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Abstract

Cervical cancer is the third most diagnosed malignancy in women and the fourth leading cause of cancer death worldwide
(1). In 2014, WHO had combined CINZ and CIN3 and labeled them as HSIL (high grade squamous intraepithelial dysplasia)
(2). As a result, LLETZ (long loop of excision of transformation Zone) is done to treat CINZ2. This treatment has ramifications
for future fertility, particularly in the younger reproductive age group (3). However, numerous studies have estimated CIN
2 spontaneous regression rates in a range of reproductive age groups reaching up to 50-60%. An increasing body of evidence
has emerged in recent years to support conservative management in this category as an alternative (5). This retrospective
study examines conservative treatment which was carried out on 40 patients in Lister hospital as a new alternative with no

negative consequences on future fertility.
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Introduction

A precancerous condition of the cervix known as CIN2 is
frequently identified by cervical screening. The aim of the
NHS national cervical screening program is to reduce the
incidence of cervical cancer by detecting the cervical cancer
precursor high-grade cervical intraepithelial neoplasia,
typically thought to be CIN 2 and CIN 3 (2). According to UK
criteria, CIN 2 and 3 were both considered high-grade
cancerous lesions, and cervical treatment was advised for
management. However, there is uncertainty regarding the
pathogenesis and natural history of CIN 2. Several studies
have documented high spontaneous regression rates,
particularly in young women (5). Evidence in young women
points to CIN2 regression rate of 40-74% Within two years
of diagnosis (6).

CIN 2 treatment is associated with obstetric morbidities
such as increased prevalence of preterm labour, and second
trimester miscarriage (3). Recently, a growing number of
colposcopy centres in the UK are moving towards
conservative management of CIN 2. A survey by the British
society of colposcopy to assess the attitudes towards
conservative management of CIN 2 found that around 68%
of the participants do offer conservative management in
their units (7). Conservative management of CIN 2 was

commenced at East and north Hertfordshire trust in
November 2020.

Aim of the study

The aim of this study is to determine the safety of this
relatively novel approach in terms of rates of regression,
persistence or progression of CIN and also to evaluate the
current management pathway and its compliance to the
standard local guideline.

Material and Methods

Study design and setting: the current study is
retrospective design. Data were collected from the
colposcopy digital system “infoflex” and clinic letters in
Lister hospital. Data were collected from November 2020 till
March 2023.

Study population and data collection tool: A total of 40
Women with histologically proven CIN 2 were included as
they fit the inclusion criteria of conservative management as
per the local policy which is (1) Adequate colposcopy
examination (2) CIN 3 and an invasive lesion has been
excluded (3) Multiple biopsies have been taken (4) CIN 2
diagnosed on histology (5) The CIN 2 lesion occupies no
more than 2 quadrants of the cervix.
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Participant women were all discussed in the colposcopy
multidisciplinary team meeting where cytology and
histology results were reviewed. All participant women
were offered both treatment options and had informed
consent, irrespective of the type of management agreed.
They were provided with a written patient information
leaflet and all can request LLETZ treatment at any point. Any
women with evidence of progression to CIN3 either on
colposcopic opinion or histological biopsy or worsening of
cytology to severe dyskaryosis or persistence over 12
months were advised to have standard LLETZ treatment and
excluded from conservative management.

Data collected included sociodemographic data as age, as
well as, medical data about HPV vaccination status, initial
cytology on referral to the unit, colposcopic impression,
results of cytology, histology, duration of follow up and
outcome of conservative management. The method of
surveillance used was six monthly colposcopy and cervical
smears. Successful conservative management was defined
as no evidence of high-grade dysplasia on colposcopy with
negative cytology on two consecutive visits. The final
outcome is classified as:

e Progression: Biopsy showing CIN 3 at any point during
follow up

e Persistence: persistence of CIN 2 or high grade
dyskaryosis over 12 months follow up

e Regression: cervical smear, colposcopy and biopsies
without neoplasia observed at any time during the
follow-up and confirmed at the twelve-month follow-up.

All data collected were revised for completeness and logical
consistency, and data were coded and entered anonymous
on the computer using "Microsoft Office Excel Software"
version 2013. The pre-coded data was then transferred and
analysed with the Statistical Package for Social Science
version 24 " SPSSv.24". For quantitative variables, mean and
standard deviation, minimum and maximum, and frequency
and percentage were used to summarize the qualitative
data.

Results

Patient Characteristics and vaccination status:

A total of 40 patients were included but one was excluded
from the analysis as she left the country during the follow
up. Around half of the included participants were in 25-30
years age range. Only one woman was aged under 25 years.
The mean age of the included participant was (+-). Only one
fifth of the included women were vaccinated. The greatest

portion of them were not vaccinated (n=25,64%). For
detailed information refer to table 1.

Table 1: patient age and vaccination status.

Participants ‘ N=39 (100%)
Age group:

20-25 1 (2.5%)
25-30 18 (46%)
30-35 10 (26%)
35-40 6 (15%)
40-45 2 (5%)
45-50 2 (5%)
Vaccination status

not vaccinated 25 (64%)
vaccinated 7 (18%)
No information on HPV vaccination | 7 (18%)

Initial Cytology On referral:
Most patients (n=19, 48%) were referred with high grade

dyskaryosis moderate. Near one fourth (26%) patients were
referred with High dyskaryosis severe and only (18% n= 7)
patients with low grade dyskaryosis (table 2).

Table 2: initial cytology results of included women.

Cytology N=39 % (100%)

Low Grade Dyskaryosis 7 (18%)

High Grade dyskaryosis moderate 19 (48.5%)

High Grade Dyskaryosis Severe 10 (26%)
Borderline Changes in Squamous cells | 2 (5%)
Negative cytology 1(2.5%)

Follow up duration and participants compliance to

follow up:
The follow-up visit schedule for the purpose of performing a

colonoscopy and smear was communicated to all cases. The
majority of participants were compliant with follow up
visits. Due to travel outside of the nation, just one patient
missed her follow-up and dropped out within the first six
months. Most patients had completed a follow up duration
for 18 months and 24 months, respectively (33%, n =13, and
31%, n = 12). Figure 1 provides details.

Follow-up Duration

<

N

M 0-6 months
18-24 months

6-12 months
24-30 months

12-18 months

Figure 1: follow up duration of the participants.
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Cytology Results on follow up:
All cases were reviewed in colposcopy MDT before

beginning conservative management. MDT reviewed all
smears and biopsies before deciding on conservative
management versus LLETZ treatment. In all cases where
treatment was proposed, an MDT discussion took place
prior to treatment. With the MDT results, a documented

letter was sent. The Surveillance method currently utilised
is 6 monthly colposcopy and smear. The cytology results on
follow up found that half of the cases (54%, n=21) shown
evidence of cytological regression during follow up from
high grade dyskaryosis to Low grade and negative. One fifth
of cases (n=8) showed persistent high grade dyskaryosis
severe. All results illustrated in Figure 2.

Cytological results during follow up

13%

13%

4

21%

M Cytological Regression during follow-up

M High grade dyskaryosis
& Under follow-up/no smears
LG dyskaryosis

Figure 2: Participants cytological results during follow up visits.

Colonoscopy features during follow up:

In most of participants (n=16, 41%), there was a resolution
of HG features by colposcopy. In 13% of cases (n=7) there
was change of low-grade features to normal colposcopy. In
less than 10% (n=3) there were persisted low grade
features, however, in one fifth of cases (n=8,21%) the High-
Grade features persisted on colposcopy. In fifteen percent

45

40

a
) = B

cases (n=6), there was progression to HG during follow up.
Only one case had no second follow up yet for comparison
(figure 2). Colposcopy was noted to be satisfactory in all
cases and all cases were examined by colposcopists
accredited from the British Society of Colposcopy and
Cervical pathology. (BSCP).

Regression of Persistance Low grade Persistance Progression No second  Satisfactory
HG of low grade  features of HG to HG follow up colposcopy
features change to features
norma

colposcopy

Figure 3: changes in colposcopy impression during follow up.
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Histology Results during follow up:

In total, there were no repeat biopsies in 20 patients (51%)
as it is not repeated routinely. For cases who had a repeat
biopsy, there was evidence of histological regression in Nine

25

20

| I

| .
0

Mo repeat biopsy

Histological regrassion

participants (23%), (6 out of them were from CIN 2 to CIN 1
and the others from to CIN 2 to no CIN. During follow-up, 7
patients (18%) had persistent CIN 2. There was no evidence
of progression to CIN 3 except in three patients (8%).

Persistant CIN 2 Evidence of progression to

CIM 3

Figure 4: Histology changes during follow up.

Participants outcome and LLETZ treatment:
During the course of the research figure 5 illustrates the

patients’ outcomes. Five out of 40 patients, or 13%, were
advised to get LLETZ therapy. In view of a 12-month period
of severe high-grade dyskaryosis as determined by cytology
and high-grade characteristics as determined by colposcopy,
two patients were recommended for LLETZ. In both cases,
CIN 3 was confirmed by histology results later. Following
her initial follow-up, a patient was offered LLETZ after
confirming her family is complete. Because of the biopsy-
verified progression to CIN 3, two patients were offered

LLETZ. After two years, a patient with persistent CIN 2 was
offered LLETZ. She had a prior LLETZ and was worried
about the possibility of preterm labour, so she declined
therapy. After an additional year of follow-up, a second
biopsy that solely detected HPV alterations was conducted,
and yearly smears are now conducted. In summary, 13% (n=
5) of patients underwent LLETZ treatment, 28% (n=9) were
discharged from colposcopy for yearly follow up following
successful conservative management, and 38% (n=15) are
still being watched.

Figure 5: patient outcome during the research duration.

Discussion

Conservative management relies on observing the lesion
until it regresses. It involves 6 monthly colposcopic and
cytologic review with repeat biopsies where necessary at
least for a period of 2 years initially. As a relatively new
approach in lister hospital colposcopy department, most
patients are under surveillance. Only 13 % of cases
completed the full 24 months period of monitoring. The
results so far have shown regression in terms of cytology
and histology in the majority of cases. There were no
reported cases of cervical cancer and only a small

Annal Cas Rep Rev: 2023; Issue 12

percentage (8%) progressed to CIN 3. These results are
consistent with a population-based study from Canada that
showed that regression occurred in 73.1% of all women
total women in the study 636, all under age 25 years with
conservative approach of management concluding this a
safe and justified approach (8). Another study in the UK
demonstrated 57% regression with a default rate of 11%

(9).
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There were strong indications to offer LLETZ in cases of
failed conservative management. There was good
compliance to the standard local guideline. Patient selection
was appropriate in 100% of cases. A multidisciplinary
approach was employed before decision for conservative
management and before decision for treatment. It should be
noted that this is a retrospective study based on medical
record data. As a result, we lack information on parameters
linked to predicting the outcome of conservative care, such
as the initial CIN2 lesion not being tested for p16 by IHC,
thus we can't say whether that triage signal would have
helped predict the outcome (10).

More than half of patients were compliant to six monthly
follow up, but 48 % missed one or more appointment for
various reasons. This represents an area for improvement.
Although the current patient information leaflet emphasises
on this aspect, more counselling of patients is vital to avoid
delay in diagnosis and treatment. Previous case studies have
wide variation in research methodology and outcome
definitions such as "regression" and "persistence"(3,6,7&8).
We observed less evidence of complete recovery to
normalcy during our auditing, instead finding a substantial
proportion of women with persistent but non-progressing
low-grade lesions. In the absence of progression, the
inability to "clear"” or return to normal screening resulted in
a long-term cycle of repeated follow-up visits, several of
which included repeat colposcopies and/or biopsy
procedures. This loop is costly to the patient in terms of
time, money, and emotional anguish or anxiety (11).

These findings call for a rethinking of current guidelines that
require a return to complete normalcy before discharge
from the colposcopy clinic and returning to routine
screening. More research is needed to determine whether it
is possible to identify which women with an initial CIN2 who
are under increased surveillance can be safely returned to
routine screening after fewer follow-ups without increasing
their cancer risk significantly. Perhaps HPV genotyping,
and/or a lack of high-grade cytology could be used to
distinguish which women are at higher cancer risk and
require continued surveillance, and which are at lower
cancer risk and can be safely released from such intensive
surveillance and returned to routine screening. More
research is needed to determine whether younger women
with an untreated, transient CIN2 diagnosis but persistent
low-grade abnormalities can safely return to routine
screening (12).

Conclusion and Recommendations

Conservative management of CIN 2 is a safe option, as
demonstrated by this study, when close monitoring and
appropriate patient selection are used. Conservative
management of CIN 2 is more patient-centered and may help
reduce rates of preterm labour and second trimester
miscarriage. As more units are adopting this approach,
hopefully this will contribute to less poor obstetric
outcomes and better patient satisfaction.

A prospective study focusing on future pregnancy outcomes
would be helpful to assess the impact of this management.
As more units are adopting this approach, we expect more

Robust evidence to support a national guidance for
conservative management of CIN 2.
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