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Abstract

This update expands the 2020 American Cancer Society (ACS) cervical cancer
screening guideline for average-risk women and individuals with a cervix who are
at average risk, to include self-collection for human papillomavirus (HPV) testing
and revised guidance for exiting cervical cancer screening. Self-collected vaginal
specimens, a method of primary HPV testing, align with the ACS cervical cancer
screening guideline. When clinician-collected cervical specimens are used for HPV
testing, repeat screening is recommended every 5 years for those with a negative
test. For self-collected vaginal specimens, the ACS endorses the following rec-
ommendations of the Enduring Consensus Cervical Cancer Screening and Man-
agement Guidelines Committee (of which it is a member): (1) primary HPV
screening using clinician-collected cervical specimens is preferred, and self-
collected vaginal specimens are acceptable for average-risk individuals aged 25-
65 years; and (2) repeat testing in 3 years is recommended after a negative
result on a self-collected HPV screening test. These recommendations apply only
to combinations of collection devices and HPV assays approved by the US Food
and Drug Administration for HPV testing in a clinical setting or at home. The
rationale notes that the use of self-collected vaginal specimens can overcome
barriers to screening for many patients, but most patients who test HPV-positive

will require extra follow-up steps, and data on long-term, real-world effectiveness
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are limited. For certain high-risk individuals, clinician-collected samples are still
recommended. Furthermore, in response to high rates of cervical cancer among
individuals older than 65 years and with poor implementation of current exiting
screening criteria, ACS has amended the 2020 guideline to recommend HPV
testing at ages 60 and 65 years, with the last HPV test at an age no younger than
65 years as a requisite to exiting screening. The revised recommendation states: To
qualify for discontinuation of screening, the ACS recommends an average-risk woman or
an individual with a cervix at average risk have negative primary HPV tests (preferred)
or negative co-testing using HPV tests and cytology (acceptable) at ages 60 and 65
years. If primary HPV tests or co-testing are not available, three consecutive
negative cytology (Papanicolaou) tests at the recommended screening interval with
the last test at age 65 years are acceptable. If self-collected vaginal specimens are
used for HPV testing, the 3-year testing interval should be followed. Additional
screening exit stipulations relate to women at higher risk because of prior

abnormal test results or current immune suppression.

Email: robert.smith@cancer.org
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INTRODUCTION

The incidence and mortality rates of cervical cancer in the United
States have significantly decreased over the past 50 years, primarily
because of the widespread adoption of screening practices that
began in the middle 20th century.! Screening detects cervical pre-
cancer that requires treatment to prevent cancer; up to an estimated
200,000 women in the United States require treatment for a pre-
cancer each year.2® However, for various reasons that mostly relate
to nonadherence to screening recommendations, it is estimated that
13,360 cases of invasive cervical cancer will be diagnosed and 4320
deaths from cervical cancer will occur in 2025.

Cervical cancer screening recommendations from the American
Cancer Society (ACS)* and other organizations® have changed over
time, driven by improved understanding of the disease's natural
progression, the recognized role of high-risk human papillomavirus
(HPV) infection, and advancements in screening technologies.®
Although cytology (Papanicolaou [Pap] testing) has been effective in
reducing cervical cancer incidence and mortality, HPV testing has
emerged as a method that offers higher sensitivity and better reas-
surance against cancer after a negative test, both as a co-test with
cytology and as a stand-alone test.”® Primary HPV testing (i.e., stand-
alone HPV test) has been recommended as the preferred screening
strategy in guidelines in the United States and worldwide.*%©

The ACS first recommended HPV testing for cervical cancer
screening in the 2002 guideline update, which included a preliminary
recommendation for co-testing every 3 years pending US Food and
Drug Administration (FDA) approval.l! After the FDA's 2003

cancer prevention, cervical cancer, early detection of cancer, guideline, human papillomavirus
testing, human papillomaviruses (HPV), self-collection

approval of HPV testing for use in conjunction with cytology (co-
testing), the ACS affirmed the use of co-testing every 3 years as an
option for cervical cancer screening in women aged 30 years and
older.? In 2012, the ACS guideline update recommended co-testing
every 5 years as a preferred screening strategy.’® In its guideline
update in 2020, the ACS recommended primary HPV testing at 5-
year intervals beginning at age 25 years as the preferred strategy.”
The 2020 update did not include recommendations for the use of
self-collected vaginal specimens for screening because the technol-
ogy was not yet approved by the FDA; thus a recommendation for
use outside of research studies could not be supported. However, the
2020 guideline authors stated, “we anticipate that self-sampling will
play an increasingly prominent role in cervical cancer screening once
regulatory and clinical prerequisites are in place and as supporting
evidence continues to accumulate.”*

The ACS cervical cancer screening guideline includes only FDA-
approved combinations of HPV assays and collection devices. The
ACS does not endorse any specific manufacturer or product. In 2024
and 2025, the FDA approved new options for self-collection of vaginal
specimens for HPV testing, marking a significant advance in cervical
cancer screening accessibility. In May 2024, the FDA expanded ap-
provals for two primary HPV tests—the Onclarity HPV assay (Becton,
Dickinson and Company) and the cobas HPV test (Roche Molecular
Systems, Inc.)—to include self-collected vaginal specimens obtained in
health care settings, in addition to clinician-collected cervical speci-
mens, which were previously approved.'* This approach allows in-
dividuals to collect their own samples for cervical cancer screening in

any clinical setting without the need for a speculum examination. At the
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time of this publication, FDA-approved use is restricted to the
following HPV test and collection device combinations: Roche cobas
HPV test with either the FLOQSwab (COPAN Diagnostics Inc.) or
Evalyn Brush (Rovers Medical Devices) collection devices, or the BD
Onclarity HPV test with the FLOQSwab collection device, or the Abbott
Alinity m with the Evalyn Brush or Qvintip swab (part of simpli-COLLECT
kit). Separately, the FDA approved an at-home self-collection kit (Teal
Wand; Teal Health) to be used with the Roche cobas HPV test within a
proprietary telehealth primary care network.*>=%”

The Enduring Consensus Cervical Cancer Screening and Man-
agement Guidelines Committee (hereafter referred to as the Enduring
Guidelines Committee) was established with the primary purpose of
assessing newly approved technologies for cervical cancer screening
and management and to issue recommendations for their clinical
use.’® The committee is comprised of members from 19 national
organizations, including the ACS. In 2025, the Enduring Guidelines
Committee issued recommendations for HPV testing using self-
collected vaginal specimens with FDA-approved testing options for
cervical cancer screening and management in the United States.'?
Below, we present the ACS Guideline Development Group's (GDG's)
evaluation and endorsement of the Enduring Guidelines Committee
recommendations for self-collected vaginal specimens for HPV
testing, which serves as an amendment to incorporate self-collected
vaginal specimens for cervical cancer screening into the 2020 ACS
guideline recommendations. Recognizing that many women discon-
tinue cervical cancer screening before or after age 65 years without
meeting exit criteria, the GDG also includes an amendment to its
2020 guideline recommendation for new exit criteria that should be
fulfilled before screening is stopped.

Recommendations for cervical cancer screening and screening
exit apply only to average-risk individuals. For the purposes of cer-
vical cancer screening, average-risk individuals are those who fulfill
the criteria listed in Table 1.2° Recommendations for average-risk
individuals do not apply to those under surveillance for abnormal
past results or cervical precancer or to those with a history of cer-
vical cancer; those at increased risk for cervical cancer because of
solid organ or stem cell transplantation, human immunodeficiency
virus infection, or immunosuppression from other causes; or those
with in utero exposure to diethylstilbestrol. Management of these
individuals is outlined in Table 2.20-2°

TABLE 1 Definition of average-risk individuals.

METHODS
ACS endorsement process

The GDG (a volunteer group of clinicians, methodologists, and
public health experts) is responsible for developing cancer
screening guidelines for the ACS (see Supporting Materials).?¢
Although the ACS does not collaborate with other organizations
on cancer screening guidelines under the current process for
guideline development,?® a formal process was established in 2016
to allow for the endorsement or adaptation of recommendations
from other groups directed at interventions related to cancer
prevention or cancer screening.?’ The process, as described else-

where,?7:28

includes a content review of the guideline by members
of the GDG, a methodologic review of the published guideline
using the Appraisal of Guidelines for Research and Evaluation Il
(AGREE 11) instrument,?? and a literature search for relevant evi-
dence published since publication of the guideline under consid-
eration. For this endorsement, the methodological review was
independently conducted by four individuals, including the GDG
chairperson, a guideline development staff person, and members of
the ACS Cancer-Related Evidence Synthesis Team. A written
summary of this assessment, including scores and comments, was
provided to the GDG cervical cancer workgroup for review.
Although several shortcomings were identified during the re-
view process using the AGREE Il tool, the methodological assess-
that the

recommendations and rationale were clearly articulated and sup-

ment concluded Enduring Guidelines Committee's
ported by suitable development methods. The recommendations
considered for endorsement were evidence-based, with extensive
summaries of the evidence on primary HPV test performance using
self-collected vaginal specimens versus clinician-collected cervical
specimens.

The GDG cervical cancer screening workgroup conducted a
content review of the Enduring Guideline Group's publication,
focusing on the two recommendations (Table 3) regarding the use of
self-collected vaginal specimens for cervical cancer screening that
were considered for endorsement. Based on the evidence considered
by the Enduring Guidelines Committee, the GDG cervical cancer

workgroup voted on whether to fully endorse the recommendations

Criteria for average risk (must fulfill all three)

1. Has a cervix (i.e., women or transgender men who have not undergone hysterectomy with removal of the cervix)

2. Asymptomatic (i.e., does not have abnormal bleeding or other symptoms concerning cervical cancer for which a more thorough workup is required)

3. Screening for the first time or has a history of all normal cervical cancer screening results in the past; OR has a remote history of abnormal results
that has been followed by a sufficient amount of normal testing that the individual fulfils criteria to resume routine cervical cancer screening based
on follow-up recommendations from the Risk-Based Management Consensus Guidelines (Perkins 2020, 2024%°2%),

Note: A the time of this report, the definition of average risk is not modified by whether an individual received human papillomavirus vaccination nor by

their current or past sexual history.
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TABLE 2 Patient scenarios that do not meet average-risk criteria: Recommendations for average-risk screening and screening exit do not

apply.

Guidelines recommended for

Patient scenario management (references)

Screening exit considerations

Self-collection considerations

Refer to the 2019 ASCCP Risk-
Based Management Consensus
Guidelines for Abnormal Cervical
Cancer Screening Tests and Cancer
Precursors (Perkins 2020,
2024%%%),

Surveillance after abnormal
screening test results without high-
grade disease (i.e., worst diagnosis
was CIN1/LSIL or negative/normal)

Refer to the 2019 ASCCP risk-
based management consensus
guidelines for abnormal cervical
cancer screening tests and cancer
precursors (Perkins 2020,
2024202%),

Surveillance after treatment or
resolution of high-grade disease/
cervical precancer (HSIL, CIN2,
CING, AlS)

Individuals with HIV or significant
iatrogenic immunosuppression (e.g.,
solid organ transplantation,
autoimmune disease on biologics)

Refer to the guidelines for the
prevention and treatment of
opportunistic infections in adults
and adolescents with HIV
(Clinicalinfo.HIV.gov 202122).

Refer to the ASCCP clinical
consensus: Screening
recommendations for clear cell
adenocarcinomas in people exposed
to DES in utero (Marcus 20242%).

In utero diethylstilbestrol (DES)
exposure

Refer to the ACOG committee’s
opinion. number 557: Management
of acute abnormal uterine bleeding
in nonpregnant, reproductive-aged
women (ACOG 201324

Symptoms of abnormal bleeding

History of cervical cancer Refer to the Society of Gynecologic
Oncology recommendations (Salani

2017%).

Exit may be considered if a patient
is 65 years or older and has at least
10 years of normal results after
their abnormal result.

Exit may be considered if a patient
is 65 years or older and has at least
25 years of normal results after
treatment.

Does not qualify for screening exit

Does not qualify for screening exit;
very limited data

Patients should undergo evaluation.
including assessment for both
cervical and uterine malignancy.

Patients should be followed initially
by a gynecologic oncologist who
determines long-term plan
regarding screening exit.

Clinician-collection is preferred,
self-collection is acceptable after
shared decision making.

Clinician-collection is preferred,
self-collection is acceptable after
shared decision making.

Does not qualify for self-collection

Does not qualify for self-collection;
vaginal cancers related to DES
exposure are not HPV-related.

Patients should undergo evaluation,
including assessment for both
cervical and uterine malignancy.

Patients should be followed initially
by a gynecologic oncologist who
determines long-term plan
regarding screening modalities.

Abbreviations: ACOG, American College of Obstetricians and Gynecologists; AlS, adenocarcinoma in situ, cancer; ASCCP, American Society of
Colposcopy and Cervical Pathology; CIN, cervical intraepithelial neoplasia; CIN2+, cervical intraepithelial neoplasia grade 2 or worse; CIN3,
adenocarcinoma in situ, cancer; HIV, human immunodeficiency virus; HPV, human papillomavirus; HSIL, high-grade squamous intraepithelial lesion; LSIL,

low-grade squamous intraepithelial lesion.

as stated; endorse the recommendations with commentary, quali-
fying statements, or exceptions for clarification; or reject them if
their judgments on the evidence and recommendations differed
significantly from those of the Enduring Guidelines Committee.

The draft endorsement statements were presented to the full
GDG for review, discussion, and approval and subsequently were
reviewed by four expert advisors to the GDG before submitting for

publication.

ACS guidelines and conflicts of interest

All participants in the guideline development process, including the
endorsement of an externally produced guideline, are required to
disclose all financial and nonfinancial (including personal, intellectual,

and practice-related) relationships and activities that could be

perceived as potential conflicts of interest in the development of
cancer screening and related guidelines (see Supporting Materials).?¢
Disclosures from ACS staff and GDG members are made available to all
committee members for review. The chairpersons of the ACS GDG and
the cervical cancer screening workgroup were responsible for ensuring
that balanced perspectives were considered during discussions and

decision making.

The Enduring Guidelines Committee
recommendations and ACS endorsement
ACS content review

The content review assessed the two recommendations considered

for endorsement and the extent to which the available evidence
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TABLE 3 Summary of American Cancer Society-endorsed recommendations.

The American Cancer Society endorses the Enduring Consensus Cervical Cancer Screening and Management Guidelines Committee recommendations
for self-collected vaginal specimens for HPV testing according to current FDA approvals.

The recommendations apply only to average-risk individuals (see Table 1 for definition of average risk and Table 2 for high-risk clinical situations).
Recommendations* for self-collected vaginal specimens for cervical cancer screening:

1. Clinician-collected cervical specimens are preferred, and self-collected vaginal specimens are acceptable for cervical cancer screening.
2. When self-collected vaginal specimens are HPV-negative in the screening setting, repeat testing in 3 years is recommended.

*Recommendations only apply to tests (collection kits and HPV assays) with an FDA indication for primary HPV screening using self-collected vaginal
specimens. Note: Tests and collection devices should be used in the settings for which they have FDA approval (in a clinical setting or at home).
*Recommendations are intentionally conservative to provide a margin of safety during the initial implementation of self-collection in the United States.
This may be updated if long-term follow-up data indicate that the incidence of CIN3+ after a negative self-collected screen is sufficiently low to

warrant a 5-year testing interval.

Abbreviations: CIN3+, cervical intraepithelial neoplasia grade 3 or worse; FDA, US Food and Drug Administration; HPV, human papillomavirus; HSIL,
high-grade squamous intraepithelial lesion; LSIL, low-grade squamous intraepithelial lesion.

supports the recommendation. In the evaluation of the content and
evidence presented for the two Enduring Guideline Committee rec-
ommendations, the GDG members considered the following

questions:

o Are the results of the studies supporting these recommendations
interpreted and applied according to the GDG's judgments about
the data?

e |s the evidence presented in support of each recommendation
sufficient?

o Are the recommendations clear, and will they be easily understood
by the intended audience?

e |s the assessment of the balance between benefits and harms
acceptable as reflected in the recommendations, and how confi-
dent is the GDG in the underlying estimates of effect?

e Do the recommendations adequately take into consideration pa-

tient values and preferences?

Upon completing the content review, the GDG concluded that
the quality, strength, and consistency of evidence related to self-
collected vaginal samples (Table 4) supported the conclusion that
the benefits of self-collected vaginal specimens for cervical cancer
screening outweigh the limited harms.*°-3¢ The GDG elected to fully
endorse the recommendations for self-collection from the Enduring
Guidelines Committee without qualifying statements or exceptions
and thus to update the ACS guideline to include self-collected vaginal
specimens for primary HPV testing as a valid option for cervical

cancer screening.

Recommendations and rationale

1. Enduring guidelines: Clinician-collected cervical specimens are
preferred and self-collected vaginal specimens are acceptable for
cervical cancer screening

Historically, clinician-collected cervical samples for cytology testing
have served as the benchmark for cervical cancer screening. With the
emergence of newer screening strategies—first co-testing (cytology

combined with HPV testing) and, later, primary HPV testing alone—
clinician-collected specimens have remained the standard of care in
the United States. These approaches have proven effective,
contributing to nearly 80% of women participating in regular cervical
cancer screening and a reduction in cervical cancer mortality by
>50% in the past 50 years.®

HPV testing using self-collected vaginal specimens has been
extensively evaluated in studies among varied populations in the
United States and around the world.2%313337-3% The findings from
these studies indicate that HPV testing with polymerase chain re-
action (PCR) using self-collected vaginal specimens demonstrates
similar sensitivity and specificity compared with clinician-collected
specimens. High-quality evidence from multiple systematic reviews
and meta-analyses supports the use of self-collected vaginal speci-
mens for PCR-based HPV testing as an acceptable alternative, of-
fering comparable sensitivity and specificity to clinician-collected
specimens for detecting high-risk HPV infections and associated
cervical precancer.’? The evidence establishes the clinical validity
and reliability of self-collected vaginal specimens for HPV testing and
supports their inclusion in cervical cancer screening guidelines.

Implementation of self-collection of vaginal samples for cervical
cancer screening also has the potential to improve screening partici-
pation among individuals who face barriers to traditional screening
methods.*® There is evidence that using at-home, self-collected
vaginal specimens or offering patients a choice of collection
methods in a clinical setting increases uptake of primary HPV testing
for cervical cancer screening.*® One systematic review reported that,
in 40 of 42 studies, self-collected primary HPV testing increased the
proportion of participants completing cervical cancer screening
(range, 2%-63%).** Moreover, screening rates were generally greater
among individuals who were underscreened or from traditionally
underscreened populations.** As such, self-collection provides a
viable and evidence-supported option within cervical cancer screening
programs to enhance access, equity, and adherence.

Cervical specimen collection by a clinician, however, is the
preferred sampling protocol for cervical cancer screening because of
its established performance across all screening modalities. Clinician-
collected specimens provide direct access to the transformation zone
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TABLE 4 Summary of key studies.

Place of self- Agreement between
collection Sensitivity (self- self-collected and
Type of (home or collected vs. clinician- clinician collected

Study (reference) Sample size study clinic) collected) samples Key takeaway

Meta-analysis, >154,000 Meta- Home and 76% vs. 91% (CIN2+) - PCR-based self-collected tests

multiple analysis clinic were comparable to clinician

platforms (Arbyn collected tests; self-collection

2014%9) showed lower sensitivity.

Meta-analysis, 10,071 Meta- Home and - 88.7% overall Most studies showed strong

multiple analysis clinic agreement; 90.4% concordance between self-

platforms (Arbyn overall agreement for collected and clinician-

20223 PCR-based tests collected samples for
detecting high-risk HPV types,
particularly PCR-based
assays.

SCoPE study, 303 National Clinic Relative sensitivity self- 83%-99% agreement Reliable across multiple HPV

2020 (Saville program collected 80%-100% assays

2020%?) (high-risk HPV types)

Netherlands >487,000, of National Home Modeled relative — Slightly lower sensitivity of

study, 2017- whom 30,000 program sensitivity self-collected self-collected vs. clinician-

2018 (Inturrisi had self- 91% (CIN2+) and 94% collected samples in rollout of

2021%%) collection (CIN3+) a national program

Roche cobas 218 Diagnostic  Clinic 92.8% vs. 92.8% - Equal efficacy in detecting

(Asciutto 2017°%) accuracy (HSIL/AIS) high-grade lesions

BD Onclarity 300 Regulatory Clinic 90.3% vs. 89.2% (CIN2+) — The sensitivity of the self-

(Martinelli trial collected samples for

2024%) Diagnostic detecting CIN2+ lesions was

accuracy comparable to that of

clinician-collected samples.

Teal Wand 599 Regulatory Clinic 96% vs. 96% (CIN2+) — High accuracy and user

(Fitzpatrick trial (simulated preference for self-collection

2025%¢) home

environment)

Abbreviations: AlS, adenocarcinoma in situ; CIN2+, cervical intraepithelial neoplasia grade 2 or worse; CIN3+, cervical intraepithelial neoplasia grade 3
or worse (adenocarcinoma in situ, cancer); HSIL, high-grade squamous intraepithelial lesion; LSIL, low-grade squamous intraepithelial lesion; PCR,

polymerase chain reaction.

of the cervix, the primary site of HPV-related precancerous lesions;
therefore, the same sample can be used for both HPV testing and
subsequent cytologic evaluation of an HPV-positive result. Because
self-collected vaginal specimens do not directly capture cells from the
cervix, a positive HPV test result from self-collected vaginal specimens
requires a follow-up speculum examination to obtain clinician-
collected cervical cytology samples for triage in most cases.?° In
addition, although clinician collection is adequate to screen all patients,
self-collection requires assessing patient eligibility to ensure that pa-
tients with HIV/immunosuppression, exposure to diethylstilbestrol in
utero, or a history of cervical cancer are offered appropriate testing
(Table 2).

2. Enduring guidelines: When self-collected vaginal specimens are
HPV-negative in the screening setting, repeat testing in 3 years is
recommended

The evidence evaluating the concordance between self-collected

vaginal and clinician-collected cervical specimens for the detection

of cervical precancer is somewhat heterogeneous. Some studies
demonstrate equivalent sensitivity, whereas others report a modest
reduction in sensitivity for self-collected samples.®%313342 variability
in findings is attributable to differences in study populations, sam-
pling devices, sample processing protocols, and the specific HPV as-
says cross-sectional data

used. Despite this heterogeneity,

summarized in multiple systematic reviews support a 3-year
screening interval after a negative HPV test result from a self-
collected vaginal specimen when PCR-based assays are used.*?*3

Currently, 5-year longitudinal risk data after a negative self-

collected HPV test result are limited.**

This evidence gap poses a
challenge because long-term risk estimates are essential for deter-
mining appropriate screening intervals and ensuring that self-
collection strategies provide a level of safety comparable to
clinician-collected testing. Therefore, in alignment with risk-based
screening principles, a 3-year screening interval is recommended to
ensure patient safety while longer term data in the US accrues. This

interval may be reconsidered and extended to 5 years if future
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evidence supports the clinical equivalence of self-collected vaginal
specimens with clinician-collected cervical specimens for long-term
risk prediction.

Self-collected vaginal specimens that test negative for HPV using
an FDA-approved, PCR-based assay provide reassurance that the
risk of cervical precancer or cancer is sufficiently low to support a 3-
year screening interval. This recommendation is consistent with risk-
based management principles and parallels the follow-up interval
recommended for HPV-negative results obtained from clinician-
collected cervical specimens in primary HPV screening.?! Evidence
from large cohort studies and meta-analyses demonstrates that the
negative predictive value of self-collected HPV testing with validated
PCR assays is high and is comparable to that of clinician-collected
samples.*?>*® Therefore, average-risk individuals who test negative
for high-risk HPV on a self-collected sample can defer further
screening for 3 years with assurance, maintaining both effectiveness
and efficiency in cervical cancer prevention. Importantly, adopting
this approach supports broader screening access and adherence
while maintaining safety and alignment with established clinical

standards.

Clarification of ACS guideline recommendation to
discontinue cervical cancer screening

The ACS 2020 guideline found sufficient evidence of a favorable
balance of benefits and harm when stopping screening if an individual
aged 65 years or older meets the following criteria: no history of
cervical intraepithelial neoplasia grade 2 or more severe disease within the
past 25 years and documented, adequate, negative prior screening in the
10-year period before age 65 years, with adequate screening defined as
two consecutive negative primary HPV tests, two consecutive negative co-
tests, or three consecutive negative cytology tests within the past 10
years, with the most recent test occurring within the recommended in-
terval for the test used.* Likewise, other organizations acknowledge
that it is reasonable for some individuals to stop cervical cancer

screening, but they stress the importance of doing so on an individual
basis and only if the above criteria are met.>°

It is critical that the guidance for exiting screening be clear and
easily implemented to maximize the benefits of screening and mini-
mize harm. In the United States, approximately one in four cervical
cancers occurs in women older than 65 years, and their mortality is
double that of younger women.** Studies of cervical cancer screening
uptake demonstrate that screening use decreases with age, with in-
dividuals aged 60-64 years less than one half as likely to be screened
as those aged 30-39 years.** Nonadherence to screening recom-
mendations at older ages also contributes to the discrepancies be-
tween models that predict low cancer rates after screening exit—
which assume perfect adherence to screening—and real-world
experience.?” Studies of adherence to exit screening guideline rec-
ommendations indicate substantial underscreening during the years
before screening exit, with only one in three women aged 64-66
years fulfilling criteria to discontinue screening.*® Furthermore,
lower rates of follow-up colposcopy in practice increase the risk of
undetected abnormalities progressing to cancer.** Women who do
not fulfill exit criteria before age 65 years have a two-fold risk of
developing cervical cancer before age 85 years compared with those
who have been adequately screened.>®

The 2020 ACS guideline recommendation language regarding
exiting criteria for cervical cancer screening has been viewed by
many as difficult to interpret and challenging to operationalize in the
clinical practice, largely because of the limited availability of com-
plete screening records for many patients.’! Existing recommenda-
tions that specify to “discontinue screening if” require clinicians to
verify prior screening history before making a decision, which,
although conceptually sound, often impedes implementation and may
result in missed opportunities for appropriate screening.®! In
consideration of these factors, the GDG updated the wording for the
ACS recommendations for exiting cervical cancer screening for in-
dividuals aged 65 years and older as follows: to qualify for discon-
tinuation of screening, the ACS recommends that an average-risk
woman, or an individual with a cervix at average risk, should have

TABLE 5 Updated American Cancer Society recommendation for exiting cervical cancer screening.

To qualify for discontinuation of screening, the ACS recommends an average-risk woman, or individual with a cervix at average risk, have negative
primary HPV tests (preferred) or negative co-testing using HPV tests and cytology (acceptable) at ages 60 and 65 years. If primary HPV tests or co-
testing are not available, three consecutive negative cytology (Pap) tests at the recommended screening interval with the last test at age 65 years are

acceptable.

Screening should continue until two consecutive negative, primary HPV tests (preferred), or co-tests are obtained. Alternatively, three consecutive
negative cytology (Pap) tests at the recommended 3-year interval are acceptable. If self-collected vaginal specimens are used for HPV testing, the 3-
year testing interval should be followed. Although the resultant ages of testing may deviate slightly from the 60-year and 65-year age marks, these tests
should follow the recommended screening intervals for that modality, with the last test at age 65 years or older.

e Cervical cancer screening may be discontinued by individuals of any age with limited life expectancy.
e Screening is not recommended for individuals who have undergone hysterectomy with removal of the cervix for benign indications.
e Individuals should continue screening after age 65 years if they have the following risk factors (see Table 2):

a. HIV-positive or immunosuppression;

b. History of a positive HPV test or abnormal cytology (Pap test) result of low-grade squamous intraepithelial lesion or higher in the past 10 years;
c. History of cervical precancer in the past 25 years (cervical intraepithelial neoplasia grade 2 or grade 3 or adenocarcinoma in situ); and/or
d

. History of cervical cancer at any time.

Abbreviations: ACS, American Cancer Society; HIV, human immunodeficiency virus; HPV, human papillomavirus; Pap, Papanicolaou.
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negative primary HPV tests (preferred) or negative co-testing using
HPV tests and cytology (acceptable) at ages 60 and 65 years. If HPV
tests or co-testing are not available, then three consecutive negative
cytology (Pap) tests at the recommended screening interval with the
last test at age 65 years are acceptable (for details, see Table 5). If
self-collected vaginal specimens are used for HPV testing, the 3-year
testing interval should be followed. Adhering to the recommended
screening interval for the test used is important, even if the resultant
ages of testing deviate slightly from the 60-year and 65-year marks,
provided that the last test occurs at an age no younger than 65 years.
This approach prioritizes risk-based management over rigid age

cutoffs, offering flexibility while maintaining patient safety.

DISCUSSION

Cervical cancer is a highly preventable disease, and, although age-
adjusted rates for new cervical cancer cases have been stable over
2013-2022,°? recent trends reveal concerning increases in rates in
some population subgroups.>® This is attributable in part to inade-
quate screening and follow-up, including a documented decline in
screening participation in recent years.>*>> Recent reports indicate
that up-to-date cervical cancer screening rates have declined since
2021 and, notably, have not rebounded in the postpandemic period,
with this downward trend persisting in 2023 data.>® Cervical cancer
incidence and mortality are significantly higher among underserved
populations, including people living in rural or medically underserved
areas, individuals from minoritized racial and ethnic groups, and
those with lower socioeconomic status.>¢™¢?

Self-collection of specimens for HPV testing offers a promising
strategy to help improve disparities in screening by reaching more of
those who need it, with one study of self-collection noting a doubling
of screening uptake among under-screened patients in the United
States.*® Self-collection can overcome screening barriers related to
patients (e.g., discomfort, cultural factors), clinicians (e.g., some pri-
mary care providers do not perform pelvic examinations), and sys-
tems (e.g., lack of appointments). Currently, for those with negative
HPV test results from self-collected vaginal specimens, repeat
screening is recommended in 3 years. Recommending repeat testing
at 3 years rather than 5 years provides a margin of safety to allow
additional data to accrue on the real-world performance of HPV self-
collection in the United States, at which time screening intervals can
be re-assessed.*’

In addition to the potential benefits of self-collection of vaginal
specimens for HPV testing, self-collection also raises some important
implementation concerns related to communication about eligibility,
patient workflows, and system capacity. Current guidelines for high-
risk individuals (see Table 2), including those with immunosuppres-
sion, recommend both HPV and cytology testing for screening;

cytology cannot be performed on self-collected vaginal specimens.

Therefore, it will be important to clearly inform these patients that
self-collection is not a recommended option for cervical cancer
screening. In addition, self-collection will necessitate new clinical
workflows and tracking procedures. Because laboratories cannot
perform cytology testing from a self-collected vaginal specimen,
implementation of self-collection will create a category of patients:
those who test HPV-positive and require a second visit to obtain a
clinician-collected cervical specimen for cytology or p16/Ki67 dual
stain (hereafter referred to as dual stain) to determine whether col-
poscopy is needed.

By contrast, when a screening specimen is collected from the
cervix by a clinician, if the HPV test is positive, the laboratories can
perform the cytology test or dual-stain test from the original spec-
imen. In an average-risk screening population, approximately 10%-
15% of individuals will test HPV-positive. Approximately one half of
them will have a negative cytology or dual-stain result, for which
repeat testing is recommended in 1 year.%? In a hypothetical popu-
lation with a 10% HPV-positive rate, approximately 5% of patients
would have positive cytology or dual-stain testing and would require
colposcopy, and 5% would have negative cytology or dual-stain
testing and return in 1 year. Thus, when clinician-collected cervical
specimens are used, approximately 5% of the screening population
will need immediate follow-up. In contrast, when self-collected
vaginal HPV testing is used, all patients with HPV-positive results
(10% of our hypothetical population) will need immediate follow-up
either for cytology, dual-stain testing, or colposcopy.®®

Wide implementation of self-collection can be expected to
improve cervical cancer screening rates, especially in unscreened and
underscreened populations. Although this increase is desirable,
introducing additional follow-up clinical appointments into the
pathway will likely generate greater demand for clinical resources
and may strain existing systems. This has the potential to create
barriers to timely screening and follow-up of positive results if
additional resource needs are not anticipated and addressed. Thus it
is important to anticipate the need for increased capacity to meet
this greater demand, particularly tracking systems to ensure reliable
patient callbacks and coordination of in-person visits.

Although the opportunity for self-collection of vaginal speci-
mens at home can address barriers to care and expand access to
cervical cancer screening, its broader implementation will require
further evaluation to assess real-world effectiveness and address
any shortcomings that are identified. At the time of this publication,
the widely available HPV test kits for self-collected vaginal speci-
mens are designed to be used within health care settings, with or-
ders initiated by the patient's primary care or gynecology provider,
results are to be integrated directly into the electronic health re-
cord, and health maintenance tracking is to be facilitated through
existing clinical workflows. This integration allows for streamlined
follow-up, minimizes manual record entry, and ensures that

screening and management remain aligned with the patient's
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referring clinician. The only FDA-approved option for at-home
collection at the time of this publication, the Teal Wand, currently
has limited availability and is offered through a proprietary tele-
health primary care service.'®

At-home self-collection for HPV testing is being evaluated in the
National Cancer Institute-sponsored Self-Collection for HPV Testing to
Improve Cervical Cancer Prevention (SHIP) trial—a national, multi-
center study conducted at 25 sites across the United States.®* The
trial objectives include determining whether self-collected vaginal
specimens yield accuracy on HPV detection comparable to clinician-
collected cervical specimens. Results from the SHIP trial are ex-
pected to provide robust, US-based evidence on the performance of
unsupervised, at-home self-collection and will inform future guide-
line recommendations for primary HPV-based cervical cancer
screening.

It is not clear when additional options for self-collection at home
will become available or whether self-collection in health care set-
tings will increase or diminish once more home testing options
become available. Regardless, it is important that there is an ongoing
evaluation of self-collection to assess real-world effectiveness, any
fragmentation of care, or persistent loss to follow-up among in-

dividuals with positive test results.

Lack of screening is especially concerning among post-
menopausal women who may stop seeking gynecologic care,
including cervical cancer screening examinations. Low screening
rates among this population contribute to higher cervical cancer
incidence and mortality among women aged 65 years and older. The
exit screening criteria developed in 2012, although sensible, were
complex and placed too much emphasis on a look-back at 10 years of
medical records at age 65 years, a cumbersome activity which, in the
United States, is difficult to achieve because records may be un-
available.>* Thus these prior guidelines are very difficult to imple-
ment in practice and have not resolved the problem of inadequate
screening in this age group. Emphasizing a simple but specific,
forward-looking approach more feasibly lays the foundation for de-
cision making for exiting screening. This observation prompted the
proactive ACS guideline recommendation contained herein—perform
HPV testing at ages 60 and 65 years as the preferred strategy for
fulfilling criteria for discontinuing screening. This wording retains the
evidence and logic framework of prior guidelines, but we believe that
these recommendations will be easier for clinicians and patients to
understand and implement in practice.

Our goal with this guideline revision is to further expand and
simplify cervical cancer screening in the United States to move toward
our goal of the elimination of cervical cancer as a public health prob-
lem. Data indicate a 90% reduction in cervical cancer among women
who received HPV vaccination before age 17 years, with significantly
reduced effectiveness for vaccination at older ages.65 However, some
women were ineligible for vaccination because of their age at the time
of vaccine introduction, and others remain unvaccinated for various
reasons; all women and individuals with a cervix who reach adulthood

without receiving HPV vaccination will continue to require cervical

cancer screening. If all eligible patients with a cervix have access to and
avail themselves of primary and secondary preventive strategies, with
the technologies we have today, including HPV vaccines, clinician-
collected and self-collected primary HPV screening tests, and
improved diagnostic and treatment modalities, achieving the elimina-
tion goal for cervical cancer is within our reach in the United States.®®
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