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ABSTRACT

Endometrial polyps (EPs) are a frequently encountered gynecologic disease with abnormal uterine bleeding and
infertility being the two common presenting problems, and hysteroscopic polypectomy is an effective method to
remove them. The postoperative polyp recurrence might result in reappearance of abnormal uterine bleeding or
infertility, whereas factors influencing the postoperative recurrence potential have limited data. Endometrial polyp
recurrence remains a concern with recurrence rates of 2.5% to 43.6%. As such, it is critical to identify the risk factors
and the preventive measures for endometrial recurrence, especially in reproductive-age women desiring future
conception, to aid in clinical counselling and decision making. The recurrence of EPs is related to estrogen
stimulation and endometrial hyperplasia. The progesterone-containing drugs are currently the most commonly used
method to prevent the recurrence of EPs. In this article, authors aim to discuss the high-risk factors of EPs recurrence
and the preventive measures for EPs recurrence. The preventive measures will focus on the combined oral

contraceptives (COCs) and the levonorgestrel-releasing intrauterine system (LNG-1US).
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INTRODUCTION

EPs are benign localized overgrowth of endometrial
tissue, composed of glands, stroma, and blood vessels
covered by epithelium.! It is a common gynaecologic
condition, with an incidence of up to 24%-41% in women
with  abnormal uterine bleeding and 10% of
asymptomatic women, relying on the population studied.?
Abnormal uterine bleeding is the most common
complaint of symptomatic patients. EPs are single in
most of the patients although in 12-20% of the cases
those are multiple. In a variable proportion of cases (0-
12.9%) depending on the population studied can develop
malignant transformation.’* EPs might also result in
infertility by intracavitary bleeding or presenting an

abnormal environment for embryo implantation, and the
presence of EPs is suggested to be the most common
pathologic finding detected by office hysteroscopy in
subjects with recurrent implantation failure.>®

EPs can be diagnosed by ultrasound, sono-hysterography,
hysteroscopy and curettage. Among them, hysteroscopy
is superior to the other three methods due to the fact that
it is able to detect the number, type, and location of EPs.
Hysteroscopic polypectomy is now the criterion standard
for the diagnosis and treatment of EPs. It is performed
under direct visualization to completely remove the
polyps with adjacent endometrium left intact.’”
Hysteroscopic polypectomy appears to enhance fertility
and increase pregnancy rates for infertile women with no
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other cause to explain their infertility.>® However,
although hysteroscopic resection effectively removes
EPs, studies demonstrated the postoperative recurrence
rates of EPs to range from 2.5% to 43.6%, depending on
the follow-up duration and nature of polyps.”*0
Therefore, it is important to attempt to identify risk
factors associated with recurrence and to take measures to
prevent recurrence of EPs.

HIGH-RISK FACTORS OF EPS RECURRENCE
Clinical factors and polyp number

Concerning potential predictive clinical risk factors such
as age, parity, BMI, history of hypertension or diabetes
mellitus, tamoxifen treatment, HRT and PCOS status do
not have an influence on endometrial polyp recurrences.’
Studies have shown that body mass index do not
contribute to higher endometrial polyp recurrence rates
despite the notion that higher levels of circulating
estrogen secondary to obesity contribute to abnormal
endometrial stimulation. However, the age, hypertension
and menopausal status are indicated as risk factors of
malignant polyps.! Recurrence can occur very soon after
surgery, and the incidences are much more frequent in
patients with high number of EP. Studies demonstrated
that a high number of EPs increase the risk of recurrence
in premenopausal women, with a recurrence rate of
45.5% compared with 13.4% in the single endometrial
patients after one year follow up.! EPs number >6 is
associated with a much higher recurrence than a single
EP, although endometrial polyp numbers 2-3 have similar
recurrence to single endometrial polyp.*? In addition, it is
reported that a high number of EPs are associated with an
increased postoperative recurrence potential of polyps at
the same location.® Resectoscopic surgery allows the
complete removal of polyps leaving intact the adjacent
endometrium. In this context, a recurrence should be
considered as a ‘new’ polyp, although it is difficult to
determine retrospectively if recurrence develops in a
location near or far from the previous polyp.” However,
‘blind’> methods, as simple curettage, can fail in
extracting the entire polyp also in 60-87% of the cases
and lead to a fragmentation and facilitated its
reconstitution, which cannot be considered as a real
recurrence.”?

Histopathologic features

Histopathologic features such as benign polyps,
hyperplastic polyps without atypia and cancerous polyps
play an important role in the recurrence of EPs. The
histopathologic type represents an independent predictive
risk factor in the recurrence. Indeed, the risk of
recurrence is significantly higher in hyperplastic polyp
without atypia compared with benign polyps, while less
than 10% of benign one did the same.” There is also more
frequent progression of the hyperplastic polyps without
atypia towards forms of symptomatic recurrences or
precancerous or cancerous forms that require more
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radical surgery, such as hysterectomy. However, even
benign polyps, and among them also those that are
asymptomatic, have a certain ability to recur, and
therefore it is recommenced that these also are removed.*

The type of EPs, either pedunculated or sessile, does not
play a role in the postoperative recurrence potential. The
two types of EPs, pedunculated and sessile are
determined based on the angle that is made between the
polyp and the adjacent wall. Pedunculated type polyps
being defined with the angle of polyp surface to
endometrium <90 degrees, while sessile polyps are those
with an angle >90 degrees.® However, the pedunculated
polyps are strongly associated with the presentation of
abnormal uterine bleeding. In comparison with sessile
polyps, the surface of pedunculated EPs is at risk of
touching the endometrium of the opposite uterine wall,
and abnormal uterine bleeding occurs consequently.®

In addition, follow-up duration plays an important role in
the recurrence of polyps. The recurrence of potential of
EPs increases as the follow-up duration is longer. This
positive association between the recurrence rate and
follow-up period is also found in endometriosis, in which
the 2-year recurrence rate is 21.5% postoperatively,
whereas the 5-year recurrence rate is as high as 40-50%.°

Resection methods of endometrial polyps

Hysteroscopic surgery is the first-line therapeutic option
in the treatment of patients with EPs. It can achieve
complete resection of EPs, with an overall complication
rate of 0.38%, however, studies have shown that
hysteroscopic resection is associated with a recurrence of
2.5% to 3.7%.8'* And studies have illustrated a high
endometrial polyp recurrence rate of 13.3% on a mean
follow-up of 2 years in women treated with resectoscopic
hysteroscopy.” In comparison with hysteroscopic
resection, intrauterine morcellation is associated with
lower recurrence of EPs.!> Intrauterine morcellation,
using a nonelectrical energy-dependent mechanical
device, allows deeper resection of tissue down to the base
of the endometrial polyp than using micro scissors or
polyp-grasping forceps does. Also, recurrence of EPs is
one of the most common problems in breast cancer
patients receiving long-term treatment with tamoxifen,
with a recurrence rate of 7.7% in post-menopausal
patients.’® Each year of additional use of tamoxifen is
estimated to increase the risk of developing recurrent
polyps by up to five-fold. Patients treated with tamoxifen
that underwent polypectomy associated with endometrial
resection had an endometrial recurrence rate of 8.54%.%°
To prevent recurrence of this condition, a simultaneous
endometrial polypectomy with endometrial resection
should be performed. Polypectomy with endometrial
ablation could reduce abnormal vaginal bleeding and
pathological sonographic findings, which therefore would
reduce the need for or completely avoid the need for
invasive procedures, such as hysteroscopy or curettage.
Thus, the need for the use of anesthetic and surgical
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resources would not be necessary. Therefore, for
postmenopausal breast cancer patients, suffering from
EPs associated with  tamoxifen,  hysteroscopic
polypectomy with endometrial ablation is considered as a
safe and effective treatment method, preventing the
recurrence of EPs.0

PREVENTIVE MEASURES FOR RECURRENCE
OF EPS

Recurrence of EPs is related to estrogen stimulation
and endometrial hyperplasia

Over the course of the menstrual cycle, human
endometrium undergoes repeated proliferation and
apoptosis, and the alteration of this proliferation-
apoptosis balance may result in EP formation or
hyperplasia.l’ EPs are usually soft, pedunculated, or
sessile tissue growths consisting of variable amounts of
endometrial glands, stromal tissue, and vessels, which
can result in irregular bleeding or spotting, heavy periods,
and fertility problems. The frequency of EPs in the
general population ranges from 6% to 38%, with peak
incidence between 40 and 50 years of age.>'® EPs may
arise in response to unopposed estrogen, as well as other
growth stimuli, including insulin and insulin-like and
epithelial growth factors that can also cause endometrial
hyperplasia. Continuous exposure to estrogen unopposed
by progesterone, polycystic ovary syndrome, and
tamoxifen use are well-recognized risk factors for benign
endometrial hyperplasia (BEH). Hormone replacement
therapy (with or without progesterone) and tamoxifen
treatment have been associated with the development of
EP, presumably mediated through agonist estrogenic
effects.’®2! The occurrence of EPs is also closely related
to estrogen stimulation and endometrial hyperplasia.

Recurrence of EP after surgical removal has been
demonstrated to occur in 15% to 60% different hormonal
approaches have been used as therapy for EPs, such as
progestin and gonadotropin-releasing hormone agonist
(GnRHa), combined oral contraceptives (COCs) and the
levonorgestrel-releasing  intrauterine  system  (LNG-
1US).81* These hormonal approaches can also be used as
the measures to prevent the recurrence of EPs. It is
reported that GnRHa gives a short-term symptomatic
relief for EPs.?? Progestin with high anti-estrogenic
activity is most effective at preventing development of
EP when compared to different hormone replacement
regimes in EP formation.?® Hence, the progesterone-
containing drugs are currently the most commonly used
method to prevent the recurrence of EPs. We will focus
on COCs and LNG-IUS to prevent the recurrence of EPs.

COCs

COCs combine an estrogen and a progestin in a single
tablet that is ingested orally once daily in a variety of
dosing regimens ranging from conventional 21 active and
7 hormone-free tablets to reduced hormone-free interval
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regimens (e.g. 24/4) to regimens with some days of low-
dose estrogen-only tablets in lieu of placebo tablets to
continuous-use regimens. Most COCs employ ethinyl
estradiol for the estrogen component, although estradiol-
based pill regimens have been recently introduced. In
contradistinction to the few estrogenic compounds
available in COCs, there is a wide array of contraceptive
progestins available in COCs, with most of the older
progestins being derived from testosterone, new
compounds not derived from testosterone like
nomegestrol acetate and dienogest and other novel
progestins such as drospirenone being derived from
spirolactone.

COCs have been shown to control the growth of the
endometrium, decreasing the risk of both endometrial
hyperplasia and EPs. However, the response of polyps to
oral contraceptive is different depending on the shape of
polyp. Sessile polyps are more sensitive to oral
contraceptives treatment than pedunculated polyp that is
sessile polyps regress in a higher rate than pedunculated
polyps under oral contraceptive treatment.?*

LNG-I1US

The LNG-IUS is a safe and highly effective long-lasting
reversible contraceptive. While shorter-acting
contraceptives such as the oral contraceptive pill require
high levels of patient compliance to maintain
effectiveness, the LNG-IUS is effective for up to 5 years,
which a first-year failure rate similar to that of
sterilization (0.2%).2° The LNG-IUS contains a total of
levonorgestrel 52g with a release rate of 20ug/day for 5
years, after which the daily dose drops by approximately
50%.% It is cost-effective and suitable for the vast
majority of women.?2” The LNG-IUS can also be used to
treat endometrial hyperplasia and EPs.?®2° Moreover, the
endometrial progestin concentration observed in women
treated with the LNG-IUS is shown to be one hundred-
fold higher compared to that in the endometrial mucosa
after oral therapy.®® According to a meta-analysis, the
LNG-IUS is superior to oral progestin therapy in the
treatment of endometrial hyperplasia. LNG-IUS offers
convenience, minimal adverse effects, reversibility, and
long-term endometrial protection. There is a fair quality
of evidence indicating that the use of the LNG-IUS is
safe for women with endometrial hyperplasia and may
have therapeutic benefits.3!

Oral tamoxifen is a standard adjuvant therapy for women
with breast cancer. It has been shown to improve disease-
free and overall survival in women with hormone
receptor positive disease and the usual treatment period is
5 years.3? However, it exerts weak estrogenic effect on
the endometrium and hence is associated with various
endometrial pathologies. The incidences of EPs,
hyperplasia and endometrial cancer had been reported to
be between 5 and 35%, 4.7-16% and 0.8-5%,
respectively.** The use of LNG-IUS among female
users of tamoxifen has shown a significant reduction in

Volume 8 - Issue 2 Page 789



Doobaly N et al. Int J Reprod Contracept Obstet Gynecol. 2019 Feb;8(2):787-791

the incidence of EPs.%%-% Wong et al conducted a RCT
with 129 women with breast cancer and who were users
of tamoxifen; the women were randomised to LNG-1US
before initiation of tamoxifen intake or no treatment. The
uterine cavity was evaluated at 12, 24, 45 and 60 months
after baseline. No cases of endometrial hyperplasia were
recorded in either groups; however, LNG-IUS reduced
EP de novo.*® Additionally, Arnes et al evaluated 59
women with hyperplastic polyps; the women received an
LNG-IUS, 10mg of oral MPA (10 days per cycle) or only
observation for 6 months. The numbers of women
without polyps after 6 months were 18 of 18 for those
who received an LNG-1US, 5 of 20 for women treated
with cyclic MPA (25%) and 2 of 21 (9%) for those
without any treatment.*

CONCLUSION

The number of endometrial polyps and follow-up
duration, but not the type of polyps, are major factors that
determine the recurrence potential after hysteroscopic
polypectomy. A higher number of endometrial polyps
and longer follow-up duration are associated with a
greater potential of polyp recurrence. Nevertheless, the
correlation  between recurrence and hyperplastic
appearance of the polyp cannot be underestimated, and
therefore we must emphasize the importance and the need
for further validation by prospective and multicentre
long-term follow-up studies. If considering recurrence
rate is high enough, it is recommendable to remove all
verified EPs, benign ones and hyperplastic ones with
atypia as they have an even higher propensity to recur.
Furthermore, hormonal approaches can also be used as
measures to prevent endometrial polyp recurrence.
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