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Measurement of endometrial thickness by
ultrasonography using a cut-off of ≤ 3 mm

Endometrial biopsy or curettage

Pathological diagnosis

IHC: PTEN and PAX2 to distinguish AH/EIN
from benign uterine lesions; p53 to identify SEIC

Final post-surgical staging should be according
to the FIGO 2009 system

Mandatory assessments: family history, chest X-rayª,
clinical and gynaecological examination (including

inventory of comorbidities and geriatric assessment,
if appropriate), transvaginal ultrasound, complete

pathology assessment (histotype and grade)

Intermediate risk:
Clinical Stage IA, G3,
endometrioid type;

Clinical Stage IB, G1/2,
endometrioid type

Low risk:
Clinical Stage IA, G1/2,

endometrioid type

High risk:
Clinical Stage IB, G3,
endometrioid type;

all stages with
non-endometrioid type

Additional assessmentsb: abdominal
CTª (to investigate extrapelvic disease),

contrast enhanced MRI (to assess cervical
involvement and/or myometrial invasion in

apparent Stage I ECc)

Hysteroscopy if needed

Clinical
Stage I

Clinical
Stage II-IV
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Figure 1. Endometrial cancer: Diagnostic work-up and staging.
aWhen abdominal CT is performed, thoracic assessment can replace chest X-ray.
bAccording to the clinical situation.
cMRI to assess myometrial invasion in apparent Stage I EC should only be undertaken in institutions where the indication for LND is tailored
according to risk groups.
AH, atypical hyperplasia; CT, computed tomography; EC, endometrial cancer; EIN, endometrial intraepithelial neoplasia; FDG, fluorodeoxyglu-
cose; FIGO, International Federation of Gynecology and Obstetrics; G, grade; IHC, immunohistochemistry; LND, lymph node dissection; MRI,
magnetic resonance imaging; PAX2, paired box 2; PET, positron emission tomography; PTEN, phosphatase and tensin homolog; SEIC, serous
endometrial intraepithelial carcinoma.
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Total hysterectomy and bilateral
salpingo-oophorectomy without vaginal cuffb

Total hysterectomy and bilateral
salpingo-oophorectomy; modified (type B)

or type A radical hysterectomy to be
considered if required for

obtaining free margins

Good PS: where feasible,
complete macroscopic cytoreduction
(including resection of metastases)

Impaired PS or unresectable disease:
multimodality treatment to be

considered (including cases when
surgery may significantly impair

vaginal function)

Ovarian preservation can be considered in
women < 45 years old with < 50% myometrial
invasion, no obvious extra-uterine disease and

no family history of ovarian cancer risk

Surgerya

Clinical Stage I Clinical Stage II Clinical Stage III-IV

Lymphadenectomy (to include systematic removal of pelvic and para-aortic nodes up to the level of the renal veins)

Clinical Stage I Clinical Stage II Clinical Stage III-V

Intermediate risk
(G3 and myometrial
invasion < 50% or

myometrial
invasion > 50%)

Low risk
(G1/2 and myometrial

invasion < 50%)

High risk
(G3 and myometrial

invasion > 50%);
all stages with

non-endometrioid type

Recommended to
guide staging and
adjuvant therapy

Recommended
as part of 

comprehensive staging
Can be considered
for staging. SLND

is an option
Not recommended Recommended

Patients with AH/EIN or G1 EEC requesting
fertility-preserving therapy must:
· Be referred to specialised centres
· Undergo D&C with or without hysteroscopy
· Have AH/EIN or G1 EEC confirmed by a
  specialist gynaecopathologist
· Undergo pelvic MRI to exclude overt
  myometrial invasion and adnexal involvement
· Be fully informed that fertility-sparing treatment
  is a non-standard treatment
· Be willing to acccept close follow-up
For patients undergonig fertility-preserving
therapy, MPA or MA is recommended; 
progestin-loaded IUD is also an option.
After completion of childbearing, hysterectomy
and salpingo-oophorectomy is recommended

Figure 2. Endometrial cancer: Surgical management.
aPatients considered medically unfit for laparoscopy/laparotomy can be managed either by vaginal hysterectomy (with bilateral salpingo-
oophorectomy wherever possible), RT or hormone treatment.
bMinimally invasive surgery is recommended for low- and intermediate-risk EC and can be considered for high-risk EC.
AH, atypical hyperplasia; D&C, dilatation and curettage; EEC, endometrioid endometrial cancer; EC, endometrial cancer; EIN, endometrial
intraepithelial neoplasia; G, grade; IUD, intrauterine device; MA, megestrol acetate; MPA, medroxyprogesterone acetate; PS, performance sta-
tus; RT, radiotherapy; SLND, sentinel lymph node dissection.
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Low risk EECa

(Stage I endometrioid, G1–2, < 50%
myometrial invasion, LVSI negative)

· No adjuvant treatment

Intermediate risk EECa

(Stage I endometrioid, G1–2, ≥ 50%
myometrial invasion, LVSI negative)

· Adjuvant brachytherapy
· No adjuvant treatment is an option, especially
 for patients < 60 years old

High-intermediate risk EECa

(Stage I endometrioid, G3, < 50%
myometrial invasion, regardless of LVSI
status or Stage I endometrioid, G1–2,

LVSI unequivocally positive, regardless
of depth of invasion)

Surgical nodal staging performed, node negative:
· Adjuvant brachytherapy
· No adjuvant treatment is an option

No surgical nodal staging:
· Adjuvant EBRT for LVSI unequivocally positive
· Adjuvant brachytherapy for G3 and LVSI negative

High riska, Stage I EEC
(G3, ≥ 50% myometrial invasion,

regardless of LVSI status)

Surgical nodal staging performed, node negative:
· Adjuvant EBRT with limited fields
· Adjuvant brachytherapy is an alternative option

No surgical nodal staging:
· Adjuvant EBRT
· Adjuvant chemotherapy (combined and/or sequential)
 can be considered (greater evidence to support
 combined chemotherapy plus EBRT than
 either treatment modality alone)

High riska, Stage II EEC

Simple hysterectomy, surgical nodal staging
performed, node negative:
· G1–2, LVSI negative: vaginal brachytherapy
· G3 or LVSI unequivocally positive: limited field EBRT.
 Consider brachytherapy boost

No surgical nodal staging:
· Adjuvant EBRT. Consider brachytherapy boost
· G3 or LVSI unequivocally positive: Adjuvant
 chemotheraphy (combined and/or sequential)
 should be considered

High riska, Stage III EEC, no
residual disease

IIIA, IIIB, IIIC1:
· Chemotheraphy plus EBRT to be considered 

IIIC2:
· Chemotherapy plus extended field EBRT to 
   be considered

High riska, non-endometrioid cancer
(serous or clear-cell or undifferentiated

carcinoma, or carcinosarcoma)

Serous and clear cell after comprehensive staging:
· Chemotherapy (clinical trials encouraged)
· Stage IA, LVSI negative: vaginal brachytherapy
· Stage ≥IB: EBRT plus chemotherapy,
 especially for N+ disease

Carcinosarcoma and undifferentiated tumours:
· Chemotherapy
· Consider EBRT (clinical trials encouraged)

Figure 3. Endometrial cancer: Adjuvant treatment.
aNew risk groups to guide adjuvant therapy use [1–3].
EBRT, external beam radiotherapy; EEC, endometrioid endometrial cancer; G, grade; LVSI, lymphovascular space invasion; N, node.
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Central local relapseIsolated vaginal relapse Advanced/metastatic disease

Resection of oligometastases or
pelvic/retroperitoneal lymph
nodes, if technically feasiblea

Standard of care 1st-line ChT is six
cycles of TC

Radical RT (intrauterine
brachytherapy ± EBRT) for

primary treatment of unresectable
disease or where

surgery is contraindicated

Standard treatment is curative RT
for patients with isolated vaginal

relapse after surgery

Only if optimal cytoreduction (no residual disease) can be achieved.
Includes removal of enlarged lymph nodes, but not systematic pelvic and

para-aortic lymphadenectomy

Exenteration considered for Stage IIIA and central local relapse after RT

None approved for clinical use; biomarker-driven clinical trials needed

ChT + RT can be considered for vaginal or pelvic nodal relapse in patients
with high-risk features for systemic relapse

Palliative surgery to alleviate specific symptoms

Palliative RT to alleviate specific symptoms related to local
recurrence or systemic disease

Progestins (e.g. MPA or MA) are the preferred front-line treatment for
G1/2 endometrioid, hormone receptor-positive advanced/recurrent EEC

in patients without visceral involvement or rapidly progressive diseaseb -
a repeat biopsy to determine hormone receptor status should be

performed before treatment is initiated
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Figure 4. Endometrial cancer: Advanced/recurrent disease.
aEvidence for a benefit is limited.
bother hormonal agents, such as tamoxifen, fulvestrant and aromatase inhibitors, can be considered after progestins.
ChT, chemotherapy; EBRT, external beam radiotherapy; EEC, endometrioid endometrial cancer; G, grade; MA, megestrol acetate; MPA,
medroxyprogesterone acetate; RT, radiotherapy; TC, paclitaxel/carboplatin.
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