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5.9+.3.
5.0t.4.
5.Jt.5.
5.7+.6.

5.9+.16.

5.9k17.

5.J+.18.

5.9k.19.

5.7+.20.

5.0t.21.

5.7t.22.

5.9t.23.

5.0+.24.

GW786034 is a Potent and Selective Inhibitor of Vascular Endothelial Growth Factor
Receptor 2 (VEGFR2) Kinase Activity

IC50 Profiling of 4 compounds(GW771806A,GW7860348, GW654652X, GW695612A)
using 16 protein kinases

GW786034B(Pazopanib) Biochemical Kinase Inhibitory Activity and Differentiation Studies
Effects of GW786034 on Cellular Proliferation and Receptor Phosphorylation Assays.
Effect of pazopanib on the proliferation of human tumor cell lines

The Effect of Tyrosine Kinase inhibitors with Various Kinase Selectivity on Human Bone
Marrow Progenitors with Colony Forming Ability in Vitro

Anti—proliferative Activity of Circulating Metabolites of Pazopanib in Cell-based Assay
Cellular Activity of Pazopanib, Sunitinib and Sorafenib against Various Receptor Tyrosine
Kinases

Cellular Activity of Pazopanib against Imatinib Resistant c—Kit Mutants

Effect of Pazopanib on CA-125 Expression and/or Secretion in Pre—clinical Models
Inhibition of VEGFR2 Phosphorylation by GW7860348 in vivo

Antitumor Activity of GW786034 in Various Human Tumor Xenografts

Effect of pazopanib on the growth of human renal cell carcinoma xenografts in mice
Head to head Comparison of the Anti-Tumor Activity of Three Small Molecule
Angiogenesis Inhibitors: Pazopanib, Sunitinib and Sorafenib

Combined Antitumor Activity of GW786034B and GW572016F against Human Tumor
Xenografts

Antitumor activity of GW786034B in combination with various chemotherapeutic agents
against HT29 human colon carcinoma xenograft

The Effect of Pazopanib in Combination with Chemotheraputics in Various Human
Tumor Xenograft Models in Mice

The effect of Pazopanib in Combination with GSK690693 on the Growth of Various
Human Tumor Xenografts

Efficacy of KN5 (GSK690693C) and KN10 (GW786034B8) Alone or Combined against the
786—0 Human Renal Carcinoma Xenograft

Efficacy of GSK690693C (KN5) and GW786034B (KN10) Alone or Combined against the
CAKI-=1 Human Renal Carcinoma Xenograft

The effect of Pazopanib in Combination with a B-Raf inhibitor on the Growth of
Human Xenografts Grown in Mice

The Effect of Pazopanib Alone and in Combination with Avastin in Mouse Xenograft
Models of Human Colon Cancer

The effect of Pazopanib in Combination with Taxotere on the HT29 human colon tumor
xenograft growth in mice when given at variable dosing schedules with different
seguencing

Effect of GW786034B on the growth of prostate tumors in CR2-T—-Ag Transgenic Mice
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5.0+.25.

5.7t.26.

5.0+.27.

5.7t.28.

5.7+.29.

5.9+.30.

5.0+.31.

5.0+.32.

5.J+.38.

5.0+.34.

5.0+.35.

5.7t.36.

5.0+.37.

5.7+.38.

5.Lt.
5.Lt.1.

5.Lt.2.

5.L+.3.

5.Lt+.4.

5.Lt.5.
5.Lt.6.

The Effects of VEGFR2 Antagonist GW786034A di-HCI salt in the bFGF/Matrigel®
Model of Angiogenesis

The Effects of VEGFR2 Antagonist GW786034B mono-HCI Salt in the bFGF/Matrigel®
Model of Angiogenesis

The Effects of VEGFR2 Antagonist GW786034A di-HCI Salt in the Mouse Cornea
Micropocket Model of Angiogenesis

Evaluation of the Antiangiogenic Activities of GSK690693C (KN5) and GW7860348B
(KN10), Individually and in Combination, in the Mouse Corneal pocket Assay

Evaluation of GW786034 Administered Orally in Mouse Laser—-Induced Choroidal
Neovascularization Models

Evaluation of GW786034 administered by periocular injection in mouse laser-induced
choroidal neovascularization model

Evaluation of GW786034 Administered by Eye Drops in a Rat Laser—Induced Choroidal
Neovascularization Model

Evaluation of the Prophylactic Effects of Compounds GW786034B and GW771806G in
the Rabbit Model of Choroidal Neovascularization at Either Twice Daily Oral or Eye
Drop Dosing for one Month

Evaluation of the Efficacy in Reducing Corneal Neovascularization Using the Corneal
Suture Rabbit Model: Pazopanib and GW771806 Topical Eye Drops

GW786034A: Secondary Pharmalogical Evaluation of the VEGFR2 Tyrosine Kinase
Inhibititor GW786034A in Radioligand Binding Assays

Kinase ProfilerTM  Studies comparing pazopanib (GW7860348) with  sunitinib
(GSK280677A) and sorafenib (SB-706991)

IC50Profiler ExpressTM studies comparing pazopanib (GW786034B) with sunitinib
(GSK280667A) and sorafinib (SB-706991)

Kinase Selectivity Assesment of Pazopanib (GW786034B): Comparison with Sunitinib
(GSK280667A) and Sorafenib (SB-706991)

Effect of GW-786034A on the Dose Response of isolated rat atria to isoproterenol

e AEE T A HACAERZ

GW7860348B: Effect on Action Potential Parameters in Dog Isolated Cardiac Purkinje
Fibres

GW7860348B: Effect on hERG Tail Current Recorded from Stability Transfected HEK-293
Cells

GW786034B: Safety Pharmacology Study of Overt Central and Peripheral
Pharmacodynamic Effects Following Oral Administration in Conscious Sprague Dawley®
Rats

GW786034B: A Single Oral Dose Respiratory Study in Rats

Hemodynamic evaluation of GW786034A in the anesthetized rat

Single Oral Dose Cardiovascular Study in Cynomolgus Monkeys
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5.Lt.7.

5.Lt.8.

5.Ct.
5.Ck.1.

5.Ct.2.

5.C+.3.

5.Ct.4.

5.C+.5.

5.Ct.6.

5.C+.7.

5.Ct.8.

5.C+.9.

5.C+10.

5.CH11.

5.C+12.

5.C+13.

5.CH14.

5.C+.15.

5.Ch.16.

5.C+17.

GW786034B: Acute Effects on Cardiovascular Function Following Intravenous
Administration in the Conscious Cynomolgus Monkey (Safet Pharmacology Study)

Effect of Pazopanib and Bevacizumab on the Delivery of Chemotherapeutic Agents in
Human Tumor Xenografts grown in mice.

S, 22X, A & HIEAIEXE

The Abbreviation of a Method for the Determination of GW786034 in Mouse Plasma
(range 10 to 2500ng/mL) using HPLC-MS/MS

Method for the Determination of GW786034 in Mouse Plasma (range 100 to 50000
ng/mL) using HPLC-MS/MS

Abbreviated Validation of a Method for the Determination of GW786034X in EDTA Rat
Plasma by LC/MS/MS

The Validation of a Method for the Determination of GW786034 in Rat Plasma (Range
100 to 50000 ng/mL) using HPLC-MS/MS

The Abbreviated Validation of a Method for the Determination of GW786034 in Rabbit
Plasma (range 10-2500 ng/mL) Using HPLC-MS/MS

Validation of a Method for the Determination of GW786034X in EDTA Dog Plasma by
LC/MS/MS

The Validation of a Method for the Determination of GW786034 in Dog Plasma (range
1 to 500 ng/mL) using HPLC-MS/MS

Abbreviated Validation of a Method for the Determination of GW786034X in EDTA
Monkey Plasma by LC/MS/MS

The Validation of a Method for the Determination of GW786034 in Human Plasma
(range 10 to 2500 ng/mL) using HPLC-MS/MS

Method for the determination of GW786034 in human plasma (range 100 to 50,000
ng/mL) using HPLC-MS/MS

The Validation of a Method for the Determination of GW786034 in Human Plasma
(range 1 to 500 ng/mL) using HPLC-MS/MS

Validation of a method for the determination of GW786034 metabolites: GSK1268992,
GSK1268997, GSK1071306 and GW700201 (range 50 to 10,000 ng/mL) in human
plasma using HPLC-MS/MS

Exposure of GW786034X Following Oral Administration of GW786034A at 10, 30, and
100mg/kg to Female CD-1 Mice

Evaluation of Plasma and Ocular Tissue Pazopanib Drug Concentrations Post Oral
Dosing inC57B816 Mice

Pharmacokinetics of GW786034 and its Metabolites Following Daily Oral Administration
of GW786034B for 7 Days in Male C-1 Mice

Pharmacokinetics and Oral Bioavailability of GW786034X Following Intravenous and Oral
Administration of GW786034A to Male Han Wistar Rats

Preliminary Investigation of the Intravenous Pharmacokinetics and Oral Bioavailability of
GW786034B in the Conscious Rat
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5.C+.26.

5.C+.27.

5.Ch.28.

5.C+.29.

5.C+.30.

5.C+.31.

5.C+.32.

5.C+.38.

Preliminary Investigation to Evaluate the Oral PK for GW786034B HCL Salt (micronized)
in Male Spragur-Dawley Rats

Pharmacokinetics Analysis of GW786034 Post Single Dose Eye Drop Administration in
Rats

Pharmacokinetics of GW786034 and its Metabolites Following Daily Oral Administration
of GW786034B for 7 Days in Male Sprague—Dawley Rats

GW786034B: Single—Dose Oral Toxicokinetic Study in Hamsters

Pharmacokinetics and Oral Bioavailability of GW786034X Following Intravenous and Oral
Administration of GW786034A to Male Beagle Dogs

Oral Exposure of GW786034X in Fasted and Fed Male Beagle Dogs

Toxicokinetics of GW786034 following a Single-Dose Investigate Toxicity Study in
Beagle Dogs

Preliminary investigation of the intravenous pharmacokinectics and transdermal
bioavailability of GW786034X in conscious Male Hanford Min—pigs

Pharmacokinetics and Oral Bioavailability of GW786034X Following Intravenous and Oral
Admininstration of GW786034A to Non—Naive Male Cynomolgus Monkeys

Preliminary PK Evaluation of GW786034B Following I.V. and Oral Administration in the
Male Cynomolgus Monkey

Exposure of GW786034X Following Oral Administration of GW786034B to Non-Naive
Male Cynomolgus Monkeys

Preliminary Investigation to Evaluate the Oral PK on GW786034 HCL Salt (micronised) in
the Male Cynomolgus Monkey

Plasma Exposure to GW786034 and Metabolites Following 7—day Oral Administration to
Male and Female Cynomolgus Monkeys

In Vitro Percutaneous Absorption of GW786034B from Prototype Formulations Using
Human Skin

Preliminary In Vitro Protein Binding of GW786034B in Mouse, Rat, Dog, Monkey and
Human Plasma

Assessment of GW786034B Protein Binding in Mouse, Rat, Dog, Monkey and Human
Plasma by Equilibrium Dialysis In Vitro

Investigation of GW786034 Binding to human a 1-Acid Glycoprotein and Human Serum
Albumin by Equilibrium Dialysis

Interaction of GW786034B and GW771806A with Human Serum Albumin

Determination of Permeability and Efflux Characteristics of GW786034B According to
the Biopharmaceutics Classification System

In Vitro Investigation of Transport via Human P-glycoprotein and the Passive Membrane
Permeability of [14C]-GW786034 in MDCKII-MDR1 Cells

In Vitro Determination of the Interaction of GW786034A with Human P-glycoprotein
(p—gp)

An In Vitro Investigation of the Inhibition by GW786034B of Xenobiotic Transport Via
Human P-Glycoprotein, Heterologously Expressed in MDCKII Cells
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5.C+.40.

5.Ct.41.

5.Ct.42.

5.Ct.43.

5.Ct.44.

5.Ct.45.

5.Ct.46.

5.C+.47.

5.Ct.48.

5.Ct.49.

5.C+.50.

5.C+.51.

5.Ct.52.
5.C+.53.

5.Ct.54.
5.C+.55.
5.C+.56.

5.Ct.57.

An In Vitro Investigation of the Inhibition by GSK1268992 of Xenobiotic Transport Via
Human P-Glycoprotein, Heterologously Expressed in MDCKII Cells

An In Vitro Investigation of the Inhibition by GSK1268997 of Xenobiotic Transport Via
Human P-Glycoprotein, Heterologously Expressed in MDCKII Cells

An In Vitro investigation into the Inhibition by GW786034B of Xenobiotic Transport via
Human OATP1B1 Heterologously Expressed in CHO Cells

An in Vitro Investigation of Both the Transport via Heterologously Expressed Murine
Breast Cancer Resistance Protein Human and the Passive Membrane Permeability of
[14C]-GW786034 in MDCKII-Bcrp-1 cells Report Number. RD2005/00379/00. An In
vitro Investigation of the Inhibition by GW786034 of Xenobiotic Transport Via Murine
Breast Cancer Resistance Protein Heterologously Expressed in MDCKII Cells

An In vitro Investigation of the Transport via Heterologously Expressed Human Breast
Cancer Resistance Protein of [14C] GW786034 in MDCKII-BCRP cells

An In vitro Investigation into the Inhibition by GW786034 of Xenobiotic Transport via
Human Breast Cancer Resistance Protein Heterologously Expressed in MDCKIIl Cells

An In vitro Investigation into the Inhibition by GSK1268992 of Xenobiotic Transport via
Human Breast Cancer Resistance Protein Heterologously Expressed in MDCKIIl Cells

An In vitro Investigation into the Inhibition by GSK1268997 of Xenobiotic Transport via
Human Breast Cancer Resistance Protein Heterologously Expressed in MDCKIIl Cells
Quantitative Tissue Distribution of Drug—Related Material Using Whole Body
Autoradiography Following a Single Oral Dose of [14C]GW7860348 (10 mg/kg) to Male
Long—-Evans Rats

Quantitative  Tissue Distribution of Drug-Related Material Using Whole—Body
Autoradiography Following a Single Oral Dose of [14C]GW786034 (10 mg/kg) to
Female Long—-Evans Rats

Quantitative Distribution of Drug—Related Material Using Tissue Autoradiography
Following a Single Ocular Administration of [14C]GW786034 (0.25 mg) in Male Dutch
Belted Rabbits

Determination of the Ocular Tissue Distribution and Systemic Levels of Radioactivity
After Topical Ocular Administration of [14 Dutch Belted (Pigmented) Rabbits

Preliminary Identification of In Vitro and In Vivo Metabolites of GW786034

An In Vitro Investigation of the Hepatic Metabolism of [14C]Gw786034 in the Mouse,
Rat, Female Rabbit, Dog, Monkey and Man

A Preliminary in vitro Investigation into the Oxidative Metabolism of GW786034

Inhibition of Cytochrome P450 Isozymes by GW786034A (02A VT0042)

An In Vitro Investigation into the Inhibition of Human Cytochrome P450 Enzymes by
GW786034

An In Vitro Investigation into the Inhibition of Human UDP-glucuronosyltransferase
enzyme UGT1A1 by GW786034

CYP3A4 Induction Potential of GW786034A in a Human PXR Assay

An In Vitro Evaluation of the Effect of GW786034 on the mRNA Levels and Catalytic
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Activities of Cytochrome P450 Enzymes in Cultured Primary Human Hepatocytes

5.C+.60. A preliminary Biotransformation Study to Investigate the Circulating Metabolites
Following a Single Oral Administration of 100mg/kg and 1000mg/kg of [14C]GW786034
to Male and Female Mice

5.Ct.61. Investigation of GW786034 Metabolites Following a Preliminary Toxicity Study by Oral
Gavage Administration to CD-1 Mice for 13 Weeks

5.Ct.62. Quantification of the Metabolites of GW786034 in the Sprague—Dawley Rat Following a
Single Oral Administration of [14C]GW786034 at 10mg/kg

5.C+.63. Investigation of GW786034 Drug—Related Material in the Eye Following a Single Oral
Administration of [14C]-GW786034 to Male Long Evans Rats

5.Ct.64. Development of extraction method from rabbit eyes following a single ocular
administration of [14C]GW786034 to both eyes of male Dutch—Belted rabbits

5.Ct.65. Metabolism of GW786034 Following a Single Oral Administration of [14C]GW786034 to
Male and Female Intact and Bile Duct-Cannulated Cynomolgus Monkeys

5.Ct.66. Preliminary Characterization of Metabolites of GW786034 in Human Plasma and Urine
Following Oral Administration in Adults with Solid Tumors

5.Ct.67. The Effect of GW786034B on Hepatic Microsomal Levels of Total Cytochrome P450
and Selected Enzyme Activities in Male and Female Rats Following Oral Administration
at Doses of 0, 3, 10, 30, 100, and 300 mg free base/kg/day for 1 month

5.Ct.68. The Effect of GW7860348B on Hepatic Microsomal Levels of Total Cytochrome P450
and Selected Enzyme Activities in Male and Female Monkeys Following Oral
Administration at Doses of 0, 5, 50, and 500 mg free base/kg/day for 1 Month

5.Ct.69. Elimination of Radioactivity Following a Single Oral (10 mg free base/kg) Administration
of [14C]GW786034 (Solution Dose) to Male and Female Intact and Bile Duct
—Cannulated Rats

5.C+.70. Elimination of Radioactivity Following a Single Oral (5 mg/kg) Administration of
[14C]GW786034 to Male and Female Intact and Bile Duct-Cannulated Cynomolgus
Monkeys

5.C+.71. Analysis of Plasma and Eye Tissue Extract Concentrations of GW786034 (Pazopanib)
Following Periocular Delivery of ReGel-100 Formulations in Norway Brown Rats Report
Number. CD2007/00925/00. Ocular Histology from Efficacy Study of Pazopanib
(GW786034) Periocular Delivery in the Matrigel Rat Model of Choroid Neovascularization

5.C+.72. Analysis of Plasma and Eye Tissue Extract Concentrations of GW786034 Following
Periocular Delivery via ReGel-100 50 mg/g Formulation in Rabbits

5.C+.73. Histological Evaluation of Ocular and Extraocular Structures in New Zealand White
Rabbits treated with GW786034/ReGel

6. dAAIENH 28 Xz

6.7t. SAANENZE

6.0t.1 AZst dol Y ndEol mEX0 ot mM=Ieel Gl & Bt= ot S0l otd A, LY

_19_



=4
=}

M, 2-212F, fixed—sequence Al

el
=)

b

o
[kl

At
(=

K& XHOH CH
SAOIA GW7860342 Ml 1

=R

i

6.9+.3.

&t
(]
=
=
Jl
LH
(]
=

o ~ O
ol oF ) o Kk - =3 0 )
*= = B om gl Ko
CLENN ) i) i0 ol z) = K
o) 30 o 3l -
0 o = & o N o - M R0
s m 3 9§ @3 mg >
Rl = ol 3 S v - . oF
oo 50 O © U o o 0 Rr
ws ®w = T Ha O oF
ol = 0] ™ 5 o
LT G U
Tw B 2y Gow 2
X T o ﬂnw -~ ._.NE m ._._Aly =
S _ Smm®WEgog ©E @ ® 4
5= S _XS8Z-wmwx ©*> @A =
U = <[ S .= m__ — OF .
= oo RC S o 5 ™ S Rr N o)
7o _ Wiy T30 R 2 Al
Ry 5 o wd s W@ = =
_ 1o R =] ol 3 S
ol IH Ho .ol %L_ <0 %: M = %T 0
oo Mo Wogy & o o h
N of & ~ o Mm m_.a_ r
ga = RpgloUws Fo 2 ujo
~ 1D S w0 ol o 357 il IH _ _ =< n_ﬁ_
=5 p=_ogrmI®m g T or
Cn - A T o
= ! o R a = o N —
2= %EW%eMEQN R s = =
= Bk — 2= — D 2 3 o 1e
K{ Ol 1 o = R O - O ol 00
2 X LRy s 2= D ok 3
5 s oo =X H RO 0 9 oK
= D _._._o E_v O _-._o VR RN ) :._“_ 0
ria) K o @) Ar n X0 o ©
S5 S wH oy S o= 7 @ =T
5 U = oo W3 = B e R v 10g R W 20
S s R 5o % 03 By
< SAlEE S WS 5o B = °
K — = R o) ol 4 2% X0 5 T 0 =
D) = N U = = = of 7 B 20 = = Rl ol
o OmF ) o o oF ™ & [ ) A a_o [¢)
L T RN 3., — K s RE E s =)
ol iR .= oo o0 KF ~ = on = )
(] e B o ™ — Hio
L | ! w0 ic b 04 = Lo E] 00 =
HAramgaomSarda Saesm Samirg MW = m
=
E] ol Ok
<t o) © N~ © o - _J — % _ﬂ_.
~ ~ ~ ~ ~ ~ ~ 3 3 i ]
© © © © <@ (<o) © © O N~ e 0]

_20_



