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Background & Methodology1



Introduction
• HNSCC accounts for ~4% of all cancers in the US, with an estimated 66,470 new diagnoses 

and 15,050 deaths in 2022.1 HNSCC frequently arises from the oral cavity, oropharynx, larynx, 
hypopharynx, or nasopharynx, and more rarely from salivary glands or paranasal sinuses. 

• Patients with HNSCC commonly present with locoregionally advanced disease and often 
receive multimodality treatments. 

• Recurrent or metastatic HNSCC is typically treated with systemic therapy involving 
chemotherapy and/or immunotherapy. 

• Immune-checkpoint inhibitors were first approved in the treatment of patients with platinum-
refractory HNSCC and later in first-line treatment with or without chemotherapy.2-4

• With the advent of ICIs in cancer treatment, biomarkers such as PD-L1 and TMB are gaining 
importance in selecting treatment options.5,6

• The purpose of this guideline is to provide recommendations regarding immunotherapy and 
biomarker testing for this diverse and complex group of diseases.
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ASCO Guideline Development Methodology
• The ASCO Evidence Based Medicine Committee (EBMC) guideline process includes:

 a systematic literature review by ASCO guidelines staff
 an expert panel provides critical review and evidence interpretation to inform 

guideline recommendations
 final guideline approval by ASCO EBMC

• The full ASCO Guideline methodology manual can be found at: www.asco.org/guideline-
methodology

5

www.asco.org/head-neck-cancer-guidelines ©American Society of Clinical Oncology (ASCO) 2022. All rights reserved worldwide. 
For licensing opportunities, contact licensing@asco.org

http://www.asco.org/guideline-methodology
http://www.asco.org/genitourinary-cancer-guidelines
mailto:licensing@asco.org


Clinical Questions
This clinical practice guideline addresses six clinical questions: 
1. What biomarkers are recommended for selecting HNSCC patients for anti-PD-1 immune-

checkpoint inhibitor therapy?
2. What is the optimal first-line treatment regimen for recurrent or metastatic HNSCC patients 

based on PD-L1 status?
3. What is the effect of immunotherapy compared to other systemic treatments in platinum-

refractory recurrent or metastatic HNSCC?
4. What is the role of immunotherapy for patients with recurrent or metastatic NPC?
5. What is the effect of radiation therapy in combination with anti-PD-(L)1 immunotherapy 

compared to immunotherapy alone for the treatment of locoregionally recurrent or 
oligometastatic HNSCC?

6. What is the role of immunotherapy for rare head and neck cancers?
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Target Population and Audience

• Patients with head and neck cancers

7

Target Population

Target Audience

• Medical oncologists, radiation oncologists, surgical oncologists, clinical oncologists, 
radiologists, nurses, pathologists, oncology pharmacists, caregivers, and patients. 
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Summary of Recommendations2



Summary of Recommendations

• What biomarkers are recommended for selecting HNSCC patients for anti-PD-1 immune-
checkpoint inhibitor therapy?
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Clinical Question 1

Recommendation 1.1

• PD-L1 immunohistochemistry testing should be performed in 
patients with recurrent or metastatic HNSCC.

Evidence-based
benefits outweigh harms

Evidence Quality Strength of 
Recommendation

High Strong
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Summary of Recommendations
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Recommendation 1.2

• PD-L1 CPS ≥ 1 should be interpreted as positive and correlates 
with a clinical benefit to PD-1 inhibitors.

Evidence-based
benefits outweigh harms

Evidence Quality Strength of 
Recommendation

High Strong
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Recommendation 1.3

• TMB testing may be performed in patients with recurrent or 
metastatic HNSCC when CPS is not available or in patients with 
rare tumors.

Evidence-based
benefits outweigh harms

Evidence Quality Strength of 
Recommendation

High Strong
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Summary of Recommendations
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Recommendation 1.4

• TMB ≥ 10 should be interpreted as high and correlates with a 
clinical benefit to PD-1 inhibitors.

Evidence-based
benefits outweigh harms

Evidence Quality Strength of 
Recommendation

High Strong
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Summary of Recommendations

• What is the optimal first-line treatment regimen for recurrent or metastatic HNSCC 
patients based on PD-L1 status?
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Clinical Question 2

Recommendation 2.1

• Pembrolizumab monotherapy or pembrolizumab, platinum, and 5-
FU should be offered as first-line treatment for patients with 
recurrent or metastatic HNSCC with a CPS ≥ 1.

Evidence-based
benefits outweigh harms

Evidence Quality Strength of 
Recommendation

High Strong
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Summary of Recommendations
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Recommendation 2.2

• Pembrolizumab, platinum, and 5-FU may be offered as first-line 
treatment for patients with recurrent or metastatic HNSCC with a 
CPS < 1.

Evidence-based
benefits outweigh harms

Evidence Quality Strength of 
Recommendation

Moderate Strong
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Summary of Recommendations

• What is the effect of immunotherapy compared to other systemic treatments in platinum-
refractory recurrent or metastatic HNSCC?
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Clinical Question 3

Recommendation 3.1

• Pembrolizumab or nivolumab should be offered to patients with 
platinum-refractory recurrent or metastatic HNSCC, regardless of 
CPS status.

Evidence-based
benefits outweigh harms

Evidence Quality Strength of 
Recommendation

High Strong
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Summary of Recommendations

• What is the role of immunotherapy for patients with recurrent or metastatic NPC?
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Clinical Question 4

Recommendation 4.1

• Toripalimab, camrelizumab or tislelizumab, with gemcitabine and 
cisplatin, should be offered as first-line treatment for patients with 
recurrent or metastatic nasopharyngeal cancer. 

Evidence-based
benefits outweigh harms

Evidence Quality Strength of 
Recommendation

High Strong
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Qualifying statement: Pembrolizumab or nivolumab may be offered with gemcitabine and 
cisplatin if the immune checkpoint inhibitors in Recommendation 4.1 are unavailable.
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Summary of Recommendations
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Recommendation 4.2

• PD-1 inhibitors may be offered to patients with recurrent or 
metastatic nasopharyngeal cancer who have progressed following 
platinum-based therapy.

Informal consensus
benefits outweigh harms

Evidence Quality Strength of 
Recommendation

Low Weak
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Summary of Recommendations

• What is the effect of radiation therapy in combination with anti-PD-(L)1 immunotherapy 
compared to immunotherapy alone for the treatment of locoregionally recurrent or 
oligometastatic HNSCC?
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Clinical Question 5

Recommendation 5.1

• For patients with oligometastatic HNSCC, radiation therapy is safe 
to give concurrently with immunotherapy for the purpose of 
palliation or local control, but should not be given to enhance 
response to immunotherapy outside of a clinical trial.

Evidence-based
no net benefit

Evidence Quality Strength of 
Recommendation

Moderate Weak
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Summary of Recommendations

• What is the role of immunotherapy for rare head and neck cancers?
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Clinical Question 6

Recommendation 6.1

• Pembrolizumab may be offered to patients with TMB-high 
recurrent or metastatic rare head and neck cancers.

Evidence-based
benefits outweigh harms

Evidence Quality Strength of 
Recommendation

Moderate Weak
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Summary of Recommendations
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Recommendation 6.2

• Pembrolizumab may be offered to patients with PD-L1 positive 
recurrent or metastatic salivary gland cancer.

Evidence-based
benefits outweigh harms

Evidence Quality Strength of 
Recommendation

Moderate Weak
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Discussion3



Patient and Clinician Communication
• With the improvement of screening and surgical techniques, patients have more options 

available to them.

• Strategies to manage cancer in the head and neck vary according to a surgeon’s experience 
and the availability of different technologies.

• Head and neck cancer clinicians face challenges given the potential adverse impacts many of 
these treatments have on a patient’s quality of life – including treatment impacts on speech, 
taste, saliva, chewing, swallowing, lymphatic processes, nerve damage, teeth, facial bone 
structure, and physical appearance. 

• The clinician needs to discuss these potential impacts with the patient to balance the most 
effective treatment with the patient’s quality of life objectives.

21
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Patient and Clinician Communication
• By recommending which patients would most benefit from immunotherapy and biomarker 

testing, the Expert Panel hopes to give clearer guidelines to treating clinicians, without placing 
additional burdens on patients.

• The goal of these recommendations is so patients will receive more specific, targeted 
treatments to manage their cancer, resulting in higher success rates. This guideline does not 
seek to encompass all approaches but serves as a helpful framework for critical discussions 
among the multidisciplinary treatment team, the patient, and their families. 
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Cost Implications
• As part of the guideline development process, ASCO may opt to search the literature for 

published cost-effectiveness analyses that might inform the relative value of available 
treatment options. 

• Three cost-effectiveness analyses were identified to inform the topic.7-9 

• Each analysis similarly dealt with the particular case of nivolumab monotherapy for recurrent 
or metastatic HNSCC. 

• Both Haddad et al.7 and Ward et al.9 found that nivolumab was cost-effective up to a 
willingness-to-pay threshold of $150,000 per quality-adjusted life-year (QALY);7 however, 
Tringale et al.8 concluded nivolumab was not cost-effective if a threshold of $100,000 per 
QALY was used. 
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Additional Resources

• More information, including a supplement and clinical tools and 
resources, is available at www.asco.org/head-neck-cancer-
guidelines

• Patient information is available at www.cancer.net
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Guideline Panel Members
25

Name Affiliation/Institution Role/Area of Expertise
Emrullah Yilmaz, MD, PhD 
(co-chair)

Cleveland Clinic, Cleveland, OH Medical Oncology

Loren K. Mell, MD 
(co-chair) 

University of California San Diego, La Jolla, CA Radiation Oncology

Julie Bauman, MPH, MD  George Washington University, Washington, DC Medical Oncology
Raetasha Dabney, MD Keesler Medical Center/Keesler Air Force Base, Mississippi PGIN Representation
Gregory Gan, MD, PhD Kansas University Medical Center, Kansas City, KS Radiation Oncology
Richard Jordan, DDS, PhD University of California San Francisco, San Francisco, CA Pathologist
Marnie Kaufman Needham Heights, MA Patient Representation
Kedar Kirtane, MD Moffitt Cancer Center, Tampa, FL Medical Oncology
Sean Matthew McBride, MD, MPH Memorial Sloan Kettering Cancer Center, New York, NY Radiation Oncology
Matthew O. Old, MD Ohio State University, Columbus, OH Surgical Oncology
Lisa Rooper, MD Johns Hopkins Medicine, Baltimore, MD Pathologist
Nabil Saba, FACP, MD Emory University, Atlanta, GA Medical Oncology
Siddharth Sheth, DO, MPH University of North Carolina, Chapel Hill, NC Medical Oncology
Rathan M. Subramaniam, MD, PhD, 
MPH, MBA

Otaga Medical School, University of Otago, Dunedin, NZ
Duke University, Durham, NC

Radiologist and Nuclear Medicine Physician

Trisha Michel Wise-Draper, MD, PhD University of Cincinnati, Cincinnati, OH Medical Oncology
Deborah Wong, MD, PhD University of California Los Angeles, Los Angeles, CA Medical Oncology

Nofisat Ismaila, MD American Society of Clinical Oncology (ASCO), Alexandria, VA ASCO Practice Guideline Staff (Health Research 
Methods)

www.asco.org/head-neck-cancer-guidelines ©American Society of Clinical Oncology (ASCO) 2022. All rights reserved worldwide. 
For licensing opportunities, contact licensing@asco.org

http://www.asco.org/genitourinary-cancer-guidelines
mailto:licensing@asco.org


Abbreviations

• ASCO, American Society of Clinical Oncology
• CPS, combined positive score
• EBMC, Evidence Based Medicine Committee
• HNSCC, head and neck squamous cell carcinoma
• ICI, immune checkpoint inhibitors
• NPC, nasopharyngeal carcinoma
• PD-1, programmed cell death protein 1
• PD-L1, programmed death-ligand 1
• QALY, quality-adjusted life-year
• TMB, tumor mutational burden
• US, United States
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Disclaimer
The Clinical Practice Guidelines and other guidance published herein are provided by the American Society of Clinical 
Oncology, Inc. (ASCO) to assist providers in clinical decision making. The information herein should not be relied upon as 
being complete or accurate, nor should it be considered as inclusive of all proper treatments or methods of care or as a 
statement of the standard of care. With the rapid development of scientific knowledge, new evidence may emerge 
between the time information is developed and when it is published or read. The information is not continually updated and 
may not reflect the most recent evidence. The information addresses only the topics specifically identified therein and is 
not applicable to other interventions, diseases, or stages of diseases. This information does not mandate any particular 
course of medical care. Further, the information is not intended to substitute for the independent professional judgment of 
the treating provider, as the information does not account for individual variation among patients. Recommendations 
specify the level of confidence that the recommendation reflects the net effect of a given course of action. The use of 
words like “must,” “must not,” “should,” and “should not” indicates that a course of action is recommended or not 
recommended for either most or many patients, but there is latitude for the treating physician to select other courses of 
action in individual cases. In all cases, the selected course of action should be considered by the treating provider in the 
context of treating the individual patient. Use of the information is voluntary.  ASCO does not endorse third party drugs, 
devices, services, or therapies used to diagnose, treat, monitor, manage, or alleviate health conditions. Any use of a brand 
or trade name is for identification purposes only.  ASCO provides this information on an “as is” basis and makes no 
warranty, express or implied, regarding the information. ASCO specifically disclaims any warranties of merchantability or 
fitness for a particular use or purpose. ASCO assumes no responsibility for any injury or damage to persons or property 
arising out of or related to any use of this information, or for any errors or omissions. 
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