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Epidemiology

O Treatable and curable but:

O 10% of the cases presents as
metastatic disease

O Around 20-30% develop
metastases during the course of
the disease.

O Lungs account for up to 70% to
85% of metastases

Cancer statistics 2023
Acta Otorhinolaryngol Ital. 2020 Apr;40(SUPPL. 1):S1-S86.



Treatment options Iin metastatic
disease

O Systemic therapy is the corner stone:
O Chemotherapy
O Immunotherapy
O Molecular targeted therapy (mainly EGFR)

d Which one to pick?

Patient performance status and health
Pathologic markers (PD-L1)
Prior therapy

Extent of disease (local recurrence vs oligometastatic vs widespread
disease )

Primary site of the tumor (non-nasopharyngeal vs nasopharyngeal vs
salivary gland)
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https://www.nccn.org



NON-NASOPHARYNGEAL
CANCERS



EXTREME trial

»Phase Il trial performed during 2004-2005, enrolled 442 patients
which were randomized in 2 groups:

» Platinum and 5FU for 6 cycles

» Cetuximab with platinum and 5FU for 6 cycles, followed by
cetuximab maintenance

N EnglJ Med 2008; 359:1116-1127



EXTREME trial

Adding cetuximab resulted in improving
median overall survival from 7.4 months to
10.1 months (HR, 0.80; 95% CI, 0.64 to
0.99; P=0.04).

The addition of cetuximab prolonged the
median progression-free survival time from
3.3 to 5.6 months (HR 0.54; P<0.001)

N EnglJ Med 2008; 359:1116-1127



KEYNOTE-048

»Phase Il study performed during 2015-2017, enrolled 882 patients which
were randomized in 3 groups:

» Pembrolizumab alone
» Pembrolizumab with platinum and 5FU

» Cetuximab with platinum and 5FU (EXTREME ARM)

Lancet. 2019;394(10212):1915-1928.



Pembrolizumab + chemo vs
extreme

Improved overall survival in all populations:
Total population> 13mvs. 10.7m (HR, 0.77; 95% [CI, 0.63-0.93]; P = .003).
CPS 220> 14:7mvs 11-0m (HR 0-60 ; 95% CI [0-45-0-82], p=0-0004)
CPS 21> 13-6mvs 10-4m (HR 0-65; 95% CI [0-53—0-80], p<0-0001)

It was also associated with a longer duration of response, and had a comparable safety profile
versus cetuximab with chemotherapy.

Lancet 2019; 394: 1915-28



Pembrolizumab vs Extreme

Improved overall survival in CPS 220 and 21
Total population—> non inferior (11-:6m vs 10-7m ,HR 0-85; 95% CI [0-71-1-03 ]
CPS 220> 14:9m vs 10:-7m, HR 0-61 [95% CI 0-45-0-83], p=0-0007
CPS=212>12-:3mvs 10-3m, HR 0-78; 95% CI [0-64—0-96], p=0-0086

It was associated with a substantially longer duration of response in all populations, and had a favorable safety
profile compared with Extreme

Lancet 2019; 394: 1915-28



KEYNOTE-048, updated 2023

OS improved with pembrolizumab-chemotherapy in the PD-L1 CPS =
20, CPS = 1, and total populations.

Journal of Clinical Oncology 41, no. 4 (February 01, 2023) 790-802.



Pembrolizumab alone

» OS improved in the PD-L1 CPS = 20 and CPS = 1

> It was noninferior in the total population

Journal of Clinical Oncology 41, no. 4 (February 01, 2023) 790-802.



KEYNOTE-048, updated 2023

Journal of Clinical Oncology 41, no. 4 (February 01, 2023) 790-802.



Retreatment

Journal of Clinical Oncology 41, no. 4 (February 01, 2023) 790-802.



Nivolumab Plus Ipilimumab Versus

EXTREME Regimen as First-Line Treatment for
Recurrent/Metastatic Squamous Cell Carcinoma
of the Head and Neck: The Final Results of
CheckMate 651

Evaluated first-line nivolumab plus ipilimumab
versus EXTREME in recurrent/metastatic
squamous cell carcinoma of the head and
neck.

There was no difference in OS in all groups
including CPS > 20.

Favorable safety profile compared to
chemotherapy.

Journal of Clinical Oncology 41, no. 12 (April 20, 2023) 2166-2180.



Second line therapy

O Depends on what was used in first line:

O No prior IO or recurrence within 6 months of platinum-containing
chemoradiation-> Pembrolizumab or nivolumab.

Q PriorIO in the first line> Chemotherapy



First and second line treatments

https://www.nccn.org
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Options include:
» pembrolizumab
= Nivolumab

Check PD-L1 CPS

[
CPS <1 or unavailable

\

CPS =1

For patients with a good performance status, options include: &

= Platinum plus fluorouracil with pembrolizumab

= Platinum plus taxane with pembrolizumab

= Platinum plus fluorouracil with concurrent or sequential cetuximab
= Platinum plus taxane with concurrent or sequential cetuximab

= Platinum plus fluocrouracil or taxane

For patients with a poor performance status, we offer single-agent

therapy © or best supportive care

Eligible for combinaticn
chemotherapy plus
immunotherapy?

I
Yes

¥

1
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¥

Rapidly progressive Single-agent

disease?

pembrolizumab

Yes
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No
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Platinum plus fluorcuradil
with pembrolizumab ¥

CPS =207

Yes Mo
Single-agent Pembrolizumab with or without

pembrolizumab

platinum plus Aluorcuracil ¥ ¥

Uptodate.com



Oligometastatic disease

» Most defined it as the presence of one to five metastatic lesions and
represents an intermediate stage between locoregional disease and
widespread metastasis

» May benefit from aggressive approach with ablative treatment : Surgery or RT



The Expert Consensus Task Force on Pulmonary
Metastasectomy

»  They reviewed data from different studies for different cancers with pulmonary
metastasis:

»  For head and neck squamous cell carcinoma that underwent pulmonary
metastetectomy the OS was 18% at 13 years

Ann Thorac Surg. 2019;107(2):631.



Experts recommendation

» Pulmonary metastatectomy in management of primary
head and neck cancer can be considered in the context of
disease free interval exceeding 12 months, ability to
completely resection, and absence of LN metastases.

» Strongly Agree: 42%
»> Agree: 42%

» Neutral: 8%

» Disagree: 8%

» Strongly Disagree: 0%



Stereotactic Ablative Radiotherapy

SABR-COMET trial:

» Phase Il randomized Trial

» It enrolled patients with a controlled primary malignancy and 1-5
metastatic lesions, all lesions should be amenable for SABR.

> Patients randomized in a 1:2 ratio between:
> Palliative standard-of-care treatments
» Standard-of-care treatment + SABR

Journal of Clinical Oncology 38, no. 25 (September 01, 2020) 2830-2838.



SABR-COMET

» 99 enrolled > MC cancers were breast, lung, colorectal and
prostate.

> Using SABR has resulted in improvement of 5-year OS rate (
42.3% vs 17.7%) P = .006.

Journal of Clinical Oncology 38, no. 25 (September 01, 2020) 2830-2838.



Primary site Is important!!

» Different studies showed that the aggressive approach in
oligometastatic disease has different outcomes according to

primary site

» Most studies showed that primary oral cavity SCC has worse OS
compared to other head and neck SCC treated with aggressive
approach

Ann Surg Oncol. 1999;6(6):572.
Ann Thorac Surg. 2009;88(3):856.
Interact Cardiovasc Thorac Surg. 2010;11(1):56.



Combining systemic therapy
and radiation

» This concept was studied in a
phase II trial which compared
Nivolumab With Stereotactic
Body Radiotherapy Versus
Nivolumab Alone in Metastatic
Head and Neck Squamous Cell
Carcinoma

» There was no statistically
significant OS, ORR, PFS, or
toxcicity.

Journal of Clinical Oncology 39, no. 1 (January 01, 2021) 30-37.



Targeted Therapy

American Society of Clinical Oncology Educational
Book 42 (April 29, 2022) 527-540.



NASOPHARYNGEAL CANCERS



» Phase lll, compared
gemcitabine + cisplatin vs
fluorouracil + cisplatin

Lancet 2016; 388: 1883-92



Role of Immunotherapy

» Currently under investigation pending OS data.

» Several phase III trials showed addition of CPI such as toripalimab,
camrelizumab, or tislelizumab to gem/cis improved PFS.

» Still not in the NCCN panel recommendations

Lancet Oncol. 2021;22(8):1162. Epub 2021 Jun 23.
Nat Med. 2021;27(9):1536. Epub 2021 Aug 2.

J Clin Oncol. 2022;40; 36S



JUPITER-02

» Phase lll, compared gem/cis+ toripalimab to gem/cis + placebo

» It showed significant improvement in median PFS 11.7mvs. 8.0m, HR =
0.52 [95% CI: 0.36-0.74] ,p = 0.0003).

» Theimprovement in PFS was observed across relevant subgroups,
including all PD-L1 subgroups.

> 0OSis not mature

Journal of Clinical Oncology 39, no. 18_suppl



https://www.nccn.org



Conclusion

» Treatment of metastatic head and neck SCC is mainly done
by systemic therapy.

» Treatment depends on the primary site.
» Non-nasopharyngeal
» Nasopharyngeal
» Salivary gland tumors

» The role of immunotherapy is established in non-
nasopharyngeal cancers, currently under investigation in
nasopharyngeal cancers with promising results
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