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3TE 8

A6l olA, A7 Ade] FFel i 7] =49 =H7F 0.3 o] W

i

AT% 9

A A, A7 FAAE A5E 242 BExolareial A, FEUdEAL kA AAA], Eo]=Al 7]
WAl (kinase) AAA, Ato]Fd o)A 7IuhA]l AAA|, EA3pERA] AAA, ezt vl A, vaAdd 2
THA, wAAF HASA, EAdsA, a4, G4 AR, S|2E tolAEaAl  AAA,  FHARA
=

(antimetabolite), FEA-AA, T2E, T2 A, FEYULEE 9 ZFEHER 449 o2

By AesEE Re .

AT 10
A1gkel] g, A7) FAYEA A 2E Bdo] ¢tETAlolFH e, FEEHA 3FE, wI dLRo|=
Tl 3ehE 9 vetEEydud 3gEr pAYE ForRE AdEe A

A58 F4o] HAaFHA, the-wmFual, wEnte]xl ¢, ogFnhal, Ju
upo]l, FEEA| muto] Al N-opA| "ol =golutol sl FR|TEE, 5-o|u] Erhg-teuto] Al N-opb A R Th--
NEMNER DIEFHN, 9-olnw=AZEHA 7-JdEUFIELHA, 10-3=2AFZEE
A, o-yEZRIEHA, 10,11-HE2AYSAZZEgAl, 9-olu|=-10,11-HEAYSAZ I EgAl, 9-F22-
10, 11-HE A SAIGZEH A, olg ez, EXHZ, F2EHzH, AgtEz, 7-(4-wdydex mvgd)-

SA-20(9)-FEZEHAL, 7-(4-vE 9 F 24 =r e A)-10, 11-FH A S A -20(S)-FZEHAL, 7-

AEEH, RIgsd, NEgsd, v xEgn, REFU, Nz A", dg

2, AHER, 6-3-oh X2 d-AHE ], 2-vddor o d-A-E A, vl gE, dgdd, 2'-[3-(NN-
oot )z 2uod]age g4, 7-(NN-tEZgd)g3eg4d, 4 7-L-depdaSggd=2 F49 +

e
rr

Azl gloiA, 7] FEAE 50 mi ASHIEFE] ol Fwsh FHAAY 1nT U AL ol FuE

A2l QolAl, 47 FEAE 20 mil FHFEFS ol FEsh BESAL aurh o Ae ole PEE

e
als

37 15
A2l de1A, F7] 842 6.0 WA 7.09] pHE 2zti, 47] 42 Wb drEzo|=9l W,
373 16

A5 Yol 7] FEAe 6.59 piE 23, 47] BAL ww-auel why.
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%= 9% SKBr-3 T Aol o fu EXH, d¥$Y EXHR, = MER2-FHE Uiy EX
EIZH(TEA-Pn ) o] A 9] AE5AS Uepin (P A e 27 3Fx)

T 102 SKBr-3 Fd3d Aol digh 2 oFE, #EELEY oFE, LT HER2-%H3 WY EXEE FEEAY
FEE|ZHTEA-SOS W) el A9 MEEAFS eEPATH( A A o 32

T 11S & ul9-2oA Br-474 <17+ Supel o]

Uepdth, "d8 gz e = fEFO] e =2

T 12% BT-474 %% 717 F= n$2E2 §8 EXHZN(IPD), g X548 EXHZH(Ls-TPT), E+ IHER2 WY
2EY EXHIHES [Ls-TPD) o2 Hss 5 At AAE YERALE, "R o

23 g EFo] Qe v EFne s APy v It (AA 4 29 Fx).

=t

I

=7

L 1BAE FE wh-2ol A BT-474 1ZE el ol Fole gk EXHZ AFEY] FFY aeS HERdT &
g EXHZHRE TPT) EE gx5d EXHIHLs-TPDS AW 38 FoJ=F(maximum tolerated dose)?] 82
12 Foeivt. eak 9= deolge] iFE HAE JEhd. "dFR2a"e FEF fEFo] e HF|ERIeR
A v~ E JHE (A4 31 3x).

= 13BE FE PRl A BI-474 RIZE el o] Fol el Wid EXEHZE AgEe] §Ed Aes UERT
2] EXEZH(FE TPD) EE gd¥FY EXHZHLs-TPDS AW 38 Fo59) 479 1

e dlolEe] ®F AXE e,
tH( AT 31 #=x).

[}
deere kg plEFel gl wsEnoR A vesg s

T 13CE FE vk-2ol A BT-474 A7 53¢k ool Ui EXEHZ AFES] FFY S YERAT &
2 EXEZ(fE TPT) EE g¥5d EXHZHLs-TPDS Hd 38 Fozke] 289 12 Fola) E
= dolge ¥ AXES ek, "tixa"e ofEy glEFo] gle ns|Evtes Agd v
tH(AAd 31 F2).

% 13D FE ub-2ol A BT-474 RIZE FU o]Fol e g EXHZE APEES] FFY &
f8 EXHZHRE TPD) EE 2¥XEd EXH(Ls-TPDS Y 38 Fojzkon &

olH e % AAE YERAL. "dlET e

o 31 F=x).

5 14F BT-474 T4E5 7 r= vf9-2E FHU 38 FoFoR Fod 78 EXEZHRE TPD)
g EXHZHLs-TPT) o2 A3l ote] H AT dguAE vehdo, "dza"e &5 gEFo
v Evto g HEE up-2E 7 (AA ) 31 JFF).

T 15% BI-474 & Alxd ok, fr 6-(3-ofn ez 2d)-AHE| A (FE AR), FEEFY 6-(3-oln| T2
)-AHEA(Ls-AE), =+ HER2-E 3} AIYEEY 6-(3-oln| =T 22 )-AHE| AN (F5-ILs-AE) 2] A& A=
58S YA Ao 35 Fx).

T 16S EGF #8419 wado] AAVOCF-7) B (MDA-MB468) rkelE Aol gk, 7 6-(3-ofnwzad)-
AHEIX (8] APE), FXEEE 6-(3-olv| =z 2d)-AHE A (Ls-APE), X+ EGFR-34 s} WY X2EE 6-(3-of
w2 9)-AHE] A (C225-1Ls-APE) 2] A 9] AE5AS Yepdoh(EA o 36 Fx).

T 179 APE YEES FHE AW B2~ B o) gxEo AFsE 6-(3-oln| =Xz d)-AHE A

(APE)e] 8% FEFH B4 g¥xF AZFHE A, 3 Q), FEFHY A, 22 D)o dF FEFH, @ oFE-

-2l 5 x4 v9 g3 (Ig BE YeEbdth(AA ¢ 37 Fx).

T 182 vl YEEFS YEY AU BEFx Fofdt Fof, YEXFo= AYshd vl:="AR(Ls-VRB), ¥
2 AFsE vx=Z@(F5-1Ls-VRB) 2 d% FESH 54 xF AZE 1), F=(dd

B dF IdEFH, ¥ FE-U-HEF XA v9 Jg@A(IE O YEPATH(EA Y 43 ZF=x).
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Y-elEE AA vel oS Ut d 44 FE),

% 212 Hwdvle] 29 eEES Ao Uy B Fold Fo PEE Ao BF FREHT e
o BEES vie EIE Eedugny £a2 SEEdolE(IEA-SS)E AHEte] 2R m, BF A/t
el Aol EAH vhsh Prh(AAH 45 )

T 22¢ vxEyle] 2HE ZEXFS AYY BF2~ T3 $of fE AAY dF FE-u-2EF A vl
AeHAE vepdg. 2lEFL vE X3F ECEdREE FAR2 SEEH O E(TEA-S0S)E AHE3te] =1
Hola, JF A fgdate] Auie] TAE nie} ZrH(AAld 45 #FHx).

I 232 TEA-SOS "IH& AM&ste] glxFo = AFshd v =Anl(Ls-VRB) H& FHER2 WYz F o2 A3t
Hli%“i(% ILs-VRB) & AW BF 2 Fojdt S HE FiF AA9 5 FETHE UEPAT(EA 4 46
2z,

% 24+ TEA-SOS W& AH&3ete] glxFo= AFstd v =ARI(Ls-VRB) E+ FJHERZ A 2T = AFstd
H =@ (F5-1Ls-VRB) S AW EF2 Fost Fo| E| A dF FE-d-gdEF Xd v AsAAE

YUeh AT (H Ao 46 F3).

= 25% HER2-¥HE <17F feb A3 MDA-MB-453¢] i3k 2] vlx="dwl(# VRB), @ EFE v)x=dwl(Ls-
VRB), T+ HER2-X A3} W X5 H|w=@H(F5-ILs-VRB) o] AA L] MEZSAHES YepdT (A A o 48 %),
262 HER2-¥& Calu-3 <17t H]-A2A¥E ¥ 9H(non-small cell lung cancer) A3o] th3k 2] v =LA (F
VRB), #2253 H|:=ERI(Ls-VRB), F+& HER2-3Z A3} WY 2EY v =ARI(F5-1Ls-VRB) 2] AYA| 9] AE=A
YERATH( A A 49 Fx).

o M

= 278 HER2-¥EE <zt et AlE SKBr-3¢] thd -8 vx==RI(F8 VRB), HEE
VRB/SOS-TEA), %+ HER2-% 23} Wzl ¥£3 v =W (F5-1Ls-VRB/SOS-TEA)&] A A9 AEEAS et
(AAe 50 3H=).

% 288 R vk oMol HI-20 Q1%E BiASH olFol el e fel WlmaA(frel VRB) H HEEHY v
& e S g ALFel g dsites Ada g

R(Ls-VRB)S] FFF &
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alil
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Aol% 0.1 WA
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il
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X
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e

[0069]

=A<

#AFE Aol A

g/ 1A d mmol =

=]

JJ)

TR

elgddl =232 FEAsE ¢

3E
=

(DSPC, ¥A= 790), 2 E5-9 ZU2EE (A 387), 2 0.015 59

150

H| A (B2 543.5)%
1719} 2ol °FE mg/

S

KeX
=

2= 2750)

=
o

)

¥~ 31E] Y of Bk-&-o} 71 (PEG-DSPE,

]

ZHOFR S

o

14 mg
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Y

uchi]

DSPC 3/(3+0.015) = 0.99502

[0071]

Y 2EHE 2/(3+0.015) = 0.66335

[0072]

PG-DSPE 0.015/(3+0.015) = 0.00498

[0073]

2!

,&O
I

E£E A4

(b)

[0074]

A& mg/AE mmol = 0.99502>X790 + 0.66335%387 + 0.00498x<2750 = 1056.48

=
[e)

[0075]

S Yol A,

s

& S dAlb) A T

EAE o

Foy s

!

]

!

o

[0076]

A& mg = 150/1056.48 = 0.14198

=
[e)

22, ng/

[0077]

[0078]

A4 g =0.14198/543.5%1000 = 0.261

=
[¢)

HA2FHA, mmol/

[0079]

il

<

% A4 vj=e

-
X

(e) &

[0080]

53) = (340.015)/(3+2+0.015) = 0.6012

&

[0081]

[0082]

2FHAL g/AAE L] mol)/(FAFHA #A) = 0.6012%

i

[0083]

150/543.5 = 0.166
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[0096]

[0097]

[0098]

[0099]

[0100]

[0101]

[0102]

[0103]

Research, #|64 A, p. 2572-2579, 2004; Mamot %, J. Neuro-Oncology, A68 A, p. 1-9, 2004]& F=x3ht}.
ZAES 9 24 3o FAF H8E & U, oE E9 Hl¥(depot) FAF, e HAAH AdZHE} T2
: ; S vilEE BE Folx ®

gl o3, A& WE, pl oA WE, E= VE 54 s Be 84 =3
5

7_],%_ 1’4?—__}@“_‘{# =] EE]OT—ZE]OI—E%; %gﬂo]_li_j_ %oug] S

= A= = = A=} - o=
& A EAF = (mmol /kg) pH
ey EiolE 472 5.65
U et Ad g EdolE 509 5.72
toEldt ey &oE 519 5.85
EYWEadEy &7 0E 497 5.81
EfdEdry &7oE 559 5.33

AN 2. TR OAYEF ¥ EILAYREF FE 2E JEFY Ax, 2 o] PEF v ¥ 2Y

o2 d X AT eI FADSPC), ZF@2EHE(Chol), E N-(HEA-ZZ (A28 Z)-SA7F2 R d)-t] 2]
o} 2 ¥ 2~ whE| d o §h-&o} 7l (PEG-DSPE) (£A+Fo] 2,0009] Z2l(oledll ZE|F)ezi g Axd)S 3:2:0.0159]
EHR SREREIE A fdAAL, FEEXES 3 Sdel 93] 55 A 60TlA AASTE. o] A,
AzH AF ES 308 5 60TolA AAld 1o dAR 2 dd- T ESUUYRE Eo]E9] §dd
FeAZ . AE AR AF A27|7F 0.1 umel 2719 HFHE EYIIRYo|E Eg-oAH 9 JE(ZY
@2 (Corning Nuclepore))E Fdl &2 stoll <&, §AF &4 Fard ol 98 F3ixl gxF A7
def 110 WA 120 meSith. S Y9=HA &2 Edddiy B fdddry 95 HEPES-¢% (i 7.2-
7.2 &YEE Jtuddte 9sEd A(A Y 2 (Sephadex) G-75, oFHAF  FpupAlo}  nHlo] Q| T E R XA
(Amersham Pharmacia Biotechnology)) Z# S o]&35te] A Fygtozn | EFo o ujd2 R 9 njd=z
BE] AASYA BEES EAFHA SRz IRalo)s USP(15R9] S4aFHA B, 5 3P0 SEAS 383}
v sAdxE 2] F-AA BHdA FH8UAL, 150 ng FE/umol FEF AA A FER EF
HArbekdth, EFES 458 ek 55TCA AiFwlolAsalar, 108 B¢ I AolA WAANFAL, A @
= oFES HEPES-¢% 95(pH 7.4)% &2¥e Agdx 6-75 ZES o83 A o3} gzvtEadgae] s
Fojqle] EA(RT =2 A olgdhe HA wi=o] eFte] o3 FHE)E Ao R A

J

=

EL

B
52

30,
)

ol

X
O
I

aFHdle]l 29E glE2FS Z247] AAld 70 B 71GEEEE) Ol wE Ad 2 =

%
A He) BASG. F5E k% 29 Gl 20 U} ek,

* 2
Uadd- 4 EAZAdE g do x84 §d98 e FEF U2 54FHAY 29, FY GE/JXA A
150 pg/umol.
YEF] £8H 4 gxE U oFE/AX A 3 a8 (%)
(pg/pmol)
EdHERy o E 140.744+10.35 93.8+£5.7
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[0104]

[0105]

[0106]

[0107]

[0108]

[0109]

[0110]

[0111]

SS=50dl 10-1376895

EgoEdry sioE 163.81+16.41 109.2+11.6
toeld iy EolE 158.16+18.34 105.4+7.8
U e d s SHoE 155.08+8.51 103.4+11.6

o] YEF R HAFHA =Y

Ae da7bsd 410-A3, EsALL-X3 2 FHEUZAZY ofulS o] &3] e 149} o] X3y
URF EYolE 4 &d& AU, AF HE 73 WA diilel, &5 AHE oo &siA7)a(n] 50
pmole] AX|Hol tfal], ek 100 plef oere), X&E IdEF ¢ €497 60 WA 65ToA &8, AAHH
A Fakde] oF 10 A X% o&ES FHIIEF 3t AL AQstaie, AAld loAe o] HEFS A
Al A},

E T8 A SN (HEPES-9% A5 (pH 6.5) W 2 mg/m1)S 155 pg FE/umol ZEF AXA(PL)Y HIZE X
Foll H7kslar, AFFoA 4568 9 58TolA 7tEdgoezHN HAFH|L 298 G800, 58 2EF
< 9499 7 BYHA Fe SAFHRERRYH ZYAIFI, A 1olAe} o] okE P A ghke] di
A8 Gt. d97r § 30 vk o).

Z 3
T8, A gol 2 AgE 4, tadd-, Edad- 2 AH2ARY Gy F S 2 g

o SaFulel 29

el
i
£
f

g AdRF Ao AFo] AMEEHE ofvl AR T o mulak 29 &
(mmol/kg) (mg/AAZ mmol) | (%)
Eggolml 497 149.447.9 96.4%+4.9
Egodotrl 559 149.6+6.9 96.5+4.3
g gkgolnl 509 163.14+6.6 105.3+4.5
oo gole 472 158.6+7.4 102.34+4.9
o gotil 519 156.7£13.0 101.14+8.5
o] A 2o}l 533 159.946.2 103.2+4.1
EgxGlegAYE)-E et 423 179.9£15.3 116.14+11.5
- deo g 506 153.5+7.1 99.0%+4.5
4-mElm 229 465 152.449.8 98.3%6.2
D 479 158.5+12.5 102.3+8.2
1-Hdsa 44 492 153.6+12.3 99.1+7.8
g A=z 378 158.0£6.5 101.944.3

Ao 4 . EAEUEF ZYXX2FO|E(TEA-Pn) &9 Az

BAg AY ERF Ze(EadolE) 13 WA 18/ EAFoE B (XA oE e 2(CALGN) B, A

ul AuZ AH(Sigma Chemical Company)Z2H-E ¢1FEH)E Eo

SN Fa FEo 120 nle £ESF FEzE-URdHAl FEEA Fole ust

(Dowex) 50Wx8-200, th9- Aw|Z HHY(Dow Chemical Co.))ZE X ZHe] & =

2 3.6 M HC1Z oju] HYP3s}ste], FAE Fa e w5, go|242 AAsY T4 pl= . 15 ml
o)

= T
o] UEH ZHEAYE &8 Ao Hgsta, Dol 0= St 27 &3
ZUENY. AdEx A3d s 2 758 oF EddEelviez HAHste] pl 5.5 WA 6.0 WHES
o g98 JYEF-UAA Fo AFE ol g&ste] AYxAd & AF dEF ta] B, AAld 19
Ao} o]l Hyl EAUOE AL o]gdte] EAdolE o i Bt 1% viwte IF UYEF I
ARS 0.55 Mo HZF E2dolE Fx& I3 gl AyAo=Z .52 WA 0.55 M9 TEA

AAld 5. B EF AAZRE S EIHA g2 XA E G AA

[Kirpotin %5, Biochemistry 36: 66-75, 1997]o] wig}, EZ3 ¥ &3 unl# 83| =ZA|go)dl E|&IYo|EE



[0112]

[0113]

[0114]

[0115]

[0116]

[0117]

[0118]

[0119]

[0120]

[0121]

[0122]

[0123]

[0124]

S550ol 10-1376895

zb= P EF(A7] 120 m) & AZSFL, olF UEF ZE|x2HoES 47 Eddadint. £3ES 7tudd
g OdAEG vlo)=(ANud A G-75), 6% ol/F= A Hlo] = (A3 E A~ (Sepharose) 6B-CL), = 4% o}7}= 2 H]o]
E(Al g2 2 4B-CL) (0] BEF& o4k Aol AX)E Zte A7) A9 ZHe| 29318la, ol& MES-HrER
2 S (pH 5.5)2 &I, &EAE, E2HoE HA(Bartlett(1959))< O]‘Qé}oq EFolE gl
osl A, EFFFAN s wEF el dja HASGT. d7E A-FI=RnEadfy & F, Al

222 (L-6BE 139] MEZ/ZHT AA oA 2xFozRE ZE|XAdo|Erl ¢bd =g s,
AAd 6. EUNEYRE FIE2 SEEH O E(TEA-S0S) Y] &899 A=
UEF FIa22 SEEHE(YFHE T 144.8)E BE J=FAV|E0] 34t ol2HEE FAT =AY U
EH do|t}., IR~ SEFEHO)E(S0S) YEF 98 EEE Z(Toronto Research Chemicals(7H
6 UEEF a2 SEEHoEE 16.57 mle] o]
ol

Ut E2E 24 (p/n $699020) 5B FLujslith. 6 g9

Foll &3AIA, F 2.5 No] &HEY| HF FEE F5IIUT. &N HAd 404 e} o] o] st o
3 Agskek. o] we 72y fEldory FEE FARA SEREVO|ES £ £4 Efddolvlor
pH 5.7(F8H)2 S8, &4 pl 2 AFAsEE 4390, 58 92 0.643 M| AMtE Eglod
UE FE, pH 5.7, H 530 mmol/kg®] AFAFEE 7MY F HEF EAl= ALz o A=E7H

S3FATHO. 1% 7R,

AAY 7. AFE YEF FE o]8&F o[FHZ(CPT-11)o] ZFE AXEF: I A stellA el Alx 2 A

TodolE, W Y FelwasolE(13%A Ul
omA AT, AARANYoR A8, Ed
= 5k w2

3E

1. YEF ZgIZAHo|E, NaO-[P0Nal,~Na, n=13-18(A|2u}zZHE Fu))(AE No. P-8510, "EAHOE =
, o]& Eg YEF IAMMEIEAF O ER dEA JYAY, Zitolgle B o3 &eE);
2. AEPYEF EZYXE2T ) E, NaP0y( A 1et2 55 o) (A% No. T-5883);

3. HEZUEF Fo|REAHO|E AF8HE, NaP0,-10H0(A Zrf2 58 1)) (A5 No. P-9146).

4. o] g FA oA 500x4 (4% 7 AE EEs e 2E 4], 100 WA 200 #FH) (A 1k 2 5
o) (A No. 50X4-200) H=& of$-< HCR-W2(8% 7w ZAste &E3t Zg|~gldl 4% 50 A 100 #14)(A]
aut2FE Fu) (AF No. 1-8830)5 4= E83I%th. A& 7] ¢AZ dzteol Mo o3 MA@
o]2E 33, 1 N HCIZ 23)(AF 7|22 X9 Hl& 3x ), EZ 33], 1 N NaOHZ 23], &2 33], 1
NHCIE 33, 2 B2 33]. uzrgold 5, 2= H-g o3},

5. EFHEolI(TVA), A 40%(L=g 8] AvZ IE oMo zEE Ful)(AF No. 43,326-8). 4F A7
o8] F=7F ¢ 5.9 N3I A#i g At

6. =elolQobRI(TEA), 99%, HPLC 5 (1M (Fisher) 2% ol (A% No. 04884). 2 4] olaf %7} of
6.9 Wx 7.1 N3l Ao gys i),

S AMF, o2 wd 9 fUE AAE 3 HAASY, §71= vFF "16-18 Mohm" FES ST

o] 3o o3 Fo|RXEAH O E, EEAHE, az HolE ¢1o] F8&HE AFUrt. YEF
ZE Ao E(2H LY & F 3 g), v}o]i;ér]o]gm e & F 4 g), Bt ZYPFE2HE(30 nLe =
% 6.7 )9 &AL A7 Zo] AFE 100 nL(F AA) o] ud FAE Ffale AHA =Pt 7
ds 52 828ta, BIS #H3S. A pH(pH<3)E e E B3-S EH3IST. 0.5-1L 2FHHY] £
H 2Ee) 38S 20 mLe EE 3Aeta, pH 4.5 WA 5.09 HFHo] HEE 0.100 N NaOHE A st (IM &
A, L2 sRE vt o] wE Fo| EPHE B¥S pH 5.4 WA 5.57F HEF Eddeivioz A
Aetdrh(olo] EguEetiy o] #5HATh. AA ¥, &Hs Had A9 gAste], 0.5 Nl 23S E



[0125]

[0126]

[0127]

[0128]

[0129]

[0130]

[0131]

[0132]

s 80
€]
=

=
]_13_] Ll 2=

T T 7o

ml =& SjAskar, p-mE e 2R FFHH 5.1 WX 5.5)0] e
A Egudolvioz HAATFo RN 0 E ko3 glol

ol
T =EE Axsin. AAs =2 100 nL7F ¥ =480,

1.572 g9 A EE2F o
= _g_ou :;:/\o Edy

= 7R 4)

]_UOE_

g o FHg o83 0.2-un
g, 27 Bk AEA 2 fE-2w
= E QoH

ks ACS(A2ut2F-E Fu) (AF No. C-1909)& 20 mLe] Eol &3|A71aL, T4 o]
g] glj_ x%xhﬂoi),q Eg]uﬂlf/]j_

dRE AEHOE §ds Az, AHE &

g obdHolE AHE Fal olusth, gole] AEABE 2

O
g
rlo
Lo
B
m
5
oH

EREE pH—ﬂl BE o]&ste] SAs3ith. A

LA EE|Hgo

1=
g TBATH A ALl 70 %hz_). b 7hE RS (58,

2
B
_O|_"
2

2,
e}
e
It
(=)
off
i
=
_0|L

2
i)

I 4
EFo| CPT-118 2Y35H7] 98 X3 IrE o 99 44
% Fol mEdEl ol =E2dEn  (p TS
(mmol/kg)
THA A|Ego]E 0.58 0.60 5.1 791
THA &3] E 0.50 0.50 5.4 625
TMA Sto] 2 X A o] E 0.44 0.54 5.4 651
TMA EZX AT o E 0.57 0.68 5.4 695
THA ZE|Z A dolE 0.49 0.58 5.5 336
TEA &=3olE 0.54 0.50 5.35 719

Zy2~HE 9 DSPCE ofute] Z& 2]3 Z(Avanti Polar Lipids) (v = <&lnjuls
A}, PEG-DSPE(PEG A}k 2,000)2 o998 Zgw=(Shearwater Polymers)(®]= <efululs =9

2ANERE FuiEATt. 3:1:0.19 SR (EH]:

DSPC/mLZ SRR X E(I)A;
DSPC(0.5 mL)Z dfo]al~zto 2

g 8100 vholE &, o

Ax Ad 452 37 ¢

-~

2

A (nilky) Ae(Sd 29)S
- et

% ¥E(-80C, 3w)taL 3 60
< 60 coﬂH 7tdd 5 27 3
IE (7w &9 2L ¥ (Nucleopore),

o},

AdEE B EFS 5% 5t 60TAA %X]A]ﬁz, 5% ¢
G-75 e A-AzvteEadv] s HEEs 2
diER2 ACS, 0.975 g/l 2-(N-RZEF] .

&= A v‘i—%i UrE}%D} 2T A tEF 30%).

NaOH) = Ee]stsitt. g2 Fo]

1 mge] A F 0.860 mge] CPT-11 7| &EAS i3+ CPT-11(9]
o &3|AA, 16.5 mg/mL CPT-11 7|AE2e] A4S =

E3tste], 1 umole] BEF <l

SRS, A 0% B (A o 58 o) Beb BT
t}. MES- \ﬂl/\Ei_/_’\_% SojHNo g

o= e s, Sdd

O

ok
o

fo -

z] ]

[}

]z]

lkl

2 olgah Al

)ell

ggshedeh. of fu4
ERIEE R S

T
SHE71(opite] Ee 2v=)E o

EJ

Evk(Whatman), A& 7]

ek 3:2:0.03)¢] DSPC,

Ta, ofdidez AAFgsE) Fol

FHlSR AL, 60TAA 3H FU7E o]&st 7
Al Q.

2o A 30 WA 60% <k XA IES HAFxA

H‘ ru o
ﬁ
i
(i
2
=
[eo)
@
NE
ko]
jem]
it

_,4
&
il
[o
ol
o
-
o2
2L
32
©
2
2
2
i)
e rlo
J
32 2 12 e ol

of
2
=
&5
o
i)
>,

detrtsE A 25E )

Fdl~HE % PEG-DSPEE 60 mg
AT, 89 B T 30 gl
o shol AR FWAZL

k.

Qahginh, olold, Alvhez
Z ol ~EZA(50 g/l
wE7] A FEge 5 M

e JEzEF2eo|=)S 0.001 N HCI
SAS MES-Y2ER2 G5 F alﬁ}—ﬂr
Attt EIES Fxo| A 55TAA] Q5w

=5
5, %*%%(0 A 4°C) oA H43 a‘@o}ii
9



[0133]

[0134]

[0135]

[0136]

[0137]

[0138]

SS=50dl 10-1376895

S o] &3to] FITH(AAlA 70).

50% A7y Aol EA sto] A7)eh Zo] =59 (PT-110] Y E fEFoEREHY A9 & WS

ol AFagitt. WEd A TR S 37TCelA sisstal, 107 &<t 14,500 golA dAlEEls L,
0.45-um AEZ 2 olAHO|E AYA BHE 3l oFHedrt. CPI-1¢0] 2dE #2E AAE 0.2-um AW
AJA-HZF AFZ 2~ ofMH O E(SFCA) T AlAA] HE | Aoz N Atsigitt. 0.5-mLe] HEZFS F
7 1.5-nL FFFA AFM==2=xd U9 0.5 nle] FFI EFstaL, FASE, 24A17F B 37TCeAA =AY
(rocking) ZHFNA QulelAsiqlet. 33 MEL 2XF d4lel 0.5 nLe] T+ MES-H2EZ2E i3}
ATk, 144 mM NaCl, 5 mM HEPES-Na, pH 7.4 €& N(HBS-5)< ol&3li=, H=d 7twAgd 2% o722 A (A
22 CL-2B, FwfAloM(Pharmacia); 10 mL 5 #A) Ao A-IZulE g g o8] EFS dsisith. &
XFo] ¥ AF EEE JEiwa, 3 83 gid 2 wEEH SFE(EASHE F9d de)S A o5 (A

& ° s

i
& CPT-11 % el ds) gAskdn, oFR/AAd Hl(E w)E T
% g

(288 )9 54 Rt wik. Qlpwlo]ld F-o] xF ol Hol 3l

2/A Bl (Fz=vtsl Aol dsty] del of=/Ad vhE v

5

32 SAAREF A4S o83 HEF R C(PT-119 29, 2 Izt g3 &4 3l k&9 A9 W&
39 ¢ 89 Yyt A A el dstr] H Hdyt A AiHo] s &

o5 /X4 W] 2 5&5(%) o5 /X4 W] B AE Fol 9l

= =%

VA &3 E 127.2+5.6 84.8+3.8 132.1+6.9 103.8+10.0
TMA dlo]RE A o|E 136.249.0 90.84+6.0 132.3%5.0 97.1+£10.1
A E]ZAH0E 132.9 88.6 129.2 97.3
TMA-Pn 134.449.3 89.6+6.2 135.0+7.4 100.4+12.4
TEA £ E 131.1+6.5 87.4%+4.4 125.2+5.0 95.5+8.6

AN 8. SlREAIOE, EdEaE, FTAolE, AEHIE B Lo= EedAYRE 9L

olgatel (PI-110] =¥ exFel AU 34

HEEEH eEEe YA DoAY HEET ok rES o

A BS §43 2% 5 k. aEne, (Pl G2F AZEY HUe vpesdde el Ad 44 o

g3to] AU Fo) gl A okE gl sl 23 sk,
=

Y EFS AlFste], Al 6ol ZIAE niel o), @ spre} o] wMEsto], Al C(PT-11& Y33t 4
o] 9Bl Z M =ARAl PEG-DSPEE ©o]-&3h= thalell, #9152 ofwte] Ee} 2y =ARA| 8] AL PEG-DSPES AH&-
q

stk del/x4 AE e gl2F AR mEYR Awgste s, wusEvbed WAbe A, [H-EH

i

2 sAbe A ol el 2 ([ HI-CHE; (o}™AF, w2 24))F 0.25 nCi/mol 1AAe] oz xdeo] Fnmys go
of H7bativk. A A &AL mpolel Aol 12 mge] DSPC/#oz Hujstar, 3d Fu/AF Azl o8 7 2
52 YNNG AF BES 0.7 mLe] ol FA AFH dEw 4 9 FolA s, 28E Eade]
EE FHshe 98 Z2E XS WY AE w2E WAFs A Algel & Fegith. 28 H EadolER §
o= ol sl AAE =3 AAld 700 71AE v} T FEGlo] XA ] HAsH 3, XA WAL
ETELRA ARGt 295 8] Axd dEF-FE EFE] TS U2 GATY, 29 e gEF
Aol digk H7kE CPT-119] 29 A ¥]("F H|")E FRlstr] A& AA . gxF: A7) B2 AF 7
T E 2 BT HAE e BEE o] 88t fA-EA 3 AFRHQELS) el o8 FErelth. o] EEEFE] A
AEo] i 60 et st
HZ6
AAW o4 ATE %, [HI-CHE-%A 2¥EF Y=o (P1-11 =9°] 543
3" o 89 29 A oE 29 F g/ 29 2% |[JEF =7
) A4 4 (H¥+SD)nm
VA A E# o E 159.2+3.5 156.7£3.6 98.5+4.4 122.1+£25.3

_26_



[0139]

[0140]

[0141]

[0142]

[0143]

[0144]

S=50ol 10-1376895

TVA £¥0E 156.1+2.5 156.1+3.1 100.0%3.6 122.2428.4
VA Fo]|ZE AT E 164.6+5.8 156.6+4.3 95.246.0 121.14+19.9
VA E]ZAFH0E 163.6+5.7 156.0%3.2 95.3+5.3 122.4+12.9
VA ZEE2do]E 170.5+8.0 162.444.0 95.346.8 123.0+£12.7
TEA £F 9 E 153. £3.3 154.944.9 101.045.3 121.1+18.0
653 A (D-1 vp&A (22 @l¥ (Charles River))ol T%Qi 10 mg/kg(0.2 mg CPT-11/m}9-2)9] Fojgko

2k CD
2 o] YEFY (PI-11 AF=S nel A FAEGT. 8AIE Fofl, w925 w8k, A A% W}?—
3l skl NS st Al 38kl (10 WA 20 ple] 1000 U/ml 39k USP), d& Aol
0.04% EDTA(7]B®.5(Gibco) BRL)E H3F= 0.4 mle] E2HoE-F AgdF A (PBS)S dHsle A
=2 13‘20}04 %0“ *‘E% TS FeYal, 58 ek 9,000 goll A YAEHdto e ol
v deds O Fo gE 2 YEEF A4 HAAS it

4 Al o) Xé%’@‘rﬂ‘?iq(”’\lfﬂ] 71) Elﬁi X]"‘g 3‘@—_%*4 H“}b Ja‘ 741?% o]-g-3}
;g

ab7] el A %Xé%kg% EFY (PT-11 2 A FF FFS vehile Aoz FH0n. =3
ol = FAR] AF & HAE(% 1.D)E S8R Bol3k FAM EF27F 10099 Ao T3] )
Aerlal; Ao A2 vk AT 6.3%% 0, A7EA o] 4503tk A F 7o 2.oFEo] vt

X7

AL B 9 A A (8A 7)ol A ml9-2o A 2] (PT-110] 2H¥ 2] E=9] 43 x|%4 2 (PT-11-2-9 9 A
QA . GI.D.: FAe Ulst %.

gxzo) ¥39 4 oF & /A B (ALK gkl vl %) g EXFE AAEF %1.D.)
TMA A Ed o] E 80.247.8 18.8+3.4
TVA Z¥o]E 70.14+4.8 23.6+1.8
TMA Tfo]2 X A o] E 67.3%£9.2 23.243.1
VA EF]¥EAd0]E 70.6%6.0 24.948.2
TMA Zg] ¥ 2HoE 107.5£8.9 24.3+3.4
TEA % 9¥o]E 76.6+13.1 23.640.1

BE AAES AAY EFddA 8A7F F9] oFE B-Qle] o] A E9 70 WA 80%el L, A EEE
= K2 THU oF 100%= FAH)S HEblth

H CPT-11 EEF 7 FETH

Eodgd iy ZYEAHOE AE o83 ZEFH (PI-119 AFES HAd 3o ve} gl ulkel go] Az
stodck. A A-DSPC, ZEl~EHE, 2 N—(u115f\1—%al(°11%ﬂ 293 (EAF 2000)—%/\17}3134_)—DSPE(PEG—
DSPE)(©] X7 ofyte] Eet EMZ AFEHOCIE = A%)S 3:2:0.0159] EH|Z Ax BdzA 23ee

W= 65ColA 100% o) e (USPE, teF 0.15 mL/100 mg4 AA)e] ARG, FEFH ATFE S, H—+aﬂ
262 A oM =CH-CHE, olvlit shubAelzRE 74)E WIS PAbE Xlél FAZA 0.5
mCi/mmole] ANA A ko7 XA H7th. TEA-Pn(0.5 M Eglolgd ey, pH 5.

4o A ¢} 7ro] A %3FGITE. TEA-Pn & (H7FE oeh-g9o] 27 <] IOHH)a 60 W= 651

R, tes Ao dAg FHA Fdeolo] FAgd wzbx] 1 x4 wRkelith. o] dErelg 60 WA 65
ColA o}z ¢ta &) (g # A ulo] 9w B &9 = (Lipex Biomembranes)ve— o] &3},

Mol AZE ZgtRvolE Edo=m o FE(ZY FAHZ(Corning Nuclepore)) S £3
*ﬁ*éﬂc 9T YEFS I8 AolA w53 AN T, AES A ES T MES-EAER S k(5
mM MES, 50 g/L €)~E&Z NaOHZ pHE 6.52 ZAIHZ s, Aoz~ (L-4B 2y Ao 4 A=nfE1
ool &, e L HEYE ZEAME AL AAS ST,

™
>
£
©
m
i)
2,
i}
i
i
o
il
i)
t

»
E-)
o

m
i
o
op
_o‘iol
£
2
B

N
O
O
-
=
OH
- HJ
N
N
-
—
o
o
B
=
[
[\

)4

E = 20 mg/ml olg=HZF 7[AEDS 3= CPT-11(o]g)=HZt 22 gto]=)e] Yols 150 WA 200



[0145]

[0146]

[0147]

[0148]

[0149]

SS=50ol 10-1376895

mg/ A A mmole] oFE/A A R gExFo] H7lellal, £3ES 60 WA 627ColA 45 WA 607 &< /M uL
HE kel QlspuolAstilt. QlFfHlold EjES W] WAAIZIAL, 0TelA 10% &<k QlFuo] st 5, A&
S GABIEE 31gith, 2.88 M NaCle] AA e 1/20& H71ste], A eA ol AEE A}, (FEE UF
el S48 oFE vlR2) w-Ag (PT-119] AAE FAZT. SYPHA @2 F=S HBS-6.5 ¢+Z (5 mll
2-(4-(2-3| =F A o &) -3 ¥ 2} A| i) -o| D = ZAH(HEPES), 144 mM NaCl, pH 6.5)% &2]¥& Alvtd s 25 £
G-75 Z= (o} slupAlo}) Aol A FRutEwjd e ofs) AASIGIE. F5 AHdA LEE HEF FES
eI, 0.2 wo]AE o AR Atalglom, 4 WA 6TAA AFe =, ARSIt BEFS AAl 79
Ao} 2ol P& e, 9F v, ¥ 9A A2 EAg e, 2EEFS 108 o] Ht A7), 2 139+18 ng
ol CPT-11 71 Al=3 /mmol 1A €] CPT-11 9= 7HATH

oAl BxF: A4 B YxF: e AHKA, 4 WA YEFoERTH Fm wEo 548 T4 AW
FHE L FX8 R 2 eho- 29 (Sprague-Dawley) @E(190 WA 210 g)ol A Aatsich. A=l H-CHE-
BA olg:=Hzt B EF(0.05 mmol A, T 7 WA 8 mg CPT-11/kg #AZ) 2] 0.2-0.3 mL EFAE FAMS}
Ak, o AZ0.2 WA 0.3 mb)S sFd-HE AlFAE o] &steq FALS ZbE 4R AFEGT. 35H
o AHE E2HOE ¢bF AEATE ol &t BHFalt. "o MES 0.04% EDTAE FHirates 0.3 ml9
Wy PBSE sAEelal, do AxE faligd o8] Relskalth. e FAE sk, AAld 719 %
=4 AaE o]&3ste] (PT-110 dis) HAA S, T4 WS o)&ste] A3 WA o8 gxF A4 =&

3 Oﬂ]:]_

ol el AAEATH. 7| M ofE 4l H-CHE-A1d k& zte gxF: xﬂxﬂ%— EEEZAE AFEES
Frede 39S S8 e dNd HE S

TEHES 4002 7}”0}&1 g5 CPT-11 3 gxF A &S5 Jé}oﬂr/} g5 Ad B = F Y
b 2ol thak %(% 1.D., %ID)2A F&ASGaL, FAE A7t e Z2esidth. gl MZ o) orm
/AR S FARE HEF100%2 &) W] oFE/Ad vz Umezd gxF: o dob = k=9 HAl
AL, F2E7F 9y o2 w422 (monoexponential) < | 33 A

Aol AEA)S delr] wied, HEFoRFE| = WE, B AF B = dF WS vlolaRAsE
E A (Microsoft EXCEL) AFE Z2ali(nfo]aRAZE IX# ol (Microsoft Corp.), "= &A)e] EdE=
(TREND) 5/dS of&ste] ©@xp A4 g3 WAl dHolHE HA oz Agtststo] ALtsiivt. A9, A7}
L= o1o] uek Slnk. HA Agst sevE RS, Ad 2 sl digh dF vkl 2] 16,4413 B 6.614
roldtt. o] =1 stel A, 2l CPI-11% 3O 25 E w9 W] AARTH(EAlA 69 Fx).

=

Fol oFB/AW Wt PEFORVEY (PI-11 WES o4 HAS YA 2). A% 1A, olojAE
oFE WEe A% Aol e APIATR0.992), ol 0% WE AAWAT AT ©A 4Bl oF 75
b 24X ARAA WEE Folok, F7h4 wEel MAPOR HATh UNT B, ATEE o 3.549) %]
2R/ AN AP SRR FRS YEAAG. ol weh, el 50k T UAZCl 2 PEHUG. ok
o 0% WES FF YE Swk ANMOR QA FAHel mek A WE AYRAA HEY Felr,

AAd 10, FE wh2o e et o]Foldel dE EddddRy X0 EE o] &dto] Alxd (PT-
11 x5 % 55

CPT-11 2l2Fo] &FF a5& A7 HU4E BI-474, = C-ErbB2(HER2) &A1& ?Jr%iﬂ_é}% o ~E &0 E
A Bt RddA ATt BT-474 AEE W= E’“‘FLHH" T3
Collection)(M= wEAH=F 30 LADEHY YFasict. ot =& 2% 4% é?l\:—% Zhi= BT-474 /HH—
ghelo] o]t 7|AE nupe} FZo] A nEk QA o]Folr FF @@ETH g
ANA 10% $-oF 834, 0.1 mg/mL 2EFEnfo]al &ZHo]E 2 100 U/ml #HYAH G= 2= RPMI-1460 UHX] =
of AL WHAARAI, wF 1:302 YFAT. NCR nw/nu A vH$2(4-6 F%; B34 F=(Taconic
Farms))E 60-94 A W& 0.72-mg 17B-o2E&T]E A (QIwmuo]E|B. 2]A A o8 olmz]7} Qlaix o]y
{immovat e Research of dnerten, fac )V (IS VI S Sore, 28 T AL 99 E S
2510 BI-474 A¥E e 0.1 0l & 4@1% A iR e Het JESth. % IS viF 13 HA
(o5 4 HAR(H)HS et T 3 2 %47 (caliper) S &) EUESTE. 317 WS o]
|3to] =H7) =AHoF wjF 23 =Y A= 6biﬂr(Geran, R.1I. 5, 1972 Cancer Chemother. Rep. 3:1-
88):

o)

el
oty
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o
=
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il
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2 AA = [(Do])x(E)]/2
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[0150]

[0151]

[0152]

[0153]

[0154]

[0155]

[0156]

[0157]

[0158]

AE@A) 130 Fol, FFE 200 m'e] B 7)ol E2EAn, FEL 13-15vte] $Ee] 3P0R FAIR B
Fakalrt.

EEFY CPT-112 AAe] 8olAe} Lol (FE/AAA H]: 192 mg/mmol: H+F HEF A7]: 86.8 nm)
Azsdet. f8 2 JdEES (PT-11S MES-HAER 2~ BSEE 5 mg/mle CPT-11 7| AR 3A38tR 0L, FEd
e e Aue B HF F A 14, 18, 21, 2 2507 f] CPT-11, BEEFF (PT-11, =& H3F &
58 FARIIY. FES st AFES, FAAEE TY BEoA CPT-11 Aol s 3 Bud F
o] W4l 50 mg CPT-11/kg/FAEe] FoFo &2 A|&3kith

A2 -d 54 Frishy] 9, 'S £ w5 23] AFES 5459, ARER BE FHo] alEHe
gl HE F 60E7HA TFES geelet. g At ZX Hit TY AHES A EE2HEH Az Aol o
s vk, = 3o veb i wl Els ke o

M4
=2
x
w
&
c
=2
w o
02
flo
o
Y
w
3
S
S
2
=
ro,
e
=
[\
N

A #A 54& FEY A5 dTgHAl & Frtegivk(E 4). o 7= e {993 =4& vEY
A EFttk. dixzTelAe s= ASS dFHHA Frten AT, GEFY (PT-11S B =9 H AF
2 upx|Ek A2l Ao oF 3.3% AE I gaEu. gy o] AT AFEE AdHAL, FES G4 ATl

o+ AT #ave Agd AFol & 2FHE t-slA~E(Student's t-test)ol] 28] 7

| g
Aom frolaolA] &kth(p=0.274). ol we}, BE A2E2 o4 SAR1] 88t

!
AAd 1. Mz Eddgduy
7], oFR/AR H, 9 LY golee] JAo I

CPT-11°] 29% FXZ9 2719 93 AFES ARsgon, = 11 ZF s AU ¥ gd TEA-PnE zt:= ¥
& o] &3l AFXHUL, & Fys AU EFFE TEA-S0SZE ztE G EFS o] &3l AxFHJAY. o FEF

o] Alzoll= sl dAES EIAH:

il

1) oekE o] A &dfo] o3t AF Fg. AF mEZx ZAHEL 12-tsHolRAd-SN-E AT EdZH
(DSPC) (A= 790) 3 E4-(59.8 &%); Fel2E|Z(Chol) (A 387) 2 =4-(39.9 B%); N-(ul7-dEA-Z
gegdadl FYFT)-FA7IERY)-1 2-t2Holed 2 2T HY o ghSol (A% 2787)(PEG-DSPE) 0.015 &5
(2 0.3 %)= A= ATE. DSPC 2 PEG-DSPET ofWte] Z&} vz (n]=r dehulnls M 24D 25
mE et ZHAHE(H 5 S3F)E Zulol A (Calbiochem) S 25 FujE ). Ax A 2S B2
o|E ¥ &7]A £0.1 mgo] BEgER AFelaL, olst A A A dAldl AEer vlE B ooleE) 23
shglth. DSPCE] & Ho]2=(55T)E &), No] 5= wj7bA] 55 WA 60TolA &3S
FasoiTt.

2) TEA-Pn B TEA-SOS &) A= GEF FTE2de|E(n=13-18)& Alavt AvZ Aoy =ird sl
(p/n P 8510). YEF FIALLEXA ZHEVWOIEE EEE A X AW ZZ(Toronto Research Chemicals) (Lt
g EE2E AADE FAlEkich(p/n $699020). @& AHsI Bl &8iAA, 1.2 WX 2.5 N §9&
Agaget. Sole WEA ThAs 501x8-200 i TR [HCR-W2(H - E) (A IrFEEE Qb5 S
AMEEEY, YEHR 8 frE] dtez ASAZT. AS ARgsr] Hel, FAE 3 AH gr] &9 A AA
3 5 diztelol skt (1) 1.0 WA 1.2 M 54 HCl 23]; (2) 2 23]; (3) 1.0 WA 1.2 M 54 NaOH 2
3, (4) & 235 (5) 1.0 WA 1.2 M 4 HCl 28], & F AAE $X9 dgds g3 27 AR2vE 1Y)
ol o T f% st FAsY, YEF 9 £99 1 ml F, AHE FXE 8 nl o /HAEF ).
A2 2 249 AHe 3.0 WA 3.6 M A HC1S THA %, 5 & AozM, T &9
o] AmX7} 1 mfo]aR-So mIvto g "ojd w7k« F7t2 Fys}siivt. AHE -, ZElS 1 WA 1.2 M HCI
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[0159]

[0160]

[0161]

SS=50dl 10-1376895

-3 7% AA; 3.0 WA 3.6 MHCI - 2 Z¥ AA,;, & -5 27 AF oS oAH o2 T34
S drmrl 1 pS vtz "o u7px] AAYAI7IaL, A2edA 0.2 o
9 S0S HEF 4 |98 ZRe] w4 mded A8la(Zt 4 mle HAE A A A s
W= 150 mLA FAZ A7 3l °F 1-2 ml/nin®] FE2 F¥ gl AT, s B2
gAE Axfeo] dis] AFsATE. 10 wS o] e =g zte BIE& FH3500. it
| < 20 WA 50 mSellAl AlAbeE 4= ok, 1ol tigk oivtE e A
kel A, R &ds e pHolA EAXr o2 2] JHEEE] Bk
WZH0 WA 4C) FAEE. 89 998 0.7 n(Ad@gozE o 0 YA 4)9 pH, &
oF 120 W] 200 mSe] AELEE 7MA|A "rh. doFoez, ZE|EAFHETF W& pHol A FY3] wlEe] =]
2 83t IPLC-57 Egloldolul(99.5+% +%) (M, p/n 04884)S Alg3sle] o)L
é}gi ?%%_ & SN HAHTh. &5 TEAY] =28 F=5 A Aol & F3kltt. 0.100-nl =3 F
°] TEAC0.100 mD)& 3™MZ 20 ml9] &o He}, BEFHFS 0.1 N HCl 2T €922 5.5 WA 6.09] pH TH
(F8 ASHHI7A AAZT, AAE =28 FE(7.07 NDE 7.17 No o]&X]o ZHadtt. Z#APn)dr EE
AR FEREHOIE(SO)A o SAHE AAS pH (F2l) A9 24 sho &4 TEAZ HAsqlth. ofdl
WAAZ17] e A g wte] HAgskivt. A FHS pH 5.6-6.2010 k. H7FE TEAS] A& A58 7
Atk H7HE TEA A H =2 Fo] xste] AAFE &4 AAS SAHIGL, TEAY] =5 ALt
Ao% AL, BS Hlele], TEA 552 ol "WAE nle e Q3 0.5540.05 N = 0.65+0.03 N
ZAEA Y. 459 TEA-Pn T+ TEA- SOS £ %4 T HEF ¢S HYEF-HEA F8 A5(24
9mLe == ﬂﬁo%"t a5 xﬂix}ﬂ 57

el

=] >~
OFF—, T3
o

Q
iﬂ] 0. Z2
q

O
El

o 32 Ju to x
_0|L1
= OH‘
N
_0|L1

Ju oo
_iO
il

< o83t YEF =8 %16}31@.
TEA-Pn T+ TEA-SOS &AL I A g

z
A
L)
I, o
ol
tlo
e
oo
ol
ol
2
e
o
=
=]
i
it
HU
I
o
-
=
)
_04
[
—n

tol 71583l & ‘iif’éx}%% pll A= %éﬁ

& = A Akl Az, A4
% 011%% iﬁf} %“?3% 1ooP°4 %LHH Zhe A 55 60 WA 65TelA

Rk Zotaz il A oF 0.5 WX 0.6 Mo DSPCY FE& A& 100% o g
= TEA-S0S)E 60 WA 65CE du] 7heste], oereA
% o F/EE Hojg e os FA ] wRkellvt. oehgo] HEF G
oF 10 A A%ol AT}, H=F Aol RE Az A8, AHE dEAS 60 WA 65T 3)H T
7ol FaL, & ¥4 TR 93 dEdolAE dEkEe] Hste] T A7A IHer WIFFsiitt. 0.1
mmol AAA o]ste] FEE 98, o] WAdA 170 Ak 011*1 ofghgo] AARA sttt AdHE A g
S 60 WA 65T 3| Al

o o
(e
w2
o
2 %
oo -
off
>
m
o

EORNY
=

ol :u:.

i
m?,

150

2
g
=
=
o
=

4). E A& BE FeF A F Bl #AFF b 1al olske] XA degd A4S HE, & dHAES
obdte] 2t I =d g3 FFHE T 24 A GE71E AFESIGT. gE71olE 19 mm EF o R o H
4y o] 2XH1, F& 71d BE=2o® <3 AE 2% 2EAY. 1 WA 10 LY AFE e, ¥ duAE
2 AF &£ AT VA 48 FAsHE 9 WEH f5 GE71(EHE2x vlole B A= (Lipex
Bioemembranes) & AFHE-3FTE. $hE7]el 25 mm ZH & ST Ad dg9AS S5 TH LT o2 VA
P& o]&ste], AFe A9-el= 100 nm, 80 nm, = 50 o] BAA AT AV|E Ze g 279 A5
ZYItR Yo E o A (ZY-FFEFo] 2 o2RYA mF o] H(Osmonics Corp) AZe] FE7} H584A4 A
FEE S3160 A 65TCAA whE %}%’5}5’35}. gxE 37]94 FEFol At 7§—°r, 100 nm, 80 nm, =

i@l olalel 1ie}

3 2 g o
oF 15% Bk 60 A 65CAH FANRTL, YReAN F43) 24CE JANAY. WE

Ack. hEH PEEFS 2t

oA oF 154 ¥, #EFo] AL =Ea=S sl

5). BlEF 9 7H FY gFofe] A W o2lEFe] ofE-EY gFore olF. TUHA &L Tl A
AqE AASAL, 37] Al ARt EI I (SEC)E ol &dte] YEFS e md dFdow oFAzlt. e
SA47bs dAle AA #F 04?%, T AF TS 2AY-9 Alxd AT At HEFSS Sol-ud
SR (AAY, e a-1 B g9eda-2 43 ARy tuAsty Zgagd no|m)2 Aoz g TEe)
tEgol] gk AAE AT 6}% Aol FElsit}. FE-2Y AF NS NaOHZ pl 6.52 ZAHH, & F 5

mM Z=2-9<F 1 HEPES % 50 g/L F ¥ ~E=R2 USPE dFatdith. 5dE 0.2 wlo]a& vd& JE (9}
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[0162]

[0163]

[0164]

[0165]

[0166]

[0167]

SS=50ol 10-1376895

o
=
tilo

kI of
:ol:“l

2

ol

s

o

_O‘L

2

o =" HEESS MFES CL-4B(FAoh)E Zhe 729 Aol aznfEada =
3 © g38nt. EFS T AF EgoA vehgta, F89 AAe oF 2x¢l
N o v xste] FPEAT. SEH YEFS A 700 wE AAH Fxel uis) AAs)
7% QELSel o8 AAsIGon, 4-6TAA AA3HIT).

2 ox

32 2 ox (MM

2
2%
W oo -
oo

ZEF @ o] dFold. B F olglwHt sugZRalelns faAA 20 ng/otE JABAY] wlS
SIEE FgozM FNZEI %%%W] AA| CPT-11(0] 2 =B 7t =g zatol=)e] e 7 xa1¢T),

pH+:= 4.0 WA 5.0%9 8. <& %@1]_9_ oko] olede o] g3le] 0.2 mlo] AR EaloH 2%E(PES) it ja
235 oJzstdet. A r2 2o glZal Z Bl @ TELS o|angz Jdul Ao
A1 0.55 g WIS e ofk=/AE 9 HE At
o} k. EE<] pHE 1 M NaOHE ©]-&3l4 6.52 ZAH3}
sHA] 58 WA 62TlA A5

|

o ox

15

2 g 2
(@)
ov
_t
o=
o,

@
2 R opRE 2
o
O,
-}
(]

NN e oft
3%} =
< RS
= i)
N, off
& o . it
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e
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AL
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7). BUHA L (PI-119] AA, HEFS ¥ PEJoR ofF, HF o, % AF. BUNA 2
& AARGT, AEEL 2] WA ARPhEIANE olgdtel AF SFN0E IFAAL. AF ¢

% 20 mM HEPES, 135 mM NaCl, pH 6.5(NaOHZ ZH)& sHisliar, ARE Aol 0.2-vlo]a & FF-oj3
47 W1 2 sl AgA 05 IR sk ol Az (To(ehel s sl el sl el A=l

s FAsglth. dioRRE Sud (PI-11 HEg (= A4 232 s X 8 (P12 34
Tlol] oa] AAle] 70 2 71 FHx)ol tha HASAL, AH-FF A u} 3712 QLSO o]&] ARSI}
e A5, o= %Eé 2.0 WA 4.0 mg/mL M= ARG, HEFSE 0.2 vlo]AE ZHddHlass 7o
4HE

F3l o758l ulold AH el gk 70 WA 80%= vt FEZ=2IYU ule]ld(zYd A -uiold

(Coming Cryo-Vial) T+ PIFEE go]Qd®l A} 78 BREAFACE 4-nL G vlo]de] EAMA T Hlo]d&

Tt sHE7] ) g, mAFEI e, 4 WA 6TCoAA A7dstgltt.

A 12, FE 29 € € TEA-Pn 79 A EFY AAN & AFol gt o=/ vl J3t

TEA-Pn, pH 6.1, 2% & &%= 531 mmol/kg?] E&H 0.65 N &AL

whe} A2 TE. AE EAAS 2719 ASE 100 nm AlF 7] ] FFR e

J¥F A4 vjEYsE B8 0.5 aCi/mol JAAZ [HI-CHES Edatgict. ofE =9 Ao 2xE =7):

98.5+34.3 nme]ltt. FEZES 200, 300, 400, % 500 mg CPT-11/mmol 1A A9 %7] ¢kE-tf-¢1x2d H=Z =
g, gxE e GE 9 AxE & AAld 716 wEl Bgd=yel 9, e AAje] 729 AXH F

=B elE HAd o3 Z7] FF3ATt.

AAY ke WE SEE HUiehr] gal, AAld 89 WS wsit. HEES Ay A9S

2= Y=E(Swiss Webster) PH-2=(AF 18 WA 22 g)dll 5 mg CPT-11/kge] FolFo =2

8 & 24X ZF Fol, 3/ 7] w25 vEHEIN T, A A AAE FI wE8siiitt. g9

o] HlWlE 0.04% EDTASF E3tetga, g AZEE AR &) Estgion, CPT-119 gxc} FrE 2

-3 T AL

710l 719 vk} ol RFFWAel olal FHFALk. F-wA AA AP AFE ol g3kel [HI-CHES) Fg
SAGeRN ARG F& Fada, el oFw/AA vlE FAR BEE e okE/AAE R Ur“*ii’%i 2]
ZF el FfE o= &S AdE. fEl (PT-119] 4 F AA, D oo i e P FEow
Aaf, ¥ WHAEL BE QW ool AUXFY FuA Ao FAHA.

A37h i 8ol veb Slth. wE 7] ofE AR kol A om frolHolA] ettt o] Ao AFmA,
& WRAREE ofw REEE 500 mg/mol7H S7MAITIE Aol b BH s AR /bl B s
A wE AR AU, o vl F7F A7E S8 A=A

kN
o)
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[0168]

[0169]

[0170]

[0171]

[0172]

[0173]

[0174]

[0175]

[0176]

[0177]

of= 24, B olg:HZt TEA-Pn 2l 25 W] AW e AF(BdLxEA2bD o g /A4 Bl 9F

k&2 /A & B (mng/A A& mmol) gEXE U ol e =
(FAEA gkell A& %)
£9 A 295 (%) 8AIZE & 24N F
200 208.4 104.2 54.6+9.9 9.72+2.23
300 286.3 95.4 85.24+14.3 14.52+2.51
400 348.8 87.2 81.5+18.3 17.31+6.14
500 518.9 103.8 66.8419.6 13.47+1.44
AAle] 13, TEA-SOS &9 FEF WZ9 (PI-11 2299 <& 29 §&: 2 EF F7] 2 w2 o] A
5 AFo A
0.643 N TEA-SOS, pH 5.7, AFZFE 530 mmol/kgS zti= ul FA {8 o]&sle], x3d gaN8 &73)
= HAEES A 11049 2ol A xsF . KA BANS AlF A7]17F 50 nm, 80 nm, FE 100 nmQl 27<]
A4ZE ZY7tudeolE dHE F3 103 &SI 2lxF X4 wEf s Td 1.5 mCi/mmole] B EF
AAz [H-CHEZ ¥3atgith. o8 3 2k o8] P¥F 2712 Forgdet. Wk 550 mg o] 2l =8l mol 9]
AA AL 7] FE--AAA HZ FYEXZo (PT-11S ZYIGTE. FEo] 29 E XS QELSE Ao A
3, AAld 70 2 719 7]AE wpe} o] HASA
A7 292 A2H 928 UK 1079, Het 27 WA 30 2o e gNE T3 o] CPT-11 xEF Ay
S 10 mg/kge] oFE FoFoz FAIUU. ulS-AE 24X FPAA, RS SR, A 119
Aeb 2o CPT-11 ¥ #EF Ao dis] #AsAT. A7t & 990 a.9kxof g},
9
TEA-SOS BlEF We] olg]wdzt 29 2 AN & AR
gEt X% =7)(nm) o 2oE whg-2ol A 24417 Fo
AE 27 (nm) H4 9D (mg olg=Ezt/ EEL Holl o} e IE
mmol S1%]2) (FAFA Zkell t3 %)
50 87.6428.1 579.3+24.2 79.24+3.8
80 98.5+15.1 571.1+69.7 82.6+2.1
100 110.8425.2 567.7+37.7 86.2+2.7
EEAE, FARA SEEHoEY EfdEdny 9, H-TIAA tFol2d 7] s=sds {7 g
E(HE z E

)
>,
2
=
)
i
2,
>,
to
(@)
%
N
=
o,
hﬂ il
rkﬂ
&
U)
.q
£
,
M
o
1o
mEL
_l“.,
=

ZFZE(100 nm & = AT TS A 120049 o] AxstUTE. B EEFS 10 mg CPT-11/kg(17.6 mol 9
A A /kg)e] FARoR FA AW JHHEZE FXE 2709 97E dF ~xet =92 HE(SHEH(Harlan))
(A5 <F 200 g)ell 10 mg CPT-11/kge] FoiFo g AWy Fogirt. B4 MES LA AHAA H3l, A
Aldl 9ol e} o] k= ‘;‘ YEF A kel dis) A8, HolHE % A FANE/ml 4, 2 72 AlA
oM TEF ol HFE % o FEAIBFRAL, FARE AlZEe] e ZEEEIon, gxF Ao dig vzt
7l R YEFORFE oE WES RVE 9A A g Bl HHoz HFslete] ALlSATHE 5).
CPT-11°] =Y ¥ TEA-SOS | EFOZHE O g W&o RHf7]=, frAkgh TEA-Pn & vl 44 ¢ 2
56.8A17F0] AT},

AAld 15, A FAAAYMI-29)Y] H3} o]Folds ZE FFH F= vh$-2ox] TEA-Pn E TEA-SOS -2
YEFo| TdE CPT-11 2 f& CPT-119] IFTF &4

0.65 M TEA, pH 6.1, @ 52 % 531 mmol/kgS 2zt TEA-Pn &9, == 0.643 M TEA, pH 5.7, @ A5FA%E
%= 530 mmol/kgS ZHE TEA-SOS €918 o]&3ste] Al 11oA9} o] FEEFS l AT, PES AT A7)
7F 100 nmQl 2709 AHS% Zg7IEUolE HS %3t 103 E3= 35T, AAE TEA-Pn @ TEA-SOS &%
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[0178]

[0179]

[0180]

[0181]

[0182]

[0183]

S550ol 10-1376895

F& Z}7] 112.3£15.5 nm ¥ 120.5+42.5 nme] A71E 7FR(T 7] BXEe H#+SD). 2l EFo 500 mg/mmol 2]

G oFE/AA A HE (PI-118 =Yg, A" ELELS TEA-Pn 2 TEA-SOS AP Eo) sl 7] 465.6+

26.5 mg? °FE FEF(93% =W &E) H CPT-11/mmol <1X1& 499.9+22.5 mg(100% =Y &8)S 7FHT).

HT-29 MEXE v= ZAFGSsd 3 (v fddes 239 L) 25 d5seiar, aAkel o8 #%
q

HE= wgiE 37°C, 5% COolA 10% $-oF &3, 50 U/ml #HUAA G,
BZE DMEM mido A HAAZATE, NR nu/nu FFJE F54 3 7= vh92(6 59, AT 16 g o]H & =
a2 YWEEE YAt vzl FAAE gl A oE Y 1 nLe] HErAT} A -9of

0.
79 o], 150 mm WA 350 mn 9] 7 e Foko] Qi HES aby] W wel A

0 pelilol AEAEOl EoER

-

o5 AEssc. &

oz PR, FRE T A/EL SRHNRND, £F A7 daeow 6] MFR et 4 27 4
B 2r Y shuel $ES TAIR Austel 11 $B/7e 6/ AlTe FATFOEA, 2t AT o] =
£ 59 /150 SES ehdeh. 13U ARstel, BRI 8] AAES 49 AFoR 4 mel A

FALE FoJ8k9ih: 1) thERT(HEPES-€+% 99<= pH 6.5); 2) 2] CPT-11 50 mg/kg(H ¢k Audsd 5 A=
AZxE 5 mg/mL &Aoo 8 Folgl); 3) TEA-Pn 2] ¥E3 CPT-11(25 mg/keg/FAF); 4) TEA-Pn 2]EE£% CPT- 11(50
mg/kg/FAF); 5) TEA-SOS €]35% CPT-11(25 mg/kg/FAF); 6) TEA-SOS 2|59 CPT-11(50 mg/kg/FA).

AF % i%k ﬂﬂi AAje] 1004 9F o] wiF 23] RUEENT. T THFS FEY ATE A A %MH
A AsS T3, 58S TF AT F 60¢ s FFSUT. o Ul Fgo] vk~ AT 20%
4—80}93\3 uj, 5} o] $&5S AT AT 2uE FF A BA flo] 4 TEA s
T Hdol ATt o] FEAAA FTF HET FARFE x 13 TR, 2 T Axe digk e g4
A& 98 mES
o] A7 Ayl = 6 & 7ol vt vk, 8 (PT-118 5% Ao ©x HL& 9F&S nFy. Ze gEFEe
TF HIs st @A mAt ANaL, 2 o]F e FE Slol Aol AATE. TEA-Pn ¥ TEA-
SOS CPT-11 #2F 5o 9lol, 25 mg/kg FAFRTE 50 mg/kg FoA®e] 5 a34o|drt. T 7] dolH
(= DHEREY AMd A F9 23H§} AZFe oS3t otk dz2T-4.2Y; #8 oFE, 50 mg/kg-4.8Y; TEA-
Pn F2EFY FE, 25 mg/mg-43.6Y; TEA-Pn #2FF FE, 50 mg/kg-47.5¢Y; TEA-SOS B2EFEH oFE, 25
mg/kg —48.2%, 2@ TEA-SO0S | ¥EE B 50 mg/kg-56Y (203} A7kl =Eabx] @kg). old uwlel, B uky
o wl AxH YFEEF (Pr-11L 593 Eo%ak 9 A weh Fof Aol frE] okEETh of 10HH o] H
Ao, A BEAE, TEA-SOS CPT-11 #E2£2L 59 Fojakor Fojg TEA-Pn (PT-11 ] XEE

e S Al slo]l dAE o B_J’VGO] Atk 50 mg/kg/FANR FrE] oFE 9 TES-Pn alwz—sé °k‘”i
Al gk oM, TF ARGl gle FEo gllovt, 25 mg/kedl 7 HEFY AFES FoI LoAE, ¢
=5 T7} 2w 29%o] gllow, 50 mg/kge] TEA-SOS ]| XZ3F (PI-11 AFES Foldh w:LoﬂAi
= 4rte]e] FE(36.4%) A A8 FAT glo] Fdel AT

L
4
Of

s ofzte] EAS YelWlth. fE CPT-11% o, PEEE (PI-11S FoshA] &S 52 &
FARGEA] oF 1AI7F Fofl IAIH A *PEH(morbldlty)(TAEﬂ &, #3e AA, FE Y °, olvA e
ATt 8 (PI-115 FoAd 552 A7 ¢ AT oF 692 4 ds A, 3)5=HA @odr). &
EEY (PI-11 AFES EF FAS 552 7 HA FAE Al A4 FAF Abolo] Ao A U2 AFo] A
A zkel FF oF 5%(25 mg/kg), EE F 9%(50 mg/kg)oi Hom, FHHor A AFS G, 2y
o2, YEFY = 542 F8 (-YEFFY) FE 54RT X Fov, YxFY oFE a5 A4
Ao Hry HUTh AT AFS oFE AYE vHHE o JHEHNL, BE SEES AT WY dH e 54
AbgRle] 259 AFS FHIATE. Usel, 522 F¥ g3 Fq7 Aol EAT. G dxTdMe, 2
Tgo] I TEE T W FuUE Jd A AT S AP, dAFom, oAnxdd o
THolest H(FAR: FEETOE)E 2t ZEFT o dEs 2% EF oFE AFELS v-YEEY
oFEof wlal] HAdo] YetHA 7 me Aol dFHEH AT

«dAe] 16. vhe2oA9] f2 R EEFY (PT-119] 54

el met Alxd fd CPT-11 3 gEFol &% PT-119] 54 545, A (dg384) vhe-2o @

ey FAE F, Ad) 84 TS FIreEA st
sl7] BAES A&t
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[0184]

[0185]

[0186]

[0187]

[0188]

[0189]

[0190]

[0191]

[0192]

[0193]

SS=50dl 10-1376895

1) HPLCol 913 olg]xHZt s|l=aE2dto]= 98.9%S 7FA 3L, 8 7.6%S 7= CPT-11(¢] 8= 7t
Zetelx) AA. o] AFollA, & AYES "I KA 7|2 ARSI, i T TE o) wHRE V)
A2 kol s Bt okt

2) ZY2EE 133 B35, PEG-DSPE 1 =49 x2 wjEZ 2 DSPC 200 &4 0.65 M TEA, pH 6.45 z+e 3%
& TEA-SOS; 500 mg °F=/mmol <1A]122 & %%/X]él H 2 30% &<t 60°CellA 5 mM HEPES ¢+%<%, 5% ©
ZERZ pll 6.5 ToA HEFoR 29E okEd o]8sk] AAd 1199k o] 2lxEY CPT-11(Ls~CPT-
1S Azxsnt. 29 85 >99%0)th. 2 EE I 7)(QELSel 938 A4 Hd g+ FE=Ax)E 101437
mmo] vk, BI3|E, 20 mM HEPES-Na, 135 mM NaCl; pH 6.5014 #XES Adstdrt. FAE AFHE o o&
EEE s7] e Ueb A& nket 2.

2 CPT-11 €9, o]zt s|=2F2o|=g 22 mg/nLE 5% 4 YrER o] SIAAo =N {7
obg Qo4e AxSGI, 0.2-um oisfe] Aateih. of e FAb Aol FF 5% YAERA2 84shrt.

D BE. 97 2902 A58 m9 68 FH)S VS shekdteld aekar),

MID ZAL ¥ty og nar =y o A4 /fEx8x] T2 (United States National Cancer Institute
| Therapeutics Program)¢] x¥sl= L2EZS wslith, T2 EFL 517] A dAE L3

jw)
@
<
@
]
ko]
=
@
=
=
o

WA D 1.89 T dAH Fdf(escalation) UAE MYS BAG = WA F4 A4 BE F
(FAF 2 1Y oJuD) 7 99 FEoA #HFE W7hA, 60 mg/kgd] FAZFANA AZete frg EE
ezt TS FUMAIZIAA, E3F 1.89 Foa% @44 o AAE FX3IHA, 2719 F
g Ao FALEIth. A/ HE WA FH TR & A ool Ao TS V] Fe).

W7 2): 1159 Fold wAlA S Qam 89S mAs: WAL 4 A EE AF ¥E PEEA F 1
A o)zt gole] FRAA BRY A, BA 14 /2R FolFl A At f Ei HEEY ol
wARe] RASE SN, £ 1159 FAY DAY 4 AT fAdAd, 2190 B8 Fo
Aulo] FABGT. AA/AE WA A Foldel @ Aol ofglolA e Folge oA MIDE ]S,
WA 3): FES WAL 5vhe] BB 2ol wAl 2004 U4 WD A4 F Et HEEY olewene 4y
0 (e ) FAbstdth. $ES 1Az FASA, wF 28 BB AFS /1S5l T AT s,
BB AW A%2 BAIHFY, 1Ty, A4, WAR, A%, 8 0 4% gd, 2, 55, A4, @
3 1% Fol A, AW WA g - Folge F4 o

FES WAL B BANE 97 s, AE FRe AF qAE A F LAAA FASKAG, 324
ng/kg 23} Folgpe] PEFH olewERe FE U FA AN AOR af Fol Wibsednt. dwt %

1000 e} U,

¥ 10
wp-2~o A 9] CPT-11 A F &2 MID 24 A &4 1. 1.8 A} whFe] Fo&F 7t

B 1 1.8 AxpRrEe] Eojgk Zu)
B2 AF, FA T A5
oS- | FAMH k5 AL Al ake-2 (o 1 2 4 5 6 7 11
(ng/kg) |5= |A e [ @ (@ (@ [ @ [ @
(mg/m1) | (1D
60 8 150 1 19.2 18.0 nd 20.3 20.6 20.6 20.0 19.7
2 19.7 19.3 nd 20.6 20.4 19.6 19.7 20.7
100 12 165 1 19.5 18.6 nd 19.6 20.0 20.1 19.4 19.9
2 20.1 18.9 nd 20.2 21.5 22.2 21.8 22.5
Ls- 180 22 165 1 19.4 18.4 nd 18.9 19.7 20.5 19.5 20.5
CPT11 2 20.0 19.3 nd 19.6 20.6 21.4 21.6 21.7
324 30.6 210 1 21.8 21.2 21.2 nd 20.2 nd 20.2 nd
2 21.6 20.4 21.3 nd 20.8 nd 21.4 nd
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[0194]

[0195]

[0196]

[0197]

[0198]

[0199]

S=53 10-1376895
& 60 8 150 1 20.6 [20.4 |nd 22.1 [22.1 [22.2 |22.0 |22.5
CPT11
2 19.5 [19.1 |nd 20.2 [20.3 |20.4 ]20.5 [21.1
100 12 165 1 19.3 | FAFEA] 128 Fof] XA}
2 20.1  [FAFSHA] 1-28 Fof] XA}
3 19.9 [FASHA] 1-24 Fof] XA}
FAF T, 2o ofgkar, o A7 &E T@o] A, IEHJAY. FAF F,

@ CPTIIE A¥3F »E n}
Ls—CPT-112 A3 RE neArE52 A

A 2. 1.15 AR} w9 FoAs F7t
TE AS. FA T U
sLE, FALE | E AL w2 |0 1 2 5] 7
(ng/kg) [EX% A Hz (g) (g) (g) (g) (g)
mgﬁnl) (i)
& 60 150 3 19.9 20.0 20.9 19.9 21.3
CPT11 4 19.5 18.7 19.4 18.8 13.9
70 8 175 5 20.9 20.0 20.6 19.3 20.4
6 22.3 21.8 22.4 22.4 22.8
80 8 200 7 20.6 19.9 20.4 19.9 20.9
8 20.6 20.8 21.1 20.7 21.4
90 12 150 9 228 TALGEA] 128 T XA}
10 22.4 FEALSLAR] 1-28 Bo] X AL
8 225 11 20.6 FATEA] 1-28- Fo] XAL
wH & 9%
= AE. TA E A
GE FALEE SE  FFA AF (v |0 3 5 7
(mg/kg) [|%= Cul) HeE
(me/ml) () (g) () (g)
i 80 8 200 1 20.2 19.3 20.0 215
CPT11 2 20.5 20.6 20.5 21.2
3 20.7 20.6 20.8 21.9
4 20.8 21.4 22.1 23.0
5 21.9 21.9 21.6 21..5
Ls-CPT11 [324 365 180 6 21.0 20.0 20.1 20.2
Vi 20.4 20.4 20.2 19.2
8 20.4 19.8 20.3 20.7
9 20.9 19.9 20.5 21.5
10 20.7 19.5 19.8 20.2
olo] w}, &7 CPT-119] MIDE 80 mg/kgelort, lXZ3 CPT-119 MIDE H#HA% 324 mg/ked] Hieo T
ok M= gAY A Eut, agjrg B g wE (PI-119 2 ¥E B9e 4H] o) & EAS a4
A=
AAd 17, & FEo| 3 CPT-11¢0] 29 TEA-SOS | XF9 AF HAA
500 WA 550 mg/S1A1 A mmole] F=/AZ F9 BlolA TEA-SOS WH(AA A 11)S o]&3sle] g ¥EEFF (PT-119
570 BX & Azskgich. sl Holl uheF & vkeh Zol, AlE =717 80 nm HE 100 nmQ! EE|FFR U0 E
S 53 9 A& ol gste HEFS AFEGY. FEFS 0.2-um FEHIZ A, 4-8TolA 135 mM
NaCl, 20 mM HEPES-Na, pH 6.5(A % <F=o) o] 3.4-14.5 mg/mLe] CPT-11= A A&A&tFch, HAE #% A7
Lo, Y NoZA A GFTHNE AMgEtE Mutd s 6-75 Ao A-F2utE I o FEEH FES AA
sl AAle] 70 E 710 ZIAE wie} Zo] BFPEy H A Ag-HA ¥y A2y EHYelE WS 7] A}

|35te], A-mzvEay] A 2 Fof FEF U9 oE 2 X FEE HASGTt. B drEe w2k Az
8 7N 5 e

CPT-11 ¥

Z= 0 o
X EL v

gk, AF Fo o] YEFOoRRE (PT-112 ¥E&E 6
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[0200]

[0201]

[0202]

[0203]

[0204]

S550dl 10-1376895

(% 10).
F 11
A Fo] CPT-11 22F9] ¢ P (HolH = HF£SEY).

Y EL eSS CPT-11 #%=(mg/ml) AR AZHE) U9 AR ol e
2ZE ¥ =17] (am) oF=(%)

1 80 3.44+0.06 6 99.02+43.77

2 80 7.88+0.19 6 102.33+4.78

3 100 4.5740.06 6 96.38+4.69

4 100 1.6240.11 6 95.7244.36

5 80 14.5240.42 3 103.445.92

A 18. EXHFIo] 2dd FXEF

3% TEA-Pn &) 2 TEA-SOS &94& zte 2 X25S AAld 1104 9F o] Az, EXHZE s=2d2
glol=(F A 2F 80 (GlaxoSmithKline), W= #Aulol AAf)o] NS 15 WA 20 mg/mlZ & Fo &

To seEZrvelog gHAYORM, dFae] EF A Axdtel, Y EXHL IO FHE A
F9h 1N ICIS ol §3to] pliF 3.002 245rh. FF §9& Fol Selg o] 0.2 vhol AT Held
HEZ%&E(PES) F+ EHE T o7eidt. -2 45N Yo 3] TEA-Pn B+ TEA-S0S &9

&S EXHI ACL 97 Ao £33te], 0.15 WA 0.45 g/mmol®] XL Q1A Ao W Yl &/~

A #F9 vE @dsdv. A vE 1 mole] HEE A He] tis) 0.35 go EXHZ HClolATH. #d

] S 30 WA 6083 A3 mukeld A 55 WX 62T As % ZHHE % g <l o]

(0 A 2T)oll X T2 dzetlon, o] 2XxoA 5 WA 158 FoF WA, o @A

& (TEA-Pn +8)) & 97-100%(TEA-SOS T-#i) & Z3lith. SPH A ¥ EXHIS AAS

RaL, A7) HHXﬂ 27 ARvEIYSE o] &3] BEFS AT ST ol AIFT. A Al AEsr] A
o|

P

ol
32
K
oL T
0y
kol' BN

Ax, EGES o
15% Fob ATl MSGT. B wEAEe AN R, 29 B ke AFHOR 20 m NaCl °]
3hell A 20 mM NaCl Z3¢] Hrh %2 gto=, v stA 50 mMl NaCl o]d o= FEE wjdo ol AEE %
A AL, AL EF Wl 298 B vz, U A% Exdnd AAE SAGORA,
BUA e 4w AA, L $PoRVHY Exdel 2YH @XE APy F1F FAADE 1A
ek, velA Aas AAe 118 @A 78 ke, ddel hs) ] E 128 FEu
AN 19, EXET] HER-AAIESY AYE A=

HER2-7Hd ME 29 & UiAsks 98 9% %A ghelHelg 258 A

Fool EXHZE B|25S AFT =24, HER2(C-ErbB-2) ¥ F&A o224 7uA] Tl d S st
Az o] 593 Alshbs e EXHZE WSS A xS tH(Poul 5, 2000, J. Molecular Biology,
v. 301, p. 1149-1161). F5= ok 150 nMe] S 20 HER2 GAle] AEe] m=dele] Adtate] T4 U4
32§38l 27-KDa WA o]tk (Neve 5, 2001, Biophys. Biochim. Res. Commun. v. 280, p. 274-279). 2%
=< Ao g3, v= 53] #6,210,707%, ‘%‘ [Nielsen 5(2002), Biochim. Biophys. Acta, v. 1591, p. 109-

118]¢] WH& dnbxor wmgth. F5o| ey g xFdA JFAE WA AT F5 oln| il A& C-
goe Yot 3 w9 AlaE 1(F5Cys)% 7F8 k. F5Cys 7-5%°] E. ZF2tol(E.coli)olA LA, o]
S gdd A 2 A=2vEadyd o8 A SSER5E dEsdy. dud A ejE 23S Sol2-um3l
FA el FHAIA, B B 55 DNAE AASI AL, HE AR Agste], @i A2H S HETE R
Az 2 E F5CysE SP AlgR 2 fj2E Z29-(olak gtuprjol) & o] &3dle] o] wd FRntE Iy
of oJaf F7} AAsHTE. BAE GWAE oty EHgt gz IEYCIHE(HT ofgtutrlE LAl o
FAer AdEE A 2,0008 ZEE PEGE] FEAIQI(E 4.1), HE-9gA AH-ZH(dEd =9F) ¥
71, N-(B-(N-Zdojn )z ey doln )-F (S| D) -FAI7t 2R d )-1,2-t 2Hol2d X 2T HY o &
2ol (Mal-PEG-DSPE) ol A AT, diid 2 HAF 1:49] FH]2 AFH FE A A QAFue]Adsglar, W
g HAE 1 M Al=ERle R FUAIZY. RES 59k, FoCyse] HT Al2HAS JAL] T oln=r]d &
AN AT, 5% F5-PEGDSPE HAA = =& FHR7] EX=(500 =] 850 KDa)= 2zt wlold He|2 587
olar, A7) WAl ARvlEdo] o8] njuks dmAzRE EEAUH(F 25%). AAE HEA 5 dude]
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[0205]

[0206]

[0207]

[0208]

[0209]

[0210]

S 280 nmoll A UV EFF=Hol o Fala, FAQ &S AAA sl A18-H
S ol g3l AASFATH(AA A 70 F=x). AAE F5-PEG-DSPE H A= & FollA <A
Aolgdern, 65Tl  1A7E o] Fek H 37TelA 371 ol Fote] wkgA
Sl hcidel=

F-HERZ WA £5Y EXHHE Axsty] fls, dAld 189 =Xt
L] 2 45 F5 HARA /2 25) 9] = 4 f

16 SRR MolE, oful SuAehE ol 8% 2el Al AmehEadnE Wkl
A% B, 0 Qo)A Fol WEHAL Fu = <ol vge] 194 #8)

o =¥ F5-PEG-DSPEE Zt+ @ XEEFS 5 mM HEPES-144 mM NaCl €+ (pH

AR oz FHste], Fa-oAHAIH S

A7t A >80%01Atk. 23S Y
Al

w, Bujste] AAEATH4-6T). E—E—] =514

S 15 vlo]az e
of F5-PEG-DSPE®} &35}
= Eeh lituleldstlan, A5 AelA WA, Aﬂqui* CL-4B(7FauL 2 3l

u].o‘l xﬂaﬂ 7(4 %L H]

L5 ofs) FulA] G4 F5 wi=o] AdeFsiel A 2]aE<Fe] SDS-PAGE
o 2|3 ?6H§iﬂr. FJ4+ Al o o& 4 Ad FLE vaAds) YJEFHN AR oes Fekglth
EXHZ HJEF A EF(AAA 18-19)9] AAE°] 1 120] L9k o] U},

I 12
EXHZ FEF 9 HYgxFe] B4
Y FEZ0 F5 scFv A3 oFE /A4 W] I3 E(%) YEF TV
2% 4 o 5 (g/91A14 mol) (H 1 £SD) (nm)

=4 s
TEA-Pn H A st 173.6 155.2+5.9 89.4+3.4% 96.4+38.7
TEA-Pn A3t 173.6 156.245.2 90.0+3.0% 96.2+33.8
TEA-SOS H A gt 347.2 340.8+14.7 98.2+4.2% 99.1+32.6
AAe 20. EXF WZE9 EXYHZ 2 U 29 4F W pH € FE/X A v g

815 0.5 N TEA-Pn, pH 6.2, 2525 % 413 mmol/kgS 2zt 2] £ (DSPC/Chol /PEG-DSPE, 3:2:0.015 ZH])S
E]

NehE FAF W (HA e 18)5 o] &ate] Alx33aL, Ale A717F 100 nml 27He] A 5% Eg7tRvlo]|E IH
£ 53 53 ® AlF A7I7F 50 mgl 279 HFH EH]FtRUlolE FEIE T 103 ¢EFIich. 2d 4Fd
£ 5.0 WA 6.5 WY 2% pHE =AE 5 ml MES, 50 g/l gd2ER20An}. JEF A7]= QELS g8 =
A Al 73.1+£21.3 nme] AT, 100 mg/mmol9] F¢ oFE-tf-<Axd H|Z EXHZF 9420 mg/ml)E =Y %‘r%
o = gExEy Tihsla, EFES 458 Fok 60Tl QAFHlolAEH | 158 ot A AoA Fulsla, 2
mM HEPES, 135 mM NaCl, pH 6.5 o]&3to] gelHs Algtelx -75 23S o] &3l BYuA &S ofES zﬂ
AgtozA, YEF 23t EXHZ 2 AXAS BFF=HA o8 FFseAdth(HdAd 70 2 71).
AT(E 13)E EXHI 29o] pH 5.5 WA 6.5 B Wl A9 A S et
* 13

Z3H TEA-Pns 2= HEF U2 EXHZ 5YF %o dig 29 45 pHe] 4

29 &9 pl THE D

5.0 50.1+2.1

5.5 97.2+8.1

6.0 115.5+15.0

6.5 102.1£8.1

29 g&d g & o K& 8](0.15 WA 0.45 mg/AAA mmol)e] ATk

HE 53 108 3 AS AQstas Fdriet o] Axsdy. 292
QELSel oJall =4 Aol 93.1£15.1 nmo] et A (E 14)= A9 oFE/
s eI
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TF3hgivh. EE ¥ TRA-
Pn(0.5 M TEA, pH 5.8, A5 45X 480 mmol/kg)S Zte YEFS, 2719 AHZE 0.08 pum Zg7tEY0|E 2

pH 6.5014 At BxF A7|E
A4 H A 9ol A 85% =



[0211]

[0212]

[0213]

[0214]

[0215]

[0216]

[0217]

S=50dl 10-1376895

¥ 14
TEA-Pn 9] B ZF W29 EXHZY] 5 a&ol g F&/AH v 3
EE|ZH/ QX4 1] (mg/mmol) BJE B(HT£SE)

£ 1 (29 F) A& 9]

168.2 166.9+£11.1 99.2+6.6

224.4 232.5+47.6 103.7+£21.2

280.3 253.5+19.8 90.4£7.0

336.4 298.3+£18.0 88.7£5.3

392.5 361.2+36.8 92.0+£9.4

448.5 394.9+£29.5 88.0+6.6

AAle] 21, R A4 st AW EXHT PEF IBA

25% 0.5 N TEA-Pn, pH 6.2, AFAF%E 413 mmol/kgs Zt+= 2] 3EF(DSPC/Chol /PEG-DSPE, &H]| 3:2:0.015)=

A dl 180 M 9} o] AzBIF . A717F 96.4+29.3 mmel B EFS 2719 FZEHE 100 mm AlE 7] IR

HolE HEE Fd) 103 EFowy Az, a8 U d¥E Ade RFss 98, [H-CEES 0.5 n

Ci/umole DSPCE A& & o ¥AFHT}. EXHZHS 150 mg/mmol o] F&/<1x2 W& 458 %<t pl 6.0,
29 5%

58CAA =gt FEHS 148.48+10.26 pg EXEEZ umol 142 (99.0+6.8%)°] AT},

IZES gFd nolmarERA AX(AHEFG-ZE ulo]lmRrlolddo] A (Spectra—Por MicroDialyzer) 10-4,
A, v=)elA 50% AT F WJr A Aol Aslrt. QIF TR S 0.02% UYEF ofA=E T
&, T AH 9 HEPES-¢+5 94=(20 mM HEPES, 135 mM NaCl)(pH 6.5)2 343t aL, F41719] s H]%7]
of XA TH32 mL). €(0.4 L)<, 30 mm AlF FA7|E Zt= EIIEUO]E B 93] H|EZV|Z2HE EEA
A, HEFS AL 4 oA 9 AEXe] fE FHAE AT, HEES ALE Fe] 7% 9 HEPES-
%" o
%}\

o2

+ =gtsted, 2.5 mil 1A B 50 A 4% ?éxbl FEE SASISIT. AAE 37T FHle] st

i, HF7)e] WEES A wwkskglh. 8AIzke] qlapmol A Fo, Sk W FH7]e] =S A 500

AR E (el Fx)el, 50-ul HHZE %1011*1 Q! %46}04 2.2-2.4 mLo] Mut= 2 CL-2B, 8¢
T 2d A AzvtEads)stel, 9 dd B fe] FERRE EES

stalvk. BlEES T AlH 2Eoz FEITh. 90% 74 OiE Z32-0.1 N HCl W] €4 H=s 7183

524 nmef 9] % ol gste FAFA o3 EXES FHFsteigla, A

&S
A& A AF(THI-CHE ®RA)el ofs) AZslatalrt. AlF H2 -3
= 7

g 71 kB o) XA H|Z QAFH|olA Heo| %
7] vlef vk, ZF Aol FdE AZ Fol ' EXHZY 95 5. A7l AfFHeld o, €
FEo Fol e & e 7] el oF 55%01ATHE 15)

¥ 15

37°ColA 50% QA3 I e TEA-Pn 7-uiol o) ¥ fEFo2RE o EXEHZe AAe 4&

ol H o] AlZH(h) B8 A2 ol = = (%)

1 95.5+5.4

4 76.8+7.3

8 55.9+4.1

24 55.4+16.8
AN 22. ZF GE/XA vldA EZH TEA-Pn THIE Z2E EXHZ F X nps2oAe QA o= A

= 2~ & I~
F 2 3 A4,

2709l HE9E 100 nm AlE =719 Z7lRdolE AEE T8 123 dETo =M AArd 18dM 9} Zo], B9
2 T 34 899(0.5 N TEA-Pn, pH 6.2, AFAFE 413 mmol/kg)S 2zt BXEFH(3:2:0.015 EH S

DSPC/Chol /PEG-DSPE, 0.5 mCi/mmol DSPCSIAS] [HI-CHE 3 Al%stlch. g2 =7]= QELSe] o3 =4
Alell 107.74+19.1 nmo]At}t. 5 mM HEPES, 50 g/L d2rEZ22(pl 6.5) WY xS EXHZIY 4 %%”(20
mg/ml)¥ 130 WA 360 pg/umol WY oFE/ex A H|2 Z33 & EFES 455 F<F 58ToA] <lFH| o]
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[0218]

[0219]

[0220]

[0221]

[0222]

[0223]

[0224]

[0225]

[0226]

A=A
Zt/kg AS(HF 0.2 mg EXEZH/ %)94 Eojgo @
Al MBS, d-AoRE FAF F 8AZE
E & 8 2 gxF Ao s A3

M . A7 7169 ek
oF 6-32%2 TYHE AME It FEe Hu

S 29 (>200 mg/Ql

%
e &

16
dolgh oFE /A4 H]E TEA-Pn 7l WS o] &ste] 2% 43 EXHZ gxFe] A FE AF 9+
Q:l, x]_/.‘:/ﬂ
TuE ofE/ T Al ol 3l o= bkl 'H dol e EXHI
21214 ¥](mg/mmmol ) (FAE Forsol dig %) Z7] Folgkol] Bk %)

A7 % 2007t & 513t $ 2007t ¥
127.2+10.9 36.1+2.0 18.7+8.1 51.7£7.1 6.72+£2.5
207.2+£21.6 32.1+£5.2 9.84+1.88 75.6+13.0 13.8+3.5
301.3+24.5 34.4+3.2 8.04+4.25 79.2+4.2 25.6+4.4
360.3+35.6 33.6+£2.4 8.68+4.96 73.5+7.0 32.3+£9.8

AA ) 23, gold THY 4uE L EdYYRE 9L oese] 298 = fnFol P FE A
F oo A%y

G4& WAt 2709 AFE 200-m AF BEE B 103 B34, 249 AFH 100-m AF BHE FF 108 B
%, 2 27le] A% 50-m AF AHE B 208 FRE T AL Agetniz, Axle 1ol Lol

mCi/mmol DSPEZE [SH]—CHEVE— Sh-shi=, DSPE, Zd2-HE % PEG-DSPE(3:1:0.1 TH) = T4 ¥ ZE2FS

22 ,
Az, dEFE 37 @ 4L FHsach

AlautREE g YEE Y2Ed S EGEA 5000)& F3 0.5 N diEa YiET EHo]E &o(A-
DS)& A=xsklar, ol& Al 40A 2k FAGE o] gk Aol o Sy Fom HIAZY. giE &)
2kl ake 12.4 M A SEUYolz ZA| AAEFTE. A-DS £HNL pH 5.66, AEAEE 208 mmol/kgE

AAd 6ol At A WAlo® | 0.48 N URE FIREA 2EEH 0] E(A-S0S)E Alxstla, oiwt oy 3
EEAXNEE AAS 9 AFEsgtE. 9L pH 6.27, HFEEEE 258 mmol/keE 7HA

AAdl 6ol A 2} %/\}?ﬂ- AoZ  0.47 M EE]OH ety FaRs SEREHO] E(TEA-S0S)E Al xstqlth. &<

10 ¥ E9F 98 Ao AFmoldg oz, EXHZS 10 mM MES-Na, 50 g/L HAEZ2(pH 6.5)2
= YxFo| 2datt. Matd s G-25, & d-54 2 mM 3] ~EW, 144 mM NaCl, pH 6.6(HC1) A<

IS
oy
o
12

el o8l B4 e fRRRY JEES A
7 9 F ok 292 UsE whgrol 5 ong EEERKg AF(N 0.2 ng BEHT/FR)e) Fojsow
me AUE B3 o YEFY X AR 3U2 FASRAL. FARA 8AF EE 2447 Fol, da
Fetel WAl 2204 s ol ExElZ R HES AP el LA

YEF AFEEC], FAM T oF 23 WA 28%7F FAREHA] 24
T3 ASAEE vEloy, oA Rkl TEA-S0S X H
A-SOS HEF W] o= AFes Tu(eFE Aol o] of 2] &) 9 A FAH (7] 2-Hd e o F
A e ARUE t-H|2E p=0.0257 % p=0.00995°] 23 95% A= Fole] BAF Fo94, E 7 [
Z~E(Mann's U-test)dl 93l 2= 0=0.012 o)A o]x] ¢kgre)e] Rl =wHoA A- DS YEZo| AR o %
STt TEA-SOS $Hr EXEZE glE2Fo Ao ok AFe A-S0S i EXHZ fEFAut o F5sal
=

A7t 87 % 179 vk k. 370

A7 Tl WF o} A, WS =

i
Hl
o AR
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[0227]

[0228]

[0229]

[0230]

[0231]

[0232]

SS=50dl 10-1376895

¥ 17
TEA-SOS, &E-S0S(A-S0S), F g HAET &Ho|E(A-DS)E o]&3te] Alzxzd EXHZE g2 AA
U oFE AR 2 =3 A5
-l oFE/IAE  |2Y 58%) |HUEF T3 Aol ol e oFE|EYE AME del dE E
H] (mg/mmmo] ) =7] (nm) (FAF Fopkel gk %) | EHIHE7] Fo el og
%)

BAIZE & [24AZF & [BAIXF & 2407 %

A-DS 288.1+£20.6 83.3£6.0 76.9+22.7 [43.7£1.2 27.7+1.5 43.6+6.8 18.7+1.5

A-S0S 346.21t14.3 100.0+4.1 99.7+£28.9 142.3+2.2 23.4+£2.0 53.3£0.8 31.3+£3.2

TEA-SOS [340.8+14.7 98.5+4.2 99.1+32.6 [42.1+£2.3 23.0£2.9 57.0£5.6 38.1£6.1

AAe 24, HEGA Y SEXZY EXHZY 48 @ X2 % FESE
=3 A5 2 EXHZ BE v HES Y EA HUSITE. oE %EL/%‘% Wl o3 2] ZE(DSPC/
=29 28 2/PEG-DSPE 4] 3:2:0.015)< XJ]J_O}%'IL A A4 18¢] 7] % HE_ uke} o] TEA-Pn 78 == TEA-+=
222 SEFET O] E(TEA-S0S) FHIE ol &3ty 1Ad EXHZHS 2d3%eH, 7% 9%% 24 \](15 WA 450
mg/A A2 mmol)E ZY3ATE. A wjEZ A A3l o], HEFZ AFE 0.5 WA 1.5 mCi/mmol DSPCE
CHI-CHEE &satgoh. 24 A9 Fees $28 o ~¥ela 292 gE6 WA 8 %5 AF o 200
g)ol 4 WA 5 mg/kg AT FAZFoz EXHZ JEXFSFHHEDE B3 AOU FARKSY. FHHEHE 95
2 FYF3th. AgE AIHE(FAF T 48417 ojd)elA, o AE(0.2 WX 0.3 mL)& FHHEE S3
Al

<)
%
. oo

13 ARAZ QESFI], 0.04% EDTAS 28 0.4 mLe] W EAolE % A9 Egaigla, E9 AELE
Arelel o8] Rejstgon, AEAPE-I4 B Add delHE HCHE WA ARG Aol

oef, =3 EXxE] M FFZAHEAG 7D g HASAY. HA AFRES dntEadE
(Hematocryt)E 40%= 7}43le], 58 d MEZo THOZNE AXEE, % g4 d& »Agsad. o
8 Ao F g FAHS AT 6.5%2 AMEE A ZWOETH o7}kl EPLZ‘— o IfE E
EE Y] HAEE Folxl AHoA ] oFE/A A HE
. 371 X 18dll= A A, okEe] dF wipty], H ¢
Hol gk, SFEFEH(PK) FAlo] = BA(XHE) H 8B(FE/A A
of thar ol pk 2L v} A4 weEl(R 0.984 WA 0.9 o}, 229 90 WA 100 nn Z7], &

G- A o] PEGE A (0.3=%) = Q18l, HESFS AFA epAE FEe &3 ASAS et A
o g w11 WA 1641 B9 Ui). EXEREe] HASL BEOgdr] 22,9470 0] TEA-SOS W<

LO
o)
&
mN
oz
o
rob

Z 18
gEdAe A, kR %23 M (t,,), D 98 EXUZ grToznEe] okE W34 gt vl
8y ¢ 2 v e R B R OFE oFE WZol| iy EEo
e F(mg/AA | (om) (mg/kg) [t1s(h)  |tie(n) | tyz(h) -
mmol) (33t £5D)
TEA-Pn 0.5 N 124.3+£9.7 92.3%£23.3 4 15.8 4.13 5.34 3
TEA-Pn 0.5 N 360.3+35.6 107.7+£19.1 |5 12.8 6.06 9.97 2
TEA-SOS 0.643 N 439.2%+15.9 108.8+13.4 |5 10.8 7.36 22.87 2

A 25. EXHZ PE2FY AF T4 T2 AT FE A
A7) ATE Y8l Alxd e 98 AFgE MES

2HE ] ofE FEo g B EXEHT A S Hrsklth xS A
NaCl(pH 6.5)% &%= Algtelx =75 Zel THAA, 2xFe] FES A
Hgd el o8 EAsklar, el tisiA= [HI-CHE Al Aol ola] 418t
o] YxE Yo Exe e 453 AFE e

CollAl Agsto], gxFo
=S 20 mM HEPES, 135 mM
shegoll disiA &

i, o=
ek A3(E 19 A%

ofN o
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[0233]

[0234]

[0235]

[0236]

[0237]

[0238]

[0239]

S=50ol 10-1376895

E 19
A Fote] A% EXE EE o] B AR
BxE T 34 o BxE =27 27] o2 =ue EES A4 o ofE =
(3 +5D) (nm) (ng R /mmol | A1 7H( ) ?‘%“571 &l i
QA A) & %)
TEA-Pn 0.500 N pH 6.2 96.4+29.3 148.5+10.3 8 101.6+5.5
TEA-Pn 0.500 N pH 6.2 107.7£19.1 127.2+£10.9 6 94.6x6.2
TEA-Pn 0.500 N pH 6.2 107.7+£19.1 207.2+21.6 6 113.9+9.4
TEA-Pn 0.500 N pH 6.2 107.7£19.1 301.3%+24.5 6 112.9%£9.3
TEA-SOS 0.643 N pH 5.6 108.8+13.4 439.2+15.9 2 97.8+9.4

AAle] 26. HER2-IEE FAE 2% HExEFF € BHHXFY EXHT A9 &5

o] A B who wel AzE EXEHZol 2w FHER-HYEF], AE wlYg Aol HER2-ZHEE AlE=
FES 5ol 403 A= T89S Friey] 98 Zeldet. (A EEFS ARSI, 1R AAd

199] TEA-Pn WS o] &3le] EXEFNS 29aktt. 37°C, 5% COolA T-75 ZEk2=1 ol 10% $-oF 3, 50

ng/mb 2EFEwo]Al EHo]E 9 50 U/ml AYAHA (b ZF )2 235 HEH McCoy 54 A (EE

@ H) g3 ol A HER-2 & <17k Fheks ME(SKBr-3, ATCO)ES € AFAIZTH. AES Egalsl] o)

g3ted, 0.5 mLe & A4 v Wl 150,0007) ME/AZ 24-A AEZ v Feo|E] HEsISaL, s

J TeAAT. WEE 0.01 WA 0.1 mil AXA WMol Med sE2 EXEHI AYES

mLo] ¢ A3 wid = oiAlsgivh. 24 2o ois) 3 €S ARESGiTh. dixwt dS (OFE HAAS 9% v

S4s 7537 g = /EE ZEST A stelA A 1*46}04@ Zo|EE 4-8A7H

5% COolA A3 mstAA Qlwel sttt ldE F7A71a, AEXE Ca 2 Mg 9 FH3hs, 1y

of W o g 43 P B F 0.1 nle 1% EFE X-100& Hrtgo s AEE 7HEskerlal, Al

%. Z

o

HE U] HES] Fe AHZAA Aol FAAGAAA 7D, EE HAo] 10 WA 2500 ng EEHE/Y
Soln FEHNT, AL AEZY MFS W F 23 o

W

=
, of F-gralgiti(eols B} & oE FRdA AF
Yoll o9&k A, whelaAREHolE JFFFAS AR A5, 28 A9 o719 A9 400/30 nmel AL, W=
°] 7 530/25 mme] vk, FHl- 9 wlolA R EHOlE FFHHL FU AHE ATt

271 Agel At 87l & 2000 f9FEo] vk, HER2-® A8l BEFY FEo dAA Ax F57F ATt
A3l 2 ExEy EXEET 50 WA 3008 o wkeh). FRIEAE, frel EEE] S5 w3 HER2-E 43

5
WeldESY Exddun $9e o W, ol 945 E4 sl A% 4% d vel gEEea GE
o mxElZ Bl F5 AFRa(els woh e AE T4 2 no e AL 542 A 5 oos o
o Azsgdels FuE WA g 2R 5 dvh. aokam, AX-EHsh, WAFeR @ns-A
§ welazEel AEY Bxu 4% v SIH.

N

F 20
TEA-PnE &3t FHERZ WY xF D EXHZE EXFY AAL Ax F5(nd: vIZA). BXF 544
A= F 122 Fxd

dErE 5= EXHZ %% |x3 A7) |SK-Br-3 A3 o3 EXHZ 58
(A4 m\) (ng/ml) (ng/10,000 A3E)

H A3} gxrE  |F5-uyyys e o
0.1 15.5 4 1.45+0.09 163+5.7 nd
0.01 1.55 4 0.185+0.03 60.2+2.0 nd
0.033 5.0 8 3.62+2.03 169.6+13.7 5.56+0.91

AAe 27, AAS] HER2-FHZH FAEA N JEFY H AHYEFTY EXHT] AE5A

F-MER2 =X ezt WA Fo) HER2-ILE Ao Axd e e o] Jda SHEE(EA ] 26),
5

=
5 ,/;: OTE% fol/ﬂg] —;5],_‘5

WAst gEFe] 2 FHE d=s HET 5+ 2 g Aol Tastth. o3 FHANM, Fe =
ZHZHS, §Aor Axd EXHRY, 225Y EXHRE, 3 FHER2-HAS| 25Y EXHRMY] YA AELS



[0240]

[0241]

[0242]

[0243]

[0244]

[0245]

[0246]

S50l 10-1376895

A . BEEFY EXEHT AFES Axsa, Al 260 71AH wpe} #Zo] SKBr-3 AEE AW
kit AIEE 0.1 mLe ¢ A wiF W) 5,000 AIER 96-9 AE v FHo|Ed 3R H{FS
, FE 3 } Ze ST, EXEHT grE, Woyx

T, EBE f8 oE(ole EXHZT 20 mg/ml AN (pH 3)S Hl%% Aol 2 mg/mLE SA oz A= Az
Hé s]A38le], 90, 30, E= 10 pug/mlE ZWste], Az 34 v LHOﬂ A

24 Al

F

= BEg wgsgd. @ U de 0.2 mu obE/EEE AMER AT, ¥
4 WA 647 B 37T, 56 CONA AT ASALE. 4 DA F WS ofE-w G UH"E?J% g
Astel mAY dxron A8HEs shorh, Re FASHs WAL A=vE AR¥H 714741,
£ 0.2 nle) HE-FG AT GFA0, 0.2 alel A FEHIFE AAE LE W BrAsISIT. B
JEE 37T, 5% (0014 49 F Qpulol s, A wEglel, BA-uFE WA ) HEGER 9%
(Elo&d 25, WIT)(A 2ok AvIZ A5l 0.03 kel 2 mg/l $42 2 Aol Frhstdeh, Felol=g 37
T, 5% COAA F7b 2347 B Aol Aatgirt. WA FA1SHa, Aol 0.2 ale] 70 AH% £ ol
=3, 0.075 N HCIZ FxIste], Taulzk 9gst a9 w7x(15 VA 30%) 9uks] wuksholel. Terbz
gl Y WEES 510 mol A rlo|AzEelolE LEVIEE o] gt Tasith. MAY tEol i 4=A
o AE AEES WA ALE s Dol Yo} W] 19 A e Y Wl Wz AL
93, olE Wel val wAsUT HelHE k% wxol ual ERYSHAL, 16, FIFES 506 AEE A3

WEE-EE FAY WARYEY 2] o8 Faharh.

iy = O
&
m>~

A¥7E = 9o ueb Tk, #8 EXHZ B 043} JEEFY EXHZ diE 509 A IA(16)E 3
s e Foj®e 30 pg/ml TEFollal; F5-HYZEEY EXEHZEY FS 0.15 pg/mloltt. o] Ay
A3l ke F4 l°1E19Jr EEdia=

AN 28, vlg-2oAe] FYEEY L F-HGIAEEY EXH T A 2 I FEFH v

=1

1.5 mCi/mmol®] QX A2 WAls AA EA [H-CHEE FHiobs Exez x2S 7] 24 dolA due
A g EF-9E GRS o g3te] A6l 11 ¢ 199 whek Az Tul P4 9 Sl 0.643 N =g
Eolny $£aRx SEEHolE; ZEtEYolE B ¢t 2719 ZHEE PCIE ZE (80 mm AlF I7)E 53
153 53 EXHI 29Y: oFE/Q1x 7 %%‘ H] 350 mg/mmol (EXEZF f2] 71A&Edol 3k Axb); F5 scFv
AEe A 190 AR vhsk o] St UEFE ) SHEL Mk

QELSel o3k 37]: % H4t 101.2 nm; T=H=F, 20.1 nm.

& B9 EXHZE 2] EF(Topo-Ls) 359.31+27.4 mg/S1AE mmol; EXEZF FoscFv-H 98] 3% (Topo-F5-1Ls)
326.3+1 5.9 mg/<A A mmol.
YRk o2 Ao 22049} o] ATE Faslirt. 9nfe] FA 29 AH w28 WA 10 FH, 24
Al 27 @9 el 5 mg EXHZE 7= /kg AT (14 WA 16 pmol AAH/kg AT AA FolFgFt 55T
Fojgko g n|9E 94 U Topo-Ls, Topo-F5ILs, Tt MZ AZH EXHIF 1 mg/mLS w7 AL S3] FA}H
Tk FAGA 1, 8 v 24A3F o] ARl A, A & 3uty] SES A /ALt mkE skl i Al
& AARE B3 HEaa, A PBS-EDTA & ol #Fse, EXHIN(IHEFSA) 4 #xFE ALA(PAs
A3 Aol dis) AR st ﬂljr TE 9 Y &S AT 6.30=, T HYE A Ax BHS 4592 7HA S
o, Folal A FFoll H2 FE 9 AA FAFY & FoH FAFE 10002 P& W=2HE ALtet
Ak, 7 Al A FEF el B4E Al A" kR 4GS, A FEEFY FE/AE WA vlE 8%
AMEo] oFE/AA WA Hle} vwgoZH JpEAoR 7y FEo o3 ALlsitt. FARREA] 1A1ZE S 3
H o AE U e EXxHREY e FAE Fojge] 19 vl ai(AAR, 1S 2 dYAEe] 1A
el HE SR wwd); ofo wil f7 EXHRE o FUF AIFES ATeA fsth wE A A ¢
el EXEEY We ol FEoR ), 2 UyAES BE AFENAY 5o dde HEAeR HE
Exgge] gEF 4 B9 EXHIS el Ao g A5t

7t 8] 3 219 3‘43101 = ?‘%%‘ ek Al, & e FEFLE TE9 FA FAEA 24"12}

ﬁ
ii
i
39,-1
L 3
g

e 3 01%0}04 Ak,
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[0247]

[0248]

[0249]

[0250]

[0251]

[0252]

S=S3| 10-137689%5
S8 0.543 WA 0.938 W9 UITh B TWAEES 2o AA el ke mE Ao WF Fol 479 4
o FAGW B3, BANCE BUBNH Aow ARAAY

AEE AL, REALS G, %A T E AT AARAAD D52 9L A AT W) $ 9

FARE AIZE A (FA gigk %) | FEEGEAR g %) | FE/ADGARD gl
i3l %)

F5-4% 2| ¥5% E¥ e 7H(Topo-F5ILs)

1A17E 57.58+4.95 55.45+7.23 96.14+7.32

8A1ZE 35.37+3.84 34.18+5.87 96.31+11.92

2417k 15.51+£11.84 12.30£9.02 79.36%+8.03

g ¥ EXEZ(HAZ) (Topo-Ls)

1713 58.88+9.51 57.631+9.45 97.90%+5.29

8A1ZE 39.61+1.99 38.82+1.49 98.06+4.44

2477k 15.84+3.85 13.45+2.64 85.25+7.03

AAe] 29, BT-474 ©]Fo]4] R T xEHY ¥ JHER2-HYHEEY EXHRIY dTY a5

o] AFelA], & AdPAEL oE ZI us] EUdUARE-ZYUIZAHNE FuE AMESE A WA 4F
EXHZ W9HEFS AT, AR o R AAe 11 9 199 Wile] wet g xFS AxsTh. AA b
Eg s HE-DSPC(oME] &2 g9 =; 3 85, ZuzHE(ZAnto] 24 (Calbiochem), 98.3%; 2 E%) ¥ HE
A|-PEG(2000)-DSPE(e}¥E] Z&} g3 =, 0.015 Z5)Z 100% ek USSPt x3é}o], 60°C°ﬂ*1 0.5 mM 172
S FHshe 89S F5IST. dEs Ad 95 60Tl A EFdEdEy EXAHE £9(0.608
M Egoldolnl, 0.65 N LAHE, pH 6.1, *t} A1z 531 mmol/kg) ¥ 23stm, AASA &3], 60Tl

HE71(F 2= vpol oW B RI=)E o]&ate] AlF A7]7F 100 nmdl 2709 A ZF

A A ex A" 7)H-9E dEy
B ZE7tR el E 4(% o], IZY)E T3 103 =3t dEd FEFS 4o dd Wgsa, 9
YE AT ES 5% UAERA-5 n HEPES-Na &=N(pH 6.5)& gedoa o] gs}

HA %2 EfEdEy
= AgzE2s (L-4B JE] A iiu}il?ﬁwé o] &3te] A|ASIATE. EF Z7]= QELSel o =78 Al
103.8+35.1 nmo| ek, o] &= o YEZHS 0.35 mg EFHZE 7|AEE/ nmol XA B2 308 F<F 60
TollA EXHZ 3| =2 F2eo|=e} 37 ﬂ%uﬂ o3ttt o) o]l FUH, BEFS do ol WA
7131, &Y 20 mM HEPES-Na, 135 mM NaCl(pH 6.5)& ©]&3l= Alutd~ G-75 A2 AZnE Y s, &
T TYUHA & FES ATEGT. oo Had upe}l o] FFSA o) oFs S F5Ilal, X2
olE AAe o&f A4 dHS FIt. o9 Ho] 549 HUEEFY EXEES 365.4£23.1 mg EXEZE VA
=2 /mol JAAZEE 7HATH. HER2-EA3 EXHZE A XES Axsty] A8, gubdo=w AAd 199 714
H e} o], o] YEEY EXHZ AA URES IFER2 scFv F5 ¥ @@ ol n| =-PEG-DSPE ®H 7 o] AA=
AEA et A QFaol st t. 7S], A 10% FIEA-10 mM Na AN EHIE &4 (pH 6.5) W] F5-PEG-
DSPE A= 15 mg ﬂé/mmol YEZ QX FEe H= EJEﬂ?& YEZH Feear, 308 FoF 60ToA <l
Folol Ak, Qo] EIFES AL Ao WZAsta, &8 20 mM HEPES-Na, 135 mM NaCl(pH 6.5)<
o]43le] AlwtZ 2 (L-4B *loﬂ ArntEdY s, BE @QEW B2 schv JAAE AAG . o F7HA
olfHlo] Al Fofl, oFE ) AE H|7} 14%%F AAY

9

=

2|
n

1 WA 2 mg/mLe] EXHZIIS Stidles E AFEE 0.2 vlo]aE o AR &
ol SAl7]a, E¥Z2g vfo]de) Ff ulste] A8 A N7 4 U] 6CAA AT

b
__\"\1‘
r_\‘g
o
b
i
SE,
=1
18
k0
b
UPN

5% G mER2 Yo 2 mg/nlE EXHZ ERIFRelels Rus saAgoRs fu EXHS AR Az
RaL, 0.2-vpo] AE ARA] FE | FHAZ o2 Attt

et
=
=
N
i;
=g
il
o
o}
H
,4;
3
o~
ro
)
Ho
o%
o
o2
o
o\
)
>,
3l
e
o
il
>
—
o
=
N
E
)
o
Iz
fo
N
N
o

g 3}
% 2= RS s, 2 12vte 5 1)
) Fol, vh92% 5 mg/kg A TS ExH
Aem NS, SR Aurd A3E vel w
AR WF 28 mUEAY, S AT 20%0] £

Aok FF HATEA
oh



[0253]

[0254]

[0255]

[0256]

[0257]

[0258]

S550ol 10-1376895

1% 125 % 4Y 2 FR AT AoEE 2] Jehath, d¥EY EXUR AR §9 GERT F
F 4% Aeklold oS B, F5-RH% UZFY AYFS MEY AFEAALL B 2ol

@ zke] £ e FF B A/ ATE ol 4G FolAAdnk(FE oA ¥ 2-HY ARUE
CHAE % p R KU v, WAUEEY fE A 1.2x10 0IA, f v. AETEY ofEe Aol
0.000114010 0™, SEHY v. WALZFY oFE Aot 0.0071801ATH). ol W, eTF ) Be
EXHRES e oFRud 0% BYoIm, FHRZ W REY EXHRES WA JEEY FRuG O
oI, UEEY 2 WAUEFY oA, 27 =Y T, FF APl kAT Azl 109 el ojxkr}

AR . N T;]— 851
Aok 14%9] AT BEE AU, v xds dEEy o
ulb2] (12.5%)7F AE4 15% AT 24F il
A o (

ia=A
A, AT A Ee Ad-wd gE e /sl

AAld 30. BH W FAE WF 33 AT vie2olA e w2 R 2AXFE xR AW §8 FoBMID)

= g
NF e AT, dER W fe o

o] dFE Egoddny ZIZAHoE LML 065 N EdEALRE(H 6.2)F 2= sk
22 ZElEYolE &0z UAdlaL; ¢ES 9131100-nm thAlel 80-nm Elﬂmﬂ °o|E ‘% %H% AL&
2 o LS)

Aostas AAld 29¢F o] Azxd BEEL EXHZ AFES AHESIST. 7HS-
A g Ak W oS %Lam Ad-s2F 54 YxEF A7)+ 95.1£19.6 nm(ﬁ%HSDM NaL; FE/AA A=
369.1+18.3 mg/S1 A1 mmololATt. 2vfE]l2 H o

oAl 5 WA 6 T“ﬁ UA 29 2a-aEH w22 (18 YA 20
g)ol, 2 mg/kg EXHZ VH‘”‘/TAM Fofgo Al st 7ol thafAlE 37.8 mg/kge] FolEo
2 1.8 AR F7HAA T 13]9] 2AIFd StFo] fE Ev YESE EXHZES 33 Auul(ae W) F
AL FolEtelth, W XEEY EXE o] o] Aol A ¢ TE AT 2 I9vry A%S Y 2YH
stk AHa AHE o]F 10 olule] 717t Eet 2vkE] FE F A Boll ol 200 Zypel Way AT
EE oo mol Mol AHAAE B4 TS Yehle Ao solth. & XA 2 AF dlo|Ee] whel,
MID= fre] Exube] Aol 11.7 WA 21 mg/kg W9 W, BE2EF(AE 2) EXHZEY A= 2.0 WA
3.6 mg/kg WS ol F3te= Aoz FalAh. F RAl ATFelA, }—‘%#oﬂ 2.0 mg/kg(YEFH /U EFY

EHZH) e 12 mg/kg(FE] EXHZD A st SydE NID A9 A
W7hA] 1.159) AR 747] $& o FUMAA e, BEFY, EE—E F5-1

[e]
N o &

=

o

ZIAE uke} o] o] dAAlde] PxEY EXHZIORHEE AXHE)E TARIT. TEE F Ao sEA
AP BE HF A ”Wg ZY A Fe FHao Fo#HS NIDE 7Hetdal, ol w8 EXHES ASde=
18.4 mg/kg, BY¥XFE EFHZIY ZA9ol= 3.0 mg/kg, WY EEY EXHY 9o+ 3.0 mg/kgsl Aoz

3.
etttk ol wet, gExEHd EXEHZS f8 GERT o 2 =45 veit.
A A 31. 0.125 WA 1.0XMID B A Br-474 o]Fo]a Rud e AXEE EXH Y 2% g%
o] AFAME AAl 309 EXEHZ

JEF L PR EFES G, BI-474 A o] Fol4 e AAd
2001 A5k o] = vhg2o A GAZ
i

o}, 9 AEES AEWHA 189 Fol, FF(105 WA 345 m, BT oF
o AYE, % 8utg] BE/Lo gERToR FAYRE BEREUT. £
A Fo 33 AW (ag] AW) FAFRMA IXMID, 0.5XMID, 0.25%MID, H+& 0.
E 3 < sl dxTolAls AYATE FAF FosiT.

ot 2 AT %S w58 A, (FF 2

N
02

—

-{m

& Z

Ol
OFOFHPU I-HON@O
o ff An d oS X

1 OOE 7&#2;&% F A72EE ALE) TF THS F 529 AT SAwIA Wk MIDol A <]

G2 APEL 5 S YEPITHE 13A WA 13D). 479 NIDE, &t IAR9 59 &(1/2, 1/4
/)= 4% #8 ¢ dxFY = 19 5% AolE F9Ho)A &drt. ol uhel, TEA-S0S FulE o]
oo PEF TYS FTY A9 oF 6] TUHE xSl oy, kA9 oE 54 TR 2SS
= AT JshHde, oF AfHE AT A AACAY el oF 1595 JERH MDA 9 frE] E
ZHZE A E AQetie B AYES H54AE HEITHE 14)

AAd 32. EFOEUEE FARL SEEYOlE 28 BHE ol&std Axd EXHZ ZEF9] Ax B %



[0259]

[0260]

[0261]

[0262]

[0263]

[0264]

[0265]

SS=50dl 10-1376895

A3t AA 9 AE=A

Ak o2 643 mM TEA pH 5.7, A5 25X 530 mmol/kg, 2 2FE/AXA H] 170 mg/mmol S Z+= TEA-S0So]
g g5 o] gste], A4 189 Axle] wt #xFY EXHILES Axsqvt. 2EEFLS 155 mg °FE/mmol
AXH; 909 =Y '8, ® 4A A7) 105 mmE ZHATE. o] EFS AnkH o HAld 199 7|AE wie}
2o, 1AZE &<k 60TelA 2F 30 scFv/BEF(15 mg &A/mmol AX]H)Z F5-PEG-DSPE H3HA|2] wlo]d 8-
I A QAo Atk FA-HY BEFS AFEE (L-4BE o] &3t= SECO] <& #e]st3liL, HBS-6.5
HEPES-+5 A2 APttt SHER2 scfv(F5)e] A3 Foll &FE/X2 vl HE 7Med Wk gl

S

H: N

1‘2

Aol o EXH AFEe] FHE&2 shriek 2ol etk HER2-3EA AF Y Al (SK-Br-3,
ATCC HTB-30)E 150,000 AlE/9= 24-0 A w]g Zelo]Eo] =Zalgla, s 5k AR, AZE
37ColA 447 Bk 0.1 M 2 0.01 mie] BEE =2 9 4% wjholA F5-%4e 2w

9 uEAS JEEY
EXEY @ (382) <15 mowu} MEZ 0.1% E2)E(Triton) X-100-70% 443} olxZews 3
B 100 Fo /HesE WU g g0 43 7x, 4 A F AL-AF EXAR] IS GRS o4
YR =) hya

TRt A(HFLEFES })7} X 220 QokFo] vy, ®A g 2L WA YEFRY B4} ME
2 100 WA 3000 o ®2 eSS AT

I 22
SK-Br-3 1k A3 93 Y EEY EXEHIY F5&
A= 0.1 mM 1A ANA e EXHI & 0.01 mM o1X Ao o] EXE I
T4 (ng/9Q) Erang/9)
vl A3t gxE 4.76£0.24 0.607+0.088
HER2-3% A 8} 2] X & 533.84+13.7 197.0%4.6
Hl. XA 3}/8FA 3 112.1+8.6 324+55

SKBr-3 ¢ Maze tigk o] EXHZ AFE] AxEEAdES Al 270 ZIAE vk} Zo] Gl SKBr-3
MAEE 5,000 AlE/LZE 96-4 ZHolE

o , =
F wd e S, fxEY, £ F5UdgxEY Exge] =5(0.004 WA 30 pg/nl)E F7HA7IHA
4

APAGNLIA. FEE THAL ALL AN, LS 242 5L FE AT HIIA I
St @ 3 AEE AES] FE HolEd 2TOMD HEREE A4 oles] Faen, oF dEE(

Ae]) AEelAe] Lol gk %= JERT. ArF = 100 uheb dvk. EXHRE W i%"] H| %435 B
.IE_EﬂZl- ﬂ“L‘Z‘"(IC;()fg 1 ng /mL) ‘%l ‘ITE] EEE'”ZJ'(ICFJ()iZB ug/mL)EE]— E‘} ’tl k“E%Q?(IC{;() 0.15 1HX1 0.5

pg/mL)S 7HA
AN 33. Aold Ar]e] EXHZ B Fe AN AAA

TEA-Png SHfrats EES, 100 nm A3 7] ZY7tHUolE we E&) 123 &8t Y, 50 nm A3 =7)
FY7tEMo|E whs F3 123] FUt bEste], AAld 22004 ¢} o] Azt EXHZHTPT)S 150 ng/u
mol S1xAe] mg ek, d4FoA 4568 HoF 58TolA 295 483 & A& Adx FHeA.
50-nm % 100-nmE 4EE Y E o] U3 2Y FE&S 7] 126.80+£19.24 pg TPT/ umol PL(84.5+12.8%) 2
148.48+10.26 pg TPT/pmol PL(99.0+6.8%)°lAct. 3vtg]= ¥ o+ e 9473 292 I2H wp$-2o) 5 ng
TPT/kge] FolgFo @ Ls-TPTO 271 A¥E ZF shtesE AU FAREAT. 6A17F 5 nle-2~5 S|AAZ L,
HAS ST, S AA o 22042} 7ol TPT ¥ g %F X" el EAstvt. Ax7F & 230 ve}

Sich,

¥ 23
TEA-Pn £ & olgste] ZYH ol@ 2719 Ls-TPTe] Ay 91y
JEF 27](m) a4 oFe g JEE AL |oF/AA W
(FAbspol dl% %) (FAbspel dls %) AR gkl @ %)
74.2+21.6 32.93+1.97 45.7+2.2 72.06+5.51
96.4+29.3 33.26+3.56 37.6+5.3 88.41+15.68
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[0266]

[0267]

[0268]

[0269]

[0270]

[0271]

[0272]

[0273]

S50l 10-1376895

AN 34, 6-(3-olm|=2=d) AHE|N(6-APE)S] §AH # 2XF &4

[Werbel 5, J. Med. Chem. 1986, v. 29, p. 1321-1322]0] &3t Ax}o] 7]%3t 2-thA WMoz AYPERoZ
BE 6-(3-opn =z 2 ) APE|A S A2t 501.4 mge] AHEAN Z)AZANSC 71795) (L= 3] Av)Z 7
) E A2ddA 308 5 5 mle] Ax YuEXEFolu|=(DMF) FollA tiEf 100 mge] FAaHER (A Luk;
T Af oddER ARZE)T 3 ﬂﬂ&aoﬂﬁ} o] E3=ol, 2 mLY HFE DNF 5 678 mge] N-BERIZ2H X
goln|=(L=2l3]) o] &dS AHUbsnt. AT whg EFES SR EF of2 shellA wykskal, 1 mLo
E2 Agste], 60 mlo] Eol FYsATh. EFES 25 mLo] WEHA iﬂ‘ro]‘:i 23] &3y, FE2EL 1
F UEF W ER AXAA, T4 dFvY T FAAT. EFUSS 10 nLe uﬂ‘a@ SR =RE 2
3] AT, 23 oJFd g Axds Ay ARAZY. ALE Sk EOP 20 mu T oere 2 2 mle

2

_&n

T s Eg iy @A Aol A muksllch. £5H &YEE ¥ S 04%} A of7holg 50 mLe]
0.2 N NaOHZ 3]Aslo] S22FE] 28 E(75 ml 2@ 50 ml) o2 F=3T). E% FEES NaS0,2
ZAA, AE AZANAT. 2AAE(FE 408 mg)S Ax Efvdoiyior I3y FZZI¥E-YES E3E
(AAn]: 7:3)2 S&dsh= A7t 60 %Eé ol ARvmE TSI, nkg AYE Al o]o] 2¥A A

e gele Eo2 tief 30% FE= 54 SgEs Faste o= 49} Art. T2 H-NRE 189
. TLC: Ry 0.29-0.31(2 27} 60; CHCl;-MeOH A Zm] 7:3, Egjvddolion ¥3}). AHE A, Ry 0.81-0.83.

9 FES B oEs Fol gaA7|a, HAF o]AZTRIE F 6 N HCl &do8 HAHZFonN fI=r
2efol= oz HFAZT. 6-APE Us|=2F2ebo]=(NSC 176328) 9] L.:lA| A AA S ofysie] s},
HZR i, WF PRAIZC. U3|=2IRefol =90 78 86%.

0.5 M TMA, pH 5.6, 60TCeolA] Eauﬂmh‘aﬁ ZZ X 1T o] E(TMA-Pn) 9] &9 ZFo] DSPC, Fdl2=HE 2 PEG

(A 2,000) - DSPE(3:2:0.015 EHD) 9] &4 AA 5SS F3A F, 55 F5(-78C) ¢ d5(60T)<
AbelEE 63 Ystar, 2719 ASE 50-nm MlF 7] ZFIRUCIE HHE T3 103 dEFoEZHN, HEFS

1
A3k, HEPES-®]~ER222(5 mM HEPES, 5% 92~E&~ pi 5.5) 08 &%t Atz (L-4B ZHS o] &
ato], FAEA &2 TMA-Png AASATE. HEF A7) 85.7£32.1 mo| At
F5% 6-APE £91(10 mg/m1)S 100 pg APE/pmol 1A Ze] ofE-ti-<1xd ]2 TMA-Pn EHrol fEFel A
& 58T 453 ot Qlatwloldetir, 155 &<t A& ol F WA, HEPES-HA~E

Nann, EHE
22 ¢h5N(5 mM HEPES-Na, 5% ®]~ER2, pH 6.5)2 &8t Albds 675 2y Ao A A=viE 1o
e FAEA e o AANNUT. ololN, HXF-LE APES U] 71049} o] LAFEW o3
AFsella, eEE QAL AN 709 2 PAS ool AT, kB wIe HAAHor PP o]
e},

AAld 35. HER2-E A3} WA EEY 6-APES] Alx, E A9 HER2-TEE BI-474 4 Axo| digk 6-APE

AF e Alx=sA

TY9E 6-APEE Zte B EF(Ls-APE)S 7] Ao 34e 4} o] ATt T Y¥ 6-APES 2zt HER2 W

(e}
2] L= (F5-1Ls-APE)S A A] o] 19¢] HMHol 2]3)] Ls-APEE5-E] XJ]¢0}°3£} N/\] o 279 MIT-71A19] A¥ A=
& AAES AHgske], HER2-3Ed A7F ek A E(BT-474)¢] tha) & A Eo 2 A, = HER2-¥ A 3}
F5-1Ls-APEZA] A &% 6-APES] ]E%*é% T, MEE 6417 B FES ke uidd =E39

3d FF FE-HIEHT i Sl F-lpuloldstaltt. At = 15¢] uheb Slvk. fEl APES] ICs+= 0.26 ng
APE/m1©]1aL, F5-ILs-APEC A €] 1C5= 0.756 ug APE/mle]lewn, WA 3} Ls- ICs= 51.0 pg APE/ml
otk ¥ 3t 2 WEH3 @ EEE 6-APE 7holl 67.58) o]z} AL, o= x4t A 295 e
pli=
AN 36. 6-APES] EGFR-E43} WA EEY AYE, L AAY GAHAZ et Ax5A

o

q

L

rot

APE
e

o,

6-APES] 2R E EHL WA 3eIAt o] AxHAT. srIsh o] KGR-5FolH Fab' FA wHe] Al
oJa] EGFR-¥A43} WIS EFS AZRsIYl. EGFR-590]4 1gG MAb C225(A &A% (cetuximab), oZH|EX
(ERBITUX) ', 922 Al~®Z(Inclone Systems))E HAo2 Zshalel, (Fab'), WS AAAATH. AAd
(Fab'), ©HS 37Tl 158 5 10 A 20 mM 2-WEFEodolvloz Ao 2 M

HE Algdl 2~ G-255 ol &gt A oo o3 AAlgdnt. g EH&7Y EAle, AFHoz iy Bxd
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[0274]

[0275]

[0276]

[0277]

[0278]

[0279]

[0280]

[0281]

[0282]

RJ 19

F 0.9 HE717F AATH(ARF(ELImann) Al eFell ogh Ag=Fst). C225Fab'& 2 WA 4A17F S A2o4 = 3t
ZHb Bt 4 A 6TCoA, pH 6.2 WA 6.5 E ©MA-EA FH] 1142 $8A F P HA Mal-PEG-
DSPE(elube] ZFe} 29z, vl depupulg Ao FF AFAIA, FEol 30 UA 500 @ &
C225Fab'-PEG-DSPE HAE AGAIZATE. o] wlold P4 HFAE HBS-6.5 ¢4FHe= &&= 3% of7f=E -
4% Zelopadolv= v= A(LEA2A(Ultrogel) AcA34, Alzavk A7 AHYREE A5) Ao A7) wjA 2+

¥ azrtEadse] o8 wwg amdaye Fesdn. 2EAE 33 A4 LM d5adc. 60T
A 30% &9t 30 mg €225 @A /mmol T EF 1A A H|ZE oFFo] 2OHE XL E (225 Fab'-PEG-DSPES}:
A ) EEES QoGO R VAU EEY 6-APEE FHARL, olF 15 B AL FoIA FIA

A3, HBS-6.5 9ENo g gH¥E Auzs (L-48 Zy A9 A gazvEagye o& Wy EEFS AAA
A EEFL Z2H F5 AA U =5 I F2d YEepdh).

e EGFR 3 (ATCC, W=+ uﬁawc% 239 AAE zZEE MCF-7 Q17 ket Nz el
d At UG AEE A9 IR Fd A wZdA wgsila, o] Alazd digk fE, ExEE 2L ¥
EGFR-HA 2] £33 6-APE9) H]E%* S 2 7
= el s AFHleldd F, 3Y H]

2lth. MDA-MB-468 M EoA ICsx= H2 6-APES] A-$ol:= 9F 0.1 ng/mlo]ar, C225—1LS—APE4 g0l ok
0.9 pg/mlolATt. MCF-7 MEoA ICs= 8l 6-APES] 7% ¢F 0.5 ng/mlo]lom, C225-1Ls-APES] 7 f-ol&=
oF 14 pg/mlolATt. ¥ HMEF EFoAM2 Ls-APEQ] ICe >30 ng/mleldct. olol uwhgl, EGFR-%43} 6-
APEo] 29y WogZEES EGFR-743 MDA-MB-468 -FHbet A Zo|ME 3P-Eo)3 Mz EA AL Yo
U, EGFRS FdshA] &+ MCF-7 it AlxoAs yehA] gFskth. MCF-7 AlaEolA], xAst 9 #x4s)
6-APE B]|EXFL sootA EAdolArt.

Ao 37. HEANA S 2EFEY 6-APES] FETH

3
o
ol
2
Y
i
o
ﬁ&
b1
—
()]
e
T
0

X385 TEA-Pn &N (557 mM EAHS]EZ], 500 mM TEA, pH 5.8, M52 E% 480 mmol/kg), % DSPC, Zd ~H|
= 2 PEG-DSPE(EH]: 3:2:0.015)¢] A& FAS 2t XS A7) AAd 11949 2ol Azxegrt. X2
et B8NS 60TANA 10 A2 TEA-Pn &N} Z381A 3, 2719 AF5E 80 nm Al¥ Z7] EE|7FR 9]

E ag =3 103 &5ttt MES-EAEZA(5 mM MES-Na, 5% @AE=ZA pH 5.5)02 L8 HE Ag=zs
CL-4B ZH<& o] &3le] Hdux ok TEA-Png AASYTr. 8]ZE =7)= QELS o) =4 Alo] 92.3+23.3

mlth, WEEASE WA A %4 CHI-CHEZ 0.5 nCi/mol Q422 A4 wEL~ o] LA AT,

GEFH AT AAd 99 T2EZS wiith. dF A EH|=(Sim Albino) NE(9FH, 200 g)ol 10 mg 6-
Fojgfoz AHuh) FAEIGTE. Ao AlHEdA dAS AN, S FFSAN 93] 6-APE
1=}

#0.05 WA 0.2 mDS 1 WA 2 nLe] 90% 74 o]AZ2#&-0.1 N HC17 &£
ki, 6-APEE Aol 713 o] el ols) AT AW [HI-CHE WAbs A% sl o8] 4%

A3t = o170l dek dn. kES dF vVt 13.7A%FelRlaL, P ES A dF Wa(tye) e
16.6A17H(3E A)oldnt. =
g B)<= YERIG

Egodolnle] &4 sl AHEAS WS F 2-(N N-tlodolnn) odZRelo]=g Ad73}3to

= 2-(2-(N N-to "ol ) o el-AHE| A5 ZEFo|=(NSC 359449)= &¢F AHEA F=A ot}
L. M., Angelo, M., Fry, D. M., @ Worth, D. F. J. Med. Chem. 1986, 29:1321-1322] #*x). X3
Png dfals g EES AAd 379 719 vl E Alxstglth. 2-DAE. 2HC1-S 5 mM HEPES-Na, 5% )
pH 7.4°14 100 pg/umol®d 2-DAE-th-21A& H|E TEA-Pn @ EEH 3/ AFHoldsd. 2dE B9 o
2 83.2 ug APE/ umol PL(E& 88.2%)°]3lt}.

PEEY 2-DAE(AAA] 38)0] AF FREHUES Ao 7ol sh o] WENA ATEATE. 2-DAES] tipi 17.8
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[0283]

[0284]

[0285]

[0286]

[0287]

[0288]

[0289]

[0290]

s
=)
N
1o
39
N
N
N
fr
|

hola, FEF Ad MEY 2 t,E 18.2 h(AM)olQdth. 5 EFo2HE ofE o
677 h(B)olSAtt. olel we}, o] BEFL HfFolA e o sl w9 st
AAl 40. TEA-Pn S ol &% FEF W29 v =B 29, pHY T

0.608 M TEA, 0.65 M E=2Fo]EY], pl 6.1, & 4F2F% 531 mmol/kge] TEA-Pn €H& o]&3le], AAl4 11
Ao} o] oghe FYHe o3 ek 2 d dE ?}%% 2709 A5E 100 nm AlE A7) FEFPEVOlE v
Z3 153 stz B ELZFS AXSAY. 59 HXEF I7]= QELSO 28] FA Ale] 108.3%+17.1 nm©]
th. Hx=n vEl2EF ol E 10 mg/mL USPL] At ééEHO H] 1= ERI(VRB) S, 350 ng/ umol®] SFe-tf-<0A4
W2 =4 5 mM HEPES-Na, 5% ®]~ER2 pH 6.5004 2lEFo] Hd718elar, plE 1-5 N NaOHE o] -&3}e] &4
#wom Ao, EdES 30w FQF 58£2TA QIFFHo] it olojA], EFES 168 E¢ E5 &
oA Wztetdar, HBS-6.5 2+°4(20 mM HEPES-Na, 135 mM NaCl, pH 6.5) 0.2 &@]at= Aagdx 6-75 4 o3}
AzvtEagye] o] FPFA F FES AASG. oloA, EHFY AHAH YEFS AL olarE
ol 7hgstate], 270 mmoll Al wBFEHS o] &ste] BNl i3] EAsIT. HEE-SEIZEE
183t HrE AAAES Agstarqlrt.

29 Fo Aikt®l E o X vl ® 240 e} & wkel 2T ¥R 298 HAFHo)du(F, 43
Ko 100%), ATE HolA pHel FHsSt).

(]

o, Bartlett(1959)2] EAWolE 1AL

F 24
95 gkZ=olo] ZhE pH kol Ao ZFE TEA-Pns zHe glxE Y=o Hlxdy 24
pH e o) X F vl (pg/umol) 29 35%)
4.5 351.24+52.88 100.4+15.2
5.0 347.6+6.35 99.3+£1.8
5.75 355.2+11.2 101.5£3.2
6.25 377.0x£21.5 107.7£6.6
7.0 374.3+29.58 106.9£9.0
AA e 41, Z+F FE/AFE H|EGA TEA-Pn B4 93] Axd SEEFEY vl=ddl: nfg2oAe B9 &8

2 A YA

CHI-CHES 1.5 nCi/mol QA& 2 A slEdxid £3A7)E AL A9dats AAd 400] we} Z5 TEA-
Pn 89S zte P¥EQ Azt P ¥E A7) QELSe] o8] =4 Ao 98.5+34.3 molth. 150 W
450 mg VRB/mmol9] <FE-th-¢1x]14 H|E 5 mM HEPES-Na, 5% @AEZX pH 6.59 4 SEAdA] vn=nl
HELZEgo]E USPSt E£3Hal9lar, oS 308 ot 58+2TolA Fueoldsiqict. k= H7F Fo pH =4S
gsba] eFgkth. vidrle] 29 ¥ X F(Ls-VRB) S TElste], HAAld 400 A9} o] o E Q1A H u3
w483,
3ukE] o o] 4R 5657 292 A vpg-a(Ehd# 2lAR])dd 5 mg VRB/kge] FHHOZ Ls-VRB-Png A
My FAERgith A E Folge 29 AR wak gRta, 4] Aktd gdE o AA HERYH Fed 5
dog AS AN Fste] 0,048

ATk, FAREA] 8AIZE e 24A]7F Foll, ES vRF S WG, ddS

EDTAS} 37 7]1A2ke] PBSE il HHgw #ow Byt o xS YA os R, A5
o [HI-CHEO 9]3] ®=E Qo ols] REAatAt. WA A% A 2 uedue] tis|ds HPLCe] o] &<
sh7le} v, AES NEHAEE EF)oR 2uo]Hsda, gold dHEZZ FEI5er, SR,
HAFES 54 50 mil ETNEYEE obAlHo]E(pH 5.5) % OWEWEQ(% 42 AFUHE FAE olFAtd &
AAFHT. C-18 7= Lo o3& A== C 94 AIF 238 (523 (Supelco) C-18 Z4, 250 mm>x4 mm ]
Z, 4R A7) 5 um) A AZS 29t ZES 1.0 ml/nine FEoZ Y] olBATY 58839t
280 mmol A EF= HEVIE o]&3te] VRBE HESIGITE. VRB 2 WIEHZ®E(WE Z5)d tie AddHA AF

Al 7Fe ZF7] 9,18 9 7.8F 0]

%

A7 #2509 o} uk. eFE/A A uy} Z71Ee] whEk 29 @80 172sgEd, 150 mg/mmololAE A A
o2 100%0]1 et} o= 450 mg/mmololl A &F 66%7F FHATE. 250 mg W= /mmol AX|A Z3o] H|Z H] =
Wl HElZEHo|EEZ HUtshd, XL A A AAH AsE Fasa(pl <4.0), ol 2Y A&S A
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[0291]

[0292]

[0293]

[0294]

[0295]

[0296]

[0297]

S=50ol 10-1376895

ASS & F JAT. ol wet, FE 29 ©A Foke] pH F4dd tiE Fert ddTk. 847 F9 %?Oﬂ/ﬂ
Azd YEE yEY 20 o FAly Fojgko] 30.446 6%(%1d)4 Wl =] 38.6+5.2% id B¢ U4 °]

Az Fol, % AE 7hee #A UH 3*94 6.4%ID

H =21 /2122 1 FAFEEA] 8AIZE Fof B
H AR Fol &=

ALt T = (mg/mmol) A A& (mg/mmol) 2 8% o+ (%)

150 156 104.0 36.6%£4.2

250 238 95.2 56.3%£1.3

350 260 74.3 65.9+£2.3

450 299 66.4 63.0+4.1

Ao 42, Z4F oF2/A A HlolA TEA-SOS WHS ©| &3 2HEF W29 v=dn =24

0.65 M TEA, pH 5.4, AF54¥% 521 mmol/kgES 2= TEA-SOS &9MS TEA-Pn & thalo] A}&38la, fESS
80 nm AlF A7] FYFIRYOIE ws B dES A AQstae AAld 400419k o] oF

TEA-SOS E|EEFS AZsAT. 2E2F A% QELS°ﬂ o) A Aol 86.6+12.9 mmAth. VRBE ZE oFE-ul-
AAA W2 4 5 mM HEPES-Na, 5% 92~E=RX pH 6.5 & 2| EFo] HA7H8la, EFES F453509 308 &
)b 60CelA lstHoldstitt. o]ofA] VRBO] faﬂﬂ gl i2ES wElste] Aol 40049t {%01 =48kl
VRB e ZFoll o] Atel ok of A B7E i 260 vl vk dA S, Zﬂxﬂ*é ol AA =93} v
2 ;}2001i§} FHFAR~ LeEdoE)T 7 fXE o Hlwedwl 29L 450 mg VRB/mmol 1A A o]
akel oFE /A Hlo} A ddH s AgHoln, WA 550 mg VRB/mmol < 1%“%1 A ozt o AT
(88%) .
¥ 26
e o A ol o gEF Wz vinanl 29 oF4y
H] 91/ 4 M) (mg/mmol) 29 a&(%)
& gl Wme] $9
150 159.9£11.5 106.6£8.1
250 255+12.4 102.2£5.1
350 381.8+16.3 109.1+5.1
450 456.1£29.5 101.4£6.6
550 486.2+26.0 88.4+4.2

A Ao 43. TEA-Pn W4 o3 v]x=dAwo] =2 HER2-E A3} A EE A%, 2 IYEJ A HER2-% A 3}
9 H A3 Bedy EEe] dF JE5H v

Ao 1994 9} o] SHIER2 scFv F5-PEG-DSPE A3 E AZ3FeIth. 304 < 60CelA 4 20 mM HEPES-
Na, 135 mM NaCl, pH 6.5 €59 el 15 mg/mmole] WA /x4 w2 B FEH 3} v =dnl EF (DA 41,
350 mg/mmol®] ¢FE/¢1xd w2 29 H)S F5-PEG-DSPE A ()¢ 19)¢} 37 <lFu|o] Ao 24 HER2-
FA3} vwedn W EES Az, HEY 5 AEAE 5Y3 gFdor gl AgEs 4B 7Y
el A aRetEag vl o] AAsIATH. BIEA St 2 EF(Ls-Pn-VRB) B HER2-3243} 2] 5 (F5-ILs-Pn-
VRB)S 5 mg VRB/kge] FolgFo= oM Ul #HE(B-957, 200 g)oll AW FAsUrt. ZHF A HENA,
AArje] 9o 1Al w2 s FRste], Al 1Al 3ro] VRB B #EF Aol diEf A5k
XEE AF dF w2 50% oFE WE AMS, AF FE-AIRE FRERRE, BE FE/AE H-AZE E

ZE 95, nlo]ar AT E AA(NICROSOFT EXCEL) (Plo]AZATE FE# o]M (Microsoft Corp.)) 22X HZA]
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[0298]

[0299]

[0300]

[0301]

[0302]

[0303]

[0304]

o]E ERI=(TREND) 5 o] &ste] wal A4 gstaAlel digh HH Ags ggozn zh7] Atstadct. 2
S 18)E HAS P WEAS WA DEE BEAE o 12,1407k AR W7, R ok 4.3k oF 505
?'5 E = =

o}
& e A A sde OE 2 A GEFHE S YERT.

AAd 4. dRFE D X3 dEE @S o83y A" ¥=@ FJEF Ax L AAY g vl

pH 5.8, 0.65 M NH,, 2FE4% %= 390 mmol kg ZH= 9wy ©lAET Lo E(DS-A) &< 2 pH 6.0, 0.65
M NH, , 2EA 5% 465 mol/kgS ZE Efoddny 92Ed SHo|E fMN(DS-TEA)S, 12.4 M 4 9=
Yol & & Efddelvioze] AAS o]&3ste], Al 49 Wil wrgl A% 10,0005 2t HAE
o] E(A v AL AHY)ZHE Z47] AXSAT. dEEFE S0l E(S-A) 789(325 mM, pH 5.1, 4
B 703 mol/ke) S BAE 5F dnE Euo|ERyE Az ) RE SAES 16w Na

FT dol THS UMY, o] §98 X FIE FEFS AA 419 dekE E3-d4E WHDSPC/FE &~
JPEG-DSPE 3:2:0.015 B1])S o]&ato] AxatATt. WA A2 ¥4 [HI-CHEE 1.5 nCi/mmol A= 24
EYXA o] £gHAT. 4F dAE 2719 I59 0.1 pm Z2EIFEM0E 28 53 103 S92 TAES
t}. VRBZ 350 mg/mmol®] FE-tf-¢1x]& ®]E 5 mM HEPES-Na, 5% @l~E=Z 2~ pH 6.5004 glxZe] H7s+S)
i, pHE 1 N NaOHEZ o]g3dte] 6.52 Ao, EFES 308 59 58 WA 60TIA A5fulo] At
olojA], HHSES 158 Zol 98 Aoa W¥Zelela, 4 20 mM HEPES-Na, 135 mM NaCl, pH 6.5% &&=
Aoz 75 A o3} FErtEaHI g8 BAHGA Fe FES AASAT. AAY, Hx="rle] 29w
YEES BB o] VRBY thall #418}9aL, Bartlett(1959)¢] FAHO|E #HAL o] &slo] ¢l A
&l EASIATHAAA 70, 71 FF). HEFE XF E 5] T FEFEHE AAd 43049 o] FEI
A ATEFA T

iR ACY

)m?ﬁ
L ot 41 |

ti O

AR7F = 19-20, B E 27 v} vt EelddiRy Y2EdsHoER 2WE ZEFS Y2ET &3]
Eo Ry o 299 ZEFR vt AR XA, EFIdEUdEy 95 o]&std 2dE X
T GEE fE o0&ty 299 g EFEUY ATs o HESlT. g ExEFY A AAY] kEEHE AN
o] Aolgt AFES] kEFH L FAISIAL, wWEtA ol FE o]&HE A XA FEIdTt. EFdEdR
B Y92Ed FHoEE o]&3lo] =dH Ls VRBZH-E]9] vl FE52 dEF YAEAdEHOES o] &3}
of 29 Ls-VRBET} ¢F 3uf ©] =Ftl. dEfF Edo]EE ol &dte] EHEH gEEFS 7MY ME %= 75 &
=5 7M.

Z 7
789 guE 2 @dH YuyE FS o] Ld FTE Uz obE Bgle] A okyA vlw
A5 = g ¥F 27)(mm) A4 WELs] FF WHEZF 500 FE WEy=
(EEo] T8 @)  |(FF+SD) 471(h) A ZH(h)
(QELSOl ol&l =4

DS-TEA 120.8+28.5 9.5+3.3 66.3+13.4
DS-A 107.8+15.4 11.2+0.6 22.9%x1.7
S-A 114.5+15.6 10.7£0.2 1.77+£0.16

AAld 45, Hl=AWle] 2YE Z4F F7]9 EF Ax 2 AN HHA

EfoEdny Faz2 SEEHO]E(0.65 M TEA, pH 6.4, AFEA¥%E 502 mmol/kg)e ¥HE LA zi=
CHI-CHE-4) 21 Z%(1.5 nCi/mol AX2)&, AAd 119 oere E3-9% wie] o8] Axsdr. 4=
GAE AE Z717F 0.05, 0.08, E=E 0.1 punl 2709 AH=H %ay}wﬂolz s F3 163 FHE XS
oo HeEy 29, gyl g g, 2 gxE: S5AstE AAld 409 HHS w45 g
E(8-97%; 200 g)& Ab&ate] FExFe AU AdAALES AFsn. HES A 2 FF FESHE A
430 A 9F o] B E A A3t

A7y & 21, 22, D 7] & 28] v+ itk 0.05, 0.08 2 0.1 um ZYFIRYCE LHE Ea g9 g
z—;;é—;—& MastRn, ol AR SRE R RSy $UA okEgd, R A4 Auel usw wEe
x ]_%

FOoRFH oz WE2 24AMTS F3] sk W 40 WA 8041 W] 50%
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[0305]

[0306]

[0307]

[0308]

[0309]

[0310]

[0311]

[0312]

S=50ol 10-1376895

¥ 28

M g EEe] 548
#A¥E 27](m) b2 2 29 24 |[A2Q vEse A/dF 506 o IE
(B £9D) (mg/ ) 1@1 mmol ) < H71(h) 3= ARk
(QELSA 913 =74)
87.6+28.1 352.4+13.9 100.7+4.0 14.6+0.7 19.7£3.1
98.5+15.1 322.6+£22.7 92.2+6.5 13.0+0.2 47.9+£3.8
109.6+24.6 357.0+10.5 102.0£3.0 14.3+0.3 78.0x1.4

AA 6 46, TEA-S0S 8 WS o] 43 HER-FA3} vwdNl EF A%, 2 A=ol Ao HR2 schv-F 743}
R EEERERES L I B R D

350 mg/mmole] SFE-<1%]

i)

Nl HmEnle] 24 YEFS Jol 45°] TEA-SOS &S

2l S AxRI, o]F HA
TEA-Pn &do 2 A AL ALstas AAld 439 7)A€ vidl2 FA4351900. 45 9Al= 0.08 um AlF
7] ZYIIEY0lE FHE 53 153 4= Y. g EF A7)+ QELSAl o8] A Aol 95.0+26.0
nme| s <

Ak, o] HmEwl 2 xF O R Foschv-Ad FHER2 H:=dWl WA E5S A x8)
HIF A8 g5 Al=dile] e gl gy Fy Ade dF ‘ZF%%EH% AAlel 43 7]AE v E ECA A
S)j\

-5} F5-1Ls-VRB ¥ Ls-VRBel Wlall, 2lX& A= 43 wgtr]= Zh7] 11447 2 10.3A17F010 3, 50%
o+ J% A& Z+7] 30.941%F 2 30.3A17F0] AT}, o]o w}a‘r Ls-VRB @ F5-ILs-VRBY #] & 9 oFE k&%
B - 288, o] scFv-PEG-DSPE H Aol =Jo] &wkAl] ApA|2] AA Fade FA| &S ¥yt of

Y, s8shs ¢ SRR F2e 7 S 2SR StH(E 23 B 24).
AAd 47, EE(EA S2F) 9 Hlo|2A AL FEAE e H=2W YxFo] Ax % F=vd 44
Eise Cop=Alhrto] = (PEG-Al 2hrteo] =) €] ] 5 A]-PEG (& A} 2,000)-fr=A & =i 2]y =

QmE o B E(AUh R RE 5atT. WEA-PEG(EAE 2,000)-T] 2 B0} 2 ) 22 4 2 (PEG-DSG) (A4 B.2}o]
E(SUNBRIGHT) GS20)&= NOF Zaxdold(dE) o 2R e Y43t 3itt.

Ao 119 olehE E/E Wl o8 3:2:0.3 Eu]E H DSPC, FHlzHE 2 PEG-A H (PEG-Algtrlel =
EE PEG-DSG) O AH 24, o Eé.‘lﬂ TEA-SOS &-94(0.65 M TEA, pH 6.4, AFAFEE 502 mol/kg)S 7HAE
AT Axsgit. & WA AE ﬂ717} 0.2 umgl 270e] AFd FYrtuvlelE o AHE $9 23] &
T, D AFE =Z7)7F 0.08 umgl 2719 AZH ZEgtRYolE 2 JJHE =3 108 =39 2714 E= was)
Ak, FEFo| 350 mg/mmole] OFE/<1 1*‘ HlE ueEng 293la, o)g A7), oFE, B XA ¥R o
8l Sgstatolon, 13l FEFEE AN 46049t o) EHEOM 05_?6}9114. FARGE mF AL WE
g0 A =8 A, 2 AR kR A% IES veblla, 7] & 290 ek ol wheh o), ofEe]
50% ol gl AAU HF 2447 Foll BYE AR FYct.
* 29
7% PRG-ARLE 2 Wi gxFe) 5735
PEG-A 4 2 EF A7) (mm) |FE 29 29 580 [NF  wEHZEF 50% FE
(B3t £3D) (mg/AA A 5 47i(h) |EEEE AR
(QBLSe] ¢]s)  |mmol) ()
=4
PEG-AlE}no] = [103.3+30.9 291.4%18.0 83.26+5.14  [14.0 102.7
PEG-DSG 101.3+20.1 359.3%7.2 102.7+2.1 15.1 24.6

AASHA, o] HEF(PEG A2 FF: & Ade] oF 5.7 2% T7H PEGst= @A ow F A 25 0.3
%] A PEGSHE 2zt frARRE, A7I2 v E xSl e, fExF: o £3F ASA ddHew IS
] 951-9}\'1;}‘(}]}\]@] 45, 1096 nm, tl/g 14 BA]ZJU 985 nm, t1/2:13.0}‘]ﬁ').

N
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[0313]

[0314]

[0315]

[0316]

[0317]

[0318]

[0319]

[0320]

[0321]

[0322]

[0323]

=50l 10-1376895

on

AAe] 48, HER2-¥ A8} 2 XEY v =AW Alx, € XA MDA-MB-453 Al tisk f-2], HER2-:% 43}, ¥

WA 2 EEY v Aule] A EEA
PH 6.0 2 350 pg H%=2=¥/ pmol 1xAexe] of2 2o o] gate] AAle] 42049} 7ol (['H]-CHE H]AHE)
H-Edo] Z9E 2 EE(Ls-VRB)S AlZ3t%th. [HI-CHES #7bahx] & S|
2 420 71AFE vl R o] B XEFS F5-PEG-DSPE HgAe &7 QfwolAsto = IHIER2 WA EEHE v =

QU(F5-ILs-VRB) S FAAAT, Wyl = EeelE 10 ng/nl §9) USPE S|4 ste] AE w4
Fomd g WA e Azshenh,

N
i)
ki
o b

MDA-MB-453% HERZ 484 (SF 3x10° WA 1x10° BAG/AE)S 43s] Fpialahs o17F S0H9 A% (v
A s g3, v Edss 239 Aol TR 3 A 21 (10% $oF S 7HR A, 0o,

HZol e ho]’9-n]=(Leibowitz) L-15) 3tellAl 96 € who]AZEH F#o]Ee] 10,000 A*%/de] WER

Tstar, ok AFES 0.03 WA 0.1 mg/mlollA] Edste] dwie] 1 How

=, Aol 2791 71A1E withE MDA-MB-453 Aol ek, e ofE, HEASt YrFE v

EEY AN oA AdE VRBY AEEAS ekt AX A& o}

(% 25), ME AEES 5002 FaA7]EH BRd R FE(10)E 1YZRYE Bt

SFATE. F5-4 3 nwmelnl 2] E50] 1C50(0.06 ng/ml)= 2] oF=9] 10x(0.07 ng/ml)ek a3l
YEF 105(2.2 ng/mh)ETE AAHoR T Woktt, o] &S] dAHE-5olA HAg e AFEA

g4 e] 37l S7HE Ve

AA e 49, WA Calu-3 AT W8l ¥a], HER2-F A3}, 2 0 ¥A3} g2 Ey vjndulo AILTEA

b
i)
T

g7 A (A 48)9] AL 2 WS ARESe], HER2-HEE A7 vl-AaME #H g AE Calu-3(H] =
Ay A, v MEA=EF 239 AADolA fE] vlwEnl, Ls-VRB, W F5-ILs-VRBS] A E5A4S
AT, 5% €02l A dhell 10% $-o} S zhi= RPMI-1460 wiZ oA AE S A2 AT, A3t = 2690
el olvk. 2 VRBO thak ICx= 1.2 pg/mlolar, F5-ILs-VRBol tidh IC;= 10 pg/mlollem, HlE 23}
Ls-VRBl thst IC5= 50 ng/mlolAth. o= AMEd digh £43} dae] A gxFd e dE 49
59 S7& YERAL.

AAld 50, A SKBr-3 A X tigh fa], HER2-EH 3}, 2 vFA3} 25 vwdnle] AEL5A

5,000 AMlE/Ae] Fxo

>

=, 5% €09 =4 sl 10% $-oF @3S zre WA McCoy 5A W&o A AEZE
9]

AL, FES AR TS AESE A Aol AR AL AlQlstar=, Al 489 2lExF B WS AL
A ) el A

()
3lo], HER2-zhetd <1zb fwbels AE SKBr-3(v= A wujd43 |3, v= mgd=s: =25
2] vlx=Edl | Ls-VRB, 2 F5-ILs-VRBY] M ZT =4S A7stgtt.

Yy o o ox

W7 = 279 yeb Aok, A8 VRBO thdF ICs5HS 0.28 pg/mlolAar, F5-ILs-VRBol W3k IC5e 0.17 pg/ml
olom, v A S Ls-VRBOl gt IC;> 0.8 ng/mlolATh. ol= x4t ddo 3=A ke &/d9 4.7

A& vEhT

A4 51. vhe-2oAM HI29 QIZF A o|Fo| Ao 2FF Al AAY FFF a5
EdolddiE FARS SEEHOIE(0.6 M ER|ESEw, p 5.7 WA 6.2)°] 8 T sFH IHEA
gNomiE oAl 5, FZFEUO)E TH100 mm AlE A7)E F WHE bEstal, 2lEFe] tegol
3 A= ALdstar, AAld 420 Z1AE vhek o] 60°CellA 325 mg VRB/mmol Q1A ofE/AH W2 G4k
SNl 6.5) W HEFS AHloldF =N WS 2YFgoRN, tiHolRAdEANE DT, Z7
&, B PEG-DSPE(3:2:0.045 =H)RFH 22 @5 &d 2|25 (QELSel o8] 574 Alel 93.2+26.4 nm)

3 BALB/c BERT = wh9a(6 A 879, AF 17 WA 20 o T H9le] MT1-29 A7 AR AE
(M5 wAFHgR @, S PAsE 230 &K 1x10718 A5 FAsAn. 2 23R4 162
%

o] 5 WA 8 mell EEetH, 25 ZH7] 6ute] FER ¥ To® U L,
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[0324]

[0325]

[0326]

[0327]

[0328]

[0329]

[0330]

AAle] 52, C-26 TA AAFTE 2L TE oI AXFY v=ARNY AN FTF 5%

EEY vednl g ] v mgNE A 489F o] A xSt A BALB/c wh-2=(6 WAl 8FH, AT
17 WA 20 g)oll 26 AHEE AL AE 2x10 42 sa AFaqTt. AFFA 179 Fol, F7F £% 47
o] 5 YA 8 mmoll =@atH, w25 SutE] TE/79 6714 Ao FARR Urdith. T4 7H vhg
ol F 43 FAbel el 3UFkth, 6 mg/kg, 8 mg/kg, W= 12 mg/kg® o] Wm=AWE, EI 6 mg/kg, 8
mg/kg, W= 12 mg/kg® Y EFY H1LE“H1° nHFWE S FARIAT. dEzae] A, vhesE FAA
2% A5E FAEIT. F 7] 2 T8 AT AAld 1o 2tk Ao 4 mg/kgoll A9 HEFT
H =W e 12 mg/kge] fE] SFEHUT F o]: A4E Al ol s 9 asAoAdnt(E 30). A7 #HA
= B AFo] WiE A YEhA FFu(FAaE <10%), ol YEFY HwANle] EAo] i =] &

>

doll vl 7k A dkes 7HIIT(E 31).

o 53. ml$-2d A9l BI-474 A Y o]Fold F%o] tid HER2-E A3} 2|5 nlwmZ@Hlo] AW
Y 5% Hole 29 Ay

A

A

o i,

O

CHI-CHEZ A7}abA] 8o RS A9)sla=, zh2 2Ald) 419) TEA-Pn ¥ 2 2 Ale] 42¢] TEA-SOS HH#le] <]
), =7]7F 99.5+10.2 nm¢] VRBo] EHH FEZES A%}, 350 mg/mmole] <FE/elx]4 H|Z VRBE =H 3}
Att. Ao 430] A AH v R o] @ EES F5-PEG-DSPE M A (A Ao 19 F2)9} A ol o] Moz
HER2-E A3} 2| 258 v s FAAZAT. BI-474 HER2-TE <17+ 1ok o] Fo] Al e 100] 49}
wol A Fr vkesol A AFAAT. FF AE HERA 259 o], FFe] 2717} oF 200 mm (144 1)
2 309 mn’ Weo] =W, nloss gulE] SR/ 47X Fom 9 BRati, & 33 Fabe] o
W3 5 mg/kgd] FoHo=Z 5 mg/kge] £ VRB, F5-ILs-VRB(®o]&o] Pndl), Wi F5-ILs-VRB(&o]&o]
S0SehH S Auy Hsgh. YrdE A w2w A5E Zosiduh. AAld 10049} o] Fok W
B2 AFS mUHAY. $a22 SEEFo|ES o]gdte] 29w HFR2-EAE 2TEY H-awe

; =9
(E2Fo|E)E o] &sto] 2dd U 43} 52T TF A4S oA o] dAsA B aeHel?l
a, F HAYESRY AAl ¥ 5 mg RB/kge] FolRom Fold u o] BNy 4Es ¥ 2ol
AH(= 32). k== Agd vhe-2s AT WsE A9 yehA &tal, o= At & 89S Ay

(= 33).

Al 54, vl Ae] BT-474 Q17 -4 olFold FoFd hgk HER2-FE A3} 2|53 v :=dxlel YA
32oF g% PEGSlY &3}

DSPC, Z#~d"HlE, 2 PEG EAF 2,000(G5-20, NOF HE#Ho)A, UdE  AA)9 PEG-t2Hoo=Y
ZEAE(EH]: 3:2:0.015)("0.5% PEG") T& 3:2:0.3("10% PEG") 2] A& wEY2E 4 Edydry
AR2 SeEREFHE T olebEAd & el ol AAle] 48] wel FEAFomA, EH] 3:29 DSPC H
A= GEES AxI 5, AA ) 489 wet 9 +EsHI. VRBE 350 mg/mmol 2] oFE/1A] A H|2 2%
Foll 23ttt AAlo 43¢ 71AE v R o] 2]EES F5-PEG-DSPE A (Z A d 19)9F A A5fwo] g
o=ZM, F5 WA XEY v w=dulS FAPAZTE. BI-474 o]Fo]2S ztE FE ulS2E YA A, o2 AX
o] 5349} 7ol 5 mg/kg® Frg] VRB, F5-ILs-VRB-"0.5% PEG", 3= F5-ILs-VRB-"10% PEG"E Auly =2 ahd
ok & 340 v} Qe vkel Zo], vlo]24d PEG A|F F=A PEG-DSG7F AlEH, HU} %2 PEGEHE ZtE Fo-
ILs-VRBE Et} & ¢Fe] PEG-DSGS 2t F5-ILs-VRBETF &% A4S a7l glo] zsi_xi 3 o] Z% 3ol
O, F AA B Y FERY o @4

AA e 55, whg2eAQ] U87 AL HEY olFold FU¥ol ek EGFR-EA 3} 2| X FF v =Anle] AN F5Y
a5

S

uk
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[0331]

[0332]

[0333]

[0334]

[0335]

[0336]

[0337]

[0338]

S=50ol 10-1376895

l

B%E 0.65 M TEA-SOS &S zb= 2] ZFH(QELSl ols) 49 =7]: 86.6+12.9 nm)S Axdto], e 42
| wek 2o VRBE 2d gk, AAld) 360 71AE wltlE SEGFR A Fab' w <] PEG-DSPE H@Aleh g
71 VRB B EEFS AstHloldF e, FEGFR-H S 2] 5 VRB(C225Fab'~1Ls-VRB) & Alx=8F3i ).

ZNCR nu/nu vF-22(5 WA 6579, A 17 WA 20 g)o] E4= F90l F A=A 150 1914 & v ol
detd US7 QR olwEAMEF AEWMINC) 11071 w5 FAs. FF #E =717k 250 m ol
Edekd, vk 10 WA 120k s8] a7bA] e AR Uit vhe-AE, 5 ong VRB/kge] FolwF
o "fg" VRB, WA 3} Ls-VRB, EE—t— C225Fab'-ILs-VRBE w5~ 33] A FALgte =M A2silct. oz
woll A s Folsglnh. Aol 100149k 2ol T A7) % = ATE EUHEIG. (225-Fab'-
[Ls-VRBE= &5d Folgom Hx4st 253 vwdyl £ f Hedyl $ oj= AWRTE EGFR-HEd
AT ¥t o]Fola] FFo] A4S AATl o] A B & H A= 35).

AN 56, EHAGGRE S9oE PPS ool YTF ol BYH HATHA A% 2 oFEEY

ﬂl

.‘_4

(317] Zoll vsh Qe vhst L) 4F AW MEHS 242 2E dZFL A 200 Y o FHA
Ak, N-2FEA-DPEGIU-DSPE)E obile]l Feh 29 2(v 3 debupld 2Dy Qs 84 308
olgale] FREEE F A4 §HORNH &4 A4 BES FYARL, Ve AWAL AF sl AA

&

RO (90 pm Hg, 277D, #Ad FE5& EAEdisE =] E(TEA-S0,) &4(0.,65 N TEA) Wl F3hA1A,
E
o}

3% 9 2 HEJ 63] AlolEdl ALt om, 2719 HFH 0.1 um AT Z7] ZEFIRUCIE BHE F3l
103]), w3k 2709 AZ&=H 0.05 um AF 7] ZIRVlE FHE E3) 103 tEAZAT. A MZ Yo A

Ul
4 wjeee sl o, CH-CHES 0.5 B4 1.5 aCi/mol AA4= A2 e ol TEAAT, %9
B TEA-SO, §9& Ze= gaxrFol AAld 20 wfeg} H5A4AFnAE 2933t HEPES-¢5 957(20 mM HEPES-Na,
135 mM NaCl, pH 6.5) 9] Z|EZFS 40% 59 60TAA HA4aFHA |2 F2eo|=(FE/9x4 H]: 140 ]
A 170 mg/muol)sk @7 AT HF F, A AelA AT A AzvhEdo] o BPHA g 5
AFHAE AASRGE. EFFEGCAA ] 7)o s SATuIAS AU, Bartlett FH(AA e 70
oel AA AL ARSI, AHE AEF) JABe] 371 E 300] okslol ek,

‘:r°:
A

o

F 30
ZE Ad 2NN HFEFYE 5470 A4
A A 24 (&N]) XF A7](nm) oF& /2144 (mg/mmol)
(H+SD)
(QELS 93] =7)
DSPC/Chol /PEG-DSPE(3:2:0.015) 81.8+27.3 163.6+4.4
DSPC/Chol(3:2) 79.1£27.9 137.0£17.5
DSPC/Chol/Glu-DSPE(2.85:2:0.15) 83.6427.2 141.7+10.4
DSPC/Chol /PEG-DSPE(2.7:2:0.3) 83.7£23.1 175.0+6.8
DSPC/Chol/PEG-DSPE 2.7:2:0.39] A& 2SS 2t o] HAFHA {9 gxFe dF FETHE, HEAA
Ao 9 Z]1AE vl 2 5 mg HAaF0|A/kgd] AU ©d FoFom AFSIth. FEFLS ¥ ¢S
7] oF 28417 (= 36). AT HAaFR|A-U-QXd vl AP Eo] 48413 HA & T 25% w|THo

EdHe], w8l glof & el W F5E vkl ke TR

AA ¢ 57, TEA-£o|E o] o8] Axd 3HER2 AYIEE 2 E4Fn|Ao] 299 HJEFH: Ax, 2
HER2-2}b& Q17F 1t o]Fol2 o o "

(3l7] Foll €A% 4% Nd 2AE 2 A-AES Z2E 54270 No] 299 HEES AAH 560 7A@ Bf
2 Azstdk. Al 199 7] 2 FHER2 scFv F5-PEG-DSPE A& (theF 30 scFv/8|2E)3 37 =

Al Qltwlel Atz A, HaFu|de] RYH YEXFoRRE HaFn|io] Y HER2 WIHEEFS Az}
gtk Ta} QI H FY o]Fo| A (BT-474)S ZFE NCR nuw/nu "S-85 AZAA, &% Hd A7]|7F 200
PESY EE PHERZ2 UG EFE HF2FHRE 5 mg/kge]
i (]

. B
4 29 2 BE AFS RUHIAY. WEds 547



[0339]

[0340]

[0341]

[0342]

[0343]

[0344]

S=50ol 10-1376895

HlAl X AP Eo] dsixE, ¥ PEG-DSPE, 0.5 % PEG-DSPE, %=+ 10 2% PEG-DSPEZ dHfrate A2 x4

S ATEIPar; F5-AYg e xE5d 547030 g, 0.58% PEG-DSPE 2 10 B% PEG-DSPEES zte A ES

ATBFATH( A 7]ol A, PEG-DSPE®] 42 gL Q1A ol ik &%= FAE). A3(= 37, & 3DE Ee 54

FHA AgEe] T 44 Adol aAdE yERdTE. FEA 539 T FF Aol 7|xske], 379

= 1“@} XL 5 e T A AAY A7t BAASE {Fog Aolo] A %O LH(ANOVA
p=0.

= -
081), EF Bave NEAs JERY SATUANG 498 o A0l AIANVA p=5.5%
3

10 ), "10% PEG-DSPE" #A1& &L "0.5% PEG-DSPE"Htt © &S Ho|AUTHARUE t-HAE, p=0.027). "10%

67%N A 1 mn’ o= Est¥ o}, "0.5% PEG-DSPE" F5-ILs w9l

PEG-DSPE" F5-1Ls el A, = = %
(A AN, T 38 WA 434 15% AT #=87Hsd =7

£3
e ©x 9%rto] E 3FE .
Elat= R s

* 31
EFY S4LF0 A d5F 55 I 2EF 54 ¢ A Ay
A =24 gEE 37)(nm) okg/212] 2 H|(58d Ao B &
(33 £D) (mg/mmol) % 7] (mn’)
(QELSSl 9131 =4 (*g 37 £5D) (37 & SEM)
DSPC/Chol /PEG-DSPE 83.4423.3 136.7£6.7 490+ 74
(3:2:0.015)
DSPC/Chol (3:2) 80.5+26.6 151.2+1.9 587 £61
DSPC/Chol /PEG-DSPE(2.7:2:0.3) 81.0424.7 140.1+4.2 365160
DSPC/Chol/PEG-DSPE 497 S5 140.7+2.8 119439
(3:2:0.015)4F5 scFv-PEG-DSPE
DSPC/Chol/PEG-DSPE(2.7:2:0.3) SAHA F5 132.9+2.2 15.5+7.6
+F5 scFv-PEG-DSPE

AN 58, PXFY NEFEEY Ax, H JEAMY X FY WEREE] T = H

8% TEA-SOS F=&M(0.65 M TEA, pH 6.4, AFAF% 502 mmol/kg) % Z7] 99.5+£10.2 nm(QELSo & =
4E FAESDE ZE YEFE, 2719 Z%—EJ 0.2 um ZY7RVO|E & B3 23] &, 2 2719 AFH
0.08 pm EH7IRVO|E uhg T3 103] d&ES o] &b, Ao 119 W] <3 xﬂw}@‘t} HEgsE
ZHolE USP dEje wEa}~"(VBL)S 150 mg/mmole] oFE-t-<1x4d H|2 H7lsldch. ofE-g ¥ 2359
plE 1 N NaOH& ©o|&3le] 6.52 A3, F&sle] EFES 308 B¢ 60TolA <UiHlol sttt
ojo] A, WhS-ES 158 HoF A& AboA WZFAZA L, 5 mM HEPES-Na, 135 mM NaCl, pH 6.5 o]&3alo] &2|&}
v Agtdls =75 A oy} AZrtEIYE o4t FYHA & oFE AASSAL. oA, AAH EFE
S EAFEAES o] &3dle] VBLE A8k, AAld 70 2 710149k o] Bartlett Wl <s) A Ho] s
2Agch. [HI-CHEE 1.5 nCi/mmol 9142 HlZ ABE o] E£3=Qch. E58 NE2e e 152.4+
12.0 mg VBL/mmol AAXA(AZFA FH4)=S 7FHt.

2AAel 9ol 71| vl R 5 mg VBL/kgo] Folgfoll o] 7l Al HE(R WA 977; 200 g) W] HEFT
NEZG~R] dF JFETHE AT AAld 419 7|AlE w2 (NF EFEEAE H=ARE o83 3
T AE WEetAes AFgslednh. WEetay fEFHe ¥53 £ ASH(NE AR g7 wgdo):
12.8£0.04A1Z0) (% 38), B 24417 § B4H AR ol d& do] 7] wEesad 295 Fo] 70% <,
YEFOZREY 8 rEo Ui vl$ Y3 FAAS YERITH(E 39). BY9E o= 500 WES EAs
7] 93t FARE A ZFE 40.6+1.2A719 Aoz el

2

A Ao 59. TEA-S0S W& o]&3}o] Hlgg|Agoe] &

ol

H AEEY AZ @ 29 Z&] I pHY G

7] ZEFFRMOE 9& F% 163 T3] 4E WAE o] &3t AA 119 W
Hell o5, (QELSel & A=) 86.6+12.9 mne =7], 3:2:0.0159] EH]e] DSPC/Chol/PEG-DSPES] A&
24, 2 xE% TEA-SO0S 894(0.65 M TEA, pH 5.4, FFE+% 521 mol/kg)S Ze EFS AT
W3 ~B(VR)S, 350 pg ¥138 =%/ pmol XAl oFE-tf-Qxd H|2 Hlzgl~d EHoEZA 5 ml
HEPES-Na, 5% G@l~E22~ 4 5, pH 6.5 W] FEF| ™718klaL, 1 N NaOHE o] &3to] pHE FEAIE H]

271e] A== 0.08 um Al =2
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[0345]

[0346]

[0347]

[0348]

[0349]

[0350]

[0351]

S=50ol 10-1376895

2 Z2ASIoH, TFES 308 e 60T QdiFHlo) e o S G5 AdelA WAEelaL, HBS-
6.5(20 mM HEPES, 135 mM NaCl, pH 6.5) 0% &2lals Algtelx -75 A o3} ARntE29]E o] &38te] 29
HA e FEEYH HEEFS st olojA, HAlE 2 EEFE, 4t olAZ RIS o] 783 Fol 265
mel| A2 FFEE o] g3l EFFmrgel ofs) WAgade s A8t aL, Bartlett (1959)9] EAwo]E
A4S ol g3t AAH ol sl A8

A#7E & 320 ve} . ofE 2HE
/ﬂ /\17014 o7 é%kx%o]O%p}_. o‘t% iﬂJ

A, 2R s o s

f’ﬂ
N o
= G

o
o
E

=
B
g

5 .5 WAl A 90% ZHeFollar, pH 5.0 WX] 7.5 HL
EE EFENAN BFHY pH =AHS sHA &S pHSl pH 3.5

Iz 32
F3¥ TEA-SOSE 2z FEF =z wiagasl 299 pi-o&4
pH oFE=/AA A Hl(png/pmol) 29 58%)
3.5 39.7£4.9 11.3+0.2
4.5 327.2+£20.6 93.5+5.4
5.0 360.6+5.8 103.0+1.7
9.9 371.2+£30.2 106.1£9.1
6.0 347.7+£20.4 99.3%+5.8
6.5 347.7%£20.9 99.4+5.9
7.0 377.3%£22.2 107.8+6.8
7.5 371.5%£24.9 106.1£7.6

AAld 60. TEA-SOS BIH S o] &3] WFgl2do] 2HE AXFY Ax: =29 adol g FE/x4d no o
z‘%}

AAlel 5904 eF o] SOS-TEA ool elx5& Axsklar, dAlel 599 Aafel] whe} pH 6.5914 150 WA 550
ng WAZ2"/ pmol A Ee] FE-tf-dAE M= ‘1331’\51 ﬁﬂ"]‘zg— 2983tk o]olA, FYEA &

o}
o FERRE AAEH fEES, BFFude os) VCRe| uis] 4151913, Bartlett(1959)] HAL o] 8319
YxS AL tisf EAET. e mY a8 %%/xlél Hl €] Xd_zﬂ _?% Helol AA 90% egFellar
150 WAl 450 pg WA=/ pmol AAA oA AdA o AgFEH o] (i 33).
Iz 33
dolgh o ol A HE TEA-S0SE sl 2l =] Riagas 29

FE oFE-g-aA 4 TdE oFE-u-dAA 29 a8

(png/umol) (png/umol)

150 163.6+6.6 109.0+4.8

250 251.14+17.0 100.5+6.8

350 347.7+20.9 99.4+5.9

450 452.0+18.8 100.4+4.2

550 521.6+24.9 94.8+4.3

AAle] 61, WY EEY WA 2EY Ax, H A FAEA P PEFY 2 WG EFE N aE

A E 5

350 mg/mmole] SFE/QIX| A H|E o] &3le] AAld 59¢f 7]AH w2 F¥EHEY WI 2B (Ls-VCR) S A %35}
. Ao 199] 7)AE ulthE 3HER2 scFv F5-PEG-DSPE A< A FA] QAfuolddo =z &
Ao 2 RE HER2-50]% F5-wAgE£EE WAz A28 (F5-1Ls-VCR)S A Z3F k. & Yo ¥z
HolE USPE FAg &, Yo AFfFgoas, "fE" Iz 2" (VCR) &H& A=x3lrh. HER2-F & <17F
ok A3 SKBr-3(ATCC)ol thdk VCR, Ls-VCR, @ F5-ILs-VCRS] M FEZAS AAd] 279 HAE o] &3}
MIT-714] 9] *ﬂi RBES AR o8 F8kar, o7]eA AEE 5,000 AE/AE 96-9 nlo] AREE FH o]
2 AEsglar, shEu Bor RO, AXNZF B oFES sk wiEI A Asuol e &, 3¢
[e;

_YE e
> d
rﬂ

2~ O
A

=

f8A

>
o
QF %%—Hlﬂ%% oA S-Qlitleldstaltt. Axrb = 400 uheb Aok, el VCRE] ICxe 75 ng/mlSiaL,



F5-1Ls-VCRY] ICsx= 11 ng/mlP o™, Ls-VCRY IC;H= 3 upg/mlch. & wdo) wel Az A3 g 253
Rl 2sle f8 dEHY 6.89 ¥ A0, vxdst gxFd Ert 2738 ¥ oo, o=

Ll

[0352] AN 62. HEGA Y Ls-VCRY EZF JEFE
[0353] ¥383% SOS-TEA

AE-EolH oFE AYe] g4EA Fob BHo] AAHow FAHUSS e,

op

o1(0.65 M TEA, pH 5.8, AF&AF% 530 mmol/kg), = DSPC/Chol/PEG-DSPE(&H]: 3:2:0.01

@ﬂx%liﬁ%ﬂﬂi,E%lﬁmﬁMmlﬂﬂ@i[meﬁiﬁ%ﬂE ¥ZS, AF 3717F 80 nm =

100 nmQ! 2709 AFH ZEFRUC|E whE F3g 103] S99 4= TDAE o8t Al 119 Rl 93
1A e 599 7]A)E HFtHE pH 6.5, 350 mg/mmole] <FE/1x]A H]Z V(RE =Ys}ict.
mg VCR/kg®] Folsko = o}7 on]: ZE(180 WA 220 g)o Fojzko g AHulyg Fo

o

sk, ¢ 1 22 E XA dF SFEFEHE AAd 99 7|AE vidlZ AFsGitE. ) AE U] VCRY
S olEA e A EfdEadny oA HCO|E(pH 5.5) 2 ofMEUEZS] AZ H|7} 65:352 AL AL st
= A 419 7)AE vl E VCRO o)) Aslaldth. VCROl thdk A Al AF AZF 8.8 woldct. &
FH7F & 41 2 F 340 v} k. % AR BFE dF4E 8 A (EF 917] 12-17A7D) S Y. ¥
Y&y Wagzde 4 AA 25 gis] & rEd dis] @A A TH120A 7kl AR ARE WE A
ZH (% 42)
F 34
[0354] TEA-SOS WS o] &3te] 350 mg/IA A mol = WA ~de] RYH 2XF 54
4= A& 7] ﬂ—\j—?’:"‘ =71 (nm) 9}% 2 e ty /2 B VCR ty /2 B VCR %= ty /2 (h)
(nm) (3 +9D) (mg/AA 2 (h) (h)
mmol )
80 101.2+20.2 347.74+20.93 17.5+1.5 16.0£2.0 >120
100 125.6%32.0 366.8+18.11 12.140.7 12.0£0.8 &85
[0355] AAld 63. HAENA Y ZF FE/AE HAA Y Ls-V(RY F FETFH
[0356] AlE Z717F 50 nm =& 80 nmQl 2719 AZHE ZFFRUICE 28 % 103 T3 oE THAE o]&3te] A
Ao 119 e s, @ SOS-TEA £94(0.65 M TEA, pH 6.4, 25Z¥% 485 mmol/kg), 2

DSPC/Chol/PEG-DSPE(&H]: 3:2:0.015)9] A& ZAS 7FAar, T3k 1.5 nCi/mmol 1A H R CHI-CHEZ &-g-3}
= YESS AZX3Y. 100, 200, F== 350 mg/A A mmole] AAME oFE/X A H]Z 20 mg/mL A VCR &
Ho|E YHe Hrtsto = AAld 594 7]A1E HIOIE pH 6.5904 VRS | XFd ZH3IYc. FE 299

RS |
A8 ZE AAE o] 96% 23T, VCRo] 29 W 2]EFES 5 mg VCR/kge] FoAHoZE 47 dujw YE
(8 WA 9 9, 190 WX 220 )& AU T3, oFF 2 HEF X 5 FETEHE Al 629
ZIAE v 2 AT, A3rF & 350 vt vt ElxEFE Hagaue Fudt &3 AE5H(gE
7] o 20 WA 30A17D) S 73, BRE AT Z7] 2 oE ol X w934t AR FE wEe] Wkt
7DellA 53] kAt
¥ 35
[0357] 2bE FE /A A Ho A 9] TEA-SO0S W& o] &3te] Rlag Ao 29 2xF 54
A= AlE 2 EE  37]|VCR(mg/A A& mmol) A&ty /2 |[VCR ty /o |[FE W= ot/
=27](nm) (nm) (h) (h) 2 (h)
(d£8D) [} 2ol
50 76.84+27.2 100 96.1+3.0 35.6+£2.7 30.3+4.0 227+96
200 193.34+3.9 20.84+2.2 18.4+0.7 2444130
350 375.2410.0 24.840.9 19.640.9 93.2+6.7
80 101.64+25.3 100 104.5+2.1 33.0+7.6 26.8+4.8 153410
[0358] AAe] 64, HER2-EA 3} EFTY NI 2HY Ax, ¥ vl A9 HER2-TEE Az F34<t o]Fol 2 o
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[0359]

[0360]

[0361]

[0362]

[0363]

[0364]

gk Hl A3 2 HER2-®% A8} 2|l EFY HlAg A"

00"

o Ak

TEA-SOS HWHHE o] &3le] nHigg]xwlo] ZdH ] EF(Ls-VCR-S0S)S, 50 nm A& =7 9 &, 2 100
)3

mg/mole] oFE/21A A o) okE =Yg ol3tel, (I'HI-CHE 4% glo)) 2Alel 63 tﬂrﬂ Azl A
o 439 71A1¥ whE Ls-VCR-SOSE FHERZ scFv F5-PEG-DSPE @Al (A Aol 19)9F 97 Q5fwlo]Agto 24
F5 A998 258 Nay 2= (F5-ILs-VR) & FAAATH Edodeny AEdo|E 30“(’“** AEEARS

T
Egdgolvlo R pH 5.12 AAEIL, FEE 0.65 M Egddelvlon zAoan Axy)S TEA-S0S £H o
Z A AL AQstars, Ls-VCR-S0S #EFH FAMSHAl, TEA- /\]Eaﬂ O|EE o]g3lo] Higg|~®le] 2YH
FE(Ls-VR-Cit)E A=xsRet. g A7 AAe DA 109 WHS wgktl, BT-474 A7 #4939 93
o|Fo|d FFS = whgrdA AFAZIL, FF 7|7} 250 mm‘*oﬂ Sahe (144 WA 309 mm’ W), 8-9 v}
Y2 8@ 7 e ueaE, T HEHA 199 FHE AFEe] F 37 B¢t 2 mg VCR/kgel WiF A F
2o g &2 VCR, Ls-VC(R, w3+ F5-ILs-VCRE A 2|algict. AA 4 1001] ZIAE v 2 FF 7] 2 55 A
S RUgsdth. dizatel disl, w2g sA4e dA4E AHssit. ARTE 1o Y A7) Aol s,
-9 EY (Mann-Whitney) A8& o] &3te] TUd HEEA 634 Fof| FAHom FHrpsdet. o e Hit Y

o

A7E9 AEAAI & 430 vk 9drt. F5-ILs-VCRES Ls-VCR == 58 VCRO) vl Hd &%& ek, ol
gutE] EBE F 6uEl (750l A ¥ FTY HAS ST, Ls-VR-Cite Fgh gapa e, o& 9uf

T T 2w =220l 63dA el s HEE= g TF HAS FEshalrh JEM AR
F5-ILs-VCRETF & &34 o] JTh(p<0.005). Ls-VCR-SOS 3 2] VCRE &5 atA E3H2 ol 1L(p>0.2), F5-ILs-

ACANY(Y

VCR H+ Ls-VCR-CitHT & addo|qirt. oo wel, sgA%E, Ax-34s dd=z, 2 A4y orp gol&
S o] &3lo] BH FEFY dES HAY Sol2E T TYE dERY u asFdol 9

- X1
S\)i[i. o=
KON o |
= =

: B
AF et RE 2ZEY VR AAEC 52 VR @ 54004, Azl Borel AF A4e 2 e
u

HE S-S LERTHE 44).
AA) 65. EGFR-E43} JEFY W20 Az, L k2ol MY BGFR-2LA A7 He o) Fol Ao
NEHS W EGFR-EH 3} U EFY N 2w FEF EF

=
=0
=2 M

A 64049t o] TEA-SOS M-S o]&3to] Hlggl~dlo] 9% g EXF(Ls-VR)S A3t AA o 36
of 71Al¥ wtiE FHER2 Fab' (225Fab-PEG-DSPE et el &7 glxEHS 5] AfFHo]dgo 24 EGFR-E 3
3l AP EEY WA ags A8

TR NCR nu/nu PH-22(5 WA 6 9, AT 17 WA 20 g)o] Z33 FHo 41 43 AAF F8A(HERL) o]
A EGFRVIIIZ <A alAl wrdsls= 14107 US7 917 o}uBATE AEE 63 0.15 nle] AE 4% W2
< met FAFEAT. 194, WE 2% Z717F 300 A 400 mn o] E2EhE, v~ 2 10 WA 120tE] BB/
o] 4714 o2 FAAZR ATk 1.5 mg/kge] AU FoFozo FE VR(YS T WA a® EHE

]

1 mg/mL), Ls-VCR, H=i= (225Fab-1Ls-V(RE F%¥ HEEA 11, 18 & 25U Fof] T3t FASHA vzt
el kol EAAe w2 s FARIIT. AAld 100148 o] T AV F vk AFS EUH
ittt A3rE & 450] vol Atk VR AP =2 AgE BE FEES iz vEd vl % A A4
S UEFIY. 8 VR 2 Ls-VRZE Had o5 7hol] €27 2171 9420vh. EGFR-F 23} (225Fab-1Ls-VCRE &
g EE HEAs 2 EEFY VRET ¥ &5 AU,
AAe 66. LYE EALUYRE oA E FALZAFC|E(TEA-TIHP) &4 2t fEFo] A=

THolest LY, ol AlE IAEAHCE(INP) EHHEF 32 Alank(n= vxeF ARIE Fo]xa

AR Jeskedeh. 0.65 M ETold g ®y 2 0.681 Me] ZAH0|EY], pH 6.5, % 718 mmol/kge] AHFA
TEE e FEg, thels 500x8-200 Tt AFHE =8 TEsERl £A o] o] wEd §F, Al
4e] Aabell wrel &= TEAS o83 44 9 & 3 o3 Azt AF HEF FFS Fol Zml 1%
nkol itk A= X F (150 pmol DSPC, 100 pmol Chol, 0.75 umol PEG-DSPE)< 60CelA 0.5 m1<] 100% ol
XA, 59 252 ou] 719" 4.5 nlo EZdEIEE o|wAE FAEAFHE &z}

ol:o—{

0

B2 USP To &

ol

=3sldity. &g tﬂ%%‘% YEMA &S w7bA], 30 WX 40 mm Hg 2 40 WA 45Col| A9 Fx S
olg oErES FiE AASAT. oloA, X dEgAE 60 WA 65TlA 2719 HFE 0.1 pm AT 7] F
IR Yol E S 25 153 g=etgitt. AW XS QELSO ol&) =4 Alo] =77} 104.3439.0 nnQdT}.

THEA e EFdEYdEyE IHPS, 5 mM HEPES-Na, 5% @2E=Z A pH 6.5 $5do=z §H¥ e MIF=2 4B

A e
2% gol A AzvhEad e o8 AANGR, AAe] 700 wek FESHAA Bartlett WS o] kel A
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[0365]

[0366]

[0367]

[0368]

[0369]

SS=50ol 10-1376895

2 sl o YEFS AFseiT.

AA e 67. X3 TEA-IHP €98 2= FAXEF U= 89 &Y

[¢]

AAd 679] B EZ| (PT11 EE Hx=2ARS 2Y39 T, Bj=AHS 350 g/mole] oF&

‘Li
T,
[o
—
\]
o rlr
%
ro
R
i
I

L,

e Aol AzetEaddsigltt. A AAlE H2ES A diekEel hestste], 23Rl
AT A el 71). FEshAM (Al 70), Bartlett(1959)2] el JoH M-S At =
of AgHor(F, AAHoR 100%) Z2DH ¥ & ZF7L &7 & 360 e} ot

o

2 29agar, 2 (PT11E 250 ®& 500 g/mole] FE-t)-21A4d H|= i%‘OWiE}. oFES FY oFE/AIAAE
H| 2 HEPES-dl~E w2~ N (A4 67) o] gExFo] H7tetala, ol 7)ol yebdrh(i 36 3x). 4
g AL pHE 1 N NaOHE o] &3}e] 6.5 1A 6.8 AU, EIFELS 308 S 60T A AFwe] s3]
158 o A8 AollA WZAA, 5 mM HEPES-Na, 145 mM NaCl, pH 6.58 &%= Algtdxs 25 A o3

<]

=

oy

¥ 36
Z3E oA E AAZAFHO|EE zhis P EF R 29E oEo A
k& Fd® oFE /x4 B9 oF&/x4 ] 29 28 %)
(g/21A4 mol) (g/21A414 mol)
Hl -2l 175 175.3%8.0 100.2+4.5
0| - Aul 350 352.3+11.8 100.6+3.3
CPT-11 250 265.1+11.2 106.1+4.7
CPT-11 500 518.7+27.8 103.7+5.8

AAld 68. AAS vl dRFe EA dtelA 9 w2 Ee SAXEF CPT-119 3hsh4 A

AA W, AFekEQl CPT-11% 344 WS o], N-382 4&zl &4 F= W}%—% A3l SN-38 2
CPT-11 E%E 3 &4 =ZE FHyola SN-38 = (PI-11 7I2EAdolEw dujx 234 HYAHER
AgE}, o] AAldelA, Hao] E4 oM]AM CPT-119] 7] ABAERC] M EH?E} £ e wpE CPT-11
o YxEste] dFS ATt 28 E EoddiEE FAR2 SEREFO[E(0.65 M TEA, pH 6.4,

%485 mmol/kg), 2 3:2:0.0159] =H]e] DSPC, | ~H|=, % PEG-DSPEC] A4 xAS zt= i%%, 27H
o] A5 0.08 pm F7HEMCE IHE &3 103] h=S ol&ate] AAle 119 wep Azxsgi | GgxF
QELSel 98 =4 Al =Z7|7} 87.4+£19.2 mmSTth. 60ColA 30% w9k 44 5 mM HEPES-Na, 5%
giER pH 6.5004 QlFHlo]dE T 157 Hok A& Ao FWtozM | (PT-11S theF 500 mge] CPT-
11 71424 /mol BEZF AR 2dYstet. ololA, (PT-11¢] ZW¥ | FZFS HEPES 943 A5 mM
HEPES, 145 mM NaCl, pH 6.5)& &&= Alatdx G-75 28 Ao AASAT. 5% (PT-11 g FEL 536.5
+20.1 mg CPT-11/mmol 2] A AS 7hdth. 3A¥ HCIE pH 302 AA3te 144 mM 2 NaCl Wioll 1 mg/ml &
olZ|mHZF S ERFR o= USPE MR Al ZA 8] (PT-11 &< Axsqlch. 10-ul 3=
2 EE 2¥EEY (Pr-11 &5 2 (PT-11% 90 pl9, slgdom otAsty wpe-x g (atdad ulolo]I g
=, "= EZ3fete], 4o]F XA 37TColA Qo] Asgltt. Tl Al A, 3de FEF AE
HBS-6.5% &%+ AMut=Z2 CL-4B 7] #iA) 234(2 ml = W) Ao aRulE 2SR, =S TG
= 28 g3 AEsn. A AA(FS AFH) 2 F AT SFES ReE d3E 4

A 5

Ha e oFE ¥dez AT, ‘:%EIOZL B wolgAT ¥, 58
h
s

-

rlo

il

o 10
ggtozi 400 pleo WY wEez FE3. *J%‘)”% [Warner ¥ Burke, J Chromatogr., Ser.
B Biomed. Sci. Appl. 1997, vol. 691, p. 161-71]o] ¢J3F wbie] WS o]&&te] HPLCOl <8 CPT-11 2
aRe] Agk AFE tis] EA s o], 1440 ML 20 AA% B WA 50 AH% B Ay ez
1.0 ml/min® HEHE, 3% EgjoldUdny olAlElo]E pH 5.5(8H A) E oHEYEZ (LY B2 TAHAC.
Lg% AAES 375 mel A 7]8kaL 500 nmoll A &Sk FFe] o3 HEATE. AF A 5.3%(CPT-11
FtEEAgolE), 6.8%(SN-38 ZtE2EAgolE), 9.3%(CPT-11) % 11.0%(SN-38)°]dtt. A3 (F 37)= d*
Fo2RE WEH fg (PT-11 2 CPT-110] A&S A= 5o, JEFW CPT-112 vl$- e+ S el

¥ 37
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[0370]

[0371]

[0372]

[0373]

[0374]

[0375]

[0376]

[0377]
[0378]

[0379]

S=50dl 10-1376895

WAe) whgs BgelAe] ful W B EEY PI-119) N-38 B AR AelolE Felnel A

Nz A1ZH(h) CPT-11(%) SN-38(%)
gE Ft2EAgolE  |HE Ft2 B2 o E

f CPT-11 2 1.940.4 35.2+1.9 4.4+0.1 58.4%2.1

12 <0.1 11.540.9 9.940.8 78.6+1.3

24 <0.1 <0.1 22.5%9.8 77.5£9.8
Ls-CPT-11 12 97.7+0.1 <0.1 2.340.1 <0.1
(D) 24 97.740.1 <0.1 2.340.1 <0.1
Ls-CPT-11 12 60.5+10.4 25.0%7.1 5.0£0.3 9.54+3.0
) 24 78.3%+6.7 14.0£5.2 6.5+£0.5 1.2+1.7

AAe 69. AEANA fre Ex JEFY CPT-119 AW 333 A4

0.65 M TEA, pH 6.4, ¥ 2F2%5% 502 mmol/kgS 2zt EEURF FIAR2A SEMEVYOES o] &35lo] 2

l

Ald] 680 A 9F o] TEZEH (CPT- 11° AzsETr. g EF I7]+= 98.5+118.4 nm 3L, CPT-119] B 510.1
+16.5 mg CPT-11/mmol AXHo|t}. 8| xZE U xﬂ PT-11S S4 A9 JHEHE7F f28E A OLHli HE
(180-220 g)oll 25 mg/kge] FolzgFoz Huly Fojalgia, Fol MES 484172 kA o= Q1F3gtE, o A

F‘UI né

Zato] do AES A7 8T BHFS
oOf fAlE A7) AAlel 6891 Ash 2ol HPLCO <18 CPT-11, SN-38, 2 1319l st22 gl el o)

Z95 0.04% EDTAS 3-8} wlW PRSS} &3-51¢lar, Hé;_ 22
=

Aaieich, Fash w46 @ 47el sk AT G OI-17E W9 kel AASNE, 0% Fol AFEIT
W, g

MT oox o

W, ZEEY (PT-112 247 7bol] Z oFE29] 37.8%2 38k Ao A &A1ty 15.2 AIZF), 48A17F & &=
3k Ao o33 o] thEF 10%°]tt. B ESE FEY CPT-119] SN-38 & 722 2golE e (PT-1129
HE 73t dgo] glduh. 2 (Pr-11, & §d9o2A Fod CPT-11% g 2] AAHAL(A7]: <F 16
), FJIE2R A E e ERo AarbEd [l At

Som ATAIIE, 50 mldl 96 SINELE AHFoRA AR, EAA AEH] Sl shiral
HREAA G WA G708 B AU T Lmlel 2340 BEE 1o .
ZglndolER A8, 0.1
olffHo] sttt dYE EAFEE
=x

-
2 olg3te] FA ARY EF

WHH M 231 - 7 Z2¥xege]Bylo]E A I1. o] W2 Norrison(1964)°] o]k W] g olt},
1710 m RIAES 2= 5 pl AT HE2FE WA FdelA 60 nlef 55 4k % 10 nle] 30% 7k
St 29b EFeth. EFES 108 F2 200 Al 220Cell A 102 &< 7FEstar, 0.7 pl9] o] &F= 345
A, 10 ple) 10% 748 YEF EvES EFste], 5w g¢h Az FolA gtdleldste, 9 2R Y7t
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372 nm; LHEA 306 nm; H[=ZH 270 nm; WA A8 W WEEAE 265 nm. FE ¥E FA] &8 ¥ F

Aah vago = i

FF5d s BRAFY, fxF: I AECdAd, )& s o] AZ2E(0.02 WA 0.1 ml #FFHF
1 mle 70% o) AZEHE - 0.075 N HCI; >0.1 ml EHF: 90% o|AZZHE - 0.1 N HCI WA 1 nl)E 343
oh. el AMZo] dojuid, MES 1 WA 2 AIRE S E5 dollA] QIFFlel ek, 12,000xgl 2 1043k
AR ste] AAGT. Fsde] FFEE a17] elA S8k CPT-11, 7] 370 nm, & 423 WA 425
nm; EFEZE, o]7] 380 WA 385 nm, W3 520 WA 525 nm; AHEA, o17] 306 nm, WE 520 nm. BT 3
e M T FA 28 BT A vugo =z kgl s ALttt

% WAE 93] 80 nm AlF A7) S o] 83le], Ao 119 W] wlg} DSPC 200 E&, L AHE 133 &
5,2 E2Hdgd 283)GEAEF 2,000)-FEA S A& PEG-DSPE(1-20 &%) X+ PEG-DSG(20 EHF)= F4

stal, ¥ 0.65 M TEA-SOS &5 ok 2liiss A8t 225l 350 mg/mmol o] oF=/UAd W=
MRl 2eshar, e 409 el wEh S A e ofmRAFE AAel. eEES A9 70 3
2 =

710 Z1Al| wpoi R oFE Bl A F skl dial] AAgsklar, AA-AgEs 7~ offH S o]&ske] QELSel o3
YEF 2719 disl AR, ZI(E 38)v= 1 5% 27 49 EF AAL(F AZY 0.3 FHAAY &0l
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* 38
215 o] PRG-AQ HEAGIA TEA-S0S el o8] Alzw ulw elxFe] 4

PEG-7] %) PEG-42 < AEE A7 (m) | bR md 29 af

(% Aol dF 2%) | CAF£5D) (ng/QAH mmol) | (HAE %)
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] Fofskltk. 24413 Foll, vhe-AE whESEAL, A AR HAE S8 gdsisit. s 6
e 680l 714 w2 HPLCol <l&ll &7 ule] CPT-11 ol tisll £418t9la, oFE & dZF9 wo} 2l
v FAHE Tl Uigk %2 FAISACH%ID). TEOA-THP+= TEA-THP, TEOA-SOAS, % TEA-SOSHU} oFEe] &3
1548E A7 ol @ aaH ol JTHEE 39).

oA AL E(IIP, FolEA) Ei 4
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N

x 39
vhg-2ol A o] CPT-11 2lEFe] ] Fofdha] 2443t §-9] CPT-119] I35 57
Sl EY b= A A5 dob = %ID
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