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Fig. 13
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Fig. 14
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Fig. 15A

Effect of Nanoimmunocomplex (scL-HK/GMC)
on Sensitization of MDA-MB-435 Human
Melanoma Cells to Doxorubicin ’
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Fig. 15B

Effect of TfRscFv/LipA/GMC-5-193 Nanoimmunocomplex

Melanoma Cells to Doxorubicin
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Fig. 15C

Effect of tumor targeting liposomal delivery of GMC-5-193
on sensitization of B16/F10 mouse melanoma cells

to Cisplatin
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Fig. 15D

Effect of tumor targeting liposomal delivery of GMC-5-193
on sensitization of B16/F10 mouse melanoma cells
to Cisplatin
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Fig. 15E

Effect of tamor targeting liposomal delivery of GMC-5-193
on sensitization of B16/F10 mouse melanoma cells
to Cisplatin
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Fig 16 A

Effect of Tumor Targeting Liposomal Delivery
of GM(C-5-193 on Sensitization of Normal

Human Lung Fibroblasts IMR-90 to Doxorubicin
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-Fig. 16B

Effect of tumor taxgeting liposomal delivery of GMC-5-193
on sensitization of IMR-90 human lung fibroblasts
to Doxorubicin
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Fig. 16C

Effect of tumor targeting liposomal delivery of GMC-5-193
on sensitization of IMR-90 human lung fibroblasts

to Mitoxantrone
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Fig. 17A

Effect of Tumor Targeting Liposomal
Delivery of GMC-5-193 on Sensitization of DU145
Prostate Cancer Cells to Taxotere
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Fig. 17B

Effect of tumor targeting lipesomal delivery of GMC-5-193
on sensitization of DU145 human prostate cancer cells
to Mitoxantrone
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Fig. 17C

Effect of Tumor Targeting Liposomal Delivery of GMC-5-193 on
Sensitization of MDA-MB 435 Human Melanoma Cells to Taxotere
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Fig. 18
The Effect of Tumor Targeting Liposomal Delivery
of GMC-5-193 on Sensitization of B16/F10
Mouse Melanoma Cells to CDDP
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Fig. 19A

In Vitro Comparison of Free GMC-5-193 or
TfRscFv/LipA/GMC-5-193 Complex Uptake in MDA-
MB-435 Cells
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Fig. 19B

In Vitro Comparison of Free or Nanoimmunocomplexed
(scLHK-GMC) GMC
Uptake in MDA-MB-435 Cells
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Fig. 20A

Incorporation of a Fluorescent GMC in the
Nanoimmunocomplex Enhances Tumor Specific
Uptake After Systemic Administration
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'Fig. 20B

Enhanced Tumor Specific Uptake After Systemic

Administration by Incorporation of a Fluorescent

Small Molecule in TfRscFv/LipA-HoKC/GMC-5-
193 Complex

: sc’-LfHK/GMC Complex

Brightfield Fluorescence Brightfield Fluorescence



WO 2007/142781 PCT/US2007/011407

35/90

Fig. 20C

Incorporation of a Fluorescent GMC in the
Nanoimmunocomplex Enhances Tumor Specific
Uptake After Systemic Administration
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Fig 21A

Inhibition of Melanoma Tumer Growth in
Syngeneic Mice after Treatment with the GMC
Nanoimmunocomplex (scL-GMC, scLHK-GMC)
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Fig. 21B

Inhibition of Tumor Growth in Tumor (B,(/F,,)
Bearing Syngeneic Mice after Treatment with the
Combination of TfRscFv/LipA-HoKC/GMC-5-193

Complex plus CDDP
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Fig. 21C

Inhibition of Tumor Growth in Tumor Bearing
Syngenic Mice after Treatment with the
Combination of TfRscFv/LipA/GMC-5-193
Complex plus Cisplatin

Cisplatin
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Fig. 22

Cleaved Caspase-3 in the Serum of Tumor Bearing
Syngeneic Mice After Treatment with the
Combination of TfRscFv/Liposome/GMC-5-193
Complex plus CDDP
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Fig. 23A

Comparison of Effects of TfRscFv/LipA/YK-3-250
Complexes at Different Ratios of YK-3-250 to LipA
in MDA-MB-435 cells
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Fig. 23B

Comparison of the Effect of Free and
Complexed (scL) Smalil Molecule
YK-3-250 on MDA-NB-435 Cells
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Fig. 24A

Conparisonof the Bifect of Nanoinmunoconplex
Delivered and Free Geevecon
HumenProstate Cancer Cells
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Fig. 24B

Comparison of the Effect of Nanoimmunoconmplex
Delivered and Free Geevec on
NDANB435 Humen Nelanoma Cells
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Fig.24C

Effect of TfRscFV/LipA/Gleevec complex
on B16-F10 cell line
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Fig. 25A

Effect of Tumor Targeting Liposomal
Delivery of Gleevec on Sensitization of MDA-
MB 435 Human Melanoma Cells to Taxotere -
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Fig 25B

Effect of Tumor Targeting Liposomal
Delivery of Gleevec on Sensitization of MDA-
MB 435 Human Melanoma Cells to Taxotere
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Fig. 26A

Effect of Tumor Targeting Liposomal Delivery of Gleevec
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Fig. 26B

Effect of Tumor Targeting Liposomal Delivery of Gleevec
on Sensitization of DU145 Human Prostate Cancer Cells
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Fig. 27A

Effect of Tumor Targeting Liposomal Delivery of Gleevec
on Sensitization of Panc-1 Human Pancreatic Cancer Cells
to Gemzar
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Fig. 27B

Effect of Tumor Targeting Liposofna[ Delivery of Gleevec
on Sensitization of Panc-1 Human Pancreatic Cancer Cells
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Fig. 28A

Effect of Tumor Targeting Liposomal Delivery of Gleevec
on Sensitization of B16-F10 Mouse Melanoma Cells
to Cisplatin
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Fig. 28B

Effect of Tumor Targeting Liposomal Delivery of Gleevec
on Sensitization of B16-F10 Mouse Melanoma Cells
to Cisplatin
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Fig. 29A

Effect of Tumor Targeting Liposomal Delivery of Gleevec
on Sensitization of B16-F10 Mouse Melanoma Cells
to Dacarbazine (DTIC)

8

A
el

—8— Dacarbazine only
~O— LipAonly

—¥— Free Gleevec

—/— TiRscFv/LipA/Gleevec

F EDUT ST S B |

Cell Survival(% of control) _,
3

h
o

<
i S

”7/” 4 T T T T YT
0 10 100 1000
DTIC (uv)
ICqy

DTIC only 2300 uM
LipA only 1800 pM
Free Gleevec 900 uM
TiRscFv/LipA/Gleevec 430 pM
Fold Sensitization{compared to DTIC)
LipAonly 13
Free Gleevec 2.6
TiRscFv/LipA/Gleevec 5.3
Fold Sensitization{compared to Free Gleevec)
LipA only 0.5

15 M Gleevec  TiRscFv/LipA/Gleevec 2.1



WO 2007/142781 PCT/US2007/011407

54/90

Fig. 29B

Effect of Tumor Targeting Liposomal Delivery of Gleevec
on Sensitization of B16-F10 Mouse Melanoma Cells
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Fig. 29C

Effect of Tumor Targeting Liposomal Delivery of Gleevec
on Sensitization of B16-F10 Mouse Melanoma Cells
to Dacarbazine (DTIC)
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Fig. 29D

Effect of Tumor Targeting Liposomal Delivery of Gleevec
on Sensitization of B16-F10 Mouse Melanoma Cells
to Dacarbazine (DTIC)
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Fig. 30A

Effect of Tumor Targeting Liposomal Delivery of Gleevec
on Sensitization of H500 Human Normal Skin Fibroblasts
to Mitoxantrone
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Fig. 30B

Effect of Tumor Targeting Liposomal Delivery of Gleevec
on Sensitization of H500 Human Normal Skin Fibroblasts
to Taxotere
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Fig. 32A

Effect of TfRscFv/LipA/Tarceva Complexes
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Fig. 32B
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Fig. 32C

Effect of TfRscFv/LipAlTarceva Complexes
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Fig. 33A

Hfect of Turmor Targeting Liposaval Delivery of Tarceva on Sersitization of
DU145 Haan Prostate Cancer Gells to Mitcanirone
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Fig. 33B

Effect of Tumor Targeting Liposonal Delivery of Tarceva on
Sensitization of DU145 Human
Prostate Cancer Cells to Mitoxantrone
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Fig. 34A

Effect of Tumor Targeting Liposamal Delivery of Tarceva on Sensitization of
NDANVB-435 Humen Melanoma Cells to Taxotere
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Fig. 34B
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Fig. 36A

Eiffect of tumor targeting liposomal ddivery of Tarceva
on Sexsitization of
HB00 hurman skin fibrobiast to Mitoxanirone
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Fig. 36B

Effect of tummor targeting liposomnal delivery of Tarceva

on sensitization of

H500 human skin fibroblast to Taxotere
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Fig. 37

Effect of Different Sutent/LipA Ratios in the TfRscFv/LipA/Sutent
Complex on DU145 Human Prostate Cancer Cells
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Fig. 38A

Effect of TfRscFv/LipA/Sutent Complex
on DU145 Human Prostate Cancer Cells
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Fig. 38B

Effect of TfRscFv/LipA/Sutent Complex
on PANC-1 Human Pancreatic Cancer Cells
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Fig 39A

Effect of Tumor Targeting Liposomal Delivery of Sutent
on Sensitization of MDA-MB-435 Human Melanoma Cells

to Taxotere
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Fig. 39B

Effect of Tumor Targeting Liposomal Delivery of Sutent
on Sensitization of MDA-MB-435G Human Melanoma cells
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~ Fig. 40

Effect of Tumor Targetmg Liposbinal Delivery of Sutent
on Sensitization of DU145 Human Prostate Cancer Cells
to Mitoxantrone
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Fig. 41

Effect of Tumor Targeting Liposomal Delivery of Sutent
on Sensitization of Panc-1Human Pancreatic Cancer Cells
to Gemzar
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Fig 42A

Effect of Tumor Targeting Liposomal Delivery of Sutent
on Sensitization of H500 Human Normal Skin Fibroblasts
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Fig. 428

Effect of Tumor Targeting Liposemal Delivery of Sutent
on Sensitization of H500 Human Normal Skin Fibroblasts
to Taxotere
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Fig. 42C
Effect of Tumor Targeting Liposomal Delivery of Sutent
on Sensitization of H500 Human Normal Skin Fibroblasts

to Gemzar
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Fig. 43A

Effect of Tumeor Targeting Liposomal Delivery of Sutent
on Sensitization of IVMR-90 Human Normal Lung Fibroblasts
to Mitoxantrone
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Fig. 43B

Effect of Tumor Targeting Liposomal Delivery of Sutent
on Sensitization of IMR-90 Human Normal Lung Fibreblasts
to Taxotere
_

s
=]
(=

]

g 80

QL J

e ]

o ]

=2 60 -

© .

=

S 40

@ | - ur
g -~ LipAonly

B
o
PO S

—— Free Sutent
—/— TiRscFv/LipA/sutent

<o
§ ot

‘-./"”l T T TTrrTTTY T T Ty ¥ ALY | '4 LARUNRR BB S e )
0 0.01 0.1 1 10 100
Taxotere (niVi)
| ICsgr

urt 2 nivl

LipA only 32 nM

Free Sutent > 100 nM

TiRscFv/LipA/sutent >100 nM

2.5uM Sutent



WO 2007/142781 PCT/US2007/011407

83/90

Fig. 43C

Effect of Tumor Targeting Liposomal Delivery of Sutent
on Sensitization of IMR-90 Human Normal Lung Fibroblasts
to Gemzar
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Fig. 44

Comparison of Effects of TfRscFv/LipA/lressa
Complexes at Different Ratios of Iressa to LipA
in MDA-MB-231 cells
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Fig. 45A

Effect of TfRscFv/LipAllressa Complex
on MDA-MB-231 Cell Survival

o
[\

4

-
L=

o
oo

o
EN

Cell Viability (Relative to untreated)
o o)
N o

~—¥— Lip A alone '
—8— Free lressa
~O— TfRscFv/LipAliressa \Q

Lz
0

o
o

10
Concentration of lressa (ul)

IC50
Lip A alone > 50 pM
Free lressa = 32 uM

TfRscFviLipAliressa = 16 pM



WO 2007/142781 PCT/US2007/011407

Cell Viability (Relative to untreated)

Y
%)

1.0

0.8 |
0.6 -
0.4 |

0.2 ;

0.0

s

86/90

Fig. 45B

Effect of TfRscFv/LipA/liressa Complex
on MDA-MB-435 Cell Survival
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Fig. 45C

FIGURE G A

Effect of TfRscFv/LipAliressa Complex
on DU14S Cell Survival
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Fig. 46A

Effect of Tumor Targeting TfRscFv/LipAliressa complex
on Sensitization of MDA-MB-231 Human Breast Cancer Cells
to Taxotere
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Fig. 46B

Effect of Tumor Targeting TfRscFv/LipAl/iressa Complex
on Sensitization of MDA-MB-435 Human Melanoma Cells
to Taxotere
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Fig. 46C

Effect of Tumor Targeting TfRscFvlLipAllressa Complex
on Sensitization of DU 145 Human Prostate Cancer Cells
to Mitoxantrone
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