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Schema

Arm A
Sorafenib + Chemoembolization

R
Stratification
* Factor1 A
Macrovascular N
intrahepatic portal
vein invasion D

present vs.
Macrovascular | —» o
intrahepatic portal

vein invasion M
absent
e Factor 2 [
Child Pugh A vs.
Child Pugh B7 z
E

Sorafenib

400 mg (2 x 200 mg tablets) po b.i.d.

until progression

+

Chemoembolization
* Up to 4 Chemoembolizations
* To be completed within 6 months

Arm B
Placebo + Chemoembolization

Placebo
2 tablets po b.i.d. until progression

Endpoints

Co-Primary
PFS

Secondary
Safety
Correlative Studies

+

Accrual goal = 400 patients

Chemoembolization
* Up to 4 Chemoembolizations
* To be completed within 6 months
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1.

Introduction

1.1

Rationale

There are pre-clinical and clinical data suggesting hepatic artery embolization leads to
increase VEGF expression and neo-angiogenesis. Sorafenib is a small molecule inhibitor of
multiple tyrosine kinases, including: Vascular Endothelial Growth Factor Receptor (VEGFR)-
2, VEGFR-3, raf, c-kit, FLT3, RET, and Platelet Derived Growth Factor (PDGFR)-B.
Sorafenib is currently FDA approved for the treatment of hepatocellularcinoma based upon
the results of the “Sorafenib HCC Assessment Randomized Protocol Trial” (SHARP).

Given the clinical trial results and the correlative data suggesting an increase in neo-
angiogenesis following embolization, incorporation of an anti-angiogenic agent such as
sorafenib with chemoembolization is a reasonable approach to advance the treatment of
localized hepatocellular carcinoma.
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2. Objectives

21

2.2

Primary Obijective

211

To compare Progression-Free Survival (PFS) of chemoembolization alone to
sorafenib in combination with chemoembolization.

Secondary Obijectives

221

2.2.2
2.2.3

224

To compare Overall survival (OS) of chemoembolization alone to sorafenib in
combination with chemoembolization.

To evaluate extra-hepatic versus intra-hepatic patterns of failure.

To determine the rates of toxicity related to Sorafenib in combination with
chemoembolization

Pharmacogenetic and Pharmacokinetic Ancillary (PG0107) Obijective

To analyze the pharmacogenetic and pharmacokinetic properties of Sorafenib
including angiogenesis, monooxygenases, polymorphisms and MDR.
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3.

Eligibility Criteria

3.1

3.2

3.3

3.4
3.5

3.6

3.7
3.8

3.9

3.10

3.11
3.12

Patients must have a diagnosis of hepatocellular carcinoma by at least one criterion listed
below:

i. Histologically confirmed

ii. Magnetic Resonance Imaging (MRI) or Computerized Tomography (CT) consistent
with liver cirrhosis AND at least one solid liver lesion > 2cm with early enhancement
and delayed enhancement washout regardless of alpha-feto protein levels (AFP).

iii. AFP >400ng/mL AND evidence of at least one solid liver lesion > 2cm regardless of
specific imaging characteristics on CT or MRI

Patients must have HCC limited to the liver. There must be no clinical or radiographic
evidence of extrahepatic HCC.

Portal Lymphadenopathy IS permitted for patients with HBV or HCV — as lymphadenopathy
is commonly associated with hepatitis unrelated to malignancy.

Patients must have measurable disease

Patients must not be candidates for curative resection, orthotopic liver transplantation, or
radiofrequency ablation (RFA).

Patients may have been treated with RFA in the past, but no sooner than 4 weeks before
study registration.

Patients may have undergone previously attempted curative liver resection.

Patients may NOT have been previously treated with brachytherapy such as Yttrium-90
microsphere.

Patients may NOT have been previously treated with sorafenib, chemoembolization, or
systemic chemotherapy including cytotoxic agents or molecularly targeted agents.

Branch portal vein invasion by tumor is permitted but patients with main portal vein invasion
by tumor are not eligible.

Patients must have Child-Pugh score of A or B7.

Patients must have an ECOG performance status of O or 1.
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Day -7 to -1
Baseline Labs

Y

Day0
Start Sorafenib/placebo at
400mg po twice daily

Y

Figure 5.2 - Treatment Algorithm

10 to 14 days after starting sorafenib/placebo
Check - Safety Labs

A

P TACE if following criteri
< grade 1 hem toxicity except:

. Hemoglobin > 8.0 g/dL

< grade 1 non-hem toxicity except:

. Cr<1.5mg/dL

. Total bili = 2.0 mg/dL

. AST = 5X ULN
. ALT =5X ULN
. Alk Phos < 5X ULN

Criteria Met

A

Criteria Not Met

Hol rafenib until following criteria m
< grade 1 hem toxicity except:
. Hemoglobin > 8.0 g/dL

< grade 1 non-hem toxicity except:
= Cr<15mg/dL

T. bili = 2.0 mg/dL

= AST=5X ULN

= ALT=5X ULN

= Al Phos < 5X ULN

If criteria is not met within 21 days, then the patient
should be taken off of sorafenib permanently.

!

Reinitiate Sorafenib/placebo at
200 mg po twice daily

v

10 to 14 days after starting sorafenib/placebo
Check - Safety Labs

Y

Proceed to TACE if following criteria met:
< grade 1 hem toxicity except:

. Hemoglobin > 8.0 g/dL

< grade 1 non-hem toxicity except:
. Cr< 1.5 mg/dL

. Total bili = 2.0 mg/dL

. AST =5X ULN
. ALT = 5X ULN

Criteria

Not Met

Hol rafeni il followi riteria met:
< grade 1 hem toxicity except:

= Hemoglobin > 8.0 g/dL

< grade 1 non-hem toxicity except:

= Cr<1.5mg/dL

T. bili = 2.0 mg/dL

= AST=5XULN

= ALT=5XULN

= Ak Phos < 5X ULN

should be taken off of sorafenib permanently.

If criteria is not met within 21 days, then the patient

v

Reinitiate Sorafenib/placebo at
200 mg po once daily

v

10 to 14 days after starting sorafenib/placebo
Check - Safety Labs

A 4

Proceed to TACE if following criteria met:
< grade 1 hem toxicity except:

= Hemoglobin > 8.0 g/dL

< grade 1 non-hem toxicity except:

=  Cr<1.5mg/dL

= Total bili = 2.0 mg/dL

= AST=5X ULN

= ALT=5X ULN

= Ak Phos < 5X ULN

Discontinue
Sorafenib/Placebo
and remove subject

from study

Criteria Not Met

Hold sorafenib/placebo 24 to 48 hours prior |
to scheduled TACE ~

t

Chemoembolization Per Protocol

Guidelines

Criteria Met

v

4

Reiniti fenib if following criter )

. Alk Phos < 5X ULN
7 to 14 days following TACE
. H & P, ECOG PS
. CBC, Serum Chemistries, AFP .

Evaluate for repeat TACE (if deemed necessary by
treating interventional radiologist) no sooner than 4
weeks from prior TACE. To proceed with additional
TACE procedures, subject must meet initial study
eligibility criteria. Up to a total 4 TACE treatments w/
in 6 months of first TACE.

4_\— placebo

TACE = Transarterial Chemoembolization

Reinitiate Sorafenib/

—

At pre-TACE dose

T. Bili < Grade 2. If bili > grade 2 then assess wkly and resume sorafenib/
placebo at dose administered prior to TACE once bili < Grade 2.

Albumin < Grade 3. If alb > grade 3 then assess wkly and resume sorafenib/
placebo at dose administered prior to TACE once alb < Grade 3.

Resolution of grade < 3 non-hem toxicity (except bili and alb), If non-hem
toxicity > grade 3 then assess wkly and resume sorafenib/placebo at dose
administered prior to TACE once non-hem toxicity < Grade 3.

Hem toxicity resolved to < grade 1. If hem toxicity > grade 2 then assess
wkly and resume sorafenib/placebo at dose administered prior to TACE

once hem toxicity < Grade 1.
ECOG performance status < 1.
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4, Tumor Assessment:

4.1 Tumor imaging studies for the purposes of determining PFS are to be performed as follows:
e Baseline (chest CT, Abdomen/pelvis CT or MRI)
e 4 months after first chemoembolization (chest CT, Abdomen/pelvis CT or MRI)
e 8 months after first chemoembolization (chest CT, Abdomen/pelvis CT or MRI)
¢  Every 2 months beginning at 10 months post baseline

It is recognized that there is regional variability for the follow up care of
chemoembolization that may result in additional tumor imaging outside of the
required imaging scans. Please follow the recommended guidelines for scan
interpretation to assist in determining disease progression. For questions regarding
scan interpretation in relation to disease progression, investigators are urged to
contact the study chairs.




