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Polling Question

Please select the option that best describes you:
1. Colposcopist

2. Physician or advanced practice clinician, not
a colposcopist

3. Registered Nurse

4. Clinical support staff, health educator, or
social worker

5. Administrative role
6. | do not work in a clinical setting



Disclosures

= Cason

= ASCCP board of directors
= Merck

= Policar

= None related to this talk
= Planners

= None



Objectives

Describe the risk-based paradigm for managing
abnormal cervical cancer screening test results.

Explain how risk-thresholds guide the clinical
actions of immediate treatment, colposcopy, and
short-interval follow up

Demonstrate use of the ASCCP app to apply the
new guidelines to patient care



Outline

= Welcome and Introductions
= A Roadmap through the 2019 Guidelines

= Guideline content (emphasis on guiding principles and
how the 2019 guidelines differ from the 2012
guidelines

= (QObtaining and using the ASCCP APP

= [mplementation of the 2019 Guidelines in your
practice

= Questions and answers



What's In the 2019 ASCCP
Guidelines?




2019 ASCCP Risk-Based Management
Consensus Guidelines

SECTION D
A. Executive summary
B. Introduction B
C.  Guiding principles

D Methods



Section E. Paradigm Shift:
Clinical Action Thresholds (CATs)

Recommendations for

E.1 Surveillance

E.2 Colposcopy

E.3 Treatment

E.4 Clinical situations leading to recommendation



Section F: Updates Related to
Pathology Reporting and Lab Tests

F.1  2-tier LAST terminology (histologic LSIL/HSIL)

F.2 Primary HPV screening (replaces 2015 interim
guidance)

F.3 Statement on HPV tests



Section G: Management of
Rare Cytology Results

G.1 AGC or adenocarcinoma in situ (AlIS)
G.2 Unsatisfactory cytology
G.3 Absent transformation zone on cytology

G.4 Benign endometrial cells in premenopausal
patients or benign glandular cells post-
hysterectomy



Section H: Colposcopy Practice
Standards and Exceptions to Colposcopy
Clinical Action Threshold

H.1 ASCCP Colposcopy Standards
H.2 Exceptions to colposcopy threshold



Section |: Management Based on
Histology (Biopsy) Results

.1 HSIL, not further specified
.2 HSIL (CIN 2 or CIN 3)

.3 CIN 2, and concerned about the potential effect of
treatment on future pregnancy outcomes

.4 LSIL (CIN 1) or less, preceded by ASC-H or HSIL

cytology
.5 LSIL (CIN 1) diagnosed repeatedly for at least 2 years

.6 AIS (Adenocarcinoma in-situ)



Section J. Surveillance After
Abnormalities

J.1

J.2
J.3

J.4

Tests and testing intervals when managing
abnormal results (HPV-alone preferred)

Short-term follow-up after treatment for HSIL

_ong-term follow-up after treatment for high-grade
nistology or cytology

_ong-term follow-up after LSIL without evidence
of histologic or cytologic high-grade abnormalities



Section K: Management of
Special Populations

K.1  Younger than 25 years old
K.2 During pregnancy
K.3 Immunosuppression

K.4 Older than 65 years with a history of prior
abnormalities







19 Participating Organizations

Medical Professional Societies

= ASSCP Federal Agencies

= American Academy Of Family Physicians * Centers for Disease Control &
= American Cancer Society Prevention

=  American College Of Nurse-Midwives = National Cancer Institute

=  American College Of Obstetricians and
Gynecologists

= American Society For Clinical Pathology

= American Society Of Cytopathology

Patient Advocacy Organizations
American Sexual Health

= College Of American Pathologists ASSO,CIatlon
= Nurses For Sexual And Reproductive : CeI.'V|vor .
Health = Latino Cancer Institute

= Nurse Practitioners In Women’s Health Team Maureen
= Papanicolaou Society Of Cytopathology

= Society Of Gynecologic Oncology

= Women Veterans Health Strategic

Healthcare Group






Screening distinguishes normal from abnormal

\ 4

Colposcopy with hiopsy detects high grade disease Treating

¥

prevents cancer

\ 4

Goal of screening is to detect high grade disease
and prevent cervical cancer



Definitions

= High grade disease/precancer: CIN 2, CIN 3, AIS
= Cotest: Hr HPV test plus cytology
= (Cytology: Pap test, pap smear

=  Primary HPV screening: Test for 14 high risk strains of
HPV with one of two FDA licensed tests
= Roche Cobas (Thin Prep or SurePath LB)

= BD Onclarity (SurePath LB)
= HPV-based testing: Cotesting or primary HPV testing

= Diagnostic testing: Use the same test(s) as screening
tests but done in response to abnormality



Patients Stratified into Risk Levels




Five-Year Return CAT

= Risk should be similar to that
of negative HPV test or cotest
In a screening population

= Five-year CIN3+ risk based
on the general population at
KPNC

= HPV alone = 0.14%
= Cotesting = 0.12%

Egemen D, et al.. (2020). Risk Estimates Supporting the 2019
ASCCP Risk-Based Management Consensus Guidelines. J
Low Genit Tract Dis; 24(2):132-143



Five-Year Return CAT

Guideline

= When patients have an estimated 5-year CIN3+ risk
of <0.15% based on past history and current test
results, return to routine screening at 5-year intervals
using HPV-based testing is recommended

*Note: HPV-based testing is cotesting or primary HPV
testing



Three-Year Return CAT

= Risk should be similar to that
of negative Pap testin a
screening population

= Five-year CIN3+ risks:

= (0.33% estimated in KPNC

= 0.45% projected in CDC
breast and cervical cancer
screening program

Perkins RB, et al. (2020) 2019 ASCCP Risk-Based Management
Consensus Guidelines for Abnormal Cervical Cancer Screening Tests
and Cancer Precursors. J Low Genit Tract Dis; 24(2):102-131.



Three-Year Return CAT

Guideline

When patients have an estimated 5-year CIN3+
risk 20.15% but <0.55% based on past history
and current test results, repeat testing in 3 years
with HPV-based testing is recommended

Note: HPV-based testing is cotesting or primary
HPV testing



Clinical Examples: Three-Year Return




One-Year Return CAT

Guideline

= When patients have an estimated risk of CIN3+
that is below the threshold for immediate
colposcopy

¢ <4.0%
= and above the 3-year follow-up threshold
¢ 20.55
repeat testing in 1 year with HPV-based testing

= Note: HPV-based testing is cotesting or primary
HPV testing



Clinical Examples of One-Year Return

Egemen D, et al.. (2020). Risk Estimates Supporting the 2019 ASCCP
Risk-Based Management Consensus Guidelines. J Low Genit Tract Dis;
24(2):132-143



Post-Colposcopy Results > One-Year Return

Pre-colposcopy |Colposcopy |Post-colposcopy Immediate
test result result test result CIN3+ risk

Low-grade* <CINZ2 HPV-positive NILM  2.0%
Low-grade* <CINZ2 HPV-positive 3.1%
ASCUS/LSIL

“low-grade defined as HPV+/NIIM, ASC-US, or LSIL cytology

Egemen D, et al.. (2020). Risk Estimates Supporting the 2019 ASCCP
Risk-Based Management Consensus Guidelines. J Low Genit Tract Dis;
24(2):132-143



Fundamental Concept #1: The longer an HPV
infection has been present, the higher the risk
of pre-cancer and cancer

Time matters

Type matters (HPV 16 and 18 are most
dangerous)

Other factors don’t matter if you know about HPV

Clinical Tip: Colposcopy is always needed
following two consecutive positive HPV tests



Most HPV infections become undetectable in
1-3 years those that persist cause CIN3+
over time

Rodriguez AC, et al.. (2008) Rapid clearance of human papillomavirus and implications for clinical
focus on persistent infections. J Natl Cancer Inst; 100(7):513-7.



Precancer and Cancer Increase Markedly When
nfections Persist for 5 Years or More

McCredie, M. R. et al.. Natural history of cervical neoplasia and risk of invasive cancer in women with
cervical intraepithelial neoplasia 3: a retrospective cohort study. The Lancet. Oncology, 2008, 9(5), 425-434.



New Guidelines Prefer HPV Testing for Follow Up

= Surveillance with cytology alone is acceptable
only if testing with HPV or cotesting Is not feasible

= Cytology is less sensitive than HPV testing



New Guidelines Prefer HPV Testing for Follow Up

When testing with HPV

or cotesting is Cytology is.

recommended in 1 year - recommended in 6
months

When 3-year intervals # Cytology is

are recommended for recommended

HPV or cotesting annually



Fundamental Concept #2:
Management Is Based on Risk, Not Results

= Recommendations are based on a patient’s risk of
CIN3+ determined by a combination of current
results and past history (including unknown history)

= The same current test results may yield different
management recommendations depending on the
history of prior test results, recent results, and other
risk factors



Patients Stratified Into Risk Levels

Perkins RB, Fuzzell LN, et al. (2020) Incorporating Stakeholder Feedback in Guidelines Development for
the Management of Abnormal Cervical Cancer Screening Tests. J Low Genit Tract Dis; 24(2):167-177.



Validation of Risk and Risk-based Management

= Kaiser Permanente Northern California (KPNC) cohort
(~1.5m)

= New Mexico HPV Pap Registry (450k, previous study)
= CDC NBCCEDP — well-screened (~200k)

= CDC NBCCEDP - rarely/never/unknown screened
(~150k)

= BD Onclarity Trial (~30k with genotyping)



2019 Management Guidelines Colposcopy
Threshold

= When individuals have an estimated immediate risk
of CIN3+ of 24.0% based on prior history and current
results, referral to colposcopy is recommended



Patients Stratified Into Risk Levels

Perkins RB, Fuzzell LN, et al. (2020) Incorporating Stakeholder Feedback in Guidelines Development for
the Management of Abnormal Cervical Cancer Screening Tests. J Low Genit Tract Dis; 24(2):167-177.



Immediate CIN3+ Risk by Co-test (KPNC)

Cheung LC, Egemen D, Chen X, et al.. (2020) 2019 ASCCP Risk-Based Management Consensus
Guidelines:Methods for Risk Estimation, Recommended Management, and Validation. J Low Genit Tract Dis;
24(2):90-101.



Documented Prior Negative HPV (KPNC)

HSIL+ 32.28 48.86
Pos ASC-H 13.56 25.73
Neg HSIL+ 13.80 25.21

LSIL/ASCUS

Pos ASC-US 2.10  no longer meets 4.27
Pos LSIL 203  Cglposcopy 4.45
Pos NILM 0.74 2.13
Neg LSIL 0.44 1.05
Neg ASC-US 0.014 0.04
Neg NILM 0.001 0.002

Egemen D, et al.. (2020). Risk Estimates Supporting the 2019 ASCCP Risk-Based Management Consensus
Guidelines. J Low Genit Tract Dis; 24(2):132-143






Key Change: Colposcopy Can Be Deferred for
Certain Patients

Following minor screening abnormalities with low risk
of underlying CIN3+ repeat HPV testing or cotesting
at 1 year is recommended

Low-grade cytologic abnormalities (ASCUS, LSIL)
often reflect an incident HPV infection

Low-grade abnormalities following a documented
negative screening HPV test or cotest are highly likely
to represent a transient HPV infection



Impact of HPV Type With Prior Negative HPV
Test (KPNC)

"HPV-16 positive ASC-US and LSIL still exceed 4% threshold

Cheung LC, Egemen D, Chen X, et al.. (2020) 2019 ASCCP Risk-Based Management
Consensus Guidelines: Methods for Risk Estimation, Recommended
Management, and Validation. J Low Genit Tract Dis; 24(2):90-101.



Safer: Define High Risk Patients to Focus
Resources

High-risk concepts similar to 2012 guidelines:

= Histologic HSIL (CIN2+) on biopsy remains the
threshold for treatment in the general population

= CIN3 should always be treated (except in
pregnancy)
= CINZ2 has the option of treatment or observation with

colposcopy/biopsy for those concerned with
treatment effects on future pregnancy



Safer: Define High Risk Patients to Focus
Resources

High-grade cytology with HPV 16 are highest risk
= >75% risk of any precancer (histologic HSIL or CIN2+)
= >60% risk of highest-grade precancer (CIN3+)

Demarco M, Egemen D, Raine-Bennett TR, et al.. (2020) A study of partial human
papillomavirus genotyping in support of the 2019 ASCCP Risk-Based Management
Consensus Guidelines. J Low Genit Tract Dis; 24(2):144-147.



CATs for Expedited Treatment Without
Confirmatory Colposcopic Biopsy

Immediate risk of pre-cancer (CIN 3+)
= <25%: Level below which colposcopy and biopsy preferred

= 225-59%: Immediate excisional treatment or treatment after
colposcopy with biopsy confirmation are acceptable

= >60%: Immediate excisional treatment is preferred,
treatment after colposcopy with biopsy confirmation is
acceptable

*Not recommended for patients age <25 and pregnant women



2019 Management Guidelines Highest Risk
Patients Receive Expedited Treatment

= Excisional treatment for patients at high risk of
pre-cancer without requiring confirmatory biopsy



Changes to Follow-up After Treatment of CIN 2/3

= HPV-based testing at 6 months, then annually for 3
years

= Continued surveillance with HPV testing or cotesting at
3-year intervals for at least 25 years

= Continued surveillance at 3-year intervals beyond 25
years is acceptable for as long as the patient’s life
expectancy and ability to be screened are not
significantly compromised by serious health issues

Note: 2012 Guidelines recommended return to 5-year screening intervals and did not specify when
screening should cease. New evidence indicates that risk remains elevated for at least 25 years, with
no evidence that treated patients return to risk levels compatible with 5-year intervals.



Special Situations: HPV18, HPV-Negative
AGC, and ASC-H

= Disproportionately important for invasive cancer

= Using medium-term risk of CIN3+ does not lead to
colposcopy using CAT of 4% risk

= Consider absolute risk of cancer in addition to risk
of precancer for safety



Enduring: Defined Risks for Referral to
Colposcopy and Treatment

2019 Guidelines Framework designed to preserve
cancer prevention while decreasing unnecessary
colposcopy in the setting of:

Decreasing CIN3+ prevalence as vaccinated
populations age into screening cohorts

Decreasing CIN3+ prevalence as populations
undergo multiple rounds of HPV-based screening



Enduring: Accommodates New Tests In
Development




Enduring: Accommodates New Tests In
Development

Establishment of risk-based thresholds means that
new tests can be elevated against existing thresholds
instead of making new algorithms for each new test

Test characteristics will be objectively compared to
existing CATs

Standardized, transparent clinical guidance will
logically follow from test characteristics and existing
consensus thresholds

Reduces the need for interim guidance and frequent
consensus conferences






Personalized Risk-Based Management

= Most important risk for CIN 2/3+ is a persistent Hr HPV
infection

= When successive rounds of cervical screening are done with
HPV-based testing (HPV alone or cotesting), it is possible to
determine whether persistent HPV infection is present

= |ntegrated into CIN 3+ risk estimations that determine
management decisions

= Tailored to the individual, rather than relying on the “generic”
algorithms that were used in the earlier consensus guidelines






https://www.asccp.org/mobile-app







Enter

demographics

v

v Yy

If no clinical
situation is selected,
the App reverts to
most recent.

Management of routine screening results

Return visit during pre-colposcopy
surveillance

Evaluation of a colposcopic biopsy

Management of results during post-
colposcopy surveillance

Follow-up after treatment
Special situation: Rarely screened patients

Special situation: Symptomatic patients

Special situation: Immunosuppressed patients






Defaults to: No

If there are no

prior results, click
Next. If there are
prior results, click
Yes and then add
results.




v

v
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If, at any time, you
want to start over
from the
beginning click on
Management.



Just a
confirmation

page




It provides a
percent risk and
recommendation

v

v

v



Hyperlink to the
article that
contains the
data upon which
the guideline is
based




Use this when the
person Is being
followed-up after
an abnormal

cytology and /or
HPYV result that
did not (yet...)
warrant
colposcopy



It provides a
percent risk and
recommendation



Use to get
recommendation
when pathology
results from the
colposcopy are
Known
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With Tremendous Thanks To:

= ASCCP

= Consensus voting participants
= KPNC team

= NCI statistical team

=  Steering committee members
=  Working group participants






Implementing the 2019 Guidelines

= Clinicians and staff doing patient follow-up: obtain App
= Update clinic protocols for screening and colposcopy
= Train / in-service staff on the 2019 Guidelines

= Inform patients who are under surveillance that they
will be managed based on updated guidelines

= Watch for updated coding and billing state family
planning programs, Title X, and commercial health
plans



Resources for Download




Sawaya G, et al.
JAMA October 2020;
324:1157-8






SF General Dysplasia Clinic

Zuckerberg San Francisco General Hospital Cervical Dysplasia Clinic Guidelines, 2021

Disclaimer: These guidelines are based on USPSTF (2018), ACOG (2016, 2020), ASCGP (2019) and SGO (2020) recommendations. They are provided
as an abbreviated version of the more detailed guidefines in an effort fo increase efficiency and ease of use. They are not an absolute substitution for the
more detailed guidance offered in the original source documents or for clinical judgment in the care of individual patients. '

Table 1: Cervical cancer screening as recommended E.r the USPSTF (201 a)ﬂm ACOG {2016t for averag&risk individuals®
e —

Age to begin
Method and interval, by age

Age to end

21 regardless of sexual history®
Ages 21-65: Cytology every 3 years
or
Ages 21-29: Cytology every 3 years
Ages 30-65: HPV testing with or without cytology every 5 years

Note: Must use an FDA-approved HPV test for primary screening (cobas, Onclarily)

65

| if 3 consecutive normal cytology results or 2 consecutive normal cytology plus HPV test results

within the prior 10 years, with the most recent normal test within the prior 5 years.©

®Average-risk defined as no prior diagnosis of cervical intraepithelial necplasia grade 2 or a more severe lesion, those who are not immunocompromised
(e.g., HIV infected) and those with no in ufero exposure to diethylstilbestrol (for whom annual cytology is recommended by ACOG).

*American Cancer Society (ACS, 2020) recommends beginning at age 25.

“ACS 2020 specifies no abnormal test results within the prior 10 years and adds the ending criterion of 2 consecutive negative HPV test results alone.
Note that screening continuation is advised for at least 25 years after treatment of CIN2 or 3, even if screening extends past age 65.

_Special populations

Pregnant

Screening as above.

After total hysterectomy, no prior CIN2+

Screening should not be performed.

After total hysterectomy, CIN2+ within
the prior 25 years

HPYV testing with or without cytology every 3 years for at least 25 years
or
Cytology annually for at least 25 years

Individuals with immunocompromise
(ACOG 2016: HIV infection, after solid-
organ transplantation; ASCCP 2019:
above plus after stem cell
transplantation; systemic lupus
erythematosus; rheumatoid arthritis
on medications; inflammatory bowel
disease on medications)

Age to begin: Within 1 year of onset of sexual activity or, if already sexually active,
within the first year after HIV diagnosis but no iater than 21 (regardless of sexual history)
Age to end: None
Method and interval, by age:
Ages 21-65: Cytology annually; after 3 consecutive normal cytology tests, may
screen every 3 years
or
Ages 21-29: Cytology annually; after 3 consecutive normal cytology tests, may
screen every 3 years
Ages 30-65: Cytology plus HPV testing every 3 years

Prior invasive cervical cancer

Surveillance as per gynecologic oncology protocols

Abbreviations: USPSTF, US Preventive Services Task Force; ACOG, American College of Obstetricians and Gynecologists, HPV, human papillomavirus;
CIN2+ cervical intraepithelial neoplasia grade 2, 2/3, 3, AlS or cancer.

Sawaya GF: Smith-McCune K; Lamar R. Parron-Burdick M, Finalized 17 Oct 2020, Do not use afler 31 Dec 2021



Questions?

For CE credit, first complete the evaluation
that opens once you leave this session.

At the end of the eval, you will get a link that
you will place into your browser to get to the
CE site and pay the $20 fee.

Questions? Contact us at
learningexchange@essentialaccess.org




Upcoming Events

Cervical Cancer Screening and Prevention Webinar Series

Webinar 3: Patient-centered Conversations About HPV and Abnormal Test Results: Evidence-
Based, and Efficient
December 4, 2020 - 12:00 PM - 1:30 PM

Webinar 4: Challenging Case Studies in the Implementation of the Risk Based Management
Guidelines
December 11, 2020 - 12:00 PM- 1:30 PM

Family Planning Health Worker Virtual Certification Training
Blends online modules and 4 instructor-led Zooms over a 4-week period
Thursdays in January and February 2021

Women’s Health Update 2021 Virtual Conference
March 2, 2021 — Mark your calendar!!

Register at essentialaccesstraining.org for these and other Online Courses and On-Demand
Webinars via our Learning Portal

Questions? Contact us at learningexchange@essentialaccess.org
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