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Cervical cancer screening: Should my
practice switch to primary HPV testing?

In this era of multiple screening options, these experts say the time has
come for ObGyn clinicians to overcome reluctance and switch to primary
HPV screening for cervical cancer in appropriate patients
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ow should I be approaching
H cervical cancer screening:

with primary human papillo-
mavirus (HPV) testing, or cotesting?
We get this question all the time from
clinicians. Although they have heard
of the latest cervical cancer screening
guidelines for stand-alone “primary”
HPV testing, they are still ordering
cervical cytology (Papanicolaou, or
Pap, test) for women aged 21 to 29
years and cotesting (cervical cytol-
ogy with HPV testing) for women
with a cervix aged 30 and older.

Changes in cervical
cancer testing guidance
Cervical cancer occurs in more than
13,000 women in the United States
annually.! High-risk types of HPV—the
known cause of cervical cancer—also
cause a large majority of cancers of the
anus, vagina, vulva, and oropharynx.?
Cervical cancer screening pro-
grams in the United States have
markedly decreased the incidence
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of and mortality from cervical cancer
since introduction of the Pap smear
in the 1950s. In 2000, HPV testing was
approved by the US Food and Drug
Administration (FDA) as a reflex
test to a Pap smear result of atypical
squamous cells of undetermined sig-
nificance (ASC-US). HPV testing was
then approved for use with cytology
as a cotest in 2003 and subsequently
as aprimary stand-alone testin 2014.

Recently, the American Cancer
Society (ACS) released new cervical
screening guidelines that depart from
prior guidelines.* They recommend
not to screen 21- to 24-year-olds and
to start screening at age 25 until age 65
with the preferred strategy of primary
HPV testing every 5 years, using an
FDA-approved HPV test. Alternative
screening strategies are cytology (Pap)
every 3 years or cotesting every 5 years.

The 2018 US Preventive Services
Task Force (USPSTF) guidelines differ
from the ACS guidelines. The USPSTF
recommends cytology every 3 years as
the preferred method for women with
a cervix who are aged 21 to 29 years
and, for women with a cervix who
are aged 30 to 65 years, the option for
cytology every 3 years, primary HPV
testing every 5 years, or cotesting
every 5 years (TABLE, page 16).!
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Why the reluctance to
switch to HPV testing?
Despite FDA approval in 2014 for pri-
mary HPV testing and concurrent pro-
fessional society guidance to use this
testing strategy in women with a cer-
vix who are aged 25 years and older,
few practices in the United States have
switched over to primary HPV testing
for cervical cancer screening.>® Sev-
eral reasons underlie this inertia:

o Many practices currently use HPV
tests that are not FDA approved for
primary HPV testing.

o Until recently, national screening
guidelines did not recommend
primary HPV testing as the pre-
ferred testing strategy.

o Long-established guidance on
the importance of regular cervical
cytology screening promoted by
the ACS and others (which espe-
cially impacts women with a cervix
older than age 50 who guide their
younger daughters) will rely on sig-
nificant re-education to move away
from the established “Pap smear”
cultural icon to a new approach.

o Last but not least, companies that
manufacture HPV tests and labo-
ratories integrated to offer such
tests not yet approved for primary
screening are promoting reliance
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TaBLE Current guidelines for cervical cancer screening in the United States®*

Population age, years

2018 US Preventive Services
Task Force guidelines

2020 American Cancer Society
guidelines

No screening

21-24 Cytology every 3 years
25-29 :
30-65 Cytology every 3 years

OR

i Primary HPV testing every 5 years

OR

: Cotesting every 5 years

Primary HPV testing every 5 years
i (preferred)

. OR
Cotesting every 5 years (acceptable)
. OR
Cytology every 3 years (acceptable)

Women with a cervix younger than
21 years, older than 65 years with
adequate prior screening, or who have
had a hysterectomy for benign disease

No screening

© No screening

on the prior proven cotest strat-
egy. They have lobbied to preserve
cotesting as a primary test, with
some laboratory database studies
showing gaps in detection with
HPV test screening alone.™
Currently, the FDA-approved
HPV tests for primary HPV screening
include the Cobas HPV test (Roche)
and the BD Onclarity HPV assay
(Becton, Dickinson and Company).
Both are DNA tests for 14 high-risk
types of HPV that include genotyp-
ing for HPV 16 and 18.

Follow the evidence
Several trials in Europe and Can-
ada provide supporting evidence
for primary HPV testing, and many
European countries have moved to
primary HPV testing as their pre-
ferred screening method.'! The
new ACS guidelines put us more in
sync with the rest of the world, where
HPV testing is the dominant strategy.
It is true that doing additional
tests will find more disease; cotest-
ing has been shown to very minimally
increase detection of cervical intraep-
ithelial neoplasia grade 2/3 (CIN 2/3)
compared with HPV testing alone,
but it incurs many more costs and
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procedures.”” The vast majority of
cervical cancer is HPV positive, and
cytology still can be used as a triage
to primary HPV screening until tests
with better sensitivity and/or specific-
ity (such as dual stain and methylation)
can be employed to reduce unneces-
sary “false-positive” driven procedures.
As mentioned, many strong
forces are trying to keep cotesting as
the preferred strategy. It is important
for clinicians to recognize the corpo-
rate investment into screening plat-
forms, relationships, and products
that underlie some of these efforts
so as not to be unfairly influenced by
their lobbying. Data from well-con-
ducted, high-quality studies should
be the evidence on which one bases
a cervical cancer screening strategy.

Innovation catalyzes
change

We acknowledge that it is difficult
to give up something you have been
doing for decades, so there is natu-
ral resistance by both patients and
clinicians to move the Pap smear
into a secondary role. But the data
support primary HPV testing as the
best screening option from a public
health perspective.
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At some point, hopefully soon,
primary HPV testing will receive
approval for self-sampling; this has the
potential to reach patients in rural or
remote locations who may otherwise
not get screened for cervical cancer.”

The 2019risk-based management
guidelines from the ASCCP (American
Society for Colposcopy and Cervical
Pathology) also incorporate the use
of HPV-based screening and surveil-
lance after abnormal tests or colpos-
copy. Therefore, switching to primary
HPV screening will not impact your
ability to follow patients appropriately
based on clinical guidelines.

Our advice to clinicians is to
switch to primary HPV screening now
if possible. If that is not feasible, con-
tinue your current strategy until you
can make the change. And, of course,
we recommend that you implement
an HPV vaccination program in your
practice to maximize primary preven-
tion of HPV-related cancers. ®
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