
COMMENT

New survival standards for advanced melanoma
Lavinia Spain1,2,3, James Larkin1 and Samra Turajlic1,4

The expectation for survival in patients with advanced melanoma now exceeds 50% at 5 years in patients treated with first-line
combination ipilimumab and nivolumab, despite this regimen being associated with substantial toxicity. We discuss the latest
updates from the Checkmate-067 study, framing the role of this combination in practice today.
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MAIN
The most recent update of the Checkmate-067 trial has cemented
the potential for durable, long-term survival in patients with
advanced melanoma. Landmark survival rates at 5 years show that
52% of people treated with first-line combination ipilimumab and
nivolumab (ipi+ nivo), and 44% of those treated with nivolumab
alone, are alive, in comparison with 26% treated with ipilimumab
alone.1 In the Combi-D study evaluating first-line dabrafenib and
trametinib, 34% of patients were alive at 5 years.2 The median OS
has still not been reached for the whole cohort receiving ipi+ nivo,
and is 37 months for nivolumab alone. These results deliver a new
‘standard of survival’ for patients with advanced melanoma, and
they set a high bar for other metastatic tumour types. Given the
clear superiority of both nivolumab-containing regimens over
ipilimumab monotherapy, they are the focus of further discussion
in this Comment piece.
Not only are patients surviving for years despite advanced

melanoma, many are experiencing durable remissions in the
absence of further treatment. Around 20% of patients receiving
ipi+ nivo or nivolumab alone had a complete response to
treatment, with ongoing responses at 5 years in 62% and 61%,
respectively. Of those alive at 5 years, 74% who received ipi+
nivo, and 58% who received nivolumab alone, had not required
any subsequent systemic treatment. In the ipi+ nivo arm, the
median time from the last dose of study drug to the next line of
systemic therapy was 18 months, whereas it was only 2 months
for nivolumab alone.1 For many patients, not having to remain ‘on
treatment’ comes as a huge advantage. Although formal data on
the health economic advantages of this have not been published,
one may hypothesise that these may favour the ipi+ nivo
regimen, given that a median of four cycles were received, versus
15 for nivolumab alone.3

Although this trial has never been powered for a formal
comparison between the ipi+ nivo and nivolumab monotherapy
arms, there have been consistent subgroups in descriptive
analyses who have emerged with favourable outcomes from the
ipi+ nivo arm, justifying the much greater rates of G3/4 toxicity
(59% versus 24%). The updated descriptive analyses again suggest
that ipi+ nivo is probably superior to nivolumab alone in patients
with an elevated lactate dehydrogenase (LDH) (38% versus 28%
alive at 5 years, as opposed to 60% and 53% with a normal LDH),

and in those with a BRAF mutation (60% versus 46% alive at 5
years, as opposed to 48% and 43% in the BRAF wild-type cohort),
as previously mentioned.3–5 The benefit of ipi+ nivo in patients
with brain metastases has also been demonstrated in other
studies.6,7 Programmed death ligand 1 (PD-L1), found to be
heterogeneous in its expression in melanoma,8 again did not
prove reliable as a sole biomarker. Although 5-year overall survival
(OS) looked comparable between the nivolumab-containing
regimens in patients with PD-L1 expression ≥1% (54% for ipi+
nivo versus 52% for nivolumab alone), in patients with PD-L1
expression ≥10%, the ipi+ nivo arm had a numerically higher rate
of OS (59% versus 47%), although the numbers were
relatively small.
One of the key deterrents of the ipi+ nivo regimen for clinicians

and patients is the higher rate of significant immune-related
toxicity. The updated Checkmate-067 results provide reassurance
for at least two reasons. Firstly, the 5-year OS rate for patients who
stopped ipi+ nivo during the induction phase (74 out of 315,
23%) was 51%, comparable with 52% in the overall intention-to-
treat population, although median survival in this subgroup was
reached (61.4 months). Secondly, novel long-term adverse events
were not described.1 We await longer-term survival data from
studies evaluating combination regimens with lower doses of
ipilimumab9,10 to see whether these may be as effective without
the same extent of toxicity. In keeping with this theme of
reassurance, quality-of-life (QOL) analyses suggest that there is no
meaningful deterioration in QOL on either ipi+ nivo or nivolumab
alone, during or after therapy. However, neither did the QOL
analyses suggest any meaningful improvement from baseline. This
may be due to the greater fitness of patients eligible for a clinical
trial, as opposed to the common real-world scenario of treating
patients who are heavily burdened by disease. The latter group
may actually benefit from the higher rate of objective tumour
shrinkage achieved with ipi+ nivo (58% versus 45%).
While we now can debate whether 1 in 10 patients are actually

cured with first-line ipi+ nivo or nivolumab alone, we must also
remember that half of the patients in this study had died by
5 years, highlighting a huge disparity in outcomes for patients
with advanced melanoma. How can we close this gap? In addition
to bringing these regimens earlier into the treatment pathway,
and continuing to pursue novel immunotherapy combinations,
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what we really need is a multifaceted approach to evaluate the
potential immune engagement between tumour and host prior to,
and during, immune checkpoint therapy, and a way to personalise
our strategy to the shortcomings. Heterogeneity between tumours
within a patient underpinning mixed responses and strategies
linked to liquid biopsy may be the most appropriate to represent a
summary of tumour activity. Translating work in these areas into
the clinic is a huge challenge and requires significant academic
collaboration. In this era of two highly effective treatment classes
for patients whose tumours possess a BRAF V600 mutation, we are
also faced with a lack of prospective evidence to inform our
sequencing strategy, despite retrospective data to suggest that
survival is favoured when immune checkpoint regimens are
delivered prior to BRAF/MEK-targeted therapy.11 Whilst the glass is
half-full for the outcome of many patients, we need to continue
striving to meet the same standard for the rest.
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