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Abstract

Objective—This two-stage phase Il study assessed activity of single agent dalantercept in
patients with recurrent/persistent endometrial carcinoma (EMC).

Methods—Eligible patients had persistent/recurrent EMC after 1-2 prior cytotoxic regimens,
measurable disease (RECIST 1.1), and GOG performance < 2. Dalantercept 1.2 mg/kg
subcutaneous was administered once every 3 weeks until disease progression (PD)/development of
prohibitory toxicity. Primary objectives were to estimate the proportion of patients with persistent/
recurrent EMC, who survive progression-free without receiving non-protocol therapy (TPFS) for
at least 6 months and to estimate the proportion having objective tumor response.
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Results—All 28 enrolled patients were eligible and evaluable. Median age: 62 years. Most
common histologies: 32% Grade 1/2 endometrioid and 54% serous tumors. Prior treatment: 1 or 2
regimens in 82% and 18% of patients, respectively. Eighteen patients received prior radiation
therapy. Patients received 1-12 cycles of dalantercept, and 46% of patients received <2 cycles.
The most common adverse events (AE) were fatigue, anemia, constipation and peripheral edema.
Grade 3/4 AEs occurred in 39% and 4% of patients. One grade 5 gastric hemorrhage in a patient
with a history of radiation fibrosis/small bowel obstruction was deemed possibly dalantercept-
related. All patients are off study: 86% for PD. No ORs were observed; 57% had stable disease
and 11% had TPFS = 6 mos. Median progression-free and overall survival: 2.1 months (90% CI:
1.4-3.2) and 14.5 months (90% CI: 7.0-17.5), respectively.

Conclusions—Dalantercept has insufficient single agent activity in recurrent EMC to warrant

further investigation at this dose level and schedule.
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Dalantercept; Recurrent endometrial cancer; ALK-1

INTRODUCTION

Endometrial adenocarcinoma (EMC) is the most common of all uterine malignancies and is
the most common gynecologic malignancy in the US estimated to affect 52,630 women and
to result in 8,590 deaths in 2014. (1). Several randomized trials have been performed to
address optimal therapy for patients with advanced endometrial cancer. The most recent
study, GOG 209, has identified paclitaxel and carboplatin as the standard initial regimen (2).
Once this initial therapy has been delivered, either in the adjuvant or advanced disease
setting, there are limited treatment options, with no standard options available. Trials
evaluating cytotoxic agents in the second-line setting (GOG 129 series) have shown that
pegylated liposomal doxorubicin (9.5%), topotecan (9%), weekly docetaxel (7.7%),
ixabepilone (12%), pemetrexed (3.8%) and gemcitabine (4.3%) have minimal activity (3-8).
The only active agent identified in the second-line setting in patients who did not have prior
taxane-based therapy is paclitaxel (GOG 129C) with a response rate of 27.3% (9).

Nonetheless, most recurrent patients will not be cured by salvage therapy and will go on to
other programs with much lower anticipated response. This represents an important unmet
need in endometrial cancer care. Recently, a myriad of targeted therapies from rapalogues,
Akt inhibitors, combination PI3K/mTor inhibitors, VEGF inhibitors, Tie2 receptor inhibitors
and FGFR2 inhibitors have been evaluated in the recurrent disease setting in single arm
phase Il studies including: thalidomide (0229-B) (10), gefitinib (0229-C) (11), lapatinib
(0229-D) (12), bevacizumab (0229-E) (13), aflibercept (0229-F) (14), bevacizumab plus
temsirolimus (0229-G) (15), selumetinib (0229-H) (16), brivanib (0229-1) (17), cediranib
(0229-J), nintedanib (229-K) (18), and trebananib (229-L).

There is evidence that angiogenesis plays a role in endometrial cancer progression and
prognosis. A Phase Il GOG study of thalidomide in refractory endometrial cancer
demonstrated an association between elevated plasma VEGF levels and poor prognosis (10).
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Several anti-vascular agents have been investigated in recurrent or persistent EMC. Single
agent bevacizumab was studied by the GOG in study 229-E (13). Fifty-two patients with one
(63.5%) or two (36.5%) prior regimens were treated. Bevacizumab was deemed active based
on seven patients (13.5%) having clinical responses (one complete response and six partial
responses, with median response duration of 6 months) and 21 patients (40.4%) surviving
progression-free for at least six months. Median PFS and OS times were 4.2 and 10.5
months, respectively.

GOG 0229-G, a Phase Il evaluation of combination bevacizumab and temsirolimus in the
treatment of recurrent or persistent endometrial cancer revealed that 12 patients (24.5%)
experienced clinical responses (one complete and 11 partial responses), and 23 patients
(46.9%) survived progression-free for at least six months. Median progression-free survival
(PFS) and overall survival (OS) were 5.6 and 16.9 months, respectively. The combination of
temsirolimus and bevacizumab was deemed active, but also associated with significant
toxicity in this pretreated group (15).

Activin receptor-like kinase 1 (ALK1) is a type | receptor that mediates signaling of BMP9
(bone morphogenetic protein) (19, 20) and BMP10 (21), proteins in the transforming growth
factor-p (TGF-B) superfamily. Signaling through ALK1 results in phosphorylation of the
intracellular Smad 1/5/8 cascade which activates proangiogenic transcription factors such as
ID1 and ID3 (22). ALK1 is selectively and transiently expressed in proliferating, arterial
endothelium, unlike VEGFR2, which is constitutively expressed. Targeting ALK1 is
expected to provide a distinct anti-angiogenic safety profile, by sparing established
vasculature.

ALK1 signaling is necessary for angiogenesis during embryogenesis, wound healing, and
tumor growth. Homozygous null mutations of ALK1 (-/-) result in severe vascular
malformations that cause embryonic lethality (20, 22). There is a wide range of ALK1
expression in endometrial cancer. Preliminary data from The Cancer Genome Atlas (TCGA)
endometrial project indicates that most samples (N= 212) are diploid at the ALK locus and
demonstrate a wide range of expression (23) suggesting that a correlation between
expression and response is worthwhile.

Dalantercept (ALK1-1gG1), a homodimeric recombinant fusion protein consisting of the
extracellular domain (ECD) of human ALK1 linked to the Fc (hinge, CH2, CH3 domains)
portion of human immunoglobulin G1 (1gG1), is a first-in-class inhibitor of the ALK1
pathway. Dalantercept binds to BMP9 and BMP10, and prevents these ligands from
signaling through ALK1 (30), which results in the inhibition of vascular endothelial cell
maturation and disruption of the process of vascular development (24, 25). In contrast to
other anti-angiogenic agents (e.g., bevacizumab) that block the proliferative phase of
angiogenesis, dalantercept blocks the maturation phase of angiogenesis. In addition to
potentially preventing resistance, this approach may also be safer because the ability of
VEGF to function as a survival factor for normal progenitor cells is not inhibited by
dalantercept (24, 26).
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In a completed phase | study (A041-01) in 37 patients with recurrent/progressive solid
tumors, dalantercept was administered at dose levels ranging 0.1-4.8 mg/kg. A maximum
tolerated dose (MTD) as defined in the protocol was not determined. (30) The MTD of
dalantercept monotherapy was designated at 1.6 mg/kg based upon the cumulative toxicity
observed at this dose level and beyond which consisted primarily of edema, fluid retention,
and anemia. Toxicities commonly associated with anti-VEGF therapies were not reported.
Indications of antitumor activity were observed in fourteen of 29 evaluable patients. These
included a partial response (33% reduction) by cycle nine at 0.4 mg/kg in one patient with
squamous cell carcinoma of the head and neck. Thirteen patients had stable disease per
RECISTv1.1. Of these, 8 patients had prolonged periods of stable disease (12 weeks) across
the dose range (0.2 to 4.8 mg/kg). The dose level of 1.2 mg/kg (75% MTD) was selected as
an acceptable dose level for phase 11 monotherapy trials. Other monotherapy phase 11 trials
of dalantercept include ongoing single arm studies in ovarian cancer (GOG-170R,
NCT01720173) and SCCHN (NCT01458392). Furthermore, based upon preclinical
experience demonstrating additive anti-tumor effects with ALK1 and VEGFR inhibition,
additional dalantercept combination studies are underway in advanced renal cell cancer
(NCT01727336) and hepatocellular cancer (NCT02024087).

Based on results of prior antiangiogenic agent trials, as well dalantercept’s novel mechanism
of action and phase | clinical experience, a phase 11 trial of single agent dalantercept was
conducted in patients with recurrent or persistent endometrial cancer. The primary objective
was to evaluate efficacy in terms of the proportion of patients with persistent or recurrent
endometrial cancer who survive progression-free without receiving non-protocol therapy
(TPFS) for at least 6 months, or the proportion of patients who have objective tumor
response (ORR) (complete or partial) when treated with dalantercept.

PATIENTS AND METHODS

Patient selection

Histologic confirmation of the primary tumor by the GOG Pathology Committee central
review process was required. To be eligible, patients must have had one prior
chemotherapeutic regimen. Patients with the following histologic epithelial cell types are
eligible: Endometrioid adenocarcinoma, serous adenocarcinoma, undifferentiated
carcinoma, clear cell adenocarcinoma, mixed epithelial carcinoma, adenocarcinoma not
otherwise specified mucinous adenocarcinoma, squamous cell carcinoma, and transitional
cell carcinoma. Initial treatment may have included chemotherapy, chemotherapy and
radiation therapy, and/or consolidation/maintenance therapy; biologic therapy as part of
adjuvant therapy was allowed. Chemotherapy administered in conjunction with primary
radiation as a radio-sensitizer was counted as a systemic chemotherapy regimen. Patients
were allowed to have received one additional cytotoxic regimen for management of
recurrent or persistent disease. All prior chemotherapy and biologic therapy, including
bevacizumab, was to be discontinued at least three weeks prior registration. Prior hormonal
therapy was allowed but was to be discontinued at least one week prior to registration. GOG
performance status of 0 to 2 was required; and had to be 1 or less if patients had received
two cytotoxic regimens in the past. All patients were required to have measurable disease by
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Response Criteria in Solid Tumors (RECIST 1.1). Patients must have adequate hematologic
parameters (absolute neutrophil count =21500/mcl, hemoglobin =9 g/dl, and platelets
>100,000/mcl), renal function (serum creatinine <1.5 x the institutional upper limit of
normal [ULN] and sodium =130 mEg/L, urine protein <2+, and if =2+, 24-hour urine with
protein level of < 1000 mg), hepatic function (serum bilirubin <1.5 ULN and AST, ALT,
and alkaline phosphatase < 3 x ULN), and coagulation parameters (prothrombin time such
that international normalized ratio [INR] < 1.5 x ULN or INR range between 2 and 3 for
patients on a stable dose of therapeutic warfarin, and partial thromboplastin time < 1.5 x
ULN); and left ventricular ejection fraction >50%. A signed approved informed consent in
accordance with federal, state and local requirements and an authorization permitting release
of personal health information were required for all patients. Participation in this trial
required protocol approval by institutional review boards.

Patients were ineligible if they met any of the following criteria: prior therapy with
dalantercept or other ALK1 pathway inhibitor; prior malignancies (other than non-
melanomatous skin cancer) evident within three years of prior cancer treatment; prior
radiation therapy to any portion of the abdominal cavity or pelvis other than for the
treatment of endometrial cancer within the last three years (prior radiation for localized
breast, head and neck, or skin cancer is permitted if it was completed > 3 years prior to
registration); prior chemotherapy for any abdominal or pelvic tumor other than for treatment
of endometrial cancer within the last 3 years (adjuvant chemotherapy for localized breast
cancer if > 3 years prior to registration is allowed); known CNS disease; non-healing wound,
ulcer or bone fracture; abdominal fistula, anastomotic leak, Gl perforation, or intra-
abdominal abscess within 6 months of registration; coexistent active bleeding, hereditary
hemorrhagic telangiectasia, platelet function abnormality, autoimmune or hereditary
hemolysis, coagulopathy or tumor involving major vessels; treatment with full dose aspirin,
clopidogrel or dabigatran; coexistent peripheral edema = grade 1 within 4 weeks of
registration; clinically significant cardiovascular disease; history of syndrome of
inappropriate antidiuretic hormone secretion; therapeutic paracentesis within 4 weeks of
registration; history of hepatitis B, C or HIV; patients who are pregnant or nursing; and
active pulmonary edema, pulmonary hypertension, or pulmonary embolism.

Enrolled patients were to receive dalantercept 1.2 mg/kg SC on day 1 of a 3 week cycle. The
maximum starting dose was 120 mg. Patients weighing more than 100 kg started at a dose of
120 mg, and if dalantercept was tolerated for 2 cycles, the patient could be dose escalated to
dosing based on actual body weight. Treatment was continued until disease progression or
adverse events prohibited further therapy.

Toxicity was monitored with history, weight assessment, physical exam and laboratory
assessments before each treatment cycle, with adverse events defined and graded according
to Common Terminology Criteria for Adverse Events (CTCAE) version 4.0.

Dalantercept was withheld for non-hematologic toxicity for a maximum of three weeks to
allow for recovery to < grade 1. Dose modifications for dalantercept were made for a weight
change of = 5% from baseline. Dalantercept was to be discontinued for a bleeding event >
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grade 2; a grade 3 or higher cardiopulmonary event; = grade 2 fistula or perforation; more
than 2 occurrences of grade 3 or higher ascites; more than 4 occurrences of grade 2 or higher
ascites; > grade 2 decrease in ejection fraction; and any other grade 3 or higher adverse
event or lab value. Three dose level reductions were allowed and were defined as follows: 1
level reduction, 0.90 mg/kg once SC every 3 weeks; 2 level reduction 0.68 mg/kg SC once
every 3 weeks; 3 dose level reduction 0.51 mg/kg. No fourth level dose reduction nor dose
escalations or re-escalations were allowed with the exception of the one-time escalation in
patients whose weight is greater than 100 kg when dalantercept was tolerated for the first 2
cycles. In this case the patient could be dose escalated to dosing based on actual body weight
after cycle 2.

Evaluation Criteria

Activity of dalantercept was assessed according to the RECIST version 1.1 guidelines by
computed tomography or magnetic resonance imaging at baseline, every two cycles (or
equivalent time frame for patients off treatment prior to disease progression) for the first 6
months, and then every 3 months thereafter until disease progression is documented.
Responses (CR and PR) required confirmation at greater than or equal to 4 weeks from
initial documentation of response. Survival progression-free without receiving non-protocol
therapy (TPFS) was defined as the time in months from study entry that a patient is alive,
without evidence of progression until subsequent therapy. The minimum time to death,
documentation of progression or initiation of subsequent therapy from study entry was used;
if none of these occur, TPFS was censored at the date of last contact.

Statistical Methods

The primary objective of this trial was to evaluate the efficacy of the dalantercept through
the frequency of patients with objective tumor response and the frequency of patients who
survived progression-free without receiving non-protocol therapy (TPFS) for at least 6
months. Activity based on either measure was deemed worthy of further investigation.

The null hypothesis (Ho) defined a region of uninteresting levels of activity and was based
on an analysis of an historical GOG dataset of a similar population of patients treated with
study drugs believed to be inactive or modestly active. The null hypothesis jointly specified
the probability of a patient experiencing a tumor response as less than or equal to 10% and
the probability of a patient surviving progression-free for at least 6 months as less than or
equal to 20%. A probability of response of 25% or a probability of TPFS at 6 months of
45% was of clinical interest and worthy of further investigation and was used as the basis for
determining statistical power.

The null hypothesis was evaluated with a flexible method provided by Sill et al (27), which
is a two-stage design used to limit patient exposure to inactive regimens. If the observed
numbers of patients enrolled during the first stage of accrual with responses or TPFS at 6
months were both less than or equal to their respective critical values, then the study would
close, and the regimen would be declared clinically uninteresting. Otherwise, with medical
judgment indicating, the study would open to the second stage of accrual to further evaluate
the regimen. If, after the second phase of accrual, either the number of patients with
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responses or who were TPFS at 6 months exceeded their respective critical values, then the
regimen would be considered worthy of further investigation.

The targeted accrual for the first stage was 25 patients but was allowed to deviate slightly
for administrative purposes. If 28 patients were accrued, the critical value for the number of
patients with responses was three (3) and the critical value for the number of patients who
were TPFS at 6 months was seven (7). The cumulative targeted accrual for the second stage
was 49 but was also allowed to deviate slightly.

The goal of the design was to limit the expected probabilities of type I and Il errors to
approximately 10% under the assumed accrual ranges of 21 to 28 (stage 1) and 45 to 52
(cumulatively after stage 2). Using the method of Sill et al. (27), the expected type | error at
the end of stage two was about 8 to 8.8%, depending on the level of association between
response and TPFS at 6 months. The expected probability of early termination when the
agent is uninteresting was likely between 48 % and 55%, depending on the level of
association between the two endpoints. With this design there was between 89.5% and 95%
power of detecting a clinically significant effect, depending on the level of association
between the primary endpoints.

Kaplan-Meier estimates were used for estimating the OS and PFS distributions. Exact
confidence intervals (Cls) were used for binary parameters. (28) Confidence intervals for
median OS and PFS accounted for censoring. (29) The analyses presented include data
reported as of September 19, 2014.

RESULTS

Patient characteristics

From September 4, 2012 to February 19, 2013, GOG member institutions enrolled 28
patients on to this trial. No patients were deemed ineligible. One patient withdrew consent
for treatment and for all followup after completion of cycle 1 of therapy, and 27 patients
were treated and have follow-up. The median age of patients at study entry was 62 years
(range 47-79). The median weight prior to cycle 1 was 72 kg; three participants weighed
more than 100 kg. Eighty-two percent of patients received 1 prior chemotherapy regimen
and 18% received two prior chemotherapy regimens. Eighteen (64%) of patients received
prior radiation therapy. (Table 1) Patients received 1-12 cycles of dalantercept treatment,
and 13 patients (46%) received < 2 cycles (Table 3).

Adverse Events

As shown in Table 2, safety of dalantercept was analyzed descriptively. Eighteen patients
have died. Of these, 17 were due to disease and 1 was due to treatment. The one treatment-
related death was due to a gastric hemorrhage in patient with prior history of small bowel
obstruction and radiation-induced fibrosis. The gastric hemorrhage in this patient occurred
following cycle 3 of therapy, and a disease assessment just prior to cycle 3 revealed stable
disease.
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The most commonly reported grade 1-2 adverse events included: anemia, lower extremity
edema, fatigue, myalgias/arthralgias, headache, and dyspnea. A grade 3 thromboembolic
event was reported in 1 patient after switching therapy and was felt unlikely to be study
treatment-related. Other grade 3 serious adverse events at least possibly treatment-related
included dyspnea, pleural effusion, ascites, vomiting, hypokalemia, and anemia. Other grade
3 adverse events included hypertension, urinary tract-obstruction, lower extremity pain, back
pain, lymphocytopenia, and fatigue. A grade 3 rectal fistula, which was possibly treatment-
related, also occurred on study. One episode of grade 4 anemia at least possibly treatment-
related was reported in the same patient with the grade 5 gastric hemorrhage. Twenty-four
(85.7%) patients discontinued treatment for disease progression, 2 (7.1%) for toxicity, 1
(3.6%) for patient refusal, and 1 (3.6%) for death. Three patients remained on study drug for
11 or 12 cycles; treatment was discontinued due to progression of disease in all three cases
(Table 3).

Activity of Dalantercept

The activity of dalantercept was analyzed in 28 patients and is presented in Table 3. At the
time of this report all patients are off study treatment. The best overall response was stable
disease in 16 (57.1%) patients, disease progression in 11 (39.3%), and no patients’ tumors
completely or partially responded. There were only three patients (11%) with a progression
date > 6 months following study enrollment and prior to subsequent non-protocol treatment.
All three with TPFS >6 months had serous carcinomas and were previously treated with a
carboplatin/taxane regimen. One of these patients also received IVRT.

Three patients discontinued study drug prior to progression; two withdrew due to toxicity
and the other withdrew consent. The first patient started on non-protocol treatment 1.4
months after discontinuing study drug and 2.2 months after entry. In addition, the response
of this patient could not be evaluated due to ascites. The second patient started radiation
treatment 4.6 months after enrollment and the third withdrew consent 1.2 months after study
entry. This patient had stable disease at an assessment three weeks after study entry. Eleven
percent of patients had TPFS lasting = 6 months. The estimate of median PFS is 2.1 months
(90% CI: 1.4-3.2) and the median OS 14.5 months (90% ClI: 7.0-17.5), (Figure 1). Neither
endpoint met its respective criteria for declaring dalantercept active (>3 responses or >7
patients with TPFS = 6 months).

DISCUSSION

Angiogenesis is one of the cardinal processes leading to invasion and metastasis of solid
tumors (30). There is evidence that angiogenesis plays a role in endometrial cancer
progression and prognosis. The angiogenic-signaling pathway may be triggered by the
release of angiogenic promoters such as vascular endothelial growth factor (VEGF) from
tumor cells into the local microenvironment. Vascular endothelial growth factor (VEGFR)
expression has been found to be present in up to 67% of endometrial adenocarcinoma
specimens, (31) and VEGF expression has been shown to be higher in endometrial
adenocarcinoma than in normally cycling endometrium (32). VEGFR-2 (flk-1) and
VEGFR-3 have been found to be poor prognostic factors in endometrial cancer (33, 34).
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VEGF-A/VEGF-1 expression is associated with decreased 5 and 10-year disease-free
survival in post-menopausal patients with endometrial carcinoma (35, 36). Further study of
the VEGF, VEGF-R (KDR) pathway in stage | endometrial carcinoma has demonstrated a
worse prognosis for tumors bearing activated KDR (pKDR) (34-36). KDR activation was
also associated with an elevation of HIF-1alpha, an up-regulator of VEGF (35, 36). These
relationships point to a VEGF autocrine loop which can serve as a therapeutic target.

On the basis of the activity of bevacizumab in GOG 229-E, which was associated with an
objective response rate of 13.5%, a 6 month progression-free survival of 40.4% and median
overall survival of 10.5 months (13), we investigated the activity of dalantercept, a first-in-
class receptor-fusion protein that inhibits the activin receptor-like kinase 1 (ALK1) signaling
pathway, in advanced/recurrent endometrial cancer.

Single agent dalantercept at a dose level of 1.2 mg/kg once every 3 weeks in advanced/
recurrent endometrial cancer in patients who have had 1-2 prior lines of cytotoxic therapy,
failed to reach its primary endpoint, and has insufficient activity to warrant further
investigation as a monotherapy in recurrent EMC. In contrast to other anti-angiogenic agents
(e.g., bevacizumab) that block the proliferative phase of angiogenesis, dalantercept blocks
the maturation phase of angiogenesis, and we posit that inhibition of the proliferative phase
of angiogenesis via VEGF inhibition may be a more efficacious approach in the treatment of
advanced endometrial carcinoma.

At the time of this report all patients are off study treatment. Overall, dalantercept was well-
tolerated with 2/28 (7.1%) patients discontinuing treatment due to toxicity. However, nearly
half of the patients received two or less cycles of study treatment. The majority of patients
(16/28) had a best overall response of stable disease and subsequently discontinued study
treatment due to disease progression. There were no patients with complete or partial
responding tumors and there were only three patients with a progression date = 6 months
following study enrollment and prior to subsequent non-protocol treatment. While the
optimal approach to angiogenesis blockade in advanced EMC is yet to be determined, it is
known that key endothelial cell-selective growth factor receptors include VEGFR 1 and 2
and the Tie-2 tyrosine kinase receptor, and combination studies of such agents could prove
to be active and may be worthy of further exploration in this disease.
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1.0 Endpoint Events Total Median(mos)

0s 18 28 145
------- PFS 27 28 21

0.8 1

0.6

0.4

0.2+

Proportion Alive or Alive, Progression-Free

0.0+ .

Months on Study
Oos 28 24 21 17 15 12 2 0

PFS 28 10 5 2 1 1 0

Figure 1.
Overall survival and progression-free survival. PFS: progression-free survival, mos: months

Numbers at risk at time 0, 3, 6, 9, 12, 15, 18 and 21 months by endpoint are provided below
the graph
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Patient characteristics

Table 1

Dalantercept

Characteristic Category n %
Age Group 40-49 1 3.6
50-59 9 321
60-69 13 46.4
70-79 5 17.9
Ethnicity Hispanic or Latino 2 71
Non-Hispanic 23 82.1
Unknown/Not specified 3 10.7
Race White 24 85.7
Black/African American 3 10.7
Unspecified 1 3.6
Performance Status 0 20 714
1 8 28.6
Cell Type/Grade Endometrioid, grade 1 4 14.3
Endometrioid, grade 2 6 21.4
Serous 15 53.6
Clear Cell 2 7.1
Mixed Epithelial 1 3.6
Prior Chemotherapy 1 Prior Regimen 23 82.1
2 Prior Regimens 5 17.9
Prior Radiation No 10 35.7
Yes 18 64.3
Prior Hormonal No 25 89.3
Therapy Yes 3 10.7
Prior Surgery Yes 28 100.0
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Response, 6-month PFS, cycles of treatment and status.

Table 3

Endpoint Category n %
Off study therapy Cycles of Treatment  Yes 28 100.0
1 1 3.6
2 12 429
3 3 10.7
4 4 14.3
5 1 3.6
6 3 10.7
8 1 3.6
11 1 3.6
12 2 7.1
Reason off therapy Disease Progression 24 85.7
Patient Refused 1 3.6
Toxicity 2 7.1
Death 1 3.6
RECIST 1.1 Response Complete or partial response 0 0.0
Stable Disease 16 571
Disease Progression 11 39.3
Indeterminate 1 3.6
PFS = 6 months No 23 82.1
Yes 5 17.9
TPFS = 6 months No 25 893
Yes 3 10.7
Survival status Alive 10 357
Dead — Treatment-related 1 3.6
Dead — Disease-related 17 60.7
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