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PROTOCOL SCHEMA

Eligible Patients:

Patients with confirmed epithelial ovarian, fallopian tube or primary peritoneal cancer that is
persistent or recurrent despite primary therapy, and who have measurable disease. Recurrence
must occur < 12 months after completing platinum-based first- or second-line therapy. Up to two
(1-2) prior cytotoxic regimens are allowed. Prior PLD is NOT allowed.

Treatment Arms:

Treatment assignment will be blinded and assigned in a randomized manner.
Arm 1: PLD 40 mg/m? plus VTX-2337 3.0 mg/m?

Arm 2: PLD 40 mg/m? plus placebo

The dosing schedule will be the same for both treatment arms, and will be based on a 28-day
cycle. The starting dose schedule is PLD on Day 1 plus VTX-2337 or placebo on Day 3, Day 10,
and Day 17 for the first 4 cycles (induction schedule). Starting with cycle 5, the dose regimen
will be PLD on Day 1 plus VTX-2337 or placebo on Day 3 only, without additional doses of
VTX-2337 or placebo on Days 10 and Day 17.

Study Schedule:

The blinded treatment cycle is repeated every 28 days until disease progression (based on
Immune-Related RECIST) or until adverse effects prohibit further therapy.

NOTE: The recommended total cumulative dosage of PLD is 550 mg/m?. However, once this
cumulative PLD dose is reached, patients may—at the Investigator’s discretion—continue study
participation.
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1.1 Primary Objectives:

111

1.12

To compare the overall survival (OS) of patients treated with VTX-2337 +
PLD versus those treated with PLD alone in women with recurrent or
persistent, epithelial ovarian, fallopian tube or primary peritoneal cancer.

To compare the progression-free survival (PFS) between the two treatment
groups using Immune-Related Response Evaluation Criteria In Solid
Tumors (irRECIST).

1.2 Secondary Obijectives:

1.21

1.22

To compare the progression-free survival (PFS) between the two treatment
groups using Response Evaluation Criteria In Solid Tumors
(RECIST 1.2).

To compare the nature, frequency and severity of drug-related adverse
events (AES) between the two treatment groups.

1.3 Exploratory Objectives:

1.31

1.32

1.33

1.34

1.35

1.36

Amendment 3

To compare the best overall response rate (ORR) and duration of response
(based on the probability of being in response function [PBRF]) between
the two treatment groups using irRECIST and RECIST 1.1.

To compare the disease control rate (DCR) between the two treatment
groups using irRECIST and RECIST 1.1.

To assess the impact of immune status and response on the clinical effects
(OS, PFS, DCR, ORR, PBRF, AEs) of study treatment.

To assess the effect of TLR8 polymorphisms and BRCA1/BRCA2
mutations on the clinical effects (OS, PFS, DCR, ORR, PBRF, AEs) of
study treatment.

To assess the effect of immune cell subsets, as measured by
immunohistochemistry and micro RNA in primary tumor tissue (e.g.
immune score), on the clinical effects (OS, PFS, DCR, ORR, PBRF, AESs)
of study treatment.

To assess whether the presence of autoantibodies to tumor-derived

proteins are predictive of the clinical effects (OS, PFS, DCR, ORR, PBRF,
AEs) of study treatment.
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BACKGROUND AND RATIONALE

Epithelial ovarian, fallopian tube and primary peritoneal cancers carry the highest fatality
to case ratio for all gynecologic malignancies diagnosed in the United States; it was
estimated that in 2010, 21,880 new cases would be diagnosed and 13,850 women would
die of the disease. 1 Over the past two decades, there have been only modest
improvements in overall 5-year survival, and while 5-year survival has increased steadily
from 30% to 50% overall, it has improved by only 5%, from 20% to only 25% for
women with advanced-stage tumors. This plateau in mortality has been attributed to
limitations in standard cytotoxic therapy, including intrinsic and acquired drug resistance
and the lack of specificity of these agents for mechanisms of disease progression.
Furthermore, such treatment, in the management of recurrent disease, has been associated
with high impact of toxicity on quality of life.

There is abundant evidence that host anti-tumor cell mediated immune mechanisms play
a role in controlling the natural history of ovarian carcinoma. Ovarian carcinoma may be
recognized and attacked by the immune system. The tumor may contain lymphocytic
infiltrates >, and these tumor-associated lymphocytes exhibit oligoclonal expansion *°
recognize tumor antigens %"~° and display tumor-specific cytolytic activity in vitro. *°
Coukos and colleagues have demonstrated that among patients with advanced epithelial
ovarian cancer treated with platinum-based primary chemotherapy, the absence of tumor
infiltrating T lymphocytes (TIL) in fresh primary tumors was associated with poor
prognosis with respect to PFS and overall survival. ** The five-year overall survival rate
was 38.0% among patients whose tumors contained TIL and 4.5% among patients whose
tumors contained no TIL within tumor islets.

Significant progress has been made recently in our understanding of immune evasion
mechanisms operating in some patients with ovarian cancer. In human cancer, CD4"
CD25" FoxP3" T regulatory (Treg) cells were first demonstrated in ovarian cancer
patients %%, where increased Treg frequency predicts poor patient survival. **** The
association of both the antitumor immune response (intraepithelial T cells) with
prolonged survival and immune escape mechanisms with poor survival suggests that the
immune system may modulate the biology of ovarian cancer. Indeed, pilot clinical data
indicate that ovarian cancer patients respond to immunotherapy including interleukin-2
(IL-2), > *® CTLA-4 antibody " *® and adoptive transfer of ex vivo expanded TIL."

It is increasingly clear that tumor antigen directed T cell responses, while important, are
only one component of anti-tumor immune responses. Specifically, NK cells, dendritic
cells, and even neutrophils may contribute to the eradication of established tumors. %%
Clearly, an integrated, pro-inflammatory immune response is required to overcome the
anatomical barriers and the complex counter-regulatory immune mechanisms that
suppress anti-tumor immune effector populations. This integration is likely to occur
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through dendritic cells and monocytes—cells capable of secreting a wide variety of
inflammatory mediators (e.g. interleukin-12, interleukin-1b; tumor necrosis factor-alpha),
integrating innate and adaptive immune responses, and regulating the priming and
amplification of CD4" and CD8" T cell responses.

Interestingly, certain chemotherapeutic agents may dramatically augment the anti-tumor
immune response, in part through their killing of tumor cells in a manner that promotes
uptake of tumor antigens by dendritic cells (DCs). One notable example is doxorubicin,
which promotes killing of tumor cells via an ‘immunogenic’ pathway that is caspase
dependent and results in the surface exposure of calreticulin and internalization of
antigens by phagocytic DCs %> . In addition, non-myelotoxic administration of
doxorubicin can cause activation and maturation of DCs, resulting in increased IL-12
secretion, a critical factor required for T cell priming. 2*

PLD is a formulation of doxorubicin encapsulated in polyethylene-glycol (PEG)-coated
liposomes associated with a dramatic alteration in pharmacokinetics characterized by a
prolonged circulation time, reduced clearance, and a small volume of distribution.” * PLD
liposomes become extravasated through abnormally permeable tumor vessels. Once
concentrated in tumors, the liposomes of PLD can deliver high levels of doxorubicin to
destroy malignant cells without affecting normal tissue. A randomized phase 111 study
was conducted to compare PLD 50 mg/m? every 4 weeks (n=239) versus topotecan

1.5 mg/m?/d for 5 consecutive days every 3 weeks (n=235) (which is indicated for the
treatment of metastatic carcinoma of the ovary after failure of initial or subsequent
chemotherapy) in patients with advanced epithelial ovarian carcinoma following failure
of first-line platinum-based chemotherapy. The overall objective response rates for PLD
and topotecan were 20% and 17%, respectively (p=0.390). Toxicities were mainly
mucosal and skin. % Based on the improved tolerability profile and perceived clinical
equivalence, 40 mg/m? of PLD has become the community standard dose. %°

One of the most basic mechanisms for activation of the immune system is through
Toll-like receptors (TLRs). TLR engagement alerts the immune system and leads to the
activation of innate immune cells. Additionally, triggering of TLR induces DC
maturation. 2 #* Accordingly, we hypothesized that the combination of a specific
Toll-like receptor agonist with the capacity to activate DCs and monocytes might provide
synergy with doxorubicin and would stimulate a variety of immune pathways relevant to
the generation of anti-tumor immunity. Targeting Toll-like receptor 8 (TLR8) would be
expected to provide a unique opportunity given the fact that, in humans, TLR8 is
expressed on both myeloid-lineage (CD11c+) DCs and monocytes (CD14+). ¥

Dr. George Coukos tested this hypothesis in his laboratory at the University of
Pennsylvania, combining PLD with a novel, small molecule TLR8 agonist (VTX-2337)
to treat established OVCAR tumor xenografts in a novel model using immune-deficient
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mice that have been reconstituted with human hematopoietic system, the human immune
system (HIS) Nod/SCID/ILRyc knock out (NSG) mice. These mice are repopulated with
all cells derived from human myeloid and lymphoid lineages and provide a unique model
to study interactions of drugs with the human immune system in vivo. A dramatic anti-
tumor effect was noted when PLD was combined with VTX-2337 in tumor-bearing NSG
mice. The TLR8 agonist significantly activated the human immune system as evidenced
by up-regulation of human cytokines and activation of human monocytes and dendritic
cells, followed by potent activation of human effector immune cells against HLA-
matched ovarian cancer xenografts. The positive interaction between PLD and
VTX-2337 could be in part explained by sensitization of tumor cells to innate and
adaptive effector mechanisms.

Study VRXP-A101

VTX-2337 was evaluated in a Phase | clinical study conducted at the Mayo Clinic
(Scottsdale, AZ) and the Translational Genomics Research Institute (TD2, Scottsdale,
AZ) to assess the safety, tolerability, and biological activity of the compound in late-stage
cancer patients (IND #78,416). Thirty-three subjects with various late-stage, refractory
solid malignancies were evaluated in 8 successive cohorts of a standard, dose-ascending
protocol with doses ranging from 0.1 mg/m? to 3.9 mg/m? of VTX-2337 as a stand-alone
agent administered weekly via subcutaneous (SC) injection. VTX-2337 was overall
clinically well tolerated, with the predominant adverse events being transient Grade 1 or
2 fever, chills, flu-like symptoms and injection site reactions. No significant drug-related
hematologic, gastrointestinal, neurologic or cardiac toxicities were observed. A single
subject in the study (Cohort 8; 3.9 mg/m?) experienced a dose-limiting toxicity of Grade
3 hypotension. The patient recovered completely with no sequelae. Accordingly, the
maximum dose evaluated in this study (3.9 mg/m?) was tolerated.

The pharmacokinetics (PK) of VTX-2337 were assessed in all subjects and demonstrated
dose-dependent exposure. Biological activity was assessed in all subjects using a
multiplex immunoassay (Rules Based Medicine humanMAP v1.6) that measures serum
level of 98 biomarkers, including cytokines, chemokines, and other inflammatory
markers. A subset of these serum proteins had previously been established as biomarkers
of TLR8 activation in cell culture and in animal studies using cynomolgus monkeys.
Biological activity of VTX-2337 in the VRXP-A101 participants was shown to be dose-
dependent, with the robust induction of multiple inflammatory markers at various time
points. Clinical responses were assessed by RECIST at 8 weeks. No CRs or PRs were
seen in the study, but approximately 25% of subjects had evidence of stable disease (SD)
at 8 weeks. It should be noted that VTX-2337 was intended to have stand-alone
biological activity, but was not anticipated to induce a CR or PR as a single agent,
particularly in late-stage patients. The goal of the Phase | study was to identify a suitable,
active, well-tolerated dose of VTX-2337 for combination studies.
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Study GOG-9925

As previously noted, VTX-2337 provides a clear additive effect to PLD in a humanized
mouse model of ovarian cancer. In these studies, repeat cycles of PLD and VTX-2337
were administered, and VTX-2337 was dosed several days after starting PLD. This
schedule was based on the observations that 1) PLD requires approximately 48 hours to
initiate apoptosis of ovarian cancer cells in vitro, and 2) antigens would first be released
from dying tumor cells starting at approximately 36-48 hours in vivo. Based on the
proposed mechanism of action which suggests that VTX-2337 both enhances the pro-
apoptotic effects of PLD and enhances the internalization, processing and ‘cross-priming’
of tumor antigens by myeloid-dendritic cells and monocytes, it is believed that this
dosing regimen—in which PLD is administered approximately 48 hours prior to
VTX-2337—will provide optimal biological synergy for these agents. These data,
collectively with the clinical data from study VRXP-A101, lead to the first clinical
evaluation of PLD plus VTX-2337 in women with advanced ovarian cancer (GOG-9925).

This multi-center phase 1b protocol was initiated in March 2011 and has enrolled 13
women with recurrent or persistent epithelial ovarian or fallopian tube cancer. GOG-9925
assesses the combination of PLD administered on Day 1 plus VTX-2337 administered on
Days 3, 10, and 17 of a 28-day cycle. The dose level of PLD is held constant at

40 mg/m?, and 3 dose levels of VTX-2337 have been evaluated in a standard dose-
escalation schema: 2.5 mg/m? (n=3), 3.0 mg/m? (n=3), and 3.5 mg/m? (n=7). Study data
indicate that the combination therapy is adequately tolerated. There have been no dose-
limiting toxicities; no serious, unexpected drug-related adverse events; and no evidence
of synergistic toxicities between PLD and VTX-2337 (i.e., the toxicities associated with
the combination therapy is consistent with the known toxicities of PLD and VTX-2337
when administered alone). The PK data verifies there is no metabolic interaction between
the two drugs. Refer to section 4.3 for a list of the most common adverse events
associated with the administration of PLD + VTX-2337 (all dose levels).

Pharmacodynamic data confirms the biological activity of VTX-2337 at all 3 dose levels,
with induction of multiple inflammatory markers (cytokines and chemokines) indicative
of TLR8 stimulation and immune activation. These results are consistent with previous
pre-clinical and clinical studies of VTX-2337 as described above, and demonstrate that
concomitant administration of PLD with VTX-2337 does not abrogate the inflammatory
immune response elicited by this agent. Of the 13 patients enrolled on this regimen, 10
were evaluated for tumor response by RECIST 1.1, with 1 patient achieving a complete
response, 7 patients with disease stabilization, and 2 patients with progressive disease.
One patient did not complete the first cycle of combination therapy and was not evaluable
for efficacy. Two patients were enrolled based on biochemical evidence of recurrent
disease; one achieved a complete biochemical response and one had biochemical
progression.
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In selecting the dose for the current protocol, the clinical tolerability of the combined
regimen, along with pharmacodynamic (PD) data were carefully considered. At the

3.5 mg/m? dose level of VTX-2337, one patient withdrew from treatment after receiving
3 cycles of therapy, in part due to toxicities associated with VTX-2337 (i.e., Grade 2
chills, fatigue, injection site reaction, nausea, and vomiting). A second patient enrolled at
this level had a dose reduction to 3.0 mg/m? after 2 cycles due to Grade 3 drug-related
events (nausea, vomiting, chills, and fever). These events suggest that long-term dosing
of VTX-2337 at 3.5 mg/m?® may not be clinically optimal. When considered in the context
of PD data which clearly illustrate the biological activity of VTX-2337 at 2.5 and

3.0 mg/m?, the selection of 3.0 mg/m? of VTX-2337 as the recommended phase 2 dose is
reasonable and clinically appropriate.

2.1 Translational Research

2.11 Immune effects of VTX-2337 in a humanized mouse model, in the primate
and in humans:

The pharmacokinetic and pharmacodynamic responses to VTX-2337 have
been extensively characterized in cynomolgus monkeys. Plasma levels of
a large multiplexed panel of immune biomarkers were quantified using the
human multiple analyte panel (humanMAP) inflammation panel from
Myriad/Rules Based Medicine (Austin, TX). Subcutaneous administration
of VTX-2337 to cynomolgus monkeys was evaluated at doses ranging
from 0.1 to 30 mg/kg and produced transient changes in the plasma levels
of multiple cytokines, chemokines, acute phase proteins, and shed cell
surface antigens all consistent with activation of the innate immune
system. All doses evaluated were considered pharmacologically active,
although the lowest dose of 0.1 mg/kg induced changes in only a subset of
the analytes that were responsive to the higher doses. Analytes showing
the greatest dynamic range in response to increasing doses of VTX-2337
included C-reactive protein, G-CSF, IL-6, MCP-1, and MIP-1p.
Elevations in plasma IL-1B, TNFa, and 1L-12p70 were seen at the higher
doses.

This entire panel of immune biomarkers was also measured in a Phase |
clinical trial in late stage oncology patients (VRXP-A101). Plasma
samples were collected from patients at 0, 4, 8, and 24 hr following
subcutaneous administration of VTX-2337. Increases in multiple
cytokines and chemokines including G-CSF, IL-6, MCP-1, MIP-1p, and
TNF-o were observed across a wide dose range. As in cynomolgus
monkeys, the response in humans showed a clear dose dependence. When
elevated, increased plasma levels of biomarkers were trending back to
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baseline at 24 hours. The concentration of VTX-2337 that elicited a
response in man was similar to that characterized in cynomolgus monkeys.

In addition, when VVTX-2337 was used in HIS-NSG mice at similar doses
as in the human phase I study or the cynomolgus monkey, it produced
similar responses from the human hematopoietic system. We observed
similar elevation of inflammatory cytokines in peripheral blood with
similar PD profiles as in the human or the non-human primate, and we
documented rapid and dose dependent activation of dendritic cells and
macrophages. Finally, when biologically effective doses of VTX-2337
were used in combination with PLD in HIS-NSG mice bearing
OVVCARS s.c. tumors, we observed a potent positive interaction between
the drugs, with more potent activation of the human immune system,
activation of DCs, down regulation of T regulatory cells, Thl polarization
of T cells, increase in tumor infiltrating T cells and more dramatic tumor
growth suppression by the combination of the two drugs.

Considerable variability in immune reactivity can exist between
individuals. Despite the fact that VTX-2337 activates a specific receptor
(TLR8) on arestricted class of dendritic cells and monocytes, marked
differences in responsiveness to treatment with this agent may relate to
pre-existing difference in immune activation at baseline. We hypothesize
that measureable differences in response to VTX-2337 at baseline (prior to
dosing) may predict the pharmacodynamic response, and potentially
clinical responses, to this agent in combination with chemotherapy.

We have employed a validated assay (TruCulture™) to measure the
baseline response to VTX-2337. In preliminary studies using healthy
volunteers and cancer patients and the TruCulture system, we have
demonstrated variability between individuals following immune activation
with lipopolysaccharide or VTX-2337, particularly with regards to IFN-
gamma and interleukin-12 production. Data from TruCulture at baseline
will be correlated with TLR8 SNP data (below), immune responses after
treatment, and clinical responses (where applicable).

TLR8 polymorphisms:

Genes encoding TLRs, particularly those encoding the intracellular TLR
(TLR3, TLR7, TLR8 and TLR9) are evolutionarily conserved. Still,
various single nucleotide polymorphisms (SNPs) in the TLR8 gene have
been identified from large scale sequencing efforts in multiple ethnic
populations. Recently, a common TLR8 SNP [denoted TLR8 A1G
(rs3764880)] has been found to be associated with various infectious
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diseases, notably progression of HIV and TB. % ?° This allele is present in
all populations tested, and is found at a frequency of approximately 30%
in most ethnic groups. While one report suggests that the TLR8 A1G
encodes a variant of TLR8 which decreases activity relative to the wild
type allele, there are scant data, at present, to support this conclusion.

Given the relatively high allele frequency of this common TLR8 genetic
variant, the potential functional differences in this allele, and the human
genetic association between this variant and several infectious diseases, it
is reasonable to genotype individuals from clinical trials investigating
VTX-2337. We have developed a reliable method to analyze DNA from
blood or saliva to detect the TLR A1G SNP. We propose genotyping all
subjects in the proposed trial for the A1G SNP to assess the potential
relevance of this allele to clinical responses (related to efficacy and safety)
following treatment with VTX-2337.

Inclusion of Women and Minorities

The Gynecologic Oncology Group and GOG participating institutions will not
exclude potential subjects from participating in this or any study solely on the
basis of ethnic origin or socioeconomic status. Every attempt will be made to
enter all eligible patients into this protocol and therefore address the study
objectives in a patient population representative of the entire ovarian, fallopian
tube and peritoneal primary cancer population treated by participating institutions.
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3.0 PATIENT ELIGIBILITY AND EXCLUSIONS

3.1

Amendment 3

Eligible Patients

3.11

3.12

3.13

3.14

Patients must have recurrent or persistent epithelial ovarian, fallopian
tube, or primary peritoneal carcinoma. Histologic documentation of the
original primary tumor is required via pathology report.

Patients with the following histologic cell types are eligible: serous
adenocarcinoma, endometrioid adenocarcinoma, mucinous
adenocarcinoma, undifferentiated carcinoma, clear cell adenocarcinoma,
mixed epithelial adenocarcinoma, transitional cell carcinoma, malignant
Brenner's tumor or adenocarcinoma not otherwise specified (N.O.S.).

Patient must have measurable disease as defined by RECIST 1.1 (section
8.11). Measurable disease is at least one lesion that can be accurately
measured in at least one dimension (longest diameter to be recorded).
Each lesion must be > 10 mm when measured by CT, MRI, or caliper
measurement by clinical exam; or > 20 mm when measured by chest x-
ray. Lymph nodes must be > 15 mm in short axis when measured by CT or
MRI.

Patients must have at least one “target lesion” as defined by RECIST 1.1.
Tumors within a previously irradiated field will be designated as “non-
target” lesions unless progression is documented or a biopsy is obtained to
confirm persistence at least 90 days following completion of radiation
therapy.

Patients must have received treatment with a platinum-based
chemotherapeutic regimen for management of primary disease containing
carboplatin, cisplatin or another organoplatinum compound. This initial
treatment may have included intraperitoneal therapy, consolidation, non-
cytotoxic agents (biologic/targeted therapy) or extended therapy
administered after surgical or non-surgical assessment.

Patients are allowed to receive, but are not required to receive, one
additional cytotoxic regimen for management of recurrent or persistent
disease.

Patients are allowed to have received, but are not required to have
received, biologic/targeted therapy (e.g., bevacizumab and/or PARP
inhibitor) as part of their primary treatment regimen or for management of
recurrent or persistent disease.
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Patients must have platinum-resistant disease, defined as progression < 12
months after completion of first- or second-line platinum-based
chemotherapy. The date (platinum-free interval) should be calculated from
the last administered dose of platinum therapy.

Patients with platinum-refractory primary disease, defined as having
disease progression while receiving first-line platinum-based
chemotherapy, are NOT eligible. Disease progression while receiving
second-line platinum therapy is allowed.

Patients must have adequate bone marrow, renal, hepatic, and neurologic
functions as defined by the following:
3.161  Bone marrow function:

e Absolute neutrophil count (ANC) > 1,500/mm?

e Platelets > 100,000/mm®

e Hemoglobin >9 g/dL

3.162  Renal function: creatinine < 1.5 x institutional upper limit normal
(ULN).

3.163  Hepatic function:
e Bilirubin < 1.2 mg/dL
e SGOT (AST) and SGPT (ALT) < 3.0 x ULN
e Alkaline phosphatase < 2.5 x ULN
Patients must have recovered from effects of recent surgery, radiotherapy
or chemotherapy:
3.171  Patients should be free of active infection requiring parenteral
antibiotics.

3.172  Any hormonal therapy directed at the malignant tumor must be
discontinued at least one week prior to the first date of treatment
on this study. Continuation of hormone replacement therapy is
permitted.

3.173  Any other prior therapy directed at the malignant tumor,
including chemotherapy, biologic/targeted agents and
immunologic agents, must be discontinued at least three weeks
prior to the first date of treatment on this study.

3.174  Any prior radiation therapy must be completed at least four
weeks prior to the first date of treatment on this study.
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Patients must have a GOG performance status of 0 or 1.

Patients of childbearing potential must have a negative pregnancy test
prior to the study entry and be practicing an effective form of
contraception. If applicable, patients must discontinue breastfeeding prior
to the first date of treatment on this study.

Patients must meet the entry requirements and undergo the baseline
procedures specified in section 7.0.

Patients must have signed an IRB-approved informed consent form and
authorization permitting release of personal health information.

Ineligible Patients

3.21

3.22

3.23

3.24

3.25

3.26

3.27

Patients who have had treatment with VTX-2337, doxorubicin, PLD, or
any other anthracycline.

Patients who have received an investigational agent < 30 days prior to the
first date of treatment on this study.

Patients who have received oral or parenteral corticosteroids < 2 weeks
prior to the first date of treatment on this study or who require ongoing
systemic immunosuppressive therapy for any reason. The use of topical,
inhaled, and intranasal corticosteroids is allowed.

Patients with active autoimmune disease.

“Active” refers to any condition currently requiring therapy. Examples of
autoimmune disease include systemic lupus erythematosus, multiple
sclerosis, inflammatory bowel disease and rheumatoid arthritis.

Patients with a history of other invasive malignancies, with the exception
of non-melanoma skin cancer, are excluded if there is any evidence of the
other malignancy being present within the last three years. Patients are
also excluded if their previous cancer treatment contraindicates this
protocol therapy.

Patients who have received prior radiotherapy OTHER THAN for the
treatment of ovarian, fallopian tube or primary peritoneal cancer within
the last three years are excluded.

Patients who have received prior chemotherapy OTHER THAN for the
treatment of ovarian, fallopian tube or primary peritoneal cancer within
the last three years are excluded.
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3.29

3.210
3.211

3.212
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Patients with history or evidence upon physical examination of CNS
disease, including primary brain tumor, seizures not controlled with
standard medical therapy, any brain metastases, or history of
cerebrovascular accident (CVA, stroke), transient ischemic attack (TI1A) or
subarachnoid hemorrhage within six months of the first date of treatment
on this study.

Patients with clinically significant cardiovascular disease. This includes:

3.291

3.292

3.293

3.294

3.295

3.296

Uncontrolled hypertension, defined as systolic > 150 mm Hg or
diastolic > 90 mm Hg.

Myocardial infarction or unstable angina within 6 months of the
first date of treatment on this study.

History of serious ventricular arrhythmia (i.e., ventricular
tachycardia or ventricular fibrillation) or cardiac arrhythmias
requiring anti-arrhythmic medications, except for atrial
fibrillation that is well controlled with anti-arrhythmic
medication.

Baseline ejection fraction < 50% as assessed by echocardiogram
or MUGA.

New York Heart Association (NYHA) Class Il or higher
congestive heart failure (Appendix II).

Grade 2 or higher peripheral ischemia [brief (< 24 hrs) episode
of ischemia managed non-surgically and without permanent
deficit].

Patients who are pregnant or nursing.

Patients under the age of 18.

Patients with clinical symptoms or signs of gastrointestinal obstruction
and/or who require drainage gastrostomy tube and/or parenteral hydration
or nutrition.
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40 STUDY MODALITIES

4.1

Amendment 3

Peqgylated Liposomal Doxorubicin (PLD)

Refer to the PLD package insert to confirm the most current information on the
following:

411

412

4.13

4.14

Formulation: PLD (doxorubicin HCI liposome injection) is supplied as a
sterile, translucent, red liposomal dispersion in 5 mL, 10 mL, or 30 mL
glass, single use vials. Each vial contains doxorubicin HCI at a
concentration of 2 mg/mL.

Storage: Refrigerate unopened vials of PLD at 2°-8°C (36°-46°F). Avoid
freezing. Prolonged freezing may adversely affect liposomal drug
products; however, short-term freezing (less than 1 month) does not
appear to have a deleterious effect on PLD.

Preparation: PLD doses must be diluted in 5% Dextrose Injection, USP
prior to administration in accordance with the package insert and/or
institutional procedures. . Aseptic technique must be strictly observed
since no preservative or bacteriostatic agent is present in PLD. Diluted
PLD should be refrigerated at 2°C-8°C (36°F-46°F) and administered
within 24 hours.

Do not mix with other drugs.

Do not use with any diluent other than 5% Dextrose Injection.

Do not use any bacteriostatic agent, such as benzyl alcohol.

PLD is not a clear solution but a translucent, red liposomal dispersion.

Parenteral drug products should be inspected visually for particulate
matter and discoloration prior to administration, whenever solution and
container permit. Do not use if a precipitate or foreign matter is present.

Procedure for Proper Handling and Disposal: Caution should be exercised
in the handling and preparation of PLD.

The use of gloves is required.

If PLD comes into contact with skin or mucosa, immediately wash
thoroughly with soap and water.

PLD should be considered an irritant and precautions should be taken to
avoid extravasation. With intravenous administration of PLD,
extravasation may occur with or without an accompanying stinging or
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4.15

4.16

4.17
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burning sensation, even if blood returns well on aspiration of the infusion
needle. If any signs or symptoms of extravasation have occurred, the
infusion should be immediately terminated and restarted in another vein.
PLD must not be given by the intramuscular or subcutaneous route.

PLD should be handled and disposed of in a manner consistent with other
anticancer drugs.

Adverse Effects: Consult the PLD package insert for the most current and
complete information.

Clinical Supply: PLD is commercially available from various national
drug wholesalers and distributors. All commercially available sources are
allowed, including Doxil®, Lipodox®, and generic PLD.

Every reasonable attempt should be made to obtain PLD through usual
commercial channels. In the event commercially-supplied PLD is
unavailable or cannot be obtained, contact VentiRx Pharmaceuticals
immediately (see below). A limited supply of PLD may be available from
VentiRx Pharmaceuticals for use by eligible patients participating in
GOG-3003.

Drug Ordering: Consult the American Hospital Formulary Service Drug
Information guide, Facts and Comparisons, or the 