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Randomized, Double-Blind, Placebo-Controlled

Phase III Trial Comparing Docetaxel and Prednisone With
or Without Bevacizumab in Men With Metastatic
Castration-Resistant Prostate Cancer: CALGB 90401
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A B S T R A C T

Purpose

A rgndomized, placebo-controlled study based on preclinical and clinical data that supports the
potential role of vascular endothelial growth factor in prostate cancer was performed to evaluate
the addition of bevacizumab to standard docetaxel and prednisone therapy in patients with
metastatic castration-resistant prostate cancer (mCRPC).

Patients and Methods

Patients with chemotherapy-naive progressive mCRPC with Eastern Cooperative Oncology Group
performance status = 2 and adequate bone marrow, hepatic, and renal function were randomly
assigned to receive docetaxel 75 mg/m? intravenously (IV) over 1 hour for 21 days plus prednisone
5 mg orally twice per day (DP) with either bevacizumab 15 mg/kg IV every 3 weeks (DP + B) or
placebo. The primary end point was overall survival (OS), and secondary end points were
progression-free survival (PFS), 50% decline in prostate-specific antigen, objective response (OR),
and toxicity.

Results

In total, 1,050 patients were randomly assigned. The median OS for patients given DP + B was
22.6 months compared with 21.5 months for patients treated with DP (hazard ratio, 0.91; 95% ClI,
0.78 to 1.05; stratified log-rank P = .181). The median PFS time was superior in the DP + B arm
(9.9 v 7.5 months, stratified log-rank P < .001) as was the proportion of patients with OR (49.4%
v35.5%; P = .0013). Grade 3 or greater treatment-related toxicity was more common with DP +
B (75.4% v 56.2%; P = .001), as was the number of treatment-related deaths (4.0% v 1.2%;
P = .005).

Conclusion

Despite an improvement in PFS and OR, the addition of bevacizumab to docetaxel and prednisone
did not improve OS in men with mCRPC and was associated with greater toxicity.

J Clin Oncol 30:1534-1540. © 2012 by American Society of Clinical Oncology

gression and the hypothesis that inhibition of VEGF
may enhance current therapies in metastatic pros-
tate cancer. To test this hypothesis, a multicenter,
cooperative group phase II study of bevacizumab
(Avastin; Genentech/Roche Pharmaceuticals, San
Francisco, CA), a humanized immunoglobulin G
monoclonal antibody to all the isoforms of VEGF-A,
was combined with estramustine phosphate, pred-

Vascular endothelial growth factor (VEGF) plays a
critical role in the pathogenesis and progression of
human prostate cancer. "2 In human prostate cancer
cells, the expression of VEGF (Flk-1/KDR) receptors
correlates with poorly differentiated tumors and
poor prognosis.! VEGF is present in both localized

and metastatic prostate tumors, and increasing
plasma concentration of VEGF correlates with met-
astatic disease progression.” In patients with meta-
static castration-resistant prostate cancer (mCRPC),
both plasma and urine VEGF levels are independent
predictors of overall survival (OS).*” These data
supported the role of VEGF in prostate cancer pro-
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nisone, and docetaxel in 77 patients with mCRPC by
the Cancer and Leukemia Group B (CALGB) in
study 90006.% A 50% or greater post-therapy decline
in prostate-specific antigen (PSA) was observed in
75% of the patients, and complete or partial regres-
sion of measurable disease was achieved in 59% of
the patients.® The observed median progression-free
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survival (PFS) time and median OS time were 8 months and 24
months, respectively. These results were encouraging when compared
with historical outcomes of patients with mCRPC treated in a series of
other CALGB studies that used the docetaxel backbone. Following US
Food and Drug Administration approval of docetaxel and prednisone
for mCRPC, a double-blind, placebo-controlled phase III trial was
conducted to determine whether the addition of bevacizumab to
docetaxel and prednisone would increase OS compared with do-
cetaxel and prednisone alone.

Study Population

Eligible patients were required to have progressive adenocarcinoma of
the prostate despite castrate levels of testosterone following antiandrogen
withdrawal, as defined by Prostate-Specific Antigen Working Group 1
(PSAWGT) criteria.’ Patients were required to have an available Gleason score,
a baseline PSA = 5 ng/mL for patients with bone only disease, and no therapy
with prior cytotoxics or antiangiogenic agents; they were also required to be 4
weeks or more from major surgery and prior radiotherapy and 8 weeks from
prior radioisotope therapy. Patients were allowed to be taking a bisphospho-
nate if the dose was stable for at least 4 weeks before protocol treatment. Study
exclusion criteria included evidence of brain metastasis, congestive heart fail-
ure (New York Heart classification I, III, or IV), uncontrolled hypertension, a
GI bleed within the past 12 months, history of an arterial thrombotic event
within the past 12 months, serious nonhealing ulcers or wounds, or grade = 2
peripheral neuropathy. Patients were required to have an Eastern Cooperative
Oncology Group (ECOG) performance status = 2, absolute neutrophil
count = 1,500/uL, platelet count = 100,000 nL, creatinine =< 1.5 X upper
limit of normal (ULN), bilirubin = 1.5 X ULN, AST = 1.5 X ULN, and serum
testosterone level = 50 ng/dL. Stable doses of anticoagulants or antiplatelet
therapy were allowed, but all herbal or alternative medications had to be
discontinued before treatment. The protocol was approved by the local ethics
committees of all participating centers, and written informed consent was
obtained from all patients.

Treatment

All patients were administered docetaxel 75 mg/m? intravenously on day
1 every 21 days and prednisone 5 mg orally daily starting on day 1 (DP).
Patients were premedicated with dexamethasone 8 mgorally 12, 3, and 1 hour
before the administration of docetaxel. Patients were randomly assigned with
equal probability by the CALGB Statistical Center to receive either bevaci-
zumab 15 mg/kg intravenously every 21 days (DP + B) or intravenous placebo
on the same schedule (DP). A stratified random block design was used with
randomization stratified by 24-month survival probability as predicted by a
validated nomogram 19(<10%, 10% t0 29.9%, = 30%), age (< 65years, =65
years), and prior history of arterial events (yes, no). Treatment was continued
until disease progression or unacceptable toxicity for a maximum of 2 years.
PSA progression was assessed by PSAWGI criteria.’ Patients were required to
receive a minimum of three cycles of therapy before response assessment.
Appropriate use of growth factor support according to American Society of
Clinical Oncology guidelines was permitted,'" and aspirin 81 mg daily in those
patients who could tolerate it was encouraged. Treatment with a luteinizing
hormone-releasing hormone agonist was continued for all patients who had
not undergone a bilateral orchiectomy. Docetaxel dose was held if absolute
neutrophil count was less than 1,500/uL or platelet count was less than
100,000/ uL. The dose of docetaxel was decreased by 10 mg/m? for grade 3 or 4
neutropenia for more than 1 week, febrile neutropenia, or grade 3 or 4 hepatic,
neurologic, or GI toxicities. Patients could have a maximum of two docetaxel
dose reductions. Bevacizumab or placebo was held for uncontrolled hyperten-
sion (= 160/90 mmHg), and if hypertension was not controlled with antihy-
pertensive agents for more than one cycle, the bevacizumab or placebo was
discontinued. Bevacizumab or placebo was discontinued for grade 4 hyperten-
sion, reversible posterior leukencephalopathy syndrome, recurrent arterial
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thrombotic events, grade = 2 arterial thrombotic events, grade 3 hemorrhage
or bleeding from any cause, GI perforation, wound dehiscence, or nephrotic
syndrome. Patients who could not tolerate docetaxel therapy were encouraged
to continue with bevacizumab or placebo alone, if tolerated. Prednisone dos-
age could be modified for toxicity as clinically indicated as by the treat-
ing physician.

Study Procedures

Baseline assessment included history or physical examination, CBC, liver
function tests, serum testosterone, urinalysis, bone scan, magnetic resonance
imaging or computed tomography scan of the abdomen and pelvis, and
imaging of the chest. Patients had a repeat CBC, liver function tests, and
urinalysis every cycle and a repeat bone scan and computed tomography scan
of the abdomen/pelvis every 3 months until progression was confirmed for a
maximum of 5 years after registration. Adverse events were graded according

Table 1. Baseline and Clinical Characteristics of 1,050 Patients by
Treatment Arm
DP + B DP Total
Variable (%; n =524) (%; n=526) (%; N = 1,050)
Race
White 88 87 88
Age, years
<65 34 33 33
= 65 66 67 67
Median 68.8 69.3 69.0
Interquartile range 63.0-74.4 62.4-75.6 62.7-75.2
Prior history of arterial events
Yes 7 8 7
No 93 92 93
24-month predicted survival
probability, %
<10 18 18 18
10-29.9 35 35 35
= 30 47 47 47
ECOG performance status
0 57 55 56
1 39 40 40
2 4 5 4
Measurable disease 47 53 50
Sites of metastases™
Bone 87 84 86
Liver 7 7 6
Lung 11 10 10
Lymph node 41 44 43
Visceral 17 14 16
Other 13 16 14
Alkaline phosphatase, U/L
Median 117 118.5 118
Interquartile range 84-220 81-230 82-226
Hemoglobin, g/dL
Median 12.9 12.6 12.8
Interquartile range 11.8-13.9 11.6-13.7 11.6-13.8
LDH, U/L
Median 202.5 206.0 205.0
Interquartile range 165.0-287.0 166.0-300.0  166.0-297.0
PSA, ng/mL
Median 88 82 85
Interquartile range 31-237 31-239 31-239
Abbreviations: DP, docetaxel 75 mg/m? intravenously over 1 hour for 21 days
plus prednisone 5 mg orally twice per day; DP + B, DP plus bevacizumab 15
mg/kg intravenously every 3 weeks; ECOG, Eastern Cooperative Oncology
Group; LDH, lactate dehydrogenase; PSA, prostate-specific antigen.
“Not mutually exclusive.

© 2012 by American Society of Clinical Oncology ~ 1535



Kelly et al

to the National Cancer Institute (NCI) Common Terminology Criteria for
Adverse Events (CTCAE) Version 3.0.

Study Design and Data Analysis

The primary end point was OS with a target sample size of 1,050 patients.
With 748 deaths, the log-rank test has 86% power to detect a 21% decrease in
hazard of death (equivalent to an increase in median OS from 19 months in the
DP arm to 24 months in the DP + B arm), assuming a two-sided type I error
rate of 0.05. The following assumptions were made to achieve the target 748
deaths: an accrual rate of 29 patients per month over a 35-month enrollment
period, 25-month follow-up after study closure, and OS time following an
exponential distribution. Secondary end points were the proportion of pa-
tients who experienced at least a 50% post-therapy PSA decline, PES, biochem-
ical (PSA) PFS, objective response for patients with measurable disease by
Response Evaluation Criteria in Solid Tumors (RECIST), and toxicity. OS was
defined as the time from date of random assignment to date of death due to any
cause. PFS was defined from the date of random assignment to date of pro-
gression or death due to any cause, whichever occurred first. Progression was
defined by using PSAWGI criteria with the exception that more than two new
bone lesions were required for bone progression on a bone scan. Patients who
discontinued treatment for reasons other than progression were followed for
disease progression or death.

This trial was monitored by the CALGB Data and Safety Monitoring
Board for efficacy and safety. Superiority and futility analyses were conducted
for the OS end point. The Lan-Demets analog of the Emerson-Fleming se-
quential boundary was used to maintain the overall significance level of o =
.05 while conducting interim analyses on OS. The final analysis was performed
when 748 deaths had been observed. An intention-to-treat approach was used
in the analysis for all the clinical end points with the exception of toxicity. The
primary analysis of the OS end point was based on a two-sided stratified
log-rank test for treatment effect, adjusting for the stratification factors. The
proportional hazards model was used to assess the importance of the treat-
ment effect after adjustment for stratification variables in subset analysis. The
Kaplan-Meier product limit method was used to estimate the OS and PFS
distributions. The x* and the Fisher exact tests were used to compare the two
arms on objective response rates (ORRs) in patients with measurable disease,
post-therapy decline in PSA from baseline, and adverse events between the two
treatment groups. All analyses were performed by using SAS, version 9.1 (SAS

Institute, Cary, NC). The study was designed by the CALGB, endorsed by the
ECOG, and approved by the NCI Cancer Therapy Evaluation Program
(CTEP). The CALGB Statistical Center performed registration, data collec-
tion, and statistical analyses.

As part of the CALGB quality assurance program, members of the Audit
Committee visit all participating institutions at least once every 3 years to
review source documents. The auditors verify compliance with federal regula-
tions and protocol requirements, including those pertaining to eligibility,
treatment, adverse events, tumor response, and outcome in a sample of pro-
tocols at each institution. Statistical Center staff and the study chair reviewed
the data; the CALGB Audit Committee reviewed records on-site for 141 (13%)
of 1,050 patients enrolled on the study.

Patients

Between May 2005 and December 2007, 1,050 patients were
randomly assigned. The baseline clinical characteristics between the
two arms were well balanced for known prognostic variables (Table 1).
The majority of the patients were white, more than 60% of the patients
were older than age 65 years, and 47% of the patients had a more than
30% probability of being alive at 24 months.'® Half the patient had
measurable disease, and 35% of patients in each arm were taking
opioid analgesics.

Treatment Exposure

A total of 524 patients were randomly assigned to DP + B and
526 to DP (Fig 1). Patients who were given DP + B received a median
of eight cycles of therapy (range, 0 to 37 cycles), and patients who were
administered DP received a median of eight cycles of therapy (range, 0
to 40 cycles). Overall, more patients on the DP arm than on the
experimental arm were removed from the study (49% v 29%). How-
ever, fewer patients were removed from the DP arm than from the
DP + B arm due to toxicity (22% v 37%).

Assessed for eligibility
(N =1,050)
Excluded (n=0)
— Did not meet eligibility criteria (n = 87)
Refused to participate (n=41)
Allocated to docetaxel, prednisone, (n=524) Allocated to docetaxel, prednisone (n =526)
bevacizumab without bevacizumab
Received allocated intervention (n =504) Received allocated intervention (n =505)
Did not receive allocated intervention (n = 20) Did not receive allocated intervention (n =21) Fig 1. CONSORT diagram.
Discontinued intervention Discontinued intervention
Never started treatment (n=20) Never started treatment (n=21)
Disease progression or death (n=151) Disease progression or death (n =260)
Toxicity (n=192) Toxicity (n=115)
Refused further treatment (n =65) Refused further treatment (n=52)
Other (n=175) Other (n=61)
Completed protocol therapy (n=21) Completed protocol therapy (n=17)
Efficacy analysis (n =524) Efficacy analysis (n =526)
Safety analysis (n =504) Safety analysis (n =505)

1536 © 2012 by American Society of Clinical Oncology
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Sixty-eight percent of the patients on the DP + B arm and 66% of
the patients on the DP arm subsequently received second-line sys-
temic therapy after they completed or were removed from the CALGB
study. Forty-seven percent of the patients on the DP + Band DP arms
received additional cytotoxic chemotherapy, with a majority receiving
a docetaxel-based regimen.

Efficacy

The median OS time was 22.6 months (95% CI, 21.1 to 24.5
months) for patients treated with DP + B compared with 21.5 months
(95% CI, 20.0 to 23.0 months) for patients treated with DP with an
estimated hazard ratio of 0.91 (95% CI, 0.7 to 1.05; stratified log-rank
P = .181; Fig 2A). Patients treated with DP + B had longer PFS
compared with patients treated with DP (median, 9.9 months [95%
CL, 9.0 to 10.6 months] v 7.5 months [95% CI, 6.8 to 8.0 months];
hazard ratio, 0.80; 95% CI, 0.71 to 0.91; stratified log-rank P < .001;
Fig 2B). More patients treated with DP + B achieved = 50% post-
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Fig 2. Kaplan-Meier plot for (A) overall survival and (B) progression-free survival
by treatment arm. DP, docetaxel 75 mg/m? intravenously over 1 hour for 21 days
plus prednisone 5 mg orally twice per day; DP + B, DP plus bevacizumab 15
mag/kg intravenously every 3 weeks.
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therapy PSA declines compared with patients treated with DP (69.5%
v 57.9%; P < .001). More patients treated on the bevacizumab arm
achieved an objective response in measurable disease by RECIST
(49.4% v 35.5%; P = .0013). Exploratory subset analysis suggested
that patients with markers of high tumor burden or more advanced
disease (low hemoglobin, increased serum alkaline phosphatase, or
high lactate dehydrogenase) as well as patients with low testosterone
levels (<< 20 ng/dL) had an improved OS with the addition of bevaci-
zumab to docetaxel and prednisone (Fig 3).

Safety

Table 2 presents selected grade = 3 adverse events that are possi-
bly, probably, or definitely related to treatment. Higher rates of
grade = 3 neutropenia, fatigue, leukopenia, hypertension, GI hemor-
rhage and perforation, mucositis, and pneumonitis were reported
in the bevacizumab arm; however, venous thrombosis and pulmo-
nary embolism were less frequent in the DP + B arm. There was an
overall greater number of maximum hematologic and nonhema-
tologic adverse events associated with the administration of bev-
acizumab compared with DP (75.4% v 56.2%; P = .001). The
number of treatment-related deaths (4.0% v 1.2%; Fisher’s exact test
P = .005) was greater in the DP + B arm. The major cause of
treatment-related deaths was related to infectious complications.

The addition of bevacizumab to docetaxel and prednisone did not
significantly prolong median survival in men with mCRPC, the pri-
mary end point in this study. However, the addition of bevacizumab
to docetaxel and prednisone did have a statistically significant impact
on PFS (9.9 v7.5 months; P<<.001), ORR (49.4% v 35.5%; P = .0013),
and PSA decline = 50% (69.5% v 57.9%; P << .001), suggesting that
VEGF signaling may play a role in mCRPC. The observed dissociation
between OS and other outcomes, such as PES, post-therapy PSA
decline, and ORR, is complex and may be related to several factors,
including stage migration, trial design issues, impact of postprotocol
treatment, or a modest correlation between clinical end points and
OS. The observed median OS time in the docetaxel arm in this study
was longer at 21.5 months than what was assumed in the design of the
trial (median OS, 19.2 months based on the pivotal TAX 327 study'?).
This may represent stage migration in patients with mCRPC treated
with docetaxel chemotherapy and is consistent with the relatively high
proportion of good-risk patients enrolled onto the study. This un-
doubtedly will prove to be even more of a confounding factor in future
studies with the earlier initiation of therapy and as more active agents
are approved for the treatment of mCRPC.

In considering trial design issues, this study did not allow for the
continuation of bevacizumab therapy beyond progression. Although
not proven, it has been hypothesized that prolonged VEGF inhibition
is needed to show a clinical benefit. Burger et al'* from the Gyneco-
logic Oncology Group showed the therapeutic impact of concurrent
and maintenance bevacizumab administration with standard chemo-
therapy in patients with advanced ovarian cancer. CALGB 90401 was
not designed to evaluate the role of maintenance bevacizumab ther-
apy. Although patients were allowed to continue on single modality
bevacizumab or placebo treatment if the docetaxel therapy was not
tolerated, few patients and physicians elected to continue mono-
therapy with bevacizumab or placebo.

© 2012 by American Society of Clinical Oncology ~ 1537
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Median Survival (months)
Arm 1 Arm 2
Variable DP +B DP HR* P
PS
0 26.7 23.8 — 0.832 081
1 16.7 17.2 B B 0.996 971
HGB
<12.8 19.3 17.0 = 0.815 .04 Fig 3. Forest plot of overall survival in select
>12.8 26.7 26.7 1.045 145 subgroups. ALK, alkaline phosphatase; DP,
ALK docetaxel 75 mg/m? intravenously over 1 hour
<118 27.9 26.6 o 1.014 .902 for 21 days plus prednisone 5 mg orally twice
> 118 19.7 16.3 & 0.793 .02 per day; DP + B, DP plus bevacizumab 15
LDH mg/kg intravenously every 3 weeks; HGB,
< 205 26.0 26.5 T 1.019 87 hemoglobin; HR, hazard ratio; LDH, lactate
> 205 19.4 16.3 —— 0.802 .029 dehydrogenase; PS, [Eastern Cooperative On-
PSA cology Group] performance status; PSA,
<85 26.6 24.5 —— 0.896 323 prostate-specific antigen; TEST, testosterone.
> 85 20.1 18.4 — 0.892 .267 (*) HRs are based on the proportional hazards
TEST model adjusting for the stratification factors.
<20 22.6 19.9 —a— 0.789 .016
>20 22.8 23.4 N 1.074 549
Total
N =1,050 22.6 21.5 Ly 0.906 181
T T T T T T T
0 025 0 07 1 125 1.7 2
«—DP + B better DP better —»

Two thirds of all patients received additional therapy after proto-
col treatment was completed or the patient was removed from the
study. The majority received additional docetaxel-based chemothera-
py as a second-line chemotherapy, although the clinical benefit of this
approach has not been well defined. Since the completion of CALGB
90401, several agents have been shown to prolong survival in patients
with mCRPC, including sipuleucel-T, cabazitaxel, and abiraterone
acetate, that could also account for longer OS, although these agents
were largely unavailable to the patients on this trial. Whether the
observed OS on this study was affected by subsequent docetaxel or
other treatments cannot be definitively determined.

In addition, the population of elderly patients with prostate can-
cer may respond to bevacizumab differently from younger popula-
tions such as the populations with colon or lung cancer who
experienced the clinical benefit of bevacizumab added to standard
chemotherapy."*'” The population studied in CALGB 90401 was
approximately a decade older than those populations and had castrate
testosterone levels with bone-predominant disease. In the breast, co-
lon, and lung cancer studies, patients were younger and most had
metastatic disease confined to soft tissues (nonosseous).'*'” In the
Bevacizumab Regimens’ Investigation of Treatment Effects (BRIiTE)
observational cohort of metastatic colon cancer, elderly patients who
received bevacizumab with first-line chemotherapy demonstrated
treatment benefit. However, there was a diminished median survival
with increasing age.'® Similarly, in an ECOG trial for metastatic breast
cancer, "*'° the effect of bevacizumab significantly declined when age
was evaluated as a continuous variable, with the 65- to 85-year-old
group having the least benefit. Although the safety profiles were
similar in all age cohorts in these studies, these trends suggest that
elderly patients may have different biologic effects from the admin-
istration of bevacizumab or similar VEGF-targeted therapies. It has
recently been demonstrated that docetaxel clearance is increased
by approximately 100% in castrate men.'® Little is known about
the difference in drug distribution in bone versus soft tissues and,

1538 © 2012 by American Society of Clinical Oncology

although it is unlikely, castration may have a subtle impact on
bevacizumab pharmacokinetics.

Any possible clinical benefit from the addition of bevacizumab to
docetaxel and prednisone needs to be tempered by the increased
morbidity and toxicities observed with bevacizumab treatment in this
trial. Patients treated with bevacizumab experienced more severe neu-
tropenia, fatigue, leukopenia, hypertension, GI hemorrhage and per-
foration, mucositis, and pneumonitis. The incidence and severity of
the adverse events were similar to those reported in other diseases."*"”
A particular concern was the increased number of treatment-related
deaths (4.0% v 1.2%), which were mostly related to infectious com-
plications which may reflect an increased likelihood of neutropenia in
an elderly population.

The initial hypothesis of this trial was that inhibiting VEGF by
adding bevacizumab to docetaxel and prednisone would provide a
survival advantage to patients with mCRPC. The results of this study
failed to support this hypothesis. However, there was a prolongation
of PES in patients treated with bevacizumab, and similar PFS improve-
ments supported the approval of this drug in breast and renal cell
carcinoma.'***?' Exploratory analyses were undertaken to try to
identify the characteristics of those patients with CRPC who were
more likely to benefit from this therapy and have an improvement in
both PFS and OS. These analyses have generated the hypothesis that a
targeted subpopulation of poor-risk patients with mCRPC (defined
by either high tumor burden or disease progression in the setting of
low testosterone levels) would experience greater clinical benefit from
VEGEF inhibition. This study further illustrates that the success of
future phase III programs in mCRPC is dependent on identifying
critical biomarkers that enrich the study population for the targeted
therapy and to better understand the associations between PFS, PSA
response, and objective tumor response as an intermediate marker for
OS in this patient population. Other ongoing phase III trials with
aflibercept and tasquinimod may help further define the clinical ben-
efit of vascular targeting agents in patients with mCRPC.

JOURNAL OF CLINICAL ONCOLOGY
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Table 2. Grade 3 and Higher Adverse Events by Treatment Arm

Grade of Adverse Event

4 (life
3 (severe) threatening) 5 (lethal)
Adverse Event Arm™ No. % No. % No %
Hematologic
Anemia DP + B 15 3 3 1 0 0
DP 15 8 1 0 0 0
Leukocytes (total WBC) DP + B 48 10 85 7 0 0
DP 43 9 23 5 0 0
Low neutrophils/granulocytes DP + B 40 8 112 22 0 0
DP 46 9 77 15 0 0
Nonhematologic
Cardiac ischemia/infarction DP + B 6 1 5 1 1 0
DP 1 0 1 0 1 0
Left ventricular diastolic dysfunction DP + B 0 0 0 0 0 0
DP 1 0 0 0 0 0
Left ventricular systolic dysfunction DP + B 1 0 0 0 0 0
DP 1 0 0 0 0 0
Hypertension DP +B 34 7 2 0 0 0
DP 6 1 1 0 0 0
Thrombosis/thrombus/embolism DP +B 8 2 11 2 0 0
DP 15 3 19 4 0 0
Fatigue DP + B 81 16 8 2 0 0
DP 49 10 4 1 0 0
Weight loss DP + B 4 1 0 0 0 0
DP 1 0 0 0 0 0
Anorexia DP + B 20 4 1 0 0 0
DP 8 2 0 0 0 0
Nausea DP + B 18 4 0 0 0 0
DP 7 1 0 0 0 0
Gl perforation DP + B 9 2 7 1 2 0
DP 3 1 0 0 0 0
Dehydration DP + B 26 5 0 0 0 0
DP 14 3 0 0 0 0
Mucositis/stomatitis (functional/symptomatic) DP + B 14 3 0 0 0 0
DP 1 0 0 0 0 0
Genitourinary hemorrhage DP + B 5 1 0 0 0 0
DP 4 1 0 0 0 0
Gl hemorrhage DP +B 25 5 4 1 1 0
DP 11 2 1 0 0 0
CNS cerebrovascular ischemia DP + B 3 1 4 1 0 0
DP 0 0 1 0 0 0
Dyspnea (shortness of breath) DP +B 12 2 2 0 0 0
DP 8 2 2 0 0 0
Pneumonitis/pulmonary infiltrates DP + B 6 1 3 1 2 0
DP 1 0 1 0 0 0
Proteinuria DP + B 8 2 2 0 0 0
DP 2 0 1 0 0 0
Infection
Colitis, infectious (eg, Clostridium difficile) DP + B 0 0 0 0 0 0
DP 1 0 1 0 0 0
Febrile neutropenia DP + B 31 6 5 1 1 0
DP 20 4 2 0 0 0
Infection (documented clinically) DP + B 8% 6 4 1 2 0
DP 15 3 6 1 1 0
Infection, other DP + B 13 3 2 0 1 0
DP 5 1 0 0 0 0
Infection with normal ANC or grade 1 or 2 neutropenia DP + B 14 3 1 0 2 0
DP 7 1 1 0 0 0
Infection with unknown ANC DP + B 8 2 1 0 0 0
DP 4 1 0 0 0 0
Maximum overall adverse events DP + B 208 41 1562 30 20 4
DP 158 31 120 24 6 1

intravenously every 3 weeks; ANC, absolute neutrophil count.
“DP +B, n = 504; DP, n = 505.

Abbreviations: DP, docetaxel 75 mg/m? intravenously over 1 hour for 21 days plus prednisone 5 mg orally twice per day; DP + B, DP plus bevacizumab 15 mg/kg
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