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Women'’s Health: HPV Prevention,
Detection & Management

ACOFP 2016 Annual Convention and Scientific Seminars
San Juan, Puerto Rico

Nicole Shields, MD
Lincoln Memorial University — DeBusk College of Osteopathic Medicine

Objectives

* Prevention
* HPV vaccine — who, when and risks/benefits
* Improving vaccination rates

* Detection
« Screening — what, when and how often

* Management
* Condyloma Acuminata
* Pap Smear Abnormalities

Introduction

* HPV is a very common virus.!

* Nearly 80 million people—about one in four—are currently infected in the US.

* About 14 million people, including teens, become infected with HPV each year.

+ Genital HPV is the most common sexually transmitted infection in the US.2

« Of the maore than 150 HPV types, approximately 40 are linked with genital HPV
infection.?

* Estimated $1.7 billion spent annually in direct medical costs to treat conditions
associated with genital HPV infection

* HPV infection can cause’:
+ cervical, vaginal, and vulvar cancers in women;
+ penile cancer in men;

+ and anal cancer, cancer of the back of the oropharynx, and genital warts in both men

and women.
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Introduction

* CDC Youth Risk Behavior Surveillance System (YRBSS) 3
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Prevention
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Prevention

* Who should be vaccinated against HPV?
A. Females 11-26
B. Sexually active females 11 - 26
C. Males and females 11 - 26
D. Sexually active males and females 11 - 26

(¢) 2016 Nicole Shiekds, MD
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Prevention

 Advisory Committee on Immunization Practices (Feb 2015)*
* HPV vaccine is recommended for routine vaccination at age 11 or
12 years.
* Females: all aged 13 through 26 years.

* Males:
« Aged 13 through 21 years not vaccinated previously.

* Also recommended through age 26 years for men who have sex with men
and for immunocompromised persons (including those with HIV infection)

if not vaccinated previously.
* Recommended 9-valent human papillomavirus (HPV) vaccine

(9vHPV) as one of three HPV vaccines that can be used for routine

vaccination.

€) 2016 Nicole Shieids, MD
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Prevention
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TABLE 1. Characteristics of the three human papillomavirus (HPV) vaccines licensed for use in the United States

Characteristic | Bivalent (2vHPY)* Quadrivalent (avHPv)" lent (ovHPV)

Srand name | Cervarix Gardasit Gardasi &

s 1618 11,1630 6,11, 16, 18,31, 3,45, 52,50
Wanufacturer | GlaxosmenKiine Warde and Co., Inc [ Herc and ca., nc.
Manufacturing | Trchapiusia i insectcel e infected with L1 Sacchoromyces carevisiae (Bakers |

aromyces cerevisiae (Baker's
o

encoding recombinant baculovirus. yesst), expressing LI yeast), expressing LL
Adjuvank 500 g Auminum hydraxide, 225 g amorpheus aluminum 500 g amerphous aluminum
hydroxyphosphate sulfate hyroxyDhosphate sulfate
50 49 3-0-desacyl-4' morophosphory lipid A
Volume per | 0.5ml 05 mi 05l
dose
sdministration | ntramuscular Intramuscdar Intramuscular

‘Abbreviation: L1 = the MPY major c30sid peotein; VLPs = virus-lke particles.

cr s in femes i the Unted States. Package inser avalable ot

 Package insert avadable at belg: A d, o o 2,
Prevention
TABLE 2. Results of [Efficacy tria], i (HPV)
(AVHPY), per protocel pepulation® in females aged 16 through 26 years’
e e T o P oo sty
T T Y R R LR T
lzclm 5,948 1 5,841 27 6.3 .[?“E-EQB.‘

Sours EA, Giiang A%, Toerven OF, ot al. A S-valent WPV vacoms aganet infection ard intraspiheial neoplasi i women. N Engl 1 Med 2013;372:7

= Femaies wha received all 3 vacenations wihin 1 year of sevalment, did not have mujor devi the chudy protaca, mere naiv (sl in reactin (PCR)
egative and sarseagatie) i o rievant HPY typas] bers duse 1, and whe remained FCH nepativ L5 the reevan HPY tysals) trinigh 1 mieth aher dase 3 (month 7).

* Barticpants wire aveotad rom stes 1 1 countrins; madian duraton of folow-up e 40 morkhe
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Prevention

* HPV vaccines are each administered in a 3-dose schedule.
* The second dose is administered at least 1 to 2 months after the first.
* Third dose at least 6 months after the first dose.
« If the schedule is interrupted, the series does not need to be
restarted.

€) 2016 Nicole Shieids, MD




Prevention

9vHPV

* Non-inferior immunogenicity of 9vHPV compared with 4vHPV .
* No data is available on those receiving fewer than 3 doses of 9vHPV.

* 9vHPV is estimated to protect against approximately 90% of HPV-
related cervical, vulvar, vaginal, and anal cancers.>

* One other barrier may be more difficult to overcome: cost. The older
HPV vaccines, Cervarix and Gardasil, cost about $500 for three doses;
the new nonavalent vaccine, Gardasil 9, currently costs about $1,100
for three doses.®

Prevention

« Parental safety concerns about the HPV vaccine increased from 4.5% in
2008 to 16% in 2010, although the reported adverse effects have been
minor.”

* The most common adverse events reported were$:

* Dizziness

Nausea

Headache

Fever

Injection site reactions (pain, swelling, and redness)

« Although rare, fainting was found to happen after HPV vaccination.

* HPV4 vaccine-related serious adverse events occurred in <0.1% of persons.
* Across all clinical studies (29,323 participants), during the course of the trials, 21
deaths (0.1%) occurred among persons in HPV4 groups and 19 (0.1%) among persons
inlthedcrgntro or placebo groups. None of the deaths was considered to be vaccine
related.

3/17/2016

Table 1. Vaccination Rates

Prevention

* The acceptance rate for most
immunizations is high (80% to
90%), especially for more well-
established vaccines.?

* Much lower for human
papillomavirus (HPV) vaccine:
* With 57.3% of females and 34.6%
of males initiating the series.?
* Only 38% of females and 14% of
males receiving all three doses.”




Prevention

Among adolescents, which of the following is one of the most
important factors in the decision to vaccinate??

A. CDC guidelines

B. Physician recommendation

C. Side effect profile

D. Social Media

Prevention

Impediments originating with physicians are multifactorial:

* Reluctant to recommend HPV vaccination at the suggested age
based on information obtained by profiling their patients about
sexual activity.1®

* Do not see the need for HPV vaccination because cervical cancer
screening, detection, and treatment are effective.l!

* Give parents the perception that the vaccine is optional'};

* Many parents report that their physician never offered the
vaccine. 1

« Surveys suggest that physicians who graduated more recently
believe that children receive too many vaccinations.?

Prevention

Improving HPV vaccination rates!2:

+ Instead of discussing the vaccine as a means of STI prevention, present it as a way to
prevent cervical cancer in women and oropharyngeal cancer.

+ Mention immunologic response is greater in younger adolescents, so earlier
immunization is prudent.

+ Administer HPV vaccine at the same time that other adolescent vaccines are given.

* Review immunization status at every visit, and administer the HPV vaccine at any
time—including during sick visits.

It is estimated that if these procedures had been followed, the HPV
vaccination rate could have reached 91.3% for 13-year-old girls who were
born in 2000.

3/17/2016
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Prevention

« Physicians should continue to i
advocate for immunizations
during routine clinical encounters,
encouraging the parent(s), a
factor that has been linked to

overcoming vaccine hesitancy.'?

) LA
| 3 THINGS PARENTS 8
SHOULD KNOW ABOUT |

* Resources are available to provide
evidence-based education to
physicians about vaccines and
their effectiveness, as well as to
reassure parents that vaccines are
safe and effective.

nes/teens

Screening

Screening

* Which of the following women should be screened for cervical
cancer?
A. A 16 year old sexually active female with 4 lifetime male partners
B. A19vyearold who is 18 weeks pregnant
C. A28 year old G3P2012 otherwise healthy female
D. A 42 year old with history of total hysterectomy for symptomatic fibroids
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Universal cervical cancer screening

° recommendations® °

Screening

Common misconceptions?:
* Menses or other genital tract bleeding (smear vs liquid)
* Interval between Pap tests

* Gel lubricants and other contaminants

* Vaginal intercourse, douching, and tampon use

€) 2016 Nicole Shieids, MD

Screening

« Cervical cancer screening in special populations¢:
« Total hysterectomy for reasons other than cervical dysplasia or cancer do not
need pap smears.
* Immunosuppressed (SLE)
* HIV

+ Cervical cytology for cancer screening twice in the first year after diagnosis of HIV
infection and then annually, provided the test results are normal

* History of CIN 2, CIN 3, or adenocarcinoma in situ

* Follow the American Society for C and Cervical gy (ASCCP)
* Recipients of HPV vaccine should undergo routine screening.
* Pregnancy does not change screening recommendations?’.

€) 2016 Nicole Shieids, MD




Missed opportunities for cervical cancer screening

In 2012, 8 million women a 8

4" 8 8
were not screened in the last 5 years,
7 out of 10 women
who were not

screened had @
s 8 regular doctor and

* “ health Insurance.

‘SOURCE: Behaviost Rk Factor Survetiance System, 2012

How HPV infection can lead to cervical cancer

It could take years to decades

SOUACE: American Joumai of Cirical Pathology, 2012

Normal cenvical cells u‘S'—«,.-...
= : d o pcancens)

Vaccination opportunity  Screening opportunities
1112 years o 2165 years od

Management

€) 2016 Nicole Shieids, MD
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Management

HPV Disease Associations:

* Nongenital warts
* Recurrent respiratory papillomatosis
* Genital warts

HPV-associated cancers United States, 2004-2008

* Cervical cancer'®

« Anal Estimated"
nal cancer Average annual [ HPV 18118

IO atomic Area riributable _attributable
« Cancer of the external genitalia [ —_— e

« Oropharyngeal cancer

Sropharyn (F)
Total [Females)

Management

Genital Warts

* Symptoms?®
* Vary depending upon the number of lesions and their location.
« Patients with a small number of warts are often asymptomatic.
« May have pruritus, bleeding, burning, tenderness, vaginal discharge, or pain
* Location'®
« Most commonly occur in areas of coital friction
« Perianal warts do not necessarily imply anal intercourse. May be secondary to autoinoculation,
sexual activity other than intercourse, or spread from nearby genital wart site
+ Intra-anal warts are seen predominantly in patients who have had receptive anal intercourse.

« HPV types causing genital warts can occasionally cause lesions on oral, upper respiratory, upper
Gl, and ocular locations.

« Patients with visible warts are frequently simultaneously infected with multiple HPV types.

Management

Genital Warts-Appearance!8
* Condylomata acuminata
« Cauliflower-like appearance
« Skin-colored, pink, or hyperpigmented
* May be keratotic on skin; generally nonkeratinized on mucosal
urfaces
* Smooth papules
* Usually dome-shaped and skin-colored
* Flat papules Macular to slightly raised
* Flesh-colored, with smooth surface
+ More commonly found on internal structures (i.e., cervix), but also
occur on external genitalia
* Keratotic warts

« Thick horny layer that can resemble common warts or seborrheic
keratosis

10



Management?!®

May regress spontaneously, or persist with or

without proliferation.

Frequency of spontaneous regression is unclear,
but estimated at 10-30% within three months.
Persistence of infection occurs, but frequency

and duration are unknown.

Recurrences after treatment are common.
Choice of treatment should be guided by:

* Patient preference,

* Available resources,

* Experience of the healthcare
* Location of lesion(s), and

* Pregnancy status.

Management

Treatment Response’®

provider,

Approach to the treatment of vulvovaginal warts

Self-administered therapies (vulva)
Fodanis 0.5 par

t sciure
Imipamoa 5 parcant razen
Sscatedins 15 parcant orEmant

Provider-admininstered theraples (vutva)

Foduphfin s
Eenzoe

ound tincture of

Trehiornacetc arid or bichseoscetie

1480 t0 90 parcant

With anesthesia

Surgeal ramaval (sharp, eletracautary, aarsttag, laca]
Therapies preferred for pregnant wamen (vulva)
Without anesthesia

With anesthecis
Surgesl remaval (sharp, sectracautery, crettage, laser]
Therapies preferred for treatment of vaginal warts
Without anosthesia

Cryetharapy wih by rtregen

rikicrsaceic arid or bichisroscetic

4 80 tn 50 percent

3/17/2016

« Affected by Number, size, duration, and location of warts, and immune

status

« In general, warts located on moist surfaces and in intertriginous areas
respond better to topical treatment than do warts on drier surfaces.

* Many patients require a course of therapy over several weeks or months
rather than a single treatment.

 Evaluate the risk-benefit ratio of treatment throughout the course of
therapy to avoid over-treatment.

« There is no evidence that any specific treatment is superior to any of the

others.

* Treatment algorithms has been associated with improved clinical outcomes

Approach to anogenital condyloma

—
Pyl

Gemrir=D
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Management

Abnormal Cervical Cytology

Management

Bethesda 2014 classification system for cervical cytology?®
* Specimen type
- Specimen adequate
* Interpretation/results
+ Negative for intraepithelial lesions or malignancy
« Organisms
+ Epithelial cell abnormalities
« squamous cell
* Glandular cell
+ Other malignant neoplasms
« Adjunctive testing

+ Computer-assisted interpretation of cervical cytology

€) 2016 Nicole Shieids, MD

Terminology and histology of cervical intracpithelial neoplasia

Management

Epithelial cell abnormalities2® ‘": :; o
* Squamous cell ——
+  Atypical squamous cells [ - — [ -
« Of undetermined significance (ASC-US)
« Cannot exclude HSIL (ASC-H)

*  Low-grade squamous intraepithelial lesion (LSIL)
« High-grade squamous intraepithelial lesion (HSIL)
* With features suspicious for invasion
+ Squamous cell carcinoma
+ Glandularcell

« Atypical
+ Endocervical cells (NOS or specify in comments)
+ Endometrial cells (NOS or specify in comments) g cytiope and PatSkOE procanceraus changes o utarna care.
« Glandular cells (NOS or specify in comments) arng tameos e Casncaton systams i shown. Inagns of
+ Aypical O hatiog o e
=" Endocervical cells favor neoplastic et s e L5 e st s
« Glandular cells, favor neoplastic “CIN 2 % 16 Doste b assind 3t R
+ Endocervical adenocarcinomain situ oo

« Adenocarcinoma
+ Endocervical
« Endometrial
* Extrauterine

3/17/2016
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Relative inddence of cervical cytology results

Incidence
Cytolog: (percent)
- Negative %6
atypical squamous cells of undetermined 28
significance (ASC-US)
) | - orade sausmous inrssshll eson [
(Lsn)
High-grade squamous intraepithelial lesion LN
(HsIL)
typreal glandular calls (AGC) 021
atypical squamous cells: cannat exchuds high- 017
grade squamous intraepitheliallesian (ASC-
H
Sauamaus cell cenvical cartinoma 4.5 per 100,000

Data from: K3tk HA, Schifman M, Castle PE, et al, Benchmarking CIV
3+ Risk as the Basis for Incorporating HPV and Pap Cotesting into

Cer ing and Management Guideines. ) Low Ganit Tract Dis
2013; 17:526

Nermal Cyalagy WPV Posoe
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Management of Women = Age 30, who are Cytology Negative, but HPV Positive

x Y
Cytology Negatve 2asc HEV 1601 18 Positve  HPV 16 and 18 Negative
and o
HPY Negstive Hev Posive ¥

Repeat Cotesting
Tyear

R 1 |

[z [tz
ASCCP Gudeline ASCCP Gusteine

[ — S P
Management of Women with Atypical Cells of i (ASC-US) on Cytology*

e ¥ “
Noglive >4sC HV Posive HeV Negatme
N imansgeo e some ¢
\ e i L28)
)
Roatine Colposcopy
Screeningt Endocenvcal samping preferted in women
e 0 lesions, and ose wh nadecuate
COpascopy, 15 acoeptable o oiners

*+ Maagura ok ey vry £ e =
Cytciogy & 3 year nisrvats ASCCP Guideline

@ Commpt 2013 Amecas

P ————— - ]

1 ascus -

cole Shields, MD
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Management of Women Ages 21-24 years with either Atypical Squamous Cells of
Undetermined Significance (ASC-US; or Low-grade Squamous Intraepithelial Lesion (LSIL)

- e

* a
Negative, ASC-US ASC-H, AGC, HSIL
o LSIL

¥

*
Negative x 2

1 Capymghe 2013 Amencan Socity Sr Copazany g Cenvea) Pamogy A1 ngnes eserves. ENUIE

(¢) 2016 Nicole Shiekds, MD 0

Management of Women with Low-grade Squamous Intraepithelial Lesions (LSIL)**

* Managemsat opsians

s pregnant or ages 21-24 years
‘women ages 25-29 a3 hawng LS.
ost

|

© i 301, Amercan Sy o Golbcepy ot Gt P, At s e, B

™ g
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Management2®

Relative indidence of cervical cytology results

Incidence
Cytology (percent)
[ =
Atypical squamous cells of undetermined 28
significance (ASC-US)
Lov-grade sauamous nracptheil lesion om
(LS}
g orade squamous ntraepithalal lesicn o
ey
Require colposcopy or JR—— o
other diagnostic/treatment itypical sauamous cells cannat excude igh- 017
evaluation grade squsmous intraepthalial lesion (A5G-
H
Sauamous cll cenvcl carcinoma 4.5 per 100,00

Data from: Katki HA, Schiffman N, Castle PE, et al, Benchmarking CIN
testing inte

3+ Risk a5 the Basis for Incorpors
Cervical Screening and Managere
2013; 17:528,

HPV and Pap Cot
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Management??
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