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bnormal Pap tests after the

PV vaccine

Background

Worldwide, cervical cancer affects 500 000 women and causes

275 000 deaths annually. Persistent infection with one of 13
oncogenic types of human papillomavirus (HPV) is now known to

be the cause of both squamous and adenocervical carcinomas

of the cervix. The Pap test involves the examination of exfoliated
cells from the cervix and has been shown to be an effective way of
detecting the precursors of squamous cell carcinoma. In Australia,
commencing in 2007, a free quadrivalent HPV vaccine was offered to
all females aged 12-26 years.

Objective

This article looks at why a substantial number of young women who
have been vaccinated with the HPV vaccine will still have Pap test
abnormalities.

Discussion

Prophylactic efficacy of the two HPV vaccines against specific HPV
types is almost 100%. This knowledge has created an expectation
of the demise of both cervical cancer and Pap test abnormalities.
Efficacy of the vaccine is dependent upon the recipient not having
been infected with that HPV type. It is likely that most of the
women aged 18-26 years who have had the HPV vaccine were
already sexually active and therefore exposed to one or more HPV
types. We can still expect to see a substantial number of young
vaccinated women with Pap test abnormalities, due to both HPV
exposure before vaccination and to the many HPV types not covered
by the vaccine. A noticeable reduction in cancers and Pap test
abnormalities will not be seen for some years.

B Worldwide, cervical cancer affects 500 000 women and
causes 275 000 deaths annually.! There are two major types of
cervical cancer: squamous cell carcinoma (SCC) and
adenocarcinoma. Squamous cell carcinoma arises at the
transformation zone of the cervix; adenocarcinoma arises
higher (and often deeper) in the canal. Persistent infection with
one of at least 13 oncogenic HPV types is now known to be the
cause of both squamous and adenocervical carcinomas.?

In Australia, 734 new cases of cervical cancer and 221 deaths from
cervical cancer were recorded in 2005.% The incidence of disease
and mortality rates are now among the lowest in the world due to
the success of the National Cervical Screening Program, introduced
in 1991.

The Pap test or ‘smear’ was first described by George Papanicolau
in 1928 and involves the examination of exfoliated cells from the cervix.
The Pap test has been shown to be an effective way of detecting the
precursors of SCC. In an optimal cervical screening program it has been
estimated that around 90% of cervical cancers could be prevented.*
Pap test screening cannot prevent 100% of cervical cancers as the test
has imperfect sensitivity and is unable to readily detect precursors of
adenocarcinoma.*

Pap tests look at cellular changes at the cervix. If an abnormality
is seen, it is classified as low grade squamous intra-epithelial
lesions (LSILs) or high grade squamous intra-epithelial lesions
(HSILs) according to specific criteria. Nearly 3.5 million women aged
2069 years participated in the National Cervical Screening Program
in the 2 year period 2005-2006.5 The majority of Pap tests (about
94%) were negative, but others showed abnormalities, mostly low
grade. Approximately 90 000 LSILs and 15 000 HSILs are reported
annually in Australia.*

Low grade cellular changes mostly represent transient infection
with any of the 40+ HPV types that can infect the genital tract. High
grade changes are more likely to signify persistent or integrated
HPV infection, most often with one of the oncogenic HPV types.
Women with high grade changes should be referred for colposcopy
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and biopsy. If these high grade changes are histologically confirmed,
treatment is recommended.

Pap screening is a secondary prevention strategy. The aim of
detecting cellular changes due to persistent HPV infection is to
allow treatment before there is an opportunity for the development
of cancer. It has been estimated that if left untreated, about 30% of
women with a high grade lesion would develop cervical cancer over a
30 year period.8 By contrast, HPV vaccination is a primary prevention
strategy. It is only of value in an individual when provided before
infection with the vaccine targeted HPV types. It has no therapeutic
effect on existing infections.

Two HPV vaccines are currently available: a quadrivalent vaccine
against HPV types 6, 11, 16 and 18 (Gardasil™) and a bivalent vaccine
against types 16 and 18 (Cervarix™). Both vaccines stimulate the
production of very high titres of antibodies against the targeted HPV
types. This results in protection against type specific HPV infection
and related cervical disease. Because vaccination does not cover
all HPV types that may cause cervical lesions and cancer, it is a
complementary strategy, not a replacement for cervical screening.

Importantly, the two HPV vaccines do not contain live virus nor any
oncogenic viral proteins or infectious material. Therefore, the vaccine
is not responsible for any smear detected abnormalities that may be
found after it has been given.

The expected impact of HPV vaccination in
Australia

Australia was the first country in the world to introduce a fully
funded, population based HPV vaccination program. Commencing
in 2007, HPV vaccine was offered to all females aged 1226 years
through school and general practice/community settings, with
vaccination courses to be completed by 31 December 2009. Routine
HPV vaccination of 12—13 year old girls at school will continue as part
of the National Immunisation Program. Estimates of vaccine uptake
to date are promising, with 70-80% three dose uptake in Victoria
and New South Wales school programs in 2007.7 In addition, in 2008
a New South Wales family planning clinic survey found that 58% of
females aged 15—26 years had received at least one dose 10 months
into the program.®

There has been considerable excitement about anticipated
reductions in both cervical cancer and Pap test abnormalities from
HPV vaccination. This might seem logical given:
e the very high efficacy of the vaccines in trials (30-100% efficacy

against infection and disease due to HPV types 6, 11, 16, 18)%10

e the high vaccine coverage in Australia, and
o that 70-80% of cervical cancers are due to HPV types 16 and 18.1:12
We anticipate that the vaccine will eventually have a major
impact on the incidence of cervical disease and cancer. However,
a significant effect on Pap test abnormalities will not be seen for
some years. We can still expect to see a substantial number of
young vaccinated women with Pap test abnormalities because of the
following three factors.

Pap screening in Australia commences at the age of peak HPV
infection

During the 2 year period 2005-2006, 47% of eligible women aged
20-24 years had a Pap test.> Both low and high grade Pap test
abnormalities are more common in this age group than other age
groups. High grade lesions are diagnosed at an overall rate of 7.3
per 1000 smears; in the 20—24 years age group the rate is more than
double this at 18.4. This means that about one in 50 women screened
in this age group will have a HSIL on her Pap smear.®

Most Pap test abnormalities are caused by HPV types not
preventable with current vaccines

It is estimated that about 50% of high grade lesions are due to HPV
types 16 and 18; the other half are due to other HPV types.'® Low
grade squamous epithelial lesions generally represent infection with
any of the 40 or so HPV types. Types 6, 11, 16, and 18 are detected
in about 30% of LSILs.™® This is in contrast to genital warts which are
overwhelmingly (90-95%) attributable to infection with HPV types 6
and 11." Multiple infections with HPV (ie. more than one type) are
more common than single infections in young women. This means
that, even if types 6, 11, 16, and 18 are prevented, other types not
covered by the vaccines may still cause abnormalities.'® 6

HPV vaccination is less effective when sexually active women
are vaccinated

Efficacy of the vaccine against specific HPV types is dependent
upon the recipient not having existing infection with that HPV type.
Acquisition of genital HPV in the first few years after commencing
sexual activity is remarkably high — probably at least 60%."7-20 In
trial populations, high vaccine efficacy rates (98—100%) were seen
because the vaccinated population was naive to the relevant HPV
vaccine type. When the entire population (including sexually active
women previously exposed to HPV) was considered, the reduction in
high grade Pap test abnormalities due to any HPV vaccine type among
vaccinated women was only 18% (with a lower confidence interval of
7%) at a mean of 3 years postvaccination.?

In Australia, around 50% of young people are sexually active
by the age of 16 years.Z' It is likely that the majority of young
women aged less than 27 years who took the opportunity to have
the free HPV vaccine (commencing before 30 June 2009) were
already sexually active and had thus been exposed to one or more
HPV types.

Long term impact of vaccination

State run Pap test registers and the National HPV Vaccination
Program Register (see Resources) will carefully monitor the
population level impact of the vaccination program to determine
the vaccine's effectiveness at preventing cervical disease. As time
goes on, more women will receive the HPV vaccine before the onset
of sexual activity. This will result in a fall in positive predictive
value of the Pap test and will necessitate modifications to the
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National Cervical Screening Program. These modifications will be
considered through evidence based reviews, modelling, and cost
effectiveness analyses. Modifications might include a change in
the age of commencement of screening, a change to the screening
interval, or the addition of primary triage with HPV DNA tests.

Conclusion

It is unlikely that individual practitioners will notice any difference
in Pap test abnormalities in their female patients over the next few
years. This should not be seen as a cause of concern as most Pap
test abnormalities are low grade lesions that represent transient HPV
infection and need no treatment. High grade abnormalities should
continue to be managed according to current National Health and
Medical Research Council guidelines. However, a clear message must
be given to women that the vaccine is not a substitute for Pap tests
and it is not the cause of any smear detected abnormalities that may
be found after it has been given.

Modifications to the National Cervical Screening Program will be
necessary in the long term. Meanwhile, HPV vaccination represents
a remarkable new tool in the fight against cervical disease and other
anogenital cancers. To succeed in this fight we need to understand
the impact over time of both screening and vaccination and how the
two strategies can complement one another. In this way we can get
the best benefit from both strategies.

Summary of important points

® Both low and high grade lesions on Pap tests are most commonly
seen in women aged 20-24 years.

* Most Pap test abnormalities are caused by HPV types not
preventable with current vaccines. Multiple infections with HPV
(ie. more than one type) are more common than single infections in
young women.

e Pap test abnormalities in vaccinated women are likely to be caused
by one of the nonvaccine HPV types or an infection acquired before
vaccination.

e HPV vaccination does not cause Pap test abnormalities that might
be detected after it has been given.

® Pap test abnormalities will still occur in vaccinated women and are
not a cause for alarm.

* HPV vaccination is not a substitute for Pap tests.

Resources

e The National HPV Vaccination Program Register: www.hpvregister.org.au/
e Details of state run Pap test registers are available at: www.cancerscreen-
ing.gov.au/internet/screening/publishing.nsf/Content/register.

Conflict of interest: Julia Brotherton has been a chief investigator on
a study of HPV sero prevalence in Australia, which received funding
for the laboratory component from CSL. She is also an investigator
on a HPV prevalence study partially funded by equal and unrestricted
grants from CSL and GlaxoSmithKline.

Abnormal Pap tests after the HPV vaccine CLINICAL PRACTICE

References

1. Schiffman M, Castle PE, Jeronima J, Rodruguez AC, Wacholder S. Human papil-
lomavirus and cervical cancer. Lancet 2007;370:830-907.

2. Bouvard V, Baan R, Straif K, Grosse Y, Secretan B, et al, on behalf of the
WHO International Agency for Research on Cancer Monograph Working Group.
A review of human carcinogens — Part B: biological agents. Lancet Oncol
2009;10:321-22.

3. Australian Institute of Health and Welfare and Australasian Association of Cancer
Registries. Cancer in Australia: An overview, 2008. Cancer series no. 46. Cat. no.
CAN 42. Canberra: AIHW, 2008.

4. National Health and Medical Research Council (NHMRC). Screening to prevent
cervical cancer: Guidelines for the management of asymptomatic women with
screen detected abnormalities. Canberra: NHMRC, 2005.

5. Australian Institute of Health and Welfare. Cervical screening in Australia 2005—
2006. Cancer series no 41 cat no CAN 36 AIHW. Canberra: AIHW, 2008.

6. McCredie MR, Sharples KJ, Paul C, et al. Natural history of cervical neoplasia
and risk of invasive cancer in women with cervical intraepithelial neoplasia 3: A
retrospective cohort study. Lancet Oncol 2008;9:425-34.

7. Brotherton JML, Deeks SL, Campbell-Lloyd S, et al. Interim estimates of human
papillomavirus vaccination coverage in the school-based program in Australia.
Commun Dis Intell 2008;32:457-61.

8. Weisberg E, Bateson D, McCaffery K, Skinner SR. HPV vaccination catch
up program — utilisation by young Australian women. Aust Fam Physician
2009;38:72-6.

9. Ault KA. FUTURE Il Study Group. Effect of prophylactic human papillomavirus L1
virus-like-particle vaccine on risk of cervical intraepithelial neoplasia grade 2,
grade 3, and adenocarcinoma in situ: A combined analysis of four randomised
clinical trials. Lancet 2007;369:1861-8.

10. Harper DM, Franco EL, Wheeler CM, et al. Sustained efficacy up to 4.5 years of a
bivalent L1 virus-like particle vaccine against human papillomavirus types 16 and
18: Follow-up from a randomized control trial. Lancet 2006;367:1247-55.

11. Smith JS, Lindsay L, Hoots B, et al. Human papillomavirus type distribution in
invasive cervical cancer and high grade cervical lesions: A meta-analysis update.
Int J Cancer 2007;121:621-32.

12. Brotherton JML. How much cervical cancer in Australia is vaccine preventable? A
meta-analysis. Vaccine 2008;26:250-6.

13. Clifford GM, Rana RK, Franceschi S, Smith JS, Gough G, Pimenta JM. Human
papillomavirus genotype distribution in low-grade cervical lesions: comparison
by geographic region and with cervical cancer. Cancer Epidemiol Biomarkers Prev
2005;14:1157-64.

14.  Garland SM, Steben M, Sings HL, et al. Natural history of genital warts: Analysis
of the placebo arm of 2 randomized phase Il trials of a quadrivalent human papil-
lomavirus (types 6, 11, 16 and 18) vaccine. J Infect Dis 2009;199:805-14.

15. Kjaer SK, Breugelmans G, Munk C, et al. Population-based prevalence, type
— and age-specific distribution of HPV in women before introduction of an HPV-
vaccination program in Denmark. Int J Cancer 2008;123:1864-70.

16. Cuschieri KS, Cubie HA, Whitley MW, et al. Multiple high risk HPV infections are
common in cervical neoplasia and young women in a cervical screening popula-
tion. J Clin Path 2004;57:68-72.

17. Winer RL, Steben M, Sings HL, et al. Risk of female human papillomavirus acqui-
sition associated with first male sex partner. J Infect Dis 2008;197:279-82.

18. Winer RL, Lee SK, Hughes JP. et al. Genital human papillomavirus infection:
Incidence and risk factors in a cohort of female university students. Am J
Epidemiol 2003;157:218-26.

19. Woodman CB, Collins S, Winter H, et al. Natural history of cervical human
papillomavirus infection in young women: A longitudinal cohort study. Lancet
2001;357:1831-6.

20. Brown DR, Shew ML, Qadadri B, et al. A longitudinal study of genital human pap-
illomavirus infection in a cohort of closely followed adolescent women. J Infect
Dis 2005;191:182-92.

21. Rissel CE, Richters J, Grulich AE, de Visser RO, Smith AM. Sex in Australia:
Selected characteristics of regular sexual relationships. Aust N Z J Public Health
2003;27:124-30.

AF P R

Reprinted from AUSTRALIAN FAMILY PHYSICIAN Val. 38, No. 12, December 2009 979



