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•  8-10% delle neoplasie femminili nei Paesi 
industrializzati con circa 288.000 nuovi casi e 74.000 
morti per anno. 

 
•  Quarto posto tra i tumori del sesso femminile dopo il 

carcinoma della mammella, del colon e del polmone. 

Ferlay J, Shin HR et al. GLOBOCAN 2008, Cancer Incidence and Mortality Worldwide: IARC CancerBase No. 10 [Internet]. Lyon, France: International Agency for Research on Cancer; 2010; http://
globocan.iarc.fr 

Carcinoma dell’endometrio 



http://www.registri-tumori.it/cms/ 
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Fattori di rischio  



Uterine Cancer Staging System 
FIGO 1988 

 Int J Gynecol Obstet 28, 169-190, 1989. 



FIGO 2010 
 

Stage I: 75-90% 
A  G123, invasion < 50% myometrium:  88%  
B  G123, invasion > 50% myometrium:  75% 
Stage II: 70% 

 G123, endocervix stroma 
Stage III: 45-60% 
A  G123, (+) serosa/ adnexa:   58% 
B  G123, (+) vagina/parametrium:  50% 
C  G123, (+) nodes:    47% 

 IIIC1: (+)  pelvic nodes 
 IIIC2: (+) PAN nodes 

Stage IV: 15-20% 
A  G123, (+) GI, GU mucosa:   17% 
B  G123, distant mets, + groin nodes:  15% 
 

Pecorelli S, Int J Gynecol Obstet 2009; 103-104 



G1 G2 G3 
St. IA low (2 – 4 % >local) 

St. IB 
St. IC intermediate (5 – 20 %)  

St. IIA 
St. IIB high (> 20 % > distant) 

St. III 

ENDOMETRIAL CANCER 
risk of recurrence (FIGO 1998) 

Lukka H et al, Gynecol Oncol 102:361, 2006 (modif).  



Lukka H et al - Gynecol Oncol 102: 361, 2006 (mod)  

Adenocarcinoma+endometriode+corpus+uteri+
Rischio+di+recidiva+



ESGO 2015, Octobre 24327, NICE,FRANCE. 



 
" Quale ruolo della RT adiuvante nel Rischio Intermedio? 
 
" Quando scegliere EBRT o BRT nel Rischio Intermedio? 
 
" Potrebbe l’associazione di RT e CT aggiungere dei 

benefici nel Rischio Intermedio e Alto Rischio?  
 

TRATTAMENTO ADIUVANTE: domande aperte? 



RT post-operatoria – Stadio I e II 

•  5 studi randomizzati sono stati condotti per 
valutare il ruolo della RT adiuvante negli stadi 
iniziali delle neoplasie endometriali: 

 
•  Norwegian 
•  PORTEC -1 
•  GOG -99 
•  ASTEC/EN 5 
•  PORTEC -2  



Norwegian Trial 

540 Pazienti Stadio I 

5y surv: A, 91% vs B, 89% 
10y surv: A, 90% vs B, 87% 
DRR: A, 12.3% vs B, 11.8% 

Aalders J et al. Obstet Gynecol, 1980; 56: 419 



Conclusioni del Norwegian Trial 
 

!  Indicazioni alla radioterapia esterna: 
!  G3 M2 
!  INVASIONE LINFOVASCOLARE 

 
 
Brachiterapia per tutti gli altri casi 

Aalders J et al. Obstet Gynecol, 1980; 56: 419 



GOG 99  

                    
"Stadio I-II ( 392 pz) 
" LIAB + Linfoadenectomia 
" Linfonodi - 
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Nessun trattamento 
202 pz 

RT  pelvica 
190 pz  



GOG 99  
gruppo alto-medio rischio 

•  33% delle pazienti dello studio GOG 99 
 
•  Ogni età con: 

–  G2 o G3 
–  Invavione del terzo esterno del miometrio 
–  Invasione linfo-vascolare 

•  Età > 70 anni più un fattore di rischio 
•  Età > 50 anni più due fattori di rischio 



Trial ASTEC e EN 5 

•  Isteroannessiectomia e 30% linfadenectomia 
•  Randomizzazione per pazienti ad alto rischio 
•  Randomizzazione:  

–  Osservazione     n=453 
–  Radioterapia pelvica   n=452 

•  BRT permessa 
 

•  53% di BRT nel gruppo osservazionale 



Trial ASTEC e EN 5 



" 715  Pz 
" LIAB no linfoadenect. 

R
A
N
D
O
M

osservazione 

EBRT 46 Gy 

PORTEC-1  
  

Stage  
" IB G2-3 
" IC G1-2 
 

Creutzberg et al, Lancet 2000; 355: 1404-1411 



Surgery and postoperative radiotherapy versus surgery alone for 
patients with stage-1 endometrial carcinoma: multicentre 

randomised trial 

2000 

5-year (RT vs control arm): 
 
LRR: 4% vs 14% (p<0.001). 
OS: 81% vs 85% (p=0.31). 
 

Creutzberg et al. Lancet 2000; 355: 1404–11 



Postoperative radiotherapy for Stage 1 endometrial 
carcinoma: Long-term outcome of the randomized PORTEC 

trial with central pathology review  

 
Scholten et al. 63 (3),834–838 
 

2005 

10 year (RT arm vs Control arm) 
 LRR: 5% vs 14% ( p < 0.0001).  
OS: 66% vs 73%(p = 0.09).  

LRR according depth of 
myometrial invasion  
(<50% vs. >50%): 6% vs 
12% (p =0.07) 

LRR according Grades 1, 2, 
and 3:7%, 11%, and 18%, 
respectively(p 0.005) 

LRR according aged (60,60–70, and 70 
years were 4%, 11%, and 13%, 
respectively (p 0.007) 



2011 

Fifteen-year radiotherapy outcomes of the 
randomized PORTEC-1 trial for endometrial carcinoma 

Conclusions:++
+
The 15-year outcomes of PORTEC-1 confirm the relevance of HIR 
criteria for treatment selection, and a trend for long-term risk of 
second cancers. EBRT should be avoided in patients with low- and 
intermediate-risk EC 

Creutzberg et  al. Int J Radiat Oncol Biol Phys. 2011,81(4):e631-8 



Conclusioni PORTEC-1 

!  3 fattori di rischio principali: 
!  G3 
!  M2 
!  Età >60 anni 

 
!  Radioterapia indicata se 2 o più fattori di rischio 
!  Riduzione delle indicazioni alla radioterapia in più 

del 50% dei casi 
 



Kong, A. et al. Ann Oncol 2007 18:1595-1604 

Meta-analysis on all stage I endometrial cancer patients who had adjuvant radiotherapy 
versus no radiotherapy 



" 1770 pts 
" RTE riduce le recidive loco-regionali (RR 0.28 - p< 0.0001), con una 

riduzione assoluta del rischio del 6% 
•  Nessuna variazione della OS o di metastasi a distanza 
•  EBRT dovrebbe essere utilizzata in pazienti con multipli fattori di rischio 

Meta-analysis on all stage I endometrial cancer patients who had adjuvant radiotherapy 
versus no radiotherapy 

Kong, A. et al. Ann Oncol 2007 18:1595-1604 



" 427  PTS 
" LIAB no linfadenect. 

R
A
N
D
O
M

VBT 
21 Gy/3 fr 

EBRT  
46 Gy/23 fr 

Stage  
" ICG1-2 IB G3 > 60 y 
" IIA G1-2, G3 M1 
 

 
Vaginali brachytherapy versus pelvic external beam radiotherapy for patients 

with endometrial cancer of high-intermediate risk (PORTEC-2):  
an open-label, non-inferiority, randomised trial 

Nout  et al. Lancet. 2010;375(9717):816-23 



Nout  et al. Lancet. 2010;375(9717):816-23 

Vaginali brachytherapy versus pelvic external beam radiotherapy for patients 
with endometrial cancer of high-intermediate risk (PORTEC-2):  

an open-label, non-inferiority, randomised trial 



 

PORTEC 2 
 

Nout  et al. Lancet. 2010;375(9717):816-23 



Substantial lymph-vascular space invasion (LVSI) is a significant risk 
factor for recurrence in endometrial cancer – A pooled analysis of 

PORTEC 1 and 2 trials  

Bosse T, Peters EE, Creutzberg CL et al. 51, 2015:1742-1750 

Focal (A) and substantial (B) Lymph-vascular space invasion (LVSI) 

Substantial LVSI, in contrast to focal or no LVSI, was the strongest independent prognostic factor for 
pelvic regional recurrence, distant metastasis and overall survival. Therapeutic decisions should be 
based on the presence of substantial, not ‘any’ LVSI. Adjuvant EBRT and/or chemotherapy should be 
considered for stage I EC with substantial LVSI 

A B 
2015 





http://www.aiom.it/ 

2014 



Postoperative Radiation Therapy for Endometrial Cancer:  

ASCO Clinical Practice Guideline Endorsement of the  ASTRO Evidence-Based Guideline 

A. Meyer et al. J Clin Oncol 33. © 2015 by American Society of Clinical Oncology 

2015 

Which patients with endometrioid endometrial cancer should receive vaginal cuff radiation?  

G1,2 with ≥50% myometrial invasion or  G3 with <50% myometrial invasion.  

 



A. Meyer et al. J Clin Oncol 33. © 2015 by American Society of Clinical Oncology 

2015 
Which women should receive postoperative external beam 
radiation?  

 

• G3 with ≥50% myometrial invasion or cervical stroma invasion  

•  G1,2 with ≥50% myometrial invasion  + age >60 years and/or LVSI.  

• Vaginal brachytherapy may be a better option for patients with these features, especially 

if surgical staging was adequate and nodes were negative.  

Postoperative Radiation Therapy for Endometrial Cancer:  

ASCO Clinical Practice Guideline Endorsement of the  ASTRO Evidence-Based Guideline 



A. Meyer et al. J Clin Oncol 33. © 2015 by American Society of Clinical Oncology 

2015 

When should brachytherapy be used in addition to external beam radiation? 
 
Use of vaginal brachytherapy in patients also undergoing pelvic external beam radiation is not 

generally warranted, unless risk factors for vaginal recurrence are present. 

Postoperative Radiation Therapy for Endometrial Cancer:  

ASCO Clinical Practice Guideline Endorsement of the  ASTRO Evidence-Based Guideline 



https://www.mskcc.org/nomograms/endometrial/post-op 

• Età 
• Nr. dei LNF negativi 
• Stadio FIGO 1988 
• Grade 
• Istologia 

Nomogrammi 



Nomograms to predict isolated loco-regional or distant recurrence among women 
with uterine cancer 

Kondalsamy-Chennakesavan et al.Gynecologic Oncology 125 (2012) 520–525 



Nomograms for Prediction of Outcome With or Without Adjuvant 
Radiation Therapy for Patients With Endometrial Cancer: A 

Pooled Analysis of PORTEC-1 and PORTEC-2 Trials  

Pooled for 
analysis:1240 
pts 

2015 

Creutzberg CL et al. Int J Radiat Oncol Biol Phys. ;91(3):530-9.  
 



Nomograms for Prediction of Outcome With or Without Adjuvant 
Radiation Therapy for Patients With Endometrial Cancer: A 

Pooled Analysis of PORTEC-1 and PORTEC-2 Trials  

2015 

Creutzberg CL et al. Int J Radiat Oncol Biol 
Phys. ;91(3):530-9.  
 

LRR 

DR 



Nomograms for Prediction of Outcome With or Without Adjuvant 
Radiation Therapy for Patients With Endometrial Cancer: A 

Pooled Analysis of PORTEC-1 and PORTEC-2 Trials  

2015 

Creutzberg CL et al. Int J Radiat Oncol Biol 
Phys. ;91(3):530-9.  
 

DFS 

OS 



Caso clinico 

 
Età 60 aa 
IAB + linfoadectomia pelvica:adenocarcinoma 
endometroide, G3,    
LVI 3,pT1BpN0  
LRR a 5 anni ? 
 



2015 

Creutzberg CL et al. Int J Radiat Oncol Biol Phys. ;91(3):530-9.  
 

LRR 

2 10 !3 

13% 

!1 

10+2+&2&!1&!3=10& 



2015 

Creutzberg CL et al. Int J Radiat Oncol Biol Phys. ;91(3):530-9.  
 

LRR 

2 6 !3 

2.5% 

!1 

2+&2&!6&!&1&!3=&!6& 



 
Età 66 aa 
Luglio 2015: IAB+ linfoadectomia 
pelvica:adenocarcinoma endometroide, G3,    
LVI +,pT1BpN0 (0/12) 
OS a 5 anni ? 
 

Caso clinico 



https://www.mskcc.org/nomograms/endometrial/post-op 

5 y OS: 76%  



Nomograms for Prediction of Outcome With or Without Adjuvant 
Radiation Therapy for Patients With Endometrial Cancer: A 

Pooled Analysis of PORTEC-1 and PORTEC-2 Trials  

2015 

Creutzberg CL et al. Int J Radiat Oncol Biol Phys. ;91(3):530-9.  
 

OS 

4-1 

Death within 5 y 
27% 

3 4 

4+ 3! 1=6 

27% 



Randomized Phase III Trial Comparing Concurrent Chemoradiation and Adjuvant 
Chemotherapy with Pelvic Radiation Alone in High Risk and Advanced Stage 

Endometrial Carcinoma: PORTEC-3 

Primary endpoint:  
OS 
 Second primary endpoint: 
 Failure-free survival 
Secondary endpoint:  
Pelvic and distant recurrence,  
severe (grades 3 and 4) treatment-
related toxicity, and quality of life. 

www.clinicalresearch.nl/portec3 



www.clinicalresearch.nl/portec3 



Randomised Phase III Trial Comparing Vaginal Brachytherapy (two doses 
schedules: 21 or 15 Gy HDR in 3 fractions) and Observation after Surgery in 
patients with Endometrial Carcinoma with High-Intermediate Risk Features  

PORTEC-4  

Inclusion Criteria: 
 Histologically confirmed endometrioid type 
endometrial carcinoma, FIGO 2009 stage I, with one of 
the following combinations of substage, age, and grade: 
• Stage IA, any age and grade 3 without lymph-vascular 
space invasion (LVSI)  
• Stage IB, age 60 years or older and grade 1 or 2  
• Stage IB, any age, grade 1-2 with documented LVSI 

www.msbi.nl/portec4 

Primary endpoint: vaginal recurrence 
Second primary endpoint: 5-year vaginal 
control including treatment for relapse 
Secondary endpoints: vaginal toxicity, quality 
of life, pelvic recurrence, and overall and 
failure-free survival. 



1)Le recenti analisi degli studi randomizzati (PORTEC) hanno dato nuovi 
strumenti di riflessione sul ruolo della RT adiuvante nel gruppo di rischio 
intermedio/alto. 
 
2)Questo informazioni ci possono guidare nella elaborazione di terapie 
sempre più personalizzate per ogni paziente operata per ca endometriale. 
 
3)L’utilizzo di quest’ultimo nomogramma ci può dare informazioni sul 
profilo di rischio individuale, sull’outcome con o senza RT (RTE oVBT). 
 
4)La possibilità di valutare rischi e benefici della terapia adiuvante. 
 

Conclusioni 



 

         
Grazie per l’attenzione 


