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mg, °F 15 W= °F 20 mg, ¢F 20 WA °F 25 mg, °F 20 WA °F 50 mg, ¢F 25 WA °F 50 mg, ¢F 50 WA oF
75 mg, °F 50 Wl °F 100 mg, ¢k 75 WIA °k 100 mg, °F 100 Ul °F 125 mg, °F 125 UIA] F 150 mg, °F 150
UlA oF 175 mg, °F 175 U1 F 200 mg, ok 200 WA °F 225 mg, °F 225 X °F 250 mg, °F 250 Ul °F 300
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10 mg/ml, 15 mg/ml, 20 mg/ml, 25 mg/ml, 30 mg/ml, 40 mg/ml, =+ 50 mg/mlo]t}.

WA 2% Ule ehubuteldl Ei 19 Al dAAQ) FEFS o 25 mg/m, 30 mg/m, 50 mg/m, 60
mg/mz, 75 mg/m , 80 mg/m , 90 mg/mz, 100 mg/mz, 120 mg/mz, 160 mg/m , 175 mg/mz, 180 mg/mz, 200 mg/mz, 210
mg/mz, 220 mg/mz, 250 mg/mz, 260 mg/mz, 300 mg/mz, 350 mg/mz, 400 mg/mz, 500 mg/mz, 540 mg/mz, 750 mg/mz,
1000 mg/m ., EE 1080 mg/m o ubuiol Al F <lolo] AL TIEA T ol A|FEA vk, ZE AAE Lol
A, ZAEE oF 350 mg/m, 300 mg/m’, 250 mg/m, 200 mg/m’, 150 mg/m, 120 mg/m’, 100 mg/m’, 90 mg/m , 50
mg/m X 30 mg/m WIWHe] lulolsl Ei T1o] §EAE EFHTH. AR AAHFIA, Fo] T alviuiolal
w= o] fmAle]l e oF 25 mg/m, 22 mg/m, 20 mg/m, 18 mg/m, 15 mg/m, 14 mg/m, 13 mg/m, 12
mg/m, 11 mg/m, 10 mg/mQ, 9 mg/m2, 8 mg/m2, 7 mg/m2, 6 mg/m2, 5 mg/m2, 4 mg/mz, 3 mg/mz, 2 mg/m2 =1
mg/m” ITOITh, AR AAE e, AT o] Fuuiolal mi o] FEAS] FEFS o9 Tl W9
ol =ghEch: oF 1 ulX o 5 mg/m, o 5 WX ok 10 mg/m’, ©F 10 WA o 25 mg/m’, °F 25 WA °F 50
mg/m, F 50 WA F 75 mg/m, °F 75 WA °F 100 mg/m, °F 100 A °F 125 mg/m’, °F 125 WA °F 150
mg/m’, ©F 150 WA SF 175 mg/m’, ©F 175 WA F 200 mg/m’, °k 200 WA °F 225 mg/m’, °F 225 A °F 250
mg/m, °F 250 WA ok 300 mg/m, °F 300 WX °F 350 mg/m, W= OF 350 WX oF 400 mg/m . wlEAEHAE
248 el gguiolal e 9] fEA o
)

mg/m , °F 120 mg/mz, °F 130 mg/mz, = ok 140 mg/mZO]E‘r.

FFe oF 30 UlA o 300 mg/n’, olE 5ol ok 100 U] °F 150

o

Qelel A7) Zwel A ANHYlN, £AE Wl suslold i o) frAlel FEZS Holw of 1
mg/kg, 2.5 mg/kg, 5 mg/kg, 7.5 mg/kg, 10 mg/kg, 15 mg/kg, T+ 20 mg/kgs EEIIch.  Z5 AAJE|Fol A,
ZAE WY gyrtolxl = 19 FEAY FEFHS 9F 350 mg/kg, 300 mg/kg, 250 mg/kg, 200 mg/kg, 150
mg/kg, 100 mg/kg, 50 mg/kg, 25 mg/kg, 20 mg/kg, 10 mg/kg, 5 mg/kg, T+ 1 mg/kg V|we] hygjnjfo]al =
e frieAE E3e

ol

RS

i
2
=
N
w
X
=
o

T 5 3); 25wl 13]; 35 & 25 SoF
FE sk ol® AghE A kvl A AAE NN, 2= oF 25mbtt 13], 3Fmbr 19], 45wt
13], 6t} 13], ®& 8Fuit; 13 Fojdrt., dF AN NN, 2HES 150 Holx °F Ix, 2x, 3x,
4x, 5x, 6x, & 7x (F, W) Foldr}. ¥ o Apole] 7HALS oF 6704, 3/M€,
g, 204, 159, 129, 10d, 9, 8« , 6, 5, 4, 3, 2, W 1Y mubeth. AN A
Foll M, Zrzhel o Alolo] kAL oF 10, 2/0E, 3/0Y, 4, 570D, 670, 8/, T 1270E ZF}o]
O AR ANEGelA, Fol dA ol F2717F gl AR AAJE el A, Zhzhe] Fo] Alole] 7+AL oF 1
-
=

y
X

<A
gl

e 2
nQL' i
£
=
ki
rlr
3
1>
N
o
=
ﬁN
1SN
N
ol
w

, 6, 7,8,9, 10, 11, 12, 18, 24, 30, 36, 48, 60, 72 H& 847149 7]

A Azt AA, dlE 5o ofF URYE WA of 7dzkx dE 4 vk AR AAE gl
5
Fell A, gatrtell e o] FRAE Aol 1/§de] VI3t AA Foly]

Ao of 13 olulolaL, 77ke] FelelA ehstuleldl wi o] FEAlY F
2

al
22 oF (.25 mg/m WAl eF 75 mg/m, A& 59 ¢F 0.25 mg/m WA oF 25 mg/m, T oF 25 mg/m WA oF

A% AN R A, Y A o] wuulolae] §e 357 Ao Fold w 100-400 mg/m, Ei
WF oz Fold o 50-250 mg/m WAL & Atk mbEAslE, ebsbvielale] ke o 80 WA oF 180
mg/m (2 S0, °F 100 mg/m WA °F 150 mg/m, 1S So] °F 120 mg/m)o]t}.

ezt 245 (i 501, ghaprte] /gl dmdat 2A4E) 9] FAE 9 vE dAFd Fo dAe

100 mg/m’, 27 §lo] wWlF; 75 mg/m, 45 F 35 EoF wlF; 100 mg/m, 45 F 35 EoF wlF; 125 mg/nm
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1 150-250 mg/m’, 15°] 23]

A=l
=

2

3]; 260 mg/m, 25wk 13]; 260 mg/m , 35Fvicd 13]; 180-300 mg/m , 357c}; 60-175 mg/m, 2171 §lo] wj
Aol A, 2AELS 9F 20 U1A] °F 40 mg/kg® w5 33] FojHT}.

60 WA °F 120 mg/m 2 viF 33 Ei= oF 90 mg/m = WY Folgch,

]

=

20-150 mg/mz, 129 23] ;
A

Rl o ojabe] yhgbel] 7%
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T
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[0169]
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=

=

A g (o
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A =
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a

o] °F 180 mg WA <F 270 mg

[e]

T[‘

=
=

2 =
=

5o, A)AlA gytolal Ex 19
2 ¢k 54 mg WA ¢F 540 mg, 9
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ol Fojake] Holk °F 5%, 10%, 20%, 30%, 50%, 60%, 70%, 80%, 90% o]*e| ZAs
Faeh st EA Y/EE 28 XnAT Fodnt. A8 AAHGNA, T3 FE A8
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5 H 2
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o 50%, 40%, 30%, 20%, Hx 10

FdA7} olala vl o], sekA Al D/mE 2R Aude] 44 Tt g e
282 AuAr} HEOR Ei e 3434 y

=z

% olnbe Amw: Weel wel WY Ao, A7) 29® ks gol,
A=
T

0.5 W= °F 5 mg, ¢ 5 WA °F 10 mg, °F 10 WA °F 15 mg, °F
WA °F 20 mg, ©F 20 WX ©F 25 mg, °F 20 WA °F 50 mg, °F 25 WA °F 50 mg, °F 50 W] °F

°F 100 mg, ¢F 75 WA <2F 100 mg, ¢F 100 WA] <F 125 mg, <F 125 WA ¢F 150 mg, <F 150 WA
175 mg, °F 175 WA <F 200 mg, <F 200 WA <F 225 mg, <F 225 WA 2F 250 mg, <F 250 WA 2F 300 mg,

Loz 2 25 o BT
ol
o
=
N

300 WA <F 350 mg, <F 350 WX <F 400 mg, °F 400 WA °F 450 mg, EE <F 450 WX °F 500 mg. L
Al A, 2% SHS 93 FEEY U=ga 2A4E (dE 5o, @9 Fo =) 9 ggnfelsl E=
o FrEAe %& oF 54 mg WA F 540 mg, A= E° o 180 mg WA °F 270 mg T oF 216 mgolth. U
5 AAEHGNA, 27 el ARger] 9 xR 2AE W9 geteteldle] R HF74 (°F 0.1
mg/ml) ZsFaL (2F 100 mg/ml), <= £ °F 0.1 WA <2k 50 mg/ml, °F 0.1 WA <F 20 mg/ml, F 1 WA <F
10 mg/ml, °F 2 mg/ml WA °F 8 mg/ml, °F 4 WA °F 6 mg/ml, °F 5 mg/mle] Y]] v¥E& XEFeTH. AR
A FeNA, 23 SWHAA Yl 24E U9 et Ee a9 fRAY Fke Aok oF 0.5

mg/ml, 1.3 mg/ml, 1.5 mg/ml, 2 mg/ml, 3 mg/ml, 4 mg/ml, 5 mg/ml, 6 mg/ml, 7 mg/ml, 8 mg/ml, 9 mg/ml,
10 mg/ml, 15 mg/ml, 20 mg/ml, 25 mg/ml, 30 mg/ml, 40 mg/ml, T+ 50 mg/ml°]t}.

23 QWA ARESY] flgh YRt 2= U9 ghgbatold] H= 19 FEA|Q oA HQ] FEFS 9F 25
2 2 2 2 2 2 2 2 2 2
mg/m, 30 mg/m, 50 mg/m, 60 mg/m, 75 mg/m, 80 mg/m, 90 mg/m, 100 mg/m, 120 mg/m, 160 mg/m , 175
mg/mz, 180 mg/mz, 200 mg/mz, 210 mg/mz, 220 mg/mz, 250 mg/mz, 260 mg/mz, 300 mg/mz, 350 mg/mz, 400 mg/mz,
500 mg/m’, 540 mg/m’, 750 mg/m’, 1000 mg/m’, EI= 1080 mg/m’ 9] Fotulol AL LEEA T o= AT =
o ZE AAEGel A, YA 2AE W] ghutniolal i 1o fEAE oF 350 mg/m’, 300 mg/m’, 250

2

mg/m, 200 mg/m’, 150 mg/m’, 120 mg/m . 100 mg/m’, 90 mg/m , 50 mg/m, TEE 30 mg/m mre] EhmbmlelAl
£ ool fEAlE ERET. A% AN, 2F avdA Fo F dunleld me 2ol fEAe] Fe

oF 25 mg/mz, 22 mg/mz, 20 mg/mz, 18 mg/mz, 15 mg/mz, 14 mg/mz, 13 mg/mz, 12 mg/mz, 11 mg/mz, 10 mg/mz, 9
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mg/mz, 8 mg/mz, 7 mg/mz, 6 mg/mz, 5 mg/mz, 4 mg/mz, 3 mg/mz, 2 mg/mz, =1 mg/m2 ujgko|t}y,  AHE AAJE
ol A, =3 QWA AR Y8 2AAE U9 gupvtolal EE 19 FEAY fFaES 4o the WY

Wl Egech: oF 1 WA o 5 mg/m, %k 5 WA °F 10 mg/m, °F 10 A F 25 mg/m, °F 25 WA oF 50

mg/m’, °F 50 1A ok 75 mg/m’, °F 75 WA F 100 mg/m’, °F 100 WA S 125 mg/m’, °F 125 WA °F 150
mg/m, °F 150 W12 °F 175 mg/m’, °F 175 WA °F 200 mg/m . F 200 W= ©F 225 mg/m’, °F 225 ulA] °F 250
mg/m, °F 250 WA °F 300 mg/m, F 300 A F 350 mg/m, = oF 350 WA °F 400 mg/m . HFFAEAE
23 aWolA ALgs] 98 24% Wl dubuioldl mi e Sl faTe oF 30 WA oF 300 ng/n’,
a2 o] oF 100 WA °F 150 mg/m’, °F 120 mg/m . °F 130 mg/m’, T= °F 140 mg/m ©]T}.
Qelel 47] ZHel A¥ AAHFN A, £ LNA AgEI AT Gt 4B W] eviololal Ei
Fra®e Aolx= 9 1 mg/kg, 2.5 mg/kg, 5 mg/kg, 7.5 mg/kg, 10 mg/kg, 15 mg/kg, HF 20
ng/kg® EFATH AT ANEGlN, £F 2WelA A AT hedd 2R U9 euviela i
9 fEAY fEHEHS 9k 350 mg/kg, 300 mg/kg, 250 mg/kg, 200 mg/kg, 150 mg/kg, 100 mg/kg, 50 mg/kg,
25 mg/kg, 20 mg/kg, 10 mg/kg, 5 mg/kg, T+ 1 mg/kg vk hyjulolAl i o] KFEAE ESHET),

23 M AHEE] AT e 2AE W) shetvtold E o] FEAY AH Fol WEE FA

h -
7] glol wI%; 4% % 3% B WF 3FekT 18 2Rk 18); 3% ¥ 2% B IFE IS ol AW
94 etk A% ANEGelA, thedd 2AE Ul ehvivleldl ®i 19 FEAE £ Lol o 27
sht} 13], 3Fuke 18], 4Fehc 18], 6nleh 18], i sFebeh 13 RelEnh Qn AA R, vheglal

ZAE W] gaputell B 29 fFEAE £2F a9l 1F¢ Aol oF Ix, 2x, 3x, 4x, 5x, 6x, ¥ 7x
(5, W) FoAdnt, odF Aol A, 23 aolA Zhzhe] Fof Atole] HALS oF 6714, 374, 14,
2 o, 49, 39, 29, E=& 1Y mvkolrh. AN AAEgAlA,

= ) )
QWA Zhzbe] o Abole] AL of Y, 270€, 3/, 404, 5709, 670, 8/, = 12709

ES 3
Zsfolth, AR AAMYNA, Fol A el FA/I gk, AR AAEFAA, ZAze] Fo Abole] 14
& o 13 ojujolt,

23 ol el 2AE e shauiold Ei 1o §rAle] Foln Adw A 44, o 5o of
A WA ok 7d7k A = dnh. Y NS, g £24F W] euirioldl i 19 i
A Aolw oF 2, 3, 4,5, 6, 7, 8, 9, 10, 11, 12, 18, 24, 30, 36, 48, 60, 72, Ei= s47jde] 7|7to] 2
A Folfth, AR AAMYA, g 2HE U9 duvtold EE 9] FEAE Holm 1A /I3
o 2

L
A FolHa, o}7]1A ztzhe] ol Ateld] HAL o 13 oluleli, Z17ke] Folol A thegd 2AE v
ghstotoll i 19 FEAlS] FolFe o 0.25 mg/m WA oF 75 mg/m, AE S0l % 0.25 mg/m WA F 25
mg/m X OF 25 mg/m WX °F 50 mg/m o] T},

15 Aol A, 23 efdlM e 24E Yo ghuvlelily §3e 37 PO Fold u 100-400
ol W 50-250 mg/m WY 4 k. wlAAsAE, avlelae] e ok 80

_Zr
2] ok 180 mg/m’ (2 S0}, F 100 mg/m WA °F 150 mg/m’, oS Sof F 120 mg/m)o]T}.

=

2% 2o Ydx ZAE (dE 9, ggvlelal/dHwl Yedxl 2AE) Fo& $3 b dr4d
Fo dA4Le 100 mg/mz, F2A7] glel viF=; 75 mg/mz, 4= F 35 B w5 100 mg/mz, 4 F 35 B

]

W3 125 mg/m, AF F 3% HoF WlF; 125 mg/m, 35 F 2% HoF wiF; 130 mg/m, FA7] 9lo] wiE; 175

mg/m, 25wkch 18] 260 mg/m’, 25whch 18] 260 mg/m . 35wk 13]; 180-300 mg/m . 35wh; 60-175 mg/m’,

N

] glo] Wiz 20-150 mg/m’, 15%0] 23]; 2 150-250 mg/m , 150 2812 ¥ dlati o]& 8w #] =t}
2o %ol WEE Fof oAbl Bee] s|zale] Axel Al A 24T+ Ak,
o
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8. APA + FEC RAPA: gtubmlols] H= 19 F2A4: 2% a9 & 47 A
(+ A28 ®) B gele] Folg mi g
FEC: 4 A}o]Z (+ HER2 + ptsel] dl3t 3| =Z4AE®)
9. APA + 7tER ZEE RAPA: 2}ujnjol Al ‘E—t— a9 f=Al 2% a¥el & 4 A
+ ohul~El @ e el Folz w8
FF2R: AUC = 2 qwk D1, 8, 15
oluf~EI®: 10 mg/mz, q2wk
10.  |APA + olu}~EI® RAPA: @}ufufolAl wi= o] GmA: 23 W] da] A7 A
E el Folg we 4
+olul A~EI®
11. APA + AZT® RAPA: #}ajufolAl = 9] FEA: 3 Qo s A A
+ FaEy Ué?l oo Fojef T 8
o %3 /&
12. APA + AAE}R] RAPA gajutolAl = 7o) FRA: X2 QW ois] A A
FE G e
ZAAER 1250 mg/m D1, 8 q3wk
13.  |APA + SHIE®
14. |APA + AC + G-GSF AC + G-GSF q2wk x 4, °]o]A
(+ A=2AE®) RAPA: gtubulols] H= 19 F2A4: 2% a9 & 47 A
CEICEERC T
(+ HER2 + ptsol] thdl JEAME®)
15. APA + AC + G-GSF Fog 3% (dense) AC + G-CSF, o]o]A
(+ IA=AE®) RAPA: gtsfuloldl HE o] f=Al: Z% Qe dis] 4] A
E el Folg we 4
(+ HER2 + ptsoll o3l FZ2AE®)
16.  |APA + AC olojx] RAPA: ldjmlolAl T 19 F=A: 23 2 o
ER TR S
17.  |APA + AC (+ G-GSF) AC q2wk, ©]o]A
RAPA: fjwu}o]al EE—L* 19] F=A: 23 2 tis) A A
EEIREER I SO
RX QO] 16'1“
18.  |APA + AC Solzk U3 AC, o]olA
(+ olH}~EI®) RAPA: E}3bmfolal B 19 FXA: &3 23 ui& dr] A
B qlele] Fojg w8
(+ HER2 + ptsolA o}Hl~EI®)
19, |APA + AC AC (12 Sol, °F 60 mg/m’ ob=elobulol 4l 2 600 mg/m AF
2oz = 25kt 13]), o]0}
RAPA: g}ujmjolAl = 79 FxA: X3 QW] el A7) A
e gele] Folef m g
20. |APA + AC + FEI~E® olo}A RAPA: ghububolal EE 9] FXA: 23 8™l O
9] e aesl g wr by
21. |APA + FEC RAPA: Z}ufulolal e 19 FEA: 23 QW] dis] ] A
(+ F2HED gy Qoje] Folzk = &9 o]0l
5-FU: 500 mg/m  a3wk
o3 FH 4l 100 mg/m (IEZAE® glo]) i
o FH] A1 75 mg/m (HERZ + ptsol i§ =2 4Ax@3) )
AZZE AT 500 mg/m g3k
CHEY", /g
22, [APA + ZIATERY obel 1: 47 WEQW: Gem: 2000 mg/m, RAPA: hsbulo]al
+0] 7 -] 20 EE o) A =3 el sl 47 AR Qlolel welw
T= 89 Eqi 50 mg/m q2wk x 6
olgt 20 4%% BZQW: Gem: 2000 mg/m, RAPA: @}sbulo]xl
w9 fEAl 2 el e 37 49 Qo) Foi
EE 8
23. APA + FZAE® RAPA: #}zjufolAl = 19] HFEA: 3 9o s A7) A
+ Lpwl e ele] FofF mr §9 + 2@, ololA taue +
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0|ﬂ

APA + 72 R ZgbEl TAC
(+ IE2AE®) + AC =l
o]o]A] RAPA: #}ubujolal i 1o S&A: F3 QW T
d 7] dyE dele] Foyg e 89 +
a
o]o]A] RAPA: etstutoll i 1] fed: 2q 2ol df
22 + JEAE®

[e)
o
3 7] Ae lojo] Folgk e 8 +
an RAPA: ghwjmbolal = 19 fIeAl: =%
+ ZHH A HE el Fojg EE 8

Lol dief 471 A

o L

AZT}® 850 mg/m‘ D1-14 3wk x 4

APA + 72 R Z¥E
(+ ol ~¥I®)

RAPA: Zsjriolal EE 1e] A 2@ avel oal 47 A
HE Qo9 FelF wt §

AT o n

JF2X. gwk + HER2 + ptsolA o}Hl~EI®

APA + 2R Z2¥ RAPA: }upujolAl = 1o %24 23 oWl & Ay A

; FHEAEe e oo Fol e 8
+ ol 2Bl ® 7hER: AUC = 5
+ JE24AE®
+ olHl~E®
4—Zr ALolE x 6
q |z W/ &
APA + 2}atE]Y RAPA EMU}OVJ T 19 fEA 23 a¥d diE) 4] A
[y 9o Fojg e &9
23 El ' 1000 mg/Y
APA RAPA: #bulolal mE= 19 §uA: 2F 9o d& 4] A
+ FFE A el g dole] Folg e &W
AZY® 1000 me/m D1-14 q3wk x 4
APA + olR}2EI® RAPA: Z}ufulolal e 19 FEA|: 3 W] dis] ] A
+ AC (+ G-GSF) gy glele] FojgF i 89 £ olulAEl®, o]ojA A qwk + C
<
APA + AC RAPA: e}djufolAl = 9] FAl: 23 a¥d dis) 47 A
e glolo] Fojak wi 49, o]ojM AC
APA + 72 R Ze}el RAPA: @apulol Al w19 F2A: 23 awlol dis 4] A

Wy ¢l Fojgk = g9
7h21: AUC = 6 q3wk
olut~El®: 15 mg/kg

+ ol AEI®

4 Aol &
APA + 2R EEE RAPA: efstrield] fEi= 19 frizAl: 23 avel dis) 27 A
BE oo o e &9
AUC = 6 g3wkol A ZAH JIE2H
APA + 7IE2R Z"
+ oH}A~EI®
APA + ZAATER] HEE
RAPA + o}H}I~EI®
APA + 7FE2 R EE}El RAPA: fulolAl i =z & 23 anlo] u& Ay A
+ olul~EI® g dole Folg e &W
ZhE8: AUC = 6 q3wk + oFHI~EI®
APA + 4HEI® RAPA: ghabulolal Hi= 19 f&A: 23 SRe] dig) v A

gy Qleje] Fojgf e §H
HHEZAAE=: 500 mg q3wk

FEES | s/

38.  |APA + A2~ZEE

39.  [APA + U@

ANaZEE

40, APA + 7FER Z " RAPA: EMH}O]*J = 79 FEA: 23 oW g A A
HE oo R e &9
Ft21 . AUC = 6 q3wk

41, APA + 7FER Z " RAPA: @sjujolal = 9] §uA: 23 QW & 47 A

HE 4ol FolF w8
FEE2R: AUC = 6
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[0199]

42, APA + olH}2~EI® RAPA: @abmfolal mE= 19 £%A4: 23 oo & A7) A
W Qoo FojEg e &9
2

43.  |APA + 5-FU RAPA: E}3bmfolal HE= 19 FXA x23 23 &l 37 A
+ A|2=ZeE HE el FoAY Ee 8

5-FU: 750 mg/m_ CIV x 5
N2Zabel: 75 mg/m’ DI, ©]o]A
XRT/T%

44. |APA + AIEAIH

45. APA + AtEEEEE

16, |APA + 1AEPD RAPA: shsterolal mi 1o] fwAl: &3 avlel ohel 47 A

gl gole] Folg it 81
2

D

ZAA e 1000 mg/m D1

R

8
47.  |APA + AT EY RAPA: ehujmpolal W= 9] Al =3 ool disf 47 A

EENEE RS
A Ed 1000 mg/d x 2014 &9

48. |APA + &Eild RAPA: #bstuboldl = o] fmAl: 2§ el s 7] A

+ 7t2REgd gE dele] FolF e 8

2 d: D2-19
FEE2 R AUC = 6 D1

IS o/

49.  |APA + Z}|ATERR RAPA: gtafmtol il W= 1] fFieAlr 23 arel dis) 7] A

9 (= &9}, <F 550 mg/m, 650 mg/m, 85 mg/mz, 850 mg/m ,
100 mg/mz, 1250 mg/mz)

50.  |APA + ZAAAEHI ] 5

51. APA + SEAXNABA ()

52.  |APA + TR oE AAA(E)

53. |APA + 241 7TUAl AR (E)

54. APA + EGFR A AA (&)

BN AHgE ) (A5 S0l E 1614), RAPAE ebujuiolal mE o] FEA 9 g wad (dF S,
ARu) S Fatete YwdAs Edsts 2AAES Yehal 61572016 2t Y-S YeEhar; Xels= 7o AE
W oEE ARges Yehla; #HuAFEe optarieo R dEA Qa; EffAREFTE JEAHeoR:
deA Qi AMEANEE dYEEE dEld da; ASEARS dEHE2eEE dEA i AYEYS
olHM@EE EHA al; FECE 5-ZF 298, oduFujd 9 AZRyaguse] 23e Yeh)al; ACE
of=gloputolal + AlZE¥ =] 23HE vEhith 2 A ARgE o (E o] ® 1914), ACE =4

ol

2

o

U

2

ol
(03

A5 veEhRaL; gdwkE 451} < YERNAL; q3wke 3FRbTE RS UERAL; o2wke 25w

Fogs Yehfa; qukE WiF Fol#3S Yehla; quk x 3/48 4WA FE FASE 3F Hoke] mjF Fofw

UERNI; quk x 2/32 3WA 5 FAeHs 25 Fete] vlF TS yepdth, AR AA G, 2
glabulol Al Hi= 1o f A H oA TE (o =

3 Al 8W, B e, WA, R

, 22T 8, B/rE F9s ays X¥ske A2
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i3

371 98l o

A

s

=4

T}
ol

s==4

P AEY XBE
o= A7)

Fojgke] Hojx: ok 5%, 10%, 20%, 30%, 50%, 60%, 70%, 80%, 90% ©]%+<]
e

L

s Sy

T

]_
o, 5 WA °F 80, °F 10 WA °F 50 Gy, = oF 10

TE Fo ¢k 1, 3, 6, 9, 12, 18, 24, 48, 60, 72, 84,

=

7] flal 8PHE el 2T Wl shtvtold E

o O

]

4% el eshuel

Fo&Fe] Holx ¢F 5%, 10%, 20%, 30%, 50%, 60%, 70%, 80%, 90% ©|
gl

, o714 2719] 8 Afeld
E 1 x] ek 100 Gy 99, o

120A]17F ool

L
[
[e)
QI

TC

2~
T

dell F 1, 2, 3, 4,5,6,7, 8,9, 8

]

1, 3, 6,9, 12, 18, 24, 48, 60, 72, 84, 96, 108, 1204
5'

=2
T=E

96, 108,
g

X

[0200]
[0201]
[0202]

"

°F 50 mg WA

L
L

A

s
a

[e]

H

7) AN 2o

}\O]—

=

A 24 el euvieldl Ex 9
S

of Folgrow 13] Fojufa, WARIS v 80 Gy= 53] 48t

A|5A] oot

b

H
3
H

o))

2

oA, i

2

A3 gy,
540 mg =+ 9F 30 mg/m WA 300 mg/m

=

=

3}

A AAE A, a) FHANA 2tatvto]

AR AN A, esteiol

8

[0203]
[0205]
[0206]
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o
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23|
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Ao 5o
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[0207]



[0208]

[0209]

[0210]

SS50l 10-2154459

2 APA + F}E2R Z e + "kALA

3 APA + 2R Z2E + HALA 1;\{0%]% RAPA/Z}EH. %, o]ojA 2 == 33] wj HA RAPA +
AL

4 APA + 2R Z e + "kAA

5 APA + 2R Z2E + AL RAPA: @tdjufolal = 719 fEA:r X3 o el A7) A
Hoqdole] Fofk me § + JhE R + AR, o]of A RAPA: e}
gobol Al e 19 FrAlr 23 8 dis] v AwE 99
o] Fofuk = &Y + JlER

] 23} S/

6 APA + WFARA

7 APA + AIEAIE + WAA

8 APA + 72 R ZT}€l + 5-FU fr=: RAPA: ghubuloldl mi= 19 fmAl:r 23 2l uls A

+ B =2 Ao} + HARA 7] AvE lole] Fol¥ e 8%+ P2 AUC = 2, °]ofA

W8 3}8hubALA 0 RAPA: #tFbufolal WE 19 S LAl %3 o
o tisl 7] MEE Qlele] Folw i &% 5-FU 600 mg/m;
S|=FAl2-2lok: 5000 mg BID

9 APA + 7I2H ZEE + o ZH]E2® +|{RAPA: utulolxl = 9] fEAlr 2 Q¥ tis] A A9

whALA H Qloje] FolgF e &

NEREA®: 400 mg/m2 74, 250 mg/m2 qwk x 7
728 AUC = 1.5 qwk x 7
IMRT

10 APA + ZUAJERH] + WIALA Qwk

11 APA + A|2=EEl + HRALA

HEZy (metronomic) 2% ¥R W gk 2o YAld deojo Xg Wy 49 Fo Wy tid HEZ

F 8W As AlFeth. AAQ] WERE o B 3 WERZE 9 A ARl oigh AAEGS of

2 1= 5

h =
o E=oEa, 71 AF7) Edo| Fu=z I, 2006 29 219 =P9H U.S.S.N. 11/359,286 (m
e}

A FIW 2006/0263434) (5 Eo & [0138] WA [0157] 718 D)ol AA =S k., AF 2 A8 ol
A, At 2AES Aox iEe] VIRl AA FoEar, o7 Zpzhe] Fo] Atolo] IHAL ok 15 o]
ojaL, z}zte] FofollA ghmputolal Hi= 19 fFEA|C] FoFE HEAQl Fof WA wE 1o Ay #§ F
o] °F 0.25% WA °oF 25%c°ltt. AN HAAIHGA, YA 2= Aok 271€e] V7t AAH Fo
war, of7]A Zhzhe] o] Afele] IHAL oF 15 oJuyjolal, Zpzhe] FojoA] gumpolil HE 19] HEAC] F
oA HAEA Fol HAd e 19 Ho B8 FAR °F 1% WA oF 20%°]th. L AA gl F

of 7 ubuteldl B o) fRAle] FolFE Aol #E FoAR] °F 25%, 24%, 23%, 22%, 20%, 18%,
15%, 14%, 13%, 12%, 11%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, %5 1% "ot} A¥-
AEFel A, YAk 2AEL 156 Holx oF Ix, 2x, 3x, 4x, 5x, 6x, i 7x (5, W) FoAHY. o
AN G, ZHzke] ol Abolo] AL of 670, /1Y, €, 209, 159, 129, 109, 9¥, 8d, 7Y,
o, 5, 49, 34, 29, E 19 miRbolvh. AR AAEFAM, ZHzhe] Fof Alele) AL o 1Y
Mg, 3AE, g, 570, 670, 8Ud, Ee= 1270E FZdfolrh. AR AAEjFelA
2,3,4,5,6,7,8, 9,10, 11, 12, 18, 24, 30, 36, 48, 60, 72, Fi= 847§€ <] 7|7t

welol Z)AE gl Am g, Fol gy, % Fol ame] Agay] AF, duirlolalg xatet egiAe
Eehe 2ARS BUA AT AR ANHLAA, Huvlolale euuleldl Ei ne] fEAl i
Aokd S 4vE 49 & da, webd B owRe of RE e AU nHdn Tgach. dueielnl
° c A, guutol Ay fEAE 2lubulol Al

= o=
TG AL, ehatvioldst FAR AurHel se Fehx e EASHE HFEL TP o AW

AR AAEGAA, Butulolale] FEAE ehubvielat fAbg St o] ABAA, ofR
= ] Ee wAAT. A AN EGA, datvieldl §
3}

e 22 EA (dF B9, 7|54 A Hom o
10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95% W+ 100% <] wtatulolile] AL zl=r}, <
£ 5o, gtgutoldl fFEAe] o ofrldE FUde AV, o ME F, e T4 4 SR PgaE uiE

AstAE LS & grupuol il o3| ofrH F&3te A HoE ¢ 10%, 20%, 30%, 40%, 50%, 60
%, 0%, 80%, 90%, 95% W= 100%°ltht. oAAA gtgpufelil fFExle Wz gtatnfelil, o& &9 2
AN7F 2ol oz E3hE W0 2006/0892079] =ik [0022]l] MAIE RS EFAT. e A ghtvte]
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[0211]

[0212]

[0213]

[0214]

[0215]

[0216]

[0217]

SSS0l 10-2154459

A S TAE WY-090217, AY-22989, NSC-226080, SiiA-9268A, ZAlolAAZRIAE ol=El | BIAZ]F 2 (CCI-
779 ($Folojr)), oM Ze] ¥ (RADO01 (=mBIE]X)), M2 52 (ASM981), SDZ-RAD, SAR943, ABT-578,
AP23573 ¥ W] Qg F-2 A9E X FSIT).

g4 g

Aeket wA @Al dREes ERW, [gAE EXEFse WYSEREY, Auwd olxAduid B, a4t
T B-2-AYIFZEY, HEIZEY, EdxdY, fr2 g 9zl VIL, <Ak VIIL, 1A} IX, A} X
e EFHI o2 AFEA e, Y e Y ol AEHoR HEE uuAs et dF 4
Ale el A, A dald e vj-Fo gl ol & Fo] FRAIQl, a-FELFN H B-FEIFEZEHTE. A
dde oA ZdEAY FHoE AxE 4 k. dF AAEGlA, A FEEHE FAE I,
E o] <17k dH 4R (HSA)S Edeth. HSAE M, 65K9] i =84 73 o, 5857)9] ofu] il

OS2 o]FojRitk. HSA= EAelAM 7P FH-E adel, Izt dRe] zRol
. HSAS] opmgt e F 1779 Hsv= v, 1749 3 (Trp 214)
= E

H

LS TS/
m
il

e
3 dFwlo]l mEEn. Y] H-t dEHe] A dE &

-1 2frEw, de 80 7HE T8 (lgdss R s7F 71E E)olA ols 2SS ARESe @ olA

Q7 WA AR (HSN)E vhrel A AT F9 IRl sl F 871, HsAe) el i) E 2w, o
Fe oFE HE, 53 F4 o '

A7
S48 "1 244 =l ZAget) (Goodman et al., The Pharmacological
Basis of Therapeutics, 9 ed, McGraw-Hill New York (1996)). 271e] T &4 A 9= HSAS] A B v
ol TIA 2 IIIA el Y= Aoz A=, ol A4 it= EAlo s Fador 7|sshs, 9 7}
7hele] AstE = ol B olZ7|d A7|7F EASE nER 31 AFA Ett (dE 9, & [Fehske
et al., Biochem. Pharmcol, 30, 687-92 (1981)], [Vorum, Dan. Med. Bull., 46, 379-99 (1999)], [Kragh-
Hansen, Dan. Med. Bull, 1441, 131-40 (1990)], [Curry et al., Nat. Struct. Biol., 5, 827-35 (1998)],
[Sugio et al., Protein. Eng., 12, 439-46 (1999)], [He et al., Nature, 358, 209-15 (1992)] % [Carter
et al., Adv. Protein. Chem., 45, 153-203 (1994)] &=).

I~

4% el BA B (A Sol, du)e Awdow duveld Ex 1o FEAld] dd BARA A

8513, %, 24% Wl S SRS Fuvjola £ 1o fEAZ £4 WD Fol o A dgd F 3

A SAG, A Buae @A 2 2B dd dgae FAsHE A2 Fedh. ol@H vt
P <) 5

ds E°l, AHelAl 2

T AR AA G, 2=l
=0, A8 EAA &),
AAANA Bt o] FAE(E5)E o

_E]E
Ao Fof e ) 2
] 7] guih damow EASA G, ARBAAY Adon &

A2 2Rz

X,
o
o
N
2 o
=2
5
rlr
ey
2
ic]
ox
2
(o]

s Tk

ghatujolale] =4 wlF Foll AgE A T, dE B °F 0.1, 0.2, 0.25, 0.5, 1, 2, 3, 4, 5,
6, 7, 8,9, 10, 11, 12, 24, 36, 48, 60 H=+= 72A1%F F< dEE FER (& £, 7MAA IHE == A
e flol) FAEY 4 Ay FelA ebgsittt. Ay dEdle wkEAl ' 21 ofy ARk ¢

MA (& 50, QJAID A Fofstrlol Agsitt. 7] deoe] AdAHL dubH oz (WMEAE= oA Rt
A 2%, g5 B0 A2 (dE E°], 20-25C) & ¥ 271 (& E9, 40)oA HrlEd. o5 £9,
et gotow H uwf i Yol Az FT ok 15EoA 10008]e] #3F w7 o] B wj wWALA
(flocculation) HE+= JAF &Fo] YeElYA &S wl A ZollA] <Hgdsitl.  <HAX
Z7, odE B9 F 40T 9o XA Hr1E
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[0265]

[0266]

[0267]

[0268]

[0269]

[0270]

[0271]

[0272]

[0273]

[0274]

SS=50l 10-2154459

Al 1-A

L AA]dE dHA Fo gopulolal F=rt 8 mg/mLolal AAZE 300 ml FEE AAEE, guefeld 9 4
s xFgetE Aok 2AEY AXE dAgtt. gabatelal (2400 mg)S 12 mLY FEEZXEE/t-FEE &3
ANZTE. o]ojA, AL 283 mLe Q17 A 4RW LA (3% w/v)ol e, EFES 58 F<F 10,000
rpmol| A AsAA  (Vitris TA37] 29 Tempest [.Q.) % oHAES IAe F, ¢ #HEI=

o
SR, ke oHAS AreA7EA 20,000 psidlA =3ttt *3”Q% =3 %
Z 7t (25 mm Hg) 3t 40ColA A& AAsITE. AT BAMALE Ewsgict. o] v
, ozF g3 oiwl golo. Ralalo] ?‘47}0}04 17 g3 dRwl o) glyimlo] Al Hl ZAsGT. Ak
g% FEHE &3 dAHdo=z oAFsgln. oAFdE AAe A= 85-100 mmolATt (Z,,, Malvern

Zetasizer). ¥AFAS FU1E 60A17F Bt SAAZAHY (FIS Al (FTS Systems), Dura-Dry pP, ®]=
Al

2
FRFE 2E X)), ARHE Aolar Hug EE 0.9% (w/v) B A5 Hrte 93] A& EaAoz 4
Al AFAAE = A}k, AFA T JAF A= sAAR A TSI
4] 1-B
2 AAdE dEd 9 gyutolal FE7F 8.3 mg/mLolal AANZF 200 nl FEZ AYAEE, gaeie)il ®H &
s 238l Al 2AE AFXE AT, Zaulo]lal (1660 mg)S 8.5 mLe] FREIE/A e &3
AZTE. ololA, gNg 191.5 mLo] QIF FAH LT & (6% w/v)oll HUIET. EFES 58 <
10,000 rpmoll A F&ESAIA (Vitris T#237] 29 Tempest 1.Q.) & olHALS FAs T u #AZIZ o
S = 3= ]‘Q’d% A=A 7] H A 20,000 psiolA] 33Tk, AR EE AE Rotavapl &
olFsta, &viE T

, F (25 mm Hg) 3ol 40ColA Al&stA AASGTE. HAANS dALzoz o 7sigitt,
0.22 i o3g AA L 7= 85 mmo| AT}t (Z,, Malvern Zetasizer). =AFNS @

AAT (FTS Al2~" = Dura-Dry pP). AAHE AolaE 0.9% (w/v) B A5 Hubol & A& Eakd
o2 GA AFAZE F AAJT. AT T dA AVIE AR Y Y

HAld] 1-C

I o= EH Fo ghupute]il l"—E7P 16.2 mg/mLo]at A A7} 200 mL FEE A==, Syjwield H &
%‘—UJ% sk Alor 2= AXE AT, Ehupetolal (3240 mg)= 16 mLe] FRREF /AT &3
AZATE. olojA], BolS 184 mLe] QIFF A AR &N (6% w/v)l HUISIATE. EFES 5% F<F 10,000
rpmoll A FAZANA  (Vitris #237] 2D Tempest 1.Q.) Z oHAS A T, ¢t #AI7=
o]F3tE. I AHEAES ATEAl ]‘3“1 20,000 psicllAl ket A== 74]3 %
L, &viE ZHSF (25 mm Hg) shell 40TColA Al&aAl AAsIATE. o] dAlelA, A3 H7 %""9* A
el Hrpsta, 1z A 4FT o E}Jlru}o] HE 2A48ta guntolal wEE FA3}V] -?43 Ak el K
95 400 mL2 e, S dEHow ofdsidnt. 0.22 m oI AAL] A7]= 99 mol AT (Zy,
Malvern Zetasizer). wAINS F712 60A13F 5t FAAXRA AT (FIS A|2~¥Z, Dura-Dry pP). AAEE
AelZ= 0.9% (w/v) Bt 259 H7lol s Ae BAatdoz AA A4+AEE & gk, A+ T gt
A7 sAAZE Ay} el

_l%i‘
_I

Al 1-D

B A= oHA T guinfol J SE7F 8.2 mg/mLolal AAZF 40 mL FEE AitE =, gubupolal W bR

Szt A 2B Az W%&E} 2habulo] Al (328 mg)S 1.8 mLe EFERZEES/A ek &3]

Rtk olojx, &S 38.2 mL«] G A GFE & (6% w/v)oll Frlegitk. £3¥ES 5% F<t 10,000

rpmoll Al #-SAA  (Vitris ﬂé@}ﬂ 2d Tempest 1.Q.) Z olHAS A =, gt #AI=

o]Fetqtt. Fohe= olWAS ATFATIHA 20,000 psiold eI, BAEE AS Rotavap & o] 58}
SE 7ot £H o7 oFstdrt. 0.22

il (40 mm Hg) 3koll 40 coﬂH &3l A AAs T, EAkde <

oyl AAL A7) 108 mmol ATt (Z,,, Malvern Zetasizer). A 3 ‘%0—‘.‘% 4T 2 25TCeA Hojx 48A]7F
=

O

gt 4@ Ao waNT

2 AAd= ddd F9 gyupolal w27t 8.5 mg/mLola AAIE 30 mL FEE AME=, gybvfolal © 4R
0 25 AxE ATt gapepolal (255 mg)S 1.35 mLe] FREILE/NESo] &3
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[0275]

[0276]

[0277]

[0278]

[0279]

[0280]

[0281]

[0282]

[0283]

[0284]

Ak, olojA, §NE 28.7 mLe QI EH A4FT &d (6% w/v)ol FEUIEHAT. EFES 5% E<F 10,000
rpmol| A FASAIA  (Vitris ﬁﬂﬁrﬂ 2 Tempest 1.Q.) % ddEAL IS F, 19 FE3=
olFsATH.  FrEe olEAE AEFAIZIHA 20,000 psiolAd A =
i, &wiE 7Y (40 mm Hg) 3ol 40TColA Al&etAl AAG T, EAbs A%A
olxtd AAel A7)E 136 mmolATF (Z,,, Malvern Zetasizer). oA &Erle 4T

ﬂ
oz M
h g ‘
rlr
b
|
é‘j
LS
=
kS
o
il
o
o})
o

& A A ) ehopololdl S0k 9.2 nefuloln AL 20l e AAs, il 0 oy
o k3

=
_%
Ak, olojA, &S 19.0 mLo] °17F g7 &5 & (7% w/v)ol ket EdEs 5

Fate Ak 2dES] AxE AAE.  gaetolil (184 mg)S 1.0 mLe] SR2XEF/A S &34l

&<%F 10,000

rpmoll A FZ3A A (Vitris #28317] 29 Tempest [.Q.) % WAL A3} F, ud #H3|=

olFslgltk. fr3te dAdAES ATFAIZIHA 20,000 psiolA ST, AAHEE AE Rotavapfii 0]%3}
e

I, &wjE 7 (40 mm Hg) 3ol 40CollAl 21&3HA AlASATE.  FAHAS oA
g AAY 7= 124 mol QAT (Z,,, Malvern Zetasizer). A Herole

Eek kg gk Ao e

4 °C

2 AANdE odd 59 gautolal s%E7F 8.4 mg/mLolal AAZE 20 nl FEE AAEE, diutolal B AE
9& xdete A 2AEY] AxE gttt gaetolal (168 mg)S 1.2 nle] FEEXE/AERE] &4
ZTh.,  olojA, &NE 18.8 mLo <QIxF FA &HWl & (6% w/v)el ISk, E£3ES 5E F

rpmoll A FASIAIA  (Vitris #2317] 29 Tempest 1.Q.) x olddE AT

olFsATE.  FrEt= olEAS ATEFAIZIHA 20,000 psiolA AT A4

L, s S (40 mm Hg) 3kl 40TColA AELeA AAG AT, #Aks AHxow
o3tgl AALl A7]E 95 mmol ATt (Z,,, Malvern Zetasizer).

rlr
é
_& ﬂl it «{O{I

=
.2
o

=

o

o

o
il
o
ofx
p‘h

=9 gtrtolal F%E7F 8.2 mg/mLola AANZE 20 Ll FREE AAEE, Sojetolil B GE
15 xgtate A 2AES] AxE dAgtt.  garboll (164 mg)S 0.9 nLo] FRZ2XF/oergol] &3
Ak, olojA, &HE 19.1 mLe QI A L&HEW &Y (8% w/v)ol HIsIYT. EES 5F F

rpmoll A FZ3A A (Vitris #2317] 29 Tempest [.Q.) 2 WAL A3} F, u #H3|=
olFsATE.  FrEte olEAE ATEFAIZIHA 20,000 psiolA AU A4 = ]

i, &viE 7HSE (40 mm Hg) 3holl 40TolA A&akAl AAS . #4tds AE&H o8 AR, 0.22 m
o3ty AALl A7]E 149 nmol AT} (Z,,, Malvern Zetasizer).

Z9] ghuulo J F57) 6.6 mg/mLola AANZF 20 mL FEE ANEE, ghupujolal @ g
& x3gtate Xﬂ—F 2= Ax IA1ghet.  2giebolal (132 mg)S 0.8 mlo] EFR2XF/oerEol] &3

NS 19.2 mL2 OW g4 dr7 &N (5% w/v)oll EAs. ERES 5E F
rpmol| 4] i"‘éi‘r’\]ﬁ (Vitris #23}7] 29 Tempest [.Q.) =X ddEAS A3
olFsATH.  FEe olEAE AEFAIIHA 20,000 psiold s, ABAE = AE RotavaplE ©
i, &viE 7S (40 mm Hg) 3holl 40TolA A&akAl AAS . #4tde AE&H o8 ARt 0.22 m
o3tgl AALl A7]E 129 nmel AT} (Z,,, Malvern Zetasizer).

YAl 1-]

W oAAels oldA Fo ehubvieldl HEAb 4.0 mg/nloliL AAZE 20 nl R A4S, evbiola 2 oby
W EE Aok 2B ARE dAHTH euvielAl (80 mg)E 0.8 nl) FREILF/NEHLe] FIAZ
o oclelAl, ole 10.2 nlel Az @H AW g 3% wiv)el AT, EFES 58 Bk 10,000

A, 5
rpmoll A FAZAIA  (Vitris #237] 29 Tempest 1.Q.) X dEAL A3 3 19 A7 =
= odAS AETAZIHEA 20,000 psiold FHsGT. AAHE AS
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[0286]

[0287]

[0288]

[0289]

[0290]

[0291]

[0292]

[0293]

[0294]

[0295]

[0296]

SS50l 10-2154459

S ZFSE (40 mm Hg) ol 40°CellA A&aA AAs Y. Etds dAHH oz ok, 0.22 m

Al 1-K

2 AAdE odAd F guulolal F=7t 4.0 mg/mLol AAZF 20 ml FEEZ AYME =, Fubujolal H bR
WS ESehE Ak 2 EY AXE AASTE.  gabute]il (80 mg)S 0.8 mle] SR EXE/A & &IfAH
= I |NE 19.2 nLe <ClzF A LR &A (1% w/v)ol H7egd. EFES 58 ¢ 10,000

A1, L
rpmoll A #ZAIAIA  (Vitris #3237 2D Tempest 1.Q.) F dEAS A F, 1t #HZI =
= dEAE A7 EA 20,000 psiollA a3t ABAE = AlE Rotavap & o]E3f
i, &viE 7HSE (40 mm Hg) 3holl 40TolA A&akAl AAS . #4tde AEGH o8 ARt 0.22 m
oJatd AAL A71= 99 nmol ATt (Z,,, Malvern Zetasizer).

= 9] gtgnfol J F%7F 5.0 mg/mLola AAZE 20 nl FEE ABAEE
= Ak 24ES] AXE dAIST. ‘3}4‘3}01{‘] (100 mg)& 0.8 nLo] FRZEZIEE/oet2o] a4
o NS 19.2 mLe] 017} 4 4R &d (3% w/v)ol H7FY. EFES S5E §
rpmoll A FESAA  (Vitris #2837l 2 Tempest 1.Q.) =& oEAES FAg

= oA EHAS A=A 7] HA 20,000 psiolA a3 Y. A E = AE Rotavapl = o]53)

fr
k)
o

o
=
o
>
ek
1S
4z

40 mm Hg) 3&}ol] 40ColA] A&3HA AASAT. EAANS dLd o7 o733, 0.22 m
71 146 nmo] AT} (Z,,, Malvern Zetasizer).

B A= o WA Fo] ehstrboldl FE7 4.0 mg/mlela AAZE 20 ml FEE AAEE, huinielal @ o
o = )

Ay AEL] AxE drgtt. 2katatelal (80 mg)< 0.8 nle] FEREXEF/AERE &3A
o oojolA, &els 19.2 mLo] QIRF FA dHER & (3% w/v)el HIFsIn.  EES 5% &< 10,000
S e

rpmoll A #ZASAIA  (Vitris w237 2D Tempest [.Q.) F dEAS A3
st HAE ATTHAZIHEA 20,000 psiol A FsIATE. A EE AlE Rotavap o= ©]F3}t

, SmE 7S (40 mm Hg) 3koll 40ColA A&EsHA AASUTE. B HE SRS o] @]
dNe AEHo 7 AIstgtt. 0.22 m oJFE AAL] Z7]= 129 mmo| T} (Z,,, Malvern Zetasizer).

T
=
=

52
+

Al 1-N

2 AAdE odAd F guulolal F=7t 4.0 mg/mlol AAZF 20 L FEEZ AYAE =, Fubujolal H bR
WS ESshE Ak 2AEY AXE AASTE. gabute] il (80 mg)S 0.8 mle] SR EXE/A & &A1
= I |NE 19.2 nLe <CIzF A LR &A (3% w/v)ol HAEPT. EFES 58 S 10,000

A1, L
rpmoll A FHSAA  (Vitris ﬁﬂﬂﬂ 2d Tempest 1.Q.) % oHdAS A} F w9t H4HE3IIE
Shi= HAE AETHAZIHEA 20,000 psiolA FaAEHAT. A EE AE Rotavapl® 9|
i, &viE 7HSF (40 mm Hg) 3holl 40TolA A&akAl AAS . #4tdE AEGH o8 ARt 0.22 m
oJtd AA] A7]= 166 mmo| ATt (Z,,, Malvern Zetasizer).

A4 1-0

B ANdE ddd 59 gaulolal 7t 4.0 mg/mLol AAZF 20 nl FEE AAEE, fajujolal B kR
WS Eets AloF 2AE] AxRE dAg. Bamto]il (80 mg)& 0.8 Lo FEREXE/REe] &ARA
. oJolA, &S 19.2 mLe] RIXF A EFW &Y (3% w/v)el H7MEAT. EFES 5 E<F 10,000

NHH S Aw A7 A 20,000 psidlA sttt AAH= A
i, BulE 7S (40 mm Hg) el 40°CellA A&t A7, ks d&dow

=
A1, = L
rpmoll A FHSAA  (Vitris ﬁﬂﬂﬂ 2d Tempest 1.Q.) F oHAS A} F w9t H4H3IIE
5} =1 ]
i Sk
o3tgl AALl A7]E 90 nmol ATt (Z,,, Malvern Zetasizer).

& AAds ddd $o Shupvtol il F=7F 4.0 mg/mLolal AIAZE 20 mL qFEE AYrkE =, 2hupupoldl gloobi
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[0297]

[0298]

[0299]

[0300]

[0301]

[0302]

[0303]

[0304]

[0305]

[0306]

[0307]

SSS0l 10-2154459

Hﬂ
ulm
~
2
a0
f
2
:‘.’:
z

W& x3sh= A 2AES] AxRE dAgt. 2kbute]Al (80 mg)S 0.8 mlo] &

oA, &9S 19.2 mLe QI FH &R &N (3% w/v)ol FH7tsiSlTt. %i}%% 5t % 10,000
rpmol A FASIAA  (Vitris #2317] 29 Tempest 1.Q.) F olddE AT
olFsATE.  FrEte olEAE AEFAIZIHA 20,000 psiolA AU A4
i, &viE 7HSE (40 mm Hg) 3holl 40TelA A&akAl AAS . #4tds A&H o=
oJ3tgl AAel A7]E 81 mmol ATt (Z,,, Malvern Zetasizer).

HA]d 1-Q

2 e gpabutelal B ARRIE XFelE A 2AES] AxE AAETE. 2abute]Al (30 mg)S 2 mlo
SREXF/ASEE SAAIFT. oofA, &HE 27.0 mLo] QIZF FA EFW LA (3% w/v)oll H7Ys }033}.
E3ES 5% B¢ W2 rpmell A T ASAIA (Vitris ¢ 23H7] 2 Tempest 1. Q ) Z dddS PgAgs =, 1
& TSR o]FIATE. 3k Aok 539 Ato]E Feh oldHE AEEAIZIHA 9000-40,000 p51°ﬂ/‘1
T3tk A E= AlE Rotavapl Z olFstal, &wjE 7% (30 mm Hg) 0}01] 40Coll A 20-30% &<+ A<
sHAl AAS . AAREE FArAS EHEdn, AAEE GRS AFAQ B A2 50-220 nmo]
(Zay, Malvern Zetasizer). #AFNS F7I2 4BAIZF &<t sAAXAIZAT. AAZHE Aolas Bvg Ev 4

o A7t ofal A Edew GA AFEE = AT AT 5o A vl sAdxE A wds

Ashs A4S, B ddel g 24% ( 5 17 WA Ly olgle] e w
SIS Fishe 2HE)IS PV P wE 7] PHe] AFE WES Assel AT + Ut 47 A4
ool AbER obE, Ul 9 wwMAe] o FF L ulEe @A dAA AoRA ofud Yo AT
2t Aol ohde olsfetelol wv}

AA6] 2A: Nab-ghsiniolale] E4et @ oFEst 17

Nab-ghutwpolple] WA 5442 ~x2ef =2 (Sprague Davley) dECIAM Foiaf M9l A4E Fd A48,
AFE-E Nab-gtbulolale] Folgk £2S gd4dx3 9O E 0, 15, 30, 45, 90 2 180 mg/kgolATt. Nab-hsu}
ojxle] FEste ~xE EE] HEA 1 (N=3), 15 (N=4), 30 (N=3) F 45 mg/kg (N=4)9] FolgF 3ol A
AT " &S Fol A (V1) H Fol o] AN 8T 1, 5, 10, 15, 30 H 45%
I 1, 4, 8, 24, 36 2 48417k, A AZS LO/MSE AREte] ghmbulolle] tiaE) HA1sgitt.
Nab-2}sjmle] 12 q4dx3 Ao A 180 mg/kge] FHil FolgoA F5Adolqlty. @ gs AAF Ei= CBCA]
Wsh7b dEEA kst 1FH2HEES 2 AEHIZEAge =T #EEA okt = 1 209 =
Al Bpe} o], Nab-gpgjmle] il Fojggo] digh A3y <ksdt, @ & Vo 2 Vo o) dTH= npef 22 4l
o Y X E BT, Nab-#ksbuto]ile G, B AUC, = FoiZel vldaddnt (742 =

A5 A3, B owgel 02 24E (A8 B, dupeld fEA ¢l 83 4¥u olsd ve Wi
SUAS GRSHE YRS B4 R B vl ) BHOoE 9T = Aok,

o
AAle] 2B: Nab-ghsirloldle] S48 9 oFES} AT

Nab-ghstviollel AA e sxmebn e HEGN FolF wel ATE Fd AFAAT. Nab-ehsiviel
S 1, 5 % 9¢) qd4dx3 Ao E 0, 20, 40, 90, 120 % 180 mg/kg= Uy Eroﬂ 39tk (n=20). Nab-&}3bv}

o121 q4dx3 AAeNA 90 mg/kg (540 mg/m) olake] Fojek fFolA 2 BLHIUh. 120 mg/kg D 180 mg/ke
o Ha Tl 20% 2 100% 9 AlgEo] YElWT). E%EﬂiEﬂ%%% 92 nEFFA g =g8Fe #E
A ko).

Nab-g}sjmte] sl o] ofgdte ~xela ] HEA 1 (N=5), 15 (N=4), 30 (N=3) 2 45 mg/kg (N=4)9] Fo]%
FEAA AT, e AES Fo A (U1FA) T 5 v Al-elA #Hskeld: 1, 5, 10, 15,
30 B 455 1, 4, 8, 24, 36 B 4843, @ HES LO/MSE AREste] ghatutol il dhal] 2483ttt
Nab-gfotufo] A& w4 A&ek Fx4 51 2,

nElsgit. = 18 Fx3oh. Nab-gtyjvio]
15 mg/kg, 30 mg/kg X 45 mg/kgd] T +F

g< ssE L}'E}‘ E]' Nab—ﬂ—ﬁ}—u]—ol/‘\lgl Cmax g’l AUCinf% 1,5_0:1%1:011
] PK= Nab-uh2 2514 B Nab- LA EHA 3} %f‘}ﬁ}ﬁ‘r &= 2D=
oA Bl IV Fo] $ A7kl tiE Nab-ehsuiolal ol F
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[0309]

[0310]

[0311]

[0312]

[0313]

[0314]

[0315]

[0316]

[0317]

[0318]

SSS0l 10-2154459

o] B-A¥ ZFFS HojFEr.
A A 3: Nab-glglulo]Al-S ALE3 FHIoT AlEo] oA

Nab-gtglrlo]2le] &Fef SAS wpf-2oA QI F1F 4F o|FolAAS AFEste] AT, MX-1 Y&
A FEFA vk 4-5mkel/aH) e &5 2 #HE dg 2 F

A, vzl A 45 Eet mlF 33 PO 40 mg/kg9] qu%k Fo
Folagitt, Fo] By 2 ml/kgolTt. Y

Nab-g}gprlo] A& fapebol s ¢ azp4o|dar, MX-1 o]FolAHd dial 88%< T4 4
ATt (p<0.0001 ©f thz*, ANOVA; %= 3A). 40 mg/kgoll A Nab-2}dlulo]ale] &3k §-olat
ol A #E=R ekt (& 3B). wEbA], Nab-g}uprlolale qddx3 PACNA 180 mg/kg? FHaL
#E&HAa, A FeshS B, AA oA g 2 i wg- a3y o)),

= 49, B iy g x4
) AN L =

=
=
)& A 141011*1 w"r%o & ili'iﬁ}% a9 sEE AAs] f8 A7) 8 Ed=

e} o8k, 100 m' 2 AZAAT.  o]o]
“é* = Nab-2kohulo]2S A Hiu)

“,
3:

N

2

=

=

3S

=

=

fru

r—{m HU
>

o

ol

%9,

Aui

ofN o
n N
N

ftilo

m{n
M

Ash Aol Lol AAE Qoo 2HBS & (1 Sol, FYMY AR, WA, oY W/EE AL
A% 2B $HS 2] A8l AN w@ AP 5 vk, EE PHel olF A AUS s AL
4 % 9t

shubel o AIZQ WHOA, U (N Bol, AT U, T e ol AW WY, EE LT e
o] Aol FAHE S BE TREZS AGSte] Nab-ghubviol Al Ei 1o FEAS] $EA, o5 U
pdst 14 Aol FEsAc. o wowge) 2] ARRA ok 250 ng/m A e) W T
A ctold me 2o FEAS NAL £ G A9, b Artold e o 2R Bwg 23
a7 &l 114, o A EE a9 FEA

A7 5: Nab-hsiviolale] §A AA] LGl % chEy FEE (M) HEF

2 AA-1 (IGF-D 2 thdy F43 M) Az A%, AE 2 o4& Ui
oA Fas e s}, == %# A AEZ (BMSC)o A o]E59] FHl&= MM AlE9] F-2bol| o3 Agx4dw
. IL-6 2 IGF-1& mEA-Asy iz 7]y (MAPK) 9 FagEHe|=AE 3 -7 vAl/Akt 7]
(PI3-K/Akt) Az A=Ao|=e] EA3IE T3l M AE S miziser. 2E Ao A= PI3-K/Akt Al
TAG] Mol AH, AE, olF L AE F7] £4L uH7H§3% RolFEth,  @ASE AktE tHA] A=
(forkhead) A} 12F (FKHR), 2€l37 &4 a4 71WA (GSK)-3B, 2 guputo]ile] L/5E B4 (mT0R) S
2 s 1A BAE Qlibsiazl

e FE71-6 (IL-6) L <l&d

¢
o Ho
>~

>

o,

W AZFE WG AR B wge] qdele el 2AE (AF Bol, heivieldl R wA and, o
Fol, gnug FHshs vhedAh e 5He AP A8l EE AL AN BN AsE 5 Aok, B o2
Wel gl AR duuloldg MR Eo urh nRejden duwd 4 RS &7 wiel wi
A

olE AE 7]WF BAS 9ja), RPMI 8226 2 U266 17F MM Al¥FE v= HFA=F S 279 ol 89
Az A& (American Type Culture Collection; ATCC)C.ZFE J43ct. At fFadio M AEE 73
[Y. T. Tai, G. Teoh, Y. Shima, et al., J. Immunol. Methods 235:11, 2000]°l 7]A|¥ w}e} Zo] &z} B
225 AAsEY. < M Aﬂi?—g 10% 2 "o} &3 (FBS), 2 mmol/L L-ZFe (L-glut, #
(GIBCO, W= #F&F A= odd=)), 100 U/ml HAHAH Z 100 mg/mL Z2EHEwtolAl (P/S, HA)S Tt
St RPMI-1640 =] (A]2m} 7192 (Sigma Chemical, ®= ®]FE]F AQMEFo|2)) ol wiFstict. MM
2 AEE 95% (D38+, CD45RA-o)th. S 7Hd Al (BMSC)+= +3 ([D. Gupta, S. Treon, Y. Shima, et

[
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[0319]

[0320]

[0321]

[0322]

[0323]

[0324]

[0325]

SS50l 10-2154459

al. in Leukemia, 2001] % [S. Gartner and H. S. Kaplan in Proc. Nag. Acad. Sci. USA 77:4756, 1980])¢l
ZIAE vpe} o] A TR ofzt MM #Ate] FRIAoRHHE AXSITH. AEE 20% FBS, 2
mmol/L L-glut % 100 ug/mL P/SE ¥-f3FE ISCOVES] WM& =wl= (Dulbecco) WA ol A mjkslict. <17k
Agew e AE (HUVEC P168)& ZZWEl2 (Clonetics), Who]3El# (Biowhittaker)ZHE 193
EGM-2MV viA] (Z2MlEg 2, vto] 3 ef#]) el FAAZ.  gtgrfolal 9 #A did (& 5o, ¢Fv
S = YndAE oF E9] 0.01 WA 100 pMe 5% HYR ad vjx Fo 39},

A 6: Nab-tgjupo|2le] &4 A AHE3l7] A% A7 FE-UAE MM AlEF 2 Ed M FF AE

B o] g 24w Fads ke Wi AEFAA F7tE ke S Qv okE Wi AR ARE
o B ool ngd 2E] ALgo] 93 ;ES_TJrXﬂ,_O_i A8d g s AL & @A s Ee] A
GoletA @k, el oo ynda 2AE (dE 5ol, Suvuteldl 3 @A @, oE 5o 4R
S EFeke Uz 4L xE WS ARSste] A oke-eA B OE-UA AR M Al EFA
4 7re # ATt @Wﬁﬂ AT GAERE (Dex)-F4 M-1S A5, Dex-thA MM-1R A5 3hetE4d
7+ BN MEF RPMI-8226/S, 2 19 stetEA-ulA A ES RPMI-8226/Dox40 (SaFH]Al-UAd),

RPMI-8226/MR20 (HIEQE% WAd) 2 RPMI-8226/LR5 (HZHk-1i4d) AXE; MM-1S-TR15 (TRAIL/Apo2L-143 3}¢]
AFEF); TR oS AAA REHZY (PS-341)0 WA SA2RE g 9k MM 29 Al3EQ MI-SAR-1
(M-SA-12% E3) AE (PS-341¢ gk Aldd ] WS X3 AlE); OCI-My-5 AIXE; S6B45 A|¥; ARD;
ARK; ARP-1; OPM-1; OPM-6; K620; LP-1; U266; % NCI-H929 AM¥E& ¥33tt}. EE MEE 10% 4 "o}
g4, L-2F5R, Audy 4 2EfjEnto]l (o] H Az A2~ (Life Technologies, P& 7&F 1=
ofAdME)) S BZFS RPMI 1640 wiA] (o] BlAEm2 A 2) YlolA] wijalalrt.

AT M FF Axe F7HE T (ZEH R =- ‘%‘
WA (S o}, Helw u} = EE ZRYolE A4
AT ulg g M FY AEE AAd 404 A3

_4

AAd 7: Nab-glgvlelAloz g F4 HE AE (BMSC)SE MM MlES] FA] uiek &4

BMSColl H-2&w | MM Al¥e Fdo] &M QA A5 5o dapreldE B HEEA 38X
Ho] 7291t} (Chauhan D. et al., Blood 1996, 87, 1104-1112). o]&3dt uje & YA

(<3

T AZSA S Folo] /2T ABA) M BA} AT AU
e, el lelel aald 2% (I Bl dhstulel L ] wud, dE
A€ BUSCSF MU AES] BEAge] BA FHF (sequelac) S FHL 7]

Frr
o
ko
Ui o

g3l AR5 98 AEE $ Ak, B3], oA Ask vle} o] MM A EE BMSCY &7 A
S S vl BAS At BUSCE 24-9 ZFHo]E AelA g (confluency) A7HA] A 7A]

AR AFe =, WM SAZ5E gl dHgd T AE (CD138+ MEolA oF 95% z7e] &
8 A = gF Do H7Fsta ([Uchiyama H. et al., Blood
1993, 82, 3712-3720]; [Mitsiades N. et al., Blood 2003, 101, 4055-4062]), ¥ o] t=9ix} =4S o
5 E°] Nab-g}gjmto]rle] &4 Ei= FA) bl 48A17F &t AFulo]’sgitt.  Arolol= MM AlZ 2] (D138+ H
oS A ddl e AE EA4S s, M AXE AEH gig Yega 25 anE 77k vg)
S-Ag g vaste] Aolgle MES] HlEEA FFET.
AAle] 8: Nab-gsjvlolAlo=z Az MM Z3 W|g AE] NIT H[ A AE 74
B Aol A, AEZ AEY F A g 2 Ay Yt 2AAE (dE 59, gupuleldl 2 g o
A, & 5o 4SS e g2 ads Frieislnh. Az AEL o) w3l 7| AE nle}
o] 3-(4,5-tyMdHo}E-2-)-2,5-tAdHEeEF HErfo]l= (MIT; Alxwt AWZ) ¥4 FA4& ARt
/189t ([Mitsiades C. S. et al., Blood 2001, 98, 795-8041; [Mitsiades N. et al. PNAS 2002, 99,

il £

(o]

o

2
oL

Sl =

)

2

N

:.Nz

;

)]

=

fo

s

e

=

=

w2

(@)

A

m =

14374-143791; [Mitsiades N. et al., Blood 2003, 101, 2377-23801). 7&%0] Argahd ] % 0-100 nM 2
vpupol Al B DNSO MI3| S tiEwe] HE sEolA 2.5% & Hok @4 (FBS)S &4 oMl O ‘ﬂ“’u Ui

A2 A= (dE 591, Zartelal 9 ®#A wid ) A& & %_”"%‘ﬂ% X Ywdab) o] EA stell 70
% WA 80% SHEE 48-U ZHolE Zelo|dsint. ZHzte] A F:Alel, AEE 1 mg/mL MITS} A
AlZE &9t 37TolA AFulol”sitt.  o]oA, E=2wizt AFS &al|A17]7] S8 A FALGHA o]
TR IN HC1Y £33 (23:2, vol/vol)S #H7Fstgith. Aolgle AxoA g9 E3% (A) 570 el
A EHAska, olwf 630 mmE Fx IFoR ARESIGTE. AlE AEHEE nAY dxate

S~

BN
Hd
o,
5&
2
=
o
)
s

!
R
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[0326]

[0327]

[0328]

[0329]

[0330]

[0331]

[0332]

[0333]

[0334]

[0335]

Bkt ARe AgHom Ao 33 wEaw, 7o AW 20 AFHow 247e] Ao Ao

=
7S] WA R, doleke EA Aye] FELLDEA /%A,

2 Ao A, Al
A, dE 5o 481
E WA 10% 4 HoF & -3k RPMI-1640 #jx]olA 12A]3F &<t

=2 ZAE (A5 59, guvtolal d A duld | o E Bo] RS ¥l
z7e EA4 sloll 96-4 wgA7lH (H2E (Costar, V= wjAlFEMZ=F AHE]A]))

“ElUIE (ol EREEx (NN Products, UIF WARAEF waE))Sl Eqel oa F4& Z4s

m o g B outge] ozt 2AE (4 TA

=
Fahe thegdabe) AuE WAt F4 2 AL 4EY 24 A, WA

Ll
urt
2
)
L=
i)
%)
27
WE,

Moz AES 4847 kel upAut 6A17F FoF H-E|M®l (0.5 pCi/@)om HAsm, AE ME 57
AB A B AE52A (Cambridge Technology, V= wiALFA|=F B A ))E AMEst] fr2] Y ol +
31, LKB Betaplate A3 Al57] (€2 (Wallac, vl=r wWl2HEF Alo|H A1) E ARSI AlslSiH.

JIN

o] AL CellTiter96 One Solution Reagent (ZZH|7} (Promega, W= YAFAIFE t]&))S o]
TAE AREEte] B EA o ® FaEitt. AEE 48A17F vl mhAE 2417 F<E MISOl =%

5 570 mme] ODe|A] ELISA E#olE w57] (EeEel tulolalz mo#eld  (Molecular
Devices Corp., Hl= ZA]EYolF AUn|d))E AHE3lo] SA3IGAT.

AAle] 10: Nab-gfgjutolrloz Xazjd MM ZZ wiF AES] AE F7] £4

Aol A, AR FT]el tiE 2w YmdAt 2w (dE 501, Fuvioldl B dA @A, dE 5

of ARWE EFee e EAE FARAT. M AT (10’ AX)E B WP el 24E

(& 501, gtautelal B gA el | o & 5o 4Pnls EFste Ux=dAb) Ee DISO izt &4 &
o 24, 48 2 72A17F Zob HjkEldtl, olojA, A E2 TAFOE 93 A4 (PRBS)E AlHEti, 70% o]Ehe
2 ageta, Rise (AavhE Ahgint.  ololA, Axs eer=sresy (Pl 5 pg/ml)o® s,
HNE F7) Z299S Epics % AFE A7) (ZLH o]F==24 (Coulter Immunology, W= Z 2|t} o)

dgjo]))oll A N AZEY oIS Algaste] AA T
AAle] 11: Nab-#sjwiolaleoz A H AXe] did e M AX 84 #4

W oo el 2HE (A8 S0, duvleldl W WAl Bud, oF o 4PHS TP g e
il A e B B o8l 22 WAE £ A oF B, ¥ wEel dugn 2489 Y-
2991 1A AAIEE HARASR AP A A AL o] £2AUY B

& G-AEARY wude] g Agstel BE + k.

s =

=
ﬁz

AAd 124 A JolA A7F MM AlEo] 3t Nab-Elgrlo]Ale] a3}
ol Al MM A3 Aol digk 2 el Yzt 2AE (AdE 59, apvtolal E A
s XFstE =g a8 Hrrektk. 100 w0 vEE A (matrigel) 7149 v
Eg2x (ME 0)71¢& (Becton Dickinson, W= wjAlEA=F =X =)o} k7] 100 mLe] RPMI 1640 <) 3x10
AEE vpg2e] 5 A3 3t JFeUTE. FTAF 6Y€ Fof, nfSAE B o] Yndixl 2AE (4
S 9], guloldl & A @A dF o] dENUE XsE YY) E FoAS 279 APy, BE

TR EFHIAUG. olojA, B ”Luﬂﬂ U=zl 2AES AFESE ABAE 45 B9t v5 339 dAHow

= o)Xy

_(

40 mg/kg®] FolF FEOE ehabvieln) W Al WA, dF Ho AVNE TS UnedR 24, EE
95E AU WE Folagr. Fol ¥t 2 nl/keolt. FF ¥0E FHAA A AP FH B 47
o) AL AL T 28 SRS, Gl 2 ol EFSAL vkg2sh WAL FEt B W RS 84
ARG B A AGAZTE ARARAS =S B

A 12B: AA] oA 17F MIS Ml X tidl Nab-gtstufolale] &3
Ao, A ol MMIS AlE Aol tidh Nab-ghaufolAle] &3t=2 HuFekdch. 100 b vEZA 7]
Aur jEL . (ME 719 34 100 nLe] RPMI 1640 £9] 3x10 MMIS A EE u}oxo] o
AEsr. FAF 64 Foll, w25 Nab-gtgvlo]al s T3t 3719 AT, BE g2

2wl
NEzFY FEAAE 0.9% NaCl €95 Tttt (i.v.). 379 A8 &A= 20 == 40 mg/ked]

_55_



[0336]

[0337]

[0338]

[0339]

[0340]

[0341]

[0342]

[0343]

wF 33 ool Fely A4 w
Fol Rt 2 nl/kgolAT. FF WU 77 %
Pargrt. Tl 2 onol EHEAL vh2t WAL FHvt B W) BE
o, 378l BE Aol A, Nab-eshubol e by 5ol vlal mAsh S S,

AAe] 13. HI29 (313t A% 9FE) F% olFolAWoe] theh, ohHSpAM} x3hE Nab-chubviolale] AlEH A
4

& A= 20061 29 219 &Y% U.S.S.N. 11/359,286 (=, 2006 119 239 379 m= &3 F7)
2006/0263434) 0 7AAH o] QTh. T mho oAl 109 HI29 AEE 9= Atgle] o]Aslgith. Eoko] =
A7Vsekar 100-200 mn & 27 © ABZ HAGAT. vSAS 49 F (P9 n=8) o2 PR RFHa
gt 17oAlE |55 S 33 453 B9 i.v. Fostal; 2w AlE ol ™S 10 mg/kgE 5S¢t U
i.p. FAsla; 370 A= Nab-2}dbulo] A8 40 mg/keg® vl 33 45 59 i.v. ¥4 1; 479 A= Nab-2}3}
wlol Al (40 mg/kg= w5 33] 45 Bt i.v. Fof)d} ofHEA™ (10 mg/kgi md 54 <9k i.p. Fo)E
5 Foeditt. T 4o =AIE upe} Zo], T Al @Y QRT R ofHEA™ + Nab-gfululol Al 2%
ST o Zo,

A 14, HT29 (3 AR 4F) T olFolX Al g Nab-gtgrjol4le] Ax5d 44

Nab-ghsfutol 4] EG BAL whesolA HT29 QA7 AR F olFHRL Ags AN, £ ¥
FA w2 (29 3ukehel A 10709 1120 AEE $3 Aele] o] Ad F, ~100 m = AFAAT. ololA,

-0 Al 5 mL/kge] Fo] HIR2 45 Fot wlg 339 dAH o DMSOE 2 nmL/kg® H= Nab-2hdjmlo]il& 40
mg/kge] FoAH oz AWM Y2 FA3t. % A4 dlolelE ANOVAR #4315

Nab-Z}ubujo] Al HT29 %
%o TF AT dAE &
Q2o X -9.2% 9] A|F
AAl4] 15, HCT-116 (AZF 2 F) T olFo]2H gt Nab-#dvlojile] M=

DR

[e]
ol AN FF S FolstA O*xﬂé}aiz, HT29 &% olFolAHd sl 78.9
dsksict (p=o.oo5 o thE, ANOVA; = 5A). Nab-gujulo] XS 40 mg/kg® Fof gk
27 FEEAY (= 5B).

oX,

3}
=

o,

{0

Nab-ghstvtol 2l o] &5k &4 vhg-2ollA HCT-116 Q13F A7 ok olFol 4 tol HAbslek. HCT-
116 % $R FF = ovbes (IR lovkeDe $5 v sleh oldsta, 100-221 mi =
AGNATE. ololA, whe-od] 10 ml/kge] Fo] B 45 Fob w3359 Ao ?é# 3= Nab-2huhe}
°)41& 40 mg/kge] FolF FEom A U= Foldiint. FF A vlojElE ANOVAR

Nab-2}apue] 212 HCT-116 SFolA BAW FF 44S fFrelstA AstlaL, HCT-116 FF olFol2jxol sy
1% % 473 JAAE GAET (p<0.0001 Th TR, ANOVA; % 6A). Nab-gluulolAle 40 mg/kgo =
FoAgh vhg-2olAd -9.7%9 AT FaTE BRI, oA tixdel Wit -10.7%°] AT Fack FAbs
(%= 6B).

)
&

oﬁ"“

_56_



10-2154459

s==4

B
H

B
H

1 mg/kg (N=5)

15 mglkg (N=4)

30 mg/kg (N=3)

45 mgl/kg (N=4)

HL (hr) 143+6.3 25.83 + 10.05 18.47 + 1.61 13.45 +3.24
T, (hr) 0.017 +0.000 | 0.017+0.000 | 0.017+0.000 | 0.017 +0.000
C,,.. (ng/ml) 958.7 +677.0 | 7354+2233 | 54118+ 39758 | 70436 + 38396
AUC,,, (hr*ng/ml) 487.3 + 101.7 5654 + 910 14834 + 4764 | 25421+ 4085
AUC,  (hr*ng/mi) 669.1 + 222.1 6017 + 647 15300 + 4899 | 25774 +4108
AUCq,irpo (%) 24.1 +14.1 6.450 + 6.16 3.13+0.24 1.38 + 0.83
V, (L/kg) 30.6+7.2 66.04 +57.45 | 56.11+18.36 | 34.15+8.17
CL (L/hr/kg) 16+06 2.51+0.28 2.08 +0.58 1.78 +0.26
V,, (L/kg) 248+76 33.82 +22.19 14.91 + 4.54 9.55+2.24
MRT (hr) 15.76 + 6.94 7.11+0.30 5.35+0.94

_57_



10-2154459

s==4

B
H

B.
9000
)Sgﬂ ® Cmax 300007 A AUC Inf
€ 700004
Moss. 200001
= 50000 .:m.
T 40000+ T
m. 300004 < 100004
20000+ Y
10000+ -
o T T T T o4 T u v v )
0 10 20 30 40 0 10 20 30 40 50
Fo] % (mglkg) = o) F{mglkg)
C. - D.
e Vss
404 16+008 18
S ——{Z:15m
304 ML 100000 —a— 2 :30 Boam
£ -e-37: 45mglkg
2 % 2 10000
ME 1000
10 #* 10
o T — o ) 10
0 10 20 30 50
Fojzmglkg
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s=s3

¥ dstetol Al (40mehkg, 3x /4T

=@ uiniolal ¥ ABX

~& -ABX (10sg/kg, G, ip).. -

A. =9 By 24 B. Al &4 JA w_m
e 2} 5}7}0) 4] (40me/kg, 3x7F/45) =~ &} glulo] Al (40mg/kg, 3xF/45) G
- A5 &= A
.»ooog 25+
& —_
E 3o ol
= 15+
3 2
5 20004 Ko 104
%o =
No 54
10004
1]
0 -y u - 5 . ) ]
0 10 20 30 0 10 ] 20 30
Ag F A5 AR F dF
™ H
T B
Y : &
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=8N}
=
EH5
AF FA
Zrojutol A (40mglkg, 3xHi5/4 5 )
-~ 10+
[}
£
- ;\: 5
B ~
i+ 4
ol 0
HT29 & i
=
.54
- -10 i
50 50
ol4 ¥ A
A B
EH6
ERER A% 2
O~z -0 Z3}viol Al (40mglkg, IxWF/45)
2500+ 5
gE; §
£ 20004 -
7 1500 <
- ] #
HCT-116 = B 5
Xo 10004 o
% g
500- -1e
0 Y -1 Y T T Y \J -15 T T u 1
6 5 10 15 20 25 30 35 5 10 15 20 25 30 35
SRER i o4 ¥ 9%
A B
EH7
MMIS tt24y 4% o|ZFo]4¥ EAd A Nab-#tutulolale] g5 A
~ 7000
¥
% 5000
n
o 5000
ﬁ ~o—Sol. NaQ 0. 9%
]
o 4000 ~88- NAB- 2} tulo] Al 20 me/ke
No 3x ) F
B 3000 -—t—gﬂeﬂ- 2tstulo] Al 40 ng/ke
x of]
= 2000 =O—NAB- 21102l 30 ng/kg
K L
~
N 1000

-

3 6 8

10 13 1§

17 20 22
Am %

24 27 29
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