ANMC Cervical Cancer Prevention Guideline

Alaska Native Medical Center’s system for the prevention and elimination of cervical cancer in
Alaska Native people requires four elements working together.

1. Maximize uptake of HPV vaccine in adolescence beginning at age 9 and offer catch-up
vaccination with shared-decision making up to age 46. (see Appendix D)

2. Routine cervical cancer screening of people at risk for the disease.

3. Medical evaluation and management of abnormal screening results.

4. Tracking of cervical cancer screening results and treatments with customer owner notification.

HPV infections and Cervical Cancer

Persistent infection with human papillomavirus (HPV) is the principal cause of cervical cancer and
its precursor cervical intraepithelial neoplasia (CIN).(1-3) The presence of HPV has been implicated
in >99% of cervical cancers worldwide. HPV types 16 and 18 have been regarded as the
genotypes most closely associated with progression to cervical cancer. HPV-16 is the most
carcinogenic and is associated with approximately 60-70% of all cervical cancers, while HPV-18
accounts for approximately 10% to 15% of cervical cancers. People with persistent HPV infections
are most at risk for developing precancer and cancer.

Screening for Cervical Cancer at ANMC

1. 21 to 24 years of age- Cytology Pap Screening (Clinician-collect only)’

Interval for screening
Every 3 years

2. 2 25 years of age- Primary HPV Screening?
Intervals for screening (no history of CIN2/3)
Clinician-collected HPV: every 5 years if HPV negative
Self-collected HPV: every 3 years if HPV negative

A candidate for self-collected (vaginal) collection includes anyone 225 years of age

who:
e has a cervix.
e is due for routine HPV screening.
e reports no symptoms of abnormal bleeding.
e is not currently having menstrual bleeding.
e has not used any vaginal products within the last two days.
e has no history of cervical cancer.
e does not require co-testing for cervical cytology (HIV positive or

immunocompromised, DES exposure,GYN ONC follow-up).
e has not had an insufficient result on their most recent HPV self-collect screening.

The CMA, Health Aide or provider should stir the self-collected swab in the Thin Prep
solution, within ten minutes of collection.



Intervals for screening (with history of CIN2/3)

Clinician-collect or Self-collect Primary HPV every 3 years

Exit Criteria for screening®

To qualify for discontinuation of cervical cancer screening, it is recommended that average-
risk individuals have a negative primary HPV test or co-test at ages 60 and 65 years, with
the final test performed at age 265. When self-collected HPV testing is used, the
recommended 3-year screening interval should be followed prior to meeting exit criteria.
Individualized clinical judgment should guide continuation of screening beyond age 65.

If surveillance testing is recommended for either a history of abnormal screening results or
treatment for precancer, continuing surveillance is advised if the customer owner is in
reasonably good health and testing is feasible. Discontinuation of surveillance is
recommended for patients with a limited life expectancy

3. Primary HPV Orders for screening and triage:

HPV Clinician-collect screen: HPV HR, 16, 18, w/reflex DS (Dual Stain, cytology)

HPV Self-collect screen: HPV, self-collect, vaginal

Dual Stain Order for triage of vaginal self-collect HPV positive results: Dual Stain,
Triage for Positive Self Collect, cervical. Also appropriate to collect at time of colposcopy
for HPV 16, 18 positive self-collected tests.

*Cytology Orders for HIV/Immunosuppressed/DES see Special Populations Below

4. Abnormal Results

INSUFFICIENT SAMPLE- re-test as soon as feasible with a clinician-collected (cervical)
specimen.

POSITIVE-

For clinician-collect tests, the HPV genotype and Dual Stain triage reflex tests will
automatically be performed.*

People with HPV 16 positive and Dual Stain positive are candidates for expedited
treatment with LEEP°. When DS results are reached after additional review and
results are: ‘Positive by consensus’ with ‘This diagnosis is reached by consensus
opinion among ANMC pathologists’ the case should be reviewed for risk factors to
guide clinical decision making.



For self-collect tests, the HPV genotype will be tested and a follow-up visit with a
provider for a speculum exam is necessary for either:

1) Dual stain if first HPV ‘other’ positive to triage test, Dual Stain.
*A positive DS result warrants a colposcopy, and a negative DS result warrants a repeat HPV
screen in 12 months.

2) A Colposcopy if this is their second surveillance HPV ‘other’ positive and
collection of Dual Stain at that time.

3) A colposcopy if HPV 16/18 positive and collection of Dual Stain at that time.

Primary HPV Screening: 2 25: DS Algorithm at ANMC

Re-appoint for follow-up
Result INSUFFICIENT: »  with Clinician-Collected
Primary HPV Test

HPV NEGATIVE

DS NEGATIVE
—HPV POSITIVE, OTHER LDS POSITIVE
HPV 18 POSITIVE——[

B

*HPV 16, 18 positive on self-collect will be referred directly to colposcopy

DS POSITIVE/NEGATIVE———>| Colposcopy

DS POSITIVE/N EGATIVE—I

HPV 16 POSITIVE

DS POSITIVE




5. Special Circumstances

A. Ambiguous Results
It is not uncommon to have results where there is no specific guideline or evidence-
based resource to direct care (“use clinical judgement” in ASCCP app). In these
circumstances, it is best to consult a colposcopist for a plan of care.

B. Menopause/Atrophy
ASC-US, LSIL in a postmenopausal person is often an effect of estrogen loss on the
epithelium (atrophy), rather than HPV infection. A diagnosis of atrophic vaginitis should
be made by history and exam, including a visual exam of the vagina and a wet mount
looking for squamous maturation (parabasal cells). Treatment should be offered, based
on symptom relief goals.

A short course of vaginal estrogen to treat atrophy prior to clinician-collection of Primary
HPV test or Dual Stain testing is a practical option to rule out true dysplasia for patients
who have no contraindication to estrogen therapy. Rx: Conjugated estrogen cream
(Premarin) 1gm vaginally gHS X 3wks then repeat cytology (Pap) in 1wk. If the follow-up
cytology co-test doesn’t normalize with this treatment, management according to the
ASCCP guidelines is recommended.

C. HIV positive/lmmunosuppression/DES exposure
People living with HIV infection are managed per the ASCCP guidelines, “Managing
Patients with Immunosuppression”. Although research is limited, the HIV cervical cancer
screening and abnormal result management recommendations can apply to other
immunocompromised people (ie: solid organ transplant, stem cell transplant, systemic
lupus erythematous, bowel disease or rheumatologic disease requiring current
immunosuppressive treatments).

People who are younger than 30 living with HIV or immunocompromised should have
Pap testing (cytology only) at the time of initial diagnosis or after one year of initiating
vaginal penetration sex even if under 21 years of age. Co-testing is not recommended
for those younger than 30 years old. If 3 consecutive annual screenings are normal,
follow-up cervical cytology screening is recommended every 3 years. If the cytology test
is ASCUS with no HPV results, repeat cytology in 6 -12 months, with colposcopy referral
for ASC-US or higher. For any result of ASC-US or higher on repeat cytology or if HPV
positive, referral to colposcopy is recommended. For all cytology results of LSIL or worse
(including ASC-H, AGC, AIS, and HSIL), referral to colposcopy is recommended
regardless of HPV test result if done.

People who are 30 years and older should be screened with co-testing (HPV screen and
cytology). People living with HIV/immunosuppressed who have one negative co-test result
(normal cytology and negative HPV) should have their next cervical cancer screening in 3
years if the 3 annual negative tests have been previously collected.

The American Society of Colposcopy and Cervical Pathology recommends people with
prenatal exposure to DES receive annual screening for Clear Cell Cervical Cancer with
cytology and thorough visual pelvic exam until the age of 65 and discontinue screening
beyond the age of 65 years.

ORDERS: GYN HIV protocol PAP and GYN DES Exposure PAP



D. Pregnancy
The indications for colposcopy are the same in pregnancy.

Cervical biopsies are safe in pregnancy and should be done for lesions
suspicious for high-grade disease or cancer. Endocervical sampling or
curettage is not recommended.

Since unsatisfactory colposcopy may become satisfactory as the pregnancy
progresses, it is recommended that pregnant people with an unsatisfactory colposcopy
undergo a repeat exam in 6-12 weeks. The increased vascularity of the cervix in
pregnancy may accentuate colposcopic findings.

For positive HPV results with a triage cytology test Dual Stain positive (or initial HPV +
with ASCUS, LGSIL cytology), a single colposcopic exam that does not suggest a high-
grade lesion is sufficient evaluation during pregnancy.

For individuals with HSIL cytology or colposcopic findings/biopsy proven of high-grade
dysplasia found early in pregnancy, a second evaluation is recommended in the third
trimester of pregnancy.

If the abnormal screening test was not completely evaluated during the pregnancy or
high-grade dysplasia was suspected on exam, a colposcopy should be planned for the
post-partum visit.

E. History of Cervical Cancer
Women with a history of cervical cancer should continue cervical cancer screening
and lifelong surveillance, regardless of age or prior screening history. Standard
screening cessation guidelines apply only to average-risk individuals and exclude
those with a prior cervical cancer diagnosis.

Post-treatment follow-up will be managed by the Gynecology Oncology team.

6. Management of Abnormal Screening Results:

ANMC has adopted the recommendations from the 2019 American Society for Colposcopy
and Cervical Pathology (ASCCP) Risk-Based Management Consensus Guidelines for
Abnormal Cervical Cancer Screening Tests and Cancer Precursors and will incorporate the
Enduring Guidelines for clinical updates.

For management recommendations for abnormal screening results, the ASCCP App can be

used to help determine an individual’s risk cervical dysplasia and the recommended plan of

care. The full ASCCP Risk Based Management Consensus can be found at:

https://journals.lww.com/jlgtd/Fulltext/2020/04000/2019 ASCCP_Risk Based Management
Consensus.3.aspx



https://journals.lww.com/jlgtd/Fulltext/2020/04000/2019_ASCCP_Risk_Based_Management_Consensus.3.aspx
https://journals.lww.com/jlgtd/Fulltext/2020/04000/2019_ASCCP_Risk_Based_Management_Consensus.3.aspx

Further Information:

'Rationale for ages 21-24

Young people are at low risk for developing cervical cancer and have a very high incidence of
transient HPV infection that presents as an abnormal Pap. People who are 21-24 will be
screened for cervical cancer with cytology testing (at this time Pap) alone consistent
recommendations from ASCCP.

Aggressive management of abnormal results with colposcopy and possible excision or ablative
therapy is unlikely to have any benefit and can cause significant harm in this age group. Dysplasia
when found in a young person is both less likely to progress and more likely to regress than
similar lesions found in an adult.

’Rationale for ages 25+

Primary HPV testing is more sensitive and, when negative, offers greater reassurance against
cancer than cytology alone. At ANMC, cervical cancer screening samples will be collected either
by provider or by customer owner and specimen is transferred in the ThinPrep vial in the usual
fashion and processed in the lab using the cobas® Primary HPV test.

Primary HPV screening can be performed either as a clinician-collection test from a cervical
specimen, or as a self-collection test from a vaginal specimen. Clinician-collected cervical
specimens offer the advantage of avoiding a follow-up visit with a pelvic exam if additional testing
is indicated, since it has already been collected. However, self-collection may be desired in
situations in which a pelvic exam is not feasible or is not an acceptable option for the patient. The
self-collection option has been shown to be as effective at detecting HPV infection and
screening for cervical cancer as the clinician-collection test.

3Rationale for Exit Criteria at >65 years of age

Cervical cancer screening can generally be discontinued at age 65 for average-risk women who
have had adequate prior screening and no history of high-grade precancerous lesions. Both the
USPSTF and the American Cancer Society recommend stopping routine screening after age 65
when exit criteria are met, defined by documented negative screening results in the preceding 10
years (with specific test combinations outlined in current guidelines).

Screening should continue beyond age 65 for women who do not meet these criteria or who have
higher-risk conditions, such as immunosuppression, recent abnormal results, prior CIN 2/3, or a
history of cervical cancer.

“‘Rationale for triage tests

Additional risk stratification with partial genotyping is another useful tool that can determine an
individual’s risk estimate and help guide management of positive HPV results. The cobas®
instrument will result the genotype as 16-positive, 18-positive, or “other” which groups the non
16/18 high risk HPV genotypes.

Dual Stain (DS): p16/Ki-67 Dual Stain (DS) is a cytology-based test for detection of cervical
precancer. Compared to the Pap test, dual stain requires fewer colposcopies and detects CIN3
earlier. When the HPV is positive for “other” (non-HPV 16/18), the DS will guide management.

SRationale: Expedited Treatment with LEEP

A positive Primary HPV 16 test with a positive DS result carries a 25% risk of a CIN2+ lesion
which falls within the acceptable range for expedited treatment with LEEP foregoing the
colposcopy and should be offered at time of result notification.




Appendix A
Colposcopy Documentation Responsibilities
Evaluate and document the following:

* Indications for colposcopy

« Past history of cervical cytology, colposcopy, treatment
* Parity

» Contraception

* Pregnancy status

* Menopausal status

» Hysterectomy status

* Smoking history

* HIV status

* HPV vaccination status

Obtain informed written consent.

Examination
e Examine vulva and vagina grossly.
e Examine the cervix with multiple magnifications after application of 3%—5% acetic acid.
¢ Examine cervix with both white light and a red-free (blue or green) filter.
e Examine upper vagina with magnification.

Documentation
e Document:
o Cervix visibility (fully/not fully visualized)
o SCJ visibility (fully/not fully visualized)
o Whether cervical manipulation is needed, to completely visualize the SCJ, e.g., using
an applicator stick or endocervical speculum
o Colposcopic findings.
= Aceto-whitening present (yes/no)
= Lesion(s) present (yes/no)
= [flesion(s) present, document extent of lesion(s) visualized (fully/not fully),
lesion size and location, description (color, contour, borders, vascular
changes).
o Colposcopic impression (benign—normal/CIN 1, 2, 3/cancer).
o Location of biopsies if biopsies performed,
o Whether ECS performed and method: curettes brush or both

e Post-procedure: Document how the customer owner will be notified of results and
management plan. Once results are available, the customer owner will be notified and
recommendations for plan of care discussed.

e Documentation of notification should be included as an addendum in the colposcopy note

from that visit. A copy of this note should be forwarded to PCP and Screening and
Prevention for coordination of follow up.

Appendix B



HPV test self-collection instructions

HPV Test Self-Collection Instructions

+ Wash your hands with soap and weorter.

POSITION:
+ Remove the swab from plastic tube, just .
twist and pull it, + Undress from the waist dewn.
. . . . « Getinto a comfortable position as shown albove
= [ possible, awoid toking the sample during your " " N
. while holding the swakb in your hand.
manthly period. g

TAKING THE SAMPLE: TAKING THE SAMPLE (continued):
= Gently spread open the folds of skin at the vaginal « Rotate the swab gently for 10-30 seconds.
opening with your other hand. . g et .

+ Insert the swab into your vagina directed towards
your lower back approximately two inches, half the
length of afinger. This is similar to how you would

insert a tampson.
The HPYV test is used to screen for
cervical cancer. For more information
about cervical cancer screening and

B prevention, please talk with your primary
care team today.

RETURN TO PLASTIC TUBE:
* Place the swaob info the plastic tule.

s,

« Tightly screw the cap onto the tube. !® ALASKA NAT]VE{
= Finally, wash your hands with soap and water. Bt fMEDlCAL CENTER

R




Appendix C

Instruction for preparing Self-collection HPV test for laboratory

cobas® HPV

Suspension of self-collected specimen

Sample suspension instructions for Copan FLOQSwabs® #552C.RM
Sample handling instructions for self-collected sample using Copan FLOQSwabs® #552C.RM for testing with the cobas®

4800 HPV Test or cobas® HPV.

Self-collected sample must be placed into medinm after sample has been collected.
* Read all instructions before starting sample suspension.
e For sample collection, follow the collection device manufacturer’s Instructions for use.
e  Once the sample has been collected, continue with the following instructions to preserve the sample:

Handle the collected sample with care.

1. Carefully uncap the vial
containing medium and place it on a
stable, flat surface.

2. Slowly pull the FLOOSwab cap
off to remove the swab from the
tube. Minimize touching the inner
walls of the tube as you remaove
the FLOOSwab.

3 3. Hold the vial with one hand then
with the other hand place the
FLOOSwab tip into the vial until the
FLOQSwab tip is fully immersed in
the medium and touching the
bottom of the vial.

Glossary

B FLOQSwab/Swab: The self-collection
device used to collect sample.

——— Tube: A protective container that the self-
collected device will come in and can be
used to tem porarily store the collection
device after the sample has been collected.
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&, Holding onto the vial, swirl the
FLOQSwab along the inner vial wall
for 20 seconds while ensuring the
swab remains immersed in the
medium. Be careful not to splash.

6. Carefully draw the FLOQSwab up
along the inner vial wall until the tip is
no longer immersed in the medium,
Hold the tip against the inner vial
wall to drain fluid off of the swab.
Place the FLOQSwab into the tube and
discard.

Y 6. Re-cap the vial and tighten until the
lines on the cap and vial meet or
slightly overlap to prevent leakage.
Store upright

7. The sample can now be processed with

Vial: A container which contains 20 mL of clear
solution. The specimen you collect will need to be
transferred into this container and this container
will be sent to the lab for processing.

Medium: What the liquid that comes in the vial is
called,

the cobas® 4800 HPV Test or cobas® HPV.
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