
SCC, HPV-positive 

(grade not 

applicable)
3

Clinically 

apparent 

primary?

Routine HR-HPV 

testing not 

indicated

OP? Yes

Yes

OP primary
Multisite tumor 

involving OP

Cervical lymph 

node
Non-OP primary

p16 IHC

SCC of unknown 

primary

Routine HR-HPV 

testing not 

indicated

Positive with ≥70% 

nuclear and 

cytoplasmic 

staining

No staining or 

<70% nuclear and 

cytoplasmic 

staining
1

Positive with ≥70% 

nuclear and 

cytoplasmic 

staining

No staining or 

<70% nuclear and 

cytoplasmic 

staining
1

No

No

(Primary or 

metastatic)

SCC, HPV-positive 

(grading not 

applicable)
3

(Primary or 

metastatic) SCC, 

HPV-negative, 

grade
2

HPV-specific 

testing

Nonkeratinizing 

morphology?

Level II or III 

lymph node 

group?

Yes

No

Metastatic SCC, 

HPV-positive 

(grading not 

applicable)
3, 6

Metastatic, SCC, 

HPV-positive  

(grading not 

applicable)
6

Metastatic SCC, 

HPV-negative, 

grade

Metastatic SCC, 

HPV-negative, 

grade
2, 5

Negative Positive

SCC – Squamous cell carcinoma

OP – Oropharyngeal 

HR-HPV – High-risk human papillomavirus
1

2

3

4

Consider HR-HPV specific testing for equivocal p16 results (50-70% nuclear and cytoplasmic staining)

May also be reported as p16-negative with a comment specifying that the tumor is very likely HPV-negative

May also be reported as p16-positive with a comment specifying that the tumor is very likely HPV-positive

HR-HPV may be indicated in patients where the clinical suspicion for an HPV-positive SCC is high 
5
Consider Epstein-Barr encoding region (EBER) in situ hybridization (ISH) for Epstein-Barr virus (EBV) for the rare nonkeratinizing squamous cell carcinoma that is HR-HPV negative

6
Include comment – “likely oropharyngeal primary”

Routine HR-HPV 

testing not 

indicated
4

No

p16 IHC

Yes

Biopsy or resection 

specimen showing SCC

Level/location 

cannot be ascertained

p16 IHC

Positive with ≥70% 

nuclear and 

cytoplasmic 

staining

HPV-specific 

testing

Metastatic SCC, 

HPV-positive 

(grading not 

applicable)
6

Metastatic SCC 

HPV-negative, 

grade

Negative Positive

High-Risk Human Papillomavirus Testing 

in Head and Neck Squamous Cell 

Carcinomas Algorithm

p16 IHC

No staining or 

<70% nuclear and 

cytoplasmic 

staining
1

SCC, HPV-

negative, grade
2

Positive with ≥70% 

nuclear and 

cytoplasmic 

staining

HPV-specific 

Testing

SCC, HPV-

negative, grade

Negative Positive
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