Management of Cervical Intraepithelial

Neoplasia Grade 2 or 3

National guidelines recommend two management options for
CIN-2,3 in adolescents: freatment or observation with colpos-
copy and cytology every six months for up to 24 months.® If
CIN-2 is specified, the guidelines suggest that observation is
preferred, but treatment is acceptable. If CIN-3 is specified,
freatment is recommended. Treatment also is recommended
when colposcopy is deemed unsatisfactory.

When counseling an adolescent patient about cervical

cancer screening, make sure she understands these points
before she leaves your office or clinic:

* HPV infectfion is very common among sexually active
adolescents.

® Testing for HPV infection in adolescents would show
positive results so frequently that it would not be helpful in
determining whether cervical cell abnormalities are present.

® For this reason, other types of fests, such as the Pap fest,
are used fo check for the effects of HPV infection.
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HPV Prevention

The two primary means for preventing the fransmission of
HPV and subsequent infection are minimizing exposure, by
reducing the number of sexual pariners and using condoms,
and vaccination.

Minimizing Exposure

The number of sexual partners has been shown to be the most
constant predictor of HPV infection.! In fact, the number of
partners is proportional fo the risk of acquiring the

infection.?* According fo the Centers for Disease Control and
Prevention, with the exception of abstaining from all genital
contact, longterm mutually monogamous relationships are

the most effective behavioral approach to HPV prevention.®
For women who are not in longterm mutually monogamous
relationships, reducing the number of sex partners is likely to
reduce the chance of acquiring HPV infection.’

Condom use does nof completely prevent transmission of
HPV, because the virus is spread via skin contact, not body
fluids.” However, condoms appear to decrease the risk of
fransmission. A 2003 study documented that consistent
condom use by their partners reduced the risk of HPV
infection in female university students (adjusted hazard

ratio = 0.3).¢ Figure 4 illustrates the rate of HPV infection

by frequency of condom use by pariner in this study. Condom
use also has been associated with higher rates of CIN
regression and clearance of HPV infection in women, as well
as regression of HPV-associated penile lesions in men.”:8

M|ina Paoints
v N

When counseling a patient about HPV prevention, make
sure she understands these points before she leaves your
office or clinic:

* HPV is spread through skin contact at the genital area.

* Condoms reduce the chance that HPV will spread but
do not completely eliminate the risk.

159.9

37.8

Rate of HPV infection per
100 patientyears at risk
foN
N
wW

100% 50-99% 5-49% <5%

Frequency of condom use by partner

Figure 4: Condom Use and HPV Prevention®

Vaccination

A quadrivalent vaccine for HPV 6, 11, 16, and 18,
(Gardasil™) which is manufactured by Merck, was approved
for marketing in the United States by the FDA in June of
2006. Soon dfter its approval, the Advisory Committee on
Immunization Practices (ACIP), which is an advisory com-
mittee of the Centers for Disease Control and Prevention,
released recommendations for vaccination using the HPV
vaccine. In November of 2006 the HPV quadrivalent vaccine
was included in the Vaccines for Children Program, a federally
funded vaccine program that provides vaccines for free to both
children and adolescents through age 18 who are uninsured
or underinsured.

ClaxoSmithKline has developed a bivalent vaccine (Cervarix™)
for HPV 16 and 18, which is currently undergoing FDA
review for approval. A comparison of the two vaccines is
shown in Table 6.

Frequently Asked Questions About the HPV Vaccine'?

* What is the target age for the vaccine? According o
ACIP recommendations, the targef age is 11 fo 12 years
old for routine vaccination of females, although the series
can be sfarted as young as age 9 years.
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* What about missed vaccines? Does it make sense for
24-year-olds to be vaccinated? “Catch-up” vaccines are
recommended for females age 13 to 26 who were not
previously vaccinated or who did not complete the full
series. Vaccinating a 24-yearold woman does make
sense. Even if she is already sexually active, she may
not yet have been exposed fo all four of the HPV types
against which the vaccine offers protection.

* Who should not receive the vaccine? According o

ACIP recommendations, the HPV vaccine should not be

administered fo:

— Pregnant women. The quadrivalent vaccine is designated
as Pregnancy Category B; its use has not been associated
with adverse outcomes of pregnancy or adverse events
fo the developing fetus. However, because data on
vaccination in pregnancy are limited, it is recommended
that vaccination be postponed until after delivery.

— Individuals with moderate or severe acute illnesses
(although it can be administered fo individuals with
minor acute illnesses, such as diarthea or mild upper
respirafory infection).

— Individuals with a history of immediate hypersensitivity
to any vaccine component or fo yeast.

— An individual who does not complefe the vaccine series
may not receive the full benefits of the vaccine, and thus
be at risk for HPV-related disease.

— The vaccine is not 100% effective at preventing infection
with the 4 HPV types, thus another reason fo confinue
screening for cervical cancer.

* Do the vaccines provide cross-protection to other HPV
types? There is some preliminary evidence that the bivalent
and quadrivalent vaccines may provide protection against
other HPV types. A 2006 clinical trial of the bivalent vaccine
found significantly lower rates of infection with HPV types 31
and 45, which it does not farget.'© The clinical relevance of
these data is not yet known. In the quadrivalent vaccine, there
was a significant decrease in persistent infection with type 31
as well as CIN-1 and CIN-2,3 associated with type 31.""

Is the type of adjuvant a clinically important difference
between the bivalent and quadrivalent vaccines? The
adjuvant present in the bivalent vaccine increases immunity
in animal studies.'® The clinical relevance of these data is
not yet known.

Does the quadrivalent vaccine provide protection against
external genital warts? Yes. In a combined analysis of three
clinical frials, the efficacy of the quadrivalent vaccine was

The vaccine CAN be adminisfered to immunocompromised
individuals; however, efficacy might be less than that in
immunocompetent individuals.

98.9 percent against EGW that were associated with HPV
types 6, 11, 16, or 18.

* What about the use of the vaccine in males? The vaccine is
not FDA approved for males at this fime, but Merck’s efficacy
studies indicate the vaccine is 90.4% effective af prevent-

ing HPV 6,11,16,18 related EGW and 85.6% effective at
preventing persistent infection with HPV 6,11,16,18 in men

* How does previous HPV exposure affect the effectiveness
of the vaccine? The vaccine is not effective at preventing
HPV infection and related disease for HPV types to which an
individual has already been exposed. However, in clinical
studies o evaluate the quadrivalent vaccine, 74 percent of
HPV positive participants had evidence of exposure at entry fo
just one of the four HPV types against which the vaccine offers
protection. The vaccine is effecfive at preventing HPV-related
disease associated with HPV types that have not yet infected

who are vaccinated. In men who have sex with men (MSM)
the vaccine is 79% effective at preventing EGW and 94.4%
effective at preventing persistent infection with HPV 6, 11, 16,
& 18. These sfudies don't address whether vaccinating men

s prevents HPV infection in their sex partners.'?
an individual.

Does the HPV vaccine help treat existing disease? No. The
HPV vaccine is not effective against existing disease, including
existing HPV infection, cervical cytological abnormalities, or
external genital warts.

How safe is the HPV Vaccine? The CDC has been monitoring
the safety of Merck’s vaccine since it went on the market in
2006. As of the end of 2008 23 million doses of Gardasil
had been administered, and there had been 11,9216 adverse
evenfs reported, 6% of which were clossified as serious. The
CDC has investigated these and has not found evidence

that they are caused by the vaccine. The CDC confinues fo
recommend that girls be vaccinated. '

* Should I test for HPV before vaccination?
Pap testing and screening for HPV DNA are not needed
before vaccination. Few women have been exposed fo dll
four HPV types present in the quadrivalent vaccine, making
prefesting irrelevant.

My patients don’t understand why they need to continue

cervical cancer screening after vaccination. What should

Itell them? It is important for females who receive the HPV

vaccine fo confinue with regular cervical cancer screening

for three reasons:

— The vaccine does not protect against all of the HPV types
that cause cervical cancer.

— An individual may be at risk for HPV-related disease due
fo infection with a high-risk HPV type before vaccination.
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Table 6: Comparison of HPV Vaccines'®'“!”

Quadrivalent (Gardasil™)

Bivalent (Cervarix™

Targefed HPV types 6,11,16, 18 16, 18

HPV-related diseases Cervical cancer Cervical cancer

potentially prevented External genital warts

Indication Females ages 926 years for prevention of cervical  Information is not yef available.

cancer, cervical cancer precursors, vaginal and
vulvar cancer precursors, and anogenifal warts

related fo the four HPV types targeted by the vaccine.

Dosing and administration Inframuscular injection of three separate 0.5-mlL

doses at O, 2, and 6 months.

Efficacy Among young women (ages 16-26 years) wh
previously had nof been exposed to any of the
four HPV types in the vaccine:

[¢]

* 100% efficacy in preventing CIN-2/3 caused

by the targefed HPV types

* nearly 100% efficacy in preventing vulvar and
vaginal precancers and genital warfs caused

by the targeted HPV types
Local adverse events Injection site pain, swelling, erythema, pruritus

Systemic adverse events Rate of events similar between placebo and
freated groups

* Vaccinerelated serious adverse events occurred

in <0.1% of participants in clinical trials

Inframuscular injection of three separate 0.5-ml doses at O,
1,and & months.

Among young women (15-25 years of age) who previously
had nof been exposed to any of the two HPV types in the
vaccine:

* 90-100% efficacy in preventing CIN-2/3 caused by the
targefed HPV types

Injection site pain, erythema, swelling

* low rates of events

* No subject withdrawals due fo serious adverse events

When counseling a patient about HPV vaccination, make

sure she understands these points before she leaves your
office or clinic:

* The HPV vaccine currently available prevents infection
from two of the most common types of HPV that cause
cervical cancer and two of the most common types of
HPV that cause external genital warts. It does not protect
against the other, less common, types of HPV.

* The vaccine is most effective when given before a person
becomes sexually active. For this reason, it is recommended
that young girls (as young as age 9) receive the vaccine.

® Tesfing for HPY DNA is not recommended before vaccination.

® The HPV vaccine will not freat cervical precancer or cancer
that is already present, and it will not freat external genital
warts that are already present.

J
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Conclusion

Over the past several years, a number of important developments
have shiffed the landscape of cervical cancer screening:

® It is now well accepted that persistent infection with high-risk
human papillomavirus (HPV) is necessary for the development
of cervical cancer.

® Technology is available to detect current HPV infection through
festing for HPV DNA.

® Research has documented a high prevalence of HPV infection
and has shown that the majority of these infections, and a
proportion of those associated with cervical cytology
abnormalities, will resolve without freatment.

These developments highlight the fact that screening and
management can identify and freat women with early cervical
cytology abnormalities and while minimizing unnecessary
freatment of abnormalities related to transient infection. For optimal
screening and management of HPV-related disease, clinicians
must be familiar with these developments, apply the national
guidelines for proper screening and management, and provide
patients with appropriate counseling about HPV-related concerns.
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Post-Test

Participants who correctly answer af least 70% of the questions
on the posttest will receive continuing education credit.

1. Which statement is true about HPV infection?

a. Highrisk types of HPV have been associated
with external genital warts.

b. It is the third most common sexually transmitted
infection in the United States.

c. The lifetime risk of HPV infection among sexually
active individuals is 75%.

d. Cervical cancer is often, but not always, associated
with HPV infection.

2. HPV transmission occurs most commonly through:

a. Coughing or sneezing.

b. Vaginal or anal intercourse.

c. Exchange of body fluids.

d. Nongenital skin contact.

3. Which statement is true about these provider-delivered
treatments for external genital warts?

a. laser ablation should not be used for removal of
EGW lesions.

b. Trichloroacefic acid (TCA| application should be
repeated no more frequently than once a month.

c. To avoid systemic absorption, podophyllin resin
10% should not be used near open lesions or
wounds.

d. After application of TCA or bichloroacetic acid
(BCA), the treated area should not be washed for
at least 6 hours.

4. Which of the following is a recommendation on cervical
cancer screening from national guidelines for women
under 30?

a. Screening should begin at the time of inifiation of
sexual infercourse.

b. Cervical cancer screening should continue until the
end of a woman’s life.

c. Screening should continue after hysterectomy for
benign disease.

d. The American Cancer Society recommends annual
screening if conventional Pap testing is used and
festing every 2 years for liquid-based testing.

5. Which is irue about HPV DNA testing?

a. It can be used in routine screening of women who
are younger than age 30.

b. It is recommended for use in both men and women.

c. Only tests that detect high-risk HPV are clinically useful.

d. It should be used fo check HPV status before
vaccination.

6. Which is true about the management of ASCUS?

a. Of the three recommended options for initial
management in premenopausal, nonadolescent
women, colposcopy is preferred.

b. According to natfional guidelines, if repeat cytology
is negative at & and 12 months during follow up of
ASCUS in premenopausal, nonadolescent women,
screening should continue every & months for a tofal

of 36 months.

c. HPV testing should not be used in the management
of ASCUS in adolescents.

d. The recommended guidelines for the management
of ASCUS in premenopausal women changed
significantly from the 2001 publication.

7. Observation with repeat Pap test at 12 months is the
recommended initial management of LSIL for which
group of women?

a. The general population.

b. Nonadolescent pregnant women.

c. Postmenopausal women.

d. Adolescents.

8. Which of the following statements is true about cervical
cancer screening with a combination of Pap testing and
HPV DNA testing?

a. ltis a recommended screening approach for
adolescents.

b. Those who fest positive for HPV DNA and have a
normal Pap test result should undergo immediate
colposcopy.

c. Those who test positive for HPY DNA and have a
normal Pap test result should be followed up with
repeat HPV testing alone at 3 months.

d. Those who test positive for HPY DNA and have a
normal Pap test result should be followed up with
repeat Pap testing and HPV tesfing af 12 months.

9. Which is true about cervical cancer screening after
vaccination?

a. lts frequency can safely be reduced.

b. Its frequency can be reduced only if concurrent HPV
DNA testing is conducted.

c. Iis frequency can safely be reduced only if male
partners have also been vaccinated.

d. lts frequency should not be reduced.

10. Which is a true statement about the HPV vaccine?

a. It is effective against existing cervical cytological
abnormalities.

b. It is effective against existing external genital warfs.

c. Both the bivalent and the quadrivalent vaccines
target HPV types 16 and 18.

d. Both the bivalent and the quadrivalent vaccines
offer protection against external genital warts.

To obtain credit, return the completed posttest and evaluation form by June 30, 2011 to: HE
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Evaluation Form

Your professional category (choose one):

First Name:

O Educator O Nurse Practitioner or Nurse Midwife
Last Name: O Pharmacist O Physician Assistant
Degrels): O Physician/Resident O Registered Nurse O Student
E-mail address: O Other (please describe):
Phone number: Do you interact with Continuing Medical Education
Mailing address: patients? O Yes ONo  Credits Claimed

1. On a scale from 1 to 5, with 5 being best, please rate how competent you are after this training to:

Describe the significance of infection with HPV to patients including

. 1 2 3 4 5
prevalence, mode of transmission, and long-term consequences.
Describe three providerdelivered freatments for external genital warts. 1 2 3 4 5
Use national guidelines when screening patients for HPV-related : ) 3 4 5

cervical disease.

Apply evidence-based guidelines when managing abnormal
screening fests for cervical cancer, including those specific 1 2 3 4 5
for adolescents.

Compare and contrast the bivalent and quadrivalent HPV vaccines. 1 2 3 4 5

2. On a scale from 1 to 5, with 5 being best, please rate the following by circling the one most appropriate answer:

Importance of this topic for improving reproductive health care 1 2 3 4 5
Use of evidence-based material in educational content 1 2 3 4 5
Fairness and balance of content 1 2 3 4 5

3. What recommendations would you have for improving any of the criteria above?

4. | intend to use the information | have learned from this publication to enhance my personal clinical practice.

O Yes O No O N/A

5. | anticipate the following barriers in using the information from this course. (check all that apply)
O Systemic resistance O Patient resistance O Clinician resistance O lack of resources
O lack of time O Community resistance O Funder/donor resistance O N/A

O Other (please describe:

6. What can ARHP do to assist you to overcome these barriers and fully integrate this information into your practice?
(check all that apply)
O Develop patient education materials
O Provide networking opportunities with colleagues to leamn how they have integrated this information
O Provide mentoring opportunities with experts on this fopic
O Develop additional continuing education materials, such as live sessions
O Develop additional continuing education materials, such web-based sessions
O Develop additional continuing education materials, such monographs/publications
O Develop additional continuing education materials, such Mobile CME [CME on your PDA|
O Other (please describe:

7. What topics do you suggest for future medical education activities?

To obtain credit, return the completed posttest and evaluation form by June 30, 2011 to: [ | ]
Association of Reproductive Health Professionals, 1901 L Street, Suite 300, Washington, DC 20036




