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Cervical Cancer 
Screening Tests



Cervical Cancer Screening Tests

Cytology
u Pathologist makes a slide of cervical 

cells to look for abnormal cells
u Higher specificity (fewer false positives) 

compared to HPV testing



Cervical Cancer Screening Tests

hrHPV (high risk HPV) Testing
u Nucleic acid or signal amplification to detect different HPV strains

u DNA

u E6/E7 mRNA
u All tests detect strains 16 and 18
u Depending on test may also check other high-risk strains

u Oncogenic strains: 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 68
u Higher sensitivity (detect cervical dysplasia earlier, more false positives)



Cervical Cancer Screening Tests

Self-collected hrHPV test
u Vaginal swab self-collected by patient 

in health-care setting
u Two FDA-approved tests

u Onclarity HPV (Becton, Dickinson and 
Company (BD))

u Cobas HPV (Roche Molecular Systems)

u Not as sensitive as provider-collected 
Pap smear

u Criteria
u 30-65+ yo

u Immunocompetent
u No history of DES exposure
u Not in surveillance for prior 

abnormality





Cervical Cancer Screening Tests

Co-testing
u Cytology and HPV testing together
u Highest false-positive rate



Cervical Cancer Screening Tests

p16/Ki-67 Dual Stain (Cintec-plus)
u Biomarker-based test that can identify oncogenic 

transformation in cervical cells
u p16: marker of HPV-related oncogenic activity

u Ki-67: marker of cell proliferation

u Can be done on same sample as cytology/HPV test

u Results in fewer unnecessary colposcopies, earlier 
detection of precancerous lesions, and reduced 
likelihood of patients being lost to follow-up before 
cancer is detected

u NPV for detecting CIN3+: 98-99%



Cervical Cancer 
Screening 
Recommendations





USPSTF For Average Risk Patients - 2021



Screening for Patients 25-29 Years Old

u ACOG and ASCCP state primary hrHPV testing every 5 years can be 
considered for average risk patients age 25-29 yo
u FDA approved for 25-29 yo

u Primary hrHPV testing has been demonstrated to be efficacious in 25+ yo

u USPSTF recommends cytology for 21-29 yo
u Higher specificity with cytology (less false positives)

u Starting hrHPV screening at 25 yo instead of 30 yo increased the number of 
colposcopies by 400 colposcopies for every 1000 women



Management of 
Abnormal Pap 
Smears



ASCCP Guidelines





Example ASCCP Flowchart:
Management of Unsatisfactory Pap



There’s an App For That!

Price: $14.99





Case #1



Case #1 u 45 yo individual presents at your 
clinic. They are anxious and tell you 
they have recently had unprotected 
sex with a new partner. They request 
to be checked for ”everything”.

u What considerations should be made 
to appropriately manage their 
cervical cancer screening?



Case #1 u Eligibility?
u Age between 21 – 65 yo

u Are they female or transgender (do 
not assume)?

u History of abnormal pap smears?

u Due?



Case #1

u Patient identifies as female. She is 
having regular menses every month. 
She is sexually active with male 
partners, and has had three partners 
in the past year. She usually uses 
condoms but did not with her most 
recent partner, and last had 
unprotected intercourse 1 month 
ago. She does not remember the last 
time that she had a pap smear, and 
does not remember having any 
abnormal pap smears.

u What will you order for this patient?



Case #1

u Urine pregnancy test
u Confirm patient wants to be screened for 

sexually transmitted diseases
u Vaginal swab superior to urine for GC/CT

u Offer pap smear since patient does not 
know date of last Pap smear

u Consider offering HPV vaccination if 
patient has not previously received it

u What cervical cancer screening test will 
you order?



Case #1
u Average risk patient at 45 yo
u hrHPV testing only (if available)

u If negative for HPV, next pap smear 
will be due in 5 years



Case #2



Case #2 u A 30 yo G1P0 female presents to your 
clinic for an initial prenatal visit. Her 
last pap smear was 5 years ago and 
was NILM and negative for HPV.

u What, if any, cervical cancer 
screening considerations should be 
made?



Case #2

u Consider benefits and harms of screening
u Higher false positive rate with screening 

during pregnancy
u Eversion of squamocolumnar junction due to 

high estrogen levels -> exposed columnar 
epithelium undergoes squamous metaplasia

u Relative immunosuppression may allow for 
greater HPV activity 

u Pap smears are safe and do not increase 
risk of miscarriage
u Can do as part of routine prenatal visit if due

u If patient defers, wait until 4 weeks 
postpartum to do the pap smear



Case #2

Do not use the cytobrush in a patient who is pregnant or 
who has an unknown pregnancy status.



Case #3



Case #3
u A 68 yo female presents to your clinic 

for a follow up visit. You review her 
chart, and she has one documented 
pap smear 6 years ago which was 
NILM and negative for HPV. She says 
she has never been told she had a 
negative Pap smear. 

u What, if any, cervical cancer 
screening considerations should be 
made?



Case #3

u Criteria for stopping cervical cancer 
screening (have to meet all criteria)
u > 65 YO

u No history of CIN2+ or high-grade cytology 
(HSIL, ASC-H, AGC)

u Had normal testing within the past 10 years, 
with the most recent test performed within the 
past 3 or 5 years depending on the type of test

u Three negative Pap (cytology) tests in a row

u Two negative HPV tests in a row

u Two negative co-tests in a row



Case #3

u Criteria for stopping cervical cancer 
screening (have to meet all criteria)
u > 65 YO

u No history of CIN2+ or high-grade cytology 
(HSIL, ASC-H, AGC)

u Had normal testing within the past 10 years, 
with the most recent test performed within the 
past 3 or 5 years depending on the type of test

u Three negative Pap (cytology) tests in a row

u Two negative HPV tests in a row

u Two negative co-tests in a row



Case #3

u A 68 yo female presents to your clinic 
for a follow up visit. You review her 
chart, and she has one documented 
pap smear 6 years ago which was 
NILM and negative for HPV. She says 
she has never been told she had a 
negative Pap smear. 

u Patient only had one documented 
co-test in the chart in the past 10 
years. She will need one more pap 
smear today with either co-testing or 
hrHPV. If it is normal, she will then 
meet criteria for stopping cervical 
cancer screening.



Case #4



Case #4 u Your 23 yo F patient comes in for her 
physical, and you complete her first 
pap smear, ordering cytology. Her 
cytology came back as ASCUS, and 
her reflex HPV comes back positive. 

u What should you recommend next for 
your patient?







Case #4 u Your 23 yo F patient comes in for her 
physical, and you complete her first 
pap smear, ordering cytology. Her 
cytology came back as ASCUS, and 
her reflex HPV comes back positive. 

u What should you recommend next for 
your patient?
u Repeat cytology in 1 year



Case #4 u Your 23 yo F patient comes in for her 
physical, and you complete her first 
pap smear, ordering cytology. Her 
cytology came back as ASCUS, and 
her reflex HPV comes back positive. 

u What should you recommend next for 
your patient?
u Repeat cytology in 1 year -> ASCUS





Case #5



Case #5
u Your 45 yo F has a pap smear that 

comes back NILM with positive HPV. 
She has a history of being treated for 
CIN2. 

u What should you recommend next for 
your patient?







Case #5
u Your 45 yo F has a pap smear that 

comes back NILM with positive HPV. 
She has a history of being treated for 
CIN2. 

u What should you recommend next for 
your patient?
u Refer for colposcopy

u How often should she get Pap smears 
moving forward?





Case #6



Case #6 u You have a new 28 yo F patient, and 
are reviewing her prior records. You 
see she had a pap smear with co-
testing two months ago, and the 
results were unsatisfactory cytology 
but negative HPV. 

u What should you recommend next for 
your patient?



Management of Unsatisfactory Pap



Case #6

u You have a new 28 yo F patient, and are 
reviewing her prior records. You see she had 
a pap smear with co-testing two months 
ago, and the results were unsatisfactory 
cytology but negative HPV. 

u What should you recommend next for your 
patient?
u Repeat age-based screening in 2-4 months

u Negative HPV in setting of unsatisfactory 
cytology may reflect an inadequate sample

u Test not FDA approved for primary HPV testing 
and cannot be considered valid by itself  



Case #7



Case #7
u Your 30 yo patient presents to your clinic to 

establish care. She says she has been 
getting yearly pap smears at her prior 
provider’s office and insists on continuing 
with yearly pap smears, because she had a 
friend who died from cervical cancer. She 
has no history of abnormal pap smears or 
family history of cancer. 

u How would you counsel this patient?



Case #7

u Initiate a patient-centered discussion about 
the benefits and harms of cervical cancer 
screening and engage the individual in an 
informed conversation to determine 
together whether annual screening is 
appropriate.

u Risks of pap smears:
u Discomfort and bleeding from the pap smear

u Anxiety that may result from abnormal results

u Over-diagnosis and over-treatment of 
abnormal cell changes that can go away on 
their own

u  Problems with future pregnancies from some 
treatments during colposcopies (cervical 
scarring, cervical insufficiency, preterm birth, 
PPROM)



Case #8



Case #8
u Your 30 yo patient presents for her physical. 

You review her pap smear history.
u 4 years ago: NILM

u 1 year ago: ASCUS, reflex HPV negative

u What should you recommend next for your 
patient?







Case #8 u Your 30 yo patient presents for her physical. 
You review her pap smear history.
u 4 years ago: NILM

u 1 year ago: ASCUS, reflex HPV negative

u What should you recommend next for your 
patient?
u Next pap smear in 2 years



Case #9



Case #9 u Your 45 yo patient presents for her physical. 
You review her pap smear history.
u 10 years ago: NILM, neg HPV

u 5 years ago: LSIL, neg HPV

u 2 years ago: ASCUS, neg HPV

u What should you recommend next for your 
patient?







Case #9
u Your 45 yo patient presents for her physical. 

You review her pap smear history.
u 10 years ago: NILM, neg HPV

u 5 years ago: LSIL, neg HPV

u 2 years ago: ASCUS, neg HPV

u What should you recommend next for your 
patient?
u Patient is overdue for Pap smear, offer HPV-

based screening today



Case #10



Case #10
u Your 45 yo patient presents for her physical. 

You review her pap smear history.
u 3 years ago: ASCUS, hrHPV+

u 2.5 years ago: colposcopy- CIN1

u 1.5 years ago: normal with +hrHPV

u 6 months ago: ASCUS with neg HPV

u What should you recommend next for your 
patient?









Case #10

u Your 45 yo patient presents for her 
physical. You review her pap smear 
history.
u 3 years ago: ASCUS, hrHPV+

u 2.5 years ago: colposcopy- CIN1

u 1.5 years ago: normal with +hrHPV

u 6 months ago: ASCUS with neg HPV

u What should you recommend next for 
your patient?
u Repeat colposcopy since it has been > 1 

year since the last colposcopy



Case #11



Case #11 u Your 35 yo F patient had a pap smear 
with HPV 16, and you performed her 
colposcopy. Her colposcopy came 
back with CIN 2. 

u What should you recommend next for 
your patient?
u It depends on her desire for future fertility











Case #12



Case #12 u You complete a pap with co-testing 
on your 48 yo F patient. The pap 
smear is NILM, with benign 
endometrial cells seen on cytology. 
HPV is negative.

u What should you recommend next for 
your patient?
u Need more information



7 Greenspan, DL, Cardillo M, Davey DD, Heller DS, et al. Endometrial cells in cervical cytology: Review of cytologic 
features and clinical assessment. Journal of lower genital tract disease, 10(2): 111-122, 2006.



Case #12

u ASCCP guidelines
u Asymptomatic premenopausal 

patients with benign endometrial cells 
-> no further evaluation is 
recommended

u Asymptomatic postmenopausal 
patients with benign endometrial cells 
-> endometrial assessment

u Endometrial assessment always 
indicated for:
u Abnormal vaginal bleeding 

u Atypical endometrial cells



Case #13



Case #13 u A 26 yo F with HIV presents for a physical. 
She has never had a pap smear before. 
You offer her a pap smear today 

u What cervical cancer screening should 
you order?

u How often should she get cervical 
cancer screening?



Case #13

u Screening
u Start at 21 yo: cytology only screening

u Continue cytology only q year for 3 years

u Continue cytology only every 3 years until 30 
years old

u Cytology alone or co-testing every 3 years 
after 30 yo for the remainder of the patient’s 
lifetime

u Management of abnormal results
u Colposcopy recommended for all results of 

HPV+ ASCUS or higher

u For all cytology results of LSIL or worse, 
colposcopy recommended regardless of HPV 
test result

Patients with 
Immunosuppression



Case #13
u A 26 yo F with HIV presents for a physical. 

She has never had a pap smear before. 
You offer her a pap smear today 

u What cervical cancer screening should 
you order?
u Cytology only

u How often should she get cervical 
cancer screening?
u Yearly for 3 years with cytology only, then 

q3 years starting at 30 yo with cytology 
alone or co-testing



Summary

u Ensure patients > 65 yo had appropriate prior screening before discontinuing 
cervical cancer screening

u If a patient has a history of abnormal Pap smears and/or colposcopies, it is 
helpful to document the patient’s history in their A/P or problem list to make it 
easier to track

u Use of the ASCCP app is helpful to calculate the immediate risk of CIN3+ to 
guide management

u Patients who are immunosuppressed need more frequent screening 
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