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Learner Objectives

A After this presentation you should:

I 1) Recognize that HPV associated oropharynx
cancer Is a distinct entity

I 2) Be familiar with new staging system

I 3) Understand the role of primary surgical
treatment for this cancer
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Human Papilloma Virus (HPV)

A 100 types infect skin and moist
surfaces

A Most common sexually transmitted
Infection

A 40 types that infect genital areas,
mouth & throat

A Most Infections are completely
asymptomatic

A It is not a new virus or new type
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HPV and Viral Oncology

A Cervical Cancer disease model

A Papanicolau (Pap) screening
1940s

A HausenHPV DNA in cervical
cancer 1970s

A HPV became implicated nearly
all cervical cancers
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Cervical Cancer Model

A Public health success
I Risk factors were identified

I Screening programs successful in
secondary prevention

I Primary prevention with HPV
vaccination

I Incidence and deaths decreased
where screening/immunization

I Learned nuances of the disease
A De-intensification of interventions
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Oropharynx Cancer Poor Prognosis
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Evolution of Oropharynx Cancer to
Non-Surgical Disease

A Open surgery and adjuvant RT/CRT until 1990s

A Nonsurgical as trials showed good outcomes

A Intensification of nonsurgical treatment with
comparison to history surgical outcomes, RT
alone as benchmarks
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Push towards intensification of
adjuvant treatment

The NEW ENGLAND
JOURNAL of MEDICINE

MAY 06,2004

Postoperative Concurrent Radiotherapy and Chemotherapy
for High-Risk Squamous-Cell Carcinoma of the Head and Neck

Extracapsularextension in lymph nodes and
microscopically involved margins only factors in
which chemoradiation significant
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How Trials Helped

A Chemoradiation quickly became standard of
care

A Determined who benefits from CRT
A High volume of oropharynx cancer

A Decades of patients on trials
I Banked tissue
I Data on confounders

A Data to support staging and treatment
paradigms
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What Else Happened?

A Technology changed
A The disease changed

A Social habits
changed

A Morbidity from
aggressive
treatment
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Confirmation of HPV as a Risk
Factor

The NEW ENGLAND JOURNAL of MEDICINE

Case—Control Study of Human
Papillomavirus and Oropharyngeal Cancer

D., M.P
William H. Westra, M.D., and Maura L. Gillison, M.D., Ph.D.

N Engl ] Med 2007;356:1944-56.

First clear association of OP SCCA and HPV 16
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HPV Associated OPC
I N mi d 20000

A Emerging as a distinct clinical entity

A Majority of OP cancer cases

A Phenotype is small primary, cystic nodes
A Earlier onset 4055 year olds

A Better prognosis

A Smoking still important

N
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Best Evidence for better prognosis

ARTOG 0129
I Stage IlI/IV HNC

I Cisplatin with standard vs accelerated
fractionation RT

I Contemporary 2002-2005
I Smoking history
I 60% of the patients with OPC

All of our data is from trials in which patients treated rsurgically
without regard to HPV status
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HPV status was strong,
Independent prognostic factor for
survival

A Overall Survival According to Tumor HPV Status
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Hazard ratio for death, 0.38 (0.26-0.55); P<0.001

1 2 3 4

Years since Randomization

No. at Risk
HPV-positive 206 193 179 165 151 Ang, N Engl J Med

HPV-negative 117 89 76 65 Sk 2010,36324 _35
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Risk Stratification Based on HPV, Smoking,
Tumor Size, and Nodal Size
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Years since Randomization

No. at Risk

Low risk 114
Intermediate risk 79
High risk 73

106 102
64 54
43 33
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HPV Attributable Cancer 20062010
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Wisconsin Oropharynx Cancer Incidence
Number of Reported Cases 19952011
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Source: Wisconsin Cancer Reporting System, Office of Health Informatior
Division of Public Health, Department of Health Services, 2014
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Oropharynx Cancer

A By 2012, ~15,000 oropharynx cancers
diagnosed per year

I 1/3 were HPV ¢); 3 year DFS 4050%
I 2/3 were HPV (+); 3 year DFS 7890+%

A Good survival, late effects major concern
A Most presenting Stage III/IV

A Treatment strategies based on different
disease

Ang2010- NewEnglJ Med; SEER database
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Number of HPV-Associated and Estimated Number of HPV-Attributable Cancer Cases
per Year

Average number of cancers per year in sites Estimated number
where HPV is often found (HPV-associated Percentage probably probably caused by any
cancers) caused by any HPV type® HPV type®
Cervix
Vagina
Vulva
Penis
ANuS®
Female
Male
Oropharynx
Female

Male

TOTAL

Centers for Disease Control and Prevention. Cancers Associated with Human Papillomavirus
United States, 2014 72018. United States Cancer Statistics Data BrieP021:26.
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https://www.cdc.gov/cancer/uscs/about/data-briefs/no26-hpv-assoc-cancers-UnitedStates-2014-2018.htm
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Our tools no longer fit the disease

A HPV+OPCby 7th ed TNM stage
100 p<0-0001
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Indications for adjuvant treatment

A AJCC 1 Edition

I Size of tumor important
I Size of lymph nodes important

I Extranodal extension indication for adding chemotherapy to adjuvant
radiation

A Case cohort studies showing neither ECS or high N

classification associated with reduced survival or increase
recurrence rate

i Did show that the number of nodes involved important

Literature from which recommendations for adding chemo to
radiation not valid and its relevance postop unknown.
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HPV Associated Oropharynx Cancer

A Novel disease, different population,
responsive to treatment, excellent
Prognosis

A Tools that decrease surgical morbidity

A Pathologic diagnosis

A Overexpression of p16
I Easy IHC stain
I Cutoff=diffuse (>75%), +2/3 intensity

N
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Differences in T Staging

PRIMARY TUMOR (T)
Primary tumor cannot be assessed
No evidence of primary tumor
Carcinoma in situ
Tumor 2 cm or less in greatest dimension
Tumor more than 2 cm but not more than 4 cm in greatest dimen: TABLE 1. Clinical and Pathologic T Category for Human
Tumor more than 4 cm in greatest dimension or extension to lingt Papillomavirus-Associated (p16-Positive)
surface of epiglottis Oropharyngeal Cancer, 8th Edition Staging

Moderately advanced local disease Manual®
Tumor invades the larynx, deep/extrinsic muscle of the tongue,
medial pterygoid, hard palate, or mandible* T CATEGORY T CRITERIA

Very advanced local disease

Tumor invades the lateral pterygoid muscle, pterygoid plates, latel No primary identified

nasopharynx, or skull base, or encases the carotid artery ' Tumor 2 cm or smaller in greatest dimension

Tumor larger than 2 ¢cm but not larger than 4 cm

in greatest dimension

Tumor larger than 4 cm in greatest dimension or

extension to lingual surface of epiglottis

Moderately advanced local disease; tumor invades the larynx,
extrinsic muscle of tongue, medial pterygoid, hard palate,

or mandible or beyond®
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Differences in N Staging

TABLE 3. Clinical N Category Human
Papillomavirus-Associated (p16-Positive)
Oropharyngeal Cancer, 8th Edition Staging
Manual®

N CATEGORY N CRITERIA
Regional lymph nodes cannot be assessed
No regional lymph node metastasis
One or more ipsilateral lymph nodes, none larger than 6 cm
Contralateral or bilateral lymph nodes, none larger than 6 cm

Lymph nodefs) larger than 6 cm

ENT

TABLE 5. Pathologic N Category Human
Papillomavirus-Associated (p 16-Positive)
Oropharyngeal Cancer, 8th Edition Staging
Manual®

N CATEGORY N CRITERIA

Regional lymph nodes cannot be assessed
No regional lymph node metastasis
Metastasis in 4 or fewer lymph nodes

Metastasis in more than 4 lymph nodes
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AJCC 8 Stage Groupings Markedly
Different from AJCC 7

TABLE 6. Anatomic Stage and Prognostic Groups for
Clinical TNM Grouping of Human
Papillomavirus-Associated (p 16-Positive)
Oropharyngeal Cancer, 8th Edition Staging

a TABLE 7. Anatomic Stage and Prognostic Groups for
Manual

Pathologic TNM Grouping of Human
N CATEGORY Papillomavirus-Associated (p16-Positive)

- - arvnees e \F iti aging
T CATEGORY ar:npuh;;lynbeal Cancer, 8th Edition Staging

N CATEGORY

T CATEGORY

Any M1 is stage IV.

“Any M1 is stage IV.
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Stage | (8") vs Stage IV (")
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Stages still do not necessarily elicit
difference In treatment

A Overall Survival - Adjusted TNM Stage Groupings B Overall Survival - 7th Edition AJCC/UICC Stage

Groupings With 8th Edition T and N Criteria
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Models of De-escalation

A HPV and cervical cancet

I De-escalate intervention, most abnormalities
clear

I De-intensify treatment

A Hodgkin Lymphoma
I Systemic deintensification
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Surgical Trials:
Does adding TORS help?

ECOG 3311 ORATOR
Risk adapted RT, CRT Primary radiotherapy versus
A Low risk primary TORS and neck dissection
A Intermediate risk (<4 LN) for early-stage OPSCC
I Good 2 yr PFS in without
chemotherapy

A High risk (ENE, + margin, >4 LN) A QOL and oncologic outcomes.
Between 2012 and 2017, 68

Differences in de-escalation for patients were randomly
surgically staged patients? assigned, and most patients

> 4 LN, ENE) higher recurrence received multimodal therapy

Randomized Trial of Radiotherapy Versus Transoral Robotic Surgery for Oropharyngeal
Squamous Cell Carcinoma: Long - Term Results of the ORATOR Trial 2022 Mar 10;40(8):86875.
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Can we substitute less toxic
chemotherapy?

NRG ONCOLOGY RTOG 1016 PHASE lIl TRIAL
OF RADIOTHERAPY PLUS CETUXIMAB VERSUS
CHEMORADIOTHERAPY INASSOCIATED
OROPHARYNX CANCER

Interpretation: For patients with HPYositive oropharyngeal
carcinoma, radiotherapy plus cetuximab showed inferior overall
survival and progressieinee survival compared with
radiotherapy plus cisplatin.

Radiotherapy plus cisplatin is the standard of care for eligible
patients with HP\positive oropharyngeal carcinoma.
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Induction Chemo, less radiation?

A Induction chemotherapy, dose reduced
radiation (as low as 45Gy)
I Multiple studies
I Time, toxicity, cost
I More controversial, good in highly controlled
settings.
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Will changing how we deliver
radiation or cisplatin help?

HNOO2:

60 Gyover 5 weeks (accelerated RT)
60 Gyover 6 weeks with weekly low
dose cisplatin (40 mg/m2)

(AJCC) 7th edition T1-T2 N1-N2b MO or T3
NO-N2b MO OPSCC

Least 85% progression -free survival (PFS) with a
I-\HDUmMPHGLDQMFRPSRVLWHMVFRUHMRIM2mMyumRQmMWKHmMmM

MD Anderson Dysphagia Inventor

Weekly low dose met nemferiority
criteria

J Clin Oncol. 2021 Mar 20: 39(9): 9561 965
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