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Conservative Management Outcome of Cervical
Intraepithelial Neoplasia Grade 2: A Three-Year
Follow-Up Study
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Abstract

Background: This study aimed to evaluate the safety and outcomes
associated with the conservative management of cervical intraepi-
thelial neoplasia grade 2 (CIN2) in women by assessing the rates of
spontaneous regression of CIN2, persistence of CIN2, or progression
to CIN3 and cancer.

Methods: We conducted a retrospective cohort study at DGH Hospi-
tal in the UK. We examined the medical records using the “Infoflex”
system of 146 women with histologically confirmed CIN2 between
April 1, 2019, and April 30, 2022. These patients underwent regular
follow-ups every 6 months, including colposcopy, repeated cervical
smears/punch biopsy, and human papillomavirus (HPV) testing to
monitor the progression or regression of their cervical lesions. The
analysis included assessing the rates of spontaneous regression of
CIN2, progression to CIN3 and cancer, the duration of conservative
management, and the number of patients who defaulted on follow-up.

Results: Among the 146 women with histologically confirmed CIN2,
only 67 patients were eligible for conservative management. All cases
underwent thorough evaluation by a multidisciplinary team (MDT);
and out of these 67 cases, nine cases were upgraded after MDT re-
view: six based on histological findings (punch biopsies) from CIN2
to CIN3, and three based on upgraded cytological assessments re-
sulting in a total of 56 cases suitable for CIN2 management. Out of
these 56 women; 39 women were in the age group between 25 and
30 years; 15 women between 30 and 35 age group; one patient was
36 years, and one patient was 40 years old. Regression rate was 71%
(n = 40/56) with conservative management; two cases progressed to
CIN3 (had large loop excision of the transformation zone (LLETZ)
procedure) with no progression to cancer. At 6, 12, 18, and 24 months,
the number of negative smears were 27/56 (48%), 5/56 (8.9%), 2/56
(3.5%), and 1/56 (1.7%), respectively.

Conclusions: Contrary to prior studies (upper age limit < 30 years),
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our findings support successful (71% regression rate) conservative
management (CIN2) in women aged 25 - 40 years. Additionally, our
observations highlight the quicker resolution of cytological abnor-
malities compared to histological regression.
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Introduction

Historically, high-grade squamous intraepithelial dysplasia,
encompassing both cervical intraepithelial neoplasia grade 2
(CIN2) and grade 3 (CIN3), has been collectively managed.
Consequently, a significant cohort of patients diagnosed with
CIN2 and CIN3 received treatment through large loop exci-
sion of the transformation zone (LLETZ). CIN3 is traditionally
regarded as a conclusive precancerous condition, carrying an
estimated 30% probability of evolving into invasive cervical
carcinoma [1]. In contrast, CIN2 has conventionally served as
the clinical threshold for intervention. However, recent dis-
course has brought into question the categorization of CIN2,
positing that it may not represent a discrete pathological entity
but rather a multifaceted and indeterminate class, encompass-
ing both benign human papillomavirus (HPV) infection and
incipient precancerous changes [1, 2].

Prior investigations have endeavored to assess the effects
of a conservative management approach, during a follow-up
period spanning from 6 to 48 months. Certain studies have
reached the conclusion that such a conservative strategy may
be deemed justifiable, particularly in the context of younger
women who have not yet completed their families. We posit
that this approach has the potential to significantly reduce the
occurrence of overtreatment in most female patients.

This study aimed to evaluate the safety and outcomes as-
sociated with the conservative management of CIN2 in women
by assessing the rates of spontaneous regression of CIN2, per-
sistence of CIN2, or progression to CIN3 and cancer.

Materials and Methods

We conducted a retrospective cohort study at DGH Hospital
in the UK. We examined the medical records using the “In-
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Table 1. Initial Referral Smears in Conservative Management
Group After MDT Discussion

Number of smears in
conservative group (n = 56)

2/56 (3.57%)
30/56 (53.5%)
24/56 (42%)
2/56 (3.57%)

Referral smears

Negative smear (HPV+)
Borderline/low dyskaryosis
Moderate dyskaryosis

Severe dyskaryosis

MDT: multidisciplinary team.

foflex” system of 146 women with histologically confirmed
CIN2 between April 1, 2019, and April 30, 2022. These pa-
tients underwent regular follow-ups every 6 months, includ-
ing colposcopy, repeated cervical smears/punch biopsy, and
HPV testing to monitor the progression or regression of their
cervical lesions. The analysis included assessing the rates of
spontaneous regression of CIN2, progression to CIN3 and
cancer, the duration of conservative management, and the
number of patients who defaulted on follow-up. The con-
servative management period was limited to 6 - 24 months
since UK guidance recommend treatment if the CIN2 lesion
has not resolved within 24 months, and age limit in our study
was 25 - 40 years. This study was registered with the Clinical
Audit Department (registration number: WC22-1249). Ethi-
cal compliance with human/animal study protocols is not ap-
plicable as this study does not involve direct participation of
humans or animals.

Results

Among the 146 women with histologically confirmed CIN2,
67 patients were eligible for conservative management. All
cases underwent thorough evaluation by a multidisciplinary
team (MDT) to ensure appropriate decisions regarding con-
servative management and to eliminate instances of under di-
agnosis or over diagnosis. Out of these 67 cases, nine cases
were upgraded after MDT review: six based on histological
findings (punch biopsies) from CIN2 to CIN3, and three based
on upgraded cytological assessments resulting in a total of 56
cases suitable for CIN2 management. The initial referral for
abnormal smears for colposcopy referrals for final cases which
underwent conservative management after MDT discussion
are shown in Table 1.

Out of these 56 women; 39 women were in the age group
between 25 and 30 years; 15 women between 30 and 35 age
group; one patient was 36 years, and one patient was 40 years
old.

Regression rate was 71% (n = 40/56) with conservative
management; and successful outcome was characterized by
either a regression of high-grade lesions observed during col-
poscopy or negative cytology results at 6-month follow-up in
colposcopy. At 6, 12, 18, and 24 months, the number of nega-
tive smears were 27/56 (48%), 5/56 (8.9%), 2/56 (3.5%), and
1/56 (1.7%), respectively (Fig. 1).

Whereas histological downgrading from CIN2 to CIN1
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or normal occurred in five cases at the 6-month follow-up. In
the conservative management subgroup for CIN2, 12 out of 56
patients (21%) showed persistence of lesions and subsequent-
ly underwent LLETZ. Notably, only two cases (3.5%) in the
conservative management group progressed to histologically
confirmed CIN3 at a 6-month follow-up, with no instances of
cervical cancer observed during the 24-month median follow-
up period.

Discussion

CIN2 is a challenging category known for its limited repro-
ducibility and encompassing manifestations of HPV infections
and early abnormalities. Notably, it is highly regressive, par-
ticularly among young women. The study supports the notion
that CIN2 can be effectively monitored, especially in women
contemplating future pregnancies. This approach is favored
due to the low cancer risk associated with CIN2 and the height-
ened risk of preterm delivery linked to excisional treatments
[3].

A critical review by Ostor in 1993 [4] concluded that the
likelihood of regression from CIN2 to CIN1 is 40%, persis-
tence is 20%, progression to CIN3 is 20%, and progression
to invasive cancer is 5%. In a study by Tainio et al [5], 3,160
women with CIN2 lesions were investigated for spontaneous
regression, persistence, or progression to CIN3 or cancer. At
the conclusion of the follow-up period, 18% of CIN2 lesions
had progressed, 32% persisted, and 50% had regressed.

The British Society for Colposcopy and Cervical Pathol-
ogy conducted a survey [6] to assess its members’ attitudes
toward conservative management of CIN2. Of over 500 re-
spondents, 68% reported offering this option in the absence of
formal specific guidance. The majority considered age over 40
years and the presence of large lesions as contraindications for
conservative management.

According to UK guidelines [7], individuals can be con-
sidered for conservative management of CIN2 if specific cri-
teria are met. These criteria include ensuring that colposcopy
examinations are adequate and have ruled out CIN3 and in-
vasive lesions, that CIN2 has been histologically confirmed
and reviewed at MDT meetings to exclude underdiagnosis
or overdiagnosis, and that patients agree to regular 6-month
follow-up colposcopic examinations, including repeat cervical
sampling and biopsy if indicated due to the presence of a more
severe lesion (CIN3) on colposcopic examination. Patients
must also understand that the resolution of CIN2 can take up
to 24 months.

Notably, this guideline [7] does not specify upper or lower
age cutoffs for conservative management. While earlier pub-
lished study included women aged 25 - 30 years, with the high-
est incidence observed among those aged 25 - 29 years (8.1
per 1,000 women [8]), our study demonstrates the safety and
efficacy of CIN2 conservative management in women aged 25
- 40 years, in line with other studies that utilized age cutoffs
of 39 - 44 years [9-11]. In the UK, CIN2 follow-up is up to
24 months, whereas in Germany, CIN1 is followed up to 24
months and CIN2 is followed up to 12 months [12].
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Cases discussed at MDT (n=67)

i

e

review OR smear upgraded to severe dyskaryosis (n=9)

Cases Upgraded from CIN 2 to CIN 3 (punch biopsy) histology

A/

LLETZ (n=9)
Large loop excision of the transformation zone

Smear Negative = /
6 months follow 3
up; n=27/56 (48%)

Histology downgraded CIN
2to CIN1 at 6- month
follow up; n=5 (8.9%)

Smear Negative at
12 months follow

Histology upgraded at 6-
month follow up CIN 2 to
CIN3 n=2/56 (3.5%)

Persistence of CIN 2
lesion n=12 (21%)

up =5/56 (8.9%)

Smear Negative
18 months follow
up; n=2/56(3.5%)

Smear Negative
24 months follow
up; n=1/56 (1.7%)

v

LLETZ
Large loop excision of the transformation zone

Figure 1. Outcome of CIN2 conservative management. CIN2: cervical intraepithelial neoplasia grade 2; MDT: multidisciplinary

team; LLETZ: large loop excision of the transformation zone.

While Tainio et al [5] reported a regression rate of 52% af-
ter 6 months and a regression rate of 50% after 24 months. Re-
cent studies, such as Lee et al in 2018 [13] and Tjandraprawira
et al in 2022 [9], have shown higher regression rates of 74%
and 77%, respectively. In our study, we observed an overall
regression rate of 71% and a regression rate of 57% after 6
months.

Additionally, previous studies, such as that by Godfrey et
al [14] from the UK, reported more histological downgrades at
6-month follow-ups, with a lag in cytology becoming negative
afterward. In contrast, our study found a higher proportion of
cytology turning negative at 6-month follow-ups compared to
histological downgrades. In this context, a study by Silver et al
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[10] reported that only 20% of women met the criteria to exit
colposcopic follow-up and return to routine screening, where-
as more cases of early regression of smears (48%) in our study
allowed discontinuation of colposcopic follow-up at 6 months.

Conclusions

Contrary to prior studies (upper age limit < 30 years), our find-
ings support successful (71% regression rate) conservative
management (CIN2) in women aged 25 - 40 years. Addition-
ally, our observations highlight the quicker resolution of cyto-
logical abnormalities compared to histological regression.
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