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Abstract

Objectives: Despite the array of new treatment strategies for the management of me-
tastatic melanoma, the prognosis remains poor when immune checkpoint inhibition
and targeted therapy options are exhausted. The antiangiogenic monoclonal antibo-
dy bevacizumab has documented its efficacy in the treatment of several solid tumors,
when used in combination with standard chemotherapy. Phase II studies and case
series have led to the speculation that it may also improve the prognosis when used
in stage IV melanoma. Therefore, we investigated the influence of bevacizumab,
combined with a platinum-based chemotherapy, in the treatment of melanoma and
sought to identify prognostic factors affecting the response. Methods: Eight patients
with metastatic melanoma, with documented progress after at least one previous
therapy, received bevacizumab (5 mg/kg intravenously every two weeks) in combina-
tion with cisplatin (100 mg/m?* every four weeks) and carboplatin (200 mg/m* every
four weeks). The therapy was continued until renewed disease progression occurred.
The response rate, progression-free and overall survival, and toxicity were evaluated.
Results: We observed complete remission in two patients (25%) and partial response
in an additional four patients. In one patient, the disease remained stable (total dis-
ease control rate of 87.5%). Only one patient (12.5%) had progressive disease. The
median progression-free survival was 6 months (range 3 - 37 months). The median
overall survival time was 15.5 months (range 6 - 77 months). Every patient expe-
rienced at least one adverse event of grade 3 - 4, most commonly bleeding associated
with severe thrombocytopenia. Conclusion: Our observations indicate that bevaci-
zumab, in combination with cisplatin and carboplatin, may represent an effective
treatment option for patients with metastatic melanoma and disease progression.
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1. Introduction

The recent development of agents which selectively target mutated genes or modulate
immune responses has led to major advances in the therapy of metastatic melanoma
[1]. However, there remains a sizable patient cohort, which develops progressive dis-
ease despite targeted therapy and immune check-point inhibition. Dacarbazine or po-
lychemotherapy are therefore reserved for such patients with progressive disease, in
whom targeted therapy and immune check-point inhibition options have been ex-
hausted. Indeed, there are several studies which have examined the efficacy of platinum
analogues as a part of combination chemotherapy in metastatic melanoma [2]. Giiven
et al. observed a response rate of 26.4% with a median survival time of 12.5 months us-
ing polychemotherapy with cisplatin and carboplatin in dacarbazine-resistant patients
[3]. Hofmann et al report a response rate of 14.2% with an overall survival of 32 weeks
for partially heavily pretreated patients [4]. Such a polychemotherapy regime enables
the total dose of platinum to be increased but the severe side effects of both single
agents are avoided [3]. However, due to the limitations of the chemotherapeutic sub-
stances, there is still an urgent need for innovative and effective treatments. To this end,
angiogenesis remains a viable therapeutic target [5].

Melanoma progression is dependent upon the induction of angiogenesis; vascular en-
dothelial growth factor A (VEGF-A) is expressed in more than 80% of melanomas [6].
VEGEF stimulates cell proliferation, survival and vascular maturation; by disrupting the
vascular barrier function it leads also to tumour cell extravasation and causes vascular
permeability and oedema. The abnormal properties of tumour-vessels can compromise
drug delivery to the tumour. Hence it has been postulated that VEGEF- inhibition improves
the delivery of cytotoxic agents [7]. Bevacizumab, a humanized monoclonal antibody di-
rected against VEGF-A, improved response rate and survival duration in various tumors in
combination with chemotherapy [8]. At present, relatively little is known about the efficacy
of bevacizumab, especially in combination with polychemotherapy, in patients with me-
tastatic melanoma. However, the currently available published data suggest that addition of
bevacizumab to platinum-based chemotherapy could be beneficial [7]. In fact, whilst a
large randomized phase II clinical trial, comparing the combination of bevacizumab, pac-
litaxel and carboplatin to paclitaxel and carboplatin alone, failed to meet the primary ob-
jective of improved progression-free and overall survival, there was a clear trend towards a
superior outcome for the triple combination [9]. An improvement was seen in almost all
efficacy parameters, and even patients with increased lactate dehydrogenase (LDH) and
MIlc disease seemed to benefit from the additional antiangiogenic therapy. In light of these

promising results, we performed treatment with bevacizumab in combination with cis-
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and carboplatin in eight patients with progressive disease to prior therapy.

2. Methods

The local ethics committee (University of Liibeck) was informed of the planned treat-
ment intervention. Written informed consent was obtained prior to any treatment pro-
cedure. All patients had histologically confirmed and radiographically bi-dimensionally
measurable unresectable metastatic melanoma as defined by the Response Evaluation
Criteria in Solid Tumors (RECIST). Furthermore, all patients met the criteria of a per-
formance status of 0 - 2 as defined by the Eastern Cooperative Oncology Group
(ECOG). Patients with partially extensively elevated liver enzymes or LDH values were
also included. Prior to treatment, an audiogram was performed and renal impairment
was excluded by the determination of the creatinine clearance. The BRAF mutational
status was determined by Sanger sequencing in all patients. The primary tumor was
used for analysis if possible. If not, the mutational status was determined in metastases.
Patients with brain metastases were excluded. All patients were pretreated with stan-
dard chemotherapies (Table 1). Adverse events were evaluated according to the Com-

mon Terminology Criteria for Adverse Events v4.0 (CTCAE).

2.1. Treatment Schedule

The patients received 5 mg/kg bevacizumab (i.v.) fortnightly in combination with 100

Table 1. Baseline characteristics of the patients treated.

Patients
Total 8
Sex, males/females 3/5
Median age in years (range) 57.5 (26 - 77)
M-Classification
Mla 2 (25.0%)
Mi1b 1 (12.5%)
Mlc 5 (62.5%)
Elevated lactate dehydrogenase values 4 (50%)
BRAF V600E mutation 1(12.5%)
Median number of prior therapies (range) 1(1-2)
Kind of prior therapies
DTIC 7
Immunotherapy (Allovectin-7) 1
Paclitaxel 1
Treosulfan/gemcitabine 1
Median number of applied cycles of 5(3-17)

bevacizumab/cisplatin/carboplatin (range)
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mg/m’ cisplatin over 2 hours on day 1 and 200 mg/m’ carboplatin over 1 hour on day 2
every four weeks. Bevacizumab was administered on an outpatient basis, whereas che-
motherapy was administered during an in-patient stay. The chemotherapy was adminis-
tered as described previously [4]. Pre- and post-chemotherapy hydration was performed,
before and after chemotherapy, with 1000 ml normal saline (pre) and 1000 ml 5%-glu-
cose solution (post) on both days. In the post-hydration phase, 40 mg of furosemide was
co-administered. The patients received granisetrone 3 mg, ranitidine 50 mg and dex-
amethasone 20 mg intravenously on both days prior to chemotherapy and granisetrone
2 mg orally for the following 5 days. Patients with extensive nausea were additionally
treated with aprepitant 125 mg on the day before chemotherapy and 80 mg on days 1 - 2.
The treatment was interrupted in case of grade 3 or 4 toxicity until toxicity grades
reached 1 or 2 and the dosage of cisplatin and carboplatin was reduced by 25%.

2.2. Response Assessments

The tumor status was assessed by CT scans of the chest and the abdomen every 12
weeks or earlier if clinically indicated. CT brain imaging was only performed when
clinical suspicion of intracranial metastases arose. Response was evaluated using Re-

sponse Evaluation Criteria in Solid Tumors (RECIST), version 1.1.

3. Results

3.1. Patient Characteristics

A total of eight patients were treated with bevacizumab combined with cis- and car-
boplatin. The characteristics of these patients are listed in Table 1. Patients had pre-
viously received at least one systemic treatment for metastatic disease, including vacci-
nation- and chemotherapy. The median age at the beginning of the therapy was 57.5
years (range 26 - 77). Five patients were diagnosed with stage M1c, one with stage M1b
and two with stage Mla melanoma. The median number of cycles delivered was 5
(range 3 - 17). A BRAF V600E mutation was detected in one patient.

3.2. Adverse Events

Dose reductions were required for all patients. The most common reason for dose re-
duction was grade 3 - 4 hematological toxicity. Five patients required blood transfusions,
one patient needed a platelet transfusion. Epistaxis (grade 2) was observed in three pa-
tients. One patient experienced severe bleeding (grade 4) into a muscle metastasis. This
metastasis was diagnosed on the upper left leg and had a diameter of 24 cm. A complete
resection of the metastasis was not possible as it encroached on the femoral artery. Two
months later, leg amputation was necessary following growth of the metastasis (diameter
of 10 cm) and extensive bleeding into the tumor from the femoral artery.

Emesis was another common adverse event that was seen in seven patients. Hyper-
tension occurred in three patients, three patients suffered from severe bacterial infec-
tions, including pneumonia (n = 2) and urosepsis (n = 1). Detailed information about

the adverse events can be found in Table 2.
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Table 2. Adverse events.

Adverse event Grade 0 Grade 1 Grade 2 Grade 3 Grade 4
Blood
Anaemia 0 1(12.5%) 3 (37.5%) 4 (50%) 0
Leucocytopenia 1(12.5%) 0 2 (25%) 4 (50%) 1(12.5%)
Thrombocytopenia 1(12.5%) 1(12.5%) 0 2 (25%) 4 (50%)
Nervoussystem
Polyneuropathy 0 2 (25%) 1(12.5%) 0 0

Further adverse events

Hypertension 0 0 0 3 (37.5%) 0
Allergy 0 0 0 1(12.5%) 0
Emesis 0 0 4 (50%) 4 (50%) 0

Acute renal failure 0 0 0 1(12.5%) 0
Bleeding (tissue) 0 0 0 0 1(12.5%)
Bleeding (Epistaxis) 0 3 (37.5%) 0 0 0

Infection (Pneumonia,
Urosepsis, 1] 0 0 3 (37.5%) 0
Fungalsepsis)

3.3. Response Analysis

We observed a response rate of 75%. A complete response (CR) was observed in two
patients (25%) (Figure 1). Both of them had a single lymph node metastasis with nor-
mal LDH values and were pretreated with dacarbazine. A partial remission was docu-
mented in four patients (50%) of whom three had elevated LDH values. One patient
(12.5%) had a stable disease and only one patient (12.5%) had primary progressive dis-
ease. In summary, a disease control rate of 87.5% was observed. The median progres-
sion-free survival for all patients was 6 months (range 3 - 37). The median overall sur-
vival time was 15.5 months (range 3 - 77 months). In patients with stage M1c, the me-
dian survival time was 10 months compared to 21 months in stage M1a-M1b. The me-
dian survival in patients with elevated LDH values was 9 months compared to 20.5
months in patients with normal LDH values.

In one of the complete responders, chemotherapy was stopped after 9 cycles due to
neurotoxicity in the absence of active disease. However, the melanoma relapsed 28 months

later and chemotherapy with cisplatin, carboplatin and bevacizumab was reinitiated.
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Figure 1. CT scans demonstrating complete response of lymph node metasta-

sis after 3 courses in a 47-year-old patient (A1-C2). At the beginning of the
treatment, there had been mesenteric (Al), inguinal (B1) and pelvic (C1)
lymph node metastases with normal LDH and S100 values. The total number
of courses administered was 5. The treatment was stopped due to severe eme-
sis. A2, B2 and C2 show the response that lasted over 5 months.

After six courses, the patient had a stable disease, surviving 77 months after the first
dose of bevacizumab. The second patient with CR had a relapse only 3 months after the
end of the therapy.

Only one patient demonstrated complete lack of response. This patient had a very

high tumor burden with tumor manifestations in several sites including bone and liver.
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The patient with BRAF V600E mutated melanoma had a PFS and OS of 4 and 6 months,
respectively, but still, this patient benefitted from treatment with a partial response.

4. Discussion

With the rise of the targeted therapies and checkpoint inhibition the management of
melanoma has changed dramatically. Chemotherapy is no longer regarded as a reason-
able first, or in the case of BRAF mutated melanoma, second-line therapy in melanoma
patients [10] [11]. Nevertheless, chemotherapy remains an option after the new com-
pounds lose their effect and the disease progresses. Even platinum-based polychemo-
therapy may be a favorable option.

Platinum analogues have played an important role in the treatment of dacarba-
zine-resistant melanoma [3]. The combination of chemotherapy with the VEGF-inhi-
bitor bevacizumab is based on the highly vascularized nature of melanoma and the
roles VEGF plays both in the angiogenetic stimulation of melanoma progression as well
as in the resistance to cytotoxic drugs [12]. Moreover, inhibition of VEGF may play a
role in the combination with immune checkpoint inhibitors by promoting the infiltra-
tion of activated T cells into tumors [13] [14].

Compared to the outcome parameters for pretreated patients that have been pub-
lished for the combination of cis- and carboplatin alone [3], our small cohort of stage
IV melanoma patients treated with cisplatin, carboplatin and bevacizumab demon-
strated promising results in terms of ORR and OS. Indeed, we observed a 25% CR rate,
a 50% PR rate, a disease control rate of 87.5%, and a median OS of 15.5 months. In the
cohort of Giiven ef al, lacking bevacizumab therapy, the CR and PR rate was 13.3% re-
spectively, the disease control rate was 52.8%, and the OS was 12.5 months. However,
the median PFS was shorter in our population (6 months vs. 7.1 months). The im-
proved ORR and OS are remarkable considering a M1c rate of 62.5% and elevated LDH
rate of 50% in our cohort, generally accepted as poor prognostic factors for treatment
response in chemotherapy trials. In the cohort of Giiven et a/ the M1c rate was compa-
rable with 73.3% (the elevated LDH rate was not given in the report). Even though a
response in patients with high LDH values was shown here, there is a tendency towards
patients with markedly elevated LDH levels experiencing a poorer outcome as pre-
viously described [15].

In our cohort we could identify only one patient (12.5%) with an activating BRAF
V600E mutation, far more infrequent than described in other studies [16] [17]. This
patient achieved a PFS survival and OS of 4 and 6 months, but still had a benefit from
treatment with a PR. Interestingly, BRAF mutated patients seem to achieve poorer
outcomes under the chemotherapy plus bevacizumab combination [18].

Real-world outcome results of various chemotherapy options, in the pre-ipilimimab
era, were reported with a median PFS of 2.6 months, a median OS of 8.8 months and an
OR rate of only 7% [19]. All of these parameters were exceeded by our results as well as
other bevacizumab and chemotherapy combinations. Response rates of up to 36% of

melanoma patients treated with bevacizumab in combination with paclitaxel were ob-
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served in small cohorts by other authors (Table 3). These studies were phase II trials in
the first-line situation demonstrating highest response rates when a platinum analogue
was combined. The BEAM trial, the largest study to date in which bevacizumab was
tested in metastatic melanoma, evaluated patients receiving bevacizumab in combina-
tion with carboplatin and paclitaxel compared to carboplatin, paclitaxel and placebo as
a first line treatment [9]. The PFS was 5.6 months in the bevacizumab arm compared to
4.2 months in the control group. The OS was significantly increased in the bevacizu-
mab group with 12.3 months compared to 8.6 months. With 25.5% the response rate
was also significantly higher than in the control group with 16.4%. Despite clear trends
for effectiveness the study was considered to be unsuccessful, because the increase of
PFS was chosen as the primary end point. One may speculate that a phase III trial
would provide new insights into this issue [20]. Furthermore, the BEAM trial demon-
strated a favorable outcome for both PFS and OS for the bevacizumab-treated patients
with elevated LDH values, the group most treatment resistant. This observation was
confirmed by the Swiss phase 2 study that investigated the first-line combination of be-
vacizumab with temozolomide (Table 3) [18]. In our cohort, three patients with ele-
vated LDH (75%) achieved PR and a median OS of 9 months. Perhaps patients with more
aggressive tumor growth and an immunosuppressive tumor microenvironment may
profit the most from bevacizumab combinations. This could be explained by the hy-
poxia- reducing effect and improved drug and immune cell delivery [13] [21] [22]. In-
terestingly, the combination of bevacizumab with ipilimumab demonstrated an impres-
sive median PFS of 9 months and a response rate of 20% in 46 melanoma patients [14].
On the other hand, consistent with the published literature, our data demonstrate the
most favorable outcome in M1a/b and low serum LDH concentrations patients.

While bevacizumab shows promising results in combination therapy, it may not be
sufficient for monotherapy. The report of the interim results of the large adjuvant beva-
cizumab monotherapy trial (1343 patients) described only marginal trends for the be-
vacizumab-treated patients in comparison to untreated patients [23].

The combination of cispatin, carboplatin and bevacizumab is accompanied by a high

rate of adverse events. The more courses are administered, the more likely haematotox-

Table 3. Melanoma therapy trials with bevacizumab.

Trial FirstSecond 0 RR(%) PES(mo) OS(mo)  Ref
Line
Bevacizumab + paclitaxel Second 12 16.6 3.7 n.g. [25]
Bevacizumab + carboplatin + paclitaxel First 53 17 6 12 [26]
Bevacizumab + carboplatin + paclitacel vs. placebo + carboplatin + paclitaxel First 214  25.5/16.4 5.6/4.2 12.3/8.6 [9]
Bevacizumab + temozolomide vs bevacizumab + nab-paclitaxel + carboplatin First 42/51  23.8/33.3 3.8/6.7 12.3/13.9 [27]
Bevacizumab + temozolomide First 62 16.1 4.2 9.6 [18]
Bevacizumab + nab-paclitaxel First 50 36 7.6 16.8 [28]
Bevacizumab + ipilimumab First 46 20 9 25.1 [14]
Bevacizumab + dacarbazine First 37 19 5.5 11.4 [29]
915
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icity and irreversible neurotoxicity will develop. Bevacizumab-associated thrombocy-
topenia and the subsequent bleeding risk are of special concern. The most common
adverse event in our patient group was reversible grade 3 - 4 haematotoxicity which led
to dose reduction (Table 2). Cisplatin is known for its nephrotoxic potential but in our
case series, we only observed mild grade I-II nephrotoxic side effects which may be due
to adequate pre- and post-hydration. The most feared adverse event associated with
bevacizumab is severe bleeding especially of the gastrointestinal tract. We observed
mild to severe bleeding in four of our patients (50%). Symptoms ranged from epistaxis
to severe bleeding of a tumor. In three of our patients we observed hypertension, most
likely induced by bevacizumab. It is possible that hypertension accompanying the use
of antiangiogenic substances could be a favorable predictive factor [24]. All 3 patients
that experienced hypertension had also a partial remission in our case series, but yet,
PFS and OS was not improved when compared to the responders without hypertension.
The hypertension was treated with antihypertensives and the patients continued beva-
cizumab application. The BEAM trial showed a significantly reduced risk of neutrope-
nia, peripheral neuropathy and hypertension when bevacizumab was added to chemo-
therapy, although these adverse advents occurred less often than in our patient group

treated in combination with cisplatin and carboplatin [9].

5. Conclusion

The combined chemotherapy with bevacizumab, cisplatin and carboplatin showed
beneficial effects in the treatment of stage IV melanoma. We assessed pretreated pa-
tients with a poor prognosis and observed a very high response rate that could be of
value for symptomatic and rapidly progressive disease. However, the risk of severe
thrombopenia and bleeding must be considered. Although encouraging results regard-
ing the response to this therapy are reported, our observation is limited by the small
sample size. Future controlled studies may assess whether and to what extent combined
chemotherapy with bevacizumab, cisplatin and carboplatin may be an option for pa-
tients who do not respond to checkpoint inhibition or develop resistance to targeted

therapy.
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