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Webinar Host 
 
• This series is sponsored by 

the Personalized Healthcare 
Committee (PHC)  

• Today’s webinar host is PHC 
vice chair, Dr. Jordan Laser 
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Housekeeping 

• This presentation will be recorded. The recording and PDF 
will go out to all registrants in one week 

 

• All lines are muted during the presentation 

 

• Please send in your questions as you think of them via the 
“Question box” in your control panel 
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Justin Bishop, MD, FCAP 

• Associate Professor of Pathology, 
Director of Surgical Pathology and 
Head & Neck Pathology, UT 
Southwestern Medical Center, 
Dallas, Texas 

• Expert Panel member of the CAP’s 
Committee on HPV Testing in Head 
and Neck Squamous Cell 
Carcinomas 
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Disclaimer 

• The CAP does not permit reproduction of any substantial 
portion of the material in this Webinar without its written 
authorization. The CAP hereby authorizes attendees of the 
CAP Webinar to use the PDF presentation solely for 
educational purposes within their own institutions. The 
CAP prohibits use of the material in the Webinar – and any 
unauthorized use of the CAP’s name or logo – in 
connection with promotional efforts by marketers of 
laboratory equipment, reagents, materials, or services.  
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Disclaimer, continued 

• Opinions expressed by the speaker are the speaker’s own 
and do not necessarily reflect an endorsement by the CAP 
of any organizations, equipment, reagents, materials, or 
services used by participating laboratories.   
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Dr. Bishop’s Conflicts of Interest 

• None. 
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Introduction  

Why HPV? 
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HPV  
DATA 

HPV  
DATA 
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CAP Pathology and Laboratory Quality Center: 
Human Papillomavirus Testing in Head and Neck 
Squamous Cell Carcinomas Expert Panel 
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Practical 
Recommendations 
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CAP HPV Testing in Head and Neck Cancers 
Guideline Statements  

1. Pathologists should perform HR-HPV testing on all patients with newly diagnosed oropharyngeal squamous cell carcinoma 
(OPSCC), including all histologic subtypes. This testing may be performed on the primary tumor or on a regional lymph node 
metastasis when the clinical findings are consistent with an oropharyngeal primary.  

2. For oropharyngeal tissue specimens (i.e., non-cytology), pathologists should perform HR-HPV testing by surrogate marker p16 
IHC. Additional HPV-specific testing may be done at the discretion of the pathologist and/or treating clinician, or in the context 
of a clinical trial. 

3. Pathologists should not routinely perform HR-HPV testing on patients with non-squamous carcinomas of the oropharynx. 
4. Pathologists should not routinely perform HR-HPV testing on patients with non-oropharyngeal primary tumors of the head and 

neck. 
5. Pathologists should routinely perform HR-HPV testing on patients with metastatic SCC of unknown primary in a cervical upper 

or mid jugular chain lymph node. An explanatory note on the significance of a positive HPV result is recommended. 
6. For tissue specimens (i.e., non-cytology) from patients presenting with metastatic SCC of unknown primary in a cervical upper 

or mid jugular chain lymph node, pathologists should perform p16 IHC.  
7. Pathologists should perform HR-HPV testing on head and neck fine needle aspiration (FNA) SCC samples from all patients 

with known oropharyngeal SCC not previously tested for HR-HPV, with suspected oropharyngeal SCC, or with metastatic SCC 
of unknown primary. Note: No recommendation is made for or against any specific testing methodology for HR-HPV testing in 
FNA samples. If the result of HR-HPV testing on the FNA sample is negative, testing should be performed on tissue if it 
becomes available. 

8. Pathologists should report p16 IHC positivity as a surrogate for HR-HPV in tissue specimens (i.e., non-cytology) when there is 
at least 70% nuclear and cytoplasmic expression with at least moderate to strong intensity 

9. Pathologists should not routinely perform low-risk HPV testing on patients with head and neck carcinomas. 
10. Pathologists should not repeat HPV testing on patients with locally recurrent, regionally recurrent, or persistent tumor if 

primary tumor HR-HPV status has already been established. If initial HR-HPV status was never assessed or results are 
unknown, testing is recommended. HPV testing may be performed on a case-by-case basis for diagnostic purposes if there is 
uncertainty regarding whether the tumor in question is a recurrence or a new primary SCC. 

11. Pathologists should not routinely perform HR-HPV testing on patients with distant metastases if primary tumor HR-HPV status 
has been established. HPV testing may be performed on a case-by-case basis for diagnostic purposes if there is uncertainty 
regarding whether the tumor in question is a metastasis or a new primary SCC. 

12. Pathologists should report primary OPSCCs that test positive for HR-HPV or its surrogate marker p16 as “HPV-positive” and/or 
“p16-positive.” 

13. Pathologists should not provide a tumor grade or differentiation status for HPV-positive/p16-positive OPSCC. 
14. Pathologists should not alter HR-HPV testing strategy based on patient smoking history 



© College of American Pathologists 



© College of American Pathologists 



© College of American Pathologists 

HPV and Head and Neck Cancer 

Nasman A, et al. Int J Cancer. 2009; 125:362–6. 

225% increase in HPV-
positive SCC vs  

50% decrease in HPV-
negative SCC 
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17 

Incidence of OPSCC in the USA: 
Has surpassed cervical carcinoma 

Chaturvedi, SEER data from 1984-2004 
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Human Papillomavirus 

• Papovaviridae family 
• >100 genotypes 

o 30 sexually transmitted 
– 80% genital infection rate in adults! 

• Structural 
o Early and late proteins (7E and 2L) 

– E6 
 Binds and degrades p53 

– E7 
 Binds and degrades Rb 

• Classification 
o Alpha/beta papillomaviruses 
o Alpha - High risk (16, 18, 31, 33, 35…) 
o Alpha - Low risk (6, 11) 
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Low-risk vs. High-risk HPV 

• Low-risk  papillomas, warts 

 

• High-risk  cancer 

HPV 16 

https://www.google.co.uk/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiPj86MlqDJAhXDPiYKHZQ5CCkQjRwIBw&url=https://bdiblog.wordpress.com/tag/tough-guy/&bvm=bv.108194040,d.eWE&psig=AFQjCNHLBJJRqfkWTEnswtR-ssHYGfaJDA&ust=1448149135355898
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Oropharynx and HPV 

Oropharynx 
= 

Tonsils and 
Base of 
Tongue 
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Lyford-Pyke S, et al. Clin 
Cancer Res. 2013; 73: 
1733-41. 

PD-L1 
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2005 

2017 

Oropharynx has its own section in 
the 2017 WHO classification 
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2017 

Oropharyngeal SCCs are now  
Sub-classified by HPV status 
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HPV- HPV+ 

Incidence Falling Rising 

Age Older Younger 

Socio-
economic 
status 

Low High 

Risk factors Tobacco, 
alcohol 

Sexual 
behavior 

Survival Worse Better  

HPV+ vs. HPV– OPSCC 
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Ang K et al. N Engl J Med 2010; 363(1):24-35.  

HPV+ vs. HPV– OPSCC 
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Nodal metastases are present at presentation in ~85-
90%+ of all HPV-related oropharyngeal squamous 

cell carcinomas 

Ang et al.  NEJM 2010; 363: 24. 
Jordan et al.  Am J Surg Pathol 2012; 36: 945. 
Lewis Jr. et al.  Am J Surg Pathol 2010; 1044:38. 
O’Sullivan et al.  Lancet Oncol 2016; 17: 440. 

28 
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~50% of HPV+ OPSCC Patients Present with Neck 
Symptoms 

 
 

(vs ~20% in HPV-) 

McIlwain et al.  JAMA Otolaryngol Head Neck Surg 2014; 140: 441. 
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HPV– Squamous Cell Carcinoma 
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HPV+ Squamous Cell Carcinoma 
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Head Neck 2008; 30:898-903 

 90% were HPV+ 
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Metastatic HPV+ OPSCC 
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Metastatic HPV+ OPSCC 
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Metastatic HPV+ OPSCC 
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Metastatic HPV+ OPSCC 
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Issues Unique to HPV+ OPSCC 

• Grading 

• Terminology 

• Invasion 
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Tumor Grading 

• Semi-quantitative measurement of differentiation, 
expressed as the degree to which a tumor resembles the 
normal tissue from which it arises 
o Well differentiated 

o Moderately differentiated 

o Poorly differentiated 

o Undifferentiated 

• Correlates with tumor behavior  
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Oropharyngeal HPV+ SCC should not 
be graded 
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CAP guideline 

13. Pathologists should not provide a tumor grade 
or differentiation status for HPV-positive/p16-

positive OPSCC. 
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Diagnostic Terminology 

 Poorly differentiated or undifferentiated SCC? 
 Basaloid SCC? 
 SCC with basaloid features? 
 Non-keratinizing SCC 
 HPV-positive (p16-positive) squamous cell 
carcinoma 

 . 
HPV+ Squamous 
Cell Carcinoma 

Basaloid Squamous 
Cell Carcinoma 
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CAP guideline 

12. Pathologists should report primary OPSCCs that 
test positive for HR-HPV or its surrogate marker p16 

as “HPV-positive” and/or “p16-positive.” 
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HPV– Squamous Cell Carcinoma 

Invasive? 

HPV+ Squamous Cell Carcinoma 

All oropharyngeal HPV+ SCC 
are invasive (no carcinoma 

in situ/dysplasia) 
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HPV Testing 

• Why?   

o Tumor classification/diagnosis 

– New WHO: HPV+ vs. HPV- OPSCC 

o Prognosis 

– Separate staging in new AJCC 

o Treatment? – not yet routinely, But… 

– Eligibility for clinical trials 
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When to test for HPV 

1. Pathologists should perform HR-HPV testing on all 
patients with newly diagnosed oropharyngeal squamous 

cell carcinoma, including all histologic subtypes.  
 

This testing may be performed on the primary tumor or on a 
regional lymph node metastasis when the clinical findings 

are consistent with an oropharyngeal primary. 
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How to test for HPV? 

• High-risk types only. 
• 16, 18, 26, 31, 33, 35, 39, 45, 51, 52, 53, 

56, 58, 59, 66, 68, 73, and 82 

• HPV types 6 and 11 are low-
risk. 
• Cause papillomas and warts. 

• Can cause morbidity (e.g., laryngeal 
papillomatosis) but not a significant 
cause of HPV+ OPSCC 

 
HPV 6/11 
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CAP guideline 

9. Pathologists should not routinely perform low-risk 
HPV testing on patients with head and neck 

carcinomas. 
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How to test for HPV? 

Methods: 
o PCR for HPV DNA 
o PCR for HPV E6/E7 mRNA 
o p16 

immunohistochemistry 
o DNA in situ hybridization 
o RNA in situ hybridization 
o Cytology-based 

techniques 
o Combinations/algorithms 
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PCR Detection of HR-HPV DNA 

Moderate technical complexity, TAT, and variable cost 
 

Simultaneous identification of multiple HPV types– allows for 
genotyping 

 
Very high sensitivity 

 
Cross-contamination problem (false positive) 

 
Does not distinguish “driver” virus from “passenger” virus 

 
RT PCR – quantitative approach to measure viral load 

 

49 
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Highly sensitive 

Diffuse (>70%), strong, nuclear and 
cytoplasmic 

~80% specific in oropharynx 

Poor surrogate outside of 
oropharynx 

Widely available, easy to perform  

p16 Immunohistochemistry 
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p16 Immunohistochemistry 

 

• 3 to 4 Major Commercial Antibodies Used 

o Most Use E6H4 Predilute 

o But no current evidence favoring one over another 

51 
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Tissue context 

Highly specific 

Detects transcriptionally active virus 

Highly sensitive 

Not (yet) 
widely available on automated 

platforms 

RNA in situ hybridization 
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CAP Guidelines 

2. For oropharyngeal tissue specimens (i.e., non-
cytology), pathologists should perform HR-HPV 

testing by surrogate marker p16 IHC.  
Additional HPV-specific testing may be done at the discretion of the 

pathologist and/or treating clinician, or in the context of a clinical trial. 

 

6. For tissue specimens (i.e., non-cytology) from 
patients with metastatic SCC of unknown primary in 

a cervical upper or mid jugular chain lymph node, 
pathologists should perform p16 IHC 
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CAP Guidelines 

8. Pathologists should report p16 IHC positivity as a 
surrogate for HR-HPV in tissue specimens (i.e., non-

cytology) when there is at least 70% nuclear and 
cytoplasmic expression with at least moderate to 

strong intensity 
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HPV testing on cyto material 

• Often the first material available. 

• All of the tissue-based testing methods can be done on cell 
blocks. 

• BUT… p16 is often more patchy in FNA material than it is in 
tissue. 
o Threshold not standardized. 

o % difficult to determine. 
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p16 hrHPV 
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Also… 

• p16 often positive in 
branchial cleft cysts, lung 
and skin SCCs. 

• More specific testing 
methods often needed. 

 

Be careful with p16 in 
FNAs! 

p16 
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Liquid phase assays 

• Hybrid Capture II, CervistaTM HPV HR, Roche Cobas® HPV 
test, and APTIMA® HPV assay. 

• Already in wide use for cervical cytology. 

• Obviates the need for creating a cell block. 

• Provides a quantitative result with clear-cut scoring. 

• A few studies with promising results 

• Widespread clinical validation still needed before these 
assays can be routinely used 
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CAP Guidelines 

7. Pathologists should perform HR-HPV testing on head 
and neck fine needle aspiration (FNA) SCC samples 
from all patients with known oropharyngeal SCC not 

previously tested for HR-HPV, with suspected 
oropharyngeal SCC, or with metastatic SCC of unknown 

primary.  
No recommendation is made for or against any specific testing 

methodology for HR-HPV testing in FNA samples.  

If the result of HR-HPV testing on the FNA sample is negative, 
testing should be repeated on tissue if it becomes available. 
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Variants of HPV+ Oropharyngeal Carcinoma 

Lymphoepithelial-like  

  Papillary 

  Adenosquamous 

  Adenocarcinoma, NOS 

  Sarcomatoid 

  Neuroendocrine carcinoma 
Small cell 

Large cell neuroendocrine 



EBER hrHPV Lymphoepithelial-like Variant 



Papillary Variant p16 hrHPV 



Adenosquamous Variant hrHPV 



Ciliated Adenosquamous 

Am J Surg Pathol. 2015; 39(11):1591-5  



CK p40 hrHPV Sarcomatoid Variant 
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When to test for HPV 

1. Pathologists should perform HR-HPV testing on all 
patients with newly diagnosed oropharyngeal 

squamous cell carcinoma, including all histologic 
subtypes.  

This testing may be performed on the primary tumor or on a 
regional lymph node metastasis when the clinical findings 

are consistent with an oropharyngeal primary. 

 



© College of American Pathologists 

Adenocarcinoma hrHPV 



HPV+ Small Cell Carcinoma 



HPV+ Large Cell Neuroendocrine Carcinoma 

Neuroendocrine variants of 
oropharyngeal HPV+ 

carcinoma are aggressive 



HPV+ Small Cell Carcinoma 



Mixed HPV-related Small cell/Squamous Cell Carcinoma 
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If you have any suspicion for a neuroendocrine 
carcinoma component, do a p40 (or p63) 



HPV+ Small Cell Carcinoma 



p40 HPV+ Small Cell Carcinoma 



???? 



p40 HPV+ Squamous Cell Carcinoma 



Combined HPV+ LCNEC/SqCC 



p40 Combined HPV+ LCNEC/SqCC 



SYN CHR 

TTF-1 CD56 
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Salivary-Type Adenocarcinomas 

• Virtually all can involve the oropharynx. 

• Evidence almost universally says that they are HPV-
unrelated. 
o One outlier study (Isayeva, et al, 2013) on mucoepidermoid 

carcinoma that has not be replicated. 
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Non-Squamous Carcinomas of Oropharynx 

• Salivary-type  HPV unrelated 

• HPV+ adenocarcinoma  unknown significance 

• HPV+ small cell and large cell neuroendocrine carcinoma  
aggressive regardless of HPV status 
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CAP Guideline 

3. Pathologists should not routinely perform HR-
HPV testing on patients with non-squamous 

carcinomas of the oropharynx. 
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HPV-related carcinomas outside of the 
oropharynx 
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Oropharynx 
80% 

Larynx/ 
Hypoharynx/ 
Oral Cavity  

??? 

Anatomic distribution of HPV-HNSCC 
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Larynx/hypopharynx 

Isayeva, et al. Head Neck Pathol. 2012;Suppl 1:S104-20. 

74.6 

0.0 
0.0 

100 

• Non-quantitative PCR-
based methods cannot 
distinguish causative vs. 
incidental HPV 
infections! 
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Transcriptionally active HPV in 
larynx/hypopharynx SCC 
• RNA ISH or DNA ISH + p16: 

o Lewis, et al. Histopathology, 60:982-91, 2012:  

– 2 of 31 (6%) 

– One had involvement of oropharynx. 

o Bishop, et al. Am J Surg Pathol, 36: 1874-82, 2012:  

– 1 of 84 (1%)  

o Chernock, et al. Mod Pathol, 26(2):223-13, 2013:   

– 4 of 60 (7%) 

o Young, et al. Br J Cancer, 112(6):1098-104, 2015. 

– 7 of 307 (2%) 
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Transcriptionally active HR-HPV in HNSCC 

Larynx <5% 

Hypopharynx <5% 

Oral cavity 
<1% 

Oropharynx 
80% 
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Transciptionally active HPV in non-
oropharyngeal HNSCC 
• Quite rare. 

• Clinical significance is unclear. 
o Does not appear to have the marked prognostic significance as it does in the 

oropharynx 

• Routine HPV testing is NOT indicated. 
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CAP Guideline 

4. Pathologists should not routinely perform HR-
HPV testing on patients with non-oropharyngeal 

primary tumors of the head and neck. 
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How about p16 outside of oropharynx?  

• High sensitivity (approaching 100%).  But... 
• Positive predictive value depends on prevalence of 

condition 
o High in oropharynx, cervical lymph node metastases 
o Low everywhere else 

• Outside of the oropharynx and cervical lymph node 
metastases, p16 positivity much more likely to be a false 
positive 
o p16 upregulation due to other mechanisms 
o If you’re going to do it (rare circumstances), do not use p16 by itself  



© College of American Pathologists 

HPV in Sinonasal Carcinomas 

• Many reports of HPV, but 
overall incidence and 
clinicopathologic profile 
were unclear. 

• At JHH, 161 consecutive 
primary sinonasal cancers 
tested with p16 
immunohistochemistry + 
HPV in situ hybridization. 
o 34 (21%) positive. 

Larynx/ 
Hypoharynx/ 
Oral Cavity  

1-5% 

Sinonasal tract? Oropharynx 
80% 
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Transcriptionally active HPV in sinonasal 
carcinomas 

UTILIZING DNA ISH + P16 OR RNA ISH: 
 

EL-MOFTY ET AL. AM J SURG PATHOL, 
29:1367-72. 2005 
•   9 OF 39 (27%) 

 
BISHOP ET AL. AM J SURG PATHOL, 37:185-92, 

2013 
•   34 OF 161 (21%) 

 
LARQUE, ET AL. MOD PATHOL, 27:343-51, 2014. 

• 14 OF 70 (20%) 
 
LACO J, ET AL. VIRCHOWS ARCH, 467:405-15, 

2015. 
• 18 OF 73 (25%) 
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Transcriptionally active HPV in sinonasal 
carcinomas 
• Usually (82%) non-

keratinizing squamous 
morphology. 

• Variants that have been 
seen in oropharynx: 
adenosquamous, small cell, 
basaloid, papillary. 

• Some cases closely 
resembled salivary gland 
tumors, especially adenoid 
cystic carcinoma. 

 

Bishop JA, et al. Am. J. Surg. Pathol. 2013. 37(2):185-92. 
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HPV-related Multiphenotypic Sinonasal 
Carcinoma 
• Formerly “HPV-related 

carcinoma with adenoid 
cystic like features” 

• Included as a provisional 
tumor type (under NKSCC) in 
the 2017 WHO classification. 

• Additional cases needed to 
justify inclusion as a full-
fledged tumor entity. 
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• 49 cases identified. 
o 28 women, 21 men. 
o 28-90 years (mean, 54). 

• All cases arose from the sinonasal 
tract. 

• 40 cases had staging information: 
o T1-2: 23  
o T3-4: 17 

• Tumor size known in 40 cases: 
o 0.7 – 8.5 cm (mean, 3.9 cm). 

• Presented most often with 
obstruction/stenosis (n=26) and/or 
epistaxis (n=20). 

 

Bishop, et al. Am J Surg Pathol. 2017; 41:1690-1701. 

HPV-related Multiphenotypic Sinonasal Carcinoma 
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HPV-related Multiphenotypic Sinonasal Carcinoma 
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HPV-related Multiphenotypic Sinonasal Carcinoma 
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26 of 40 3-150 /10 hpf, 
mean 39 

HPV-related Multiphenotypic Sinonasal Carcinoma 
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HPV-related Multiphenotypic Sinonasal Carcinoma 
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36 of 40 

HPV-related Multiphenotypic Sinonasal Carcinoma 
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27 of 40 

HPV-related Multiphenotypic Sinonasal Carcinoma 
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n=4 

n=3 

HPV-related Multiphenotypic Sinonasal Carcinoma 
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Calponin CD117 

HPV-related Multiphenotypic Sinonasal Carcinoma 
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hrHPV RNA p16 

HPV-related Multiphenotypic Sinonasal Carcinoma 



© College of American Pathologists 

HPV-related Multiphenotypic Sinonasal 
Carcinoma 

• HPV types (ISH and PCR): 
o 33 type 33 

o 3 type 35 

o 1 type 56 

o 12 type undetermined 

o 1 type 16 

o 0 type 18 
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Why not adenoid cystic carcinoma? 

• Site specificity 
o All cases collected have been from sinonasal tract. 

o 0 of 108 (0%) adenoid cystic carcinomas arising in other ENT sites 
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Why not adenoid cystic carcinoma? 

No cases have harbored MYB 
or MYBL1 gene fusions seen 
in 60-70% of adenoid cystic 
carcinomas 

MYB 
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Why not adenoid cystic carcinoma? 

HMSC 
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Survival in HPV-related sinonasal carcinomas 

• Significance not as clear 
as in oropharynx. 

• Trend towards improved 
overall disease-free and 
overall survival. 

Bishop JA, et al. Am. J. Surg. Pathol. 2013. 37(6):836-44. 
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HPV-related multiphenotypic sinonasal 
carcinoma 

• 39 cases had treatment and 
follow-up data (mean follow-up, 
46.3 months). 

• Most treated with surgery +/- 
radiation.  

• 14 recurred locally and 2 
metastasized [to lung (n=2) and 
finger (n=1)].  

• No regional lymph node 
metastases, and no tumor-
related deaths. 

Metastatic HMSC 
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Summary 

• Sinonasal tract is the second anatomic hot spot for HPV-
related head and neck carcinomas 
o 20-25% harbor transcriptionally active high-risk HPV 

• Significance of HPV in this site (and other non-
oropharyngeal sites) is unclear 

• CAP: Routine HPV testing not indicated for non-
oropharyngeal (including sinonasal) carcinomas at this time. 
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Summary 

• Histologic spectrum of HPV-related sinonasal carcinoma 
includes a peculiar multiphenotypic variant 
o High-grade histologic features. 

o Biphasic tumor population with myoepithelial cells and ducts, similar to adenoid cystic 
carcinoma. 

o Frequent surface epithelial dysplasia. 

o Association with HR-HPV, especially type 33. 

o paradoxically behaves in a relatively indolent manner. 

o HPV testing is indicated for the multiphenotypic variant because it is part of the tumor 
definition. 

o HPV-specific testing needed, because p16 is a poor HPV surrogate outside of the 
oropharynx. 
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CAP HPV Testing in Head and Neck Cancers 
Guideline Statements  

1. Pathologists should perform HR-HPV testing on all patients with newly diagnosed oropharyngeal squamous cell carcinoma 
(OPSCC), including all histologic subtypes. This testing may be performed on the primary tumor or on a regional lymph node 
metastasis when the clinical findings are consistent with an oropharyngeal primary.  

2. For oropharyngeal tissue specimens (i.e., non-cytology), pathologists should perform HR-HPV testing by surrogate marker p16 
IHC. Additional HPV-specific testing may be done at the discretion of the pathologist and/or treating clinician, or in the context 
of a clinical trial. 

3. Pathologists should not routinely perform HR-HPV testing on patients with non-squamous carcinomas of the oropharynx. 
4. Pathologists should not routinely perform HR-HPV testing on patients with non-oropharyngeal primary tumors of the head and 

neck. 
5. Pathologists should routinely perform HR-HPV testing on patients with metastatic SCC of unknown primary in a cervical upper 

or mid jugular chain lymph node. An explanatory note on the significance of a positive HPV result is recommended. 
6. For tissue specimens (i.e., non-cytology) from patients presenting with metastatic SCC of unknown primary in a cervical upper 

or mid jugular chain lymph node, pathologists should perform p16 IHC.  
7. Pathologists should perform HR-HPV testing on head and neck fine needle aspiration (FNA) SCC samples from all patients with 

known oropharyngeal SCC not previously tested for HR-HPV, with suspected oropharyngeal SCC, or with metastatic SCC of 
unknown primary. Note: No recommendation is made for or against any specific testing methodology for HR-HPV testing in 
FNA samples. If the result of HR-HPV testing on the FNA sample is negative, testing should be performed on tissue if it 
becomes available. 

8. Pathologists should report p16 IHC positivity as a surrogate for HR-HPV in tissue specimens (i.e., non-cytology) when there is 
at least 70% nuclear and cytoplasmic expression with at least moderate to strong intensity 

9. Pathologists should not routinely perform low-risk HPV testing on patients with head and neck carcinomas. 
10. Pathologists should not repeat HPV testing on patients with locally recurrent, regionally recurrent, or persistent tumor if 

primary tumor HR-HPV status has already been established. If initial HR-HPV status was never assessed or results are 
unknown, testing is recommended. HPV testing may be performed on a case-by-case basis for diagnostic purposes if there is 
uncertainty regarding whether the tumor in question is a recurrence or a new primary SCC. 

11. Pathologists should not routinely perform HR-HPV testing on patients with distant metastases if primary tumor HR-HPV status 
has been established. HPV testing may be performed on a case-by-case basis for diagnostic purposes if there is uncertainty 
regarding whether the tumor in question is a metastasis or a new primary SCC. 

12. Pathologists should report primary OPSCCs that test positive for HR-HPV or its surrogate marker p16 as “HPV-positive” and/or 
“p16-positive.” 

13. Pathologists should not provide a tumor grade or differentiation status for HPV-positive/p16-positive OPSCC. 
14. Pathologists should not alter HR-HPV testing strategy based on patient smoking history 
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Register for Upcoming Webinar 
 
 
 
 
 
 
 
 
Register for upcoming & archived webinars: 
www.cap.org > Calendar > Webinars > Previous 

DATE TOPIC SPEAKER 
Wednesday, 
June 13 
 
11:00 AM CT 

New Guideline for Lung 
Cancer Biomarker Testing: 
Essentials and Applications 
 

Philip T Cagle, MD, 
FCAP  
Eric H Bernicker, MD  
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• The CAP has created the Pathology Resource Guides to assist 
pathologists in understanding key emerging technologies.  
o Printed guides are now available for members ($39) and non-members 

($69) 

o The digital copy of the Resource Guides are a complimentary member 
benefit 

o Access them www.cap.org > Resources and Publications 

 

CAP’s Pathology Resource Guide: Precision 
Medicine 

© 2018 College of American Pathologists. All rights reserved. 

http://www.cap.org/


© College of American Pathologists 2 May 2018 

Short Presentations on Emerging Concepts 
(SPECS) 

• Pathology SPECs are: 
– Short PowerPoints, created for pathologists 

– Focused on diseases where molecular tests 
play a key role in patient management 

• Recent topics include: 
– Microbiome 

– Biomarkers in Lung Cancer 

– MDS  

– Other emerging topics  

• Access them at www.cap.org > 
Resources and Publications 

http://www.cap.org/
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THANK YOU! 

Thank you for attending our webinar, “HPV Testing on 
Head and Neck Carcinomas: A Review of the CAP 

Guidelines” by Justin Bishop, MD, FCAP 
 

For comments about this webinar or suggestions for 
upcoming webinars, please contact 

phcwebinars@cap.org. 
 

NOTE: There is no CME/CE credit available for today’s free 
webinar. The PDF of the presentation will be sent out in a week. 

2 May 2018 

mailto:phcwebinars@cap.org
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