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Purpose: Combining bevacizumab with paclitaxel significantly improves progression-free survival (PFS)
versus paclitaxel alone in HER2-negative metastatic breast cancer (MBC). Eribulin is active and tolerable
in pretreated MBC. To assess whether eribulin may offer a more tolerable yet effective combination
partner for bevacizumab, we evaluated a bevacizumab/eribulin combination regimen as first-line ther-
apy for MBC.
Methods: In this single-arm phase II study, patients with histologically confirmed HER2-negative MBC
and no prior chemotherapy for MBC received eribulin 1.23 mg/m? on days 1 and 8 every 3 weeks for >6
cycles plus bevacizumab 15 mg/kg on day 1 every 3 weeks until disease progression. The primary
endpoint was non-progression rate at 1 year. Secondary endpoints included objective response rate
(ORR), PFS, and safety.
Results: The median age of the 61 treated female patients was 59 years, 16% had triple-negative MBC, 30%
had >3 metastatic sites, and 71% had received prior (neo)adjuvant chemotherapy. Patients received a
median of six eribulin and nine bevacizumab cycles. The non-progression rate at 1 year was 32% (95%
confidence interval [CI]: 20—43%), ORR was 47% (95% CI: 34—60%), and median PFS was 8.3 months (95%
Cl: 7.0—-9.6 months). The only grade >3 clinical adverse events in >5% of patients were hypertension
(39%), neutropenia (26%), thrombosis (10%), and paresthesia/dysesthesia (7%).
Conclusion: First-line eribulin/bevacizumab combination therapy showed interesting activity in MBC
with an acceptable safety profile, including a particularly low incidence of high-grade neuropathy.

© 2020 The Authors. Published by Elsevier Ltd. This is an open access article under the CC BY-NC-ND
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1. Introduction

The treatment landscape for HER2-negative metastatic breast
cancer (MBC) ineligible for hormonal therapy is founded upon
chemotherapy, particularly the taxanes, but continues to evolve
and expand with new chemotherapies and targeted agents. In the
E2100, AVADO, RIBBON-1, and MERiDiAN randomized phase III
trials, combining bevacizumab with first-line chemotherapy for
HER2-negative MBC significantly improved progression-free sur-
vival (PFS) versus chemotherapy alone [1—4] but overall survival
was not improved. Bevacizumab is approved in Europe as first-line
therapy for HER2-negative MBC in combination with either pacli-
taxel or capecitabine, and is considered a standard of care option in
some countries, particularly in patients with triple-negative MBC
[5]. Although taxane-based regimens are among the most active in
MBC, chemotherapy-induced peripheral neuropathy with micro-
tubule inhibitors can be disabling [6]. Neuropathy is a well-known
side effect of paclitaxel and has a major impact on patients’ well-
being and daily activities. Recent research suggests that paclitaxel
in particular is associated with delayed recovery from
chemotherapy-induced peripheral neuropathy, resulting in severe,
pervasive, and prolonged effects [ 7], which may continue long after
treatment discontinuation [6,8,9].

In the pivotal E2100 trial of paclitaxel and bevacizumab, 24% of
patients experienced grade 3/4 peripheral neuropathy (compared
with 18% in the single-agent paclitaxel arm; P < 0.05) [1]. Bev-
acizumab may exacerbate paclitaxel-associated peripheral neu-
ropathy, as seen in post-marketing series [10] and meta-analyses
[11]. However, in the subsequent placebo-controlled randomized
phase III MERIDiAN trial, only 4% of patients experienced grade 3/4
peripheral neuropathy with bevacizumab/paclitaxel [4]. Analyses
from a randomized phase II trial of paclitaxel and bevacizumab
suggested that certain single nucleotide polymorphisms may
identify patients at increased risk of peripheral neuropathy [12]. An
alternative approach to reducing the risk of neuropathy is to use a
different chemotherapy combination partner. The TURANDOT trial
comparing bevacizumab/paclitaxel versus bevacizumab/capecita-
bine showed non-inferiority and a significantly lower incidence of
peripheral neuropathy with the non-taxane regimen [13].
Conversely, the randomized phase III CALGB 40502/NCCTG NO63H
(Alliance) trial comparing bevacizumab/paclitaxel with investiga-
tional bevacizumab-containing regimens showed an increased
incidence of grade >3 sensory neuropathy with bevacizumab/
nanoparticle albumin-bound (nab)-paclitaxel or bevacizumab/ixa-
bepilone [14].

The microtubule inhibitor eribulin is an established therapy for
MBC in later lines, based on results of the EMBRACE [15] and Study
301 [16] randomized phase III trials and, more recently, a ran-
domized phase III trial versus vinorelbine in Chinese patients with
anthracycline- and taxane-pretreated MBC [17]. Most data for eri-
bulin have been generated in patients with heavily pretreated MBC.
However, Study 206 evaluating first-line eribulin in HER2-negative
MBC demonstrated a 29% objective response rate (ORR), a 52%
clinical benefit rate, and median PFS of 6.8 months [18]. The sub-
sequent MERIBEL study in taxane-pretreated patients with a poor
prognosis demonstrated a 21% ORR and median time to progression
of 4.1 months [19], whereas a small Japanese study (N = 35) in a
broader first-line population demonstrated an overall response rate
of 54%, median PFS of 5.8 months, and median overall survival (OS)
of 35.9 months [20].

Eribulin has a similar mechanism of action to paclitaxel, but
potentially offers a less neurotoxic treatment option [21]. The two
agents appear to have differing effects on sciatic nerve axons, with
more pronounced neurodegenerative effects from paclitaxel and
greater microtubule stabilizing biochemical effects induced by
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Table 1
Characteristic Patients
Median age, years (range) 59 (38-77)
Histologic subtype at diagnosis, n (%)
Ductal 54 (89)
Lobular 5(8)
Mucinous 1(2)
Tubulo-lobular 1(2)
Histological grade at diagnosis, n (%)
1 6 (10)
2 31 (51)
3 21 (34)
Unknown 3(5)
Receptor status at diagnosis, n (%)
Estrogen receptor positive 47 (77)
Progesterone receptor positive 34 (56)
Triple negative 10 (16)
Prior chemotherapy, n (%) 43 (70)
Neoadjuvant 12 (20)
Adjuvant 31(51)
Type of (neo)adjuvant chemotherapy, n (%)
Paclitaxel 4 (7)
Docetaxel 30 (49)
Anthracycline 38 (62)
Cyclophosphamide 39 (64)
5-FU 32(52)
Prior radiotherapy, n (%) 48 (79)
Prior endocrine therapy, n (%) 40 (66)
For metastatic disease 22 (36)
ECOG performance status at inclusion, n (%)
0 35 (57)
1 25 (41)
Unknown 1(2)
De novo metastatic disease, n (%) 13 (21)
Measurable disease at baseline, n (%) 49 (80)
Metastatic sites, n (%)
Liver 25 (41)
Lung 23 (38)
Pleura 5(8)
Bone 34 (56)
Lymph nodes 21 (34)
Number of metastatic sites, n (%)
1 21 (34)
2 22 (36)
>3 18 (30)

Abbreviations: 5-FU = 5-fluorouracil; ECOG = Eastern Cooperative Oncology Group.

eribulin [22]. The distinct mechanisms of microtubule-targeted
action may contribute to variations in the development, persis-
tence, and duration of chemotherapy-induced neuropathy. Pre-
clinical studies of eribulin suggested less neuropathy than observed
with paclitaxel or ixabepilone given at maximum tolerated doses in
mice [21]. Furthermore, in mice with pre-existing paclitaxel-
induced neuropathy, eribulin had limited additional neuropathic
effect, in contrast to further paclitaxel, suggesting that in clinical
settings, eribulin may have a reduced tendency to exacerbate pre-
existing paclitaxel-induced neuropathy [23]. These preclinical
data are supported by safety results in phase III trials in MBC, in
which eribulin showed a relatively low incidence and severity of
neuropathy (7—8% grade 3/4 incidence of neuropathy- and
paresthesia-related adverse effects) [15,16]. These results were
replicated in expanded access programs and observational studies
[24—26]. In addition, a meta-analysis of 19 clinical trials including
almost 5000 patients reported incidences of all-grade and high-
grade peripheral neuropathy of 28% and 5%, respectively [27].
Based on phase IIl evidence showing significantly improved
efficacy when combining bevacizumab with chemotherapy, we
anticipated that the combination of bevacizumab and eribulin
might provide an effective first-line treatment with a favorable
safety profile, particularly with regard to neuropathy. Eribulin and
bevacizumab demonstrated greater activity than either agent alone
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Fig. 1. Treatment exposure by cycle.

in triple-negative breast and ovarian cancer xenograft models [28].
Therefore, our group initiated a study to assess the efficacy and
safety of a bevacizumab/eribulin combination as first-line therapy
for MBC.

2. Patients and methods

This prospective, open-label, single-arm, multicenter phase II
study (NCT01941407) enrolled female patients with measurable or
evaluable HER2-negative histologically confirmed MBC who had
received no prior chemotherapy in the metastatic setting. Addi-
tional inclusion criteria included Eastern Cooperative Oncology
Group performance status <1, adequate hematologic, liver, and
renal function, urine dipstick <1+ (or 24-h protein <1 g if urine
dipstick >2+), and standard inclusion criteria for bevacizumab
therapy. Exclusion criteria included prior bevacizumab and/or eri-
bulin therapy, pre-existing grade >2 sensory or motor neuropathy,
uncontrolled hypertension, ongoing grade >2 toxicity from adju-
vant treatment, or brain metastases. Patients for whom the inves-
tigator considered other treatment options including taxane- or
anthracycline-containing therapy to be appropriate were
excluded, as were patients receiving or eligible for endocrine
therapy. No limit to chemotherapy-free interval was specified in the
eligibility criteria, allowing enrollment of patients with rapid pro-
gression after (neo)adjuvant therapy. Accordingly, data on disease-
free interval at baseline were not collected, nor did we collect the
reasons for an investigator considering other treatment options to
be inappropriate. All patients provided written informed consent
before undergoing any study-specific procedure.

Eligible patients received first-line eribulin administered at
1.23 mg/m? on days 1 and 8 every 3 weeks for at least six cycles (or
until disease progression if continued treatment offered a favorable
benefit/risk balance) in combination with bevacizumab 15 mg/kg
on day 1 every 3 weeks, continued until disease progression or
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unacceptable toxicity. The primary endpoint was the proportion of
patients with disease control (non-progression, comprising com-
plete or partial response plus stable disease according to Response
Evaluation Criteria in Solid Tumors [RECIST; version 1.1], as
assessed by the investigator) 1 year after enrollment. This endpoint
was chosen to provide a clear threshold rapidly and reliably in a
single-arm study, whereas median time-related endpoints may not
be reached and may be driven only by the patients with the worst
prognosis experiencing an early event. Secondary endpoints were
ORR according to RECIST (version 1.1), PFS, OS, safety, and health-
related quality of life (assessed using a visual analog scale [VAS]
of wellbeing from O [worst imaginable] to 10 [best]). The VAS was
considered less laborious for patients and more appropriate to give
a simple impression of neurotoxicity in a single-arm study than one
of the available validated patient-reported outcome questionnaires.
The sample size was calculated using the Simon’s two-stage design
(MinMax) [29] to demonstrate a promising 1-year non-progression
rate of 50% versus a not clinically relevant 1-year non-progression-
rate of 33%. With an alpha of 5% and 80% power, 54 eligible patients
were required. The 50% progression-free rate was selected based on
an estimate from the E2100 trial [1], in which the median PFS was
11.8 months with the combination of bevacizumab/paclitaxel. An-
alyses of efficacy and safety were based on the population of
eligible patients who received at least one dose of study treatment.
However, any patient withdrawing from the trial in the absence of
disease progression was excluded from the primary endpoint
analysis.

Tumor assessments were performed at baseline, every 9 weeks
during bevacizumab/eribulin combination therapy, and every 3
months thereafter until disease progression (for up to 2 years).
Adverse events were recorded at every cycle and at the treatment
discontinuation visit, and were graded according to National Can-
cer Institute Common Terminology Criteria for Adverse Events
(version 4.03). If patients experienced grade 4 neutropenia for >7
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Table 2
Treatment Eribulin Bevacizumab
Total number of cycles N=575 N=706
Median (range) 6 (1—47) 9(0-50)
Mean (standard deviation) 9.4 (8.3) 11.6 (10.2)
Cycles with treatment delay 65 (11) 58 (8)
Reason for treatment delay by cycle
Toxicity 33 (6)° 30 (4)¢
Organizational problem 25 (4) 24 (3)
Other 7 (1)¢ 4(1)f
Cycles with treatment interruption 57 (8)
Reason for treatment interruption by cycle
Port-a-cath insertion — 11(2)
Healing disorder — 9(1)
Dental care — 8(1)
Hypertension - 7(1)
Surgery - 5(1)
Pulmonary embolism — 5(1)
Osteonecrosis - 3(<1)
Thrombosis - 2 (<1)
Other - 5(1)%
Unknown - 2 (<1)
Reason for end of treatment by patient, n (%) N = 61 N =61
Completed at least 6 cycles 52 (85) Not applicable
Disease progression 4(7) 42 (69)
Toxicity 1(2) 12 (20)
Thrombosis 0 4(7)
Proteinuria 0 2(3)
Cardiac 1(2) 2(3)
Neuropathy 0 1(2)
Healing disorder 0 1(2)
Osteonecrosis 0 1(2)
Pain 0 1(2)
Radiotherapy 2(3) 4(7)
Other 2 (3)° 3(5)°
Patients with treatment delay 31 (51) 29 (48)
Patients with treatment interruption 25 (41)

2 One case each of: patient decision; hydrocephalus.
One case each of: patient decision; investigator decision; hydrocephalus.
Most commonly because of neutropenia (N = 20; 3%).
Most commonly because of neutropenia (N = 16; 2%).
Two cycles (<1%) for dental extraction; one cycle (<1%) each with reason of
port-a-cath insertion, therapeutic decision, epileptic crisis, adnexectomy healing,
medullary compression.

f One cycle (<1%) each with reason of port-a-cath insertion, therapeutic decision,
dental abscess, unknown.

2 One cycle (<1%) each with reason of proteinuria, muscular pain, leukoaraiosis,
cutaneous biopsy, medullary compression.

b
c
d
e

days, grade 3 neutropenia with fever or infection, grade 4 throm-
bocytopenia, grade 3 thrombocytopenia with bleeding complica-
tions or requiring a transfusion, or any grade 3/4 non-hematologic
toxicity (except alopecia), the eribulin dose was to be reduced to
0.97 mg/m? and bevacizumab was to be withheld. If the toxicity
recurred, the eribulin dose was to be reduced to 0.62 mg/m?. If the
toxicity occurred for a third time, or if hematologic adverse events
necessitated a treatment delay of >2 weeks, eribulin was to be
discontinued permanently. Bevacizumab could be continued at the
discretion of the investigator. The bevacizumab dose was not to be
reduced and missed doses were not to be replaced.

The study was performed in accordance with the principles
stated in the Declaration of Helsinki and subsequent amendments
and in accordance with the Good Clinical Practice Guideline (CPMP/
ICH/135/95). All documents required by national regulations and
any other informative documents requested were submitted to an
ethics committee for review and approval. An independent data
monitoring committee comprising three breast cancer experts
reviewed data regularly and was responsible for the safety of
patients.
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3. Results

A total of 62 patients were enrolled between September 2013
and September 2014. One patient withdrew consent before
receiving treatment, therefore the intention-to-treat population
included 61 treated patients. Of these, one patient switched to
another therapy before 12 months despite ongoing stable disease,
thus the evaluable population for the primary endpoint included 60
patients.

The database was locked on July 10, 2017. Baseline characteris-
tics are shown in Table 1.

Patient characteristics (N = 61).

The median age was 59 years, 16% had triple-negative MBC, 30%
had >3 metastatic sites, and 71% had received prior (neo)adjuvant
chemotherapy, including a taxane in approximately half of all pa-
tients. By the data cutoff date, patients had received a median of six
cycles of eribulin (range 1—47 cycles) and nine cycles of bev-
acizumab (range 0—50 cycles) (Fig. 1).

All patients had discontinued treatment by the data cutoff date.
Bevacizumab treatment was delayed in 29 patients (48%; 58 cycles
[8%]), most commonly for organizational problems or neutropenia,
and interrupted in 25 patients (41%; 57 cycles [8%]), most
commonly for port-a-cath insertion, wound-healing complications,
dental care, or hypertension. The eribulin dose was reduced in nine
patients (15%) and 13 cycles (2%), most commonly for neuropathy
(6 cycles; 1%) and neutropenia (3 cycles; 1%). Further details of
treatment discontinuations and delays are provided in Table 2.

Treatment exposure.

At the data cutoff, disease progression or death had been
recorded in 58 (95%) of the 61 treated patients. The 1-year non-
progression rate was 32% (95% confidence interval [CI]: 20—43%).
The ORR in 59 evaluable patients was 47% (95% Cl: 34—60%),
including complete response in six patients (10%). Median PFS was
8.3 months (95% CI: 7.0—9.6 months) (Fig. 2).

A baseline VAS score was available in 60 of the 62 patients
enrolled. The mean score was 6.55 (standard deviation [SD] 2.20).
At cycle 4, 38 patients reported a VAS score. The mean score at cycle
4 was 6.66 (SD 2.16), showing no deterioration of quality of life with
treatment.

Safety results are shown in Table 3.

Summary of safety (N = 61): any grade 3/4 adverse event and
any adverse event in >10% of patients (CTCAE version 4.03).

The most common all-grade adverse events were hypertension,
pain, fatigue, hematologic effects, and alopecia. The most common
grade 3/4 adverse events were hypertension, hematologic toxic-
ities, gamma glutamyltransferase increase, and thrombosis. During
the study period, 17 patients (28%) were hospitalized (23 of 706
cycles [3%]). The most common causes of hospitalization were
chemotherapy observation (four patients; 7%) and pulmonary
embolism (three patients; 5%). The only other causes reported in
more than one patient were infection, general condition deterio-
ration, and medullary compression, each reported in two patients
(3%). The median duration of hospitalization was 7 days (range
1—-26 days). Supportive treatments were frequently administered,
particularly antibiotics (25 patients [41%]; 41 of 706 cycles [6%]) and
granulocyte colony-stimulating factor (nine patients [15%]; 32 of
706 cycles [5%]). Seven patients (11%) received antihypertensive
therapy (58 of 706 cycles [8%]).

4. Discussion

In this study, the bevacizumab/eribulin combination demon-
strated interesting activity as first-line chemotherapy for HER2-
negative MBC. The 1-year non-progression rate was 32% and me-
dian PFS was 8.3 months. Grade 3/4 neurotoxicity was infrequent,
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Fig. 2. Progression-free survival. Median OS was 28.3 months (95% CI: 22.8—33.9 months) after deaths in 35 patients (57%) (Fig. 3).
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Fig. 3. Overall survival.

with only 7% of patients experiencing paresthesia/dysesthesia and
2% neuropathy.

Our aim with this combination was to reduce the incidence of
neuropathy by administering bevacizumab with an alternative
chemotherapy backbone. Since designing our trial, results have
been published from a randomized phase II trial with a similar aim
but in the context of gemcitabine-containing doublets. The Korean
Cancer Study Group compared eribulin plus gemcitabine versus
paclitaxel plus gemcitabine as first-line therapy for HER2-negative
MBC [30,31]. The two regimens showed similar clinical outcomes
and almost identical 6-month PFS rates (eribulin plus gemcitabine
72% vs paclitaxel plus gemcitabine 73%). However, the eribulin-
containing regimen was less neurotoxic, a finding that was sup-
ported by analyses of neuropathy-specific quality of life. Patients
receiving paclitaxel had significantly earlier and more severe
neuropathic symptoms than those receiving eribulin, and the au-
thors concluded that eribulin would be a reasonable substitute for
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paclitaxel.

Limitations of our trial include the single-arm design with no
standard comparator, the lack of detailed information on the evo-
lution and resolution of neuropathy over time, the heterogeneity of
the patient population, and arguably the relevance of this regimen
in the context of emerging options, such as immunotherapeutic
strategies and polyADP ribose polymerase (PARP) inhibitors, which
are increasingly used in triple-negative and BRCA-mutated MBC,
respectively. Cross-trial comparisons have well-known limitations
and there are several caveats when comparing our results with the
well-documented efficacy of bevacizumab plus paclitaxel. Median
PFS in our study is shorter than the median PFS of 11 months
consistently reported with the approved bevacizumab/paclitaxel
regimen in phase III trials [1,4,13,14]. However, there are clear dif-
ferences in the patient populations — for example, eligibility for
taxane therapy was an exclusion criterion in the present study, and
more than half of the patients had already received taxane and
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Table 3

Adverse event Grade, n (%)

1/2 3 4
Hematologic toxicity
Leukocytopenia 37 (61) 7(11) 0
Neutropenia 27 (44) 11 (18) 5(8)
Lymphocytopenia 22 (36) 6 (10) 0
Anemia 26 (43) 0 0
Febrile neutropenia 0 3(5) 0
Non-hematologic toxicity
Hypertension 26 (43) 24 (39) 0
Pain 44 (72) 3(5) 0
Fatigue 42 (69) 3(5) 0
Alopecia 34 (56) 0 0
Paresthesia/dysesthesia 22 (36) 3(5) 1(2)
Nausea 23 (38) 0 0
Constipation 23 (38) 0 0
Hemorrhage 22 (36) 0 0
Diarrhea 20 (33) 1(2) 0
GGT increased 9(15) 8(13) 2(3)
Headache 18 (30) 0 0
Mucositis 15 (25) 1(2) 0
Transaminase increased 14 (23) 1(2) 0
Peripheral motor neuropathy 14 (23) 1(2) 0
Edema 13 (21) 0 0
Dyspnea 9(15) 3(5) 0
Arthralgia 12 (20) 0 0
Vomiting 11 (18) 1(2) 0
Thrombosis 3(5) 5(8) 1(2)
Proteinuria 6(10) 3(5) 0
Myalgia 8(13) 1(2) 0
Fever 9(15) 0 0
Rhinitis 9 (15) 0 0
Anorexia 7(11) 1(2) 0
Urinary infection 8(13) 0 0
Weight loss 8(13) 0 0
Dysphonia 8 (13) 0 0
Cramp 6(10) 1(2) 0
Cough 7(11) 0 0
Dysgeusia 7(11) 0 0
Rhinopharyngitis 7(11) 0 0
Depression 3(5) 0 1(2)
Dysphagia 2(3) 1(2) 0
Arterial ischemia 1(2) 1(2) 0
Tachycardia 1(2) 1(2) 0
Septicemia 0 0 1(2)
Myocardial infarction 0 0 1(2)
Osteonecrosis 0 1(2) 0
Appendicitis 0 1(2) 0
Colitis 0 1(2) 0
LVEF decreased 0 1(2) 0

Abbreviations: CTCAE = National Cancer Institute Common Terminology Criteria for
Adverse Events; GGT = gamma glutamyltransferase; LVEF = left ventricular ejection
fraction.

anthracycline pretreatment (compared with 17% prior taxane and
39% prior anthracycline in E2100). Together, these factors point to a
population in our study with a poorer prognosis compared with
patients enrolled in the phase III trials of first-line bevacizumab/
paclitaxel, potentially contributing to the shorter median PFS.
Another important difference is the duration of chemotherapy. In
our study, eribulin could be discontinued after six cycles, whereas
the median duration of paclitaxel was 7.1 months in E2100, 5.9
months in MERiIDiAN, and 6.2 months in TURANDOT [1,4,13]. Re-
sults from the IMELDA randomized phase III trial evaluating initial
bevacizumab/paclitaxel followed by maintenance bevacizumab/
capecitabine suggested that the duration and continuation of
chemotherapy are important to maximize the efficacy of
bevacizumab-containing regimens [32]. Therefore the decision to
discontinue chemotherapy for reasons other than toxicity or dis-
ease progression in 85% of patients in the present study may have
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contributed to the shorter median PFS. Interestingly, a switch
maintenance approach, similar to that evaluated in IMELDA, was
explored by Japanese investigators. Patients received single-agent
eribulin after initial bevacizumab/paclitaxel combination therapy
[33]. Although this approach showed activity (median PFS of 10.7
months), neuropathy was the most common adverse event during
eribulin maintenance therapy, somewhat undermining the ratio-
nale for switching from paclitaxel to eribulin.

To the best of our knowledge, this is the first reported study
evaluating the combination of bevacizumab and eribulin in an
unselected real-world population of patients. A small randomized
trial of eribulin combined with the anti-angiogenic vascular
endothelial growth factor receptor-2 inhibitor ramucirumab
showed no unexpected toxicities with the combination, nor any
significant improvement in efficacy compared with eribulin alone
[34]. However, unlike bevacizumab, ramucirumab has failed to
show clinical benefit in MBC [35] and therefore the lack of efficacy
of the combination versus eribulin alone is unsurprising.

We acknowledge that the 39% incidence of grade 3 hypertension
is higher than in other trials of bevacizumab-containing therapy
and is at odds with the proportion of patients receiving antihy-
pertensive therapy. There are anecdotal reports that during clinic
visits, patients frequently presented with grade 3 hypertension,
which subsequently disappeared and did not require treatment
(white coat hypertension). In at least some of the participating
centres, blood pressure is typically monitored before the clinic visit,
either at home or by a nurse. A potential explanation for the
apparent discrepancy between the present trial and others is the
acceptance or not of such measurements within the trial protocol.

In conclusion, the combination of bevacizumab and eribulin
demonstrated interesting activity in this phase II trial. The regimen
may be an alternative for patients at high risk and for whom taxane
therapy is not an option.
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