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localizzate o localmente 

avanzate







The 15-year results of the PORTEC-1 
trial have confirmed the highly significant
improvement of local control obtained by 
EBRT but an absence of survival benefit. 

HIR features were shown to be useful for 
selection for RT (currently VBT). 

EBRT should be avoided in patients 
with low- and intermediate-risk ec.



Despite a significant locoregional control benefit with combined radiotherapy, no survival improvement was recorded, but
increased late toxicity was noted in the intestine, bladder, and vagina. 

Combined RT should probably be reserved for high-risk cases with two or more high-risk factors. 

VBT alone should be the adjuvant treatment option for purely medium-risk cases.



Narasimhulu DM, et al. Int J Gynecol Cancer 2020;30:797–805.

External beam radiotherapy with or without vaginal brachytherapy
improved locoregional control of stage II endometrial cancer, 
regardless of whether pelvic lymph node assessment was performed. 

Most women who had recurrence locoregionally had at least one 
high risk factor (grade 3 tumor, myometrial invasion >50%, or 
lymphovascular invasion). 

Vaginal brachytherapy alone may be sufficient therapy for node
negative stage II endometrial cancer without uterine risk factors, 
while those with uterine riskfactors may be considered for external
beam radiotherapy with or without vaginal brachytherapy to 
improve locoregional control.



G1or G2 grade cancer and < 50% myometrial invasion, when no other high-risk features are present, such as age > 60 and/or LVSI, 
surveillance without adjuvant radiation therapy is a reasonable option

G1or G2 cancer and > 50% myometrial invasion or G3 cancer and < 50% myometrial invasion, Vaginal brachytherapy is as effective
as pelvic radiation therapy at preventing vaginal recurrence and is preferred. 

G3 cancer and 50% myometrial invasion or cervical stroma invasion may benefit from pelvic radiation to prevent pelvic recurrence. 

High-risk early-stage disease and advanced disease, the ASCO e ASTRO recommend chemotherapy (with or without radiation therapy).



Addition of adjuvant chemotherapy to radiation improves progression-free survival in operated endometrial cancer patients
with no residual tumour and high risk profil

NSGO9501/EORTC55991 and MANGO ILIADE-III

OS: p=0.07 HR 0.69PFR: p=0.009 HR 0.63



Chemoradiotherapy significantly improved 5-year failure-free survival for patients with high-risk endometrial cancer 
compared with radiotherapy alone, but there was no significant difference in overall survival. 

For stage III endometrial cancer, a significant improvement in failure free survival was found. 



La radiochemioterapia è stata associata ad una minore incidenza di recidiva vaginale e di recidiva linfonodale pelvica e para-aortica rispetto alla sola 
chemioterapia, ma con una maggiore incidenza di metastasi a distanza. 

Sulla base di questi dati, sembra che la sequenza di radioterapia e chemioterapia debba essere determinata caso per caso e dipenda da criteri istologici e 
prognostici.

Quando il rischio è principalmente metastatico, può essere preferibile iniziare con la chemioterapia. 

Quando è prevalentemente locoregionale (es: stadio IIIB a basso grado), sembra preferibile iniziare un trattamento adiuvante di chemioradioterapia concomitante 
(regime PORTEC-3)



J Clin Oncol 2020 38:1685-1692

Patients who received 
IMRT experienced 
fewer GI AEs than 

patients who received 
4-field pelvic RT:

- frequency of 
diarrhea (18.2% 

difference; p = .01) 

- frequency of fecal 
incontinence (8.2% 

difference; p = .01)

- interference of fecal 
incontinence (8.5% 

difference; p = .04).



TCGA ha identificato quattro sottogruppi molecolari di EC con differenze prognostiche significative tra loro



Crosbie EJ et al Lancet 2022

Il comitato ESGO/ESTRO/ESP ha recentemente proposto un nuovo sistema di stratificazione del rischio per le 
pazienti con cancro dell'endometrio che incorpora caratteristiche clinico-patologiche e molecolari per superare 
i limiti delle classificazione precedentemente adottate.





L'assegnazione alla corretta classe di rischio ha valore prognostico e può influenzare l'appropriata gestione 
postoperatoria dei pazienti e la scelta del corretto trattamento adiuvante



Significant benefit of added adjuvant chemotherapy to RT in patients with p53 mutational expression, whereas those with POLE mutation
had almost 100% recurrence-free survival in both arms. 

Mismatch repair deficiency cancers do not seem to benefit from added chemotherapy, whereas those with no specific molecular profile
had slightly higher relapse-free survival with chemoradiation, comparable to the overall PORTEC-3 trial outcomes



J Clin Oncol 00:1-12, 2023

The majority were FIGO-2009 
stageData of the randomized 

PORTEC-1 trial (n 714) comparing 
pelvic EBRT with no adjuvant therapy 
in early-stage intermediate-risk EC 

and the PORTEC-2 trial (n 427) 
comparing VBT with EBRT in early-

stage high-intermediate-risk EC were 
used. 

Locoregional (including vaginal and 
pelvic) recurrence-free survival was 

compared between treatment groups 
across the four molecular classes

Stage I EEC (97.2%) The median follow-up11.3 years



No locoregional recurrences were observed in POLEmut EC 

In MMRd) EC, LRRFS locoregional recurrence-free survival was similar after EBRT (94.2%), 
VBT (94.2%), and no adjuvant therapy (90.3%). 

In EC with a p53 abnormality, EBRT (96.9%) had a substantial benefit over VBT (64.3%) 
and no adjuvant therapy (72.2%). 

In EC with no specific molecular profile (NSMP EC), both EBRT (98.3%) and VBT (96.2%) 
yielded better locoregional control than no adjuvant therapy (87.7%; P < .0001).



The molecular classification of EC predicts response to radiotherapy in stage I EEC and may guide adjuvant treatment 
decisions. 

Omitting radiotherapy seems to be safe in POLEmut EC

The benefit of radiotherapy seems to be limited in MMRd EC

EBRT yields a significantly better locoregional recurrence-free survival than VBT or no adjuvant therapy in 
p53abn EC 

VBT is the treatment of choice for NSMP EC as it is as effective as EBRT and significantly better than no adjuvant 
therapy for locoregional tumor control



The primary endpoint is vaginal recurrence.

Randomization between standard or individualized treatment based on the molecular risk profile.

PORTEC-4a will show if omitting treatment in cases of favorable molecular profiles is safe and cost-effective



Multiple clinical trials both published and underway investigate the role of IO and RT in gynecologic cancers.

Combination IO and RT can promote an enhanced immunogenic environment through increased antigen presentation, phagocytosis, 
cell death, and immune-mediated tumor surveillance. 
In an effort to promote systemic antitumor immune responses ablative RT doses can be used to enhance T cell activation and antigen
presentation.
With an improved understanding of tumor biology, checkpoint biology, and immune evasion we will be able to time and deliver
therapy to maximize tumor outcomes, promote in situ antitumor immune responses, and enhance patient outcomes.



The four clinical trials will have different completion dates; main results are expected from 2028.





Salvage radiotherapy imparts excellent loco-regional control for vaginal relapses of endometrial 
cancer and should entail combination external-beam radiotherapy and vaginal brachytherapy

Local control is typically in the 80% to 90% range





The current literature suggests that SABR is an effective safe modality for nodal relapses. 

Local control in non-operable endometrial tumours receiving SABR was 53%. 

In recurrent pelvic tumours, however, SABR seems to be associated with high rates of gastrointestinal toxicity.
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