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Simple Summary

Endometrial hyperplasia has a high epidemiological impact, and its management is part
of everyday practice. This review is proposed to address persistent inconsistencies in
the diagnosis, treatment, surveillance, and fertility-sparing management of endometrial
hyperplasia across international guidelines. The authors aim to compare and synthesize
recommendations from major gynaecologic societies, identify areas of agreement and
disagreement, and provide a practical evidence-based management approach. By highlight-
ing current evidence gaps and variations in clinical practice, the study may support the
development of more standardized, personalized, and globally harmonized care pathways.

Abstract

Endometrial hyperplasia (EH) is an estrogen-driven proliferative disorder with a measur-
able risk of progression to endometrial carcinoma. Although many guidelines have been
issued over the years, clinical practice remains heterogeneous. In this paper, we aim to com-
pare and summarize key recommendations and disagreements among major international
guidelines for managing endometrial hyperplasia, focusing especially on conservative
and fertility-sparing strategies. All guidelines align with some key principles: they all
adopt the 2020 WHO classification, strongly prefer hysteroscopy-directed sampling, and
recommend progestin therapy as the first-line treatment for non-atypical EH, favoring the
levonorgestrel-releasing intrauterine system (LNG-IUS) over oral regimens. They designate
total hysterectomy as definitive management for atypical hyperplasia/intraepithelial en-
dometrial neoplasia (AEH/EIN) due to the substantial prevalence of concurrent carcinoma.
Nevertheless, several key discrepancies appear, mainly concerning how long to continue
progestin therapy and when to escalate treatment; and how intensively and for how long
to conduct post-treatment surveillance. Variations in diagnostic and therapeutic protocols
reflect evidence gaps and differences across healthcare settings. Future research should
focus on harmonized outcomes, comparative studies of conservative strategies, and the
integration of new pathology tools for personalized management.

Keywords: hyperplasia; endometrial; management; fertility; progestogen; cancer

1. Introduction

Endometrial hyperplasia is an estrogen-dependent pathological condition character-
ized by a wide spectrum of morphological alterations, ranging from benign changes to
lesions with neoplastic potential [1]. Histologically, it is defined as an irregular prolifer-
ation of endometrial glands, resulting in an increased gland-to-stroma ratio compared
with the normal endometrium [2]. In most cases, endometrial hyperplasia develops in the
context of estrogen excess. Estrogens, whether endogenous or exogenous, physiologically
stimulate endometrial proliferation; thus, all conditions that lead to unopposed estrogen
exposure represent a possible risk factor. These include obesity, unbalanced estrogen
therapy, tamoxifen use, and chronic anovulation (as seen in perimenopause, polycystic
ovary syndrome, or infertility) [3—6]. Other contributing factors are estrogen-secreting
tumors, early menarche, and late menopause [7]. Moreover, women with Lynch syndrome
have a markedly higher risk of atypical hyperplasia and endometrial carcinoma [8-10].
Over time, several histopathologic classification systems have been developed to better
stratify endometrial hyperplasia according to its biological behavior and risk of malignant
progression [11-13]. Although international societies endorse diagnostic terminology that
clearly distinguishes entities requiring distinct management pathways, debate persists
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over which system offers greater accuracy and practicality. Given persistent limitations of
current classifications, including variability in interpretation and incomplete integration
of molecular predictors, there is growing recognition that refined or combined stratifica-
tion models may further improve risk assessment and guide personalized management
strategies. The most common sign of endometrial hyperplasia is unusual bleeding from
the uterus. Heavy periods, bleeding between periods, and postmenopausal bleeding often
lead women to see a gynecologist, who can help diagnose the condition early. Sometimes,
it is found by chance in women without symptoms during a regular ultrasound or imaging
for other reasons. In these cases, it may be suspected that abnormal cells are seen during
cervical screening. Sometimes, hyperplasia or cancer is found unexpectedly in a uterus
removed for unrelated problems. It is very important to find endometrial hyperplasia early.
Without treatment, especially for the atypical type, it can lead to cancer of the uterus lining.
Over the years, international societies have developed guidelines to minimize variations in
clinical practice and to improve patient outcomes. The purpose of this paper is to summa-
rize and compare the similarities and major differences among current clinical guidelines
for the management of endometrial hyperplasia. Few studies have specifically compared
international guidelines for the management of endometrial hyperplasia. A recent review
by Boureka et al. provided a comparison of recommendations from ACOG, RCOG, and
SOGC. The present review expands upon this analysis by including additional national
and international guidelines, allowing a broader assessment of areas of consensus and
disagreement and providing a more global perspective on the management of endometrial
hyperplasia. By clarifying these commonalities and disparities, the paper aims to assist
clinicians in decision-making and optimize patient care.

2. Materials and Methods

This is a descriptive comparative review. A literature search was conducted in PubMed
and on the official websites of national and international gynaecologic societies to identify
guidelines and consensus documents addressing the diagnosis, treatment, and follow-up of
endometrial hyperplasia published between January 2000 and December 2025. Guidelines
were eligible for inclusion if they provided specific recommendations on the management
of endometrial hyperplasia and represented the most recent complete version issued by
the respective scientific society. Superseded versions, duplicate publications, and docu-
ments not specifically focused on endometrial hyperplasia were excluded. The retrieved
documents included the American College of Obstetricians and Gynecologists (ACOG,
2023) Clinical Consensus [14], the Royal College of Obstetricians and Gynecologists (RCOG,
2016) Green-top Guideline [15], the Society of Obstetricians and Gynecologists of Canada
(SOGC, 2019) Guideline [16], and the Chinese guideline on the management of endometrial
hyperplasia (2024) [17]. A particular focus is given to the fertility-sparing management of
patients with endometrial hyperplasia, as women tend to pursue pregnancy at older ages,
and the condition is being diagnosed in younger women. For this reason, we also included
the Italian Guidelines from the GISS Gynaecologic Oncology Working group (2020) [18]
and the ESGO/ESHRE/ESGE Guidelines for the fertility-sparing treatment of patients
with endometrial carcinoma (2023) [19], which incorporate the management of patients
with atypical hyperplasia. For each society, the most recent complete version of the guide-
line available at the time of manuscript preparation was selected. Recommendations were
extracted from the full-text guidelines and grouped into predefined clinical domains, includ-
ing diagnostic assessment, treatment of endometrial hyperplasia without atypia, treatment
of atypical hyperplasia/endometrial intraepithelial neoplasia (EIN), fertility-sparing man-
agement, and follow-up. The recommendations were then summarized in comparative
tables and analyzed descriptively to identify areas of concordance and divergence among
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the included guidelines. As this was a descriptive-comparative review, no formal ranking
or quality appraisal of the included guidelines was performed. Guidelines were selected
based on their relevance to the management of endometrial hyperplasia and the avail-
ability of the most recent complete version published by the respective scientific society.
Recommendations were extracted and compared as reported in the original documents.
When differences or conflicting recommendations were identified, these were presented
and discussed descriptively to highlight areas of agreement, divergence, and uncertainty
in current clinical practice, rather than being adjudicated by the authors. A summary of
the recommendations is provided in Table 1 (diagnostic assessment), Table 2 (endometrial
hyperplasia without atypia), and Table 3 (atypical hyperplasia/endometrial intraepithelial
neoplasia). The corresponding levels of evidence are reported when available.

Table 1. Diagnostic assessment.

Topic ACOG [14] RCOG [15] SOGC [16] Chinese [17] GISS-SIGO [18] ESG?;];]SHRE
Terminology =~ WHO 2020 [11] WHO 2020 [11] WHO 2020 [11] WHO 2020 [11] WHO 2020 [11] WHO 2020 [11]
1st option: blind
approaches (e.g.,
Hysteroscopic- Pipelle), hysteroscopic .
guided sampling, guided sampling and D&C. Hysterlc;:isdczslcally
. Hysteroscopic- especially if curettage if (Level 2++) or & .
Endometrial . . . . . endometrial
. guided outpatient non-diagnostic/highly Hysteroscopic N.M. - .
sampling ) . L . : biopsy is
sampling. failed/or suspicious, persistent endometrial
; . . . . preferred over a
nondiagnostic. bleeding, cervical biopsy (level 2+). blind bi
(Level 2+) stenosis, failed opsy:
endometrial biopsy, or
excessive pain/anxiety
There is
insufficient MRI can aid in MRI'may be
Imaging evidence to the identification requested to
2 N.M. . N.M. . . assess potential N.M.
techniques routinely of invasive local di
recommend CT or carcinomas. ocal disease
MRL extension.

Note: WHO: World Health Organization; D&C: dilation and curettage; CT: computed tomography; MRI: magnetic
resonance imaging; N.M: not mentioned.
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Table 2. Management of non-atypical endometrial hyperplasia.

Topic ACOG [14] RCOG [15] SOGC [16] Chinese [17] GISS-SIGO [18] ESGO-ESHRE [19]
Reversible risk factors such as obesity Patients should be assessed for reversible Patients should be advised to
Addressing risk factors N.M. and HRT should be identified and risk factors and receive support to treat . . N.M. N.M.
addressed. those conditions. address modifiable risk factors.
1st choice: LNG-IUS (possibly kept in
place for 5 years in patients showing
treatment response). 1st choice: LNG-IUS (meta
1st choice: LNG-TUS 2nd choice oral or injectable progestogens:  evidence level 1—, RCT evidence
(Level 2+) e MPA 100-200 mg/day (high dose) or level 2+).
2nd choice: continuous oral 2.5-20 mg/day (low dose) 2nd choice: Oral progestogen.
progestogens (MAP 10-20 mg/day or e  MPA 10-20 mg/day per 10-12days e  MPA 10-20 mg/day
Medical treatment N.M. NETA 10-15 mg/day) per cycle e  MA 40 mg/day N.M. N.M.
(Level 1+) . MPA injectable 150 mg every 90 days e dydrogesterone 20 mg/day
Cyclical progestogens should not be e  MA 80-320 mg/day (high dose) or e  NETA 15mg/day
used. 40 mg/day (low dose) . Other drugs as off-label options:
(Level 1+) . NETA 5-15 mg/day (continuous) or COC, aromatase inhibitors, GnRH
15 mg/day per 10-12 days per cycle agonist.
e  Progesterone 100-300 mg/day
In both pre- and post-menopausal patients
Treatment duration (with either oral .
progestogens or the LNG-IUS) should Treatment duration (with either oral Treat'm?n't duratl;)r61 Shoutl}? lasta
last a minimum of 6 months. progestogens or the LNG-IUS) should last Ifa dvrerllrlsrelzuer;?ercrtsoare rtr(l)(ljgra;ie and
Duration NM If adverse effects are tolerable and a minimum of 6 months fertility is not desired. women NM NM
o fertility is not desired, women should be  The LNG-IUS should be kept in place for shoul dybe encourage d, to retain o o
encouraged to retain the LNG-IUS for 5 years in patients showing the LNG-TUS for u gto 5 vears. as
up to 5 years, as this reduces the risk a treatment response. this reduces the rir:; K of 1?;la !
of relapse. pse.
Endometrial sampling should be
arranged at least every 6 months, but Endometrial sampling (performed with
timing should be individualized. the IUD in place), every 3 to 6 months.
At least two consecutive 6-monthly The decision to continue therapy beyond Endometrial sampling every
negative biopsies should be obtained 6 months for patients who do not respond 6 months.
prior to discharge. should be made on an individual basis. A At least two consecutive
Follow-up N.M. In women at higher risk of relapse (likea  response after 12 months of treatment will 6-monthly negative biopsies N.M. N.M.

BMI of 35 kg/m? or greater), 6-monthly
endometrial biopsies are recommended.
Once two consecutive negative biopsies
are obtained, long-term follow-up
should be considered with annual
endometrial biopsies.
(Level 2+)

rarely occur, and a change in treatment
modality should be considered.

The follow-up duration for patients with
risk factors (like a BMI of 35 kg/m? or
greater) should be extended, as the relapse
rate has proven to be higher.

should be obtained prior to
discharge.
Then, clinical and TV-US
follow-up once a year.
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Table 2. Cont.

opic inese - -
Topi ACOG [14] RCOG [15] SOGC [16] Chi [17] GISS-SIGO [18] ESGO-ESHRE [19]
Hysterectomy should be considered if Hysterectomy should be considered if: Hyst.eg‘ectgrﬁy should be
e  patient does not want fertility . - considered 1
. e  patient does not want fertility . .
preservation - o there is progression to AH or
. there is progression to AH or preservation carcinoma during follow-up
carcinoma during follow-u * there is progression to AH or . hyperplasia fails to regress
. hyperplasia fails%co re resslzlfter carcinoma during follow-up af}gr 11; months of me;siical
1%, Enoflths of medical %reatment * hyperplasia fails to regress after treatment
Surgery indications N.M. . hyperplasia relapses after 12 months. of medical treatment e hyperplasia relapses after N.M. N.M.
completing treatment * hyperplasia relapses after completing treatment
pretmg tre: . completing treatment pretmg fre .
. abnormal uterine bleeding b 1 ine bleedi . . abnormal uterine bleeding
continues despite treatment * abnormal uterine bleeding continues continues despite treatment
atient declines surveillance despite treatment . atient declines surveillance
patie . patient declines surveillance patie .
medical treatment is . . N . medical treatment is
o e  medical treatment is contraindicated o
contraindicated contraindicated
Postmenopausal women should be
offered a BSO together with a total Surgical treatment should consist of total
hysterectomy. hysterectomy with salpingectomy, with or
For premenopausal women, the decision without bilateral oophorectomy. TH. Subtotal hysterectomy is not
to remove the ovaries should be The ovaries are typically removed in appropriate.
individualized; bilateral salpingectomy postmenopausal women. Prophylactic There is no indication of sentinel
Type of surgery N.M. should be considered, as this may reduce salpingectomy alone at the time of lymph node biopsy or N.M. N.M.
the risk of a future ovarian malignancy. hysterectomy can be offered for risk lymphadenectomy.
A laparoscopic approach is preferable. reduction in ovarian cancer when the Endometrial ablation is not
(Level 1+) ovaries are left in situ. recommended.
Endometrial ablation is not A minimally invasive approach is
recommended. preferred.
(Level 1—)

Note: HRT: hormone replacement therapy; LNG-IUS: levonorgestrel intrauterine system; MA: megestrol acetate; MPA: medroxyprogesterone acetate; NETA: norethindrone acetate; N.M:
not mentioned; TH: total hysterectomy; BSO: bilateral salpingo-oophorectomy, TV-US: transvaginal ultrasound, COC: combined oral contraceptive.
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Table 3. Management of atypical endometrial hyperplasia.

Topic ACOG [14] RCOG [15] SOGC [16] Chinese [17] GISS-SIGO [18] ESGO-ESHRE [19]
TH is the standard treatment.
(Level 1+)
A minimally invasive approach is
preferable.
Postmenopausal women with atypical TH with BSO is the standard Postmenopausal women
hyperplasia should be offered BSO treatment. should be offered BSO
together with the TH. In premenopausal women, ovarian together with TH.
TH is the definitive (Good practice point) preservation should be discussed. ~ For premenopausal women,
treatment. In premenopausal women, bilateral Avoid subtotal hysterectomy and salpingectomy should be
Surgery Avoid subtotal salpingectomy must be considered. uterine morcellation. considered as this may N.M N.M
hysterectomy. Bilateral oophorectomy should be Endometrial ablation is not reduce the risk of a future o o
Endometrial ablation is not individualized. recommended ovarian malignancy. No
recommended (Level 2++) No benefit from routine benefit from routine
Endometrial ablation is not intraoperative frozen section intraoperative frozen
recommended analysis or routine section analysis or routine
(Level 2+) lymphadenectomy. lymphadenectomy
No benefit from routine intraoperative
frozen section analysis or routine
lymphadenectomy.
(Level 2+)
If a patient wishes to preserve their
fertility or is unfit for surgery. Combined hysteroscopic resection
Conservative options include: If a patient wishes to with progestin therapy is the most
¢ 52mgLNGIUD presl:efr.xt/(z their fertlht}f/tor is effecth(te fertlhty;sparmg
MPA 100-200 mg/day (high unfit for surgery, after . reatment.
d 9 counseling. Continuous oral ~ Oral MA 160-320 mg/day or MPA
ose) or 2.5-20 mg/day (low D . . MA 400-600 /day i binati
For patients in whom TH is dose) TUg TeSImens: . mg/day m combmation
. . 52 mg LNG-IUS 160-320 mg/day  with a 52 mg LNG-IUD is the best
not an option, progestins . MPA 10-20 mg/day per . .
are recommended 10-12 days per cycle (evidence level 2+) or MPA option.
LNG-TUD ; If a patient wishes to preserve their ays percy MA 160 mg once/twice per ~ 400-600 mg/day The recommended duration of
- seems to be fortili . . . MPA injectable 150 mg every . S
associated with higher rates . e.rtlhty oris unﬁ’f for surgery. 90 davs day and/or 52 mg medical ’.cherapy. is 6-12 mf)nths.
Medical ¢ . 5 d First-line treatment with the LNG-IUS, MA 8}(; 320 dav (hich MPA 500 mg/day LNG-IUD for at The maximum time to achieve a
treatment of regression compared to with oral progestogens as a * -320 mg/day (hig For patients without least 3-6 months complete response should not

oral formulations.
There is insufficient
evidence to recommend any
oral formulation over
another.

second-best alternative.
(Level 2++).

dose) or 40 mg/day (low dose)
NETA 5-15 mg/day
(continuous) or 15 mg/day per
10-12 days per cycle
Progesterone 100-300 mg/da
aromatase inhibitors

GnRh agonists

Metformin may be added to increase
treatment effect, even in the absence
of metabolic syndrome.

Weight loss should be encouraged.

short-term fertility
requirements, placement of
an LNG-IUS, the use of oral
progestins, or short-acting
contraceptives is
recommended to protect the
endometrium and prevent
recurrence (evidence
level 2+).

(IUD preferred). exceed 15 months.
No clear In the absence of any kind of
advantages in response at 6 months,
extending multidisciplinary counseling is
treatment to recommended for adapting the
12 months. management on a case-by-case

basis.
Weight control is highly
recommended to increase the
chance of response.
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Table 3. Cont.

Topic ACOG [14] RCOG [15] SOGC [16] Chinese [17] GISS-SIGO [18] ESGO-ESHRE [19]
. . Endometrial surveillance Hysteroscopic
Endometrial §urve1llance every every 3 months during endometrial
3 months until at least 2 negative treatment until at least biopsy should be
specimens are obtained. 2 negative specimens are performed at
After treatment cessation, an obtained. Treatment dose or least every Clinical pelvic examination and
. . endometrial biopsy should be regimen should be adjusted 6 months until US are recommended at ever
Endometrial surveillance & ) y
every 3-6 months performed every 6 months for . according to the level of pregnancy is 3-month follow-up visit.
If there is };0 reoression after Endometrial surveillance ever 2 years and then every year until drug response (evidence achieved (also Endometrial sampling should be
& o . 4 risk f.actors are corrected or TH with level 2++) through ART). performed every 3-6 months by
3-6 months, an additional 3 months until at least 2 negative BSO is performed. After disease resression In the absence of hysterosco
3-6 months of therapy may specimens are obtained. Definitive sureerv if: case reg 4 . y PY-
be considered (Level 4) gery 1 endometrial biopsy every a pathological MRI could be considered on a
Follow-u If there is no re ress.ion in After disease regression. lone-term . progression to carcinoma 6-12 months until risk response, case-by-case basis.
P gresso >e res s OngTHe e  disease persistence after factors are removed, or until hysterectomy Two consecutive endometrial
9-12 months, definitive follow-up with an endometrial biopsy ) - AR o .
sureery must be discussed every 6-12 months is recommended 12 months of medical a total hysterectomy is with bilateral biopsies showing complete
Aftger ;’com lete res onse. y until TH is performed treatment performed. Definitive salpingectomy is ~ response with a minimal interval
itis reasonalg)le to coﬁtinue, (Levelp 244) ’ . disease relapse after surgery if persistence or indicated. of 3 months are necessary.
endometrial sampling ever completing treatment progression after 12 months Oophorectomy The complete response is
3-6 months u E) 2 gears y persistent AUB of standard treatment, may be omitted. = mandatory to consider follow-up
p years. . scarce compliance with recurrence after completing ~ Once pregnancy  with maintenance treatment until
surveillance or medical treatment, and no desire for is achieved, TH pregnancy is planned.
treatment fertility, persistent abnormal with BS is
Y P
If unfit for surgery, a 2nd and 3rd uterine bleeding, or an recommended.
round of progestins are an option. inability to follow up or Oophorectomy
adhere to medication. may be omitted.
Women should be encouraged to
Women wishing to retain their fertility actively aim to conceive as soon as
should receive adequate counseling. the complete response is achieved.
Disease regression should be achieved ART should be considered to
on at least one endometrial sample Patients with fertilit improve the success rate and
before women attempt to conceive. requirements should ie reduce the interval to conception.
Active management to (Level 4) Patients should be referred to a ;l dvised to trv to get Natural conception may be
- achieve pregnancy shou omen should be referred to a fertili reproductive center for considered in women with goo
Fertili hieve pregnancy should W hould be referred to a fertili producti ter f regnant after }c]omglete idered i ith good
. ty be discussed, and referral to specialist. counseling/ART. pregna P N.M. reproductive potential within
issues remission of the disease,

6-9 months.
Close surveillance by a
multidisciplinary team and

TH with BSO is recommended when
child- bearing is no longer desired

ART should be considered to improve
the success rate and reduce the
interval to conception.

an infertility specialist

should be considered preferably with assisted

reproductive technology
(evidence level 3).

(Level 2++) maintenance therapy with
Once fertility is no longer required, LNG-IUD is recommended to
TH should be offered women who decline surgery after
(Level 2++) delivery or do not plan a 2nd

pregnancy immediately.

Note: LNG-IUS: levonorgestrel intrauterine system; MA: megestrol acetate; MPA: medroxyprogesterone acetate; NETA: norethindrone acetate; N.M: not mentioned. TH: total
hysterectomy; BSO: bilateral salpingo-oophorectomy.
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3. Results

To facilitate a clear and comprehensive comparison across guidelines, we structured
our results into thematic sections by key domains of current clinical interest, thereby
enabling a focused and systematic synthesis of convergences and discrepancies.

3.1. Terminology/Classification

Over the years, three main classification systems have been developed to categorize en-
dometrial hyperplasia based on histopathological features and the likelihood of progression
to malignancy.

The 1994 WHO Classification identified four distinct entities according to glandular
architectural complexity and the presence of nuclear atypia: simple hyperplasia without
atypia (1% risk of progression to carcinoma), complex hyperplasia without atypia (3%), sim-
ple atypical hyperplasia (8%), and complex atypical hyperplasia (29%). This descriptive ap-
proach was limited by poor inter-observer reproducibility and inadequate guidance for ap-
propriate clinical management, often leading to overtreatment [11]. The 2014 WHO Classi-
fication simplified the system into two categories, independent of architectural complexity:

Endometrial hyperplasia without atypia (benign form), characterized by pseudostrati-
fied columnar cells and irregular, dilated glands.

Atypical endometrial hyperplasia/endometrial intraepithelial neoplasia (EIN), show-
ing cytological and architectural atypia with crowded, irregular glands lacking intervening
stroma [2].

The classification was revised in 2020, maintaining the distinction between endome-
trial hyperplasia without atypia and endometrial intraepithelial neoplasia (EIN)/atypical
hyperplasia. Although no major changes in terminology were introduced for these lesions,
the updated classification reinforced the concept that EIN and atypical hyperplasia repre-
sent equivalent premalignant conditions associated with a substantial risk of progression
to endometrial carcinoma [12].

In 2000, the International Endometrial Collaborative Group proposed the EIN system,
integrating histological, molecular, and morphometric parameters, including the D-score
(ratio of stromal volume to total tissue volume). This approach aimed to enhance diagnostic
precision and prognostic accuracy while minimizing observer variability [13]. The EIN
system distinguishes three categories:

Benign endometrial hyperplasia, ranging from proliferative-type endometrium to
cystic glandular hyperplasia.

Endometrial intraepithelial neoplasia (EIN) is a premalignant lesion with crowded
glands and cytological atypia.

Well-differentiated endometrioid adenocarcinoma, showing stromal invasion.

While the EIN system offers greater sensitivity, especially when incorporating objective
measures like the D-score. It is not always feasible in routine practice due to technical and
economic limitations. Recent comparative studies between WHO and EIN (without D-
score) classifications suggest overall prognostic equivalence. However, EIN demonstrates
higher sensitivity in identifying women who require treatment, whereas the WHO system,
which relies primarily on cytologic atypia, is more specific in recognizing lesions at greatest
risk of malignant transformation [20,21]. The optimal classification system for diagnosis
and management remains a matter of debate. All guidelines included in this review adhere
to the revised 2020 World Health Organization classification of endometrial hyperplasia.

3.2. Diagnostic and Surveillance Methods

Endometrial hyperplasia should be suspected in women presenting with abnormal
uterine bleeding. Transvaginal ultrasound serves as an initial diagnostic tool to assess
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endometrial morphology and thickness; however, the definitive diagnosis is histopatho-
logical, requiring endometrial tissue sampling. Biopsy is also essential for monitoring
disease regression, persistence, or progression. A thorough clinical history and physical
examination are crucial. The anamnesis should include evaluation of comorbidities, prior
surgeries, use of medications or hormone replacement therapy (HRT)/tamoxifen, men-
strual characteristics, peri- or postmenopausal status, obstetric history, fertility intentions,
and the nature of bleeding symptoms. The physical examination should comprise both a
general assessment recording vital signs, particularly in women with heavy bleeding or
anemia, and a detailed abdominal and gynaecologic examination, including inspection of
external genitalia, speculum evaluation of the cervix and vagina, and bimanual palpation
to assess uterine size, shape, and adnexal structures. Moreover, it could include a Pap
smear/HPV determination for differential diagnosis.

Pelvic ultrasonography is valuable for identifying focal lesions (such as polyps or sub-
mucosal fibroids), endometrial heterogeneity, or thickening. RCOG guidelines underline
that diagnostic thresholds vary by age and reproductive status.

Recent evidence has refined the interpretation of endometrial thickness measurements
and the indications for endometrial sampling in different clinical settings. In premenopausal
women, physiological endometrial thickness fluctuates with the menstrual cycle, making it
challenging to distinguish normal from pathological endometrium; nonetheless, a cutoff of
7 mm has been suggested, below which hyperplasia is highly unlikely. In postmenopausal
women presenting with bleeding, a threshold of <4 mm remains associated with a very
low likelihood of endometrial cancer, and endometrial biopsy is generally recommended
when thickness exceeds 4 mm or when bleeding persists despite a thin endometrium. Con-
versely, in asymptomatic postmenopausal women, no universally accepted cut-off exists,
and routine endometrial biopsy is not recommended solely based on a mildly increased
endometrial thickness. Recent evidence-based reviews suggest that a threshold of approxi-
mately 10-11 mm may represent a reasonable trigger for further investigation, particularly
in the presence of additional risk factors for endometrial carcinoma. Vitale et al. highlighted
the lack of consensus regarding the optimal biopsy threshold in asymptomatic women,
whereas several contemporary studies and systematic reviews have reported that the risk
of endometrial cancer or atypical hyperplasia increases substantially when the thickness
reaches or exceeds 11 mm. More recently, Wang et al. proposed a lower threshold of 8 mm
for biopsy in asymptomatic postmenopausal women, with individualized assessment for
women with endometrial thickness between 4 and 8 mm according to clinical risk factors
and ultrasound characteristics [22-25].

Special consideration is required for women receiving hormone replacement therapy
or tamoxifen. In tamoxifen users, routine endometrial surveillance based solely on ultra-
sound is not recommended because tamoxifen-induced stromal changes may artificially
increase sonographic thickness; diagnostic evaluation should instead be driven primarily
by symptoms, especially postmenopausal bleeding. Although an endometrial thickness
threshold of >8 mm has traditionally been proposed for further investigation in women
receiving tamoxifen, current evidence does not support routine endometrial evaluation in
asymptomatic premenopausal or postmenopausal tamoxifen users. Similarly, in asymp-
tomatic women receiving hormone replacement therapy, a threshold of up to 8 mm is
generally considered acceptable in the absence of additional suspicious ultrasonographic
findings, and routine endometrial sampling is not recommended solely on the basis of
endometrial thickness [24,26].
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3.2.1. Endometrial Sampling

Across major international guidelines, histologic sampling is consistently empha-
sized as essential for diagnosing endometrial hyperplasia. The ACOG recommends
hysteroscopic-guided sampling, highlighting its superior ability to diagnose polyps, hyper-
plasia, and carcinoma and cautioning against techniques that produce crushed or cauterized
tissue, which may compromise histologic interpretation. Special attention is given to tissue
removal devices that can provide simple endometrial resection, morcellate the specimen
in a contained environment, and produce excellent samples for evaluation. The RCOG
similarly supports the use of diagnostic hysteroscopy, particularly when an outpatient
biopsy is inadequate or when hyperplasia is suspected within a focal lesion, as hysteroscopy
allows direct visualization and targeted biopsy. While an outpatient endometrial biopsy
is convenient, RCOG notes its lower accuracy for diagnosing hyperplasia and the possi-
bility of missed disease [27,28]. The Chinese guidelines support the use of hysteroscopy
as a safe and effective method for assessing the uterine cavity and obtaining targeted
endometrial biopsies. Nevertheless, they do not prioritize hysteroscopy over dilation
and curettage (D&C), considering both procedures acceptable and equivalent options for
diagnostic endometrial sampling. ESGO/ESHRE/ESGE Guidelines recommend avoiding
blind techniques and support a shift toward visually directed hysteroscopic sampling.
Specifically, the “grasp” biopsy technique is preferred because it allows the collection of
larger, more representative endometrial tissue fragments. In cases where the endometrium
is atrophic or hypo trophic, adequate sampling can be achieved using bipolar electrodes,
fine scissors, or intrauterine tissue removal systems, which allow precise and sufficient
retrieval of diagnostic material. In contrast, the SOGC states that all standard sampling
methods are generally reliable but cites strong evidence from a large meta-analysis showing
that the Pipelle device has the highest sensitivity (91% in premenopausal women, 99.6% in
postmenopausal women for detecting carcinoma, and 81% for detecting atypical hyper-
plasia) [29]. However, these blind sampling approaches typically evaluate less than 50%
of the endometrial cavity and may yield insufficient tissue. Therefore, when the biopsy is
non-diagnostic, symptoms persist, suspicion remains high, or the procedure is technically
limited, diagnostic hysteroscopy with directed sampling and curettage is recommended as
the preferred next step. Overall, all the guidelines recognize hysteroscopy as a valuable
tool, particularly in cases of nondiagnostic outpatient sampling, focal lesions, or when
excluding higher-grade disease prior to treatment.

3.2.2. Imaging

Computed tomography and magnetic resonance imaging play a limited role in the
management of endometrial hyperplasia. Both are costly examinations, and there is insuf-
ficient evidence in the literature to support their use for the diagnosis or surveillance of
women with atypical hyperplasia undergoing conservative management. ACOG, SOGC,
and Italian Guidelines do not discuss their use in this setting. RCOG guidelines state that
CT and diffusion-weighted MRI are not routinely indicated, noting that while preoperative
CT may alter management in a small proportion of cases, there is no evidence supporting
their use in follow-up. Diffusion-weighted MRI may detect invasive disease or predict
malignant progression, but further validation is required before it can be incorporated into
standard care. Chinese guidelines support the use of MRI to detect invasive carcinoma.

3.3. Management of Non-Atypical Endometrial Hyperplasia

Effective management of newly diagnosed endometrial hyperplasia requires clear
objectives: preventing progression to carcinoma, detecting coexisting cancer, and tai-
loring treatment to individual characteristics, risk factors, and reproductive goals. The
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appropriate approach depends on histological severity, menopausal status, and fertility or
contraception needs.

In endometrial hyperplasia without atypia, the risk of progression to endometrial
carcinoma is low, and therefore, a conservative management approach is appropriate in
most cases. Long-term cohort data indicate a reassuring cumulative progression risk of
<5% over 20 years [30-32]. A more recent cohort study including women initially diagnosed
with non-atypical endometrial hyperplasia, progression to AH or cancer was seen in
13% after a median follow-up of 5 years [33]. These findings support an individualized,
conservative strategy, particularly after correction of contributing factors, while ensuring
ongoing surveillance to detect persistence or progression. Current professional society
guidance on endometrial hyperplasia without atypia generally emphasizes a conservative,
individualized management approach. The RCOG notes that progression risk is low
(<5% over 20 years), with most cases regressing spontaneously, especially when reversible
risk factors like obesity or unopposed estrogen exposure are addressed. Observation with
scheduled endometrial biopsies may therefore be considered, although women should
be informed that progestogen therapy achieves higher regression rates than surveillance
alone and is recommended for those with persistent disease or symptomatic bleeding. The
SOGC similarly supports beginning with conservative management, given the generally
favorable natural course of endometrial hyperplasia without atypia. Conversely, Chinese
guidelines do not support conservative management as first-line therapy for hyperplasia
without atypia, especially in cases with high risk. This approach reflects concerns regarding
the uncertain duration of safe observation and the relatively high likelihood of persistent
disease. However, all patients should be counseled on strategies to address modifiable
risk factors associated with endometrial hyperplasia and endometrial cancer. In contrast,
ACOG, GISS-SIGO, and ESGO-ESHRE do not specifically address risk-factor modification
or conservative management strategies in this setting.

3.3.1. Addressing Risk Factors

Because the progression of endometrial hyperplasia without atypia to cancer is typi-
cally slow, there is a meaningful opportunity to identify and modify reversible risk factors
as part of management. Obesity is one of the strongest contributors to excess endogenous
estrogen exposure. While evidence on structured weight-loss strategies specifically im-
proving hyperplasia outcomes is limited, observational studies indicate that up to 10% of
severely obese, asymptomatic women may harbor undiagnosed hyperplasia. Bariatric
surgery may reduce this risk. Clinicians should also carefully review the use of exoge-
nous estrogens, including prescribed hormone replacement therapy and nonprescription
preparations that may contain unregulated estrogenic compounds. Adjusting the estrogen—
progestogen balance in hormone therapy alone may be sufficient to induce regression in
some postmenopausal women. Additionally, tamoxifen therapy should be reassessed in
collaboration with oncology specialists. Finally, addressing anovulation, a common driver
of unopposed estrogen exposure in women with PCOS or during the perimenopausal tran-
sition, may support spontaneous regression. Resumption of ovulatory cycles can restore
normal progesterone-mediated endometrial regulation [34-37].

3.3.2. Medical Management

Across guidelines, progestin therapy is consistently recommended as the primary
medical treatment for endometrial hyperplasia without atypia, with unanimous support for
the levonorgestrel-releasing intrauterine system (LNG-IUS) as the preferred first-line option.
The RCOG highlights that LNG-IUS achieves higher regression rates, a more favorable
bleeding profile, and fewer systemic adverse effects than oral progestins, supporting its
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use over continuous oral regimens [38,39]. A meta-analysis cited by both RCOG and SOGC
confirms higher regression rates with the LNG-IUS compared with oral progestins, with
reduced need for hysterectomy [40]. Continuous progestogens should be used for women
who decline the LNG-IUS, while cyclical progestogens should not be used because they
are less effective in inducing regression. Different progestogen types, doses, and regimens
have been proposed, but their efficacy appears comparable [41,42]. The SOGC also notes
that injectable medroxyprogesterone, aromatase inhibitors, or letrozole may be effective
alternatives in selected premenopausal or postmenopausal patients [43,44]. The Chinese
guidelines likewise recommend the LNG-IUS as first-line therapy, with continuous oral
progestins as an acceptable alternative when the device is declined or contraindicated. Oral
progestin treatment should be used for at least 3-6 months, while LNG-IUS can be used
long-term with regular replacement. Alternative options include combined oral contracep-
tives, aromatase inhibitors, and gonadotropin-releasing hormone agonists. However, it
is emphasized that evidence confirming the effectiveness of these drugs is lacking; thus,
patients should be informed that these drugs are experimental or being used off-label.

In contrast, ACOG, SIGO, and ESGO-ESHRE do not provide specific recommendations
on medical therapy in this context. The various dosage regimens are summarized in Table 2.
Both RCOG, SGOC, and Chinese guidelines agree that a minimum treatment duration with
oral progestogens or the LNG-IUS should be 6 months to induce histological regression of
endometrial hyperplasia without atypia. They all agree that if adverse effects are tolerable
and fertility is not desired, women should be encouraged to retain the LNG-IUS for up
to 5 years, as this reduces the risk of relapse, especially if it alleviates abnormal uterine
bleeding symptoms.

3.3.3. Follow up

All guidelines emphasize the importance of a structured follow-up with endometrial
sampling during and after medical treatment, although surveillance intervals and dura-
tion vary. Endometrial sampling can be performed with the intrauterine device in place.
The RCOG recommends surveillance at a minimum 6-month intervals, individualized
according to clinical risk; women with a BMI > 35 or those treated with oral progestins are
considered at higher risk of relapse and should undergo annual biopsies after two consec-
utive negative samples. Longer treatment duration improves outcomes, with regression
rates increasing between 3 and 6 months substantially (from 84% to 100% for the LNG-IUS
and from 50% to 64% for oral MPA) [45]. The SOGC similarly advises endometrial biopsy
every 3-6 months during treatment and recommends reassessing therapy if there is no
response after 6 months, with a change in management if no regression is observed by
12 months. Both RCOG and SOGC note higher relapse rates in women with elevated
BMI, warranting extended monitoring. According to the Chinese guidelines, patients
should undergo transvaginal ultrasonography and endometrial histological assessment at
six-month intervals. Hysteroscopic follow-up may be discontinued only after two consecu-
tive endometrial biopsies demonstrate complete histological regression. Similar to other
guidelines, if complete remission is not achieved after 6 months of drug treatment, the
patient should be informed of other treatment options, and if complete remission is not
achieved after 12 months, surgical management should be considered. Upon discharge
from follow-up, all guidelines stress the need to educate patients to seek a further referral
if abnormal vaginal bleeding recurs, which may indicate disease relapse.

3.3.4. Surgical Management

Surgical treatment should not be considered a first-line treatment for endometrial
hyperplasia without atypia, as progestin therapy achieves clinical and histologic regression
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in most patients, allowing a conservative approach and avoiding the morbidity associ-
ated with definitive surgery. However, SOCG affirms that hysterectomy is appropriate
in women who do not desire future fertility and who experience progression to atypi-
cal hyperplasia or carcinoma during follow-up, whose hyperplasia fails to regress after
12 months of medical treatment or relapses after completing, who continue to experience
abnormal uterine bleeding despite treatment, or who decline endometrial surveillance or
medical treatment. RCOG and Chinese guidelines recommend hysterectomy if endometrial
hyperplasia persists for 12 months despite treatment, as the risk of underlying cancer is
high and the chances of disease regression are low. ACOG, SIGO, and ESGO-ESHRE do not
provide specific recommendations on surgical therapy in this context. SOCG specifically
advises performing a total hysterectomy with salpingectomy, with or without bilateral
oophorectomy. Ovarian conservation is recommended in premenopausal women at aver-
age risk, as bilateral oophorectomy is associated with increased long-term morbidity and
mortality. Opportunistic salpingectomy should be performed to reduce ovarian cancer risk.
In postmenopausal women, the decision should be individualized, with a tendency toward
oophorectomy in older patients [46,47].

3.4. Management of Atypical Endometrial Hyperplasia

Atypical endometrial hyperplasia requires careful assessment due to its high risk of
progression to carcinoma. In women diagnosed with this condition, foci of endometrioid
adenocarcinoma may already be present, or the lesion may progress over time to malig-
nancy. A literature review including 2572 patients reported that 37% of women with a
biopsy diagnosis of atypical endometrial hyperplasia were found to have invasive carci-
noma on subsequent biopsy or hysterectomy specimen. Advanced age, obesity, diabetes,
and the presence of cytologic atypia are the clinical factors most strongly associated with
coexisting invasive adenocarcinoma in women with endometrial hyperplasia. The rate
of progression to invasive malignancy is strongly correlated with the persistence of the
underlying etiopathogenetic condition over time [48,49]. Several key studies have eval-
uated progression risk. The largest case-control study found that EH with atypia has
a cumulative risk of progression to endometrial cancer that increases from 8.2% in the
first four years to 12.4% at nine years, up to 27.5% (95% CI 8.6% to 42.5%) at nineteen
years from diagnosis [31]. In another retrospective cohort of 1443 women with atypical
hyperplasia who did not undergo hysterectomy (followed from 1985 to 2005), the incidence
of invasive adenocarcinoma over 21 years was 2.9% for hyperplasia without atypia and
14.9% for atypical hyperplasia, with lower progression rates among those treated with
progestins. When excluding women diagnosed with carcinoma within one year of hyper-
plasia diagnosis—likely representing synchronous disease—the mean time to progression
was estimated at 5.1 years for non-atypical hyperplasia and 2.5 years for atypical hyper-
plasia [50]. A recent meta-analysis of 10 studies confirmed that approximately 32% of
women with atypical endometrial hyperplasia received a concurrent diagnosis of endome-
trial cancer. The overall future risk of progression to endometrial cancer for patients with
atypical hyperplasia was confirmed to be 8.2% per year [51,52]. Recent studies suggest
that progression from atypical hyperplasia/endometrial intraepithelial neoplasia (EIN) to
endometrial carcinoma is driven by a complex sequence of molecular alterations, including
abnormalities in PTEN, KRAS, PIK3CA, and mismatch repair pathways [53]. Consistent
with the growing emphasis on molecular characterization in endometrial neoplasia, sev-
eral biomarkers are being investigated to improve risk stratification among patients with
AH/EIN. Such approaches may enhance the prediction of progression risk and ultimately
support more personalized treatment and follow-up strategies [54].
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Consensus among major guidelines highlights that total hysterectomy is the preferred
treatment for atypical endometrial hyperplasia. The chosen surgical approach should
enable adequate evaluation of the adnexa and other pelvic structures to assess for possible
invasive disease when indicated. There is currently no evidence guiding the optimal surgi-
cal route for hysterectomy in women with endometrial hyperplasia without atypia. The
RCOG recommends minimally invasive approaches, as they allow appropriate staging and
are associated with shorter hospital stays, reduced postoperative pain, and faster recovery.
Similarly, the SOGC and Chinese Guidelines consider all surgical routes acceptable but
also favor vaginal or laparoscopic hysterectomy. Guidelines differ in surgical details for
atypical endometrial hyperplasia but concur on avoiding certain techniques. In terms of
surgical techniques, both RCOG and SOGC, as well as the Chinese Guidelines, discourage
uterine morcellation, whereas ACOG allows morcellation only within a contained system
to prevent tissue spillage. Moreover, all guidelines agree that subtotal (supracervical)
hysterectomy should be avoided, as it precludes assessment of potential cervical stromal
involvement. When considering intraoperative assessment, the RCOG, SOGC, and Chi-
nese Guidelines do not recommend frozen-section analysis of the endometrium, citing its
limited reliability and inconsistent evidence from small observational studies [55-58]. In
contrast, ACOG supports considering frozen section evaluation during surgery, given the
high rate of concurrent endometrial carcinoma, as it may guide the need for additional
surgical management.

3.4.1. Bilateral Salpingo-Oophorectomy

All major guidelines concur that peri- and postmenopausal women with atypical
endometrial hyperplasia should undergo bilateral salpingo-oophorectomy (BSO) at the time
of total hysterectomy. While this recommendation is consistent, the SOGC appears more
inclined than others to recommend BSO even in premenopausal women. In contrast, most
guidelines emphasize that, in premenopausal women, the decision should involve shared
decision-making between the clinician and the patient, given the long-term consequences
of surgical menopause. Additionally, the RCOG advises that bilateral salpingectomy may
be considered in premenopausal women as a preventive measure to reduce future ovarian
cancer risk. Furthermore, for premenopausal women undergoing hysterectomy with BSO
for endometrial hyperplasia, RCOG recommends estrogen replacement therapy, in the
absence of contraindications, until the expected age of natural menopause to mitigate
the adverse effects of estrogen deprivation. Ultimately, all guidelines underscore the
importance of individualized management and comprehensive counseling to support
informed patient choice.

3.4.2. Sentinel Lymph Node Biopsy and/or Lymphadenectomy

Sentinel lymph node biopsy (SNB) has now largely replaced systematic lymph node
dissection and currently represents a valuable diagnostic tool in the surgical staging of
endometrial carcinoma; however, its role in endometrial hyperplasia remains controversial.
Although concern exists regarding occult malignancy in cases of atypical endometrial
hyperplasia, the associated carcinomas are typically early-stage and carry a low risk of
lymph vascular involvement [59]. The main challenge is identifying which patients with
atypical hyperplasia may harbor or subsequently develop carcinoma and might benefit
from SNB in terms of accurate staging and management of adjuvant therapy.

Recently published studies have highlighted the feasibility and safety of the procedure,
reporting complication rates comparable to those of hysterectomy alone. Moreover, they
have demonstrated a remarkably high prevalence of concurrent endometrial carcinoma in
this population, with sentinel lymph node biopsy providing prognostic and therapeutic
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information, allowing an accurate risk stratification. These findings further support the
potential role of incorporating sentinel lymph node mapping into hysterectomy for patients
with atypical hyperplasia [60,61]. However, the role of sentinel lymph node mapping in
these patients remains uncertain, as current evidence is insufficient to support its routine use
outside selected clinical settings or research protocols. Accurate pathological and molecular
assessment of endometrial biopsies remains crucial to detect concurrent malignancy [62].
Both SCOG and RCOG, as well as the Chinese Guidelines, agree that lymphadenectomy
should not be routinely performed in atypical hyperplasia because this would result in
unnecessary surgical risk for most women. ACOG does not mention this topic.

3.4.3. Medical Treatment

Medical therapy is not usually first-line for atypical endometrial hyperplasia (AEH).
Still, it may be reasonable for women seeking fertility, those who decline surgery, or who are
high-risk for surgery. This is accepted by all major guidelines when comprehensive coun-
seling is provided. Patients must be told about the chance of concurrent carcinoma and the
risk of progression to endometrioid adenocarcinoma. Adherence to medical treatment and
strict, close follow-up are essential. Goals differ by patient: for those wanting fertility, aim
for full disease regression, normal endometrial function, and prevention of invasive disease;
for those unfit for surgery, focus on disease control and cancer prevention. Both RCOG and
SCOG consider several hormonal therapies, including oral progestogens, the LNG-IUS,
aromatase inhibitors, and gonadotropin-releasing hormone agonists. However, the corner-
stone of fertility-sparing therapy in AEH remains continuous progestin-based treatment,
either orally or via the levonorgestrel-releasing intrauterine system (LNG-IUS). Although
no randomized controlled trials have directly compared medical regimens, observational
studies have reported favorable outcomes in terms of histological regression and reproduc-
tive success. A meta-analysis of observational data found overall rates of disease regression
at 85.6%, recurrence at 26%, and a live birth rate of 26.3%. Given the high relapse rate and
limited long-term follow-up in primary studies, the authors recommend that a hysterec-
tomy be performed once fertility is no longer desired [63]. The RCOG clearly recommends
the levonorgestrel-releasing intrauterine system (LNG-IUS) as the first-line treatment for
atypical endometrial hyperplasia, with oral progestogens as a suitable alternative when
intrauterine therapy is not feasible. The SOGC provides similar guidance, endorsing the
same agents used for non-atypical hyperplasia but proposing adding metformin to enhance
therapeutic efficacy, even in women without metabolic syndrome. The ACOG acknowl-
edges the lack of robust comparative evidence between oral and intrauterine progestin
administration but reports that intrauterine delivery appears to achieve higher histological
regression rates than oral therapy alone. However, it concludes that no single oral formula-
tion can be specifically recommended due to insufficient data, underscoring the need for
further well-designed studies [64]. Conversely, the SIGO takes a stronger position in favor
of the LNG-IUS, recommending it as the preferred first-line medical treatment, given its
higher disease regression rate, more favorable bleeding profile, and lower incidence of ad-
verse effects compared with oral progestins. The ESGO/ESHRE/ESGE guidelines instead
propose a combined therapeutic approach if possible. When endometrial hyperplasia is
diagnosed, surgical management should include a superficial hysteroscopic endometrial
resection that preserves the basal layer of the endometrium, immediately followed by
the insertion of a levonorgestrel-releasing intrauterine device (LNG-IUS). This combined,
fertility-sparing strategy has shown promising outcomes in both atypical endometrial
hyperplasia and early-stage endometrial carcinoma [65]. Regarding molecules, dosage, and
regimen, the guidelines recommend the same agents used for endometrial cancer: orally
administered megestrol acetate at a dose of 160-320 mg/day or medroxyprogesterone
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acetate at a dose of 400-600 mg/day. The levonorgestrel intra-uterine device at a dose of
52 mg, alone or in combination with oral progestins, is a safe and effective approach. Italian
guidelines recommend using medroxyprogesterone acetate (MPA), megestrol acetate (MA),
or an LNG-IUD for at least 3 months (preferably 6) in a continuous regimen. The optimal
progestin dose is undefined. Still, recommended oral regimens are MPA 400-600 mg/day
or MA 160-320 mg/day. A mention is made by Chinese guidelines regarding the use of
gonadotropin-releasing hormone agonist, either alone or in combination with LNG-IUS
or aromatase inhibitors. However, there is currently insufficient high-quality evidence to
support its effectiveness.

3.4.4. Follow-up

All guidelines agree that regular histologic surveillance is essential during conservative
management of atypical endometrial hyperplasia, but they differ in the recommended
duration and intensity of follow-up. The RCOG and Chinese Guidelines recommend a
minimum treatment duration of 6 months, with an endometrial biopsy every 3 months until
2 consecutive negative results are obtained, followed by 6-12-monthly surveillance. Follow-
up should be individualized based on risk factors, particularly obesity, which increases
relapse risk, and should include a clinical review, pelvic examination, and biopsy [66].
Transvaginal ultrasound may rule out adnexal disease but is considered not reliable for
endometrial evaluation, especially with an LNG-IUS in place. There is no data to support
the routine use of MRI or CT during follow-up. In asymptomatic women with a uterus
and evidence of histological disease regression, long-term follow-up with endometrial
biopsy every 6-12 months is recommended until a hysterectomy is performed. If there is no
histologic regression after twelve months or if the disease progresses, hysterectomy should
be considered. The highest risk for relapse is within the first two years after diagnosis.
Recurrence warrants hysterectomy, as it often coexists with endometrial carcinoma. If
surgery is not possible or declined, another round of progestin therapy may be tried.
After two years, an annual endometrial biopsy is suggested for asymptomatic women
with regression.

The ESHRE/ESGO/ESGE guidelines recommend a 6-12-month course of therapy,
noting that most patients achieve regression within 4-6 months. In the absence of any
response at 6 months, multidisciplinary counseling is recommended to adapt manage-
ment on a case-by-case basis; if a complete response is not confirmed within 15 months,
hysterectomy is mandatory. Endometrial assessment is advised every 3—-6 months by
hysteroscopy, with pelvic examination and ultrasound at each visit; MRI may be used
selectively. Two consecutive negative biopsies, with a minimal interval of 3 months, are
required to confirm remission before transitioning to maintenance or fertility-oriented man-
agement. The complete response is mandatory to consider follow-up with maintenance
treatment until pregnancy is planned.

The ACOG recommends histologic reassessment every 3—6 months, with the frequency
adjusted by factors such as treatment type, menopausal status, and cancer risk profile. Sam-
pling may be performed with the LNG-IUS in situ or after temporary discontinuation of
oral progestins. Continued surveillance for up to two years is considered reasonable, after
which biopsies may be discontinued in asymptomatic women with sustained remission,
though ongoing vigilance for recurrent bleeding is essential. Long-term maintenance pro-
gestin therapy may be appropriate for women with persistent risk factors (late menopause,
nulliparity, chronic anovulation, Lynch syndrome, Cowden syndrome, obesity, and type
2 diabetes mellitus), but the optimal duration remains undefined.

The Italian Guidelines recommend 3-6 months of treatment, as 12 months do not
provide additional benefit. After starting therapy, follow-up evaluations are done every
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six months using hysteroscopy and endometrial biopsy. This continues until pregnancy,
through ART if needed.

If there is no therapeutic response or persistent pathological disease, hysterectomy
with bilateral salpingectomy should be advised. Bilateral oophorectomy may be omitted
in younger patients (<45 years) without evidence of extrauterine disease. For patients
who show a partial response after 6 months of therapy (e.g., complex atypical hyperpla-
sia), continuation of the selected progestin treatment for an additional 3-6 months may
be considered.

The SOGC recommends endometrial biopsies every 3 months until 2 consecutive
negative specimens are obtained, then every 6 months for 2 years, and annually thereafter
until a total hysterectomy is performed. As with RCOG, hysterectomy is indicated in cases
of progression, lack of regression after 12 months, relapse, persistent bleeding, or refusal
of follow-up. Non-surgical candidates may receive additional cycles of progestin therapy,
which remain effective in up to 85% of cases.

Overall, all guidelines stress close endometrial surveillance and individualized man-
agement but differ in key ways. RCOG, SOGC, and Chinese Guidelines provide the most
structured, long-term follow-up protocols with detailed intervals and indications for hys-
terectomy. ESHRE/ESGO/ESGE focus on a time-limited treatment approach with strict
criteria for complete response, after which maintenance or fertility management is con-
sidered. In contrast, ACOG emphasizes ongoing, risk-adapted monitoring and flexible
follow-up, with particular attention to individual risk factors and reproductive goals.

3.4.5. Future Fertility

All major international guidelines acknowledge the growing role of fertility-sparing
management in selected women with atypical endometrial hyperplasia (AEH) or early-
grade endometrioid carcinoma. They consistently emphasize that this approach must be
carried out within a controlled, multidisciplinary framework. Thorough counseling on
its non-standard nature and potential oncologic risks is necessary. The RCOG highlights
the need for careful pre-treatment evaluation to exclude invasive or co-existing ovarian
malignancy. It recommends investigations such as CA-125 testing, transvaginal ultra-
sound, and/or MRI. All results, including histology and imaging, should be discussed
in a multidisciplinary team (MDT) before proceeding. Disease regression, confirmed on
at least one endometrial sample, is required before attempting conception. Women may
try natural conception after remission, but assisted reproductive technology (ART) is en-
couraged. ART leads to higher live birth rates and lower relapse risk than spontaneous
conception. Immediate ART also avoids a long period without progestogen treatment,
reducing relapse risk. The RCOG further stresses that hysterectomy should be advised
once fertility is no longer desired due to the high recurrence rate of AEH. Similarly, the
SOGC recommends early referral to a reproductive endocrinologist, recognizing the risks of
subfertility and recurrence in this population. Fertility preservation options include oocyte
or embryo cryopreservation, medical therapy followed by ART, or hysterectomy with
ovarian preservation for future use of a surrogate. Evidence suggests that infertility treat-
ments do not increase relapse risk, but hysterectomy with bilateral salpingo-oophorectomy
(BSO) remains indicated once childbearing is complete [67]. The Italian Guidelines take
a structured, highly specialized approach, recommending referral to expert centers for a
preliminary fertility assessment and, in selected cases, genetic testing. Diagnosis must be
confirmed by two experienced gynaecologic pathologists, ideally supported by immuno-
histochemical or molecular markers. Patients must consent to intensive follow-up, with
hysterectomy recommended in the event of treatment failure, early recurrence, or after a
successful pregnancy.

https://doi.org/10.3390/ cancers18132048


https://doi.org/10.3390/cancers18132048

Cancers 2026, 18, 2048

19 of 27

Further, according to the ESGO/ESHRE/ESGE guidelines, women should be encour-
aged to conceive as soon as a complete histologic response is confirmed, preferably through
ART, which improves conception rates and shortens the time to pregnancy without increas-
ing recurrence risk. Natural conception can be considered in selected women with good
reproductive potential, but within a definite time (6-9 months). Ongoing multidisciplinary
monitoring is essential, and maintenance with an LNG-IUS is advised for women delaying
subsequent pregnancies after childbirth or declining surgery.

The ACOG aligns with these views, noting that ART yields better obstetric outcomes
than spontaneous conception and that many patients present with comorbidities affecting
fertility—such as PCOS, obesity, or diabetes—warranting referral to fertility specialists for
proactive management.

In summary, while all guidelines support fertility-sparing treatment in selected cases,
RCOG, ESGO/ESHRE/ESGE, and ACOG particularly emphasize ART as the preferred
conception strategy, while SOGC and Italian guidelines stress specialist multidisciplinary
care and genetic evaluation.

3.5. Endometrial Ablation

All major guidelines discourage the use of endometrial ablation in the management
of endometrial hyperplasia. The RCOG advises against it because complete and lasting
endometrial destruction cannot be guaranteed, and tissue regeneration may occur. In
addition, ablation compromises future endometrial surveillance and cannot be considered
a fertility-sparing technique [68]. Similarly, the SOGC notes that evidence is insufficient
to support ablation as a first-line therapy for hyperplasia without atypia, recommending
its use only when major surgery is contraindicated and in consultation with gynaecologic
oncology. For atypical hyperplasia, ablation is contraindicated due to its premalignant po-
tential and the difficulty of follow-up in an obliterated endometrial cavity, a particular cause
for concern in patients with ongoing risk factors for endometrial carcinoma. The ACOG
likewise states that gynecologists should not perform endometrial ablation because of the
high persistence and recurrence rates and the potential challenge of assessing subsequent
bleeding episodes.

3.6. Hormone Replacement Therapy (HRT)

The ACOG, SOGC, as well as Chinese and Italian guidelines, do not specifically
address the issue of hormone replacement therapy (HRT) in women with a history of
endometrial hyperplasia. Likewise, the RCOG states that continuous combined HRT can be
considered safe in women with a prior history of endometrial hyperplasia. Evidence from
large observational studies shows no cases of recurrence in women receiving continuous
combined HRT and even histologic regression in those who switched from sequential
to continuous combined regimens [69-71]. Conversely, estrogen-only or sequential HRT
preparations should not be used. All women on HRT should be advised to report any
unscheduled vaginal bleeding promptly for appropriate investigation. Further studies
are required to clarify the impact of modifying or supplementing systemic HRT with
locally delivered progestogens via the LNG-IUS and to determine whether combined
HRT can be safely resumed after histologic regression of hyperplasia. In contrast, the
ESGO/ESHRE/ESGE guidelines comment only on estrogen replacement therapy in women
who have undergone premenopausal bilateral salpingo-oophorectomy.

3.7. Tamoxifen

The ACOG, SOGC, ESGO/ESHRE/ESGE, Chinese, and Italian guidelines do not
specifically recommend how to manage tamoxifen-associated endometrial pathology. In
contrast, the RCOG offers detailed guidance distinguishing the risk profiles of tamox-

https://doi.org/10.3390/ cancers18132048


https://doi.org/10.3390/cancers18132048

Cancers 2026, 18, 2048

20 of 27

ifen and aromatase inhibitors. It emphasizes that women receiving tamoxifen should
be informed of the increased risk of endometrial hyperplasia and carcinoma, in addi-
tion to being advised to promptly report any abnormal vaginal bleeding or discharge.
Meanwhile, women treated with aromatase inhibitors (such as anastrozole, exemestane,
or letrozole) should be reassured that these agents are not associated with increased en-
dometrial risk. The likelihood of endometrial pathology with tamoxifen is both dose- and
duration-dependent and differs by menopausal status. Evidence from the National Surgical
Adjuvant Breast and Bowel Project (P-1) trial demonstrated that the risk of endometrial
cancer was not significant in women aged <49 years (RR 1.42, 95% CI 0.55-3.81), but signifi-
cantly higher in women aged >50 years (RR 5.33, 95% CI 2.47-13.17). With RCOG guidance
established, the recommendations regarding prophylaxis can be considered. Routine pro-
gestogen prophylaxis for women on tamoxifen is not recommended. Studies suggest that
the levonorgestrel-releasing intrauterine system (LNG-IUS) can reduce the incidence of
endometrial polyps and hyperplasia in this population. However, its effect on breast cancer
recurrence is uncertain, so its routine use cannot be advised. A 2009 Cochrane review
reported that the LNG-IUS significantly reduced the formation of new endometrial polyps.
It found no conclusive evidence for preventing hyperplasia or carcinoma. More recent
analyses, however, indicate that the LNG-IUS may also reduce hyperplastic changes [72,73].

A randomized trial assessing prophylactic LNG-IUS insertion before tamoxifen ther-
apy confirmed its benefit in preventing polyp formation over five years, but its impact on
preventing hyperplasia was unclear, as no cases were observed in either group. Importantly,
there was no statistically significant increase in breast cancer recurrence (17.2% vs. 10.0%) or
cancer-related mortality (10.3% vs. 8.3%), although the study lacked sufficient power [74].

If endometrial hyperplasia develops during tamoxifen therapy, clinicians should re-
evaluate the continued need for tamoxifen in consultation with the patient’s oncologist
and manage the condition according to histologic subtype, following the same principles
applied to women with hyperplasia unrelated to tamoxifen exposure.

3.8. Hyperplasia on Endometrial Polyp

The RCOG and SOGC guidelines are the only ones that specifically address this
topic. Both agree that when endometrial hyperplasia is identified within a polyp, the
lesion should be completely excised, and subsequent management should be guided by
the histologic classification of the hyperplasia. They also emphasize the importance of
sampling the background endometrium, even when it appears normal on hysteroscopy,
as in the absence of background hyperplasia, polypectomy alone may be curative. Both
guidelines cite a small case series comparing LNG-IUS versus no adjuvant treatment after
polyp removal with focal atypical hyperplasia, which reported no recurrence of atypia after
5 years in either group [75]. The SOGC additionally cites a systematic review of ten pre-
dominantly retrospective studies showing that concurrent endometrial carcinoma occurs in
approximately 5.6% of patients with an atypical endometrial polyp [76]. Nevertheless, both
acknowledge that evidence remains limited to guide optimal management in this setting.

3.9. Evidence Gaps

Despite substantial agreement among contemporary guidelines, several areas of un-
certainty remain in the management of endometrial hyperplasia. Significant heterogeneity
persists regarding surveillance intervals, treatment duration, criteria for treatment escala-
tion, and the optimal follow-up strategy after histological regression. The management of
asymptomatic endometrial thickening, particularly in postmenopausal women and tamox-
ifen users, also remains supported by limited evidence. Furthermore, although fertility-
sparing approaches have shown promising outcomes, high-quality comparative studies
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evaluating the optimal therapeutic regimen, duration of treatment, reproductive outcomes,
and long-term oncologic safety remain lacking. Emerging molecular biomarkers and digital
pathology tools may improve risk stratification and diagnostic reproducibility in the future,
but their integration into routine clinical practice has not yet been established. Finally, the
role of sentinel lymph node mapping in patients with atypical hyperplasia/endometrial
intraepithelial neoplasia (EIN) remains investigational, and further prospective studies are
required before its routine implementation can be recommended. These evidence gaps
likely contribute to the differences observed among current international guidelines and
represent important priorities for future research and guideline harmonization.

4. Conclusions

This review highlights substantial concordance among international guidelines on the
principles guiding the management of endometrial hyperplasia, including the central role
of histologic diagnosis, individualized risk assessment, and alignment of treatment with
reproductive goals. Nonetheless, important differences remain in recommended diagnostic
techniques, therapeutic strategies, and follow-up protocols, particularly for atypical dis-
ease and fertility-sparing approaches. These discrepancies largely reflect heterogeneity in
available evidence and differences across health care systems, which can hinder interprofes-
sional comparability and standardization. Considering all this, this study also provides a
concise operational proposal presented as practical flow charts, with the aim of translating
guideline recommendations into an immediately applicable clinical decision pathway. The
proposed flowcharts (section: figures; flow Figures 1 and 2) represent a synthesis of the most
consistent recommendations identified across the reviewed guidelines and may support
clinical decision-making, while acknowledging that local resources, healthcare infrastruc-
ture, and regional practice patterns may influence their implementation. An emerging area
of interest is the role of molecular and biomarker-based risk stratification in patients with
atypical hyperplasia/endometrial intraepithelial neoplasia (EIN). Alterations involving
PTEN, KRAS, PIK3CA, CTNNB1, and mismatch repair pathways have been implicated in
the development and progression of endometrial neoplasia. However, despite the growing
body of evidence supporting the biological and prognostic significance of these molecular
alterations, their integration into routine clinical management has not yet been incorporated
into most international guidelines for endometrial hyperplasia. Current recommendations
continue to rely primarily on histopathological classification and clinical factors. Future
studies may clarify the role of molecular biomarkers in identifying patients at increased risk
of progression and in supporting more individualized management strategies. Research
should also further explore the role of digital pathology and artificial intelligence-based
tools, which have the potential to improve diagnostic reproducibility, reduce interobserver
variability, and integrate histologic, immunohistochemical, and molecular features into a
more standardized model of care [77,78].
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Figure 1. Flow chart 1: evidence-based management approach to non-atypical endometrial hyper-
plasia. AUB: abnormal uterine bleeding; EH: endometrial hyperplasia; LNG-IUS: levonorgestrel
intra-uterine system; MAP: medroxyprogesterone acetate; NETA: norethisterone acetate; COC: con-
tinuous oral contraception; EB: endometrial biopsy.
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terone acetate; MA: megestrol acetate; EB: endometrial biopsy; EC: endometrial cancer.
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