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Endometrial cancer
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Concin N, et al. IJGC 2021

➢ No adj th
➢ When molecular classification available: I-II stage POLE mutated tumors no adj th

➢ Adj BT can be recommended to decrease local recurrence
➢ Omission of adj BT can be considered
➢ When molecular classification available: POLE and P53 mutated tumors have 

specific recommendations (P53 abn tumors restricted to a polyp or without 
myometrial  is present on polyp orwithout myometrial invasion, adj th is generally 
not recommended)

➢ Adj BT can be recommended to decrease local recurrence 
➢ EBRT can be considered for substantial LVSI and for stage II
➢ Adj CT can be considere, especially for high grade and/or substantial LVSI
➢ Omission of any adj th is an option
➢ When mol class avail: POLE and P53 mutated tumors have specific recomm

➢ EBRT  with  concurrent and adj CT or with seq CT and RT
➢ CT alone is an alternative option
➢ When mol class avail: POLE and P53 mutated tumors have specific recomm



Mostly debated

POLE gene mutation in EC is observed EC in 7-12% 

Post-hoc analysis

➢ POLEmut endometrioid carcinoma had an 

excellent outcome in both arms. 

➢ However, both trial arms included EBRT.

➢ Prospective registration preferably in national 

or international studies) of POLEmut 

endometrial carcinoma cases with treatment 

and outcome data is strongly recommended.



McAlpine JN et al., Cancer 2021 



McAlpine JN et al., Cancer 2021 



POLE mutations and survival analysis meta-analysis.

Jumaah AS et al., PLOSone 2022

11 cohort studies comprising 5508 EC patients (442 POLE mut)



Qing Wu et al., BMC cancer 2022

POLE 8%



More data…



POLE MMR p53 MOLECULAR SUBTYPE

mut MMR-p normal POLE

wt MMR-d normal MMR-d

wt MMR-p normal NSMP/p53wt

wt MMR-p abn p53abn

mut MMR-d normal double classifier → POLE

mut MMR-p abn double classifier → POLE

wt MMR-d abn double classifier → MMR-d

mut MMR-d abn multiple classifier → POLE

Stelloo et al, Gyn Onc 2014; Talhouket al, Gyn Onc 2016;  Kommoss, McAlpine, Talhouk Annals Onc 2018; Abdulfatahet al, 

Gyn Onc 2019; Leon-Castillo al, J Path 2019

Molecular categories attribution



Pathological classification doesn’t really matter?

4298 patients treated from 1998 to 

2011 with Stage I–IVA CCC were 

identified within the National

Cancer Database. 



686 women were enrolled, of whom 660 were eligible and evaluable 



With data in other tumors being controversial!!!!



ESGO-ESTRO-ESP guidelines



A new FIGO staging 

including the 

molecular 

classification has 

been first published 

on 20th June!!! 



Rodolakis A, et al. Int J Gynecol Cancer 2023





Gallo A et al., JCM 2021

Based on these evidences



NEW EC GUIDELINES ARE EXPECTED WITHIN THE END OF 2024.

Integrating new data about the immunotherapy

New fertility sparing indications

Updated FIGO staging



Cervical cancer
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FIRST CRITICISM: the STRUCTURE!!!

Comparing to the 2018 version the structure is similar, however…

ESGO EC guidelines

Discussion of literature data----------------------------------Statements

ESGO CC guidelines

Only statements



➢ Surgical management of stages T1b3 and T2a2 N0                                 UPDATED

➢ Quality of life & palliative care                                                               NEW TOPIC

➢ Rare tumors NEW TOPIC

2018                                            2022



➢ ……
➢ ……
➢ ……





MINIMALLY INVASIVE SURGERY



INCLUSION CRITERIA

➢ squamous-cell carcinoma, adenocarcinoma, or adenosquamous

carcinoma of the uterine cervix

➢ stage of IA1 (lymphovascular invasion), IA2

(stromal invasion, 3 to 5 mm in depth and <7 mm

in width), or IB1 (tumor size of ≤4 cm in the

greatest dimension and no node involvement)

➢ 0-1 ECOG PS

REGARDING THE NEW GUIDELINES »The use of minimally invasive approach proposed  in new guidelines as an option in 

patients with ‘low risk’  tumors should be interpreted with caution, as such a recommendation is not based on properly conducted  

prospective evaluation and patients should be informed of this fact".                                       

 

          Ramirez P et al., IJGC 2023



No difference on OS!!! But better QOL

Minimally invasive surgery

80% in SH arm

69% in RH arm

RH vs SH



SLN biopsy before pelvic lymphadenectomy



SLN biopsy before pelvic lymphadenectomy

In order to benefit from the results of intra-operative FS 

examination adopting amore detailed intra-operative pathologic 

processing is essential. The alternative would be to wait for final 

pathology results and use two-step surgical management.



T1b3-T4a

NACT in patients who otherwise are candidates for upfront definitive CTRT and IGBT is not recommended outside of clinical

trials [II, D].

T1B3 and T2a2 (LN Negative)

NACT followed by radical surgery should not be performed outside clinical trials [I, E].

Is there a role for NACT?

Marchetti C et al., Cancer Treat Rev 2020



Gupta S et al., JCO 2018, Kenter G et al. JCO 2019



➢ 12 years accrual (SLOW)

➢ Primary end point PFS (OS?)

➢ Statistical design: superiority NACT

➢ Final sample size 730 (635 enrolled!

      87% accrual) (EARLIER STOPPED)

➢ 72% operability rate (LOW)

➢ QoL not explored  

➢ Study period: May 2002-June 2014 

➢ Patient enrolled=620 

➢ Primary endpoint=5-yrs OS.

➢ Protocol treatment was completed in 459 

(74%) patients (71% for NACTS; 82% for 

CCRT). 

➢ (76%) patients underwent surgery. Main 

reasons for not having surgery as per 

protocol, were toxicity (25/74, 34%), 

progressive disease (18/74, 24%) and 

insufficient response to NACT (12/74, 16%). 

➢ Short term severe adverse events (≥G3) 

occurred more frequently in arm 1 than in 

arm 2 (35% vs 21%, p < 0.001). 

➢ Heterogeneous chemotherapic treatment

Criticisms



Surgical management of stages T1b3 and T2a2 N0 

NACT????



NACT (Sapienza experience)

250 pz

23 escluse

stadi iniziali=14

stadi avanzati= 9

60 dati incompleti

Campione di 

riferimento

n=167

PD=13

Non candidabili=7

3 cicli di NACT 

Platino e Taxolo

n=167

Isterectomia 

radicale e 

linfadenectomia

n=147

20 RT



Recurrence rate 34%

IB2

n=2

IIA

n=4

IIIB

n=40

IIIA

n=1

IIIB

n=5

IIIC1

n=80

IIIC2

n=8

IVA

n=5

TOT

n=145

Vaginale - - 1 (2,5%) - 1 (25%) 4 (4,9%) - - 6 (4,1%)

Linfonodale - - 1 (2,5%) - - 6 (7,4%) 2 (25%) 1 (20%) 10 (7%)

Pelvica centrale - - - - - 3 (3,7%) - - 3 (2,1%)

Isolate a distanza - - - - 1 (25%) 3 (3,7%) - - 4 (2,8%)

A distanza + locale - - 8 (20%) - - 17 (21%) 1 (12,5) 1 (20%) 27 (18,6%)

Results

under submission



CC more than one!!!

Cibula D et al., IJGC 2023



5% of CC are HPV -

Non HPV related cervical cancer



A MANGO proposal

A SURVEY testing the adherence of MANGO centres to guidelines highlighting these and other cristicisms for each tumor.
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