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Updates 1n Cervical
Cancer Screening

From the 2019 ASCCP Management
Guidelines and beyond

Sarah Cokenakes PGY3
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Learning Objectives

1. To review the incidence of cervical cancer in the United States and the
relationship between the HPV virus and invasive cervical cancer.

2. Toreview the 2019 ASCCP guidelines and how they differ from 2012
guidelines.

3. Todiscuss use of technology to aid in appropriate decision making and
management.



Cervical Cancer
Background



Cervical Cancer in the United States?

(@ b | @ Centers for Disease Control and Prevention

CDC 24/7: Saving Lives, Protecting People™
Annual Rates of New Cancers, 1999-2017
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Data source - U.S. Cancer Statistics Working Group. U.S. Cancer Statistics Data Visualizations Tool, based on
November 2019 submission data (1999-2017): U.S. Department of Health and Human Services, Centers for Disease
Control and Prevention and National Cancer Institute; https://www.cdc.gov/cancer/dataviz, June 2020.




HPV and Cervical Cancer

High-risk HPV types are detected in >99% of cervical cancers.*

HPV16 and HPV18 are implicated in >70% of cervical cancers.?
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HPV Vaccination

June 2006: Quadrivalent (6, 11, 16, 18) HPV
vaccine approved. Gardasil, Merck.

October 2009: Bivalent (16, 18) HPV vaccine
approved. Cervarix, GlaxoSmithKline.

December 2014: 9-valent ( 6,11, 16, 18, 31, 33,
45, 52, 58) HPV vaccine approved. Gardasil-9,
Merck.

While vaccination against HPV in the United
States is not as common as vaccination against
other conditions, the projection is that rates of
CIN3+ and cervical cancer will continue to
decrease as our vaccinated cohort ages.

Quadrivalent HPV vaccine has been associated
with a substantially decreased risk of invasive
cervical cancer at a population level.®



Cervical Intraepithelial Neoplasia Progression

CIN1 CIN 2 CIN3 SCC

Mild dysplasia Moderate dysplasia Severe dysplasia Invasive carinoma




2012 ASCCP Consensus Guidelines®

e First cervical cancer screening guidelines to be based on the principle,
“Equal management for equal risk.”

e However, 2012 guidelines still relied to some degree on complicated,
result-based algorithms.

e “The key difference between 2019 guidelines and previous versions is the
change from primarily test-results based algorithms to primarily risk-based
guidelines.”



2019 ASCCP Guidelines



Essential Change
#1

Recommendations are based on risk, not results.



Expedited Treatment
Look at or Colposcopy

Immediate CIN3+ risk Acceptable

and find the correct 25-59%

(immediate CIN3+ risk)
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Colposcopy
Recommended
4-24%

Is
Immediate CIN3+
risk greater than or
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FIGURE 1. This figure demonstrates how patient risk is evaluated. For a given current results and history combination, the immediate
CIN 3+ risk is examined. If this risk is 4% or greater, imnmediate management via colposcopy or treatment is indicated. If the immediate risk is less
than 4%, the 5-year CIN 3+ risk is examined to determine whether patients should return in 1, 3, or 5 years.




Case #1

Patient A.A. is a 31y/0 F who is seeing you as a new patient for an annual visit.
She recently moved to Philadelphia from Georgia and does not have any of her
previous records with her. She says that it has been at least 5 years since her last
pap smear and does not remember if she has had any abnormal results in the
past.

You perform co-testing in the office and the results are: HPV+, ASCUS.

What do you tell this patient for follow-up?



TABLE 1A: Immediate and 5-Year Risks of CIN 3+ for Abnormal
Screening Results, When There Are No Known Prior HPV Test Results!

Current CIN 3+ Recommendation
Current cytology CIN 3+ immediate CIN 3+ 5-year Recommended confidence
HPYV result result n % cases risk, % risk, % Management score, %

HPV-negative =~ NILM 1,388,153 90 1,246 0.00 0.12 5-y follow-up 100
HPV-negative ASC-US 25,331 1.6 83 0.04 0.40 3-y follow-up 100
HPV-negative ~ LSIL 3,300 0.21 47 1.1 2.0 1-y follow-up 100
HPV-negative =~ ASC-H 791 0.05 26 34 38 Colposcopy” Special situation
HPV-negative =~ AGC 2,275 0.15 27 1.1 1.5 Colposcopy” Special situation
HPV-negative ~ HSIL+ 183 0.01 43 25 27 Colposcopy/treatment 53
HPV-negative ~ ALL” 1420033 92 0.01 0.14 5-y follow-up 95

HPV-positive  NILM 63,541 4.1 Q21 4.8 1-v follow-up 100
HPV-positive ASC-US 30,506 2.0 \& 4.4 7.3 Colposcopy 100
HPV-positive LSIL 23,659 1.5 4.3 6.9 Colposcopy 96
HPV-positive ~ ASC-H 3,766 26 33 Colposcopy/treatment 82
HPV-positive ~ AGC 977 26 35 Colposcopy/treatment” 80
HPV-positive ~ HSIL+ 3,980 49 53 Colposcopy/treatment
HPV-positive ~ ALL” 126,429

Total® 1,546,462
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FIGURE 1. This figure demonstrates how patient risk is evaluated. For a given current results and history combination, the immediate
CIN 3+ risk is examined. If this risk is 4% or greater, imnmediate management via colposcopy or treatment is indicated. If the immediate risk is less
than 4%, the 5-year CIN 3+ risk is examined to determine whether patients should return in 1, 3, or 5 years.




Colposcopy
ReS'L]_]_tS What do you tell this patient for

follow up?
CINT



Table 3: CIN 3+ 1-Year and 5-Year Risks Upon Receipt of
Colposcopy/Biopsy Results!

istory: Precolposcopy Colposcopic biopsy CIN3+ CIN3+ CIN3+5y Recommended
est result diagnosis n % cases l-yrisk, %  risk, % management

PV-positive NILM x2 <CIN 1 7,082 6.9 120 0.56 2.7 1-y follow-up
HPV-positive ASC-US <CIN 1 15,601 15 251 0.49 32 1-y follow-up
PV-positive LSIL <CIN 1 7,129 6.9 94 0.59 2.1 1-y follow-up (special situation)
<CIN 1 1,644 1.6 51 24 44 1-y follow-up“ (special situation)
<CIN 1 3,213 3.1 55 1.2 1.6 1-y follow-up“ (special situation)
<CIN 1 338 0.33 16 29 4.8 1-y follow-up” (special situation)

CIN 1 5.732 5.6 102 0.74 ;E 2.8 1-y follow-up
CIN 1 20,131 20 296 0.53 2.6 1-y follow-up
CIN 1 18,254 18 242 0.74 23 1-y follow-up
CIN 1 2,131 2.1 70 14 5.6 1-y follow-up (special situation)

CIN 1 947 0.92 22 1.3 3.8 1-y follow-up“ (special situation)
CIN 1 809 0.78 33 39 6.5 1-y follow-up” (special situation)

CIN 2 12,094 12 NA NA Treatment

CIN 3 6.836 6.6 NA NA Treatment
AIS 531 0.51 NA NA Treatment

Cancer 656 0.64 NA NA Treatment
Total 103,128 100
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FIGURE 1. This figure demonstrates how patient risk is evaluated. For a given current results and history combination, the immediate
CIN 3+ risk is examined. If this risk is 4% or greater, imnmediate management via colposcopy or treatment is indicated. If the immediate risk is less
than 4%, the 5-year CIN 3+ risk is examined to determine whether patients should return in 1, 3, or 5 years.




1 year follow up
reS'[_]_]_tS What do you tell this patient for

follow up?
HPV+ ASCUS



Table 4A: Immediate and 5-Year Risks of CIN 3+ Postcolposcopy at
Which CIN 2+ Was Not Found, After Referral for Low-Grade Results!

History: Current Current CIN 3+ Recommendatio
HPV cytology CIN 3+ immediate CIN 3 +5-y Recommended confidence
result result cases risk, % risk, % management score, %

HPV-negative NILM 32361 .55 3-y follow-up 99

HPV-negative ASC-US/LSIL 2,937 5.0 1-y follow-up 93
HPV-negative High grade” 149 0.25 ¢ Colposcopy  Special situation
HPV-negative ALL® 35,603 60 3-y follow-up 73

HPV-positive NILM 9,352 16 G 1-y follow-up
HPV-positive ASC-US/LSIL 12,843 22 4 1-y follow-up
FPV-positive 1gh grade : Z.

Total’ 58,936 100
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FIGURE 1. This figure demonstrates how patient risk is evaluated. For a given current results and history combination, the immediate
CIN 3+ risk is examined. If this risk is 4% or greater, imnmediate management via colposcopy or treatment is indicated. If the immediate risk is less
than 4%, the 5-year CIN 3+ risk is examined to determine whether patients should return in 1, 3, or 5 years.




Essential Change
#2

Repeat HPV testing or cotesting (rather than colposcopy) is recommended for patients
with minor screening abnormalities indicating HPV infection with a low underlying risk
of CIN3+.



Management of Women with Atypical Squamous Cells
of Undetermined Significance (ASC-US) on Cytology*

g

HPV Testing
Preferred

a N

HPV Positive HPV Nega"'ve Current CIN3+ CIN3+ Recommendatio!
(mam'is ) Current cytology CIN 3+ im.mediate §-year R ded fid
A istory HPV result result n % cases risk, % risk, %o management score, %
women with LSIL) l
HPV-negative ~HPV-negative =~ NILM 769,908 94 410 0.00 0.09 5-y follow-up 100
HPV-negative HPV-negative = ASC-US 14,372 1.8 43 0.01 k 3-y follow-up 100
HPV-negative ~ HPV-negative LSIL 1,553 0.19 9 K k 1-y follow-up 82
Repeat Co'esting HPV-negative ~HPV-negative ~ ASC-H 558 0.07 16 2.8 5 Colposcopy Special situation
ive  HPV-negative AGC 1,518 0.19 11 , 4 Colposcopy Special situation
@ 3 years HPV-negative ~ HSIL+ 64 00 8 Colposcopy 98
HPV-negative 781973 96 497 { K 5-y follow-up 100

Colposcopy
Endecervical sampling preferred in women
with no lesions, and those with inadequate

colposcopy; it is acceptable for others 16552 20 Lacfollowaun 100

HPV-positive SC-US 7,794 0.95 i 1-y follow-up 100

‘ cgative  H sitive _ 5,990 0.73 3 f 3. 1-y follow-up 100

1 itive SC 633 0.08 Colposcopy 100

HPV-positive iC 180 0.02 Colposcopy” 100

HPV-positive SIL 411 0.05 3 3 Colposcopy/treatment 100
Total 819,533 100 1,276

2012 ASCCP Guidelines®

& Copyright . 2013, American Society for Colposcopy and Cervical Pathology. Al rights reserved m




Essential Change
#3

Guidance for expedited treatment (treatment without colposcopic biopsy) is expanded.



Management of Women with High-grade Squamous Intraepithelial Lesions (HSIL)* 2019 ASCCP Guidelines”’:

Immediate Loop Colposcopy X
Electrosurgical Excision * Or (with endocervical assessment) For non- pregnant patients age 25+

[ l e Expedited treatment is preferred

No CIN2,3 when the immediate risk of CIN 3+ >
60%

e Expedited treatment is acceptable
Manage per for those with immediate risk of
ASLTE Gideitie CIN3+ between 25% and 60%

e Expedited treatment is preferred for
patients with HSIL cytology an a
* Management options may vary if the womnan is Concurrent +H PV‘I 6 genotype

, pregnant or ages 21-24
Not if patient is pregnant or ages 21-24

2012 ASCCP Guidelines®

)13, American Society for ascopy and Cervical Pathology, AN nghts reserved




Case #2

A 30y/o F presents to your office for routine cervical cancer screening. She has
no history of abnormal paps. Her results return: HPV+, NILM. How do you

counsel her regarding follow-up?

Current CIN 3+ Recommendation
Current cytology CIN 3+ immediate CIN 3+ 5-year Recommended confidence
HPYV result result % cases risk, % risk, % Management score, %

HPV-negative 1,388,153 S-y follow-up 100
Unknown HPV-negative - 25,331 i 3-y follow-up 100

Unknown HPV-negative 3,300 : . 1-y follow-up 100
HPV-negative - 791 ) g Colposcopy” Special situation
HPV-negative 2,275 s Colposcopy” Special situation
HPV-negative S 183 Colposcopy/treatment
HPV-negative 1,420,033 S-y follow-up

HPV-positive 4. . g 1-y follow-up
AP V-POS V & . U, 0 o 4. . ~OIPOSCOPY
HPV-positive 23,659 . 3 Colposcopy

HPV-positive 3,766 Colposcopy/treatment
HPV-positive 5C 977 Colposcopy/treatment”

HPV-positive 3,980 3 Colposcopy/treatment
HPV-positive 2 126,429
1,546,462 1



Case #2

She follows up with you in 1 year as you recommend. This time her results
return: HPV+, HSIL. How do you counsel her?

HPV-positive NILM
HPV-positive NILM

HPV-positive NILM
HPV-positive NILM
HPV-pos NILM
HPV-positive NILM

Current
Current cytology
HPYV result result

HPV-negative
HPV-negative
HPV-negative
HPV-negative
HPV-negative
HPV-negative
HPV-negative

HPV-positive
HPV-positive
HPV-positive
HPV-positive

Cotest negativ
Cotest negative x3
Total®

CIN 3+
CIN 3+ immediate CIN 3+ 5-y Recommended
cases risk, % risk, % management

1-y follow-up
1-y follow-up
1-y follow-up
Colposcopy
Colposcopy”
Colposcopy/treatment
1-y follow-up

Colposcopy
Colposcopy
Colposcopy
Colposcopy

a

3-y follow-up
3-y follow-up

Recommendatio
confidence
score, %

100

100

71
Special situation



Essential Change
#4

Excisional treatment is preferred over ablative treatment for histologic HSIL.
Adenocarcinoma in situ should be removed via excision.



Essential Change
#5

Observation is preferred to treatment for CIN1.



Management of Women with No Lesion or Biopsy-confirmed Cervical Intraepithelial

Necpissie~ Grade T (CINT) Preceded by ASC-H or HSIL Cytolegy istory: Precolposcopy Colposcopic biopsy CIN3+ CIN3+ CIN3+5y Recommended
[ diagnosis cases  l-yrisk, %  risk, % management
Diagnostic Review of cytological, = N
Excision histological, and ’ : 15y tollow-up
Procedure’ colposcopic findings

Cotesting at 12 and 24 months *

1-y follow-up
1-y follow-up“ (spec

‘L ‘l' / 644 1-y follow-up” (s]
AGC < 3,213 i 5 i 3 1-y follow-up“ (special situation)
HP:;:;;;rAny HSIL <6} X i 1-y follow-up” (special situation)
Cytology Negative abnors mg’,;'y atetervisi A sgz;age lpe v " %2 /
at both visits except HSIL uideline e NILM x2 73 5. g 1-y follow-up
for revised diagnosis ASC-US J 1-y follow-up
: . - 1-y follow-up
ASC. 1-y follow-up” (s] situation)
Age-specific 1-y follow-up (special situation)
retesting : S K 1-y follow-up” (special situation)
in 3 years+ :Fmv:ded colposcopy is adequate and endocervical sampitng Is negative
Except In special populations (may include pregnant women and those ages 21-24) CIN 2 2 ; Treatment
* Cytology if age <30 years, cotesting if age =30 ysars CIN 3 2 2 Treatment
AIS .5 Treatment
Cancer S .64 Treatment

Total

ight , 2013, A




Essential Change
#6

Addresses the use of primary HPV testing!



“When primary HPV screening is used, performance of an additional reflex triage test
(e.g. reflex cytology) for all positive HPV tests regardless of genotype is preferred.”

“Use of primary HPV screening will likely increase in the future, as it is more effective
than screening with cytology alone and performs similarly to and with lower costs than
screening with co-testing.” ’



Who 1s eligible for primary HPV testing?

2015 Interim Clinical Guidance from ASCCP, ACS, ASCPé:

Primary hrHPV screening should not be initiated before 25 years of age.

2020 ACS Recommendations”®:

The ACS recommends the primary HPV test as the preferred test for cervical
cancer screening for people 25-65 years of age.



Essential Change
#7

Addresses surveillance with HPV testing or co-testing after treatment of histologic
HSIL, CIN2, CIN3 or AlS.



Management of Women with Biopsy-confirmed Cervical Intraepithelial Neoplasia -
Grade 2 and 3 (CIN2,3) *
Adequate Colposcopy

Inadequate Colposcopy or
Recurrent CIN2,3 or
Endocervical sampling is CIN2,3

Diagnostic Excisional
Procedure 1

Cotesting at 12 and 24 months

Either Excision’ or
Ablation of T-zone *

~ \
2x Negative
Results
~
Repeat cotesting
in 3 years

Routine screening

Any test abnormal

N
*Management options will vary in special
circumstances or if the woman is pregnant
or ages 21-24
tif CIN2,3 is identified at the margins of
an excisional procedure or post-
procedure ECC, cytology and ECC at
4-6mo is preferred, but repeal excision
is acceplable and hysterectomy is
acceplabile if re-excision is not feasible.

Colposcopy
With endocervical sampling

nerican Sock

gy. Al rights reserve

Continued surveillance with HPV testing
or co-testing at 3 year intervals for at
least 25 years is recommended after
treatment and initial post-treatment

management of histologic HSIL, CIN2,
CIN3 or AIS.
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Case #3

A 28y/o F presents to your office to review the results of her colposcopy. She had
a prior pap smear with ASCUS, with reflex +HPV. Biopsies from her colposcopy
show CIN1. How do you counsel her?



ASCCP Management Guidelines App

ASEP ASEP ASEP

Management Publications Definitions Management Publications Management Publications Definitions

B c>mw" ‘@

Clinical Situation Testing e Clinical Situation Testing Recommendation

Recommendation

Under 25 VAR GIVA) 30to 65 Over 65

1
YEARS Histologic 1-year follow-up

HSIL (CIN 2) HPV-based screening at follow-up visit"

b Clinical Situation

Cytology prior to colposcopy
€« Back
Management of routine screening results

Return visit during pre-colposcopy surveillance Retorerices

Evaluation of a colposcopic biopsy 1. Perkins RB, Guido RS, Castle PE, et al. 2019 ASCCP

risk-based management consensus guidelines for
Management of results during post-colposcopy abnormal cervical cancer screening_tests and cancer
surveillance precursors. J Low Genit Tract Dis 2020;24:102-31.

Follow-up after treatment
Special situation: Rarely screened patients
Special situation: Symptomatic patients

Special situation: Immunosuppressed patients




ASCCP Management Guidelines

Current CIN 3+

Current cytology CIN 3+ immediate CIN 3+ 5-year Recommended
History HPV result result %

Recommendation|
confidence
cases risk, % risk, % Management score, %o

HPV-negative =~ NILM 1,388,153
HPV-negative ASC-US 25,331
HPV-neg LSIL 3,300
HPV-negative = ASC-H 791
HPV-negative =~ AGC 2,275
HPV-negative ~ HSIL+ 183
HPV-negative ~ ALL” 1,420,033

S-y follow-up 100

3-y follow-up 100

1-y follow-up 100

Colposcopy” Special situation

Colposcopy Special situation
Colposcopy/treatment 53

S-y follow-up 95

N
ASC-US
,00 . A
ASC-H 3,766 0.24 863
HPV-positive ~ AGC 977 0.06 254
HPV-positive ~ HSIL+ 3,980 026 1,700
HPV-positive ALL® 126,429 8 7,001 S 7,082 & . 1-y follow-up
Total®  1,546,4 100 8,473 15,601 1-y follow-up
7,129 1-y follow-up” (speci
1,644 1-y follow-up“ (speci
1-y follow-up“ (special situation)
v follow-up” (special situation)

opy/treatment
Colposcopy/treatment” istory: Precolposcopy Colposcopic biopsy CIN3+ CIN3+ CIN3+5y

Recommended
y i i o, v risk. ¢ isk. @
Colposcopy/treatment diagnosis Y% cases  1-y risk, % risk, %

management

1-y follow-up
1-y follow-up” (special situation)
1-y follow-up“ (speci ation)
1-y follow-up” (special situation)

12,094
6,836
AIS 531
Cancer 656
Total 103,128

Treatment
Treatment
Treatment
Treatment



Recommendations for practice

e It can be challenging for those of us in primary care to keep up with
relatively frequent changes to management guidelines, hence the
significance of having up to date technology at our fingertips. The use of
apps can aid PCPs in providing appropriate patient care.

e EMR systems should contain a user-friendly interface for tracking cervical
cancer screening results and ensuring appropriate follow up.



Take home points - Top 3

1. Recommendations for further management should now be based on patient
risk, not just test results.

2. Primary HPV screening will likely be an important component of cervical
cancer screening in the future.

3. Technology is your friend in keeping up to date with changing guidelines.
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