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ObGyns—Leaders, not followers,
in cervical cancer screening

Optimize cervical cancer screening by initiating screening at 21 years of age,
using cytology during the 20s, and co-testing (Pap+hrHPV) starting 30 years of age

EXECUTIVE SUMMARY

Routine screening has substantially reduced cervi-
cal cancer incidence and mortality over the past
few decades. As we reflect on the successes of cer-
vical cancer screening, this article will highlight
why it is important to assess the historical perfor-
mance of screening and guidelines and determine
where improvements can be made to continue
driving toward the goal of cervical cancer elimina-
tion. It will also examine challenges physicians face
when screening guidelines from professional soci-
eties differ. Given the impressive contributions that
science and ObGyns have made in the last 80 years
of cervical cancer screening in the United States,
continued evaluation of society recommendations
and consideration of tangible steps to move wom-
en’s health forward will further strengthen cancer
screening for the benefit of patients.
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In the United States, routine screening has substantially
reduced cervical cancer incidence and mortality over the
past few decades, with new cases decreasing from 14.8
to 6.7 per 100,000 persons from 1975 to 2018." Between
1975 and 2019, there was also a reduction in the mortal-
ity rate by more than half, from 5.55 to 2.16 per 100,000
persons.! One of the primary drivers for this progress has
been more widespread implementation of cervical cancer
screening, first with the conventional Pap smear, and then
with improvements and additions including liquid-based
cytology and human papillomavirus (HPV) testing in con-
junction with cytologic screening.

Despite these significant advances, cervical cancer
is still projected to cause approximately 4,300 deaths in
2021, ranking as the 15th most common cause of cancer
death overall in the United States and the third most com-
mon gynecologic cancer."? As we celebrate the successes
of cervical cancer screening during Cervical Health Aware-
ness Month, it is key that we reflect upon the historical
performance of screening and guidelines to assess where
improvements can be made as we drive toward the goal of
cervical cancer elimination.

Examining the 2012 consensus guidelines:
Extended intervals increase rates of
underscreening

In the years since the introduction of the Pap test, the
United States has experienced several iterations of cervical
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cancer screening guidelines. The most recent and broadly
adopted of these were the 2012 consensus guidelines.?
For nearly a decade, these have remained unchanged,
with the exception of an option for HPV primary screen-
ing, which was added to the United States Preventive Ser-
vices Task Force (USPSTF) screening guidelines in 2018.#

As we approach a decade since the consensus guide-
lines were released, we have begun to see some unin-
tended consequences surface over time. First, it is now
evident that patients are not seeing their ObGyn as often
as they did in the years immediately preceding the 2012
consensus guidelines, a trend that has not been seen
among primary care physicians.® While there is no way to
be certain that the consensus guidelines caused this, it
certainly seems plausible that patients have interpreted
the less frequent need for cervical cancer screening to
mean that they no longer require routine gynecologic
care.

Second, it may be more difficult for patients to remem-
ber and keep track of when their cervical cancer screen-
ing is due, especially when they are not seeing their
doctors regularly. Recently, a large study from the New
Mexico Pap Registry demonstrated that in the years since
the screening interval was increased to 5 years, the rate
of underscreening increased significantly: for patients
undergoing cytology screening, there was a greater than
4-fold increase in women being underscreened. There
was also a statistically significant rise in the number of
patients who were co-tested and waited longer than the
recommended 5 years between screenings.® The authors
of the study note that their data only go back 7 years,
thus suggesting their calculations are underestimates of
the true rate of underscreening. These statistics make it
all the more concerning that we have seen a clear and sig-
nificant increase in the rate of underscreening since the
intervals were lengthened.

Finally, over the last several years since the consen-
sus guidelines were published, it appears that extended
intervals have contributed to an increase in cervical can-
cer for women under age 50." While the guidelines dem-
onstrate that extended interval testing is safe if followed
perfectly, it seems that the unintended consequence has
been decreased screening adherence and, potentially, a
rise in cancer rates among younger women.

Looking to the future, we as leaders in women'’s health
will need to do everything we can to encourage patients
to continue regular screening, with a focus on systems
that will remind patients and clinicians when cervical
screening is due—a task that appears to be more dif-
ficult as we extend screening intervals. Building from
this example, and as we consider the 2012 consensus
guidelines, we see both successes and opportunities for
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improvement. We must now proactively anticipate the
potential unintended consequences of new guidelines
and their implementation.

American Cancer Society (ACS) 2020
guidelines: Anticipated challenges

As physicians, one challenge we face in medicine is when
the guidelines of professional societies differ. This discon-
nect creates confusion over which guidelines to adopt for
patients and doctors alike. ObGyns deal with this daily in
terms of recommendations for breast cancer and colon
cancer screening for our patients. Now, with the intro-
duction of the ACS guidelines in 2020, we again are faced
with conflicting recommendations for cervical cancer
screening.

The 2020 ACS guidelines on cervical cancer screen-
ing propose a paradigm shift in terms of how we screen
patients for cervical cancer in the United States. Histori-
cally, screening has been based on the Pap test, but the
ACS has now advocated for gradual elimination of cytol-
ogy as a screening test, and toward HPV screening alone
in all patients.” Further, they recommend increasing the
age at which screening starts from 21 to 25 years of age.’
This has created increasing confusion for patients and
controversy among ObGyns. At the bedside, each physi-
cian will have to now decide how to counsel their patients
about screening in an area that has become increasingly
complex in the past few decades.

Reflecting again on the unintended consequences
of the 2012 consensus guidelines, it is only 10 years later
that we note increased rates of cervical cancer in patients
under 50, and a stark increase in rates of underscreening.
We must consider the negative consequences we can
anticipate if we broadly implement HPV primary screen-
ing at 25 years of age in our practices.

In fact, the other professional societies, led by the
American College of Obstetricians and Gynecologists
(ACOQG), have issued a response to the ACS guidelines
indicating that they have some concerns about their
implementation. In the spring of 2021, ACOG released
a Practice Advisory that was endorsed by the American
Society for Colposcopy and Cervical Pathology (ASCCP)
and the Society of Gynecologic Oncology (SGO), in which
they recommend adhering to the 2018 United States Pre-
ventive Services Task Force guidelines over adoption of
the 2020 ACS guidelines, for several reasons.®

Age at screening initiation

The first of these relates to age at screening initiation.
The ACS guidelines suggest that screening not be started
until age 25, moving away from age 21 as has been previ-
ously recommended. The ACS has pointed to the overall
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low rates of invasive cancer in this age group, as well as a
desire to minimize the risks of overdiagnosis of low-grade
disease that would otherwise be destined to resolve in
young patients. The consequence, however, is that if
HPV primary screening were to be adopted in younger
women, overdiagnosis of HPV would be a significant
concern as 20-24 years is the age group in which HPV
infections peak, and infection rates in 25- to 29-year-olds
remain over 25%.°

Furthermore, while less common than in older age
groups, severe dysplasia and even invasive cancer are
seen in patients under 25. Approximately 1% of cervical
cancers occur in patients under 25.""" Are these women
not worth 2 Pap tests between the ages of 21 and 25 if
that can stop cervical cancer? While it is certainly impor-
tant to avoid overtreatment of patients who have low-
grade disease, the ASCCP guidelines have also moved
toward a much more conservative approach in recent
years, with the introduction of the 2019 ASCCP Risk-Based
Management Guidelines. For example, patients are no
longer treated for cervical intraepithelial neoplasia (CIN)
1, and conservative management is recommended prior
to treating CIN 2 for young patients and those who desire
future childbearing.”?These changes significantly assuage
concerns about the risk of overtreatment in these young
age groups, as we may identify disease but will only treat
severe dysplasia that represents a true threat to patient
health.

The ACOG Practice Advisory shares these concerns
related to delaying the screening age to 25. In their
response, they recommend maintaining the current
screening strategy of cytology alone in 21- to 29-year-
olds and preservation of screening starting at age 21.%
They point to the already suboptimal screening rates in
patients under 30, below-target HPV vaccination rates in
the United States, and the potential for the ACS changes
to worsen existing health inequities in cervical cancer
screening, incidence, morbidity, and mortality.®

In sum, with patient adherence already a growing con-
cern since the lengthening of screening intervals almost
a decade ago, the new ACS guidelines that advocate for
HPV-alone testing and delaying screening initiation for
women until age 25 could reasonably be anticipated to
further worsen screening adherence, especially among
women under 30 years of age who may be confused by
the changes or assume they no longer require regular
screening.

Potential unintended consequences of moving
to HPV primary screening

Although the ACS guidelines advocate for a transition to
HPV primary screening, there are several concerns and
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potential unintended consequences that must be consid-
ered in this area as well. First, as previously noted, HPV
infections tend to peak in the under-30 age group and
are often transient and self-limited. Thus, one concern
relating to HPV screening in patients under 30 is that
there will be high rates of HPV diagnosis, the need for
cytology triage testing, and ultimately higher colposcopy
rates in this population of patients.” The model utilized
by the ACS does predict an increase in colposcopies if we
move to an HPV primary strategy.’ Until HPV vaccination
rates are much higher in the population, this disadvan-
tage will remain and expose patients to increased anxiety
and testing.

Second, studies have shown a significant rate of
HPV-negative disease in the population.”®" Although
most cervical cancers are caused by HPV, as dysplasia
progresses and the underlying cytologic abnormalities
worsen, patients can actually test negative for HPV. In this
setting, the combination of cytology plus HPV in patients
over 30 provides a needed safety net, to ensure that HPV-
negative disease is accounted for. While HPV primary
screening will identify most pre-cancers and cancers,
studies have consistently shown that HPV-negative dis-
ease is a persistent concern, demonstrating that 9%-10%
of invasive cancers will test negative with commercially
available tests.'*™> We have also seen that patients with
dysplasia can test negative for HPV, with the largest study
demonstrating a 2.4% rate of HPV-negative CIN3/adeno-
carcinoma in situ (AIS).”® If these patients do not have a
Pap done along with their HPV test, they will likely be told
to have their next screen in 5 years, at which time they will
be at risk of already having invasive disease.

In acknowledgement of these findings, ACOG contin-
ues to recommend maintaining cytology every 3 years in
patients 21-29 years old, and has recommended main-
taining the current screening strategy that allows for
patient and clinician choice between cytology alone, HPV
alone, and co-testing in patients 30 and over.? Given that
co-testing provides the most sensitive screening strategy
for patients, it's understandable that HPV primary has not
taken hold despite the ACS recommendations, with the
most recent data showing an annual test use of <0.5%
across all age groups."”

Debate about screening women >65 years

of age

Looking to future guideline updates, one area of significant
interest recently relates to the age at screening cessation.
While we are now accustomed to the recommendation to
allow patients to exit screening at age 65, recently epide-
miologists and experts in the field have begun to question
the appropriateness of this recommendation.
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There are several reasons for this: first and foremost,
life expectancy has risen, and patients are living on aver-
age another 20 years beyond age 65, making ongoing
screening a more reasonable consideration. Addition-
ally, we know that approximately 20% of cervical can-
cers occur in patients over 65, and that Black patients are
disproportionately impacted in this age group.' Further,
while the current recommendations do specify strict cri-
teria to qualify for screening cessation, approximately
two-thirds of patients in this age group do not meet crite-
ria for screening cessation.’” Thus, it may be reasonable to
simplify and extend screening recommendations in the
future to ensure that we are truly, accurately assessing risk
and missing the fewest number of patients possible. For
this reason, some have recently called for a re-examina-
tion of the data to assess whether it might better serve
public health to extend routine screening beyond age 65.

Choosing guidelines wisely

Based on all these considerations, ObGyns have a clear
responsibility to help ensure that patient care and cervi-
cal cancer screening guidelines optimize the diagnosis of
true disease, while minimizing unnecessary intervention
and patient burden wherever possible. We must do so
with an awareness of the unintended consequences that
we have seen come to pass as a result of prior screening
recommendations and attempt to predict and mitigate
potential unintended consequences of future recom-
mendations.

Based on the best current available evidence, we need
to encourage our patients to start cervical cancer screen-
ing and well-woman exams at age 21. To optimize pro-
tection as well as minimize need for reflex testing and
colposcopies, we should be doing so with cytology alone
in the 20s, with co-testing beginning at age 30. Having
identified opportunities to improve screening adher-
ence in the last decade, we must continue to update,
educate, and remind patients of when their next screen-
ings are due and provide opportunistic screening when-
ever possible. Finally, with an eye to the future, we must
reconsider the potential role of screening in patients over
65, and until guidelines potentially re-examine this age
group, we must be proactive to ensure we have reviewed
each patient’s screening history prior to exiting her from
surveillance. As we reflect on the impressive contribution
science and ObGyns have made in the last 80 years of cer-
vical cancer screening in the United States, we encourage
continued evaluation of society recommendations and
consideration of tangible steps we can make to move
women’s health forward and strengthen this critical can-
cer screening for the benefit of our patients.
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