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Abstract

For the past two decades, cisplatin-based adjuvant chemoradiotherapy (CRT) has remained the standard of care for patients
with resected, locally advanced squamous cell carcinoma of the head and neck (LA SCCHN) who are at high risk of disease
recurrence. However, many patients are deemed ineligible for cisplatin-based CRT because of poor performance status,
advanced age, poor renal function, or hearing loss. Outcomes with radiotherapy alone remain poor, so patients at high risk
of disease recurrence who are ineligible to receive cisplatin represent a population with a significant unmet medical need.
Although clinical guidelines and consensus documents have provided definitions for cisplatin ineligibility, there are still
areas of debate, including thresholds for age and renal impairment as well as criteria for hearing loss. Treatment selection
for patients with resected, high-risk LA SCCHN who are deemed ineligible to receive cisplatin is often based on clinical
judgment, as treatment options are not clearly specified in international guidelines. Therefore, there is an urgent need to
develop alternative systemic treatments to be used in combination with radiotherapy. In this podcast, we share our clinical
experience and provide our perspectives related to cisplatin ineligibility in patients with LA SCCHN, discuss the limited
clinical evidence for adjuvant treatment of patients with resected, high-risk disease, and highlight ongoing clinical trials that
have the potential to provide new treatment options in this setting.

Key Points The podcast and transcript can be viewed below the abstract
of the online version of the manuscript. Alternatively, the

There is a lack of treatment options for resected, cispl- podcast can be downloaded here: https://doi.org/10.6084/
atin-ineligible, locally advanced squamous cell carci- m9.figshare.26968906.

noma of the head and neck, and guidelines to determine

cisplatin eligibility are still debated. 1 Transcript

Current treatment selection is generally based on the
judgment of the treating physician; thus, alternative
treatment options are urgently required.

[00:05] Robert Haddad: My name is Robert Haddad from
the Dana-Farber Cancer Institute in Boston. We are grateful
you are joining us today in this podcast to be published in
the journal of Targeted Oncology.

[00:15] Kevin Harrington: And hello, my name is Kevin
Harrington. I'm at the Institute of Cancer Research in the
Royal Marsden Hospital in London, UK.

¥ Robert L. Haddad [00:23] Robert Haddad: For today, the title of our dis-
Robert_Haddad @dfci.harvard.edu cussion is “Physician Perspectives on the Management of
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gible to Receive Cisplatin.” We will be discussing about the
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practical considerations and patients with advanced head
and neck cancer receiving first-line cisplatin- or carbopl-
atin-based chemotherapy. The key questions to introduce
today are: What is the current standard of care for patients
with locally advanced squamous cell carcinoma of the head
and neck where chemoradiotherapy is the standard of care?
We’re going to be discussing eligibility for cisplatin and
also patients who are ineligible for cisplatin therapy. We’re
going to be talking about, what are the universal criteria that
are used to determine whether a patient is eligible or not
to receive cisplatin in the locally advanced setting. We’re
going to talk about the treatment options available for those
patients. We're going to be talking about the use and the
efficacy of radiotherapy in patients who are not eligible to
receive cisplatin and the ongoing randomized, phase III tri-
als for non—cisplatin-based treatment regimens.

The key points we would like to highlight today: patients
with comorbidities that make them not eligible for cisplatin-
based chemotherapy have limited treatment options. We will
be discussing about how we would manage those patients
in our practice. We're talking about platinum 40 vs 100 mg,
the two commonly used doses of cisplatin in head and neck
cancer. Furthermore, we’d like to talk about standardization
of criteria for eligibility for cisplatin to ensure that patients
receive the most appropriate treatment in the resected locally
advanced head and neck cancer patient.

[02:13] Kevin Harrington: So, let's get started, shall we?
So, first of all, Robert, what I'd like to touch on, what I think
we need to just set the scene with is, can you tell me a little
bit about what's the incidence of locally advanced squamous
cell carcinoma of the head and neck, and what would you see
as the current standards of care in that space?

[02:36] Robert Haddad: Yes, so, head and neck cancer is a
fairly common cancer. Globally, there's close to 500,000 new
cases of head and neck cancer per year [1]. In the United
States, for example, we see close to 40,000 cases per year
[2]. Specifically, we are talking about cancers of the oral
cavity, oropharynx, larynx, hypopharynx, also nasopharynx
and sinus tumors. All of these are labeled under head and
neck cancer [2]. There are three modalities that are used
primarily in treating patients with head and neck cancer.
Those are surgery, radiation therapy, and chemotherapy [1,
3]. In general, for patients with early-stage disease, they are
usually managed with a single modality—surgery alone, for
example, for stage I tongue cancer—or patients who have
more advanced presentations that are managed with a multi-
modality approach that can combine surgery, chemotherapy,
and radiation [1]. When we use chemotherapy in head and
neck cancer patients, the agent that is commonly used is cis-
platin. This is really the global standard for locally advanced
head and neck cancer when combining it with radiation
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therapy [1, 3]. The dose of cisplatin is 100 mg/m? that's
given every 3 weeks, and the other way to give cisplatin
would be 40 mg/m2 once a week [1, 4]. There's some distinc-
tion of how patients are treated as their initial approach of
treatment. As a general rule, we tend to favor surgery for the
oral cavity patient. So, once you do an operation, you have
to decide, based on the pathology, whether to offer radia-
tion, concurrent chemoradiation, or sometimes no further
intervention, based on the final stage [1, 3, 5, 6]. For patients
with more posterior-location tumors, for example, larynx
and hypopharynx, we tend to favor nonsurgical approaches
for those patients, such as radiation therapy alone or radia-
tion therapy with cisplatin [1]. I would like to talk a little
bit, Kevin, with you about the toxicities that we see when we
give concurrent chemotherapy and radiation. In your expe-
rience, what are the key toxicities that are associated with
cisplatin-based concurrent chemoradiotherapy?

[05:02] Kevin Harrington: Well, as you're well aware, Rob-
ert, platinum itself is a pretty potent and toxic cytotoxin. It's
associated with relatively severe acute toxicities, including
nausea and vomiting [7]. But when we think about combin-
ing it with radiation therapy in what is called chemoradia-
tion, and that can be either in the definitive setting or, indeed,
in the postoperative setting in patients who have undergone
surgical excision of their primary tumor, the main toxicities
that we worry about, and indeed, those which may impact
upon our delivery of that treatment, I think we should think
of those in terms of ototoxicity, so hearing- and balance-
related toxicities; nephrotoxicity, the problems that we see
related to renal function and EDTA clearance that we can
measure; and then there is neurotoxicity [7, 8]. Now, we
know that higher cumulative doses of cisplatin are associ-
ated with greater degrees of efficacy, and often we'll set the
threshold for that dosing being a target dose approximately
of 200 mg/m2 over a course of treatment [4, 8—11]. We also
know that those higher doses and those higher dose inten-
sities, when given potentially at the 100-mg/m? dose, are
associated with a greater degree of toxicity [12]. And the
problem with giving platinum at these high doses as part
of concomitant chemoradiation strategies is that a number
of those toxicities can be irreversible. And this means that
we are really rather wary of causing those toxicities, and
it means that we will often need to back off on our dosing
of patients. And many patients, indeed, will go through a
course of chemoradiation without necessarily completing the
full number or the planned doses of cisplatin, and that can
have an impact, of course, on the efficacy of the treatment
[4, 8, 9]. Now, having said that these toxicities are profound
and obviously something that we worry about in the clinic,
there have been a number of attempts to look at alternative
platinum dosing schedules trying to maximize and main-
tain efficacy but minimize toxicity. And you yourself have
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already touched upon the fact that we may use weekly dos-
ing schedules, 40 mg/m? perhaps being the classical version
of that. But, indeed, in some studies, that's gone as low as
35 mg/m? or even 30 mg/m? where the concern has been
toxicity and tolerability of these approaches [4, 10, 13]. So,
I think those are things that we need to consider.

It'd be really interesting to hear your perspectives
around what you do when you have a patient, for instance,
who develops quite significant toxicity on a high dose of
platinum—maybe in cycle 1 you've given 100 mg/m?>.
What do we see? What do you do then, if the patient isn't
going to tolerate further cisplatin, for instance?

[08:15] Robert Haddad: Yeah, this is a great question,
Kevin. And there's a lot of, really, heterogeneity in how these
patients are managed. Carboplatin tends to be less offen-
sive on the kidneys, for example [14]. So that would be an
option for patients who are not eligible to receive cisplatin
because they develop, for example, a rising creatinine, or
they have severe tinnitus [9]. The other option is to com-
bine carboplatin with a taxane, and the common combina-
tion is carboplatin-paclitaxel, for example. So that is another
option. And the third option that I've seen used mostly in
the Western world is to use an anti-EGFR inhibitor called
cetuximab because we have data in the definitive setting that
combining cetuximab with radiation is better than radiation
alone [9, 15]. So, that is another option. And then, we've
seen recent data also from India using an agent called doc-
etaxel with radiation, and docetaxel tends to be a very potent
radiosensitizer when combined with radiation [3, 9, 16]. So,
mucositis could become an issue in those patients and has to
be managed carefully [16]. And also, it's reasonable to con-
sider for some patients, the appropriate intervention would
be to not use further chemotherapy and to give radiation
therapy alone [3]. And this is where, really, it becomes a
conversation with the patient, assessing risk and benefit of
using more chemotherapy.

[09:45] Kevin Harrington: Yeah, thank you. Fascinating
insights. And I think I would agree with all of what you've
said. I mean, I think it's fair to say that none of that repre-
sents a true standard of care [3], because, of course, essen-
tially this is, this is adapting the treatment to an unwanted
and unanticipated toxicity of the initial dose of cisplatin.
And then it’s about really making a clinical judgment about
what the patient will tolerate and what you might be able to
add to the radiation, to maximize the chance of getting that
tumor control outcome that we're looking for. So, I think
fascinating insights, and thank you for those.

[10:25] Robert Haddad: Thank you.

[10:28] Kevin Harrington: So, now, if we move on. We've
touched upon this notion that, for some patients, the use of
cisplatin, either at high dose or perhaps even at low dose,
may not be ideal. And we've mentioned the concept of plati-
num eligibility and ineligibility. I'd like just to probe you
on this now, Robert, if I may. What criteria would you use
to decide whether or not a patient with high-risk, locally
advanced head and neck cancer for whom you want to use
platinum, what criteria do you use to decide, is that patient
eligible, or indeed, are they ineligible for that treatment?

[11:09] Robert Haddad: Yeah, so, head and neck cancer
treatment is tough. Head and neck cancer treatment, as you
had mentioned before, Kevin, comes with a lot of baggage
and significant toxicities. So, there's definitely, really, a care-
ful assessment that needs to occur prior to starting such an
intense treatment. So, cisplatin as an agent has been around
for a very long time. We know really quite well what cispl-
atin can do, what type of side effects we see [7]. You know
the big three we think about are nephrotoxicity, which to
me is really the number one issue that I have to be careful
about when delivering cisplatin. So, a careful assessment of
the renal function for the patient is essential, as we deter-
mine whether the patient is eligible for cisplatin therapy,
and getting some sense of the patient’s creatinine clearance
is important as you embark on this treatment, especially if
you really are in the camp that uses high-dose bolus cisplatin
100 mg/m? [17, 18]. So, having that careful assessment is
important. Neurotoxicity, for example, in someone who's
diabetic, who already might have some baseline neuropa-
thy—important to ask the patient: What is their day-to-day
function? Are they dropping things? Are they able to button
their shirts? These subtle signs of neuropathy become really
important as we try to determine whether we are going to
really inflict more damage on this patient [4, 8, 9, 17, 18].
Remember, in those patients, we expect our treatment to be
curative. We expect those patients to have a life expectancy
that can go on for 10 or 15 or 20 years. So, we want these
patients, while we are really delivering a curative-intent
treatment, to also have a quality of life that is managea-
ble and that is acceptable to the patient. So, neuropathy is
another piece of the puzzle that we're trying to determine
prior to starting treatment. And really avoiding cisplatin in
those patients who have clear evidence of grade 2 or 3 neu-
ropathy to start with [17, 18]. And again, these are conversa-
tions we need to have with the patients; for some patients,
they might elect to still receive treatment with this agent,
despite the risks of neuropathy. And the last one is really—
that's, again, the textbook answer of cisplatin—you hear
about hearing loss [4, 8, 9, 17, 18]. Personally, for me, that's
not as much of a, call it ‘deal-breaker,” than the other two,
neuropathy and nephrotoxicity. But again, I think about the
patients who tinnitus could become a big issue in their daily
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activities or their daily living or their profession—musi-
cians, for example, people who play music or people who
perform—for them, this type of toxicity could be quite limit-
ing, and they might not accept it. So, ototoxicity is another
piece of information that we'd like to collect. And for some
patients, we actually do obtain baseline audiograms [19].
Also, it's important to really determine what, you know, in
oncology we call performance status—is the patient we are
talking to in the clinic...is that patient fit to receive concur-
rent cisplatin-based chemoradiotherapy? What is, you know,
their function, day-to-day activities? Are they spending more
time in bed than outside? Are they ambulatory? What we
call a performance status [17, 18]. That's really key because
cisplatin-based chemoradiotherapy is not for everybody. So,
the other pieces, obviously, we want to assess bone mar-
row—that, we assess with any chemotherapy—bone marrow
function, nutritional status, cardiovascular risk [17]. Cispl-
atin requires a significant degree of hydration [17, 20], and
that can overload someone, for example, who has a conges-
tive heart failure. So, having that information is essential
and is key as we determine whether cisplatin is the correct
agent for patients.

And along the same lines, I would like actually to get
your input, Kevin, as someone who's done this for quite a
bit, about age and whether you use age as a determinant
factor. We know that there's a meta-analysis that showed
the decreased benefit of chemotherapy with aging—espe-
cially after ages 65, 70—and whether age for you also, for
example, plays a role in determining cisplatin as an option
for patients.

[15:39] Kevin Harrington: Yes, a fascinating point, Robert,
and I think it's a key issue for us in the United Kingdom,
where I think there is a broad application of those data, and
you touched upon it. So, for the audience, this is the meta-
analysis of chemotherapy from the MACH-NC Group based
in the Institut Gustave Roussy in Paris, and that really has
done a fabulous job in pulling together data in over 18,000
patients from over 100 clinical trials and meta-analyzing the
individual patient data. And what was clearly demonstrated
was, as you—and I'm envisaging as I speak; I'm envisioning
the forest plot—and as you march up in terms of age band-
ing, as you go through the 60 to 70 and then the 70-plus
age groups, what you see is that the hazard ratio and the
confidence intervals tend to cross the 1.0 hazard ratio line,
and we see a loss of benefit when patients get more elderly
[21]. And for us, we've applied, relatively across the board,
the fact that if a patient has passed their 70th year, generally
speaking, it would be very unusual in a UK center for that
patient to receive concomitant chemoradiation. It's not an
absolute contraindication, but it's been seen, I think, as a
very strong relative contraindication. I think that's also true
actually of other treatments as well. So, we’ve seen with
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hyperfractionated radiation therapy, for instance, the benefit
is less strong when you, when you are more elderly [22].
And, so, this is probably a biological factor. And clearly, we
don't have a test that we can use to determine whether or not
someone will, or will not, benefit from platinum before you
start treatment. So, generally speaking, we will avoid expos-
ing those patients to high-dose or even weekly platinum in
our practice.

[17:44] Robert Haddad: Yeah, thank you, Kevin. Kevin, I
wanted to follow up with you on this notion of using cispl-
atin and eligibility. And in your in your experience, are the
criteria used to determine cisplatin ineligibility standard-
ized? And if not, why do you think that is? Why do you think
there continues to be this debate about who gets cisplatin
and who doesn't? What's been your take on this?

[18:15] Kevin Harrington: Yes, so really, it's a tricky prob-
lem. So, I think if you put a group of experts in a room,
you'd probably get broad consensus and agreement of what
might be the absolute contraindications to the use of plati-
num. You've touched on them very eloquently earlier. We've
discussed nephrotoxicity. I agree with you that, you know,
if you've got a patient who's got an EDTA clearance that is
less than 50 mL/minute, that patient should not be receiving
platinum. I think everyone would probably agree with that,
without much dissent [17, 18]. Similarly, patients who have
preexisting grade 2 or above neurotoxicity, those patients
who already have effects on their activities of daily living,
those patients will not be given platinum by most people [17,
18]. Similarly, patients with high-order hearing loss or sig-
nificant tinnitus that has an impact on quality of life—those
patients will not receive platinum [17, 18]. And so, I think
we can broadly agree there. But then there is a lot of discus-
sion around, what would we do with the relative contraindi-
cations to the use of platinum, and those, I think, are more
based around individual experience and individual practice.
And of course, be also based on clinical judgment when
discussing issues with the patients. And there is an absence
of standardized criteria to guide us in this [4, 8, 9]. And so
we need to think about how we should be approaching this,
and, in particular, I think it's about assessing these relative
contraindications and looking to see whether or not those are
affecting the patient’s activities of daily living and their qual-
ity of life and whether or not a further infliction of damage
upon a patient is going to make a significant impact on their
ability to carry on and live a good quality of life [17, 18, 23,
24]. Now, in response to some of these relative contraindi-
cations—so, for instance, you touched upon cardiovascular
function, maybe recent or past history of myocardial infarc-
tion or cerebrovascular accident. We know that cisplatin is
vasculotoxic [25], and therefore those may be weighed in the
balance, and there may be a decision taken maybe not to use
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the high doses of platinum but maybe to go with the weekly
regimens, or maybe to use one of those alternate regimens
that you touched upon—the carboplatin-taxane combina-
tions or, in some jurisdictions, even cetuximab. So, I think
there has been a real lack of a common ground amongst
clinicians as to what would represent the standard selec-
tion criteria. And of course, this feeds through when we're
doing clinical trials as to what might be seen as eligibility
for platinum within those clinical trial protocols. Overall, I
think, again coming back to the concept of consensus, when
using cisplatin, most clinicians would take the view that they
would use the drug if there is a reasonable expectation that
the patient will receive a cumulative dose of 200 mg/m? or
greater during the course of their treatment, and somebody
who is judged to be less likely to achieve that rate of dos-
ing may be considered for alternative approaches. And, of
course, that also leads to the possibility that you touched on
previously that maybe you omit systemic therapy altogether
for some patients and go with radiation alone.

I'd be really interested to hear your perspective about
what you see as how we factor these various relative
contraindications.

[22:00] Robert Haddad: So, really, it's again, it's patient
by patient. It's all what, you know, we have been talking
about the past few minutes and trying to really put this puz-
zle together and making a decision. And there’s going to
be variability. I mean, it's not unclear—it's not uncommon
to have patients, for example, who are recommended vari-
ous treatments by various physicians for the same disease
they have, and this, because again goes back to the notion
of there is some art in how you decide these interventions,
because, as you started by saying, there are the absolute con-
traindications. Somebody who walks into the clinic with the
creatinine that's 3 or 4 where you know up front that this is
not going to be a debate whether you give cisplatin [17, 18].
But there are the other, you know, pieces that we are talking
about, that there could be some variability, like hearing loss,
for example, or borderline performance status [4, 8, 9]. And
this way, it becomes a conversation between the physician
and the patient about risk and benefit and trying to make a
final decision on the final treatment. And we do this every
day. This is common practice. Really, there are many situa-
tions that could be labeled as gray zones. And as you said,
sometimes you start with cisplatin and realize this is not
going to work, and then you have to change your approach
mid-treatment to either radiation alone or radiation plus one
of the other agents we have discussed.

[23:21] Kevin Harrington: So, now we're going to switch
the focus a little bit. And we're going to consider the land-
scape of the operated patient. So, when we've got a resected
locally advanced head and neck cancer patient who has been

judged by pathological factors to have high-risk disease. And
I just want to get your perspective as to, where are we in
in that space? What has been the change in practice that's
occurred within the last decades? And then, of course, we
can touch on where we may be going in the future. But, first
of all, perhaps, Robert, if you could just set the scene for us.
What would you consider a standard of care in this space?

[23:59] Robert Haddad: Yeah, and unfortunately, Kevin,
the landscape has not changed a lot over the past many, many
years. There were two large studies that looked at this ques-
tion of patients that have surgery first and have high-risk
features on their final pathology after surgery; those were
defined as either a positive margin or extranodal extension,
lymphovascular invasion, perinodal invasion, or multiple
positive nodes. So, there were two studies that looked at
these questions comparing radiation therapy alone versus
radiation with high-dose cisplatin, and essentially bottom
line from these studies is that when you look at cisplatin plus
radiation, you actually do better with the combination than
with radiation alone, especially with those patients who have
a positive margin or extranodal extension [26-28], which
really goes back to say that it is very important that you
get, as a physician, this information from your pathologist.
You get a description of the final margin status and also
whether extranodal extension is present or not. And if you
have these features, the standard of care currently calls for
the use of cisplatin with radiation [1, 3]. Initially, everybody
was giving high-dose bolus cisplatin. There was recent data
from Japan that looked at weekly cisplatin in this setting that
showed also benefit from the weekly regimen. So, many of
us have moved from the bolus cisplatin to the weekly cis-
platin [10], so I would say the landscape hasn't changed a
lot for those patients after surgery. Cisplatin-radiation is the
standard of care for those patients [1, 3].

[25:40] Kevin Harrington: And maybe now we can develop
that theme a little bit further. So, I think I would agree with
you entirely that disappointingly, we haven't seen signifi-
cant changes in recent years. But let's talk now about that
group of patients. And again, we come back to this question
of platinum ineligibility, when we have an operated patient
with resected high-risk disease, but the patient is ineligible
to receive cisplatin as part of their postoperative chemora-
diation. What do we do? Where are we with that?

[26:13] Robert Haddad: And again, it's an area of unmet
need, [ would call it. I would call this really an area where we
need to develop new interventions and new drugs because
we have not seen advances in this setting, and we will talk
later of some of the opportunities we and others are looking
at in this space. Currently, what we do outside of a clinical
trial is, we offer patients a combination of platinum with
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taxane. So, my go-to regimen for those patients would be
something like carboplatin with paclitaxel. We give carbo-
platin at the low dose of AUC of 1.5-2. We give paclitaxel
at a dose 35 mg/m>. That's one option. The other option
would be to use single-agent taxane. And we have data from
India about single-agent docetaxel in that space [16]. That
also was promising. And then another option is cetuximab,
which is an anti-EGFR agent, in combination with radia-
tion [29]. So, those are the options that are available when
we decide that we do want to give systemic treatment with
radiation because there's positive margin, there's extranodal
extension. If the patient is not eligible even for those inter-
ventions, then radiation alone is a standard of care for those
patients [3] and is a reasonable option because we have to
remember that in these patients, the bulk of the benefit is
coming from radiation [30]. And we do want to make sure
that the patient is able to receive their radiation therapy and
complete their radiation treatment. And if chemotherapy,
carboplatin, paclitaxel, or docetaxel is going to compromise
delivery of radiation, I personally favor radiation alone for
those patients. So again, going back to, there's some art in
how this is done, and there's really...this shouldn't have to be
made on a week-to-week basis about whether chemotherapy
is the right intervention or not, based on everything we've
been talking about—performance status, comorbidities, and
toxicities.

[28:18] Kevin Harrington: Now, I'd echo all of those com-
ments, and I think it's important to emphasize, as you made
such a central point, that it is the radiation that is the central
focus of the adjuvant treatment that delivers the greater ben-
efit in terms of improving cure rates, and the drugs that are
added as systemic therapies layered on top of that deliver an
extra benefit that may be to the tune of between 6% and 10%,
but we should not compromise on radiation delivery [30].

[28:50] Robert Haddad: Yeah. And yeah, Kevin, and
maybe we can actually take you up from here and talk a little
bit about radiation in this setting and whether you have seen
any changes or advances in how radiation therapy is deliv-
ered for those patients. You know, when you make a decision
that, okay, for this patient, I'm doing radiation therapy alone
after surgery—what's your take on where the field is today
with radiation therapy for those patients?

[29:15] Kevin Harrington: And again, I think, from that
perspective, I think we have to look back at history first of
all and see where we've come from. So, I think it's important
to recognize that there have been attempts to look at altered
radiation fractionation schedules, particularly twice-daily
radiation schedules, which we know, actually, when you
can deliver them, can deliver a benefit that is equivalent
to the benefit that you might receive from adding platinum
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[30]. The meta-analysis suggests a 6—-8% benefit, for instance
[30]. But very few centers are able routinely, for most of
their patients, to be able to apply twice-daily fractionation.
The constraints on resource mean that that's not so easy. I
think the greatest benefit that we have seen in the last two
decades has been the introduction of novel radiation and
treatment techniques. So, the doses generally are the same.
So, typically in a postoperative setting, we would deliver
between 60 and 66 Gy, the higher dose perhaps when there's
an involved margin or there's extracapsular extension from
a resected lymph node; 60-66 Gy, given in daily doses of
between 1.8 and 2.0 Gy per fraction. So that's so-called con-
ventional dose fractionation [3, 31]. But now the change has
been away from the old type of radiotherapy, which would
be considered to be 2-dimensional radiation, going through
3-dimensional radiotherapy. So, computerized planning and
insertion of blocks that would conformally shape the radia-
tion beam or, later, multileaf collimators to shape the beam
to try to spare normal tissues, that we've now got to a much
more refined form of treatment, where intensity-modulated
radiotherapy or volumetric modulated arc radiotherapy, so
IMRT or VMAT, as they are called, are now seen as the
gold standards of treatment in the vast majority of cent-
ers across the world. And these have been demonstrated
to improve toxicity burden of treatment, making treatment
more tolerable both in the acute phase, less obvious in that
regard, but particularly in terms of late toxicities. A num-
ber of key publications, sparing of salivary toxicity, sparing
of swallowing function, for instance. We know that these
high-quality radiation techniques and better conformality
of dose is associated also with improved overall survival
when compared with old-fashioned radiation techniques, so
there's been a real move towards novel radiation techniques
which now would be regarded as gold standard [3, 31-35].
I want to just mention very briefly, of course, we've got the
awareness now and increased availability of proton beam
therapy, and the role of that in the postoperative adjuvant
setting, I think, remains to be defined clearly. But there will
be a number of scenarios where that may well be seen as
being a good option, especially for patients where there will
be no concomitant delivery of drug therapy, and so you're
relying upon the radiation therapy to do the heavy lifting
and to control the disease. So, I think in closing, I guess
I would say that adjuvant radiation alone can be a really
important—and is a really important—treatment and can
improve cure rates. But there is no question that where pos-
sible and where tolerable, the addition of concomitant and
systemic therapies—gold standard being cisplatin—those
improve to a greater extent the overall survival [1], and we
should certainly not miss opportunities to apply those treat-
ments for our patients.

Robert, we're now just going to move on, if we may, and
just think about the use of non—cisplatin-based treatment
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regimens being used in the patients who are cisplatin ineligi-
ble but who still have high-risk disease in the adjuvant space.
Could you perhaps give us an idea of what are the ongoing
trials that are being done or have even perhaps completed
recruitment in this area, and what can we look for in the
future?

[33:48] Robert Haddad: Yeah. And as I mentioned before,
Kevin, this is an area of unmet need, and this is why there
are a number of clinical trials that are trying to address this
question of adjuvant treatment for both platinum-eligible
and platinum-ineligible patients. And there are many trials
in this adjuvant setting, and these trials are really looking at
high-risk populations who've had surgery first and then have
a positive margin or extranodal extension, and a number of
interventions are being looked at [36, 37]. Those include, of
course, immunotherapy—the checkpoint inhibitors, PD-1 or
PD-L1 inhibitors—and looking at the combination of those
with radiation and chemoradiation [38]. We know that in the
definitive setting, those interventions were not successful,
but there are ongoing efforts to look at these agents in the
adjuvant setting. There are also efforts to look at cetuximab
with docetaxel with IMRT, one of the RTOG trials [39].
And along the same lines, Kevin, I'm going to take this up
further into maybe broader questions, and maybe you can
just give us a quick sense of what is going on in the treat-
ment of locally advanced squamous cell carcinoma of the
head and neck. Where is the field today, and in terms of
clinical trials and investigation for those patients—adjuvant
but also definitive?

[35:15] Kevin Harrington: Yeah, I mean, it's a very inter-
esting and active area, at the moment, Robert. There's
another very interesting approach, which is an intratumoral
or intranodal injection of a hafnium dioxide nanoparticle.
This is in the form of the NANORAY-312 study, and in
that study, patients who are platinum ineligible are receiving
either radiation or radiation plus cetuximab with or without
the injection of the hafnium dioxide particle. And again, that
study is currently recruiting [40]. In terms of the adjuvant
situation, we've seen a press release at least, and we await
the full data from the IMvoke010 study, which sought to use
adjuvant atezolizumab, an anti—-PD-L1 monoclonal antibody,
in patients who had completed definitive treatment, be that
chemoradiation or surgery followed by adjuvant therapy
[38]. And those data have already been press released and,
regrettably, that study did not show a benefit in patients [41].
There are a number of studies that are ongoing in the neo-
adjuvant space, and in particular, I would reference studies
such as the REDUCTION-I study, which involves tisleli-
zumab [42]. So, in the neoadjuvant setting, there are three
studies at least that are ongoing. So, the REDUCTION-I, the
[lluminate-2, and the KEYNOTE-689 studies, for instance,

and the KEYNOTE-689 study, as many of the listeners may
be aware, involves both neoadjuvant and then adjuvant pem-
brolizumab in patients treated with surgical intent [42—44].

And maybe now we can, just as we come to a close,
look towards future directions. And maybe I could ask you,
Robert, what do you think the future will hold for patients
with resected high-risk locally advanced squamous cell car-
cinoma who are ineligible to receive cisplatin? So, again,
returning to this ineligible population.

[37:31] Robert Haddad: Yeah, Kevin, so really, a number
of trials are addressing this question, as stated before. The
Intergroups are also interested in this area. There's a look
at addition of cetuximab-docetaxel to radiation. That's one
of the RTOG trials that's addressing this question [39]. I
had mentioned this before. So, immunotherapy is an area of
interest [38]. Cetuximab is an area of interest [29]. Unfor-
tunately, I expect it's going to be some time before we see
a change in the standard of care, as many of these trials
are going to take a few years to complete. So, on the short
term, I expect that cisplatin continues to be the standard of
care for the patients that are platinum eligible, and for those
patients who are not platinum eligible, we really strongly
encourage enrolling patients on clinical trials, as we need
to advance this field and address this question of what is
the best treatment for those patients. But short of a clinical
trial, we hope that we have given the listeners the menu of
options of drugs that can be used for those patients who are
not cisplatin eligible.

[38:46] Kevin Harrington: So, as we bring this to a close,
I’d just like to try and distill—both of us, maybe, just to dis-
till—some take-homes from this. So, I think maybe the first
thing is a recognition that since the mid-2000s, over the last
20 years, adjuvant cisplatin-based chemoradiation has been
the standard of care for patients with resected high-risk dis-
ease [1, 3]. But for those in whom there is high-risk disease,
but they are ineligible to receive platinum, we really still
have quite limited options, and there is a big unmet need that
we need to address. And coming to that point of cisplatin
ineligibility, we've, I hope, summarized that there are some
absolute criteria, and then there are more relative contraindi-
cations that are related to preexisting comorbidities and the
likelihood of developing long-term platinum-related toxici-
ties [4, 8,9, 17, 18, 21]. But these criteria are really rather
more difficult to define, and actually, they are not necessarily
applied in the same standardized way across the world.

[40:05] Robert Haddad: Yeah, great points, Kevin, and I
will conclude by saying, you know, thank you for joining me
on this podcast—and for the listeners, I really want to thank
you for listening to this podcast—and really, Kevin and I try
to just stimulate this conversation. We wanted investigators,

A\ Adis



830

R. 1. Haddad, K. Harrington

physicians, to be mindful of this group of patients that are
cisplatin ineligible as a group of unmet need. And I hope
that we gave you a flavor in this podcast of how Kevin and I
think about these patients and also present to you what's cur-
rently being done in terms of clinical trials for these patients.
And we always encourage that for this group of patients,
participation in trials is essential and is key as we seek to
advance the field. So, think about this group of patients as a
group of patients that are really in need for new interventions
and new drugs, and try as much as you can to refer these
patients for clinical trials that might be available to you in
the area that you are practicing. Thank you for joining us in
this podcast and looking forward to chatting further down
the road. Thank you.

[41:18] Kevin Harrington: Thanks, indeed, Robert.
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