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ARPTREIC I W TEE SN D5 E . HEETIR AW &1E, AREENET 0 Ak,
SRR TR E 72132 DAL A ORI T AREEPET 0 e RS
LIRIND, ) & VRY — L iR URY — LFEEEILZE OMEE (RBTIEIZ 30 )T
URY = LB PREND, ) ERIRE L TELHDEN),

AIIE BTSN D Y6 EENHR AW L3, KENED ek z &
TR EVARY — DE ke A 9 IR E R &2 1R 5 L CTERL 728z ),
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[0089]

[0090]

[0091]

[0092]

[0093]

[0094]

VAR — 2 VIR — BFUBMETZ 132 ORLGHE, AadiiR, AR £ 137

OFLEE, BETHIUTEE R ILALEONAF TIRE T 52E13TED, AT
NODONEFFE, 1) URY — LB AR S 2R EG U CREHZ I 28T, 2
YUIRY — LGB AR L2 IR A LT 51C, B A R DI85, 3) Ak
Z AR R R LT 42 12U — BB RN DR CHDIEL03, ZAUbIZ iR E
SR, IR RS | URY — AR HEFF SO AR FF T 2IRY . E D9 72E
FECIRA SN Th, VARY — ADMELET DR CKIATE T V3 A& AR )R —
LT HZENTELDED  AFEINTERL T HZENTELNLTH D, KWK
R Z R T A A RE O SEAITIE, IBATRIL, pHE~10D®HiPHAN T %
LV,

FebH | AR TIL, URY — LB HEFF | b2 tr 3 D IRVT-A 2V &
HESND,

PERITHGE S LD 2B L ERS | KR P CHRIBIED A4Sk O AT FF
PSRRI G T0) 13, RS &3 AT T F SRR IR G W% KV C R IR 5%
B TV VVEOFEE L TR T 2 MB350 | AL TIX IRE R o528
N, INODOFNNZB R T HIEDTED, T/VAMEDLEERL~LE LT, T2k
212, 80mgY AT FT L Rl A Aml D TAPS(pHS AN VMR35 % | INNaOHAYKI3
50 u NALFZFH T HZENTED,

AFEOBE BT, ZOREGWE . VR — SRR Rt 2 TR T
BT, 7212, BRVARY — DOMEAET DI Tk B SR DI R T 2 M 03K
ORI T D2 212ED | AFEHOT L AASERENE T 2UR Y — A0 ERLE
NG5, ZOIREWIL, pHO6~10DFPHNIZHD S Z T HTI, 728700 thEf)
ITOPHTHIUL, VR —LE T HZEB IO E TR — LR 52 &
DIARE THLHDND THD,

AP C IV T SN D5E . HEETVASY — LB RHERF S 21X, U —
LSS D, BEO FIIRVRY — AR SNATZ DD G50,

AHIECBWTEHEN LS G HEETVRY — 23 BT D1 Sk eid, 2ok
B (B 2L IRETH) HCURY — BBERL T HID DEEE WD, VR — 503
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[0095]

[0096]

[0097]

[0098]

e D4R, BIAIE SEIEA M IRANE I 7228 SRS M — B iE
THZEHETHVED, SHITHELIX, VRY — LT D50, ZORG W%
G353 - H500~300, 000 (4FELLiE, 10, 000) THRAMEBIZHET 2L THY
%5,

AP C I W T SN D5 G . HEETVAY — A HERF SND 1 - 81T, 2
BAW (20T IRAVIR) T TURY — AR S LD T2 DEAEE N, VIR —
DDHERFSIUDRMIE, B, Bl SN2 L2 B ER D, VAR — A,
pH6. OLL FIZZd MR S vy, SmiEERIZIIN T o BN 54 | #ERE
SR, BT WL R 7 DICEVEEND & | HERFS L2, EHR60°CLA
RIZR5EENLOTHERF SNV W, ST IZCl—, Br—, I—, SCN—, CN—%
TR I (7T =0 M) BNE END L KIEE AR OIRIE CIF/EL 72
WD, FEEREMAL TS, (T 2R ONTN DOEZ LA TOERHLT 52
LD, ZNHEBETHILEINTED,

AMIEIZ BTSN D56 TSRO AT DD KB EDIRTE
THLFRM1EE, ZDOIREY T THEHHIRDIE S DD KEEDRIBE 72 D5
), BlZIE, ZOXDREAFEL TR IRGHRE  FGEERIERL T D5 K
W CHHAA L 2T RO DGAF TITB<ZEE2),

APEIC I W SN D5 . HEETTERCT DM KR Th oA A 28
RN BT OB T T AR KM TR AR DA A & ST
BERNZEERND, AT DI DK THDOAA A, BLZIE, Ak (
Cl ). R4 Br ), aufkAA4 (1 ), TATTUAA L (SCN ) v 7
AAFL (CN ) FETHED, ZOWHIE, AT DM HKEE Th oA A
A EIRUN, B ATEELTH AR R KRR 2 TE R T DIFE G AT
P AN

ARIFEIZ B W TR SN HEOKEER A RS DA A % T I
EER LT KM A TR L7 R O IE CHA A % 5 A D&%
9o BIZIE, MM 2T AR DA A Db A A2 (CLT) Thiuit, i
JEIE RN TR T DI EE DL T O IE (0~ 4AmMER ) ThH 2 5, HEKE M
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[0099]
[0100]

[0101]

[0102]

WA AT
HIEIL, LN OLO 7 TRAZ ST 55 IEICEY | FEBRIICIRESNAGD:

1) 7R ARG T /KR (6mM) 2892 T ;

2) T2 DY THEAR B AT AT DA T % 3 R (R EE0~200mM)
w9 TR

3) 2) TRROHKEMIEZ R USDAA & Lol 1) TROT VU A4
SERZ B Lo KBRS GEA A SRS A TR E CIRINT 2 L B L O

A) FAA B TR RN U T 805 | MKV ESR 2 T RS DI 2
5T,

KBNS 2 TR LR R LT, o MEIZ DWW TH RIFRISE R SND,

AHIE IV TEH SIS S A FHEEDREEE L &, KIS T DI E ), A
FOT L AN EY AR Y — LD HIRIZ VIR Y — AMINEEND T
RV AR, A ELE, HOKEMETH D, AIEICB W TSNS S
HEETHEEREME ] &3, AKITET20 D0 AZE AL TRTIRVEB 2,

A EAT I T — BRI ) &1, AKEEIET 0 s, 2D FeiE R o
BRI O E GRS D120 DRI Z D,

AFEIA D RIE S PEITIBUNT, SRR, £ OREEIR Y C SRR D K
YES 2R AR DA A 23 EROEOPMEHSNAGD, ZOH—FEmIRIL, TERLT
DI EARENETHOHAA L 2T FRD B ATEEL T OB R EE KRGV %
TERLT DIEE G A TUVRITIUT I, TERLT DD AR ThHHA A L1, Bl %
I, HAEAA T (CL) , BAb A4 (Br ), G4 (1), FAT T lA
AU (SCN ) T UAAAL (CN ) FTHORD, ZOH —HEiiL, B,
N—RJZ (ERad AF L) —3— 737 /80 ZVR R EA (pHS. 4) | R
fEE A (pHB. 5) , Vg Al (pHS. 0), 2—[4— (2—kRrF o oF/l) —1—
BRG] H L AVIR R (HEPES) #E & A (pH7. 2), FJA(BRESfY) 73/
ABARMEH . 3— (N—F/LRY ) P18 Z)VR AR EA, N— R R (R ass
AT N) 1 =2—=T )T Z L RVIRREEEA N—2—ERnd mF e <7
—N’ =2 Z L A)VRCTRREE A N— M)A (ER 23 3 AF L) AF /L —2—ERrd
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[0103]

[0104]

[0105]

V=3 TN RVR R E A, BTV —N, N —E A (2—kERrdy
TR VIRV EE) FEEAl N— 22—y T e’ oo — N —2—bRas
TN = 3= TR RV AR A (BERBXR D AT VAT LT VL)
FEEAL N, N—EX(2—EeRafk o) FUUARE AL 2— (S 7a~FIoL73
) B AR BEREE A, 3—N— S 7a~F I 7)) —2—bRads 7/ A
JVIREARTEA, 83— T VTR TN RV WA AN Lo R 1
WM SNAFD, AFELIE, BRI L, N— A (ER s A5 L) —3—7
LT RN AIVIR AR A (A EL <UL, pHS. 4) 25 AR THV1FD,

AR I T B RGSIR ) S1E, AKEPET 0 PSR % 5 — iR iR
PR TR 72 | KIS A@ bRz & iR ), Rads s, slad
VAT TT U THIUE, 15mM~300mM VAR OFIPHE IS AT
T RHRAR (57 1 5:353) Z SLHEL U CHRiPHAZ B E D8N TED, 2D I 7K
PED BeE A 5 RIRIL, Uik BV TARTHY, £ L TR I8
F UM OEM IR NLBELELIRN, 6T, ZOXIRERIEROFRIT, 4 ¥
HOBAHFHNTDHD,

AP BTSN DG E . FGETKEMED BedEE 5 Dotk 1 &1, K
B OIRRE T BB E 3 Dol Tloau XV, ZOKE D A8k E 5 4
%, pH6~10 (AFELIE, 8. 4) DFEIPAPICIEI SIVRFD, ZOKENED A 4255
R G RUSIIE, TER T DD K THDOAA L 23 ER VB THV1G0,

AFEINZI N TSN DRENED Be 85 IRE 5 LlikiE ., Bl 21X, N—RA(
ERTFS AT L) —3—T )7 1 RV R ETA (DHS. 4) | IRIEEEEA (pH
8. 5) . VAl (pHS. 0), 2—[4— (2—ERRF T F/L) -1 —EXTFTV=L
& Z)VR A (HEPES) B A (pH7. 2) | RIA(ERES) 73 AZ FRETAl
3= (N—E/LRY ) T/ 2RV ERRE Al N— R A (ERaf T AT L) 1—2
— T ZIVIRRGEE Al N—2—bRad s o LR —N’ — 204
Y ANVTRAEREE A, N— RN X (BRRF AT L) AF )L —2—kRkndy —3—73/
TRV BREEA], BTV —N, N' —E A (2—bRnd s AL

RO BBEA N—2—ERRF L o F AR5 — N —2—bRadi sy
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[0106]

[0107]

— 33— TR RIVIRRAEE A, R A (BER RS AT VAT L) ) fE Al N
, N—E A (2—bRn% T L) V) AREAlL 2— (S /m~FL 7)) i
ZJVIRBERREA], 3—N—3 Z0A~F I LTI ) —2— bRk /U A LR
FEMEAI, 83— /a~F I VTS 1R RV IRABREE A G AR D, AFELL
X, RO A4 E & DRIRIE, N—RA (ERef T AT L) —3—-73)7'1
PRIV R TARTE A (PHS. 4) 25 455, T EEEAEIR 1 F 2 UkEo A
PR EH TR T BRSO A & A TUOTh I, 28 7en VAR —
LPFET DIERUC, 7 AS a2 KEHEORRBIZIR D& TE UL LN
METHD, ZOII7AREANL, pHE~TOITREREZ AL, AesiikSR otz A
TDREAA L G A TORITFIUT, VAR — DB HERF L KM SR e %
ZENTED,

APEIC BT EN D6 HEETEE RN &1%, VAR — LB HGEE
AT ONEE ORI THY, ViR — DZ BT HHAFI L 72 & &R Y — L% )
AT DN E DGR LT B O Z), BURIETERE L TWD5E1E, TIEE RS
W EBV), Fi2, IRE AR CIAEMEL COBEAITIE, TIRERIE LB, JAF%
IR IR BT IR E IR B0 O ME LD,

Z DI NVRY — LB RheE A 9 DN - ORREHE | ORLRIE, LT OB 0L
12, MEH T, ZOMRE B HIRDDZENTE, ZORPHSHMEI IR ETHZEN
TED, ZOHINILLFDEBY THLD  ARFEINT I T FH ENAFONE B R HE X
U — AOAFRNZ IO DRI I E RIS NS D, VAR — Lo Eil
RN WBNDIRE ELTIL, Bl L, AT 7T Lal)y ab A7 o— L
LERET HND, VY — AOERIZ B W TR SIS IEE LT, 7R
AT TN EH )=V T I o TVF VR, A=V NI L BT IR AT =
—h RARTFF VNN TRAT TV NA ) I DIRAT T ) —
Jb, ANTHAVE L AVRFLVRI T VRIR A TNV TIRIR T
IV RYRER T HNLHD, ZBIZIRES IRV, I ELIL, AFEBIC
BOWTHEASNSDIERIRERKIL, LT OO TH5
RAT 7Fal:0~50mM
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[0108]

[0109]

[0110]

AT 7F NI F )—)L T :0~3. 3mM
AL AF—/L:0~26. 1mM

T VATR:0~9. 3mM

2— LS )T 4 0~108. 9mM
TEBFIVIRAT = —F:0~3. 29mM,

ZOVRY — LB E AT ONEE OBREBIRIL, B—1D) R —AEFCHOIEE %
AZ )= b 7 gV L G ELE, 1D ICERB L TIREFRL | iAle L2k z
ARIESE | L E B RS E A 2 LIZLOAR B A 155 TR B—il) il E i
\ 5B REETHR (RRBREENR) ITIREB 772 LREAIC - TIERENASD, ZONR B IREIK
I E PSS T TH R, ZORRERESKIT, IFEEL T, U7 LI ALIRA
TyFonaly ab A ra—)b o TVAUR VBT IVIRAT 2—h VLA
WIRAT 7T VNS )— VT I B — VRN D 5% (4 FLLIE, 35:40:1
5:5:5:167DF /L) TEHBGH, ATTIETIBNT, KT I A@iiiiz s
VIR SR E IR 1T, 1:9~9: TOHIPHN (AFELIE, 7:3) D TIRA S
Do

ARBIHIE IV T 38 AR 1B ) &3, NE R R HE 2 Vs i3 5723 ORI A D
o ZODE AR, ARBIRIEIC I T TRRBHR I ) &H 1),

ARFE DRGE JEIZIUNT, 5 AREHR T, £ OREEHR T A SR B RS
VES 2 TG DA %0 IS DODME I SNATD, ZORREBFERERIL, TR
DI EARENETHOHAA L 2T FRD B ATEEL T OB R EE KRGV %
JER T DIZE G A TUVRIT UL, TER T DU KA TH LA i, B2
i, b4 (CU) | BeAr (Br ), G4 (1), T4 7 A
AU (SCN ) T UAEAAL (CN ) FTHORD, ZOH i, filid,
N—RJZ (ERad AF L) —3— 737 /80 ZVR R EA (pHS. 4) | R
FEfEAl (pHS. 5) ., VR Al (pHS. 0), 2—[4— (2—kRr¥FL=F /L) —1—
BRG] H L AVIR R (HEPES) #E & A (pH7. 2), FJA(BRESfY) 73/
ABARMEH . 3— (N—F/LRY ) P18 Z)VR AR EA, N— R R (R ass

AT NN —2—T I ) EH L AV IREEE Rl N—2—bRofs o Lo
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[0111]

[0112]

[0113]

[0114]

[0115]

=N’ =2 A)VIREAREA, N— M A (ER @33 AT L) AT /L — 22—k
V=3 TN RVR R E A, BTV —N, N —E A (2—kERrdy
TR VIRV EE) FEEAl N— 22—y T e’ oo — N —2—bRas
TN = 3= TR RV AR A (BERBXR D AT VAT LT VL)
FEEAL N, N—EX(2—EeRafk o) FUUARE AL 2— (S 7a~FIoL73
) B AR BEREE A, 3—N— S 7a~F I 7)) —2—bRads 7/ A
JVIREARTEA, 83— T VTR TN RV WA AN Lo R 1
WOMEN ST, AP FELIE, BB—REEHRIL N— M)A (ER ¥ AT L) —3—7
LT RN AIVIR AR A (A EL <UL, pHS. 4) 25 AR THV1FD,

(5 AR ) T L RBARENE ) 13, EREDASAORRE A% 5 A TOTh I, 72
WIRD, VR — ABRFET BREALT, 7o 0 AR E Kt R RIR D2 &
INTEIURIDSTH D, ZOIDARE AL, pHE~ 10T EREZ AL, A
REREAEEZE T DAL 25 A TORITIIE, VR — 22 HERF L KIEE A4
SEREHERF T DL TED,

ABIEIZ RN T, B AR &5 ARl s, MU THh->THEWL, 5
DL TH>THEWY, b ZNHOREE L, VAR — LM ET DR TH
SR KO RREIZIR D2 E N TE DI RBEI THVS 2 31U, EDLH77
HDOTH>THIWNSTHD,

AMIEFEI BTSN DS G . T A SSHAD TR DD MR E TH
HAA L BB LR OME T 1 &1, RO T DR HK B Ch oA
PSS HARDEREE FICk<Z&zv ),

HFEUNWEIZIEIZBW T, [ A RO T 28K E M Cho A4 25
VR OAFAE T 11, kA4 (C1) OIFAE T THIF5,

ABLEFEIZIB T, AR AT DS AR EE TH LA (B2 1,
HWALMAA L (CU L, FlZIE, N—RA(ERaFL AT /L) —3— T 13 A&
IV BEAEETHE (pHI8. 4) | IKEEFEE (pI18. 5) ., PBS (pHS. 0) £/2/ZHEPES
FEMEUE (pH7. 2), NJA(BREFL) 7 AZ AREWR, 3— (N—E/LRY /) 723
¥ AIVIRABERRER . N— A (BR X AT V) 1 —2— T ) AR R
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[0116]

[0117]

[0118]

g, N—2—ERmd T e X5V — N — 207 L 2L iR AR . N— b
VA (R AT L) AT )L —2— Ry —3— 73 )7 a0 A LR AR
BTV =N, N —ER(2—eRa$i 7 a/ U ZURVTE) fEER, N—2—ktRu
FUETLENRTVL =N —2—bRaFy Sy —3— U LR R
. FUA(ERaF T AT VAT VTV ) fRER . N, N—E A (2—ERp¥F oL
) VAR, 2— (37 a~F I VTR ) X AR BRI 3—N— 2
BAFI LTI ) — 22— bRE L S VIR TR R . 3— 3 /R AaF LTS
)R AR FERR TR\ ZDHRAE S NAG DY ZBITIRES LR, 7287
5. pHO6~10IAEEREZ A L. NaSRSRE AR T DA A %25 A TUVlT
IR, VIR — D HERFL . AKEE AR ZHERF T 028 TELILTHD, — K
HY7R AR ORI JORHED TR, MR IR W TARITHY , £ L TET
7R SRS LUV R B DB TR L Db B L L7, 16T, HRET 57 H
BEEROEREIES . FRCpH, RIS G G004 FaBREL T, MHELIL
. HeEE AR B E O TERLT DA % 5 e AR a1 B, IR HZ &
T&ED,

ASFEITINT, AL A4 (CL ) I, NaCl, HCL, CaCl IZE0if&ENnAS2
S, ZIBIZIRESHR D, AFELIE, kA4 (C1 ) 1E, NaCliZkvigfitsh
4D,

HELWERBZREIZB T, AU T LAY — Ak, o7 UA TR PEIEE
FIANIRAT 7T VNIV — e FE CEIUC T FRREDN B — 555 &
L ARAFRAPEE (B AE, PUR BEEL Vo T MR LT 2 — U
VR T T B —  BURRRE) B ASE AR ARETHD,

A BV TSN D6 HRETERROFR PR ) &3, ie (RRic,
%) 2 R A FER T DH D& ) RTINSV TR SN TR FR In I | &
LT, Uil B8, Voo iR, L e 77— TR T A~ — | Bk
FEDRFIT NG, ZHHIZRESNDHO TITAR Y, 208725 AR DY
X, ViR — D2 2 L7 VY — ATAERFR P2 5972 1978 0 Th
ML ROBTHD, MEE L, EMICHOE T, VAR — LI & ST OIEM TS
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[0119]

[0120]

IVERV B 200 B PR E T D 2 &N TED, WU AUGAIZ WDt E> T, HHd
DY E VR — MR EIEM T DR TED,

AMIEFEIZ BTSN DG EETHUAR LT, SR THLRICE ST
BRSBTS A AT T D50 7 a7 ) 4y 10D, ik, Bl

(CEDAEPES IV, MR, R ITAEAE T D, PURIT, PUR SRR RANCSIG T 280
Rt A9, HUkiE, HURO B RICIDH O REL TTIH R BARITAFHET D

BHHVIFDH, FARNTIZ, PURD 53 FHEE A 2R DR E B ENOE S

D05, AR, ZER HEERELTHAELSD, ZRHEL T, flAIE IgA | Ig
E. IgM, IgGENZITHNDD, ZIHIZRES IR0,

AR IS VTR 213, BALEE (BRI KO 7232 OFFER) 251214
Eiife o TTEIALE WD, HALRER 2D LL Bl B354 1%, 45 2 OBALRE ]
oML, 7V R LA G I Lo T AT 5, ZOX)7PE#{E L TiX
R ERTICEESNDS SR (U v a— A HFI IR v ) — A T a—
A F VI —AN=TBF NI NapI N=TvFNATIMI | T VR
5NTENL DS R LOFHEM) Ofth, HfESN=2 0 Fiz I8, 7T
FIVI VATV BB R E DA 700 R ETI TR E S
AT HEBH R ETRFPHAR S O DI E T HNADBENBITRES W, LTedi> T, AW
MAE Tl RS, T2 CRUA Y UR) I, DREFE L TERKAb# ) & B4 T RE L6 ]
SNAED, Eiz R E KU WEE | AR I T ORI, B8 3 L O
H o AW E O 205§ 528005, REMITIE, K203 HEE (71—
A HFGIN—R w2 )= A, TaA—RA Fa—A N—TEF s Lathi N—
TYFNATINI | TR NZE L OEA R B L OFERR L) 2381k
(2T ST VE T, RO D Z SR NN D, BB ORL
FNT Lo THEREAN B0 | B MBI B 3 v L QT AR e R DA
DEARIEEOREH N HHE TSN TEY, 512, AMRIZRWCTa S 135k
TR D EE 2 B CD, MR T o5 1 - MR R & 7 B
B SR TR T B RBSRE IC IR L COBE RO TOD I, FD AN = A LI
RIF DR DI, B, 72 VIR 3D E L THAED T A7 A
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[0121]

[0122]

[0123]

[0124]

[0125]

[0126]

[0127]

TUATHEA ST, &0, MlFERRICIBIT VAR (1) ELTORE
BHOBRE SN S I, £ DS BEREA BB FE ~DIS MRS TS,

AR E BT IR E 720 TR | 21 E, D 7B 1D DOKEE IR L OVD 7 X3,
12DOT TR EET T e Gt RVEReF U 7L T eRE IR e R X
RN, FEH O AL AR D, ABIE IV TE I SN D56 b
TFE R EL N FFE AR, APIEICB TS
PAUAY " SN NV ROVt b O 12 = b O IR Y O M 0 9D S i L = b ol N o2 2 P AL
BEEIRERELD L& T BEHA T D1 DD HALE VY, 22T n=2, 3, 4,
5.6.7,8, 9BLTI0THLLDZ, ENENT A —A, NA—X Thz—A ~
VA AF YA AT IR AT R ) ARBE T a— R 80, — R
HAZAM T La— L OT VT EREZ T FATH Y T506H0 T, Al E2T VR —X,
%HEr b= ALY, REIFATIE, WTROEROLOTHEFHEINSS,

AFEINT BV TR R D720 T DA B LOWEHRT, W om4
EZHED, PIZIE, B —D—HT77h—A
(18]

B-D-Galactose

HO

OH
o
HO CH

OH
I, Gal;
N—7EF /N —aq—D—HFI7 I
(k9]

N-Acetyl-u-D-galactosamine

HO OH
o)
AcNH
OH
1%, GalNAc;
a—D—<r /—R&

[fk10]
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[0128]

[0129]

[0130]

[0131]

[0132]

[0133]

[0134]

[0135]

«-D-Mannose

I3, Man;
B —D—7//a—XA&
[{k11]

p-D-Glucose

OH
HO ©
HO OH

OH

1%, Glc;
N—7%tF /L —3—D— a3
[fk12]

N-Acetyl-p-D-glucesamine

OH

HO Q
HO OH
AcNH
1%, GlcNAc;

o —L—"Ta—XA

[fk13]

w-L-Fucose

(]
ﬁ\fo”
HO

HO

%, Fuc;
o —N—=T VBT IV AT
[{k14]

PCT/JP2007/073727
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[0136]

[0137]

[0138]

[0139]

[0140]

[0141]

a-N-Acetyl neuraminic acid

HO OH

COH
"""" OH
HOYAcN O

HO

1%, NeubAc;
73RN
[fk15]

Ceramide

HN (CHa}1CH;

HO . CH,,CH
\/\‘/\/( 2)12CH3

OH
1%, Cer;

L—tV

CH_(OH) CH(COOH)NH_

I, SerlcEVFET, 7285, CerlTlH BRI HAINDD, A ETIL, iz
FERL T DR D —FEDEFRITH ADTZENBRHT S K LRV IRY L LT, F7z,
Ser|Til 7 I/ BRIZ /3 FAS DD AP Tl B AR DO — oD iE
FTATHADZLEDDRHTE K LIRNIRY FEEL TR, BRRD25D7 /~—1d, o B
FOBITInFRT, R LOHAIZID, aF/oidblR TR D5, 16> T, AP
EIZBWT, aka, BEblt, 7/~ —RGRUITOW TR B ATREIZ B S hua,

ARIFEIZIBNC, BTV h—RE T ATE ORI E G5, REMITIT B —D
—HTIF—=ATHY, FRTE K LWL, B —D—A 77 —2ZfETbonsl
THEHEND,

AR T, T BT UHTI MR LT AR O BAEARE 928, REW
WZIEN =7 F /b — o —D—HF7MFITHY, FrZE K LRNEEITIE N—T
TN —a —D—HIFI7MIERETLOLELTHHESNS,

ARIHEICRN T, w2/ — A RO REREH 428, REMIE e —D—
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IVIRAT 2=, VNIRRT 7TV VS )— LTI BL O a— L gF Ny
L%, 35:40:15:5:5: 167DF/N I TE 55,

1 ODOEFEEREIZIBNT, AFIADOT L AR E NI HURY — A%, F2
HHE I 2 SHITE 2455, ATRCARROFE - &L, B2, Bk, b
. LT IR, LT 2 — IR T — B RO (A ELE
CHURBESD 3T HND0, ZRBIZIRESIR W, 28 e b B2 45 A%
WHZEIZES T, HODLWEZ VR — LEREINMEM T DZEN TEDLNLTHD

s}

ZZTOABEHOT I AeiE R E N HURY — L, Bl o (REET7E) 12
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[0241]

[0242]

[0243]

[0244]

[0245]

[0246]

[0247]

LS NDITERE O RERME S NASD,

(RHLA4)

12D AN IBUNT AT, DA ET TS 2 ALE T 5720 ORI % fe ik
T 5, WAL, TR T AT LT LI AR ENE T DURY — 2E G
Iy TRUARY — W, KEEME T R AR RIE RS U — AR e RS LT Y
R — B RHERF SR ICET D2 LI Lo TR D ZE N TED,

MO IBNT, ARFEINL, DS A VTG Z B T 5720 O 2t it
Bo ZORMBEMINE, TR T AT AT I Aeb RN T AR — b B
RRVIRY = IR RET R AR AR, BT 1mglRE 57200, 3, 0. 4, 0. 5
L0.6,0.7,0.8,0.9,1.0,2.0,3.0,4.0,5.0,6.0,7.0,8.0,9.0, 1
0.0,11.0,12.0,13.0,14.0,15.0. 16. 0, 17. 0, 18. 0, 19. 0, 20. 0%
DUVNEL AFELLIE, 9 g, 17 gk ETHENSGDLLUL ETEHENSTD,

BOSEEIZEBNT AR, 7o o756 757030 A4ikn w1
mgU U NEEHTZN10 pghh L 20 pgbh 2, 30 gl 12, 40 1 gbh B, 50 1 gbh ||
60 gl b, 70 gl =, 80 ngbh b, 90 gl 1=, 100w gbh =, 150 p ghh || 2
00 1 gbh b, 300 u gl ETEHEFNAED, T A RENUT DR — LD
R Z AT D,

BIDJFHEIZIBNT, AFINL, ToEt=T2 /T 57 AEsiRin, flzix, Y
R —21mlBH7=039 g,/ /ml, 40 u g/ ml, 501 g,/ ml, 60 g/ ml, 70 g/ m
1,80 g/ mlll I, 90 n g/ ml, 100 1 g/ mlITEHENSGD, T Aeblihs
WAL BUR Y — B DR R ZAR T2,

BOREIZBNT, AT, ToE=T 200730 AR, 2,V
R — UM B7201X 10 Cpgbl b 2X10 P p gl b 3X10 " u gl b, 4%
10 gbh B 5X10 " p gl k, 1077 p gl ECHEENGD, T[4k
AT AUE Y — AOF R AR T 5,

1 ODFERZIRIZINT, AT DN BN T SAFDURY — LTI,
T ABEIRIE, 2007 RS T ER LD,

BDOFRIZREIZ I T, A OBV TR ENAGLUARY — LT,
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[0248]

[0249]

ARE 72 ASEERIL, cis— V70V 7mm A4 (D) OKEMHERE THiT5,
MDOFERIZREIZ I T, AFEBI O IV TSNS LUARY — LTI,

ARL T V22 AEEEIRI, cis— Y7 v7em A4 (1) THiEs,
MDOFEREIZREIZ I T, AFEBIOF I I W TR FHENG5T I H4e iR

ZWNOT BV — 2 BEEEL T, DA IARAT 7 F LAl alb A5

ANSS

— )b T VAVR VBT IIRAT 2—k V7V VIR AT 7T UV H ) — )L
TV, A=W N LI — LR NID L DTN T3 ART TN )=V
=RV TVRV8G, VIVARA NIRRT 7T oal) s AT T A )VRAT 7T
Ay A VFANIRAT T al)s DIVARIVRAT T Y
ISR ART 7 F VNN VAT T AAVRAT 7 F ) DALV A
RAT7F VNN DIV ANIVIRAT 7F VA ) =) V2V RAJVIRAT
FTNA ) NI AT T RAINVIRAT 7T A v A VA A IVIRAT
TFNAIT I DIV AR VIRAT 7 UV )= VT VAT T A
AT 7 FVNTE )= VT A VFANIRART 7 F VNS ) — LTI V3
ANANTRAT 7T SN RA NIRRT 7TV N AT T A JVIRAT 7
DN AV AINRAT 7 F R, TNV ETIR S at v e IIN, T
ML ETIR RATZF TR, VR R, GM1(Gal 81, 3GalNAc 8 1, 4 (NeuA
a2, 3)Gal 1, 4Glc 1, 1’ Cer), B> 7 VAT RGD1la, 74T RGD1b,
VAR NIRRT 7T TV a—)L NN IVIRAT 7T ) Ea— v
VAT T OANKRAT TN ern— )L A VA A NIRRT T —
IWEEZRD BAFDHI ZRDIZIRESNRN, AFELIE, D7V IVIRAT 7 F U0
aYy, abRATFa—)b BT VAUR DT INRAT z—h, VLIV AT 7
FINTEZ )= )VT I A=) TN L DTN T R T 7 TN )=V T
=RV 8G, VNI RIVIRAT T val) s LI RA VIR AT 7T
DNTVNER— L THIEDL, I8 eh, FRRUANOIREA O SZIAR Y — LT
HoTh, VRV — L Zcis— V7o vr7ru 44 (1D BEO Ei2i3F O KM
EREZ B FEDHIENTE, o, TNLZEURY — LHPITHE O THELZENTEL LD
PR B X0 SN TR LV DD TH D,
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[0250]

[0251]

[0252]

[0253]

1ODOFERIZREIZINT, AT DA I THH S AT UARY — L0, 15
HHE I 2 SHITE 2455, ATRCARROFE - &L, B2, Bk, b
B LT IR LT Y — UH R T A — B L0 (i ELE
UK, BESH) 23T HNDDY, ZRBIZIRESR W, 2280 h | RS I BE
CURY = DR 52 L7 VR — ATREFR R E A 53 2 578 o Thiu
£, Kb THD, HIAREUGEAE WD ZEC LT, HOLOLIMEZIRY — Ll
RIEMTHIENTED, YEFIT ERIZHOE T, URY — AT SE LR
HOFR IR E 2 E, RETH LN TED,

2T ARFEAOMBII BN TS 7 U AR Z N3 DU Y
— A%, Fakoo (LS 5 E) BE O (T3 ASMRE N DURY — L) ICRE#S
NATEOERENE S nAG2,

AFEA DAL, MBS U T, W72 MR E T I RIS 45 T RE e
YUT %8 A5, R T MR T IR R AT RE AR X U T E LTI, B
FEAVAN, PRATA, A& R, SOt TR MR, APBUAL, FAbA, BRI LA B, 7
(T BRI AREA], DSEE e VB L O FIRIE BN TV a S MREIT O
HIREAVHITIRIES IR, AREANTIET, AFA DAL, 7 Ak, 3
JOMBENIECTD BRI % D 7a<Eb 1 DDAEPINTZ A e/ v U7,
BIEANE I ATRAN L LI G AL O RE TR 5-SnD, Bl2IR, e e
S, BV R, ARBYEIR . FIE N TIE IR THO R, oz,
AR LD 72D ORI — AN SN OMOME M T 5 LA AT RE
TH D,

AREE T SN2 F alREe v 7 B A E/ X 2 AL, i EL<E
UM UTHERMETHY  E LT ELE, SN A 3R B LOYR
FEIZBWTAEETHY A EU<E, Bl VB, 7o e E7- 13 ftho A7
PRI, 7 AL E R, o — AT =i — )L Ry - BN ST TR Z oS (B A
X, MIE7 VT BT E R RE T ) ) BUKIERY v — (B2 1E, R
AR aIRY) T (BIZNE, TV TNEI T ANRTI | TIILF = E
IV By BRI RB I OO R AL (T va—R <2 )—A
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[0254]

[0255]

[0256]

[0257]

FIXTHANL) s F L —Ml (Bl 21X, EDTA) 7 v —L (Bl i, <> =h—
WETTI NE =)L) S HOE RO A (B2 T RID L) 72BN/ DU MEFE
AF AR ETEALA (B2 1E, Tween, 7 /b=y (pluronic) F/213R) =T 1
> 73—V (PEG)) R EREETFHND,

B ROWE Y% v )7 ELTE, PR E VAR EIEK E3mig 7 L7
BAE SN ALK T OND, I ELIL, ZOAMIX, 56 U728 A (1]
ZIE, A7 a—R) O CHGE A L LT S, ORERER 2%+ )T | i
A L OREAN LT IS U TE NG5, fthOFIRIZMEEAIE, pHAY7. O
—8. 5O TriskEE A EI-1LpHAI4. 0—5. BOFFEEFEEAZ G A, 2T, SHIC
AU R % T EC RS I AN A e X = Y

LU DR D—RRA7ZFR A2 R 3, 7ede | BYEHAE) | 1 3E50
S, AR PESEALRA . B AR 36 L OMERESL AR ST DU TH A O FHRE
IZEDRGE T HZENTELZLITHEEINIZN,

AT DR E 1% FAHNTZ AR PR F v ) 7 L ENTS U TREA L, BilZ
(L HERAL A, EHRAL AT L — A OWCIRELAI L U O AR 5775
ZEMTED, PN AR W RER X v ) 7 OB LTk, IR A, MR AL &S A,
RS, RRdge PR A R A IR T A, VAl A B, R b
L EEARALA AR, MR LA SR NG, F, BRENTISU T, B AL Pk
fbAlL & AR, HRAIEORATRMMZ WD Z e TED, £z, AFPIOMEA)
I ST UNNARK, NGB E SN OB Z/ G586 TR T D, R D
BHARRIEE LTI, BRI, IR, B T8 G, BENER G OREIEER 5 BN R -
ENEEG BTG B ER G 8 SRR T O NARENLICIRES R, 4
FiGsnsHbE KBENZBWTHEHSNDEKT, BEWMEZ T E20, KFEH)
(A ATREZ KSR DTERE T H 1G5, £ D L) 72 3N 75 v REZo /LA DO F
BUZDOUNT, pH, SEsRE, ZEM/AR L EB T D0, Y EE OBAFFPHN TS
Do

WK IAN I 1 DIERI O a7l e U Clk, WA, 7 va—, a7
a—)b, wrrd—)L IHBLOMN Era lERmE T LD,
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[0258]

[0259]

[0260]

[0261]

[0262]

[0263]

[0264]

[0265]

WK BANT 36 T DA B A O af e Bl L LTl RV F Loy a—L, 7 ae
Lo Z)a—) D—<rmb—b ZREFEHE VI 2H )— ) NIARTI AT
LAVART = b NEZ )= T RIET D LB L O AR T R D L)
ETONLPENSIREENR,

WORBANZ I 1 DREE LAl DA 72 51 & LT, Bl IE, A7 7YV =7 ) —)L
T TUVERIET NI L TOVNT )T A g LT LS
=L SR BN A S RT TV EO R miE A, F A, R
Ve =7 va— b R = LE R R VR F VAT LB — A F N L A
FI)LEa—A eRad AT L)ln—A bRod oI l/ln—A BRaf%y
TF LA m—R EREF L Rt L L m— RSO AN E S FER RTINS

WOARILAN 1 DF RV AN O B & LT, Ak T Mo A 70V D—
VP VERFETONDLDBENOITIRES R,

WORBLANZ 31 AR Al O aFwEa Bl & LT, Vo B, BEReE ., IR B KOV
TURMLE BT ONLDBENBIZIRESNRV,

BRBANZ 3 1 DI LA D a7 il LT, o7 va—u by
Poazmy ABLOHEIE 7 0l A FRET ONLDBLNLITRESNR,

WK AN 33T DBEE A O AR Bl E LT, AT AF ZRERBT ATV, 7
aRT Ay )= NRVNT I 2— T 2 )L T LT v a—) T ERaEEEE
YIVE AR ZET HNDLDBENOITIRESILRV,

WORBANT 31T DB A DA 72 & LTl BRI, 7 AL, o —
a7 2 — LB IOV AT A FIRET ONLPE NBITIRES R,

AN S LTI 2B, HEAIS L ORI A& B S AL, DD ik E7- 14
O HEDIZD DUEIEBALIZIB T DI PEL F IR THHZENAFELV Y, WH, ZAbik
PR 7 L7 — R D 50 B A OB S EIT N 22812 L TR
T 5, SHIZZNHDONPR | WL O TEICIVEIE E L E AT 8w
IR ETVTHE B O VRS AR (ERRY R A L KK AAFRRIEK . 7 RO i KBk
VBV EIZE NG DIRA ) Z I THEW,
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[0266]

[0267]

[0268]

[0269]

[0270]

(T ATEHIDAARRIT, A& ERE PRArA, BB RS AL BB, 725
TN DFANZ 7 A TN TH L,

AFENTIB W TH SO E | ML E o =3, ] A RO, ek S it (Rl
HERRE) | SBRIR O REE, PR, BT Ml OB R E7- 1R OB
JEL T, YEEDEDITRETHZENTED, AFEI O H EE RIS LT
TS E BT B, e Gepl (RIDE, R Y | R IR AR, I H, 1
Bl BEAERE, B L OVRIRRSREZZ L T, YEBEDBRDITRIETHIENTED
o LU TR, BAIE, 0 — e Alc1ml (20X, DAEMIIZ1E— 1 Hi21E])
OEGRFETONDS, LAK — 17 HIZ1ElDO b2 | #Ea Je 3o 92823 £
L, ETH8IE BESNDXEOALNLEET L 8L DA Z 8o ThEE
THZENTED,

(i 7 1k)

12D JFENZ BT AL, DA FT TN WLE 5720 O )5 ka4
Do ZOFEIZ, A FI IS 2 AVE T DB OHLMFLENMNIZ , 5405 A E T2 1 E
B BT HDDIE N2 D, 7o 'nT 2 /957 30 Qe ENE T 2UR
V= LERGTHTREMNEL, 22T AR —LE, KEWT 0 Be bR
Bt U — BECRRE R RA LT VR Y — AR HER S o i a2 dic ko T
HZEWTED,

BIDRIENZ I NT, AL, DA FI TS E S 5720 O )7 ka5
o ZOFEIE DA EI TS 2 AVE - DB O SO ALENIC 5405 A ET I
B BT HDDIE N2 D, 7o 'nT 2 /957 30 Qe ENE T 2UR
V= LERGTHTREAE L, 22T IR — AT, BT I AR, il
ZIE, 1mgl§EH7290. 3,0.4,0.5,0.6,0.7,0.8,0.9,1.0,2.0,3.0,
4.0,5.0,6.0,7.0,8.0,9.0,10.0,11.0,12.0,13. 0, 14. 0, 15. 0.
16.0,17. 0, 18. 0, 19. 0, 20. 0HAVNE, 4FFLLIL, Qug, 17ughl ETEE
NG5,

MO RENZ BT RO FETHNONLEDIE, T E=T2HT D573
v EAGSERD, BT, 1mg B H7-010 n gbl b, 20 u gl B, 30 u gl |,
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[0271]

[0272]

[0273]

[0274]

[0275]

40 p gbh b, 50 pgbh b, 60 gbh I, 70 n gk b, 80 ngbh =, 90  gbh |, 100
pgbh B, 150 ughbh |, 200 n gbh |, 300 u gbh ETEHENFGD,

BOFEIZEBNT, ARPADO T IETHNGNDLEDIL, T =T 2/ 1573
¥ EAEERD, B2 IE, VAR — A 1mld7z039 n g,/ ml, 40 1 g/ ml, 50 n g/ ml
. 60ug/ml, 70ug/ml, 80 g/ mELE, 90 g, ml, 100 g/ mITEEN
2,

BIDJRHIZEB T, AFEHOFETHOLNLEDIE, ToE=T 2 THT 3
»AGEERDS, 2T, VA — A 187201 X 10 P p gl kL 2x10 gl b
L3X10 Pugbl bk ax10 Pugbl k. 5X10 Pugbl b 10 ugll L TEE
NS,

1 2OFEREIZREIZINT, RIS DOILE HVETIX, Rl T E=T 5267573
Y ASIEREZND T HVRY — LT, Bl BIRNE S RG-S, 5
AT G-, NGNS 5728 FELIE, BIRN ) I2XZ0 & 5-3h 55,

DO ERIEREIZ I T, ARFEHOALE HIETIE, AR 7 E=TE2HT57 03
VB A ENE T DURY — AE, 7o ek EEL T, 10~90mg/m D

PH (F121F, 10mg/m”, 15mg/m”, 20mg/m”, 25mg/m”, 30mg/m”, 35mg/
m”, 40mg/m°, 45mg/m”, 50mg/m”, 55mg/m’, 60mg/m”, 65mg/m”, 70m
g/m°, 76mg/m°, 80mg/m°, 85mg/m°, 90mg/m’LL " THY, 90mg/m’. 85m
g/m’, 80mg/m’, 75mg/m”, 70mg/m”, 65mg/m”, 60mg/m”, 55mg/m", 50
mg/m”, 45mg/m”, 40mg/m”, 35mg/m”, 30mg/m’, 256mg/m", 20mg/m”, 1
5mg/m°, 10mg/m” A F LR ORI D Al RE/RA A A | AFELLIE, 20~5
Omg/m D ETHG5-ING5, #lz212. 1H1[15~20mg/m°, 1 H1[H50~70
mg/m”, 1 H1[5125~35mg/m”, 1 H 1[110~20mg/m”, 1 H 1[5]70~90mg/m”
. LA 1[A20mg/m’ D B TR GENFH5, ZhbIZIRES R,

MOFREIZREIZINT, ARIEIOALE F HEIC I AVE SNAFHRTRED A E T I LNE
E L B2 S RIS, B ST, PRI, RS RE  R R B
s L FE NSRRI | BIE . R, PRSI, B AR LI, A2
L FEETHIFLDY, ZRDIZIRIESNR Y, 228720, D3 A - IS ORI - KRR
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[0276]

[0277]

[0278]

[0279]

FOUARY = MR SED QiR ORI, &, VR —20k 58 k5EERE
ZAHET HZ LTI R DRE S5 EE S A EEE T 5283 TELNDLT
HD,

ZIZT ARFEHIOAE BBV TSNS T I AR E N T3 VAR
— A%, Fakoo (LS 5 E) BE O (T3 ASMRE N DURY — L) ICRE#S
NATEOERENE S nAG2,

ARHE RN TR | &3 AT O E D TSNS EmE o, T
EbW b NS, BE ISR AL, B E, B, WILEW S ThoTha, I
FUIE, ZDOIH72 BT, WAL B (A0, AL, A4S, Bk, B3,
B, PV, AR, R, A BIPRR R, R AR R, oY
ZH. BEH, B, v RREY) THUEL, BRI RS LT, filxE
CENM UYL T U ZUR) ka3 AR E O T OO ENOIZIRES
720, SHIZAFELIL, ERTHES,

AR BV THLE T DI A 27 i LI, Y EF IS o GG
THY, BERSNOIILARGREE (X, T T80, BRI IS 24U 5720
(CANRIEAN D EZ N, PEo T ALEA RN RIL, LB SO NS BB Z
W DDA 37 BT D, FTE DA DT DA E (B2 E, B AR E) %

R DHL>OF AT AT AR OEEORRELNE T 5L ThD, F
BRIz B G-S D i, ALE DN SV S EEERIRAE L i FLIE, FrE oz E
P RREMZ Eb 700 2 GERREN A I T LS = B Th o, A&
OPTENE 531 Y HEE DR IINICDHD,

TBRA N &, TRIA R ERE BIOGEME, M8 F7- X EBREI I 1T A
)72 AR FNE (B2 1E, EDSO. FEHIDB50%IZ38 VW TRFANC A 2 e H & 36
JLOLD50, EMDB0%IZxt L CESER) TIhD H &) 12 Lo TR ESNGD, 15N
RETFHRRE DR O M #HITEFRR I THY . £ITHFREDS0,/LD50ELT
RINGD, KRERIEHEREE T DI R ERAR D E L, MG 2T A
BLOEMFEEBRNSGLNT-T —F05, e TO 7= D B PHZ AR b3
LD HEND, ZOEHb AWM O B, AFELIT, BHEIZEAE EiT e
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[0280]

[0281]

[0282]

[0283]

[0284]

LEHZRPIRVEDS0% & Tl Brli FE DFIPANIZH D, Zo M i, i Eh D85
JERE, BB DRZNE, B RO G R ITKAF L CZOfPAN TEL T2, —fil&L
T, &G &I, AR OMOBE D ZA:, HEORSH, Moo fa%E 2k
DI E RIS ND,

(2= )

1 ODFRNZEBNT, AFEIL, ERELTHEHT D200, ToE=T 2675
TR B AN DURY — LR 95, ZOURY —AE KBTI
EESHARUENE VR — LB ARG LT, VR — D RHER AR I 52
LI THLZENTED,

L DFEIZIBNT, AL, EEREL T T 57200, T E=7%2H 757
RUASEERENO T DVRY — LRI D, ZOVRY — L, TR0 el
% AFEO OGBSV CEEHRSNATRE O EMREDRLE - L~V TH
i,

ZITCARRIADEIREL T 2720 0VR Y — A, Rilko (Bl k) BX
(T 2 ARSI E N T DR Y — ) ISR EN AL O A H IS D

PLEDINT AR O FLWFEEIAEZE VTR ZFR L TETZD, A%
B, ZOFEMEEREIZIRE L TREIRSIA REHEO T, AZBIL, FriFas R
DRI L > TOIAEDFFHDVPHEIREIN D RE THLHZEN BRSNS, YEE T,
A D BARR) 72 - F LW SR IZRE DL . AP EOFLH 3 L OHET 7 5%k
(DN T2 PH 2 ST H 2 S TER AN BiF SN D, ARIREIZRBUVT
STRAUZZRETT ., Frar AR K OSCHRIE, 2O B IR DS BARRICA B E 250 #%
SITWDDLEFRIZEDNEN AR T2 B L THHEHSNDORETHS
ZENHfiEEINS,

PUF . SEHNIEY A ORERE XDFEMCEET 92208, AT Z IR E
SNAHLOTIE W, LU FIZBWTHE A L7238, Fros M LTS E %2R0,
RSN TWALDOZEE AL,

2 ffi
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[0285]

[0286]

[0287]

(GEHERHIL : cis— T v rmm A4 (1D ZNELTZRY — L0 FH )

(cis—V T V= MAA D) AT T —REEEIR) D)

A4k ElzfzjaWA(K2Pt014)4. 15g(10. Ommol) L=V VY L6. 64g(40m
mol) % IEHEA TSR E LI AREAKS0mUT 2 RITIR IR L2 1%, BRI T T
28% 7 =T KAWL, 35ml(22mmol) ZIML ., 1D LIz LIz
Too 2O ZE KETE ) — /LT % 2EIPEF L7214, W IR THEZE (~20mmHg)
WL B2k, TRy — A i iRcis — (Pt (NHS) 212]4. 498 % AF7, ZD
7Ry — A4 cis — (PLNH ) 172, 41g(5. Ommol) Z 788K 30mIZHf
WSH T4, AHEEER1. 68g(9. 9Immol) ZHSIL T, WL T, 24K LT, 4
L7 LEREIEHIL | W8I E = R — 7 — Tl L B s e, —oAf
T MARMAKEM TS ) — /L T2EEGL , MRS E VAT TF o — g ke L
THeEDeis— [PLNH ) _(NO)) J&1. 01gfiz,

(cis—V 7 V=7 A4 D ZNE LR Y — A0 )

UMMM NVEAT 7F Al (DPPC)  ab A ra—v A7 VATR, Uk
FIVIRAT 2—k~ (DCP) . V7 LIRA NIRRT 7k )— )L 7 (DPPE) %
F/LVHT, 35:40:5:15: 5DFNIGTHFEE #45. 6mgllRdIoiiRAL, 22—
JUEEF NI LA6. 9mgZ L, A% ) —/ b« 7asiL NEEHE (10 1) T 3mI IR
&7, 37°C, IR #RL | A% ) — Lyl bk a—Z ) — T/ R — 2 —T
ARBESE T, BRI ST, #O6NTEERE NaCIARRINON — MR (R e
AF)V) —3—=T )7 VIR R ETR (pHS. 4) SmUZiRmEy, 37C. 1
PR L T2, IROT, 2O SR ER L B E FAAPEL T, Bt/ LR
Wahelz, IRIT, cis—PV TV =7 A4 D 254, 1mgZfl&EL T, NaCLRIR
IMON—=RA(ER X AT )L) —3—T )7 /R A)VR U BER R (pHS. 4) 7
mUTHEIESE, I B/VIREHE S IRA L, PM10(Amicon Co. , USA) ENaCIARHR
JNON—RIZ (ER XL AT L) —3—T 7 /R 2VRTER R (pHS. 4) %
N FRAMIEE (57 153 & 10, 000) 10T %) —UARY—24510ml(35. bmg
B ) 2L,

(VAR —2fiZcis =TIV =7 A4 D BN SN2 EORERS)
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[0288]

[0289]

[0290]

[0291]

[0292]

ARFEH] TSN VR — M, cis— V7P =R A4 D BRAEN T
WHZEET L — DL RO L (FAAS) IZEDRER LT,

T LU AJR AR (FAAS) IZiE, AA—6700 Atomic absorption

Flame emission spectrophotometer (&) &Mz, #£&265. 9nm, AV
MEO. 5, 7> 7B 14mADZA: FIZT, 120°CT30R M, 250°CT10RM, 70
O CT20f ], 700°CT5M, 2600°C T3 RIZHIz> TIAKAEEL /-, 442
5 (1mg Pt/ ml, 1000ppm) ZREHK TAHRL T, 12. 5ng,/ml, 25ng,/ ml
. 50ng,/ml, 100ng,/ml, 200ng,/ mIDEREMHL | FREMEZERR LT, VAR
— LRI RERUK T1000045 LT, Ykl Lz,

(REAL)

ARIEHEFNZ BV TGRSR — A2, cis— U7 v =7 A4 (1D 23
323. 33 g/ 1ml(91. 08 u g/ mglFE) NESN TV, FFLZIARY — LD
HEE &:1X35. BmgTh o7z, ZDcis— T TIL V=7 hE4A (D OURY— L~DWN
WL, 5. 9% Th-oTz, cis— VT IL V=7 A4 (D WEYRY — 2% 5 IR
X, A ThoTz,

(cis—V 7 V=7 AL D Dcis— V77 A4 (1D ~OlEik)

cis— VT V= MAS D BPNUSNTC ZEDPHERINTZIRY — L%  N—b
YA (ER RS AT L) —3— T3 F 1 VIR AR TR (pHS. 4) | [RIEAEET#R
(pHS. 5). PBS (pHS8. 0), £/-ITHEPESKEMF (pH7. 2)I2, 25°CIZ T, 968
OS2, ZNEORBEHIEL WD IS AR 150mMONaClay & £
TUWD,

FORER, MAOEBITHE R AICE T 2RSS, 2T, cis— Y73
V= RIRAS D, cis— YTV rmn (4 (D ITHEL7- 2 bR, SBIC
CZOZEARIE WA, IRTE, PPt — NMRIKICEDRH 3228 T2,

(W)

(1) B E 150mMONaCl G FDH/ 3 77— 296 R L 72 cis — V73
=R A4 D NEYR Y —ADONaClE /Sy 7 7 — A8 BT X0ERE | 10f5EAE 5
%, (2)100°CT, 307 MOMNEE (VAR —AORE) | Z7aarik/L A K0 EE



WO 2008/072584 82 PCT/JP2007/073727

[0293]

[0294]

[0295]

[0296]

2179, (3) KJ@ZEI T 5, (4) UL 72K IOV TR 200~400nm DI
AT INERET D, (B)cis— YTV =h A4 (1D ZNE LT E# (150mM
NaCUZHET DRI DVARY — LZDWTH (2) ~ (4) DEAFEEAT), (6) /3y 77—
(Z9BIFHIfE L 7zcis — 7= TR Ee D VARY — Lk, cis— P TIP =Tk
4 (I1) O NEEHE DOUR Y — JZDN T, WILASRT WL A2 81280 | cis
— VT V=RNEA D Dxbeis— YT Y 7ar {4 (1D ~OfEE R 35

ZENTED,

(IR¥%)

WO B R L RBR I IR (R 2179, K& R, , B —2 ) — 2/ SR — 2 —%
FANTREFRRESE D, NujolEIZEY IRASZILVEIIEL , fc kiR 150mM D
NaCI3 g ENDH/ 77 —IZ96 it L7z cis— ¥ 7V =M a4 (1D Nk
V—Ahk, cis— VT V=N A4 (D FN U L2 EE (150mMNaCUI T 5 R
) DURY — BDOART IV S5,

cis— VT V=T NAA (D) ORIETHOHY A, Pt—O0 —HOZ A RHE) 0O AL
ZIVR3, 950~1100cm  OFIKIZBIIG, cis— V7P 7mm A4 (1) Ok
THOHEE . Pt—CIHE A LAVRWDT, 950~1100cm  OFEIRITIZ R IEED
LR, T, cis— VTV =T H4 (D) 3beis =7 v 7mm H 4 (1)
NOHA TR T DI LN TED,

AR B9 AIRIEDFEMIC DUV T, il % 1E, R. Fraggiani, B. Lippert,
C.]J. Lock and B. Rosenberg, J. Am. Chem. Soc. , 99, 777(1977) ,F. D
. Rochon, A. Morneau

and R. Melason, Inorg. Chem. , 27, 10(1988) IZrtfli&h T\ 5,

(VAR — LN DS N BRAR DY AT T F 0 ~ DI )

("PPANMRAALY MU DT

VA — BTN ST SRR DY 27T T ~ D4 i, P PINMRAS b
U XOFENT 5, "PINMRAAY ML IT, KIRDC—NMRARZ LD
R LD 2065 K&, F7z, PO RIKIFAEIL, 33. 8% THY, KIMIFFET S
1400 TSR DR 1%, 3. 4X 10 “LHEH @, EHITFDILFT 7 ME
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[0297]

[0298]

[0299]

[0300]

[0301]

1500ppm&EVIHRD TR NE AR ZBIN S DO T, fEdEohs G ~5
ET, WO THHTH,

(o7 LR

LIFDOINT, VAT TT o iR (cis — V700 P =7 A4 (D) BL O
FER (cis— VT V=R hE4 D) WEURY — A0 7 Vi35,

VAT TT AT TT (M. Wi300) 2mgzD OlmlUTHfifs T 7be
T 5, (6. 6mM)

AR (cis — 2772 V=T bR (D) - fERIA (M. W. 365) 5mgaD Olml
RS E T 95, (13, 7TmM)

SRR (cis — 27 V=R A4 (D) NAAS — A (NaCl') P A4,
75mMERD IR L TR 32,

(HIE 7 )

Na_PtCl (Sodium hexachloroplatinate (IV) & D OIZHfi#s & THMNIIRHER
ZVERCT 5, NMREEE L, INOVA—600 (Varianth) 2632, EAASmmOH
EEIZ TN T MEEST,

ZOWEFFETHE, RBELTHEL/ZS AT TF 1%, —2160ppm, iR (cis
— TRV RAA (D)X, —1620ppmiZF & 7rI Ly 7 M sgliilE g
ZETRD, LIZh- T BRETDURY — MTNE SRR (cis — Y 7030y
=F7hAS (D)) OIS 7 ME NI NaClLA B END5 G AT Tk
[ —2160ppmiZBESILD, ZAIHDFrIMNL 7 MEZIIETHZECED, Nl
SITZEIRAR (cis — 7 V=7 ae (1)) 1, AR P oMb M D Ak ok
DCl AFATIVEILEI, VAT TT AR BRI TODINE I EMEGR T HZ LD
TED,

(1. Mk T DY AAF L D)

DPPC, 2L A5 n—/L HoZ VAR, DCP, DPPEAE/L T, 35:40:5:15

SORNE TEFNEE E45. 6mgllebJOIZEA L, 2— VT MY A46. 9mg%
WML, AZ /=L« 7aadL DR (10 1) T 3mUT RS 72, 37°C, 1IRFfR
FRL, AZ ) — v raafL bk a—F ) — 2 R — 7 — TS T, BEEES
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[0302]

[0303]

[0304]

Wiz, LN IRE A NaCIZIRINLIEN — N A (ERef v AT L) —3—7 )7
FAREMEK (pHS. 4) SmUZRmSt, 37°C, 1R HIFRL 7=, RN T

DR ERFRERL HE AL T, EIRI e VBRBIR A ST, IRIT, cis—

T V=M EH4 D 254, 1mgaiEE L T, NaClZiRML7zN— RN X (kR

/R AV

FLUATIV) =3 =T TR R VIR FERE IR (pHS. 4) TmlTHSREE, TkL
IREBEIRA L, PM10(Amicon Co., USA) ENaClZRMLIZN—R R (BRE
FL AT L) —B3— TS TR AV TR (DHS. 4) % FI = FRAMIE I (43

53752 10, 000) 12T —VR Y — A 10mlZ L7,

NaClZHINUTZN — A (ER 2% AT V) —3— T2 ) 7 0/ A ViR AR
R (pHS. 4)Z W56 cis—Y 7Y = A4 IDIEVER Y —AZNEEh
7elnolz, N—RA(ER X AT L) AF )L —3—T )7/ ZVRVEE (TAPS
) KRR IR, . B0y THIIME D72, 2 id, WOk EE A I K ufksR LT, I
ELTIE, UV2500PC (&) OB B2 ] L7,

cis— VTV = o4 (1) 5bmg,/ mlZ150mM  HifbF MY LA G T TAPS
FEMETE (pHS. 4) ITHEL . 25°CTHREL | IR (OWFRE, 553# . 107014, 1557
%, 303 % BLOAS5 ) ICZUVAIMLERIELT, a2 ha— LT, cis—
TV ran A4 (1D 1mg &AL MY A5 A TAPSFEENR 1 mUZEfEL . £ DU
VAAZ I VERIE LT, AAB L ORABITREND IO, 455 H% DUV AT
IVOWIMRRENL, S AT TF L&Al — DR Th o7z, 450 % U b ifEL TH, U
VAT EAITZRD IR o7z, - T, cis— V7P =MM a4 D O
KR A, 150mM  NaClz & e TAPSITIAfEL . 25°CTA5 MBI 5L, cis
— VTV a4 (D) Dicis— YT v rrr B4 (I ICE T 5280300
o7, ZHUE, NaCIOFAEICZEY, cis— V7 V=7 A4 (D 3K ICEEE M Oci
s—U T vrar P4 D ERUTHHL TETLEIZEITRR B HHEZ 2 LD,

(FEREBI2. VAR — DD E BT

(I NEE i &

UARY — LWORERR IS E B AL AT r— L e T A LI E LT, BB
DERITILT FIF—TCH55F v M I Fr /&5 UCC,/EAN128) (KYOWA C
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[0305]

[0306]

[0307]
[0308]

[0309]

o. LTD) Z e, #RHEME L LT, Fy MR EN T 50me,/ ml

Ol AT a— LA LT,

ARF o —REEIREL T AEHERHE (50mg /ml: AL AT 11— /L) Z PBSARMEHE T
R, 0,0.1,0.25,0.5,0. 75, 1,5, 10 g/20 u IRIEEHRFL 7=, Cis—
U7 V=N R A4 (D NEUR Y — 2 EPBSEER CHE AL . BRI Z
B Jz, AZ A —RUER  BAREIR A 2 2 BB 1220 p Iy LT, &R BRE
12, TritonX—100 (10% %K) 2 17 p TRRINL THIFRL . 2D, 37°C. 4057 H],
HHE LTz, 7737 —TC555% v hOMEEAIKZ 300 p IRINL THERL . £D%#., 3
7°C., 2053 M, FHE LI WL SA0nmEWE L, AF L F —RIERIC LR EftE
ERE LT, URY —aDab ATn— L &Z2E L, lBE Ei ki,

AL AT a—/LE)OIEE Ba R HH R
B (ng/50ul)=ab x5 m— L& (u g,/ 50 u1) X4, 51 (BRI

FHNTZUARY — AONRE 133, 55mg,/ mlITholz,

(IL. REL-F 531 36 J OV F-48)

VAR — BRI F G B CHOMGIZATIRL T, B—F A —7F /(Nan—ZS:MA
LVERN Co. LTD)ZHWTHIEL,

VAR — DRLA- OB AT, 159nm Th-72 (2A)

(FHa 3. B AR A S Tzcis— YT Y= A4 (D AR — LD
5

FRaBI1 Dl cis — 7P = b7 R A4 (D NEVRY — A0 | LR 1A
F0. cis— T T V=T AM (D WRYARY — &R L7z, AFEREHIZIBNT
RISV — AT, cis— VTP =R A4 (1D 23323, 33 g,/ 1ml
(91. 08 1 g/ Mgl H) NWESI Tz, f3HN72)RY — ADHFHE 51%35. 5bmgT
Botr, ZDcis— VT Y= A4 () DVRY —A~DOWNEHRIT, 5. 9% TH
77, cis— VT I V=M NEA (D WEYRY — 2% 5 LI, e Tho7,

(VAR — LR OB L ALEE)

cis— Y7V =N RE4 (D NEUAR Y — AD%HK10mlZ XM 300 (Amicon

Co. , USA) LIRIEFEENE (pH 8. 5) & VN [RAME M (5310153 F:: 300, 00
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[0310]

ORI O pHZS. BIZLT, IRIT, ZRAGEAIRE A (RIVIRAT L AT ) A
L —h(BS%;Pierce Co., USA) 10mg& Mz, i T2 -, 2Dk, &
SIZHTE FC— WL CURY —AE EDOIEE Y SAR MMV T 4 AT 7TV )V F
P VT EBS EDAL RS A RO e LTz, LT, 2OV — AjfEXM300
fiid P AR (pH 8. 5) THRAMIE IR (531157 1 : 300, 000) IZMF 7=, WiZ,
IRIEFERETK (pH 8. 5) ImUTEDLIZN A (BER X AT L) T AZ - 40mg %Y
R = LHE10mUTINA 7o, IRUNT, ZOWHEZ , SSiR C2WF % . mis FT—
BRiREEL | S350 75300, 000 TRAMEIRL | Wi N A (BN EFk AT 1) T/
AFEREL BURFEREE 2 N — N A (ERaF T AT /L) —3— T /)7 /R A
JUIR U BERETETIG (pHS. 4) 1248 VARY — A ORI A L7=BS e A (b
RuF AT V) T AZ L OACFEREE BOGZE FER LT, ZAUTEY | UARY — LD

BEY 7 SNWIANMNTF AT 57T VN2 F )—)L T FICNA (BERaF U AT L) 73
AR DIKEEFEBRAL L TR AR b STz,

(VAR — L E~DOeRLE 7 V7 (HSA) OFEE)

VAR — A E~OEMLIE T LTI (HSA) O &, BE#OT% (Yamaza
ki, N. , Kodama, M. and Gabius, H. —J. (1994) MethodsEnzymol. 242,
56 —65)12X0, By TV T RIS EE R T, T7bh, 20T b
FROSTITW I DI, AFEMHITHLNTZ10mIO VAR — AR EICAAET S
Ho VAV RZImION— R A (EREX AT )V) —3— T 7 X ALk ek
i (pH 8. )T LIzAZ =y ZiRT MY A43mgZ N A, ik FC—Bif
LGy EERER L L7z, XM300EEPBSHEMEE (pH 8. 0) THRAMEH (47 i
4318300, 000) 528280, lEEEOW=EY KR T MY L2FREL N—FA(
ERBEFI AT ILV) —3— T )T N AV AR % PBSAEETHK (pHS. 0) 1T
LT, AL ENTZUARY — L10ml% G2, ZOUARY —LEEIZ, 20mgDE LG
TT (HSA) /PBSHEMEHE (pH 8. 0) 2 M4 THIE 2R S SH, KIZ2
M NaBH CN//PBSFZHEH (pH 8. 0) 100 1 12 NA TR T2MEH], SHIZH
i BB L CURY — A EOH L TUA T REHSAED 1y 7 V7 OGS THS
AZREG LTz, IRUNT, [RAMIEIE (53 53+ #:: 300, 000) L, Wefds 7 /R0 &
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[0311]

[0312]
[0313]

[0314]

T ND LB X OCMMLET VT IR R E L ZORIROFEE I bR IR EE (pH
8. BT T, HSAREAVARY — LK 10mlZ1F7z,

ChEFSH O

PESHEL T ST UANARKE LT,

B HHOE &2 HIL , LLFIZBWTH 5720 ORiTALBLE LT,

(V7R — A FE S EMLIE 7 L7 (HSA) E~OR 8 OFES)

ARFEREHNZ IS TIRL 7225 FEH 2m g 2 RS UK IZEAFEL | O. 25gMNH HCO,
ZVEDNLTZ0. SmIKEIKIZIN A, 37°C T3 H BIIEL724., 0. 45y mDT /L4 —
T L TR O Se AR Sm O 7 I MBS E e LT, B EHD 7 a7 LAl
E¥amg,/ ml (7 I AEESHEI) 21572, I, RERBITRIZIARY — D D—
A 10mUTERGERILS, 3™ — VT AR (RIVRRI L AV N7 et % —h) (D
TSSP;Pierce Co., USA) 10mgZ Nz TE R T20ERH] | fev Tk B¢
PEL . XM3B0OMEE R ISR (pH 8. 5) THRAMIER (43 Hi%y 1-#:: 300, 000) L
T, EBEODTSSPZEREL, DTSSPRUARY —2A EOHSAIZH A LYY — A1
OmlZEfF72, WIZ, ZOVRY —LEIZ EFLo 7V 7 U ALE Y (7 LB 8H Y%
#)12.5,37. 5, 125, 250, 500, 1250, 2500 u 1&MNZ T, R T2HER G
S MA(RRRF VAT IV) TIAZ L /IRIEREEE (pH 8. 5) Z#NL ., £ Dtk
LR BRI L | VAR — AR RS A e Mg T LTI DD TSSPIZ /U=
AL T UALE M DOFEE EAT -T2, XM300EEHEPESAZE K (pH 7. 2) THR
SR (531853 #5300, 000) LT, RO FEHIB LN R (R AF 1) 7
A EERE U, ZORER FEHEEMIGE 7 LTI EURY — AERHF A LY
Y — LA 10mIBFHNTZ,

(VAR — LR A MG 7L 73 (HSA) _EOB K L ALEE)

A B CRRBL S B A LT2VR Y — D2 T FNE NS & 1L
DFNEZLDVIARY — b EOHSAZ R H R ORI ZAT T, ZOUR
Y —=210mlZ, H& 2, FBVA(ERBRF T ATF L) T/ AZ 26, AmgzNZ T, ik
T2FH], E OB N T B R L7212 . XM300EHEPESHEMHK (pH 7. 2
) THRAME I (531853 1~ : 300, 000) L, RIS ZFRELTZ, 0. 45t mDT 41
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Z—TIEMR L T, I PEN THOBUKMAV LIRS NI BEBH D RS G LTV Y — A
HWA10mI GRIFE 15, 2mg, BE R &E1100 1 g, FEIRLFFE171nm) 24572
[0315]  (cis—¥ T v 7mm A4 (1) BURY — AMIHUE SN TN D ZE D)

AR I BN LRSI ORE A L2 )R — D2 G TR IIE . B0 51 3
B b LT, 2, VARY — AN ENTcis — U7V =M A (D 23, ci
s—UTvrme A4 (IDITHRRL 2282w 4, SBIT, 2O kX, otk
IR, PPt NMRIEIC IV D3 TE 2,

[0316]  (UARY — LANICNELSNIZHIB IR DY AT 5T L~ D25 #H4)

("PPINMRAAY AT LA fEHT)

VAR — KPS RS R DS AT 5T~ 2L, P PINMR A |
TR LTz,

[0317] (B 7L aiid)

LI FDINT, AT ZF o il (cis —P 7Y =7 hA4: (D) BLOWY

WK (cis— VT V=A% D) WEURY —LDH 2 LT,
[0318] ¥ AT TFF L1 ATFF (M. Wi300) 2mgaD O1mITHE RS E THo 7Ll
L7z, (6. 6mM)

IR (cis — 27 v=bohAe (D) - fHERA (M. W. 365) 5mgZD Olml
(RS CH 7L ELTE, (130 TmM)

AR IA (cis— V7 2 Y=o A4 (ID) NEYRY — 4 (NaCl ') : Pt 734,
75mMERD IR L TR L7,

[0319]  (MIESHIE)

Na PtCl (Sodium hexachloroplatinate (IV) ZD OIZH ST THMBIRIER
ZVERR L7, NMREEE X, INOVA—600 (Variantt) 26 H L7, EASmmO
EEIZ 7600 p 120N, JIEEIT-T,

[0320]  G§AY)
XHELTHIE LTV AT TF %, —2160ppm, TR (cis — TP =h7

FA4 (D)) 1. —1620ppmIZf % 73 L > 7 RBBHIIEN - (K528 L O 5Db)
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[0321]

[0322]

[0323]

[0324]

o BRETBURY — AN E SRR (cis — V7 oY= hA4 (D) O
I T MR INETPIINaCIAF ENDG & VAT TF AL —2160ppmil
BEIT (M50) . ZOZEND, WESHIZREIEER (cis — Y7o V=M A% (
D) 1%, ABE T OHAL T MY AR EDCT AA NI EBREN AFEAE D, TR
TITT ATEBRINTONDZED RSN, o, URY — AN EE fecis — V7
V=T RAAE (D) Zeis— V7 Y rmn [ 4 (D ICEESERWNEA IR, cis
— VTRV =N A4 D DFIH AT T METHD —1620ppmDE—2, | cis
— T vrrnE4 () DIy 7 METHS — 2160ppmbadh HALe -
7= (X5d).,

AREFEENZIB N THRUEN IR — L0020, cis— P70 7mmn 4 (1D 732
53. 98 11 g/ 1ml(78. 38 1 g/ mgllFHE) NS TV, F5HNTZARY —LDNE
B &l132. 4mgTholz, Zhcis— V7 IV 7mm 44 (1D OURY — L ~DNE,
L, 4. 59% Th-o7z,

REFFSCHRL O B I BGESIN VAR Y — ACNESNDY AT 7T D ET, 8
. 9ug/mg IFETHY, FHHNIRY—LONFE RIF200mg THD, HE->T A
IR IWRLESNTZVR Y — A EBTZ0RNA T DU AT TF ORI, FFEF 3Rk
1DURY = LF0HFIMEES LV, Fo, KERBIDO S ETIE, 54, 1mgPDcis—
TV MAE (D AT TT AR T HE46. Omg) ZVARY — AIZHNUE
B TCNBDOITHRL FidF STk T, FI2M5 O 100mg DY AT TF L Z VR — 4

[CHDEETND, 62T, BAIEE &Y 720 ONOURRIT, NUShZV AT T
EWNOINHEHLES AT FF U DR T 58 AR O IC IS
TV — DI SRR E BN TODENZ D, SHIZ, AT O JF IR T
BIEEEN T, RSN IRY — AT R ETHDHENZ D,

F72 IR SO LIC R RSN DAY — AT, 14. O g/ mg FEEDY AT
FUBHNEIINTND, > T, KFEICIVEGES LAY — A B 720 53N E
THUVARTTFT o DRT, R DUARY — L0655, 6f5EH LV,

o T AFIEICIVFREND L AT FF L NRUR Y — A, kO IFIEIC
TERLESITZUR Y — L EDEIEF N EL DV AT T F 2N THZEN TEXH LD
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[0325]

[0326]

[0327]

[0328]

[0329]

[0330]

Nz,

(FEREB14. VAR — DD E BT

ARIEREHITIE, FHEBIS TR L /RO A LI-Cis— Y7y =h a4 A1
) NN — LD TE &N E1T- 72,

(I. Zo X EEH)

VAR — AN EESNTZHS AR LR Y — AR Wy 7V 7 UTmHSADRRZ
NG EEBCAEIZIOIELT,

2L R OMIEIL, Micro BCA™ Protein Assay Reagent¥v k(71
7 #&523235BN) (PIERCE Co. LTD) % Hu iz, #EHEM R L LT, Fv MR
Sz2mg,/ mlT7 V7 I (BSA) 2 L=,

AG T =R EL T AREWHE (2mg,/ml: 7L ) ZPBSHREE TAIRL
.0.0.25,0.5,1,2,3,4,5ug/50uiEEERRL, Cis—YTILV=hT
A4 (ID) NEIVR Y — L Z2 PBSAR I C20M5 R . BiRA iz gl L=, A5
B —RUIR RN E 2 e 1250 p LT, £ilBRiFIz3% 7w v
Bl S R LESHR (SDSHSHE) %2100 p RINL Tz, 6 MR Sz 3EA | B, C
%, KA GRIKB  RIKC=48:2: 505 J0ITIEA L AR B 12150 1 TN
L7z, ZORERE % 60°C TR, FHE L7, IR > TO5, WHES540nm%
MEL, AFF =R EOBEERZERR L T, URY — LDZ R 82
Uiz, VR — D& 37 E /%, 110 g/ mITh-o7e,

(IL. AR E &

UARY — LWORERR IS E B AL AT r— L e T A LI E LT, BB
DERITILT FIF—TCH55F v M I Fr /&5 UCC,/EAN128) (KYOWA C
o. LTD) Z R\ e, A2 W H &L T, Fy M &N T % 50mg,/ml

al AT a— LR LT,

AZ =R E LT AR EYHE (50mg,/ml: AL A7 11— )b) ZPBSKEMHK T
AL, 0,0.1,0.25,0.5,0. 75, 1,5, 101 g/20 u iz iR LTz, 20
BISTHRLBEH O A LT-Cis— VT Y= a4 D) NaVURY —4%PB
SEEMHR CHERRL MR E TR LU=, AZF — IR, BIRRRE T2
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[0331]

[0332]
[0333]

[0334]

[0335]

FARBRAE 1220 p 153 LT, 23R IZ, TritonX — 100 (10%¥&HR) 217 1 1M
LTHIRL . £, 37°C. 4053, §E L7z, 7 #I7—TC5H55% v MRk R AAAE
%300 p RINUTIHRL . 2001, 37°C, 2047, WHE L7, WO 540nm %
TEL AZ =R E OB ERRZ AR L T, UARY — ADaL A5 m— Lzl
EL, JBE EZRDIZ,

AL AT a—/LE)OIEE Ba R HH R

MR & (n g/ 50pu) =aLbx7e—/L& (1 g,/ 50 1) X4. 51 (HEZEE)

FEHNTZYARY — LOREE #1343, 24mg,/ mlITh-o7z,

(I RLA-FE53 A1 3 UKL A-48)

VAR — BRI F G B CHOMGIZATIRL T, B—F A —7F /(Nan—ZS:MA
LVERN Co. LTD)ZHWTHIEL,

DAY — DRLA-DOSPIRA-FE1E, 171nm Th-72 (M2B) .

(TS PR ERE A S T-cis — V7 vrnn (14 (1D AR Y — L0 )

FRaBI1 Dl cis — 7P = b7 R A4 (D NEVRY — A0 | LR 1A
IV, cis—T TV =RIREAE (D) WEIAR Y — 25 FRL T2, ZDcis— YTy
=h7 A4 (D) NEDRY — L& G IR EG Th D,

(VAR — LR OB L ALEE)

FERE B & RIRED B LY, VR — A5 I 2 Bk b LB 55,

(EERFR P E O )

FERFR M E & LT BB R ATR (R&D  systems (MN, USA) #1484
DE—EL7F UK (AFS75) Z v iz, LU RICEB W T 2720 DORifALELZ L
72o ATCCIVHIEIE —selectinv ™y A€ /7 mt—F WK PEAL T DA T YR —
i (Number: CRL—2515 CL3)ZMEAL THRL 7, MifdZRPMI 1640(
GIBCO code. 11875) /10%FBS,/~<==V>100unit,/ml- AL S A0
100 1 g/ ml(Antibiotic Antimycotic solution, stabiklized SIGMA A59
55) (T MR IRIMTE SIGMA F0926 1, 37°C, 5%CO28RET F TR L=, <
w7 ABalb,c (HASLC MM, 65 i) (27 VAZ (500 11/ mouse) %2[8] (5 H
IIIR) # 5-L7= 05, 5X 10° DA 7 VR —<HlfaZ PBSICESESHE, 1ml§* 2l
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[0336]

[0337]

[0338]

WEPITIESR U7, WS, 14 B HICBAEL | NEKZ BRI L 7o, IEKISHiE T =

4 (0. 4f8F0) ZUIL T, 10, 000rpm X 3047 (4°C) Tim oL, iz AR
KTHMEL , W (BA, 4°C)&1T272, 10, 000rpm X 3057 (4°C) TiELL, I
THIZ2AF ®D0. 06M  FERSFRMEK (pH4. 8) ZWsINL ., n—Caprylic acidZ#4

JET, 6. 8%E/RDIDNTHINIL, |IE T304 MHEELZ, 10, 000rpm X 3043 (0

~4°C) T L, BN (3HIEL 4°C) %1T-72, 10, 000rpm X 3043 (0~4°C) Tiz
DL, BiFZEIR Lz,

(V7R — A FE S EMLIE 7 L7 (HSA) E~OHHEOFES)

AR I B T2V — DD —#53 10mUTHEAEAIKS, 3" — VT AR (AL
IRAZL U AIV N T A R —1) (DTSSP;Pierce Co. , USA) 10mg#& iz T
IR T2, eV TR T T — B L . XM300REE R R E#E (pH 8. 5) T
FRA e (57155 f-5: 300, 000) LT, lEfEDDTSSPEEREL , DTSSPAUARY
— A FOHSAITH G LIZUARY — L10mlz 5372, IRIT, ZOVRY — ARIZARTENE
BICIRRL724. 6mg,/ mIOE— L 7T Ak (AF575) 3. 26ml(15mghiik) %
10mIDVARY — KFRIZHIL T, 25 CT2REB UGS, IR (BRafy AT 1) 7
IAZ L S IRIEREER (pH 8. B) ZIWINL . £ D%, sk BBkl | VY
— AR A MG 7 LT EODTSSPIZE — L 7T iR (AFS75) O
BEfT-o7z, XM300EEHEPESARE K (pH 7. 2) TIRAMEM (57 157+ #: 30
0, 000) LT, iFEDOE — L7 F U HUR (AF575) BLOP A (ERRF T AF /L) 7
IAFEERE U, ZORER E— 8L ZF PR (AFS75) LEMMILIE T LTI &
ViR —LEDFEG LIZUARY — A% 10mlMfFH Tz,

(VARY — LSS MLE 7L 720 (HSA) EoB KA ALEL)

AFENEB] TSN TZE— VL7 F AR (AFS75) D56 LIZUARY — AZD0
T, EBISERIEED ST IR AL Z 1T -T2,

(cis— U7y r7ma A4 (1D BURY — AMINEIITNDZEDfER)

ARIEFEHNZ LRS- E— L 7T U HUR (AF575) DR A LIZUR Y — L%
TOVRHR T, MEA DY (BT L LT, 20U, DAY — AT SN cis — V7
V=R IRAS D, cis— YTV rmn (4 (D ITHERL7- 2 LR, ShIC
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[0339]

[0340]

[0341]

[0342]

[0343]

T, FEREEIT LR R VT, OB, IR, PPt — NMR %
IO 528 TED,

(VAR — LD TE S HT)

ARESEHITHRELIZE—BL 7 F U HUR (AFS75) DFEALIZCis —¥ 7 v =h
FhA4 0D WEIVR Y — LD E &N (Fo B E s, IREE R, b R
FONLAR8) %, FERafl1 LRIRRD HIEICEZDTT 72 (K6),

(FEREBI6A : 5 A - I DAL E ISV T DA RIEDRED)

ARFEEHL, FEREBIL GRS LYY — 2) | FERBI3 (RESHIE AR AR — 2) BLOY
S0t 15 (FUARME ARV A — 2) IZEVFR L Tz cis — P 7P 7 mr {4 (1D ALY 7R
V= B0 DA MBSO A CHLEE R T DI EE HNET D,

(cis— U7 7um |4 (1D NV ARY — AOFUETEEREAN)

(1. AL ~DERENE R EBAL DO Rl cis — P 7 Y7 A4 (1) o)

FHE B3 (S TV NAAKIERV R Y — LI U Tzcis —V Ty 7mu [4:
(1D NEVRY — L ZEH BN,

HiO~ A (Balb,/ ¢, MEME) (F58E1P0) OF7T KBEBO & Tz, 1 X 10510
T—L Y e KIS (EATHINE) (ATCC Number : CCL—77TM E (E
hrlich—Letter ascites))ZFAMHL T10 H #BIZHEBRIZHVW, cis— VTP 7nm
= 4 (1D Z NS BT T UL LA ZXIEMYAR Y — L BLO=a hr—/L e L Tel
s—UTvrruPe (D) OR%E, ENENL. Tmg, keglfH (226 1 g/ ml) T
DAIZ150 p 1, RNk G- LTz, #5148, 96IF M # IS 2 f i L7z,

G L7 EHR (0. 2~1. 0g) DH5H, 0. 1giZf L THRAEIE ImLZ¥RIL, 5
SYBIBER L7, 1THERIFHE L7-05 60°COKEEH TIRFRINAL | |IRICE L,
ZOORHEE TAHLER LU 72 RIE 100 1 NZZRFE K300 p 1sINL 7z, 71— AL AR -
TR (FAAS:AA—6700 Atomic absorption flame emission spectrop
hotometer SIMAZU) THeEZHITL, H5E17 7267200 A4z kL7
o (JF265. 9nm, AV ME 0. 5, 77 &t 14mA, 120°C 30%, 250°C 10
b, 700°C 580, 2600°C 3 frE#MRIL, Img ml HSEHER (NAKARAIL
AR AKTHIRLC, 12. bng,/ml, 25ng,/ml, 50ng, ml, 100ng,/ml, 200n
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[0344]

[0345]

[0346]

g/ mIDEREER LT, ), fiRELL FORITRT,

[#1]
HEBE (ng/g 50
BRES®RER | YATSFUEM SLX{&Em
48 361 579
96 49 127

FATRE Rk 1e 70T FELI- A4 # (ng)

B G IEI A VAR — DR G L HHBRITAFE T D PR B 2 E L 7= R
VAT TF UM  cis— YT v an 4 (1) D&

SLX{Effi:cis— V7 7am He (D 2N Lo, TV AAX TEMLTZY
R — A

(E£2)

UARY — L H5-OASIF I #IZ BN T, U TUIIIAZXXIEMI AR — b2 5 LT~
AT, cis— Y7 vrra {4 (D) O ka5 LIc<w T AT AT, VR — A
ISR S IR L T Z el ST, E7o, G962 I8V T, ci
s— YTV {4 (1) OREEG-TDE | BN ~OERITIE 2 LT,
T VNNAZXNERTV R Y — LT, cis— Y7y 7mm A4 (D) O A5 L
LEIVE2. 55D Fcis— U7 Y7man 4 (1D BIEESAICEGFEL TWAZE
DR S AL (1),

(2. RN G FE 2 A9~ DVEPE O ERR)

ARFEEHL, FEREBIL GRS LYY — 2) | FERBI3 (RESHIE AR AR — 2) BLOY
FEHEBS (PUAMSERY AR Y — L) IZIDFARL Tzcis — 7 v 7mm (4 (1D NE R
V—LE e,

LYK IS (EATHINE) (ATCC Number : CCL—77TM E (
Ehrlich—Letter ascites))Z1X 101,/ 100 11,/ 7=/ (Falcon3072) T
FREL | 24RFRIES R ITRBFR N L7, BOBHE, cis— 7o 7mm B4 (1D N )
HAEFVARY — L cis— VT 7mm {4 (1D WY TV AAXYRY — 4, ci
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[0347]

[0348]

[0349]

s— V7Y rrE A4 (D) WEHE —BL 7 F U HURERV A — 2% DMEM (
B IRy At A — T IVIREE WK 7 L — 2 SIGMA D6046) ,/10%FBS (7
UHERME SIGMA F0926) /<=3 100unit,/ ml+ A7 +<A2 2100
1 g,/ ml(Antibiotic Antimycotic solution, stabiklized SIGMA A5955
) THRRL Ceis— U7 v/ru A4 (1) mELTIO p g,/ mIUIHL 72, 2 b
—/ELT, cis— VTV r7ar A4 (1D OAEZDMEM, 10%FBS THEEL ., 10
n g/ mUTFHRIL 72800 (AT FF L i) 2 Tz, IRVT, 2Ok | R A
A3, 8. 3 M, 16. 6 p METRDIDITERRAMIE~IRML, 37°C, 5%CO A+ Fan
—Z—NTASHEEIS 8 LT, IINDDHASKEEI DM EE R~ A faiL .
FTOMTTT v EAZ TR L 72,

BT, MBS RO R4 LT, DMEM,10%FBSD A& HRMLIZEH D0
ThH MTTTV e %2 1572,

FRe B E HWST — 8 (Fe & {15) 240 = /U220 p IEINL T, 20F I #12k
HHEASONm AP E LTz, WHSEDOWEITIL, GE~VATT Ultrospec —6300%
Nz, 137204 n =3 TEIEIT o7z, fERAELL IR,

(F22. - BHZ LD B S > P

[322]
Eie D ATSF U E FER SLX{EMR k&
(uM) B SD T SD 1 SD T SD
SRLL 0480 0480 0.480 0.480
8.30 0.045 0.005 0.070 0.023 0.063 0.012 0.073 0.007
16.60 0.027 0.003 0.043 0.007 0.032 0.008 0.023 0.007

A RN 75RO IR B (10 M)

B L G (cis =T vy mm (4 (1)) Z i L 220> TR DWW (450n
m) D -1

VAT GBI cis— YT 4 (1) D A

HAER :cis— T V7 P4 (D 2N LTz, RMERTDVRY — 2

SLXfESi: cis —¥ 7Y 7mm (4 (1D ZNELT, T A XX TERILTZY
R — 2
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[0350]

[0351]

[0352]

[0353]

[0354]

FifEti - cis— o7 7mn a4 (1D 2Na LT . HiE— vl 7T o Hiik oEa
L7ZURY — A

W AR E £ 5 LTt OO EE (450nm) O -

SD: e &

(%%2)
SREFEIRINU 72 s o 7 BECIEL WG (450nm) 130, 480 Tho7- (F2, ikl
L) (e}

REHVAR Y — L, SLXEHVARY — LB L OFURMEMY AR Y — 255 5. Ui
BRI E DS, 3 MDEEYL | 16. 6 ¢t MOEEY, | cis— Y7y 7 4 (1)
BIRDOEDLIZIERERIC R DR H L LD RENT, ZOFERNG, cis—VTI P
2 4 (1D 2 VAR — WZE AL T IS AAER-IRE R LW ZEdvRmahiz, &
AT TF DN TYRY — LB RS, IEEAH A EL QD2 &R
T&IZ,

ARFEFEHNZLD | RAEHVAR Y — 25 SLXIERRYARY — L3 LOBURME T AR — 2

TIZBWT, VRY — AN EERocis — 70y 7mm B4 (1D 1, Mgl
R U CHIFEINGITE 2 R T 2 e D R S Tz,

(3. WIS OO A FEAM T R DO Fe)
i~ 2 (Balb,/c¢ WEME) (FEESIL) A7 KBRS O M Fiz, 1X 10 Mg =

— LU (EATHINE) (ATCC Number : CCL—77TM E (Ehrl
ich—Letter ascites))ZBHEL7-, BEDS A%, 12H#%, 19H#IT, cis—7
Va4 (D) NUY TIALAZXER) R Y — b BEOHE — L 7F 40
ERY R — 2% FNZEh, 1. 5mg, kg (200 1 g/ ml) T ADREHRIZH
HL7-, avba— U ABAEK, cis— 7 v ren 4 (1) 24 A
KIZ200 1 g/ mlE7e DI TIEMES T, ZOWRMELT- IR, Rk G- LT,

O RESIE, A LZ12A %, 190, 29 A2, 770 /F A (Mi
tutoyo CD—S15C) 2T, & (Amm) BELOHEE (Bmm) Z2ET 528 T
MR LT, (AXB?) X0. 40 RIC IO ARE (mm®) 235 L,

ZOBMWERTIX, NEHOURY — A2, BAIRAESELZE8/ M5 T
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PEEH (SLX) B UOBEEFE S SEb 0% W T, (6RO AT T 26T D41
DANER DS ER B ZL U, UL R ICH a2 R,
[0355] [#3]

(3. FABHIXHEZIMHFIZIER)

I 5E B HA 12 H 19 H 29 H
E 113 120 887
SEEIE K
SD 61 42 259
SRTSFY Ei5 63 63 501
Efh SD 27 8 109
E 100 94 373
SLX &£
SD 46 52 104
. 15 57 59 68
A&
SD 19 33 35
S (mm”®)

B3 14 | IR0 K& SEIE L7 e
AFRAIK AL K 0O A
VAT GBI cis— YT v rmm 4 (1D D A
SLX{Effi:cis— V77 Hae (D ZNa Lo, VTV AAX TEMLTZY
R — A
PR cis— Y7 v7un A4 (D) ZAE L, JLE — L 75 iR ClEtib
L72DiRY — 2
45 AR 5 5 LT % OISR (mm”) D15
SD AR YE(R 7=

(R BILOELR)

ZORERDPD, cis— VTV rrn a4 (D ZWNU LT, T U LA ZAXIERY R
V= NEIIIE — 2L 7 F PRV — 2 E B 5 U5 ISR o B
#%29H BIZBWT, EORESIT, cis— V7Y 7mm (A4 (1) HB L O
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[0356]

[0357]

[0358]

[0359]

[0360]

EHIDVRY — LZHR 5 LImbOLVBEEE I/ N STz,

ZHUE, cis =T v rmr A4 (D) 2N LIZURY — A T ULV A AXKE
TIE — L7 F PR TIERT L 72 28T, VAR — LD JEEHRL ~ O SR 3 5
Folrm bzt ST cis— YTy A4e (1D O EPER LU REE X
bd,

ARIEEHITIE, TV NARXBLOPIE — 2L 7 PR OEAIIZ LA R
MRSz, ZOFERID, cis—P 7Y 7nn {4 (1D ZNESE, U TULILA R
XEINIIE —BL 7 F AR TEAILIZUR Y — A, cis— Y7y 7ur[4: (11
) & BT G-9 5108 | BT BT OB R A 952 L 23R T
Teo ZDZEMS T TVNNARKENTIME —BL 7 F AR TEAI L 72V —
PIEEDOIRIRIZA B THDLZ LI RENT,

Fo PERONB L EIVBIEE STV EITV ANRE DTV DT AT 7F Nl &
PP RSB L LN TE, CORR BRGNP BENDLTEb MRS
iz,

ZhuE, T2l TEROIN AFINeIUARY — 4 (Cancer Chemotther Phar
macol (1999) 43:1—7 Comparative pharmacokinetics, tissue distrib
ution, and therapeutic effectiveness of cisplatin encapsulated in lon
g—circulating, pegylated liposome(SPI)in tumor—bearin mice) {23\
TERINIZHDIVBEE THHZEN BRSNS, ZOCHRICELHS72SPI077
ViR —AiE, T AV D TERRFIASNTNDBIR Y — L THD, ZOLHEROFigl AlZ
1%, SPIO77URY — DT —F PGSV TNDH, Z DO F G- 5ld |, AFEEF DY
N = LI E N, LT2h3> T AFEINT, BROR G 2526120, [Af
FELL ORI DN 2D, FREICE > TR, 7 e—7 Bk TR NIy
— 2 (SPIO77) T, A SCREEE DHURTEIE D RO G D720 | B I LW IR Z R
W =T L THWEIR Y — AE, ZOVAT TR R, RIZRRS A
DHEFZZHND,

(FEHEBI6B : DDA« TEESDMLE DN T O DIEDO KT

SN BT (RAEHVARY —2) | FEHRiH13 CRFSHIERY A — 1) I LOSEHEHI5 (Hiik
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[0361]

[0362]

[0363]

[0364]

[0365]

[0366]

ERVRY — ) XTI ES N cis — V7Y 7mn A4 (1D WEVR Y — L08, H
VAN RS A, B SRS, RISTIRAS A JRELAS A BHSEFBAS A, F/ Nl
BRGA3 A0 . SN A, RSN A, AR IERIIORE, %A, /ISR G 23 A, B PR

. SRS OB A THHZEE MR T 5,

HEMEBalb, e~ AD KRR RS I, A B, eS| B i - RIS L AiTAZ
RS A IRBLDS A, BHSEE DS A, FE/INBRIG 23 A | BB DS A = SHD AU | AR EF
FRTE, 23 A . /NI 23 A | B PO, IEAIIGIIS O AR (R92 X 10 {#) 2 B bt
L. D3R D30. 3~0. 6gIZFE T LIZbDZ MDA~ AL LU TRERIZIHND,

B2 DB AT AT, Fcis— VT 7un 34 (1D NEURY — 5 (200 1 1)
% OB ERTRBIRE GOV T, FRFENEET 5,

cis— VT Iy rrrAe (1D NEYRY — 2285 L2 TOMPA~T AT
WT, DA ORI T 205 IS DAL T D& R END,

L7203 T AR IERLE N - cis — P77 A4 (D) N VR Y — 4
I, D3 A - TG DRLEIZ G R THHZ LR DDD,

(FEHEHNT DAL T 22 A AR T D ILER)

(AT FF o — il R E N L T2 — Ao FR )

(AT FF o — iR O )

AL HEAYY A (K PCl)4. 15g(10. Ommol) &374LAYY A6, 64g(40m
mol) %, IEEE TR ELZ AR KSOMUZ B2 ITHMLI-1%, EEFMEKFT
28% 7 =T KL, 35ml(22mmol) ZUSNL, Fiik 3D Lz kit z155
o OB ZIKE TS ) — )V TH 2 2R LT3 B CTEZE (~20mmHg) ¥,
Bed 522k 7 Ry — Adhiifcis — (PUNH) 112455, 20703 —H
rpffRcis — (PLINH ) T 1. 45g(3. Ommol) & 288 K 300mIZ M 7= i
\ FiEEEER0. 933g (3. Ommol) ZHINL T, LR BARFR OGS T, ARk Liz=
ALSREWHIL AT TT o — ik e LT, M Deis— [(PLNH ) SO J&435

(AT TF v —RIEARDNEENTZI R Y — LD L)

DPPC, 2L A5 n—/L HoZ VAR, DCP, DPPEAE/L T, 35:40:5:15
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[0367]

[0368]

[0369]

[0370]

[0371]

SORNE TEFNEE E45. 6mgllebJOIZEA L, 2— VT MY A46. 9mg%
WL, AZ ) — b« 7L DGR (1 1) T 3mU IR g S %, 37°C, 1R
PR, AZ ) — v raaii L a—2 ) — TR —F— TP ST, 22 s
V5, HONTEIREFEENaCIERESMON — A (BERaf s AT L) —3 =TI AX
(TAPS) #ZfE#K (pHS. 4) SmUZEESE | 37°C, 1R 2, RN T, 208
a2 FREL | E AL T BRI VIRBIRE 1D, I, VAT TT
— i A% 50mgaFE s L C, NaCLRIRIMOTAPSHEE#K (pHS. 4) TmlIiEMFS
B, IEVBRIBIEEIRA L, PM10(Amicon Co. , USA) ENaCERIFEIMDOTAPS
FEAEHE (pHS. 4) 2 HW 2 [RAMIE M (5753 -5 10, 000) ([Z0NF 45— VAR — A1
OmlZFHIL92,

(VAR = LIV AT TF o — BilEAR DS N L ST Z & DRfERR)

ARERGTTRISNIZIARY — BT, VAT FF o —RIBRRNEEN TND D%

CERIEFEED AT, 71— AL R IETEEE B (FAAS) IZ LD R
SRR

FORER, DR — LN VAT FF 2 — RS NS TOD ZE D RS L
Do

(AT TF v —RilER Ocis — V7Y 7mm [ 4 (1) ~Ofis i)

(1. $BEEHRIZ LD AT TF o — iR Dcis — 707 (4 (1) ~DOfisii

VAT TF L — BRI N SN T E BRI NI UARY — b% N— X (BERE
FLUATIV) =3 =TT R RV FEREETHE (pHS. 4) | IKFRFEET#E (pH8. 5
). PBS (pHS. 0), F/IZHEPESHRE# (pH7. 2) 12, 25°CIZT, 9642
o ZIUHDREERIL, W N B IR ASIRE 1 50mMONaCl 3 £ TD,

Z O/, BADEHITE O T HZ LD MR END, 2L, AT TF
Y RREERS, cis— VTR v rmm A (ID TR L7282, BT, 204
fli, SR 1 & [RIBRD J7 3% T SRR, IRIE, TP Pt—NMRIEIZED R
T3 D2ENTES,

(2. PHE RS S ST TV AT T — Rl iR a2 N el L2V — LD HY)
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[0372]

[0373]

[0374]

[0375]

[0376]

Fha 2RO ST ER AL T, VAT 7T — Rl RS N E S 28 D e
ENTZVRY — 2D FHHE A S B rcis — Y 7Y 7nn a4 (D) 2N LY
TR — DEFRT D, 1SN RY — MR NT, VAT FF o — iR D cis—
T v rmm e () SRR U2l FEME L L RRRD R T O
IR, PPt— NMRIEICIOBRIH 5L 3 TE 5,

(3. HilkEfE oS cis— Y7y rra @4 (1) 2N LAY — AO D)

Fha 16 LR STER LT, VAT 7T — Rl RS N E S 28 D R
SNTZVARY — DO PR TR G SETocis — V7Y 7un b4 (1D %
NELIZUARY — 25T 5, 55N R Y — KBV T, VAT TF 0 —fiili ik
Mcis—T 7V rmm A4 (1D ~HRE L 72 280X, FEffl 1 LRERD 7 k% VT,
WIS IRIE, Pt NMRIEICEVR T 52 3T D,

(VAR — LD TE AT

ERR AT TF U — iR Dcis — 7 v rmm [H4x (1) ~Olis#) #iCRi R
LTCURY — LD 2 \TDWT, E &I (o E &, JREE &, b 2500
BLONL 8 & FEIEHI L ERERD T IEIZINIT),

(D3 A+ IS D LB SN T DA ED K

FHEFSERBED F KLY, ERt AT 7T — iR Dcis — 7y /mn
14 (IT) ~OEEH) fi THBLL 72U — 20048 % 73, B« D3 A DALB T L) Th
HNEINEMHERET D,

ZORER, ZNHDOHKEVEEANZNBLTZVRY — 2 5 L2 TOMBA~
TAZIRBUNT, D3 IS OWFEITIRNA T 570 TS - DS ATTHIR T D2 D3RR S
no,

L7203 AR IERIE Nzcis — P77 (4 (D) 2N E LZ DR
V=R DA TIEOAEIZA R THAZER DD,

(TNt 8 - fthod A< A T D F2HR)

FEREHN EREED S IEE VT, cis—P 7oy rmr 4 (1D ofoviz, cis
— VTR —1, 1= TR =V ILRF T A4 () | cis— VT LR (FY
a7l B4 (D), (IR, 2R—Y 7y ra~F o) A% H7ha4e D), cis—
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[0377]

[0378]

[0379]

[0380]

[0381]

[0382]

TR v 7 eE e (D EWNESEIZURY — 2 E D,

(VAR — LN IR AN B SN T 2 & DERR)

FEREH 1L RO EERF LT, 71— AL AFFWROEGEEE (FAAS) I2X0,
ZNHEADIKEEEREL L TR — AHRICNE SN Z &% 78T 5.

(R FEAN 5 HE R M HE A ~ D)

(1. FRMENR I LD AR SEAN 5 BEK E M A~ iR )

FERaB 1 E[FRED HEE L T, AKEEMEIRY RSN ST Z LB ER Sz IR
V= LDB VW 15 2 ISERT DX DK THHAA % 5 LRI T 5
o TOMER AKESHEIRANDS | FEATEMIEAN IR L7228 2R3, ShIT, 202k
i, SR ERIRR D J7 12 AT OBEIE S, IRIE, " PL— NMRIEIZEZOB T
THIENRTED,

(2. BEBHZRS G SETZHK AR AN 2N P L2 U AR — LR HL)

FERaB3EFRED HEE L T, AKEEMEIEY BN ST Z LR Sz UR
V= BBV | FEHAS G ST MK YESEAZ N B LT — 2% i
T Dy ZOVRY—LIZDOUNT, NELS I AN SR AN 23 A A~ 7= 2
B, FEREG L FRED 7% AT OEERE I, IRE, T Pt— NMREICEOR
HT A2 LD TED,

(3. PURZNSE B ST HK AR AN 2N P L2 U AR — LD HL)

FERaB6 & [FEED HEEB L T, AKEEMEIRY BN ST Z LB ER SR
V= BBV | PURZAE G ST MK EPESEAZ N B LT — 2% i
T Dy ZOVRY—LIZDOUNT, NELS I AN SR AN 23 A A~ 7= 2
Ei%, R L RBED i DT ORI, IRIE, T Pt— NMRIEIZEOR
HT A2 LD TED,

(VAR — LD TERIIHT)

- RE OKEEMESRAN DD HE AR ME SR AN ~Diii i) Ji TR L 72VR Y — LD£ & 12
DT, E BT (Zo e &, IEEE & R AR M B L ONF15) %, FEhi
B 1L [FER O IEIZIDIT,

(D3 A EIE D ALE I SN T O RMED B
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[0383]

[0384]

[0385]

[0386]

[0387]

FEREBI5 & [FREDITEEIT I R ORGSO MK TSR~ Dlis ) 5T
T T2V — DDA 2 D3 IS S A DALE A N TH O E IR T D,

ZORER, ZNHDOHKEVEEANZNBLTZVRY — 2 5 L2 TOMBA~
TAZIRBUNT, D3 IS OWFEITIRNA T 570 TS - DS ATTHIR T D2 D3RR S
no,

L7232 T RGBT ERE - R E SR AZ N D L 72 DAY — A, D3 A -
JEIS D ALE A R THHZED 0D,

(ERF9. WOREFIRIZVARY — b~ Deis— VT 3V = a4 (1) DNEL)

AR T, AFEHONBEMNE D IOV — MZH S H TELZ L2 MR
T 572012, B a— Lk (N, Yamazaki, M. kodama, H—J. Gabius, Me
thods Enzymol. , 242, 56 —65(1994) ;N. Yamazaki, J]. Membr. Sci. , 41
, 249—267(1989) ; BLOM. Hirai, H. Minematsu, N Kondo, K Oie, K
. Igarashi, N. Yamazaki, BBRC. , 353, 553—558(2007)) &IX /25 Wi
BpZ2) R — L3 (H. Kikuchi, N. Suzuki et al, Biopharm. Drug Dispos. ,
17, 589—605 (199 N ZINERENVR Y —2E N T, cis— VT L0 P=
F7RAS (D) 2N ESET,

(cis—¥ 7 v=r7A4 (1D (CDDP—3) D& L)

FREHI1 LD B iEE e, cis—Y 7 v =7 A4 (D 1E, Dahara®
75715 (S. G. Dhara, Indian J. Chem. , 7, 335(1970) IZ&0 A LTz,

A AeiE Y)Y L4, 15g(10mmol) 2288 KIS B, Kin FTEERE
REZIABIZRHATVIL AT 16, 64g (40mmol) Z N2 55 IR L=, 20 BOGTE
WRIZ28% 7 =7 KEEH 1. 35mL (22mmol) Zi F L. SREMHEE L, kL
Te R A TR I L, ZRRK, =& ) — /L CIARBEA L 7-1% . 40°C T 1ORF[E] T
HRLIZ, 22T, TRy — A fkcis — (Pt (NEL) T ) (cis —diamminediiod
eplatinum (II) (CDDP —2)) Z4. 49gf+/z, cis— [Pt(NH ) T ]2. 41g(5mmol
) B AR AR S BT 14 . iHIEER1. 68g(9. 9Immol) Z N, M T 24 e+
U7e, AR LT g bRz I8 i L | I8 A = R L — & — TR L TH AR a5
. CO ARG ERARE K, =8 ) — U CINERPEE LT84, 40°CC 1 OWERIJRUT #Z
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[0388]

[0389]

L cis— VTR V=N MEA D &1, 01gf372,

(2R DVAR Y — 2O B L Ocis —V 7Y 7mm (A4 (1D OWNE)

(1. e R o — Ltk (VR — A0 )

UARY — 2N, FEhafl 1o B — VIR L LRIk 7 1% V- CGRELL 72, D
PPC, abA7ma—/ b Ho7 VAT R, DCP, DPPEZ /L T35:40:5:15:5D
HETHERIEE E45. 6mgllROIDITEA L, 2—/VEE T NY A46. ImgZ iR
LT, AZ = rmaadb b (1 D) W 3mLIZIEMES 7z, 37°C. TIRefAIFE % |
AB )= raain LEa—) — 2N — A —CAR S B2 L
TR LAEDOTAPS (N—RA(ERBXV AT V) —3— T 7/ A LR g
) KB (pIS. 4) SmLIZSGHL7=, 37 CTIRFMBHRL-% , Mz <
B L BRI A 19 7,

I, cis— VT3V = A4 (1D (108. 2mg) #8Hi{b TR ARG TAPS
FRTETE (pH8. 4) TmUZ B RITIAEMESE, IMOKEEELT N Y A TpHS. 41253
S EVERIETE IR A LT-, PM10 (AMICON) St AL T MY ARG TAPSHEEF (
pHS8. 4) Z W= [RANIER (53 5y 15 10, 000) I2XVVR Y —210mLEFHRIL
7eo URY — 2845 PM 10 (Amicon) Z V2 FRAMERIZ LD 150mM Ok 7k
VY L5 A TAPSHEER (pHS. ) IZEHLL | VR — AN SZcis— VT 3
VU= RASAD Feis— YT v B4 (1D ITE S E T,

(2. s R E (VAR — AL

WS RZ2 )R — ME, COASTOME EL3)—X(EL—01—PA, Hil) Zff
ML=, ZOCOASTOME EL—01—PA (ABHUARY—2L) OfEKIL, PvF v
THAAT 7 FINTZ )= VT I =R VBV 8G VLI IVIRAT 7 T
Voalb A7a— b 7 LI VIRAT 7 L7 ) Em— =4, 2:11. 4:15. 2
:11. 4(u Mol /73ATIL) THD, cis—V T V=74 (1) (40mg) 24
LT RIY ARG DOTAPSHERE K (pHS. 4) 2mLICEMAESE, IMAKEE (LT D AT
pHS. 4TI CHGSEHLER) R Y — LDV LI 2mLE FL7z, /S Y IL%E5
[AlEAEEFIL . PM10 (AMICON) SEfb 7MY AAE OTAPSHRE R (pHS. 4)
Z O BRAMIEE (5 By 74 10, 000) 1IZEWYARY —A2mLZ2 R U, $ibT
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[0390]

[0391]

[0392]

[0393]

[0394]

R 2% 150mME7R D EDNTURY — L HEIZIRINLAC,, 96 RFRIFLHRL TS
Niccis—V 7 V=7 A (D) Zeis— U7y 7am A4 (ID IR # LTz,

(P2, cis—¥ 7V =7 (D Z VWD 2872, cis =T v /n
2 [ 4 (ID ZEEN S ETZUAR Y — L)

gl LT, cis— VT U= Ae (D 2R — AT S Eeis — U7
LvrmnAe (IDICEBT 20 TIERL, cis— YTy 7rn A4 (1D Z EHHEN
AT — LA FERILT-,

(1. B = — VEREE)

cis—PT7IVrun a4 (D ZEENUSETZRY —Lb%  cis—V 7P r/n
= H4 (I1) (SIGMA) 28mg# 150mMIE 7MY A5 A TAPSAEREHK (pHS. 4)
TmUZTE RIS | IMAKEE(L S MU A TpHS. AITHHRL | Ie LV iREIR SR
BLTERLIZ, cis— V7o V= A6 (1D O30l cis — Y7y /mn
A4 (1D & WA Z L3 LOREBR IS AL T N Y 2083 E END 2 B4 ARFE B0
cis— V7LV A4 D OWNE LRI D 5% v,

(2. WASHIRE)

HAEHRZE)RY — A, COASTOME EL3)—X(EL—01—PA, HANE
VLI, cis—Y 70 v rmnu A4 (D #E#ENGSE VR Y — 0% LLFO
I TIERIL 72, COASTOME EL—01—PA Z=RIZRLTZ, VAT T7F
AmgZ 150mMIEE LT MY L&A TAPSAEENR (pHS. 4) 2mIZ e RIS E
COASTOME EL—01—PAIZIHRINL, 3MEEIRM LT, WO A7 TT %
Bz i, /i oy 510, 000DE V- CIRAMNERZT T 72,

(3. BESH{CTIEALTzcis — 7y 7mm {4 (1D N UR Y — Al filid)

A TERE B DB R — /I BV TR LU fecis — 702 7mm 14 (1D N
AR —DIDHH O 0% VT ERafI3E RO FIEIZLD  FEH TEARL 72
N — W ERLLU 7z,

(VAR — LR OB L ALEE)

cis =TT IV =T EE (ID NELTZYRY — ALO% R 10mlZ XM 300 (Am
icon Co., USA) LREEFEEHE (pH 8. 5) Z V=[RS (5355 300
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[0395]

[0396]

, 000) I DO pHZ 8. BIZLTz, IRIT, AHEAIKE R (RIVRAZ L AP ))
AL —R(BS®;Pierce Co. , USA) 10mgZ A, i C2MFMHEHEL-, Z0
%, SHITHE N TSRl CURY — AR EONEE Y 7 SV AN T 3 AT 7T
IV B )T EBS DAL B RS TR LT, LT, 2OV — AilEX
M 3OO0 iR A% E#E (pH - 8. 5) TRRAMIE (431157 F 5 : 300, 000) I 7z,
WAZ SRIEAEETHE (pTT 8. 5) ImUTIEDLIZIA (BERRES AT L) T AZ 40
mg# VAR — LR 10mUTINZ 7o, IRUNT, ZOWIRE , IR T2 B R |
OB L S5y 18300, 000 TERAMEIRL , WO A (ERad s AT
I TIAZ L BREL IR EIRZN — N A (ERRX T AF)V) —3—TI7
28 RV AR (pHIS. 4) IZASHR L, VAR — A5 E ORI A L7-BS”
ERVR (BRI AT L) T AZ LD RGOS % FefG LTz, 2z, YRy
— MBEORRE Y SRANT A AT 7 TN S ) — T BIZR A (BREF U A
F V) T IAZ D REER D BN L TRFBUR P L S 72,

(VAR — L E~DOeRLE 7 V7 (HSA) OFEE)

I THFHNIZ10mIDV AR Y — SO FIAFAET BH 7 VA R 1ml
DN—RJA(ERBF AT )V) —3—T ) TR 2 VR BREEIR (pH 8. 4)1C
VLI AT BT MY AA3megZ %, i T ¢ BB L Ry FEibEe
L7z, XM300EEPBSARMEH (pH 8. 0) TIRAMIEME (431 4y : 300, 000)
FTHZLIZEY | ERE oMY FEET T LEEREL N— A (ERrFs AT /L) —3
— TR RV BT R A PBSARER (pHS. O) IZAHL T, bz
UARY — A10mlE 572, ZOVRY —AHRIZ, 20mgDERMIIET /L7 (HSA) /P
BSHEfr# (pH 8. 0) &z Tl C2MMBUESE, Ri22M NaBH CN/PB
SEEMENK (pH 8. 0) 100 p 12N 2 TER T2, SO N Bl Y
= EDHTVATVREHSAED A7V 7 OGS THSAZFE G LTz, IRWT
. PRSI (57153 5 300, 000) L, O 7 /Ry ZfES MU LB IOk
Mg TV T I ZEREBE L ZOWRORRET#Z R IEAE ST (pHS. 5 IZZ#L T H
SAFEAVURY — A 10mlz 15477,

ChEFSH O
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[0397]
[0398]

[0399]

[0400]

PESHEL T ST UANARKE LT,

B HHOE &2 HIL , LLFIZBWTH 5720 ORiTALBLE LT,

(V7R — A FE S EMLIE 7 L7 (HSA) E~OR 8 OFES)
BEH2m g2 EUKITIEMRL L 0. 25gNH HCO Z#L720. SmIKEHIZMN
Z. 37T CT3HMIBHRL 2. 0. 45 1 mD T /VZ—"TlEila L TR DO TR 5D
TIMNC S EEREL T SOV as L 734k EWame /ml (7 LB BH
W) ZA5 T, I AERBITHRZVR Y — DOV O —#45 (10ml) I 484GA383

, 3 —VFFER(RIVIRATL AV T aet x—b) (DTSSP; Pierce Co.
USA) 10mgZ Mz T T2WEH, v Tk FT—B L . XM300EE Rk
FEMETR (pH 8. 5) THEAMIEE (43 Hi 53 & 300, 000) LT, #EEEDDTSSPEER
£L., DTSSPARY — A EOHSAIZFEA LIZURY —A10mlz 4372, KiZ, 20V
WY = DR LR DTV T I A AW (T I ACBEBREEH) 37, 5 1 12NA T,
FIR T2 OGS, FUA (CRaX T AT L) T AT /IR IR E W (pH 8. 5
)WL, £ D%, Mk BTl UARY — AR A e Mg T L7y b
DODTSSPIZZ Vs AL 7 AL E W ORE G % 1T>72, XM300REHEPE SHZ1H
i (pH 7. 2) TERAMIER (531145 75 300, 000) LT, RO FFEH I L ORI A (
ERBFI AT V) T AZ &R B LT, ZORR, BEHEE MG 7 L7 I YR
— AEDEB LTZVR Y — 245 10ml 35S T,

(VARY — LSS MLE 7L 720 (HSA) EoB KA ALEL)

AN CRRBL S TR B LTV Y — AUZ DN, DR Y — A EOHSA
&R E T DOBKAC B Z AT T2, ZOVARY —AH10mlZ, FIA (BEREFT A
FI)TIAZ 26, AmgZNZ T, B CT20EH, ZO%mE FT—BfEikL 72
%, XM30OIREEHEPESAEMENR (pH 7. 2) TIRAMEMR (43153 - & 300, 000)
L. REOGHZRELZ, 0. 45 u mOT7 42— L T, I EM THHEIK
PEALALPRE N7 BEGH S G L 72U — DA R4S 10mlZ 1572,

ORI T A B L OB —ZBALOME)

A TR H L OB BN 3B TR L 72 VAR — BRI BB L) 2K T50
AL BIEGELIEIC KD , B —F A% —TF /Nan—ZS (Malvern) Z
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[0401]

[0402]

THIEL,

cis— VTRV EAE (D ZNES T2, cis— YTy rrr 4 (1)
IZB WA T=cis— Y 7 v 7mn F 4 (D) WEVR Y — K OR A2 iE, Y72
BE A 2R L, SR 21 59nm TH-o72(Fd) , cis— T3V =M AE
& (D EFRNESETH%, cis— U7 v r7re A4 (IDICEBRLzcis—2 77
m 14 (11D N VAR Y — ANORL B AR ) — 7R A 2R L SR8

1X147nmThH o7 (F64),
[F24]
(R4 cis—TF73rooyno0aA£ )ATYRY—LOWME)
URy—LA W BEI—)LEEEE HiEEE T YRy —LE
)R —LNo. - YRy—A 1 - YRy —All
RamE CDDP CDDP-3 — CDDP CDDP CDDP-3 — CDDP
RINE (mg) 28.0 108.2 40 40.0
JRY—LEBE (mL) 10.0 10.0 2.0 2.0
BEE (mg/mL) 3.55 3.55 7.6 7.6
FHRTFE 158 159 147 147
CDDP BB (1 g/ml) 1.1 3233 1346 893
CDDP /I8 (u1eg/me) 0.3 91.1 17.7 1175

UARY — BB L ONORL R TEAR DR EA T o 7o R L FRAITTR T EIIT, cis—
Ty rmn B4 (1D NEUARY — AORL TR, W ALDURY — 2B T
150nm ThH -7, MBI IR Y — 2B ST 570121, VR
— LORLAEEERMETTHZENEHEL/ 2D, D3 AL OB AN RLIAE T O M AE
121, 100~200nm D BIRBFIET HZENHLCEIN TNDIEND, VRV — A
B IOVARY — LDk F O KRESIL, AN DHMEA~EITL TEMT 22205 T
XHRETHHEEZLND (A, A. Gabizon, Cancer Res. , 52, 891—896(19
92);S. K. Huang, F. J. Martin, G. Jay et al, Am. J. Pathol. , 143, 10—
14(1993) ;S. K. Huang, E. Mayvhew, S. Gilani et al, Cancer Res., 52,
6774—6781(1992) ; BLUN. Z. Wu, D. Da, T. L. Rudoll et al, Cancer
Res. , 53, 3765—3770(1993)),
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[0403]

[0404]

[0405]

[0406]

[0407]

(FE BRI LD BZR)

RIEFEFNIBWTHHRIL 72, cis— 7 IP7mm A4 (1D 2N LT Y — A1 (
BB L) 2 1% BEEY 7 AKX R AT 47 Y0 L7 (J. D. Almeida, C. M. Bra
nd, D. C. Edwards and T. D. Heath, Lancet 2(7941)., 899—901(197
5) . HARBIITIE, Sl Ay L =2 VR — LEEHE L T L, PBSARME#K CL<PEEL
LR BERED 7 AZEIORR U, B3 72K % OIS B 7, 20tk Fil
AR FEAMEEH — 71008 (HITACHD) IZXD R DR EREEE800001% Tl
2T,

FOREWR cis— U7 v r/mn A4 (D Z2Nel LT2)R Y — AL, B)—72 Rkl
R =L THHZEDR DT (7)), Fo, BB T E SN IR Y — AIDRL
TEIL, B BELIEC I D R TR e BT DR e 15T,

(MRE B e &

FEam 2L R D 7% V=, 0. 5% TitonX — LOOFFAE F TF #3I7—TC5H5
5% v (KYOWA) Z T, faal 27— L& & lE L, BNEEOF/L G
HEE mx R H L

ZORGEH, VAR — O A Z2ER DB i, VARY —AIT3. bmg,/mL, ViRY
—AIIT7. 6mg,/ mLTHh-o7z(F4),

(cis—T 7 v=r7Aa4: (D) OFE &

ViR — AN EENTzcis — VT Y = b A4 (D 1E, 71— AL AR S
IR (FAAS) IZEWAA—6700 Atomic absorption flame emission s
pectrophotometer (SHIMAZU)) # W TER LT, K265, 9nm, AU Mig
0. 5, 7V 7B 1AmADEL: T, 120°CT30RH ., 250°CT1ORH, 700°C T2
OFPI#, 700°CTHIVMH], 2600°C TRV, NARILEL T o7, 1mg,/mL FAGAE
el (NAKARATD ZR5RUK TR T12. 5ng,/ml, 25ng,/ml, 50ng, ml, 10
Ong,/ ml, 200ng,/ mID¥EHEZ R | BEFRZAER LTz, UARY — LG HE IR i
KT10, 0005 A IR THUREEIE LTz,

T AL RJF AR R (FAAS) THARZIIE T85> T VR Y —
MINBE SN zcis — U7 vrmm A4 (D) OB U R o — Vgl
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[0408]

[0409]

[0410]

[0411]

BT, cis— V7V bEe (D 2R S Ecis — U7y rrr |4 (1)
(BB TZVAR Y — WA Dcis— Y70y 7mm (A4 (1D AL, 91. 08 g/

EBmg(323. Sug/mL) Thotz(FALEM), — 7, cis—¥ 7y 7rnfA4: (1
D ZVRY— M EHENE LA, 0. 306 1 g/ TEEmg(1. 07 1 g,/ mL) Th-o
7= (FeaLe) .,

BHEHREIZB O T, cis— V7 V= A4S D 2N SEcis — P73
o run A4 (IDICEBLUZURY — AIRE T Dcis— P 70y 7mnm (4 (11)
FEIE, 117, 50 g/ N Emg (893 1 g,/ mL) T-oTlz GRAEM) ., — T, cis—¥7
vranAe (D) ZVRY —NIEHENU LTSS, 17, 7Tr g/ IEEmg(134. 6
1 g/ mL) Ttz (FALH).,

cis—UT V= MEA (D ENESE T fcis — U T Y 7am H 4 (1D I
L7 X DONRE 1mgdbh /=D OWNAEIL, VR —AITIE, cis—¥ 7y /nmn
P14 (1D 2 VAR — AT EHEN OIS E 722 E DRIB00f5 & THY , UARY —AIITIE, 6
B ETH o7, ZORER, FRHT, VR — AR RN E 2 N E ST S R
— VBRI I ERIL 72U Y — DIOB A | LV RO SRR ENZED RS
iz,

cis— VT LRV MAA D I, cis— Y7 v 7me 4 (1D I0H K EEH: D
FILOfEEI, LTED3» T, cis— V70 V=7 A4 (1D 2URY — ACNa S
Tthcis—V T v rmm {4 (IDICEBT 55 IEIC LD, IEE 1megdhizhfI300£%
BDcis—Y 7 vrnn {4 D) BURY — AMINEEREZ 8T, FRIEDSIE
DNTEIRIE Ceis — Y70y 7nn A4 (D BPNEENT-EW 25, T2, VR — Al
NZBWTIH, ZOEP6~THEONBREDZEThH 72280 ZONE AT
K2, B R — VB L CYERIL 72U Y — AT TR R TH DN 2 D,

— AN, UARY — LB RRE IR E A2 N R S D% R — VigH L% O CE
RIL72DRY — KIOBA | cis— V7Y 7nn A4 (1D O L5 BER OK S 11k
BAMOWNBRIZIEF TR, 20728 cis— Y7y 7mm a4 (1) )R — 4

ELEEN AL SEA AT, UARY —A130. 306 1 g/ BREmgDcis— 7T
m {4 (1D LW T 5288 TER D o7z, Ll AT Oz -
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[0412]

[0413]

[0414]

[0415]

LEizit, 91. 1 u g/ NEEmgDcis—Y 73y 7on (4 (1D ZNEISE 52808
T&T, RV I ERIL 72078 Y — KIOIEI S| HURE R ZE YR Y — A
BEROCTERLZ)AY — ALK eis— V7 v7mm 4 (1D NWE EOER K

BN ZE DRI, Bo— U 1 Sl R fof DR 5y b A% N
HZEWIFEAE TERNZEIIHDHEE ZHND,

F7o, AEHIOVRY — AIBLOVRY — A, 208 EDOfE BB
72012, VR — AR E O BERITA LD I A B2 H OV IR - R 12 L0k
STV DPIEEM OGO THEH ATRETHY , Y HEF T ARG AT T52805T
&5, cis— VT IV MAS (DX, KT TTIAOEMEH T HZE0
5. AEMEA T AIRE RS % AU Y — A~OWNEICE > THRIZ S TR
THLAREMEN DD, EPRZIE (Y. Matsumura and H. Maeda, Cancer Res

, 46, 6387 —6392(1986) ) IZIDRIERIS BN EF—T T4 7 HURY —

DIZEAE D IR 0] ESEL7-OICR I EM DA LR DIITERRIS I
TWBDOT, WHENTNDEELDIRY — LB THRIL I, AFEHON A
iz A Z L EN K ENE DB DOVR Y — A~DNE BEIINSE LN T
XHEBZBND,

(cis— VT V=T A4 (D) beis— Y7y 7mm (44 (1D ~O 2B
iy

cis — VT LIV MAS (1D DREERAA 73, 150mMEE LT M D LDHiAk
AT AL TEBT D% | WA T MUEZ VTR L7z (Bl 135 &
UHAABLUAB),

MAABIOABIZRT Y, cis— 7V =74 (1D OWILART R (
AA) 1, ALA AL 2 RINU T2 AR D DHREREICZEEL | K4BIZ R 3 cis—
TV rmrn B4 (D) OWINASRTLE—K LTz, ZOZED, cis—3 T Iy
=F7RA4E DL, 150mM ik T FY AFE FTI9% LA Edicis =TI
e 4 (D IS B LT 2 LD R TET,

WA, VAR — AR L OVARY — AN S cis — Y 7 oY= A4 (1)
R 150mMEE LT R AERHE T Teis—2 7 oY 7nn A4 (DA HZ L%,
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[0416]

[0417]

[0418]

[0419]

PPt —NMREICEVHEFR L,

("°Pt—NMRI%)

FHEBSERBED H LM LTz, cis— YT L Y=h a4 (D) 2NaSE 7z
AR — L LU T ARV TRBRL72URY — AIE 2, ZRHDURY —
LTS E ccis =V T U= Ae (D 9beis — 7P 7mm [ (I0)
~DOZEWA | 25°C TEAESMmOMPEF I 7 /I ANINOVA—600 (Varian
) % J 2O PL— NMR B KO fEHT L 7=,

(o7 LR

Sodium hexachloroplatinate (IV) ZH/KIZ50mM &7 5 2D NZEE AR L TR
YERE LT, cis—V Ty /ma g4 (D), cis— V7 v=h o haae D 2% h
FREAKITKIEES. 6mM, 13. TmMERDINTEMSE T A e L, IR
V=AML Tcis — T V= hES (D) Zeis — 7y 7mm {4 (1T
NPT B 36 SOV 72703 o T2 355 DUIRY — btk 7 L 2 PR R L | K
WTHKIZIRESE T, WL a3, 75mMERDIDITHHELTZ,

X 8af L UbIT/RT I, cis— VT rmnr A4 (D) & HKICERS B 71
DI T MEIX, —2160ppm THY, Fiz, cis— T IV =M A4 (1D
ZH ARSI L E DI NV 7 M, —1620ppm Tho7e, ZOrIHNy
7 MBI SCHkEE — 8 LTV = (B. Rosenberg, Biochimie. , 60 859(1978)),
H8cITRT LT, cis =TT V=T A4E () ZNUISE TR Y — ALHDH
% 150mMIE(L T MY AE A TAPS (pHS. 4) #ZEi &L, 25 C OB HE
B DI 7 MEIZ—2160ppmTHY | K8all RENDHcis— VT I P/ H
& (AD DI 7 MEE—E Lo, ZOZENE, URY — ANINE S ccis—
TRV =R A4 (D) icis— VTP rnn A4 (IDITEHL TOAZEDHERR
STz, e, cis— VT V=N EA D Zeis— YT I v rrr P4 (1D I
EEERWIGEIT, cis— VT V= MEe (D OIS T METHSH — 16
20ppmDE—r% cis—T 7T rrrE4 (1) O7IAL 7 METHSH—2160
ppmbFRDH B2 o7 (XI8d)

VAR —LHZDWTh, [¥5a~diB LOFEMAEI3IZ <37 | [0 RIS
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[0420]

[0421]

[0422]

[0423]

[0424]

IR — MBS cis — U T LRV = A4 (D) icis — Y TR Y/mn
14 (I 2L TONDZ EDER SN,

VARY — L (8 = — U 1) 2B THYARY — AT (G HRIE) IRV T,

PPt—NMRIEIZEAIENT Tl cis— P70 = A4 (1D O —1620ppmdD
IV T MERRD BT, cis— YTy 4 (1D O 3IA Ly 7 MEE T
3% —2160ppmIZfERENT (M5B L UKI8e) , ZOZENL, WTHDURY —
LTH, VRV —LNDcis— VTV = a4 (DI, cis— Y7y 7unH
& (D ITAEERZALL TODZ ED RSz,

Fio, VR — AN EEE Trcis — VT V= AA (D Zeis — VT T Y
2 4 (D IZE ST 7207256 . KI5dBLORIBAIZ AR T LT, cis— 7 3
V=A% (1D O —1620ppm D7 IANT 7 Mheis— P 7Y 7mm {4 (10)
DI T MO LIV T, UL, WelSiccis —V T UV =M
4 (ID 23, BBITRT LN DB LD VAR — BORER y LREe) 2 M B
TEMZET L2812 E> TIREITE D F LR T272018 Iy 7L TR
RS olecbDEFE 2 b5,

LLEDIHNT, A OUF EUWFEIEE REZ AV TRIEIZ IR L TE 7oy, A%
WL, FEaFal SR ORIPAIC Ko TOHE DFPHDIIRSN D R ETHLZEN RS
%o APRET I T L7287, FFa HHRE S JOUCHRIE, 2O BRI ER
HNARBE RSN T DD E[RIRRICZE DN PRI EIZ R 9525 L LT
BEHENORETHLZED S ND,

PEFE BRI AT e

AFEIT, VARV — LT TER ) WA OAR) > T MR BT A
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