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GIST soft tissue sarcomas. The contribution of angiogenesis to 
sarcoma development has been documented in preclinical models, 
and in the clinic. Angiogenesis plays a central role in the growth and 
dissemination of soft tissue sarcoma and correlates with higher-
grade STS and a poorer outcome. Many angiogenesis inhibitors 
have shown activity in STS and pazopanib an antiangiogenic agent 
is now available in clinical routine. In this manuscript, we will 
present the results of preclinical research and clinical trials that 
have evaluated angiogenesis inhibitors in non GIST soft tissue 
sarcomas.
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Ovarian cancer has a poor prognosis even after a complete resection 
and a platinum adjuvant chemotherapy because of its high rate of 
relapses. Clinical research has shown the role of angiogenesis in 
the development and progression of ovarian carcinoma. Several 
factors are involved, specially the vascular endothelial growth 
factor (VEGF). Bevacizumab is an humanized anti-VEGF antibody 
that was approved by the European Medicines Agency in first line 
for the treatments of advanced epithelial ovarian cancer, fallopian 
tube cancer and primary peritoneal cancer. It has to be combined 
with carboplatin and paclitaxel followed by maintenance therapy 
with bevacizumab alone. Bevacizumab has also been approved 
by EMA for the treatment of platinum-sensitive ovarian cancer 
recurrence in combination with carboplatin and gemcitabine. 
This literature review aims to provide updates about angiogenesis 
in ovarian cancer, pro-and anti-angiogenic factors that regulate 
angiogenesis, and listed new anti-angiogenic therapies in different 
phases of clinical development that aim to improve patients 
survival with ovarian cancer.
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Thyroid cancers are characterized by a good prognosis but 10–15% 
of patients progress and become refractory to current therapies. 
Systemic treatment based on chemotherapy in these situations 
has shown limited efficacy, with response rates not exceeding 
25%. At progression, differentiated thyroid cancer is characterized 
by a high level of expression of vascular endothelial growth 
factor (VEGF). This high expression of VEGF is associated with 
an aggressive tumor behavior and a poor clinical outcome. We 
will review the recent advances in targeting angiogenesis in the 
treatment of recurrent thyroid carcinoma.
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Angiogenesis is an important step in breast cancer (BC) growth 
and progression. Targeting angiogenesis was the most interesting 
developed strategy in the treatment of HER2-negative BC. 
Bevacizumab is a monoclonal humanized antibody targeting the 
vascular endothelial growth factor (VEGF) the most potent factor 
implicated in tumor angiogenesis. It was the most developed 
targeted agent in HER2-negative MBC and showed the most 
interesting results in combination with chemotherapy. Currently, 
bevacizumab was the only approved targeted therapy (in Europe 
only) in the first line treatment of HER2-negative metastatic BC in 
combination with weekly paclitaxel. The aim of the present speach 
was to review the role of anti-angiogenic agents (targeted agents 
only) in the treatment of HER2-negative metastatic BC.

Session 4: NSCLC symposium (Lilly)
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Platinum-based regimens - For years, platinum based regimens has 
been the cornerstone of most combination regimens in advanced 
NSCLC and guidelines recommend that first-line treatment 
for NSCLC should include a platinum combination, cisplatin in 
younger patients, with a good performance status, carboplatin 
in older patients or those with significant comorbidities. Several 
randomized controlled trials failed to show a clear superiority of 
one platinum-containing combination over another, all doublets 
had similar median survival (7.9 mo) and 1- and 2-year overall 
survival at 33% and 11%, respectively. A preplanned subset analysis 
of a phase III trial comparing upfront cisplatin-pemetrexed 
with cisplatin-gemcitabine in stage III and IV NSCLC showed 
that median survival in patients with nonsquamous histology 
was significantly better with cisplatin-pemetrexed than with 
cisplatin-gemcitabine: 12.6 versus 10.9 mo for patients with 
adenocarcinoma and 10.4 versus 6.7 mo for those with large cell 
histology. In contrast, the patients with squamous cell histology 
did better with the cisplatin-gemcitabine combination: 10.8 versus 
9.4 mo. Cisplatin-pemetrexed is now the preferred combination 
for adenocarcinoma. In a 2012 systematic review and meta-
analysis of randomized phase II/III trials, adding bevacizumab 
to platinum-based chemotherapy as first-line treatment in 
patients with advanced NSCLC significantly prolonged overall 
and progression-free survival. The effects of bevacizumab 
on overall survival were significantly greater in patients with 
adenocarcinoma versus other histologies. No unexpected toxicity 
was observed. With standard doublet chemotherapy for NSCLC 
several recent studies demonstrated survival benefits for patients 
treated beyond induction chemotherapy. Chemotherapeutic 
compounds successfully investigated in the maintenance setting 
are Gemcitabine, Docetaxel and Pemetrexed. Patients with stable 
disease or response after four cycles, immediate treatment with 
an alternative, single-agent chemotherapy such as pemetrexed 
in patients with nonsquamous histology, docetaxel in unselected 
patients, or erlotinib in unselected patients may be considered. 
Selected patients with good responses to first-line chemotherapy, 
good performance status, and a long disease-free period between 
initial chemotherapy and relapse may be candidates for second-
line chemotherapy. Docetaxel and pemetrexed and erlotinib are 
approved in this indication. There is no guidelines for third line 
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and more. EGFR mutations can be found in 10 to 15% patients 
with advanced NSCLC more frequently in women, never smoker 
and those with adenocarcinomas. Gefitinib, Erlotinib and afatinib 
are approved as first line treatment in these patients. No benefit 
was seen when these target therapies were combined with 
chemotherapy. Crizotinib is approved for the treatment of locally 
advanced or metastatic NSCLC that is anaplastic lymphoma kinase 
(ALK) positive (5% of the patients, more frequently young and 
no smoker). Ceritinib an another ALK inhibitor, was approved 
in April 2014 by the FDA. Immunotherapy in lung cancer will be 
the next challenge. Nivolumab, a monoclonal antibody inhibitor 
of programmed death protein–1 (PD-1) in phase I trial, in heavily 
pre-treated group of patients showed a response rate was 17%, a 
median overall survival was 14.9 months with durables responses 
(24% alive at 24 months) and acceptable toxicity. 

Session 5: Urological cancers (Janssen)
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Prostate cancer is the first cancer site in incidence and the second 
in mortality in men worldwide. The median age at diagnosis is 
70 years; median age at death is 80 years. Therefore metastatic 
prostate cancer is a disease of elderly patients. The first-line 
treatment is androgen deprivation therapy (ADT). However all 
patients will experience the status of “castration refractory 
disease” (CRPC). That means that the disease progresses while 
the patient receives optimal ADT and serum testosterone 
level is <0.5 ng/ml. The most important prognostic factors in 
CRPC are: cancer symptoms (pain or not) and metastases sites 
(bone only vs. visceral metastases). Until the early 2010’s the 
standard treatment of CRPC has been Docetaxel every 3 weeks. 
This drug was the first to induce significant symptom relief and 
increased overall survival. In the second line no treatment was 
available. Therefore the patients had to receive the standard 
symptomatic treatments: Bone targeted drugs, radiotherapy, radio 
pharmaceutics (samarium), palliative surgery and pain treatment. 
Since 2010 new treatments have been developed. Abiraterone 
acetate is a strong inhibitor of steroids synthesis by blocking 
CYP 17 enzymes. The most important is that it acts on prostate 
cancer cells androgen synthesis when castration refractoriness 
occurs. The drug is given together with low-dose prednisone. It 
is well tolerated with few side effects. Enzalutamide is a powerful 
androgen receptor inhibitor. Tolerance is good and side effects 
minor. In the first line treatment of CRPC Abiraterone Acetate and 
Prednisone compared to Prednisone only (protocol COU-302) has 
demonstrated a significant overall survival advantage (HR (95% 
CI): 0.75 (0.61-0.93) P= 0.0097). Enzalutamide (protocol PREVAIL) 
has also demonstrated a survival advantage when compared to a 
placebo (HR: 0.71; 95% CI, 0.60 to 0.84; P < 0.001). Nevertheless 
patients included in the trials had only bone metastases and had 
few symptoms. In the second line (after progression on or after 
docetaxel) the drugs have shown a significant survival advantage: 
Cabazitaxel (protocol TROPIC), Abiraterone Acetate (protocol COU-
301) and enzalutamide (protocol AFFIRM). Finally two treatments 
have also demonstrated a significant survival advantage, but 
are not easily accessible: Sipuleucel-T (protocol IMPACT) in 
asymptomatic patients and radium 223 (protocol ALSYMPCA). 

Noteworthy all these treatments are as active and tolerable in 
elderly patients as in younger patients. Tumor heterogeneity and 
optimal drug sequences will be discussed.

OCPS 23: Management of testis germ cell tumors
J. P. Droz

Claude-Bernard Lyon 1 University and Unit Cancer, Environment, 
Centre Léon-Bérard, Lyon, France

Testis germ cell tumor is the most frequent cancer in young men. 
It is a curable disease. Two clinical types, quite equally frequent 
are described: seminoma and non seminomatous tumors (NSGCT). 
Seminoma is a unique histological pattern, with normal serum 
Alpha-Foetoprotein (AFP) level and sometimes slightly elevated 
serum human chorionic gonadotropin (hCG) level. All other 
tumors are NSGCT. The initial management of a testis tumor is 
serum tumor marker (hCG, AFP and LDH) level determination, 
inguinal orchiectomy, thoraco abdominal and pelvis CT scan and 
sperm preservation. Stage 1 disease is limited to the testis, based 
on CT scan and normal serum tumor markers. Stage 1 seminoma 
is generally managed by surveillance policy because relapse rate 
is around 15%. Patients with initial tumor size is > 40 mm are 
at risk of relapse (around 25%) and are candidate to receive one 
cycle of carboplatin AUC 7. Lombo-aortic radiotherapy is generally 
not applied due to higher risk of secondary cancers in the 
irradiation fields. Stage 1 NSGCT of the testis is either surveillance, 
retroperitoneal lymph node dissection (RPLND) or adjuvant 
chemotherapy by two cycles of bleomycin – etoposide and cisplatin 
(BEP regimen). The decision making is based on prognostic factors 
of relapse and patient preference. Prognostic factor of relapse is 
small vessel invasion by tumor cells (either vascular or lymphatic). 
Patients with small vessel invasion are at 50% risk of relapse: They 
should be proposed to receive chemotherapy. Patients without 
small vessel invasion should be proposed for surveillance and in 
some selected cases nerve-sparing RPLND. Patients with RPLN 
metastases and/or visceral metastases are classified according to 
the International Classification based on the following prognostic 
factors - hCG, AFP and LDH levels, presence of non-pulmonary 
visceral metastases. Patients are assigned to one of the prognostic 
group: Low, intermediate and poor risk (there is no poor risk 
group for seminoma patients). The general management is 
chemotherapy then complete removal of all residual disease. The 
clinical management for advanced stage seminoma is three cycles 
of BEP and four cycles of BEP for patients in the good risk and 
intermediate risk groups respectively. Secondary surgery is limited 
to patients with residual disease >30 mm and patients with 
abnormal PET scan. The clinical management for advanced stage 
NSGCT is three cycles of BEP and four cycles of BEP for patients 
in the good risk and intermediate/poor risk groups respectively. 
Secondary surgery is mandatory in patients with initial RPLN >30 
mm and patients with any residual disease. PET scan is not valid 
in the evaluation of these patients. Relapses have poor outcome 
the standard treatment is chemotherapy (four cycles of paclitaxel, 
ifosfamide and cisplatin) then complete exeresis of any residual 
disease.

Session 6: Immunotherapy of cancer
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Salem Chouaib

INSERM U753, Gustave Roussy Cancer campus, Villejuif, France

Administrator
Rectangle

Administrator
Rectangle


