREN P TRG-—FHREABEN. 24H. R
Mp/BFENGELETETEZASKEN. IAERRELALE
FHAETHAMERN. ELETRZIN, AOEEN—KAE
hBRERAXT INESTHEHL.

F—FE, B ERTABIHBREFTEL 3. 0E 7. (K& 4.0
%55 FHEH4L0E5.0)9EFKEREANE. HRAGE A
TAZEHHHBRGET—FEFH. REF R R & & FEEA
ABGEFERTFAHARERASFEL5CE 15C (L&Y TCE 10
C). ¥hOAERSHIROBE/BEICHAELSLKRENT
AEZFEARTHAGEMNBRARXRR) TR EMARZELH X
BERNGLFERY. EAATRITTRAAER T A —H K
SN, BEMNP/REEN. HEERRERAASGERNFH
#., SRFATFHFAMERAN.

SEGAE TR EZEET Nail FAKN CHBIMNE 54T
BEEE LK) F 20, Marcel Dekker 28], NY, % 163-233 R
(1993). WAL ELEEHBMTAATER, REETHAALERA.
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AEBRTMALELAENEATHRERER TR T HBILAE
FREBEER., RABBRAAREHAS: SAENOGEILER T
ERMABERER (P rEa. HHBERTF) .

BE, AFHNSAEHEN, A TFRNGA—FHXEMAKE
., ERRAY, AN —BEHGREH (REZATHE), A
wREE, ABRERNRE—FHE. HTEATFAHGERRTHES
2% 100l ZRAKR WD RAEFHBR T IFEREHEER. —KE
MEE DT 1594, REFMBARELENL-THBTHRAE
ik de fE K I 09 W & 45 5% (DOV).

ERRS—ERARGIANR, AEHIHANTEHERNF AR
ARBEBREAIESHLEEGFES. HHTRAELMK0.1%E 60 £E%
HEMERY, LBRFHY 10%E4 30 £2%.

AXPHAGRE “EM” X “FLMNE” HOALSHHEET
EFAMEARERYGBZEERRIOWESBREAL. ZENTB
Sptnr, —BREAPREAZHR (RETHBMK) FTHEZEFEEHLX.

BHEMNETUARBERAGLEIARKE RAERGPERRARA
FREGFXEMAEL. FTLHERAGAEAHNETRAFTAEAL LS
& U o9 ) B R A 2.

LSERER. REANFERBAZLGRTANALE, QFid
WBE. B OKEEF/RBEERSY. FAXERBR. K. 4.
EHN. KEBFK. FAGEZEREK. FHENIKEMNFRE TER
BRAGERF XA, AHNETOHEAZN. BEM. LA,
LA, BGEAM. #kA, BERN, HFANRAALEESS.

BEYyusmTREREFFTELYE. SENF EQFEESHR. A
MERTERTFERRETHATGREER.

RO ERELABROBERA D EAVEEFTHERAAFIK
EABENR, EewHASARERARNEK, AER/KAG: 8
eAZY. BFRAKE. LAENMKAKE. LASHKE. #AFR
BB ETA%Y); RsFT O AFFuag); b F CF:

16
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muE);, AZREE P XBAZKEREE); BRACP: HUR
KA ; FAB P REXAAER); &N HB; LH W, Pseudallescheria
boydii, #MHKAH, YAKETLHE, FF.

BFAFEBGLEDETHHEEIREZWAMRELENS B
R EREREGLEK, FRHAISFARELEBEERARA
FREEE (HERRBEXCPPHERES) LK. ROFEFR
e THeGERREEGIHOEER . AHEZRE. K. &
BFE, FRFHEE. LB FHE (Cyclosporaspp.). £ k. &
¥x, FF.

L, AXEHANTRARA TN AL SR ABRLIABAAR
#. B, AXUFEAHMTRRTHER TR %R
BRGHM. b, ARER (AAGELSKRAIBBETHE) X
FEBERTRAIE AL AHEOEHANI NS LBRFTLE
WBROFAFH. K& “BR” QEALANLEHETEHRA
BEsbHLs. AZLr0RBIMEIER. ZRAERAVAIREN
A — S RE, EeAAAgRE, FEALhCFERTIRNE
HFCMEBARFADARABRROERANHATEDP AR
6 E .

ARBETRATARREGF L, B R OEANFRAHETYR
IBBEXTHALNGEDEN. KA FEOLELTEELSR
BAImMuERE. K& “ARE” IRESHAABERLHERL
LYoo, LHEMNERREBEE L EBREGRRFFER. BENF
BA—BRERAREAEEINRAENGH T HEFREFLTER.
BEZLEFERAHLTERILEH A mAXE. HHTAH D EH
F—HEMLY. BHTUAHFEY2-3XEH 2-3AKEKHA.
—EFARNEREMNKENLHE)LANY 0.0lng/kg £
100mg/kg (R E) M ERFHEMALSD. KAKGHEANZBTAHY
0. lmg/kg % 60mg/kg, FH XA 2. bng/kg £ 40mg/kg.

BEUTEANAATHEARRZRP ALY, KX FRI G
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HEE X RBESEREDSE.
5% 38 4
AFHEAXAEALAHNGREGEEFRSHERTARNETH
EmAflE., BRBE, ATHABETREATALZHAGRAAL

&% 6(a) 695 & Y &
H’c'-..-G>># ;i_’”—a

CH,
H.C NH Q
) :2—_-.g
. N
M’"‘uo'_‘

o]

ZzT

HO

6 (a)

S Vi
4

AUEBBEARAARKEZM, ATRALPEGERN, TRAERR
BHAORAEILRRGE TS TR EMT ERTALLY
FVYRAGEEIRTHESFTEREGR. BEFARLN, FUE
L F 844 F A 8548 M Aldrich 46 5 2 8 (Milwaukee,
Wisconsin) ¥ 5.

4 05 4 &

H& 484 -RAXBEX 1(a)

¥ £ K K,CO,(416g, 3mol) mA 4-3£-4"-F XK X (300g,

1. 2mol). 1-8:4% X% (234ml, 1. 79mol) #= 2-T & (600ml) &5 R4 %
. R RRESYHA 44, HFH TLC(85:15 LA /EtOAc) £+
ERELELHE®. FERAGHAHEY 30C, A CHLL,(600m1)

e, REdE., BRAHLOKAAA, Miad NaCl KEREEHR
K, M XK Na,SO, T, it 3, ﬁﬁ&g%ﬁﬁ‘ﬂ B &, & B ki@
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AFELE, ALSH AL BRLGERE L REARTAARRK
RWRE, REAGATTIREA. KF: 340g(88%) & &8 K.
ik 44 -REEKEX 1(a):
¥ 4-2-4 -B A B X (12.5g, 50.2mmol) /mA NaOH (2. 28g, 97%
% . 55.2mmol) #9% & F A% (150ml) ¥, HEFAA 1-8K XK
(11.9g, 60.2mmol) F=:& 4t w9 T 4 (0. 82g, 2.51lmmol). ERAWE
90C FH#4# 3. 75 00, AZNEKREMR. RE, MEREEEHAT,
HEEHFRERE R FERsWERSN, REIEFABA,
ERAEE FAKE AR ERGpHETH, AEESCTAEAZR
BT 8 16 R,
M : 15.41g (96%) 8952 R, 0.5 (97:3 &%t /Bt0AC) . 'HNMR: 80.93 (1, 3H,
J=6.9Hz): 1.41 (m, 4H): 1.79 (m. 2H); 3.97 (t, 2H, J= 6.6Hz); 6.98 (m. 2H); 7.23 (m,6H).

PO NMR: & 14.03;22.43;28.22: 28.98; 68.12; 114.91; 120.71; 127.93; 128.27; 131.77,
132.24; 139.82; 159.03. MS(FAB"): m/z 320. IR(CHCL,): 2960, 2936, 2874, 1608, 1518,
1485, 1475 cm™ #F CuHyBr0 4 4-#7: 3+ JL44:. C, 63.96; H. 6.00; Br. 25.0;% # 4k : C,
64.10; H. 5.97; Br, 25.28.

%) % 4-# & (boronic acid) 4 -RAKXFKX 2(a):

AN T, Ais# 1(a) (100g, 0.31mol) & T ¥ AR
(MTBE) (1L) ¥ 8 % (-20C) ®4-% '+ £ 12 & A i T 542 (150m1 2. 5M
e tpa&, 0.37mol), AIWHEFAFEEALA-19CE-18CXH. A
BRAWAE-1TCHR-16CZMEH 3.5 0, FERRXFEFR.
KixkwAHE-7T8CH A 100nl LK THF ##, FLEE&EWE. K
B, EEATA LSIHAF W= FRHEMKE (145nl, 0.62mol)
4£ MTBE(200m1) ¥ 84 % (-78C) %%, FINHEERAEREE-T8CH
TACZ . iBRAARASYAE-TBCTHHBE LI, REKE]
N A E-50C, HWEBREANE, KaRsHEFAFTA (16-21
S, FAGERR. ER4APA 2M HC1(1000ml) A /13 4E 5 4

19
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b, RERNFEGEENE, AMERETRAANERSN. BRK
4% /3 MTBE (100ml) #% £, 4 £ M &K (8ooml) HEFH a &H X,
L@ RES B AER (300ml) &K 3 K.

M. 88g (98%). R,0.45 (95:5 CH,Cly/MeOH). 'H NMR: 8 0.92 (m. 3H); 1.41
(m. 4H): 1.80 (m, 2H); 4.00 (m. 2H): 6.99 (m. 2H); 7.45-7.63 (m, 3H); 7.67 (m. 2H); 8.24
(d. 1H. J=8.3Hz). BCNMR: 14.01: 22.26; 28.03; 28.77; 39.61; 39.89; 40.17; 40.45; 67.82;
114.77: 125.32; 127.83: 132.93: 134.84; 141.88; 158.71. MS(FD"): m/z 284. IR(CHCI,):
2959. 2952, 2874, 1606, 1526, 1500 cm™.

&S 3(a):

CH;SOCEH“

3(a)

¥ 3% (174ml) Fo 55 825 % (20m1) B xF kA 20-30 F AL Z R
AN ERMBL 3K, 2M Na.Co, B R LT HMA. HTE/AEBEE
& (97ml) e A 4-B X X V5 F 8 (14. 12g, 53. 9mmol) F= .54
2(a) (15. 0g, 52. 8mmol) 8R4 M ¥, #F mA Ll Bl A4 2M Na.CO,
K%k (29m1, 58.0mmol). MRS HEEENTHRA 2K, HK
20-30 47, 3 £ A B B 42 (11) (0. 24g, 1. Immol) F» = K J B (0. 84g,
3.2mmol), RAEBMAHER. ZEEREBRELHWENTEREL I,
FAXhERLY. BERASVAHFE2CEHBARE, LBIH
AL, WA B WHE (123ml). 2:1 MTBE/EtOAc(143ml). * & F K
(123m1) # 2:1 MTBE/EtOAc(42ml)#t %, KEAE BCTAAZHRHE
B 16 B, K E: 18.7g(94%). R, 0. 48 (K).

'"HNMR: & 0.93 (t, 3H, J=6.80Hz); 1.42
(m. 4H); 1.81 (m, 2H); 3.95 (s, 3H); 4.00 (1, 2H, J= 6.48 Hz); 6.97 (d, 2H, J=8.52Hz); 7.55
(d, 2H. J= 8.52Hz); 7.66 (m. 6H), 8.10 (d, 2H, J=8.20Hz). MS(FD"): m/z 374. IR(KBr):

20
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2938, 1723 em™ .2 CysHas0, 89 547 ++ H4&: C. 80.18; H. 7.00;5 M4E : C, 79.91; H.
6.94. |
HaEtedh 4():

4{(a)

.44 3(a) (80g, 0.21mol). SMKOH(160ml) fiE b+ xR E =
¥ 4% (4. 8g, 0.013mol) £ =¥ % (800ml) P 64 R A W& 3 W, K
BEAEHEIOCHARFINGERAK. ZHAMHLOXEERIKHERX
500ml) Atk kM Fo K 5 Bk, FFEY A A DME(500ml) & 3. M
A 6M HC1(100m1)H¥iz% % pHA Y £ pH. MRS WA 3045
, AHZREEpH AHR A EERE, REAhHiILE. AR
R 4% & F3 MTBE (400ml) #= K (4x400ml) #%#%, HAFRXAZD AL EXK
BAPHE., KE: 76g(98%K £),

'HNMR & 0.89 (t, 3H, J=
6.82Hz), 1.38 (m, 4H), 1.73 (m, 2H), 3.96 (1. 2H. J= 6.3Hz), 6.95 (d, 2H, J=8.56Hz), 7.57
(d. 2H, J=8.54Hz), 7.64-7.74 (m, 6H), 8.00 (d, 2H, J=8.21Hz), 8.09 (s, 1H). MS(FD*) m/z
360. IR(KBr): 2958, 2937, 2872, 1688 cm™. 2} CoHa0s 8§ 47+ F4li:  C,79.97: H.
6.71;3 M 4E :C, 80.50; H. 6.77.

# &4 4(a) 69 HOBT %5:

A. T4 HOBT V%% & &

W EE X = K4 (2008, 1.48mol) £ £ &K CH,C1,(1.5L) ¥
4 (0C)REH T LB MmA £ K Et;N(268unl, 1.92mol), FHFH
mEA 0-10C, ZEMmAFHEERK (126n], 1.63m0l), AWNHEHE
BEAOSC MEARAHAOCTHA I, FEAAAK(2x1.20)
Fo K (12L&, BEHEHAMNERERREXBEFIAK. &
B M CHLCL (100mD) Fe B (IL) P EL &, 2R AL REKENFA
BEAILGRRRA I E, REASAEZ (0.5 mHg) T FRIEA.
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B % 245g (78%). R: 0. 55(1:1 &% /CH.CL.).

'"HNMR: & 3.58 (s, 3H). 7.46 (1, 1H. J= 7.60Hz). 7.60 (d. 1H. J=8.28
Hz). 7.65 (d. 1H. J=8.56Hz). 7.68 (d,1 H. J= 8.20 Hz). 8.05 (d. 1H. J=8.41Hz).

B. ¥ s HOBT &
4% 4(a) (50g, 0.14mol) e L& A 354 F A7 6548 /i (36g,
0. 17mo1) #& DMF (650ml) ¥ & &4 £ N, T # /m Et:N(25m1, 0. 18mol)
HATRE, FBFRAVWEERTHRAE 4oy, EBRE TLC(95:5
CH,Cl./MeOH) M X i AW MAF O T, HHAWBREREAETH, —
HRHYRBEBRLOH(~3%F)% A 3ml 1:14 CHCL,/THF Hfu = 4
BAEGBHYER. ZRARASHRERTX (500nl) HHE, AKX
(500ml) %%. HHE (SAH B4 =) AKX (G00nl) HHFEBES
B & MTBE it 8. Z HE 4k A MTBE(2 x 400ml) # %k E X TRHFH G
GEARBDABK. 2&: BYRTAET THF FI BB ZHEME
LB ITH. KE: 61g(92%). R 0.68(1:1CHCLl,/&¥%). H
NMR: §0.93 (t, 3H. J=7.0Hz), 1.42 (m, 4H). 1.81 (m, 2H), 4.00 (t, 2H, J=6.53Hz), 6.99 (d,
2H, J=8.6Hz), 7.42-7.59 (m, 5H), 7.71 (dd, 4H, J=13.91Hz, 8.40Hz), 7.86 (d, 2H,

J=8.30Hz), 8.11 (d, 1H, J= 8.31Hz), 8.35 (d, 2H, J=8.33Hz). "*C NMR: § 14,03, 22.44,
28.18,28.94, 40.10, 40.37, 68.11, 108.45, 110.11, 114.95, 118.71, 120.48, 123.04, 124.94,
124.99, 127.00, 127.23, 127.51, 127.73, 128.06, 128.82, 128.86, 131.35, 132.30, 137.15,
141.43, 143.54, 147.85, 159.15, 162.73. MS(FD"): m/z 477. IR(CHCl,): 2960, 2936,
2874,1783, 1606 cm. 2 CaoHy,N,O, 44 441 3+ M4k : C. 75.45; H, 5.70; N, 8.80;
5 @ 4E: C, 75.69; H. 5.58; N, 8.92.

HERAHWLE D 6(a):

ANt ERELEFK. 4% 5(@) (11g, 23mmol) Fr i 4
# 6(a) ¥4 (GLF RAE-HPLC B 4B % 92%, 19. 25g, 22. 2mmol)
AFKDMF(275n]) PHRADAENTHHAF 48 (AF HPLC BT
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FEBHOCTANHK) . R4 AT EET ATR, BRA 3T
TRERZEFH TAEDGHKRE. K& 8K P E A MTBE (500m1)
Eampy ik, RAASATTEKENTRAH 21 B R. #EH
ERALAPFTHEREARDS LR, ATEXQOOnL)EEARKEK 24, &
¥ (&), A MIBE(100ml) #Fzk, KB AL ETHRAEH K EHK.
¥ %: 23g(HPLC B 7B A 95% H G H=7.79 44).
F—F @, TAHEATENHRRE (L1 3 2)HTHAL. %
HPLC B R A A A A LZ S, HAWRF (10gHK) S mAZ AL
BHEG9:1ERM/ARASH(Gonl)F. HaE L (2.5¢, LA 9:1
AR/ AR HAE) AN BFESTRT. BH 24545, ERS
B AELAFAR 1 AR/ AEE)LE, HHRHMI:1 AN
/R GQoml) FEFHA, FEARBALEA X T A (200ml) 6 B4t F,
FHEERO YR BRI RARBR. AREALREKRE, A
H0(4 x 26ml) 7%, REAERTAZ TR, Kk#F: 6.81g(HPLC
B EH 9TH).
% F W4 A 4 HPLC &% k3t — & 4646, R, 0.29
(80:20 CHCl,/MeOH). MS(FAB™): CsiH:.N:0, &9 m/z, +F J4A:1140.5141; 3k R4
1140.5103. IR(KBr): 3365, 2934, 1632, 1518 cm’. |

25 4 H) H)

THEEMMETEALXAORMNRCNGHE T . X L&
RITFRETFXBRPALA GBI LR LG HH.

THRHHMAFEA FEBRFHECHAMNE. EH6()HA
sAAHEE TR EHERRAMIIREZERALED “RE
(as—is) ” HPLC &k # Z.

FkA $H50ml 0. IMAFHBAEEFE 5% pl A Y £ pH4
J, MA2.5g B LA EE 80, WHERSCYWRSGALEZEM, BEM
AlgH&de@esdh @M. RARRLHBREGAEENR, £
EMmA g HEBE (BEMN) g is (BEAMN) . IfRE
BHERBRLSAEEMR. MIREREZEM T RAAHLE 100nl. F

23
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BERG Ml HERBIAEHMAT, REALETRMLTET.

F#EB #A INAEAAERK 0.3005¢ BB & 50m] K& & 69
pHAY % pH4.0. —F BA — A 2.5g K AL 8K 804 5.0g ¥
EHE (BN, KBRSV RAGAEIER, BEMANLgis
W6 (BH). FiBRLOYRABRSAEER. FBEREZEMR
FRAAHEE 100n], $E, REAALINEHMAF. ZLEFTHBMRT
A& FEMNTETRAESCTHA.

FEC HA 10%8fMERK 0.113g H L8 (tartaric)
6 50ml KZEEG pHAY £ pHd. 3. — A RS —H A 2.5g R LA
BE S0 FROAEXRMR. FuBERYEEKRIKE 5-15C, BEMA
EXAFHBRARY lgd 6 BHM). HFREBERETR
SHAERM, BEMRALOgRE (BREZMN) o 5.0g HEHE (3
). HBROCVWFRARASLEER. MBERAZERTRAK
#HBEE 100nl, &, REAALINETHM Y. XLEHBMTALESL
ATBEMNLFATFREAESCTHA. ‘

FToIEMEam 12T R A LERERFEAFBHAFHAE. &
T FFBEAGRIAHANTHE. AL 1 PEENERT, AT
AESHHE(): REWDA ng/ml; CARESHER; TREAR;
NREAE: Man RAHEES,; Tre KRAHFEH; Col. KREM KN
¥4 (collapse cake) ; CRAMERE; BARLAMEEMN, BRL
4, PECARL_8; PPGRAEAS; SAKEAREN,; Ace £
BLE: 3 Poly 80 % 5.y £ 85 %5 80; Com Z4L4-4; Suc % E#E; His
LHEE, Sur 2 E@mERRMN; Lac A8 Fru 2 X8, TARXEL
B; AA R LHE.
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Ex- Comp Poly B8O BA B SA Col.
No 6(a)

1 1 2.5 Man{3) CA(0.960} Tre(2) Y
2 1 2.5 Man{3) CA{0.9260} Suc(?2) Y
3 1 2.5 - CA(0.960) Suc{5} I
4 1 2.5 - CA(0.960) Tre(5) o
5 i 2.5 - - Tre(5: o
6 i 2.5 - = Suc (S 245
7 1 2.5 - - Lac{5) 4
8 1 2.5 Man (5) - -~ N
9 1 2.5 Man{5) ~ Suc (1) N
i0 1 2.5 Man {5) - Lac(1l) N
11 1 2.5 Man {5 CA{0.089%6) Lac (1] N
12 1 .5 Man{5) TA{0.113) Lac (1} N
13 1 2.5 Man (5) TA(0.113) Fru(l;} N
14 1 2.5 Man (5) - PEG BOOG (1) N
15 1 2.5 Man (5) - PEG 6000(2) N
16 i 2.5 Man (5) His(0.5) N

Suci{0.5)

17 2 2.5 Man (5) CAR(0.960) Suc{0.5) N
18 1 2.5 Man (5) CA(0.960) Suc{l; N
19 1 2.5 Man (5) AR(0.3) - N
20 0.1 2.5 Man (5) AR{0.3) - N
21 0.1 2.5 Man (5) AA{0.6) - N
22 .1 2.5 Man(5) AR(0.06) - N
23 0.1 2.5 Man (5) CA{1.92) - N
24 2.1 2.5 Man{5) CR(0.19)} - N
25 0.1 2.5 Man (5) CA(0.960) - N
26 0.5 1.25 Man{5) = Lac(1l; N
27 0.8 2.0 Man {5) - Lac{lj} N
B A MERE

-8 X

AREFLEFETAIK ool M EXER(AETATHR@E
WA, RSB EHN. EFHEABLZMN) F 50ng 5% 6(a)
mABEBERETTRAA. BRERSIABIFHRE. A
LAALTHANETRATIN. AFXSIETHARGEET FARPA
50mg &% 6(a), MRS WARSEFKY. 1L, A3E
KE AL S HA. HAHSHE LI, BRI LFk, L8
F# 47 B & HPLC 947, AR ZH nl F&k T4 6(a) H53L4H.
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Sur(s) [Sur] Compé (a)
B
g - <0.1
Poly 80 5 1
Poly 80 10 4.4
Poly 80 15 7.2
Poly 80 25 13.2
Poly 20/ 5 -
Poly 80 5 4.8
Poly 20/ 5
Poly 80 10 8.0
LEEAL T AR
{cremophcr™ EL) 25 11.0
Poly 20/ 5
pluronic™ F68 10 1.13
Poly B0/ 20
4 ER LA B 4R 20 43,12

ERFPETFHHANGBZHEEAIA ARG HPLCA T 40C TH A4

%3

¥, A ARANEARNNERGHXD R G 5 HRBTF
¥

& (@) Sur B Ton. A T T B LR
A (wgth/vol)
(rg/ml) 0 2 4
wks ‘wks wks
1 Poly BO(23} Cit(1.9) Man {50) - 3.42 8.91 | 1B.04
1 Poly BO(25) Cit(9.6) Man (50) - 3.36 9.25 17.29
1 Poly B0(25) cit(19.2 Man {50} - 3.47 9.70 18.02
)
1 Poly 80(25) Ace(0.6) Man{50) - 3.15 11.37 19.44
1 Poly B0(25) Ace (3) Man {50) - 3.33 | 12.20 | 18.29
1 Poly B0(25) Ace (©) Man{50) - 2.27 11.07 19.59
10 Poly B80(25) Ace (3) - - 2.51 9.46 14.389
10 Poly 80(20) Ace(6) - - 2.65 11.06 15.44
Poly 20(5)
10 Poly 80(15) Ace{6) - - 2.70 10.5% 15.34
Poly 20(10)
10 Poly B80(3) Ace (6) - - 2.67 9.77 15.57
Poly 20(20) '
10 Poly 80(25) Ace (6} - 20% PEG400 2.83 9.69% 14.35
10 Poly B0(25) Ace (6) - 40% PEG400 2.57 10. 38 13.36
10 Poly 80{25) Ace (6) - 20% PPG 2.71 10.58 13.40
10 Poly 801(25) Ace (6) - 40% PPG 2.72 9.84 12.65
10 Poly 80(25) - - - 3.62 18.71 27.91
10 Poly B8B0(25) - Man (50) - 3.68 16.65 23.68
10 Poly B0(25) - - 40% PEG 400 3.73 15.26 23.99
10 Poly 80(25) -~ - 1% PEG 3350 3.68 21.56 -
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&(a) Sur B SA BA %
# o ECET Y
0 wks 2 wks 4 wks
1 Poly 80(25) cit{l.9) - Man (50) 3.22 10.24 12.16
1 Poly 80(25) Cit (8.6) - Man (50) 3.36 11.74 | 18.63
1 Poly BO(25) cit(lse.2 - Man (50) 3.37 17.29 22.61
]
10 Poly 80(25) Cit(9.6) Suc {50) - 3.60 5.4 6.01
10 Poly 801(25) Cit(%.6) Tre{50) - 3.73 4.83 6.19
10 Poly B0 (25) - - Man (50) 3.98 4.85 5.45
10 Poly BO(25) Cit(5.6) Suc(5) Man (50) 3.70 5.60 £.01
10 Poly BO(2%) Cit(9.6) Suc(10) Man (50) 2.77 $.41 5.88
10 Poly 801{235) Tar(l.1l3 Fru{l0) Man (50} 2.49 - 2.42
)
10 roly BOD(25) i - Suc {10) Man (50) 4.2¢ 4.8¢ 4.49
10 Poly B0{25) : - Lac{l10} Man (50} 4.56 4.51 4.85
10 roly BO(25) - lLac{10) Man (50} 4.06 5.47 5.17
5 Foly 80(12.5}) - © Lag{lQ) Man (50) 6.42 6.98 6.85
8 Poly 80 ) - Lac(10) Man (50) 5.9% 6.16 5.74
{20)
10 Poly BO(25) - . | PEGB000 (10} Man (50) 3.97 4,23 6.73
10 Poly 80(25} ‘ - | PEGE000(10) Man (50) 4,13 4.47 £.11
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