Section 9: Management of glandular
abnormalities

Cervical adenocarcinoma is usually associated with human papillomavirus (HPV)
infection. An estimated 78% of adenocarcinomas are associated with HPV 16 or 18
infection.! Cervical cytology has been shown to be less sensitive for the detection
of glandular lesions than for the detection of squamous intraepithelial lesions and
squamous cell carcinoma, due to sampling and interpretation issues. 2 Primary HPV
screening has been found to be more effective than cytology screening for the
detection and prevention of cervical adenocarcinoma. ®

Aotearoa New Zealand uses The Bethesda Reporting System (2014) (NZ modified)
(See appendix 1).

Participants with atypical glandular cell (AGC) cytology are managed as high risk and
should be referred to colposcopy, “°® except where atypical endometrial cells are
reported referral to gynaecology should occur.

A meta-analysis examining outcomes of participants with AGC cytology reported
20% of participants with CIN2+ [ AIS+ and 4% with cervical cancer. s Participants over
the age of 50 with AGC cytology (ony type) and HPV not detected have an elevated
risk of endometrial cancer and warrant additional investigation °°

Colposcopy has a low sensitivity for detecting glandular abnormalities, and
participants with endocervical glandular abnormalities on cytology are at risk of
AlIS or adenocarcinoma even when colposcopy is normal. 8 Because of the high
incidence of neoplasia and poor sensitivity of testing methods, diagnostic
excisional procedures may be required.

Cytological glandular abnormalities can be associated with polyps, metaplasia
and adenocarcinomas of the endometrium, ovary, fallopian tube and other sites,
which are not detected through HPV cervical screening, as these abnormalities are
not HPV related.* The detection and management of these conditions is outside the
scope of this guideline.
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Participants who are referred with atypical glandular cells may not always have a
colposcopically detectable lower genital tract abnormality. In this situation, a pelvic
ultrasound of the upper genital tract could be performed. Imaging may detect
gross disease of the upper genital tract, as abnormailities in these sites may be the
cause of the screen-detected abnormal glandular cells. Further investigation, such
as endometrial sampling to exclude an endometrial origin for atypical glandular
cells, may be required.

SMILE is a histological entity usually associated with CIN and abnormal glandular
cells, but can occur in the absence of these. SMILE is not reliably identified by
cytology and is usually diagnoses by histologic biopsy. Individuals with SMILE should
be managed according to the guidance for AlS.

RECOMMENDATIONS — MANAGEMENT FOR PARTICIPANTS WITH ATYPICAL
GLANDULAR CELLS (AGC) ADENOCARCINOMA IN SITU (AIS)

R9.01 Evidence-based recommendation

AGC cytology Participants who have a cytology report of atypical
glandular cells should be referred to colposcopy,
except for those with atypical endometrial cells (and
no other reason for referral to colposcopy) who
should be referred to specialist gynaecology services.

R9.02 Consensus-based recommendation

AGC cytology and HPV not Participants who have a test result of HPV not

detected detected and atypical glandular cells cytology (any
type) should have an endometrial abnormality
excluded.

A repeat HPV test is recommended at the time of
colposcopy.

R9.03 Consensus-based recommendation

Management of AGC cytology Participants who have a test result of HPV detected
with normal colposcopic findings | (any type) with atypical glandular cell cytology and
normal colposcopic findings should have a
multidisciplinary team review.

R9.04 Consensus-based recommendation
Cytology confirmed at If atypical glandular cells or AIS are confirmed on
cytological review cytology review, type 3 excision and dilation and

curettage (D&C) are recommended.
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RECOMMENDATIONS — MANAGEMENT FOR PARTICIPANTS WITH ATYPICAL
GLANDULAR CELLS (AGC) ADENOCARCINOMA IN SITU (AIS)

R9.05
Cytology not confirmed at
cytological review

Consensus-based recommendation

Participants where atypical glandular cell cytology
was hot confirmed at cytology review should be
managed in accordance with recommendations
from a multidisciplinary review.

R9.06
Upper genital tractimaging

Practice point

Upper genital tract imaging may be performed in
cases where no lower genital tract abnormality is
detected after a referral with an AGC cytology result.

R9.07
If AIS is confirmed on diagnostic
biopsy

Evidence-based recommendation
If AIS is confirmed on diagnostic biopsy a type 3
excision should be performed.

Hysterectomy should not be undertaken without prior
cone biopsy to exclude invasive carcinoma.

RECOMMENDATION — ADENOCARCINOMA

R9.08

Referral to colposcopist for
participants with a cytology
result of invasive
adenocarcinoma

Consensus-based recommendation

Participants with invasive adenocarcinoma cytology
should be urgently referred to a colposcopist to
assess and confirm the diagnosis, except where the
cancer type is endometrial adenocarcinoma (with no
other reason requiring referral to colposcopy), where
urgent referral should be to specialist gynaecology
services.

R9.09
Management of
adenocarcinoma

Evidenced-based recommendation
Participants with histologically confirmed
adenocarcinoma should be referred to a
gynaecological oncologist and be reviewed at a
Gynaecology Oncology MDM.

R9.10

Support for participants
diagnosed with
adenocarcinoma

Practice Point
Receiving a cervical cancer diagnosis can be very
distressing for participants.

Ask all participants/whanau whether they require
assistance or support. Refer to your local
gynaecological cancer Clinical Nurse Specialist to
provide support and advice.
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RECOMMENDATION - ADENOCARCINOMA

Consider transport, cultural support and where
appropriate offer referral to Support to Screening
Services.
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Figure I: Management of participants with atypical and abnormal glandular abnormailities
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Where participants have had a previous AGC cytology with no histological
confirmation of a glandular abnormality, they should be reviewed at an MDM and
they should complete a Test of Cure co-test before returning to regular interval
screening.

Both cytological and colposcopic assessment of glandular abnormalities is difficult,
including the distinction between in-situ and invasive disease. A participant
presenting with a glandular abnormality on cytology has a 3.6% (95% CI11-7.5%) risk
of having invasive adenocarcinoma.' Atype 3 excision should be undertaken when
treating glandular abnormalities, studies have demonstrated that LLETZ and cold
knife cone biopsy achieve comparable outcomes when treating AIS 2~ 4 If LLETZ
biopsy is being utilised as the treatment method this should be performed as a
single pass excision. If this is not achievable a cold knife cone biopsy is
recommended 23°

Participants with a proven glandular abnormality who wish to remain fertile should
be treated with local excision. Evidence indicates that in participants less than 35
years of age a more conservative type 2 excision (10-15mm) can be offered initially
if the participant is counselled about the possibility of repeat therapy and the
associated risks. 2°

RECOMMENDATIONS - TREATMENT OF AGC AND AIS

RO.M Practice point

Specimen for histological When diagnostic excision is performed while investigating
assessment of glandular glandular abnormailities, the method chosen should ensure
abnormalities that a single, intact specimen with interpretable margins is

obtained for histological assessment.

R9.12 Practice point

Atype 3 excisional biopsy A type 3 excision should be performed by the method the

should be performed colposcopist feels most comfortable with to ensure
adequate treatment.

The depth and extent of the excisional treatment should be
tailored to the participant’s age and fertility requirements.
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An Australian study reported that participants with adenocarcinoma in situ with a
positive margin were more likely to have residual or recurrent disease (287%)
compared with negative excisional margins (4.3%). Residual adenocarcinoma in
situ was twice as common if adenocarcinoma in situ was present at endocervical
(29.6%) and stromal (231%) margins compared with an ectocervical margin (13.6%).
' Participants with positive excisional margins should be reviewed at a
multidisciplinary review meeting and a repeat excision should be performed.' 3

A new recommendation when participants are treated for histologically confirmed
HPV detected AIS and the final histology confirms clear margins, follow-up can
occur in primary care. A positive HPV test has been shown to be the most
significant independent predictor of residual disease. * ® A co-test should be
performed at 6 and 18 months for Test of Cure. Once the Test of Cure co-test has
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been completed successfully, the participant may return to regular interval
screening.

If a participant has HPV detected (any type) during the Test of Cure period, they
should be referred for colposcopic assessment. If the participant has completed
Test of Cure co-test and returned to regular interval screening, any further
abnormalities should be managed as a new screening event and follow the
management guidelines in this document. Participants who have had a
hysterectomy can cease screening.
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Figure 2: Management of Test of Cure co-test following a HPV detected glandular

abnormality
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If the HPV test result prior to treatment was not detected or the HPV status prior to
treatment is unknown, the participant should have co-testing annually. |If
surveillance tests have been undertaken for 25 years or more since the time of
treatment and all tests are negative, participants can be returned to the regular
screening interval. They can exit screening at age 70 years or older if they have
already had a negative co-test when aged 70 years or older.

If any abnormal result is obtained on follow-up co-testing, the person should be
referred for colposcopic assessment. The exception would be where there is a HPV
not detected and ASC-US or LSIL cytology, the co-test should be repeated in 12
months. If the co-test in 12 months is HPV not detected and ASC-US or LSIL cytology
participants should be referred for colposcopic assessment.

Participants who have had a hysterectomy can cease screening.

RECOMMENDATIONS - FOLLOW-UP AFTER EXCISIONAL TREATMENT FOR AIS

R9.13 Consensus-based recommendation
Follow-up of completely Participants with histologically confirmed HPV positive AIS
excised histologically who have undergone complete excision with adequate

confirmed HPV positive AIS | margins should have their first follow-up in primary care
with a Test of Cure co-test six months after treatment.

If HPV is not detected and the cytology is negative, a follow-
up Test of Cure co-test should be repeated 12 months later.

After two consecutive negative co-tests 12 months apart
the participant can return to regular interval screening.

If a participant has HPV detected (any type) or any
abnormal cytology during the Test of Cure period, they
should be referred for colposcopic assessment.

R9.14 Evidenced-based recommendation
Repeat excision for If AIS is incompletely excised at the endocervical or deep
incompletely excised AlS stromal margins (not the ectocervical margins), or if the

margins cannot be assessed, further excision to obtain
adequate margins should be performed.

R9.14 Consensus-based recommendation

Role of hysterectomy in AIS | Where participants have been treated for AlS by local
excision with clear margins, there is no evidence to support
completion hysterectomy. In this situation, hysterectomy is
not recommended.
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RECOMMENDATIONS - FOLLOW-UP AFTER EXCISIONAL TREATMENT FOR AIS

R9.15

Consensus-based recommendation

Follow-up of completely Those with completely excised AIS who were HPV not
excised HPV negative or detected or have unknown HPV status prior to treatment,
HPV status unknown AIS should have annual co-testing.

If surveillance tests have been undertaken for 25 years or
more since the time of treatment and all tests are negative,
participants can be returned to the regular screening
interval. They can exit screening at age 70 years or older if
they have already had a negative co-test when aged 70
years or older.

Participants who have had a hysterectomy can cease
screening.

If a participant has a HPV detected (any type) they should
be referred to colposcopy.

If a participant has a HPV not detected and ASC-US or LSIL
cytology the co-test should be repeated in 12 months. If the
subsequent co-test is HPV not detected and ASC-US or LSIL
cytology referral to colposcopy is indicated.

R9.16

Practice point

Supporting participants/ Ask all participants [ wh@nau whether they require
whdnau to attend Test of assistance or support to attend their follow-up Test of Cure
Cure follow-up co-test.

Consider transport, cultural support and where appropriate
offer referral to Support to Screening Services.
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