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Supplementary Material 
Supplementary table S1. Literature review scope - inclusion and exclusion criteria (PICOS criteria)
	 
	Inclusion criteria 
	Exclusion criteria 

	Population of interest 
	· Patients with recurrent or metastatic (R/M) head and neck squamous cell carcinoma (HNSCC)  
	· Patients with diseases other than HNSCC 

	Interventions and comparators of interest 
	· Any intervention and/or comparator including no treatment 
	· None 

	Outcomes of interest 
	· Concepts* (i.e., signs, symptoms, and impacts of a disease and its treatments) 
	· Literature not including an outcome of interest 

	Study design of interest 
	· Patient interview studies# 
· Case series 
· Expert guidelines 
· Instrument development 
· Epidemiology studies 
· Interventional studies 
· Observational studies 
· Systematic reviews 
· Targeted reviews 
	· Editorials 
· Case reports 



[bookmark: _Supplementary_table_1.]Supplementary table S2. Signs, symptoms, and impacts identified from targeted literature review
	Signs/symptoms
	Disease-related
	Treatment-related
	Reported Prevalence Range*
	Reported Prevalence
Degboe et al**
	Number of articles mentioning concept
n (%) ***

	Gastrointestinal
	
	
	
	
	

	Weight loss
	
	
	-
	61%
	7 (64%)33,45-50

	Nausea
	
	
	50%11
	38%
	3 (27%)33,48,50

	Difficulty swallowing
	
	
	7- 40%2,4
	21%
	11 (100%)33,45-54

	Difficulty eating
	
	
	-
	-
	5 (45%)50,51,53,54

	Difficulty drinking
	
	
	
	
	1 (9%)33,50

	Dry mouth
	
	
	-
	38%
	6 (55%)33,46,48-50,53

	Vomiting
	
	
	-
	21%
	2 (18%)33,48

	Loss of appetite
	
	
	-
	15%
	6 (55%)33,46-50

	Constipation
	
	
	-
	7%
	2 (18%)33,48

	Choking on food or water
	
	
	6%10
	-
	3 (27%)46,47,49

	Weight gain
	
	
	-
	-
	1 (9%)48

	Diarrhea
	
	
	-
	-
	1 (9%)33

	Abdominal bloating
	
	
	-
	-
	1 (9%)33

	Fluid retention
	
	
	-
	-
	1 (9%)33

	Pain
	
	
	
	
	

	Pain, general
	
	
	90%11
	50%
	7 (64%)33,45,47-50,53

	Pain, swallowing
	
	
	-
	-
	1 (9%)33

	Mouth sores
	
	
	-
	15%
	2 (18%)33,46

	Oral pain
	
	
	-
	14%
	2 (18%)33,48,51

	Pain in throat
	
	
	-
	-
	2 (18%)46,49

	Ear pain
	
	
	-
	-
	1 (9%)33

	Respiratory
	
	
	
	
	

	Shortness of breath/Dyspnea
	
	
	-
	21%
	2 (18%)33,48

	Excessive phlegm
	
	
	-
	15%
	3 (27%)33,46,50

	Thick saliva
	
	
	-
	15%
	3 (27%)33,48,50

	Cough
	
	
	-
	7%
	2 (18%)33,48

	Distortion of smell
	
	
	-
	-
	3 (27%)46,48,50

	Oral/Dental
	
	
	
	
	

	Dental problems
	
	
	-
	13%
	4 (36%)33,45,46,48

	Oral ulcer
	
	
	-
	7%
	3 (27%)33,48,51

	Difficulty opening mouth
	
	
	-
	-
	1 (9%)48

	Dermatological
	
	
	
	
	

	Numbness/loss of sensation of skin
	
	
	-
	50%
	2 (18%)33,48

	Skin problems
	
	
	-
	38%
	4 (36%)33,48,51,53

	Dry skin
	
	
	-
	31%
	1 (9%)33

	Hair loss
	
	
	-
	15%
	1 (9%)33

	Peripheral neuropathy
	
	
	-
	-
	1 (9%)33

	Systemic/General Symptoms
	
	
	
	
	

	Fatigue
	
	
	70%11
	61%
	4 (36%)33,48,50,53

	Swelling or lump
	
	
	-
	38%
	1 (9%)33

	Enlarged lymph nodes
	
	
	-
	15%
	1 (9%)33

	Fever
	
	
	-
	8%
	1 (9%)33

	Impacts on voice
	
	
	-
	7%
	4 (36%)33,46,48,49

	Enlarged tonsils
	
	
	-
	-
	1 (9%)33

	Dizziness
	
	
	-
	-
	1 (9%)33

	Headaches
	
	
	-
	-
	1 (9%)33

	Bleeding
	
	
	-
	-
	1 (9%)33

	Difficulty sleeping through the night
	
	
	-
	-
	1 (9%)33

	Physical functioning
	
	
	
	
	

	Difficulty speaking
	
	
	-
	50%
	7 (64%)33,45-47,51-53

	Impact on range of movement
	
	
	-
	7%
	1 (9%)33

	Difficulty chewing food
	
	
	-
	-
	3 (27%)33,46,51

	Visio/Auditory
	
	
	
	
	

	Hearing loss
	
	
	-
	7%
	2 (18%)33,46

	Vision problems
	
	
	-
	-
	1 (9%)53

	Other
	
	
	
	
	

	Distortion of taste
	
	
	-
	46%
	6 (55%)33,45,46,48-50

	Psychedelic dreams
	
	
	-
	-
	1 (9%)33

	Impotence
	
	
	-
	8%
	1 (9%)33

	
	
	
	
	
	

	Impacts
	-
	-
	-
	-
	Number of articles mentioning concept*
n (%) **

	Cognitive functioning

	Cognitive impairment
	-
	-
	-
	-
	3 (27%)47,52,53

	Memory impairment
	-
	-
	-
	-
	2 (18%)48,52

	Difficulty reading
	-
	-
	-
	-
	1 (9%)52

	Difficulty writing
	-
	-
	-
	-
	1 (9%)51

	Emotional functioning

	Fear of disease^
	-
	-
	-
	-
	5 (45%)33,45,49,51,53

	Feeling overwhelmed
	-
	-
	-
	-
	2 (18%)33,52

	Unhappiness
	-
	-
	-
	-
	5 (45%)33,45,49,51,53

	Fear
	-
	-
	-
	-
	4 (36%)33,45,47,51

	Fear of using PEG tube
	-
	-
	-
	-
	1 (9%)47

	Depression
	-
	-
	-
	-
	4 (36%)33,48,51,53

	Altered body image
	-
	-
	-
	-
	4 (36%)47,51,53,54

	Frustration
	-
	-
	-
	-
	4 (36%)33,49,51,53

	Anxiety
	-
	-
	-
	-
	3 (27%)45,48,49

	Stress
	-
	-
	-
	-
	3 (27%)47,48,52

	Embarrassment
	-
	-
	-
	-
	3 (27%)45,47,54

	Helplessness^^
	-
	-
	-
	-
	3 (27%)33,47,54

	Anger
	-
	-
	-
	-
	2 (18%)48,52

	Guilt
	-
	-
	-
	-
	2 (18%)33,51

	Low self-esteem
	-
	-
	-
	-
	2 (18%)45,54

	Self-consciousness
	-
	-
	-
	-
	1 (9%)45

	Worry
	-
	-
	-
	-
	1 (9%)51

	Psychologic shock
	-
	-
	-
	-
	1 (9%)33

	Irritability
	-
	-
	-
	-
	1 (9%)33,53

	Suicidal thoughts
	-
	-
	-
	-
	1 (9%)47

	Lack of pleasure
	-
	-
	-
	-
	1 (9%)54

	Nervousness
	-
	-
	-
	-
	1 (9%)48

	Astonishment
	-
	-
	-
	-
	1 (9%)51

	Struggle to cope emotionally, feeling unlucky
	-
	-
	-
	-
	1 (9%)53

	Feelings of loss and isolation
	-
	-
	-
	-
	1 (9%)45

	Nostalgia
	-
	-
	-
	-
	1 (9%)54

	Envy
	-
	-
	-
	-
	1 (9%)54

	Alien corporality
	-
	-
	-
	-
	1 (9%)54

	Rejection
	-
	-
	-
	-
	1 (9%)54

	Emotional impact related to radiotherapy mask
	-
	-
	-
	-
	1 (9%)49

	Physical functioning

	Physical disability
	-
	-
	-
	-
	1 (9%)48

	Social functioning
	-
	-
	-
	-
	

	Avoid eating in social situations
	-
	-
	-
	-
	3 (27%)45,46,54

	Impact on relationships with others
	-
	-
	-
	-
	2 (18%)48,52

	Impact on family life
	-
	-
	-
	-
	2 (18%)48,51

	Social isolation
	-
	-
	-
	-
	2 (18%)49,54

	Avoiding any celebration
	-
	-
	-
	-
	1 (9%)54

	Sexual functioning

	Decreased sex drive
	-
	-
	-
	-
	1 (9%)48

	Sexual dysfunction
	-
	-
	-
	-
	1 (9%)48

	Difficulties with intimacy
	-
	-
	-
	-
	1 (9%)33

	Role functioning

	Impact on work and employment
	-
	-
	-
	-
	3 (27%)45,49,52

	Impact on work performance
	-
	-
	-
	-
	2 (18%)48,52

	Financial difficulties
	-
	-
	-
	-
	2 (18%)45,49

	Other

	No longer enjoyed eating
	-
	-
	-
	-
	4 (36%)45,47,48,54

	Difficulty communicating
	-
	-
	-
	-
	1 (9%)48

	Impact on quality of life
	-
	-
	-
	-
	1 (9%)48





[bookmark: _Supplementary_table_2.]Supplementary table S3. Signs, symptoms, and impacts identified from blog searches
	Disease-related symptoms
	No. of mentions by patients (n=5*)

	Sore throat
	2

	Lump on neck
	2

	Cough
	1

	Sores in mouth, tongue
	1

	Hoarseness
	1

	Voice problems
	1

	Treatment-related symptoms
	Number of mentions by patients (n=5*)

	Difficulty eating, drinking
	5

	Difficulty swallowing
	3

	Reduced saliva
	2

	Vomiting
	2

	Hair loss
	2

	Burns in throat, neck
	2

	Sore throat
	2

	Weight loss
	1

	Weakness
	1

	Gagging
	1

	Appetite loss
	1

	Choking
	1

	Thickened saliva
	1

	Diarrhea
	1

	Pain
	1

	Mucositis
	1

	Numbness in tongue, face
	1

	Dry mouth
	1

	Loss of taste
	1

	Thrush
	1

	Nausea
	1

	Jaw stiffness
	1

	Fatigue
	1

	
	

	Disease- and treatment related impacts
	No. of mentions by patients (n=5*)

	Chemo brain
	1

	Problems with speech
	1

	Appearance changes
	1

	Dehydration
	1
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Supplementary table S4. Priority symptoms and impacts mentioned by clinicians
	Symptoms
	Impacts

	Oral ulcer/lesion, mouth sore, mucositis
	Anxiety

	Oral pain
	Difficulty with self-care

	Difficulty swallowing
	Fear

	Difficulty chewing food
	Increased dependence on others

	Weight loss
	Impact on work/employment

	Fatigue
	Altered body image

	Difficulty speaking
	Difficulty eating 

	Difficulty eating
	Guilt

	Pain in throat
	Social isolation

	Swelling/lump
	Depression

	Excessive phlegm
	Impact on quality of life

	Impacts on voice/hoarse voice
	Anger

	Enlarged lymph nodes
	

	Distortion of taste
	

	Choking on food or water
	

	Painful swallowing
	

	Dry mouth
	




[bookmark: _Supplementary_table_5.]Supplementary table S5. A Complete list of signs/symptoms mentions and disturbance rating from the patient concept elicitation interviews 
	Sign/Symptom
	Total Patient Mentions*
	Average current bother rating (range)**
	Average worst bother rating (range)**

	Pain

	Throat pain or sore throat
	14
	1.0 (0–5)
	7.4 (4–10)

	Oral pain
	9
	2.0 (0–4)
	8.0 (4–10)

	General pain
	9
	1.0 (0–2)
	5.3 (2–8)

	Painful swallowing
	8
	1.7 (0 – 3)
	9.7 (9 – 10)

	Stiffness
	5
	4.0 (2 – 7)
	7.3 (5 – 9)

	Skin burn / pain
	4
	0.5 (0 – 1)
	10.0 (10)

	Burns in throat, neck
	4
	2.7 (0 – 7)
	8.5 (7 – 10)

	Pain from feeding tube
	3
	N/A
	5.0 (5)

	Ear pain
	2
	N/A
	10.0 (10)

	Joint pain
	2
	3.0 (3)
	8.0 (8)

	Headaches
	1
	2.0 (2)
	10.0 (10)

	Pain from tracheostomy and stitches 
	1
	N/A
	9.0 (9)

	Pain when breathing 
	1
	0.0 (0)
	8.0 (8)

	Difficulty eating 
	20
	4.8 (0 – 10)
	8.8 (3 – 10)

	Distortion of taste 
	18
	3.9 (0 – 9)
	8.8 (5 – 10)

	Difficulty swallowing 
	17
	4.2 (4 – 10)
	8.9 (0 – 10)

	Difficulty chewing food 
	14
	4.0 (1 – 8)
	8.5 (3 – 10)

	Choking on food or water or feeling of choking
	9
	3.3 (0 – 6)
	9.0 (6 – 10)

	Difficulty drinking 
	6
	2.3 (0 – 7)
	8.0 (7 – 9)

	Distortion of smell 
	2
	0.0 (0)
	9.0 (9)

	Oral or dental issues 

	Dry mouth 
	19
	4.9 (0 – 9)
	8.3 (4 – 10)

	Excessive phlegm/Thick saliva 
	14
	3.9 (0 – 10)
	8.3 (3 – 10)

	Dental problems 
	14
	4.5 (2 – 10)
	8.0 (5 – 10)

	Oral mucositis 
	11
	0.2 (0 – 1)
	7.7 (4 – 10)

	Difficulty opening mouth 
	9
	2.8 (1 – 7)
	7.4 (3 – 10)

	Swelling in and around the mouth 
	4
	1.0 (1)
	10.0 (10)

	Bump on tongue 
	3
	0.0 (0)
	0.0 (0)

	Oral mass or growth 
	2
	N/A
	N/A

	Oral inflammation 
	2
	N/A
	N/A

	Piece of mandible fallen off 
	1
	N/A
	N/A

	Changes in texture on tongue 
	1
	N/A
	N/A

	White spots in mouth/tongue 
	1
	N/A
	N/A

	Bump in mouth 
	1
	N/A
	N/A

	Deflated or misaligned jaw 
	1
	N/A
	N/A

	Thrush 
	1
	N/A
	N/A

	Smell from mouth 
	1
	N/A
	1.0 (1)

	Speaking issues 

	Difficulty speaking 
	9
	4.8 (1 – 10)
	8.2 (4 – 10)

	Hoarse voice 
	9
	1.0 (0 – 3)
	5.2 (3 – 8)

	Change in voice tone 
	3
	0.5 (0 – 1)
	0.5 (0 – 1)

	Loss of voice 
	1
	10.0 (10)
	10.0 (10)

	Lisp 
	1
	1.0 (1)
	5.0 (5)

	Dermatologic issues 

	General swelling 
	10
	1.4
	5.8 (3 – 9)

	Skin changes (irritation, color change) 
	8
	3.0 (0 – 8)
	5.3 (0 – 8)

	Itching 
	2
	3.5 (1 – 5)
	8.5 (7 – 10)

	Rash 
	2
	4.0 (4)
	8.0 (8)

	Dry skin 
	2
	2.0 (2)
	8.0 (8)

	Peeling of skin 
	1
	N/A
	N/A

	Enlarged lymph nodes 
	7
	0.3 (0 – 1)
	5.7 (3 – 10)

	Lump in the neck/neck mass 
	6
	0.5 (0 – 2)
	4.0 (0 – 8)

	Scars 
	3
	N/A
	N/A

	Peripheral neuropathy 
	3
	4.0 (2 – 5)
	7.3 (7 – 8)

	Numbness/loss of sensation of skin 
	3
	1.0 (1)
	4.0 (4)

	Hair loss 
	3
	0.0 (0)
	3.5 (0 – 7)

	Gastrointestinal 
	
	
	

	Loss of appetite 
	11
	1.8 (0 – 4)
	9.4 (7 – 10)

	Nausea 
	11
	0.0 (0)
	8.0 (5 – 10)

	Vomiting 
	8
	0.0 (0)
	9.8 (9 – 10)

	Constipation 
	2
	4.0 (4)
	8.0 (8)

	Diarrhea 
	1
	8.0 (8)
	10.0 (10)

	Respiratory 

	Shortness of breath 
	8
	2.0 (0 – 4)
	6.0 (3 – 8)

	Cough 
	4
	2.3 (1 – 4)
	7.7 (5 – 9)

	Phlegm in lungs 
	1
	N/A
	N/A

	Wheezing 
	1
	6.0 (6)
	9.0 (9)

	Systemic 
	
	
	

	Fatigue 
	18
	3.5 (0 – 10)
	9.0 (5 – 10)

	Weight loss 
	18
	0.6 (0 – 8)
	7.8 (2 – 10)

	Weakness 
	7
	1.5 (0 – 3)
	9.0 (8 – 10)

	Shoulder disability/motion 
	6
	3.7 (2 – 5)
	8.0 (5 – 10)

	Difficulty sleeping through the night 
	3
	N/A
	N/A

	Impact on range of movement 
	3
	9.0 (9)
	10.0 (10)

	Hearing loss 
	3
	6.0 (4 – 7)
	7.3 (7 – 8)

	Weight gain 
	3
	3.5 (2 – 5)
	6.5 (3 – 10)

	Sensitivity to cold 
	1
	N/A
	N/A

	Infections 
	1
	N/A
	N/A

	Low heart rate
	1
	N/A
	N/A

	Snoring
	1
	N/A
	N/A

	Dizziness
	1
	8.0 (8)
	10.0 (10)

	General feeling of unwell
	1
	0.0 (0)
	10.0 (10)

	Foot drop
	1
	0.0 (0)
	8.0 (8)

	Tinnitus
	1
	1.0 (1)
	3.0 (3)

	Bleeding
	
	
	

	Bleeding
	4
	4.0 (1 – 7)
	7.0 (7)

	Vision 

	Blurred vision
	3
	6.0 (4 – 8)
	6.5 (5 – 8)


*N=20 total patients included in the sample
**Bother ratings were assessed on a 0-10 scale, where 0 = not bothered at all and 10 = extremely bothered. Average Bother ratings are based on the number of patients who provided a rating which is not always the same as the number of patients who endorsed the symptom. Some patients provided qualitative descriptions and even with gentle encouragement by the interviewer would not provide a quantitative number.

[bookmark: _Supplementary_table_5._1]Supplementary table S6. A complete list of impact mentions and disturbance rating from patient concept elicitation interview
	Impact
	Total Patient Mentions*
	Average current disturbance rating (range)**
	Average worst disturbance rating (range)**

	Physical functioning
	
	
	

	Altered diet
	13
	6.7 (4 – 8)
	9.7 (9 – 10)

	Re-learning to swallow
	6
	N/A
	N/A

	Lethargy
	7
	2.0 (2)
	9.0 (9)

	Increased dependence on others
	6
	N/A
	1.0 (1)

	Impacts on hobbies
	5
	6.0 (0 – 10)
	8.8 (7 – 10)

	Slower eating
	4
	N/A
	N/A

	Difficulty with self care/ADLs
	4
	3.5 (2 – 5)
	9.0 (8 – 10)

	Reduced sleep amount
	4
	N/A
	N/A

	Decreased mobility
	4
	5.0 (5)
	7.0 (7)

	Food caught in jaw/bone
	3
	N/A
	N/A

	Inability to travel
	3
	4.3 (0 – 10)
	8.7 (1 – 10)

	Difficulty communicating
	3
	10.0 (10)
	10.0 (10)

	Change in sleep schedule
	2
	N/A
	N/A

	Difficulty walking
	2
	5.0 (5)
	7.0 (7)

	Limited functional ability
	2
	5.0 (5)
	7.0 (7)

	Spitting out excess saliva
	2
	0.0 (0)
	10.0 (10)

	Balance issues
	1
	N/A
	N/A

	Difficulty carrying
	1
	N/A
	N/A

	Difficulty standing
	1
	3.0 (3)
	9.0 (9)

	Emotional functioning
	
	
	

	Depression
	11
	2.8 (0 – 8)
	8.7 (6 – 10)

	Positive life outlook
	10
	N/A
	N/A

	Fear of the future
	6
	1.0 (1)
	5.0 (5)

	Anxiety
	5
	5.7 (3 – 10)
	9.0 (8 – 10)

	Frustration
	5
	7.0 (4 – 10)
	9.5 (9 – 10)

	Altered body image
	4
	1.0 (1)
	4.0 (4)

	Fear of disease
	4
	1.0 (1)
	5.0 (5)

	Helplessness
	3
	N/A
	N/A

	Fear
	2
	N/A
	N/A

	Self-consciousness
	2
	1.0 (1)
	7.0 (7)

	Worry
	2
	N/A
	N/A

	Increased empathy
	1
	N/A
	N/A

	Astonishment
	1
	3.0 (1)
	10.0 (10)

	Emotional impact related to use of radiotherapy mask
	1
	N/A
	N/A

	Fear of using PEG tub
	1
	N/A
	N/A

	Psychologic shock
	1
	N/A
	N/A

	Stress
	1
	N/A
	N/A

	Struggle to cope emotionally, feeling unlucky
	1
	N/A
	N/A

	Suicidal thoughts
	1
	N/A
	N/A

	Social functioning
	
	
	

	Impact on relationship with others
	13
	0.5 (0 – 1)
	7.5 (5 – 10)

	Social isolation
	7
	1.5 (1 – 2)
	8.0 (8)

	Impact on family life
	6
	0.0 (0)
	7.0 (7)

	Avoid eating in social situations
	1
	0.0 (0)
	8.0 (8)

	Role functioning
	
	
	

	Impact on work/ employment
	14
	2.8 (0 – 10)
	7.5 (2 – 10)

	Financial difficulties
	7
	2.0 (2)
	10.0 (10)

	Impact on work performance
	3
	1.0 (1)
	3.0 (3)

	Cognitive functioning
	
	
	

	Chemo brain
	2
	4.5 (4 – 5)
	7.5 (5 – 10)

	Difficulty writing
	1
	5.0 (5)
	7.0 (5)

	Difficulty typing
	1
	N/A
	N/A

	Memory impairment
	1
	N/A
	N/A

	Sexual functioning
	
	
	

	Difficulties with intimacy
	1
	N/A
	N/A

	Other impacts
	
	
	

	No longer enjoyed eating
	5
	7.0 (7)
	10.0 (10)

	Loss of motivation to eat
	4
	N/A
	N/A

	Impact on quality of life
	4
	N/A
	N/A

	Time burden
	3
	N/A
	N/A

	Dehydration
	3
	0.0 (0)
	9.5 (9 – 10)

	Bladder issues
	1
	N/A
	N/A

	Frequent urination
	1
	4.0 (4)
	10.0 (10)

	Unable to drink alcohol due to pain
	1
	N/A
	N/A


*N=20 total patients included in the sample
**Disturbance ratings were assessed on a 0-10 scale, where 0 = not at all disturbing and 10 = extremely disturbing Average Disturbance ratings are based on the number of patients who provided a rating which is not always the same as the number of patients who endorsed the symptom. Some patients provided qualitative descriptions and even with gentle encouragement by the interviewer would not provide a quantitative number.
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	Symptom
	Patient quotes

	Difficulty eating
	“I don’t know why I was physically unable to eat or take in liquids. I would aspirate to the point where I wasn’t getting enough fluid. I was getting no nutrients whatsoever because I could not eat.” -PID015 (stage III/IV, NED for 2 years)

	Dry mouth
	“Just mostly it’s still the lack of saliva production. That’s the biggest hurdle I’m facing now is I’ve been to other medical facilities and they just all tell me there’s nothing they can do for me.” -PID015 (stage III/IV, NED for 2 years)

	Fatigue
	“That maybe I could just feel a little bit more tired to the point where I felt like a nap, I needed a nap, and that's not always the case. Just my daily activities and stuff, I don't always take a nap. I felt like the middle to latter part of the radiation that maybe I think I was taking a daily nap for maybe an hour or something just to kind of overcome the fatigue.”-PID002 (stage IV)

	Distortion of taste
	“She says, “During treatment, I lost taste.” Everything tasted…metallic? Metallic. Treatment and everything tasted metallic. It took about 3 or more months to get to get it back, the taste back to normal.” -PID010 (stage IV, NED for 23 months)

	Weight loss
	“So weight loss during treatment, because of the pain in your throat, the no taste buds, eating… Well, for me, I went through a period of time where I was only drinking. I could not get any soft foods or even Boost or something like that down my throat. I lost 35 pounds through my treatment. So I went from like 190 to down to 154.” -PID016 (stage IV)

	Difficulty swallowing
	“Honestly now with the surgery and the swelling, that obviously makes it a little harder and difficult for me to swallow as well. It didn’t hurt. It’s just harder because there’s not as much room. My throat’s a lot smaller.” -PID022 (stage III)

	Difficulty chewing food
	“That trouble did increase with the treatments and stuff that it was, you know, I was having to cut up my foods, especially chickens, and steaks, and stuff like that, smaller pieces, because I couldn’t chew it down to a consistency that I could swallow it, basically.” -PID013 (stage IV, NED for 5 months)

	Excessive phlegm/thick saliva
	“I have an excess amount of phlegm. I never had so much phlegm before, I don’t know why.” -PID009 (stage IV, NED for 6 months)

	Dental problems
	“It’s pretty much lost teeth. I have a few real teeth in the bottom left.” -PID018 (stage IV, NED for 1 year)

	Throat pain or sore throat
	“I had what I thought at the time was a sore throat for, I know it sounds foolish, to not have had this checked out, but I had this, a sore throat that kind of got better and then came back for probably 4 or 5 months. I was taking throat lozenges and spray. I thought that I had some sort of fall, late summer, early fall allergies because I do have allergies.” -PID018 (stage IV, NED for 1 year)

	Loss of appetite
	“Lots of loss of appetite. Again, eating for me is now more like a job than anything. I still don’t have an appetite. I can’t smell the food really well. Can’t taste the food really well. It is coming back slowly, but eating is not a pleasurable experience for me any longer, which is terrible because I was a pretty good cook. [laughter]. I still am a pretty good cook, it’s just I can’t really taste what I’m making, so I have to somebody else taste it for me.” -PID019 (stage IV)

	Nausea
	“I had a little… It was a little bit of nausea in the feeling of feeling really ill during the chemo. Yes.” -PID020 (stage II with metastases, NED for 5 months)

	Oral mucositis
	“I had pretty severe mucositis during radiation from kind of the burning of that.” -PID017 (stage IVa, NED for 2 years)
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	Impacts
	Patient quotes

	Impact on work/employment
	“I mean, it was just that physically painful/you’re out of it, you’re on drugs, you’re doing everything, and now I understand why they said, “Don’t go back to work,” because you’re just not going to be able to do it.” – PID001 (stage IVa, NED for 2 years)

	Altered diet
	“I’ve not had solid food ever since. Because I can’t break it down in my mouth. I’ve got dry mouth. But I’m lucky I can swallow, so I make soups and drink shakes and things, so that keeps me going.” – PID020 (stage II with metastases, NED for 5 months)

	Impact on relationship with others
	“So, yeah, it impacted me. I don’t date. I don’t go out. I don’t really want to do that. Maybe one day, to go out and socialize with people but also because of my dietary changes and how strict my life is, I don’t socialize a lot like I used to. I used to go out all the time, and I just don’t do that. Some if it’s by choice, some of it’s by the trauma of the diagnosis.” – PID023 (Stage IV)

	Depression
	“Emotionally, my mental health, yeah, I struggled. I struggled a lot during the diagnosis. Yeah, it’s painful. As I like to say, it’s an existential crisis when they tell you that you don’t have a long shelf life and you’re probably not going to make it. That was hard to hear, so, yeah, my life radically changed. The first 6 months, for the lack of a better term, I was in a blackhole. My mental health was shot. In all honesty, I thought about taking my life a couple times. I didn’t really want to deal with this, but I have kids, I have a young kid…Then when I got the stage IV diagnosis, I realized, well, they didn’t get it, and I had put my trust in something that just wasn’t there. When they gave me the stage IV, I went into a hole in July of 2020 and came out in January of probably 2021. I was in a really dark place that whole time.” - PID023 (stage IV)
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Supplementary figure S2. Locally Advanced and Metastatic HNSCC Preliminary Conceptual Model
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Supplementary File 1: Discussion Guide
HNSCC Patient Interviews
Discussion Guide Outline: Concept Elicitation followed by Cognitive Debriefing
Overall interview sequence
	Sequence
	Guide
	Estimated time
	Primary objective

	1
	Concept Elicitation (CE)
	Approx. 60 minutes
	Understand patient background, disease history, treatment experience, signs/symptoms, impacts, relative bother/interference, care access, and treatment burden/satisfaction.

	2
	Cognitive Debriefing (CI)
	Approx. 60 minutes
	Evaluate patient understanding, clarity, relevance, response selection, recall period interpretation, and missing concepts for candidate PRO instruments.


Part 1. Concept Elicitation (CE) interview outline
Target patient population: patients with locally advanced/metastatic head and neck squamous cell carcinoma (HNSCC). The CE interview is designed to elicit the patient experience of disease and treatment, with emphasis on signs/symptoms, impacts, and treatment experience.
1. Disclosures and discussion logistics
Timing: 2 minutes
Confirm timing and ability to proceed; reschedule if needed.
Confirm prior consent and answer remaining study questions.
Explain interview purpose: locally advanced/metastatic HNSCC experiences, perspectives, needs, preferences, symptoms, treatment experiences, and life impacts.
Reconfirm audio-recording permission and permission for listen-only team members.
Start recording; state patient ID, date, and time; reconfirm agreement to be recorded and participate.
2. Participant background
Timing: 2 minutes
Ask general background questions: age, living situation, education, and an introductory personal fact.
Confirm current diagnosis stage and, if metastatic, site(s) of metastases.
Ask how the patient refers to their cancer and use that term throughout the interview.
3. Disease background
Timing: 10 minutes
Explore initial diagnosis: timing, first signs/symptoms or concerns, symptom trajectory before diagnosis, diagnosing provider, and what the patient was told about stage/severity.
Document treatment following initial diagnosis, including start/end dates and reasons for stopping or discontinuation.
Explore locally advanced/metastatic diagnosis: timing, symptoms/concerns at that point, spread to other parts of the body, and tumor profiling, including PD-L1 expression/CPS score if known.
Document treatment(s) following locally advanced, locally metastatic, or metastatic diagnosis, including cycle counts where relevant and reasons for stopping/discontinuation.
Ask about non-pharmaceutical treatments or other ways of managing HNSCC.
4. Patient experience: spontaneous signs/symptoms and treatment side effects
Timing: Core CE block; part of 35 minutes
Orient respondent to patient experience as signs, symptoms, and impacts.
Elicit current or previous symptoms related to locally advanced/metastatic HNSCC or treatment; record each symptom in the capture sheet.
For each spontaneously reported sign/symptom, probe onset, frequency, timing, qualitative description, example, body location where relevant, triggers/easing factors, disease versus treatment attribution, change over time, treatment effect, COVID-19 influence if mentioned, and life impact.
Probe treatment side effects or complications not already discussed, including timing, duration, whether the event was related to immunotherapy when applicable, severe adverse reactions, cytokine release syndrome awareness, and management strategies.
5. Prompted signs/symptoms
Timing: Core CE block; part of 35 minutes
Mark prompted experiences as probed and note whether each is attributed to disease or treatment.
Introduce domains not yet discussed, beginning with the symptom domain and allowing open reporting before listing examples.
Prompt domains include pain; oral/dental; dermatologic/skin; and systemic/general symptoms.
Apply the same in-depth probes used for spontaneous signs/symptoms for any endorsed prompted concept.
6. Symptom bother ratings
Timing: Core CE block; part of 35 minutes
Review each disease- and treatment-related symptom/side effect discussed.
Ask current bother over the last 7 days on a 0 to 10 scale, where 0 = not at all bothered and 10 = greatly bothered.
Ask bother at its worst on the same 0 to 10 scale.
7. Spontaneous and prompted impacts
Timing: Core CE block; part of 35 minutes
Ask how HNSCC has affected life, including emotional, physical, social, financial burden, and day-to-day activities.
For each impact, probe duration, change over time, change since locally advanced/metastatic diagnosis if relevant, coping/adjustments, association with signs/symptoms, disease/treatment attribution, and frequency of activity or social interaction changes.
Prompt additional impacts not mentioned, including anxiety, depression/mood, work/employment, and broader social, emotional, physical, cognitive, and role functioning domains, with focus on physical and role functioning.
8. Impact interference ratings
Timing: Core CE block; part of 35 minutes
Review each impact discussed.
Ask current interference during the last 7 days on a 0 to 10 scale, where 0 = does not interfere and 10 = greatly interferes.
Ask interference at its worst on the same 0 to 10 scale.
9. Prioritization, treatment expectations, care access, support, satisfaction, and burden
Timing: Final CE probes; part of 35 minutes
Ask whether there are any additional signs/symptoms or impacts not yet shared; apply relevant probes.
Ask the respondent to identify the three most bothersome signs/symptoms and explain why.
Ask the respondent to identify the three impacts that most interfere with life and explain why.
Ask which signs/symptoms or impacts a new treatment should address, and why.
Explore ease or difficulty accessing care, available supports, and psychosocial effects of support availability.
Rate overall satisfaction with current treatment experience on a 0 to 10 scale and explain why.
Rate overall treatment burden on a 0 to 10 scale and explain why.
10. Close
Timing: 2 minutes
Invite additional comments or experiences.
Thank the participant.
Confirm CI interview date/time if scheduled and remind participant of screen-sharing requirements for the next discussion.
Part 2. Cognitive Debriefing (CI) interview outline
The CI interview follows the CE interview and focuses on patient review of candidate PRO instruments being considered for use in an upcoming clinical trial. The respondent is asked to think aloud, explain interpretation, and evaluate relevance, clarity, response options, and missing concepts.
1. Disclosures and discussion logistics
Timing: 2 minutes
Confirm timing and ability to proceed; reschedule if needed.
Explain that the discussion differs from the CE interview and focuses on thoughts about questionnaires being considered for a clinical trial.
Reconfirm audio-recording permission and permission for project team members to listen and provide technical support/notes.
Answer questions, start recording, state patient ID/date/time, and reconfirm agreement to participate and be recorded.
2. Cognitive debriefing orientation
Timing: Part of 50 minutes
Explain the objective: understand how patients evaluate effects of treatment on locally advanced/metastatic HNSCC through self-assessments of symptoms and impacts.
Emphasize that there are no right or wrong answers and that the interview focuses on what goes through the patient’s mind when reading and answering questions.
If a symptom or impact is confirmed during CI but was not discussed during CE, treat it as a probed mention and collect bother rating(s).
3. Screen-share and instrument presentation
Timing: Part of 50 minutes
Present the first exhibit and confirm the participant can see the instrument on screen share.
Ask the participant to read the instructions out loud.
Repeat the instruction, item stem, response option, and questionnaire-level probes for each item and each instrument.
4. Instrument instructions
Timing: Question 1.1; repeated for each instrument
Ask overall impression of the instructions.
If needed, ask the participant to explain in their own words what the instructions are asking.
5. Item stem debriefing
Timing: Questions 1.2; repeated for each item
Ask the participant to read the question aloud and explain in their own words what it is asking.
Probe clarity and any difficulties understanding the question.
Assess relevance to the participant’s experience with locally advanced/metastatic HNSCC.
If not relevant, ask why not.
6. Response option debriefing
Timing: Questions 1.3; repeated for each item
Ask how the participant would answer the item.
Probe thought process behind the selected answer and why adjacent response options were not selected.
Assess whether response options matched the participant’s experience and ask for impressions of answer choices if needed.
Ask what time frame the participant had in mind when answering.
When relevant, explore whether the symptom changes over the instrument recall period, for example 7 days.
For NRS questions, ask what part(s) of the body the participant was considering when selecting an answer.
7. Questionnaire-level missing concepts
Timing: Question 1.4; repeated for each instrument
Ask whether anything is missing from the questionnaire based on the participant’s experience with locally advanced/metastatic HNSCC.
Ask why the missing concept matters or why the questionnaire feels complete.
8. Exhibits/instruments
Timing: Integrated into 50-minute CI block
Begin with Exhibit A-1 and repeat the debriefing sequence for subsequent exhibits/instruments.
The available CI guide identifies Exhibit A-1 as EORTC QLQ-C30, Exhibit A-2 as EORTC QLQ-H&N43, and Exhibit A-3 as Pain NRS.
The guide instructs the moderator to present additional exhibits and repeat the same debriefing sequence for each item and each instrument.
9. Close
Timing: 2 minutes
Invite any additional comments or experiences.
Thank the participant for sharing their perspectives.
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