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Adding docetaxel to androgen deprivation therapy (ADT)
improved survival in men with newly metastatic prostate
cancer, reported the CHAARTED trial.

“The benefit is substantial and warrants this being a new
standard treatment for men who have [extensive] disease and are
fit for chemotherapy,” said Christopher Sweeney, the study
presenter from the Dana Farber Cancer Institute, Boston. ADT alone
is the standard first-line treatment for hormone-sensitive prostate
cancer, with chemotherapy initiated at progression to resistance.
The CHAARTED trial set out to address the question of whether
adding chemotherapy to ADT upfront would prolong survival for
men with metastatic prostate cancer compared with ADT alone.
In the study between July 2006 and November 2012 Sweeney

and colleagues randomized 790 men with newly diagnosed
hormone-sensitive metastatic prostate cancer to standard ADT or
to ADT plus a maximum of six cycles docetaxel. Approximately two
thirds of patients had high-volume disease, with either extensive
bone metastases or visceral disease.
Results showed after a median follow-up of 29 months, 136

patients in the ADT arm had died versus 101 in the group that
received ADT and chemotherapy. The median overall survival was 44

months in the ADT group versus 57.6 months for the combination
therapy group (HR 0.61, 95% CI [0.47, 0.80]; p=0.0003).
Among men with high volume disease the results were even

more striking – the median overall survival was 32.2 months for the
ADT group versus 49.2 months for the combination therapy group
(HR 0.60, 95% CI 0.45-0.81, P=0.0006). The median overall survival
for the subset with low-extent disease has yet to be reached.
Regarding toxicity, 6% of men receiving the chemo hormonal

regimen experienced febrile neutropenia, 1% experienced
significant effects on sensory nerves and 1% on motor nerves, and
one patient died as a result of treatment.
“This is one of the biggest improvements in survival we have

seen in a trial involving patients with an adult metastatic solid
tumour,” said Sweeney.
The new treatment paradigm, he added, will entail earlier,

multidisciplinary care involving collaborations between urologists
and oncologists.
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Overall survival benefits for upfront chemotherapy in metastatic prostate cancer

Dual blockade does not deliver benefits in HER 2 positive breast cancer

Adding lapatinib to trastuzumab and chemotherapy after surgery for
HER2 positive breast cancer made no difference to disease free
survival or overall survival, but significantly increased toxicity,

concluded the phase III ALTTO trial.
The results came as a surprise to experts who had anticipated that ALTTO

would confirm the positive results of the earlier NeoALTTO study which sin the
neoadjuvant setting showed that the combination of lapatinib and
trastuzumab achieved a significantly better pathological complete response
than trastuzumab alone.

“This is a serious disappointment, not just for the investigators, but for the
entire field. It is difficult to mount any enthusiasm for combined blockade of
HER2 in the adjuvant setting, at least with the combination used here,” said
discussant George Sledge, from Stanford University.

The Adjuvant Lapatinib and/or Trastuzumab Treatment Optimisation
(ALTTO) trial was designed to test the hypothesis that dual blockade of HER2
using two anti-HER2 agents would provide greater benefit than single anti-
HER2 therapy following surgery. In the study 8,381 women from 946 medical
centres in 44 countries with newly diagnosed early-stage HER2-postive breast
cancer were randomly assigned to trastuzumab alone (n=2097), lapatinib
alone (n=2,100), trastuzumab plus lapatinib sequentially (n=2091), and
trastuzumab and lapatinib concurrently (n=2093).

Results at four years show disease-free survival was 86% with trastuzumab

alone, 88% with concurrent trastuzumab and lapatinib and 87% with
sequential trastuzumab then lapatinib. The lapatinib alone arm was stopped
early due to futility.

Adverse events more frequently reported in the lapatinib plus trastuzumab
arm than the trastuzumab arm included diarrhoea (75% versus 20%), rash
(55% versus 20%) and liver problems (23% versus 16%).

Despite the marginal performance of lapatinib in ALTTO, Martine Piccart-
Gebhart, the co study director and study presenter from the Jules Bordet
Institute, Belgium, said that the results for trastuzumab in early stage breast
cancer, where it achieved a four year disease free survival rate of 86% and
four year overall survival rate of 94%, had been heartening.

“A key lesson of this trial is that we need robust clinical trials in a specific
disease setting to fully assess and understand the value of new treatment
regiments,” said Edith Perez, co study director from the Mayo Clinic Cancer
Center , Jacksonville, Florida.
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Data on three separate drugs presented at ASCO
underlined the way immunotherapy is reshaping the
treatment of melanoma. The explosion in treatment is

happening across the board, not just in metastatic melanoma (the
combination of nivolumab and ipilimumab, and pembrolizumab),
but also in locally advanced cutaneous melanoma (PV-10).
In the first study Mario Sznol, from the Yale School of Medicine,

explored the combination of ipilimumab and nivolumab in 94
patients with inoperable stage II or IV melanoma who had
undergone up to three prior systemic therapies [1].
Nivolumab and ipilimumab are antibody drugs that target and

block two different ‘gatekeepers’ or checkpoints (PD-1 and CTLA-
4, respectively) on T cells, disarming the tumour’s defences
against the immune system and boosting the immune system’s
ability to fight melanoma.
Results showed overall 41% (22 out of 53 patients) responded

to the treatment and 17% (nine) achieved complete remissions.
Furthermore, 42% of the patients had a greater than 80% tumour
reduction by week 36, and responses were durable with 18 of 22
responses (82%) ongoing at the time of the analysis. Across
doses, the one-year and two-year median overall survival rates
were 85% and 79% respectively, and the median survival duration
39.7 months.
“Just a few years ago, median survival for patients diagnosed

with advanced melanoma was as little as a year or less, and only
approximately 20-25 % survived two years, so it’s truly remarkable
that we’re seeing a median survival over three years in this trial,”
said Sznol, adding that even in the latest era of targeted and
immunotherapy agents, the median survival is on average about
16-18 months with any new treatment alone.
In the second study Antoni Ribas, from the University of

California in Los Angeles, enrolled 411 patients with metastatic
melanoma that had spread to the skin, lungs or other major
organs (221 with prior ipilimumab treatment and 190 who had
not previously received ipilimumab) to receive pembrolizumab [2].
Pembrolizumab is an investigational, selective, humanized

monoclonal anti-PD-1 antibody, designed to block the interaction
of PD-1 on T cells and to reactivate anti tumour immunity.
The study included seven different cohorts with different

eligibility and three different dosing regimens for single-agent
pembrolizumab.
Results showed that overall 34% of patients experienced

tumour response (assessed by Independent Review), including
28% of the 221 patients whose disease had progressed on prior
ipilimumab and 40% of the 190 patients not previously treated
with ipilimumab.
The median PFS among ipilimumab naïve patients from all

dosing schedules was 24 weeks (95% CI, 16-48), and 51%
achieved 24-week PFS. The median PFS among the cohort
previously treated with ipilimumab was 23 weeks (95% CI, 14-24),
and 44% achieved 24-week PFS.
“This is probably the biggest phase 1 trial ever conducted in

oncology. We were excited to see that pembrolizumab was
effective in previously untreated patients as well as in those who
had multiple prior therapies, including ipilimumab,” said Ribas.
In the third study, which took place in locally advanced

cutaneous melanoma, Sanjiv Agarwala, from St Luke’s Hospital
and Health Network, Bethlehem, Pennsylvania, explored a
subgroup of 54 patients from a phase 2 study who had most or

all of their lesions injected with PV-10 [3].
PV-10, a 10% solution of Rose Bengal that was originally used

as an agent to stain necrotic tissue in the cornea, has been
developed to selectively target and destroy cancer cells through
intralesional injection, reducing the potential for systemic side
effects.
In the original phase 2 study between October 2007 and May

2010, 80 patients with locally advanced cutaneous disease
refractory to a median of six previous interventions, were recruited
from seven centres to receive up to four treatment cycles of
injections with intralesional (IL) PV-10. Furthermore, up to two
‘bystander’ lesions were identified that underwent biopsy to
confirm melanoma, but did not receive treatment. The current
abstract explored the subgroup of patients who had all or most of
their lesions injected, leaving out patients with more advanced
disease where substantial numbers of lesions went untreated.
Results show that for the 28 patients who had all their existing

melanoma lesions injected with PV-10, the overall response rate was
71% (CI 51-87%) with 50% achieving a complete response (CI 31-
69%). Furthermore, when the 28 patients who had all their lesions
injected were analysed together with 26 patients who had two
lesions left untreated (to investigate bystander effects) a complete
response was achieved in 232 of the 363 injected lesions (64%).
“These sub-group analyses show response to PV-10 is

maximized when all lesions get treated. The level of response
observed in this heavily pre treated or refractory patient
population with locally advanced cutaneous melanoma is
noteworthy since, unlike those with more advanced disease, these
patients have limited treatment options now or on the horizon,”
said Eric Wachter, the Chief Technology Officer at Provectus, who
co-developed PV-10.
Additionally, data reported from a pilot clinical trial in eight

patients showed that one to two weeks after PV-10 injection
patients had increases in peripheral blood T cells, including CD8+
(p=0.03), CD4+ (p=0.06), CD3+ (p=0.03), and NKT (p=0.05)
[4]. “This data provides a rationale for combination trials of PV-10
with check point protein inhibitors, such as ipilimumab,
pembrolizumab and nivolumab. PV-10 might offer the perfect
way to prime the immune system,” said Jeffrey Weber, the senior
author from Moffitt Cancer Center.
Following the presentation Provectus announced that a phase 3

trial of PV-10 to generate sufficient data for a new drug
application (NDA) is expected to start accrual in the second half of
2014.
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Dear Delegate

The British Neuro-Oncology Society
is delighted to offer you this year’s
annual meeting programme in
Liverpool, entitled “Contemporary
approaches to paediatric & adult
brain tumours”.  This meeting has
been expertly organised by Carol
Walker and Andrew Brodbelt to
whom we owe a debt of gratitude
for their hard work and dedication.

BNOS is offering three days of con-
ference activity linking the opportu-
nity for syndicates and groups to
meet, an education day and 1½
days of intensive scientific commu-
nication about the management of
cancer within the brain.  

Cancer affects the brain of humans
at all ages; in childhood nearly 25% of all primary cancers arise in
the brain; in adulthood, whilst only 2% of primary cancers arise in
the brain, up to 40% of all cancers may be complicated by brain
metastases, the startling effect that brain cancer is the biggest can-
cer killer, up to 40 years of age, thereby justifying this conference as
a priority in the scientific and clinical calendar.  

We are fortunate this year in being strongly sponsored by charity
and commercial partners.  We have a number of keynote presenta-
tions by leaders in their field; we are able to make an award to our
Young Investigator of the Year, Dr Ruman Rahman, and we will be
offering prizes for the best posters and presentations.

Socially, the Organising Committee has arranged a dinner in the
Lutyens Crypt of the Metropolitan  Cathedral in Liverpool, a stunning
setting for our Annual Dinner.

We welcome you to Liverpool!  We want your ideas on how to
improve BNOS for the future, we invite you to become involved with
the BNOS organisation through our sub-groups, and we look for-
ward to working with you over the next three days.

Yours sincerely

David A Walker (Chair)
On behalf of Carol Walker & Andrew Brodbelt – Local Organising
Committee

Lenvatinib extended progression free
survival (PFS) in patients with treatment-
refractory thyroid cancer, reported the

phase III SELECT study.
“We are confident that, based on our

findings, lenvatinib will eventually become a
standard treatment for radioiodine-resistant
thyroid cancer,” said Martin Schlumberger, the
lead author from University of Paris Sud, France.
Although differentiated thyroid cancer is

generally curable with surgery and radioactive
iodine 5% to 15 %of patients develop
radioactive iodine resistance. The result is that
they have few treatment options and 10 year
survival rates of just 10%. Lenvatinib is an oral
tyrosine kinase inhibitor that blocks several
targets, including VEGFR1-3, FGFR 1-4,
PDGFRβ, KIT, and RET.
In the SELECT study, 392 patients with

advanced, radiation-resistant, iodine resistant
differentiated thyroid cancer that had
progressed during one year were randomized
2:1 to lenvatinib (n=261) or placebo (n=121).
Patients assigned to placebo were allowed to
cross over and receive lenvatinib on disease
progression.
Results showed that the median progression

free survival was 18.3 months for patients
assigned to lenvatinib versus 3.6 months for
those assigned to placebo (HR 0.21, 95% CI
0.14-0.31 P<.0001). The median overall
survival has yet to be reached.
Approximately 65% of patients experienced

tumour shrinkage in the lenvatinib arm
compared to only 3 % in the placebo arm.
The five most common side effects of

lenvatinib were high blood pressure, diarrhoea,
decreased appetite, decreased weight and
nausea. Although side effects necessitated dose
reductions in 78.5 % of patients, the benefits of
lenvatinib persisted with decreased dose,
Schlumberger noted.”This new drug is
extremely efficient, and though toxicities were
considerable they can be managed with dose
modification,” he said.
Lenvatinib is also currently being explored in

phase II and III clinical trials as a potential
treatment for liver, lung, and kidney cancers
and other types of solid tumours.
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for refractory thyroid cancer
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