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Fertility: mean women age



STANDARD OF CARE
Total Hysterectomty + Bilateral 
Salpingo-oophorectomy
+ Lymph node assessment 

Endometrial Cancer Treatment

NON-STANDARD 

OF CARE

???



ELIGIBILITY

CRITERIA 



Larger amount of tissue retrieved

More accurate histological diagnosis

2002



FERTILITY SPARING IN ENDOMETRIAL CANCER



There is no evidence to support an association between preoperative 
hysteroscopic examination and a worse prognosis. 

There is no reason to avoid diagnostic hysteroscopy before surgery in patients 
with endometrial cancer, especially in early stages.



FERTILITY SPARING IN ENDOMETRIAL CANCER

2021



ELIGIBILITY

CRITERIA 



The role of MRI in Endometrial Cancer

MRI vs hystological evaluation p < 0.01 



2005

30 mo. after  HSC 
→ CS at 39w

FREE OF DISEASE 

➢ Focal lesion

➢ FIGO Stage IA

➢ Grade I

➢ Reproductive desire 



Mazzon’s
Technique

1: Visualization

2: Removal

3: Removal of peri-
lesional endometrium

4: Removal of 
myometrium under 

lesion

http://www.fertstert.org/current
http://www.fertstert.org/home


▪ Prospective study
▪ 28 pts Stage IA
▪ G1 (N=27), G2 (N=1)
▪ Endometrioid EC
▪ Oral megestrol acetate or 

levonorgestrel IUD for 6 mo. +

Median FUP= 92 mo.

2017

G1



❖ Retrospective case series

❖ From 2007 to 2017 

❖ 69 pts (EEC n=14 – AEH n=55)

❖ Mean age was 35.1±4.8 yrs

❖ LNG-IUD inserted in all patients

after surgery

❖ FU 24 months

✚

Similar response and live birth rates compared to those reported in literature for 

progestins alone, but a considerably lower relapse rate. 

Giampaolino P et al , JMIG 2018

40%

…PRESERVING THE BASAL LAYER OF 
THE ENDOMETRIUM



STUDY DESIGN

▪ EAH/EIN (n=49) 

▪ EEC G1 (n=36)

▪ FIGO stage IA (no myometrial invasion)

▪ Prospectively included (6/2007- 12/2019)

▪ CR= 82 (96.5%)

▪ Mean tx duration for achieving 

CR:

• HSC resection + MA = 3.4 mo.

• MA alone = 4.75 mo. 

HSC removal of EAH/EIN or EEC before therapy was

the only factor significantly associated with shorter

treatment duration to achieve CR

Masciullo et al, AJOG, 2021

HSC resection + 

MA 

vs.

MA alone



ORAL 
PROGESTINS

HSC 
RESECTION + 
PROGESTINS

LNG-IUD

COMPLETE 
RESPONSE 

RATE
76.3% 95.3% 72.9%

RECURRENCE 
RATE

30.7% 14.1% 11%

Int J Gynecol Cancer, 2018 

➢ 28 Articles

➢ 619 patients with EEC or AEH 

456 Oral Progestins

73 HSC resection + Progestins

90 LNG-IUD



What about G2 Endometrial Cancer?



➢ Retrospective
➢ 2011 - 2015
➢Mean age = 30.4 ± 5.3 yrs
➢ Tx regimen oral MPA 500 mg + LNG-IUD

❖ CR 3/5 
(time to CR = 11.0 ± 6.2 mo.)

❖ PR 2/5 
❖ No cases of SD or PD

2/3 CR attempted to conceive by IVF. 

Mean FUP 44.4 ± 26.2 mo.
No follow-up losses
No adverse effects

Combined oral MPA/LNG-IUS is considered a reasonably 
effective fertility-sparing treatment of G2 stage IA EC.

These results are encouraging but preliminary and should be 
considered with experienced oncologists in well-defined protocol 

and close FUP



FOLLOW

UP 



Close Surveillance is mandatory
FOLLOW

UP 



Close Surveillance is mandatory
FOLLOW

UP 



CLINICO/PATHOLOGY:
✓Histotype

TGCA:
✓ P53 
✓MSI 
✓ POLE

And what if we know the molecular 

profile before surgery? 

SURGERY



2016

57 pts

• EXCELLENT AGREEMENT → sensitivity (0.9), 

specificity (0.96), PPV (0.9), NPV (0.96) and kappa 

statistic 0.86 (95%CI, 0.72–0.93) 

•  Highest level of concordance for p53 abn.

• Grade and Histotype → moderate agreement 

(kappa = 0.55 and 0.44 respectively)

EC Molecular assessment through hysteroscopy



In women with EEC, operative HSC could be advantageous to 

provide samples allowing complete genetic risk assessment

• 15 fully evaluable cases

• 7/15 (46.7%): abnormal MMR IHC

• 1/15 (6.6%): POLE EDM

• 0/15 (0%): abnormal p53 IHC

• 7/15 (46.7%): p53 IHC wild-type



➢ Multicenter
➢ Retrospective
➢ January 2004 - July 2019 
➢ 69 pts (47 AEH, 22 EEC)
➢ Hysteroscopic resection + 

progestins

Resistance to conservative treatment 
MMR-deficient vs MMR-proficient cases (33.3% vs 15.9%; RR = 2.1, p = 0.2508)
Recurrence
MMR-deficient vs MMR-proficient cases (100% vs 26.4%; RR = 3.8; p < 0.0001). 

Deficient MMR expression 
in 8.7% of cases 



Lynch syndrome and fertility sparing treatment

❖ Lynch syndrome accounts for 

▪ 9% of  EC patients younger than 50 y

▪ 1.8-2,1% among all EC patients

❖ Germline mutation in one of the mismatch repair (MMR) genes

▪ (MLH1, PMS2, MSH2, MSH6 and EpCAM) 

❖ Cumulative life-time risk of EC > 40%, it depends on which gene is mutated: 

▪ 64% to 71% for women with MSH6 mutation

▪ 40% to 50%. for women with MSH2 or MLH1 mutations (Corzo et al, 2018)



Is Fertility Sparing Treatment In Patients With Ls-related EC

An Option?

Major articles or guidelines 

about fertility-sparing

treatment in EC do not

explore the topic of EC in LS 

patients



ESGO/ESHRE/ESGE Guidelines for the fertility-
sparing treatment of patients with endometrial 

carcinoma

❖ A combined approach consisting of hysteroscopic tumour resection, followed by oral progestins
and/or levonorgestrel-intrauterine device (LNG-IUD), is the most effective fertility-sparing
treatment both in terms of complete response rate and live birth rate compared to other treatment
options [II, B].

❖Weight control during fertility-sparing treatment is highly recommended to increase the chance of
response [II, A].

❖ To date, there are no randomised controlled trials comparing the different types of medical
treatment in women with AEH or Grade 1 endometrial endometrioid carcinoma.

❖ If an early and focal myometrial invasion (1-2 mm) is suspected from the resection material, a
fertility-sparing approach may be discussed on a case-by-case basis. In this circumstance, complete
hysteroscopic lesion resection, followed by oral progestins and/or LNG-IUD, can be proposed as
fertility-sparing treatment [IV, C].

❖ The maximum time to achieve complete response should not exceed 15 months [IV, C]. (Shim,
Gynecol Oncol. 2021)

TO BE PUBLISHED



ESGO/ESHRE/ESGE Guidelines for the fertility-
sparing treatment of patients with endometrial 

carcinoma

❖ Performing the ProMisE molecular classifier in all young patients with grade 1, low-stage
endometrial carcinoma who wish to preserve fertility is encouraged, although available data do
not allow clinical applicability [IV, B].

❖ Immunohistochemistry for the identification of mismatch repair-deficient tumours is
mandatory in order to identify patients at high risk for Lynch syndrome [III, A].

❖ If a Lynch syndrome is identified, patients should have an appropriate counselling on the risk
of developing additional cancers [III, A].

❖ In women harbouring copy number high (p53abn) tumours, conservative therapy would be
inappropriate [IV, D].

TO BE PUBLISHED



Take-home messages

✓ 4% EC < 40yrs 

✓ Current mean age of first pregnancy is > 30 yrs

✓ Fertility-Sparing approach is a non-standard care treatment 

✓ Hysteroscopic resection + Progestin > 90% CR 

✓ Issue: heterogeneity of the studies

✓ Need for multicenter prospective studies for definition of the proper 

conservative treatment strategy (for LS and non-LS patients)

Preservation of fertility in uterine carcinoma 



THANK YOU

Questions?

giorgia.dinoi@guest.policlinicogemelli.it

https://www.facebook.com/ScientificSeminars/
https://twitter.com/ScientificSemi1
https://www.linkedin.com/company/scientific-seminars/?viewAsMember=true
https://scientificseminars.com/en/
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