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he introduction of the Pap test in the 1940s

has led to a significant decline in cervical
cancer incidence and mortality in the United
States.! More recent innovations, such as liquid-based cytology
and human papillomavirus (HPV) testing, have furtherimproved
clinical performance in screening technology.? As a result, cer-
vical cancer screening is often hailed as the most successful
screening program ever implemented. Despite these past suc-
cesses, cervical cancer incidence is no longer decreasing (Figure
1) and is actually rising significantly in younger women within
the United States (Figure 2). In a country with a well-established
screening program, effective screening tools, and HPV vaccina-
tion, it seems unfathomable that we are witnessing an increase
in cervical cancers. This alarming trend should be cause for con-
cern among all healthcare professionals.

There are approximately 14,100 new cases diagnosed and
4280 deaths due to cervical cancer each year in the United
States.? These numbers may appear low, but it is important
to remember that the aim of screening is to detect and treat
precancerous lesions prior to ever developing cervical cancer,
which means no one should get or die from cervical cancer.
Furthermore, if a woman does develop cervical cancer, it is criti-
cal to detect it in the early, asymptomatic stages to ensure the
best outcomes for the patient. While most cervical abnormali-
ties are detected as precancerous lesions and 42% of cervical
cancers are detected as Stage |, approximately 15% of cervical
cancers are not diagnosed until Stage IV. This represents an
increase in the rate of advanced-stage cancers diagnosed in
recent years.*® This is particularly concerning, given the differ-
ence in 5-year survival rates: 17% for Stage IV compared with
92% for Stage | cervical cancer.® It begs the question: What has
happened to our cervical screening program?

Co-testing (Pap + HPV testing) is the most widely used
screening paradigm in the United States with approximately
70% of women aged 30 to 65 receiving both tests.® This adop-
tion has allowed many real-world evidence studies to identify
the contribution of the Pap and HPV tests within the co-testing
paradigm. As a result, it is well established that HPV primary
testing alone is less sensitive than when it is combined with
the Pap (co-testing) for the detection of precancerous lesions
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and cervical cancers. Approximately 9% of precancerous
lesions and up to 31% of cancers were HPV negative in pub-
lished literature from US populations.”#%© While these stud-
ies have their limitations, they may be more representative of
the United States population than the studies often used to
develop screening and management guidelines, as studies
in other populations tend to underrepresent cervical cancer
risk and the contribution of the Pap test within underscreened
populations. For example, data from the Centers for Disease
Control and Prevention’s National Breast and Cervical Cancer
Early Detection Program (NBCCEDP) found that for nearly every
combination of HPV and cytology result, the risk of immediate
CIN3+ was higher in the underscreened population compared
with the women who were up-to-date with screening."” While
the NBCCEDP was not able to assess the long-term cervical
intraepithelial neoplasia (CIN)3+ risk in their patient population
due to lack of compliance with follow-up, other studies have
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demonstrated that a negative Pap + HPV (co-testing) reduces the
long-term CIN3+ risk over a negative HPV primary test alone.'?

Cervical screening guidelines have gone through many iter-
ations over the past couple of decades, with the most notable
change in 2012 when consensus guidelines were published.’>'*
The new guidelines recommended women aged 21 to 29 have
a Pap test every 3 years, and women aged 30 to 65 receive Pap
+ HPV (co-testing) every 5 years.”” The notable differences in
these guidelines compared with previous versions were that
Pap + HPV (co-testing) was the preferred screening option,
and that the interval was extended to from 3 years to 5 years.
At the time, Kinney et al wrote: “At no point in the publications
describing the new guidelines it is acknowledged that we are now
recommending more cancer and more death from cancer than
the previously recommended 3-year cotesting provides, and that
we are doing so presumably for the purpose of avoiding a cervi-
cal treatment that is not associated with detectable increased
mortality."® This concern stems from the fact that risk of CIN3+
in women with negative screening results rises between 3 years
and 5 years. Despite this, screening intervals have remained
unchanged in subsequent guidelines, with the only substan-
tive difference being the addition of HPV testing alone every 5
years as another option and the existing Pap + HPV (co-testing)
every 5 years or a Pap test alone every 3 years."”

In addition to extending intervals and increasing the risk
of missing additional cervical disease, there have been other
potential unintended consequences—women have become less
adherent to screening over time. One recent study found that
only 65% of eligible women aged 30 to 65 and less than 50% of
women aged 21 to 29 were up to date with screening.’® Unfortu-
nately, this study is not in isolation. Even higher rates have been
observed in uninsured women, where only 40% were up to date
with screening.’®?2' A recent study from the New Mexico Cancer
Registry demonstrated that the rate of underscreening for cervi-
cal cancer has risen significantly since 2012. This led the authors
to conclude that“a new and alarming observation was the increas-
ing percentage of women being screened at too long an interval."*°
This is a concerning trend, given that more than half of all new
cervical cancers are in women who have never been screened or
have not been screened in the previous 5 years.?

A recent study from the United States Preventive Services
Task Force (USPSTF) examined cervical cancer screening behav-
ior over time to assess, by sociodemographic factors, reasons
why women do not receive up-to-date screening.’ This study
found that guideline-concordant screening behavior declined
between 2005 and 2019, with lack of knowledge cited as the
biggest barrier to being up to date with screening. While it is
tempting to believe that guidelines should continue to evolve
to thread the needle of harms and benefits of screening, the
real focus should be on how to improve patient knowledge and
adherence with current screening guidelines.

With the understanding that no woman should develop cer-
vical cancer, it is concerning to see that screening efforts in the
United States continue to be eroded amid decreases in screen-
ing participation and increases in cervical cancer. How can
we improve the screening landscape in this country? We live
in a diverse country with an imperfect healthcare system. Our
screening guidelines should reflect that and allow us to make
the best decisions for our patients. We need to advocate for
our patients and educate about the importance of screening.

Supplement to OBG MANAGEMENT |

S2

We need to ensure that patients receive the best opportunity
for disease detection and longer-term protection through
screening with co-testing (Pap + HPV testing).
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