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Comparison of Reporting Terminology For Normal and Abnormal Cytology Categories
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linear, TBS is nonfinear. it
introduced atypical squamcus
cells, which can include
dhanges from benign to the
neoplastic spectrum
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Dr. George Papanicolaou emigrates to USA and starts research at Cornell
Bapanicolaou publishes findings on detection of cancer cells using vaginal
Papanocolaou and Traut monograph Spearirhomany
American Cancer Society endorses Pap test

Pap smear widely available in USA

First reports characterizing double-stranded HPV virus

2Zur Hausen publishes link between cervical cancer and HPV

Meisels and Fortin postulate koilocytes are viral cytopathic effect of HPV infection
HPV 16, 18 detection in cervical cancer by Dr. zur Hausen

CLIA ‘88 cytology mandates and first Bethesda conference for cytology reporting
] ALTS trial (USA) with Hybrid capture Il Digene)

FDA approves first Prophylactic HPV vaccine (Gardasil 4)
Dr. zur Hausen bestowed Nobel prize for medicine
FDA approval of cobas platform (Roche) for primary HPV screening

linplementation of primary HPV screening in some countries

CYTOPREPARATION, INSTRUMENTATION, AND
AUTOMATED SCREENING IN GYNECOLOGIC CYTOLOGY

Slide scanner
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Microscopa/
cytotechnologist

SurePath processing is similar to ThinPrep, but note the
smaller area of cells on the slide and the monitor for visual

A flow chart for ThinPrep specimen processing shows
the equipment needed (o collect the cervicovaginal

specimen, concentrate cells from the vial onto a slide, and
perform imager-assisted screening.

display of imager fielcs of view. The slide scanner can also
accommodate conventional smears
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HPV AND OTHER MOLECULAR TESTING IN GYNECOLOGIC CYTOLOGY

Feedback

Cell cycle mechanisms

promotes » activated

Feedhack growth " to control
blocked |, stimulates\,  and division cell cycle
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Figure 3: Cumulative incidence of cancer of the cervix or vaginal vaultin
‘women with minimum disturbance of the CIN3 lesion (no more thana
punch or wedge biopsy)
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Wentzensen N, Vinokurova S, Doeberitz M J of Gynecologic Oncology 11:30-40; 2006
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~Conventional smears

Clinical Performance of the Food and Drug
Administration-Approved High-Risk HPV Test for the
Detection of High-Grade Cervicovaginal Lesions

Haijun Zhou, MD, PhO'; Rozanne . Mody, MO, Eric Luna, CT (ASCPY’; Donna Armylagos. CT (ASCP)

Jaqiong Xu, PRD*; Mary . Schwartz, MD' Dina . Mody, MD'% and Yimin Ga, MD

BTN et 37 respectively The Ianeaputie s oy 125
sl practae. the WHEV 12 sone 5 ne mrepatetass v
el ions. The tha A et . - e es
. e 1o e rate o the Pap test Women wih cplomagy e MY colesting however Pave s & gaFcanty

. rose undagoing st 1 Comaeely. cytsiony-+ the best crmeny
k- « peecl B —

KEY WORD'S: Cotege of Armercan Patfoionsis CAP) benchman. cotesing. hahorade cervcowging feson man
B (-EV) test Paencomy P st

INTRODUCTION

Pesistere inficzions with high-rsk human papsllomavinss heHPV) case most comical cancers and procandrous
lesions.! In the past 50 vean, the incidence and morulity of cervial cancer have senificantly decressel in the
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Figure 1. False Negative Rates by Test Method from Two Real World Studies
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Cross-reactivity profiles of hybrid capture I, L
cobas, and APTIMA human papillomavirus
assays: split-sample study

satah Presier'”, Mateka Rebalf’, Ditie Male:

h Lynge”, Camten Rygaard” and Jesper Bonde

aims, all three assays showed cross-eactivity. In primary cenvical ening at

about one quarter of false positive test results regardiess of the assay
U tenders, as this primarily technical shortcoming imposes additional costs|

on the screening programmes.

m

Test results may be affected by improper specimen collcction, storage. or specimen
Processing.

‘The Interna! Control moniters the target capture, amplification, and detection steps of the
assay. It is not imended to control for cervical sampling adequacy.

o)

H. A negative APTIMA HPV 16 18/45 Genotype Assay result does nol exclude the
possibility of cytologic abnermalities or of funire or underlying CIN2, CIN3, or cancer.
1. The APTIMA HPV 16 18/45 Genotype Assay provides qualitative results. Therefore, a

correlation cannot be drawn between the magnitude of a positive assay signal and the
expression level of mRNA in a specimen

1. Detection of high-risk HPV (types 16, lﬂ and 45) mRNA is dependent on the number of
copies present in the specimen and may be affected by specimen collection methods,
patient factors, stage of infection and the presence of interfering substances.

K. Infection with HPV is not an indicator of cytologic HSIL or underlying high-grade CIl
nor does it imply that CIN2, CIN3, or cancer will develop. Mest women infecied with
onc or mort high-risk HPV tvpes do not develop CIN2, CIN3, or cancer.

L. The following may interfere with the performance of the assay when present at
coneentrations greater than these specified: vaginal lubricants (contzining
Polyquatemizm 15) at 1% wiv, anti- fungal cream (containing tioconazole) at 0.03%
wiv, mucus at 0.3% w/v, vaginal hormones (coniaining progesterone) at 1% wiv,
Trichomonas vaginalis at 3 x 10* cells/ml..

M. The effects nfuiher pul—nual vamﬁ:ln such as vaginal discharge, use of tampons,
douching, ete. variables have not been evaluaied.

N. Use of this deﬂce st be mited to personnel trained in the use of the APTIMA HPV
16 18/45 Genotype Assay.

0. Cross-contamination of samples can causc false positive results. The carryover rate o
the APTIMA HPV 16 18/45 Genot @ the TIGRIS DTS Sysiem has been

determined in a non-clinical study 1
should be interpreted in conjunction with

P. The APTIMA HPV 16 18/45 Genoty

B Y

4. Use of this product must be imited 1o personnel trained in the techniques of PCR and the use of the cobas” 4600 System.

5. The cobas® 4600 System includes the cobias x 480 instrument and cobas 2 460 analyzer together with the control unit. This is the only configura
product. No other sample preparation instrument or PCR system ean be used with this product.

6. Due to inherent differences between technologies, it is recommended that, prior to switching from one technology to the next, Lsers perform med)
qualify technology differences.

7. The effects of other potential variables such as vaginal discharge. use of tampons, douching, etc. and specimen collection variables have not been

8. Though rare, musations iin e bighly conseved regions o the genorio DNA of Human paslomatinsoovared by the cobas® HPV Test's pi
detect the e viral DNA

0. The presence of PCR inhibitors may 5e negative of invalid

0. Cervical specimens often show visibly d on, These specimens are processe

ctble vl of whole boad ae 8 pink o Jot trown ook
P

concentrations of whole blood caceed | senO)L Solution of m SurePath™ Preservative Fluid prior to

there is a likelihood of oblaining a & e sl performance H:N: wul\lmlv‘ﬁ with specimens which hal

removal of red blood cells. Any such |Jm(fwnz|nf -m‘< mens prior mHqunq would ummmuwnm HPV Test result

1 Cross-contamination of saj
in a non-slinical siudy

i fesuilts. The sample to sample cross-conamination rate of the cobas® HPV Test on the
071% Myen alLarln\lulu very high posiive and negalive samples were lested over muliple s using both Prese
Fluid. The cros ntam Path™ Preservative Fluid also wmjm ed 1 \ samples with signal above the
of heve resuls femeined negEVG 1 an enahticl sudy using post-cytology PreservCyt® primary viss: he percent of negative chical spe|
(950 CI: 4.7% to 20.8%) when processed subsequent to moderate to high positive Presen v clinical specimens on the ThinPrep T3000 processi|
cutoff of the assay and the results ained negats

was seen of the T ssor with PresenCyt” specimens, A 1,4% cross-contamination rate was noted with Sure

5641268001 -13EN 1
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Performance of Aptima and Cobas HPV Testing Platforms
in Detecting High-Grade Cervical Dysplasia and Cancer

"%, Paul Christensen, MD', Eric Luna, CT (ASCP)"; Donna Armylagos, CT (ASCP),

Yimin Ge, MD
Mary R. Schwartz, MD'; and Dina R. Mody, MD'
Human ) tasts and The purpase

of this stucdy was £ analy 0 the performance of 2 comeman WY testing platforms in detecting high grade cervical lesions
(high-grace squsmous intraspahelial esion [MSIL) of worse [>HSILD. METHODS: Betwsen Jsnuary | and December 31,
2015, 2041 Papanicolecu (Pap) tests with biopsy confirmation were ansiyzed siong with MBY tests performed on Cobas
or Aptima platforms. A bicpsy Giagnosis of Grade 2 cervical intraepithelial neopiasia was confiemed with pI6/KK67 mmu-
nohistochem stry. RESULTS: in total, B66 and 175 Pap cases were lested on Cobas and Aptma platforms. respectively.
Both platforms wers highly sensitive (3T% for Both) for biop sy-confimed WSIL. Cobas WPV 1asting had hgher positive
Fales for the agnoss of Benign lesions (4% vi SIN) and low-Grade SCUAMOUS ntracpithalial ks iors (B9% s 63%) on
biopsy compared with Agtima. Aptima testing had sigrificantly hgher speciicity for >HSIL than Cobas (41% ve 13%; B <
0001 Dversl, performance of the Aptima plalfomm was supencr 1o that of the Cobss platform in detecting bopsy-
confirmed >HSIL. resuting fram its sanificantly higher positive predictve vahue (25% va 1% P < .08) and versil accuracy
(50% s 26%; £ < 0001) COMCLUSIONS: Although Both the Cobas snd Aptima platiorms. offer highly sensitive Lests for
sonticanty mgher

Pioh-grade cervcal lesions. ADUM HPY

YO# 2"&H# &#4

mCobas W Aptima

Percent of Positive Cases

Benign 1siL HSIL+
Biopsy Diagnosis

Figure 1. A comparison of results from the Cobas and Aptima
human papillomavirus (HPV) testing platforms is illustrated
based on HPV-positive rates in cervical biopsy categories.

than Cobes testing for blopsy-<orfmed 2HSK. The considerstie diflerence may be relied to the signficant incresse . A\
E6/E7 expression after HPY DA integration. The sgnficantly highér specificiy and oersll aceuracy of Apbima testing
for 2HSiL. resulting in the identification of high 5k populations thal recuirs immadiate treatment and close followwp, | # B
may prove usalul in chrical risk strabfic stion ©2017 Amarican 9:A <A
KEY WORDS: Aptima human papiiomaving (HV) Lest; convical cancer; Cobas HPY test high-grade sauamous intraog- )
thelial esion (HSILY, BN E6/E7 massarger RNA test Rapanicolacns (Pap) st
O# 2"&H &#4
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[TABLE 2. Performance of Cobas and Aptima Human
Papillomavirus Testing in Detecting Biopsy-Confirmed High-Grade Cervical Lesions
Cobas Aptima
Variatle Percentage (No./Total NoJ 5% 1, % Percentage (No./Total No.) 95% CL % P
Jsensitvity w7 eriam 9599 o7 gaze) 80100 55
fpecitcity 13 goor1588) 12.15 41 p0r1a8) 3350 000
al 16 R71/1650) 1518 25 g 1734 3
e o7 poar2ie 93.99 98 go81) 90-100 10
joverat accuracy 26 B0 1888 2028 50 gan7s) s 000

rebreviatons: G confidence interval; NPV, negative precictive value: PPV, positive pradictive vake.

[Cancer Cytopathology ~ Month 2017 1#B 9;A <A

2E?
A<E9.

Zhao C et al Archives of Pathology and Laboratosditine 2015 PMID 25436905
Table . Hihvisk HPV Posiive Rate Percentage
ASC-US

intraepithelial \es\un LSIL, low-grade intraepithelial lesion;
St ohrade sauamos. \mv&p\mehal lesion; AGC, atypical glandular
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Chapter on HPV testing by M.J Thrall in Diagnostic Pathology: Cytopathology
by Mody, 2014 and 2018
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e LSIL & ASC-H: >80% HPV+; not effective
triage

e HPV+ ASC-US and LSIL both have 26-28%
cumulative risk of CIN2+ at 2 years can be
followed similarly after colposcopy (12
month HPV OR 6 and 12 month Paps)

» HC-2 viral load not predictive of severity of
disease

.1 ?
o # *3 N
* o J6-0. OF
o #1 * 1 *3
E# G E # -64J6 >
o E #< 9G $$
E: 3

(38 V$ K2

. 4
-'$ L?
o
1
Routing | Initial Triage |
Age | screening | ASCUS| LSIL | ASCH AGC™ | HSIL

|121-29
130+

|Post-
IMenopausal

Cell color indicates if HPY testing is appropriate (green) or not approgriate (red).
Mumbers in table celis refer 10 1ext outine,

PFor women 30 and older who are both cytology and HPY negative,
repeat both lests only afler a 3-year interval

Mote that far AGS results, HPY testing is not to be used for ( 1

triage b dacide whalhes 1o refer 10 colpastapy; ( (1¢(

howeves HFY 1esting may be done at the ime of colposcopy 7¢ 18 &%9%
%o guide posi-colposcopy management.
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Table 2. Ranked 5-Year Risk of HSIL. ding to Test Results.
Erequency Risk of
Result on Cytologic Testing of Screening  Histologic HSIL
or Cotesting. Resulti and Cancer: Suggested Management
percent

scc 0.0048 84 Immediate colposcopy
HPV/HSIL 020 n Immediate colposcopy
HSIL 021 60 Immediate colposcopy
HEV-/HSIL o013 19 Immediate colposcopy
HPV4/AGE 0.054 45 Immediate colposcopy
HPVA/ASCH 012 45 Immediate colposcopy
ASCH 017 35 Immediate colposcopy
HEVa/LSIL 081 10 Immediate colposcopy
HPV/ASCUS 11 s Immediate colposcopy
tsit 097 16 Immediate colposcopy
AGc 021 13 Immediate colposcopy
HPV-/ASC-H 0051 12 Immediate colposcopy
HPV-/Pap- 36 10 Repeat testing in 60 12 mo
Ascus 28 69 Repeat testing in 610 12 mo
HPV-/LSIL 019 51 Repeat testing in 6 to 12 mo
HPV-/AGCE 016 22 Immediate colposcopy
HPV-/ASC-US 13 11 Repeat testing in 3y
Pap- % o068 Repeat testing in 3 yr
HPV=/Pap- 2 027 Repeat testing in 5 yr

* The data are based on cytologic testing and cotesting performed by Kaiser Permanente Northern California. Under the
pr ilar management of similar risks, the management guidelines for cotesting results were *benchmarked
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Cervical cancer risk for women undergoing concurrent
testing for human papillomavirus and cervical cytology:
a population-based study in routine clinical practice

www.thelancet.com/oncology Published online June 17,2011 DOI:10.1016/51470-2045(11)70145-0
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Cervical cancer risk for women undergoing concurrent
testing for human papillomavirus and cervical cytology:
a population-based study in routine clinical practice

www.thelancet.com/oncology Published online June 17,2011 DOI:10.1016/51470-2045(11)70145-0
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MHPV+/Cyto+  WHPV4/Cyto-  MHPV-/Cytor  MHPV-/Cyto: WHPV4/Cyto+  WHPV+/Cyto- M HPV-/Cyto+  MHPV-/Cyto-

SCC CIN3

a5 34 23

Year prior to diagnosis Year prior to diagnosis

Cervical Cancer: Kaiser vs. Magee
WHPV+/Cytor  WHPV+/Cyto- MHPV-/Cyto+  BHPV-/Cyto- WHPV+/Cyto+ WHPV+/Cyto- M HPV-/Cyto+  BHPV-/Cyto-

SCC SCC

6 56 45 34 23 12 051 005

Year prior to diagnosis Years priorto diagnosis
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SHORT COMMUNICATION

Primary HPV cervical cancer screening in the
United States: Are we ready?

Ritu Nayar, MD™*, Robert A. Goulart, MD", Diane D. Davey, MD*

“ Department of Pathology, Nortiwestern University Feinberg School of Medicine, Medical Director for
Cytapathology, Northwestern Memorial Hospital. Chicago, Wineis

" Cytopathology Services, New England Pathology Associates at Trinity Healih of New England, Mercy
Medical Center, Springfield, Massachusetss

< Deparmment of Clinical Sciences, University of Central Flovida, Grlando, Fiorida

KEYWORDS In mber 2017, the

cervical cancer, cervical cancer sereen

primary HPY screening: dations allowed for every
uidlel for ar higl

e States Preventive Services Task Forve put forth updated draft puidelines for
in the United States, which were then open to public comm
in women aged 21 to 65

human pupillomavinus testing in women azed 30 1o 65 years. There was no option

Journal of the American Society of Cytopathalogy (2017) 6, 180-184
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Cervical biopsy rates before and after the
introduction of human papillomavirus type
reporting in co-tests with negative cytology
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Donna Armylagos, BA, CT(ASCP)", Michael J. Thrall, MD**
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How will transitioning from cytology to HPV testing change
the balance between the benefits and harms of cervical cancer
screening? Estimates of the impact on cervical cancer, treatment
rates and adverse obstetric outcomes in Australia, a high
vaccination coverage country

Louiza S. Velentzis ("2, Michael Caruana’, Kate T. Simms”, Jie-Bin Lew ©', Ju-Fang Shi @7, Marion Saville**,
Megan A. Smith %, Sarah |. Lord™*, Jefirey Tan*?, Deborah Bateson'®'?, Michael Quinn*® and Karen Canfell’:*'*
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i and Global Health, Centre for Epidemiology and Biostatis
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Fig. 3. Future distribution of Danish women according to cervical screening and human papillomavirus (HPY) vaccination
status.
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Table 5. High-risk HPV Positive Rate Percentage
ASC-US 1 H,
intraepithelial lesion; LSIL, low-grade intraepithelial lesion;
HSIL, high-grade squamous intraepithelial lesion; AGC, atypical glandular
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HPV vaccines - A review of the first decade Qm,m
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HIGHLIGHTS

[+ Do not use Cardasitd a5 a boaster vaccine for thase already vaccinated

[+ Gandasitd and Cervarix are cquivalent in efficacy against CIN2 4. regardless of HPV type.
-+ Only two doses of HFV vaccine for 9-15 year olds at 6 month or 1 year intervals

- Cervarix h Hicacy in women older than 25 years hasting for at least 7 years

[+ HPV vaccines reduce abnormal screening tests, colposcopies and excisions.
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Technology Solutions for Giobal Health

Rapid Tests for Cervical Cancer
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= Innovation in cervical cancer screening
New tests offer hope for women in the developing world

with PATH—for use s molecular n

Meeting the need for appropriate
screening tools
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A molecular monopoly? HPY testing, the Pap smear and Human Papillomavirus (HPV) Testing in Head

the molecularisation of cervical cancer scree g in the and Neck Carcinomas Guideline

USA fox WBY e cotai types of o meck cancers. Pationts th H.postine
Stuart Ho;arth Michael M. Hopkins® and Victor e Candidates ot lees aggressie resiment. "
Rodriguez

Pathologists...

SHOULD perform high-risk (HR) HPY on all
patients with rowly diagnosed OPSCC

! Departent of Political Economy. King's Callege Landon

SPRU - Science and Technology Policy Researek, University of Sussex
ent of Legal eond Economic Governance Studies, University of Twente

Abstract 'DNA-bused mokecular testing for human papillomsavirus has emerged s a novel

aprroach 1o cervical cancer scicening in the conlext of wellentreached existing
the Pap smear. This zriicle seeks o < e process of

molccularization it the contex: of serecning programines. We illustrate how.
altkough Pap his long been problematised and could be seen us @ competing
techrologreal option, the existing networks azd regime for Pap were important in
Supporling the enizenchment process for the ancfacts, 1echniques and new
diagnostics industry entrant, Digene, associnied wilh the new test, The article
provides insights into how the moleeularisation of screening unfolds in
mainstream markel. We reveal an incremental and accretive, ruther than
mevalutionary, process led by aew commerciz| interests in an era when diagnostid
innovation is increusingly privatised, We show Digene’s reliance on patents, un
international scientific network and Lheil o T ]

positive OPSCCs

This guid(ing wil nslp to snsure:

- Eligible patients receive consistent,
sccurate assessment of HPV status

= Clinicians design and deliver treatment

- plans tailored to the pathology and

needs of each patent
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Human Papillomavirus Testing in Head and Neck
Carcinomas

COLLEGE of AMERICAN
PATHOLOGISTS istes a

Guideline From the College of American Pathologists R e

Colasacco, MLIS, SCT(ASCP),
WD Raja R, Seethala, MD;
D, PhD Current CAP Guidelines

James S, Lewis Ji. MD; Beth Beadle, MD, PhD; Justin A. Bishap, MD; Rebe:
Chrisin Laccheiti, MHSc; Joel Todd Moncur, MD, PhO; fames W. Rocco, MD, Phip
Nicole E. Thomas, MPH, CTIASCP)™; William H. Westra, ML
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s Pt aoooos
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© Quantiativ Imsge Ansysi of HER? HC for Brest Cancer

» Context.— Human papillomavirus (HPV) is a major cause  strength of evidence
and HPV

of oropharyngeal squamous cell

et
and expert panel consensu:

(and/or surrogate marker p16) status has emerged as a
prognostic marker that significantly impacts clinical
management. There is no current consensus on when to
test oropharyngeal squamous cell carcinomas for HPV/p16
or on which tests 1o choose.

Objective.To develop evidence-based recommenda-
tions for the testing, application, interpretation, and
reporting of HPY and surrogate marker tests in head and
neck carcinomas.

Design.—The College of American Pathologists con-
vened a panel of experts in head and neck and molecular
pathology, as well as surgical, medical, and radiation
oncology, to develop recommendations. A systematic
review of the literature was conducted to address 6 key
questions. Final recommendations were derived from

Results.— The major recommendations include (1)
ing newly diagnosed oropharyngeal squamous cell carci-
noma patients for high-risk HPV, either from the primary
tumor or from cervical nodal metastases, using plé
imunohistochemistry with a 70% nuclear and cyloplas-
mic staining cutoff, and (2) not munnel, testing non-
squamous
carcinomas for HPV. Pathologists are Vo report tumors as
HPY positive or pl6 positive. C are provided for

testing cytologic samples and handling of locoregional and
distant recurrence specimens.

Conclusions. —Based on uu- systematic review and on
expert panel consensus, HPV testing is recom-

mes or all new qmmlwynm-ul squamous cell carcine-
ma paticnts, but not routinely recommended for other
head and neck carcinomas.

(Arch Pathol Lab Med. 2018;142:559-59
arpa.2017-0286-CP)

2 HER? Testing in
3. Molecuar Tsting uidelne for the Selectionof Lung Cancer atents for Treatment With Trgetsd

Cancar- 2018 Focused Updte

Lesrn ssout guideine aeveiopment >

4. Human Papilomavius Testingin Head and Neck Carcinamas

Pathology and Cytopathology - Reatfimation View upcoming gudstnes >

. il Disgrstc Workup of Acute Loukemia
7. olcular iomarkers for the Evalutionof Colorctal Cacinoma
o wer2

5. Bone Marow Symoptic Repertig for Hemtoiogic Neoplssms.
10 nterpretive Disgnostic Eror Roduction
12, Princiles of Ansytic Validation of mmunohistochamical Assays

13, Valésting Whol Side Imaging forDiagnostic Purpases in Pahology

COLLEGE gf AMERICAN 4. | Pathologists should not routinely perform HR-HPV testing | Recommendation
on patients with nonoropharyngeal primary tumors of the
PATHOLOGISTS o0 petients
Laboratory Quality Sclutions - -
5. | Pathologists should routinely perform HR-HPV testing on Recommendation
. . A . patients with metastatic squamous cell carcinoma (SCC)
H uman Paplllomav' rus TBStI "g n Head of unknown primary in a cervical upper or mid jugular chain
S lymph node. An explanatory note on the significance of a
and NECk CarCInomaS positive HPV result is recommended.
Statements and Strength of Recommendations
6. | Fortissue specimens (ie, noncytology) from patients Expert Consensus
resenting with metastatic SCC of unknown primary in a Opinion
Summary of Recommendations pIEe g P = pIATEY k]
cervical upper or mid jugular chain lymph node, pathologists
Strength of should perform p16 IHC.
Guidel itatement ot "
Recommendation Note: Additional HR-HPV testing on p16-positive cases
1. | Pathologists should perform high-risk human papillomavirus | Strong should be performed for tumors located outside of level Il or
(HR-HPV) testing on all patients with newly 3|Sagnosed Recommendation IIl (nonroutine testing) in the neck and/or for tumors with
oropharyngeal squamous cell carcinoma (OPSCC), including b
all histologic subtypes. This testing may be performed on the keratinizing morphology.
primary tumor or on a regienal lymph node metastasis when 7. | Pathologists should perform HR-HPV testing on head and Expert Consensus
the clinical findings are consistent with an oropharyngeal neck fine needle aspiration (FNA) SCC samples from all Opinion
primary. patients with known OPSCC not previously tested for HR-HPV,
2. | Fororopl e, PRy T don with suspected OPSCC, or with metastatic SCC of unknown
pathologists shuu\d perform HR-HPY testing by surrogate primary.
marker p16 immunchistochemistry (IHC). Additional Note: No recommendation is made for or against any specific
PV-specific tasting may be done at the discretion of the testing mathodology for HR-HPV testing in FNA samples. If
pathologist and/or treating clinician. o in the context of a the result of HR-HPV testing on the FNA sample is negative,
Clinical trial testing should be performed on tissue if it bacomes available
]
3. | Pathologists should not routinely perform HR-HPV (esting | Expert Consensus If pathologists usa cytology samples for p16 IHC testing, they
on patients with nonsquamous carcinomas of the Opinion should validato the criteria (ie, cutoff) for a positive result
oropharynx
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