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Paradigm
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Editorial

Immunotherapy has shown efficiency in multiple tumor types with implementation of new
paradigms. Head and neck squamous cell carcinoma (HNSCC) is also revolutionized. Based on the
concept of immunoevasion, these molecules stimulate the immune system by inhibiting immune
checkpoint receptors such as PD-1 and CTLA-4 which are believed to be the most exploited by
tumor cells. To date, three antibodies showed benefice in recurrent or metastatic HNSCC, after
failure of platinum-based chemotherapy (possibly given in curative intent for localized disease in
one study). Nivolumab and pembrolizumab, anti-PD1 agents, were both tested in a phase III study vs
chemotherapy at the choice of the investigator with similar results: no better progression free survival
than chemotherapy (about 2 months); increase of overall survival (OS) 7.7 vs 5.1 months HR=0.71
(95% CI: 0.55-0.90) for nivolumab and 8.4 vs 7.1 months HR=0.81 (95% CI : 0.66-0.99, currently
not significant, p superior to the unilateral born of 0,0175) for pembrolizumab; and similar response
rates of about 14% [1,2]. Interestingly, efficacy is clearly higher for PDL1+ tumors. Comparisons
are difficult since the cut-off is different for each study. HR for OS was 0.55 for PDL1+>1% with
nivolumab (59% of the tested patients) and 0.54 for PDL1+>50% with pembrolizumab (26% of
the patients). For PDLI negative patients there is no clear benefit in OS, but analysis of the quality
of life favored nivolumab regardless of PDLI status [3]. It seems that HPV infection could lead to
sensitivity to nivolumab whether or not the tumor expresses PDL1. Durvalumab, an anti-PDL1
agent, showed similar response rate of 16.5% in a phase IT monoarm study for PDL1+ tumors [4].

More than median OS, it should be underlined that a fraction of patients benefit strongly from
immunotherapywith 21.5% of patientsalive at 18 months with nivolumab vs 8.3% with chemotherapy.
Tolerability is excellent with less than 14% of grade 3/4 toxicities with all the three antibodies. So,
immunotherapy is now the current standard after failure of platin-based chemotherapy, certainly
for PDL1+ patients and probably in terms of quality of life for those that are PDLI negative. Today,
better biomarkers are needed and are largely explored without a clear emergence of a crucial one.
The IFN-y 6 gene signature, which was explored with pembrolizumab, seems to be predictive of
ORR, PFS and OS. This signature is a composite score calculated by averaging normalized values of
6 genes implicated in the immune response: CXCL9, CXCL10, IDO1, IFNG, HLA-DRA and STATI.
In the near future, a cancer immunogram could help select the best candidates for immunotherapies.
Which type of immunotherapy? Monotherapy with anti-PD1/PDL1 could perhaps be improved
and a current phase III study is comparing in the second line setting chemotherapy to anti-PDL1
alone (durvalumab) or combined with anti-CTLA4 (tremelimumab).

A stringent question concerns the attitude at progression: treatment beyond progression or
stopping treatment and starting a new line? Among progressive patients under nivolumab, 42%
pursue the treatment and in this population the OS reached 12.7 months and interestingly 24% of
these patients experimented tumor shrinkage [5]. So while hyperprogression under immunotherapy
has been described [6], pseudoprogression could be a real phenomenon. Biomarkers analysis of this
population who benefit from treatment beyond progression suggests that they experience a decrease
of Treg cells after an initial increase and like responders have less CTLA4+ T cells at baseline. This
new paradigm is not definitive yet and immunotherapies are tested in first line versus the standard
comparator (EXTREME schedule: cisplatin 5FU cetuximab) and with various approaches: anti-
PD1/PDLI alone, anti-PD1/PDL1 + anti-CTLA4, anti PD1 + chemotherapy with cisplatin and
5FU. Responses are awaited to these crucial questions: Can the addition of an anti-CTLA4 agent
increase survival despite added toxicity? For all populations? Only for PDL1 negative patients? Is
an anti-PD1/PDL1 agent alone sufficient for PDL1+ patients? Can the addition of chemotherapy
increase overall survival? The question will become even more complicated with the launch of phase
III studies (versus EXTREME) testing a combination of anti-PD1/PDL1 with anti-IDO (inducible
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mechanism of resistance to anti-PD1/PDL1) whom preliminary data
suggest very good safety and promising efficacy. Immunotherapies
are also tested for localized disease with variable approaches: in
combination with chemoradiation with cisplatin (qlw or q3w),
alone in potentiation of radiotherapy, in adjuvant setting after
chemoradiation, in combination with TPF in induction.

Nobody can predict the future five years. Should Immunotherapy
be used earlier than second line? Which setting? Neoadjuvant?
Exclusive (chemo) radiation, adjuvant after multimodality initial
treatment? First line? Which combination? After use for localized
disease is there a place for recurrence? The next few years are very
challenging. More trials and ancillary analysis are needed but what is
more exciting than embarking to the unknown and build the future?
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