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Terapia'Adiuvante''
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Chirurgia%

Chirurgia%

Gynecol'Oncol.'2004;92(3):744';'

Lancet.'2000;355(9213):1404.'



Chemioterapia+Adiuvante+dopo+Chirurgia+e+
Radioterapia+(stadi+I6III)'



NSGO EC-9501/EORTC-55991 

Radical surgery 

May 1996 to January 2007�
RT 

≥ 44 Gy XRT  
(optional + VBT 39%)�

RT+CT 
(optional VBT 44%) 
CDDP+ Doxo/Epi 
CBDCA+Paclitaxel 
CBDCA+Paclitaxel l+ Epi 
for 4 courses�

n=186 

n=196 

Randomization 
n=382 

Surgical stage I, II, III 
with high risk for micro-
metastatic disease�

Patients with serous, clear 
cell, or anaplastic carcinomas 
were eligible regardless of 
other risk factors�

Primary endpoint 
 

Progression-free survival (PFS) 

Hogberg T. Eur J Cancer 2010; 46: 2422-2431 



MANGO/ILIADE 

Radical surgery 

October 1998 to July 2007�
RT%

45 Gy XRT (+VBT 
If stage IIB or IIIB) 

CT%+%RT%
FIGO IIB, IIIA-C 

endometrioid   

Primary endpoint 
 

Progression-free survival (PFS) 
overall survival (OS) 

CDDP+Doxo  
x3 q 3 weeks�

n=80 

n=76 

Randomization n=156 

Hogberg T. et al; Eur J  Cancer 2010; 46: 2422–31. 



NSGO EC-9501/EORTC-55991/MANGO'

HR%advantage%PFS:%0.63%
p=0.009%

HR%advantage%OS:%0.69%%
p=%0.07%

Hogberg T. Eur J Cancer 2010; 46: 2422-2431 



156'pts:'stage'IAHB,'G3''(n'28)'

'''''''''stage'ICHIIIA','G1H3)'(n'128)'
RT'56'Gy'+'3'cycles'of'CHT'with'cisplaTn/Epirubicin/'

Cyclophosphamide'(in'a'sandwich'regimen)''(84'pts)'

(B)'

'RT'56'Gy'(72'pts)'(A)'

5%year%Disease%free%survival%:'84.7%'(A)'vs'82.1%'(B);'

Median%DFS:'18'months'(A)'vs'25'months'(B);'

Median%OS:'23'months'(A)'vs'37'months'(B);'

•  Adjuvant'chemotherapy'with'cisplaTn,'epirubicin'

and'cyclophosphamide'failed'to'improve'OS.'

•  CT''was'associated'with'a'low'rate'of'acute'

toxicity'but'appeared'to'increase'the'risk'of'

bowel''complicaTons'
Kuoppala'T'et'al;'Gynecol'Oncol'2008'110:190H5'



GOG%34%
H  Use'of' adjuvant'Doxorubicin' aber' surgery' (1)' and'RadiaTon'

therapy'(2)'for'endometrial'carcinoma'(stage'I'and'II'with'risk'

factor'for'recurrence):'

'

174'pts:'

'''''''''H'92'Doxorubicin'(60'mg/m2'starTng'dose)'

''''''''''H'89'follow'up'

No'significant'

'differences'in'

'OS'and'PFS'

Limits:'small'sample'size'

'''''''''''''pts'lost'to'follow'up'  
2) 50 Gy adjuvant pelvic external radiotherapy (XRT).  
A para-aortic field was added if para-aortic node 
metastases were documented.  

'Morrow'CP'et'al.'Gynecol'Oncol'1990;'36:'166–71.'

1)TAH-BSO, selective pelvic and para-aortic lymph 
node dissection, and peritoneal cytology.  



Forest%plot%from%all%the%trials%of%the%hazard%raTos%for%death%
or%recurrence%(represenTng%progression%free%survival)%%

%%
%'

Johnson N. Cochrane Database Syst Rev 2011 



Forest%plot%from%all%trials%of%the%hazard%raTo%for%death%
from%any%cause%(represenTng%overall%survival)%

%'

Johnson N. Cochrane Database Syst Rev 2011 



Indiscriminate%forest%plot%for%overall%survival%(risk%of%death%5%years%
aYer%randomisaTon)%from%all%trials%of%chemotherapy%versus%any%

other%arm%
%'

Johnson N. Cochrane Database Syst Rev 2011 



Chemioterapia+Adiuvante+dopo+Chirurgia+e+
Radioterapia+(stadi+I6III)'

•  Sono' staT' condoi' cinque' studi' randomizzaT' che,'

consideraT' singolarmente,' non' consentono' di' trarre'

considerazioni' conclusive' in' quanto' non' adeguatamente'

dimensionaT''

•  Una'metanalisi'ha'evidenziato'che'la'chemioterapia'riduce'

il'rischio'di'morte'a'5'anni'del'6%'(di'ripresa'di'malaia'del'

37%'e'di'morte'del'32%'se'non'si' considerano'gli' studi'di'

Kuoppala' e' Morrow' che' incrementano' significaTvamente'

l’eterogeneità'della'metanalisi)''

'



Chemioterapia+vs+Radioterapia+
Adiuvante+(Stadi+I6III)'



345'pts'with'highHrisk'stage'I'HIII''

endometrial'carcinoma'''

Adjuvant'CHT:'CisplaTn'50'mg/m2,'Doxorubicin''

45'mg/m2''and'Cyclophosphamide'600'mg/m2'

every'28'days'for'5'cycles'

external'RT'(45–50Gy'on'a'5'days'week1'schedule).'Primary'end'points:'OS'and'PFS'

OS:'3'ys'78%'in'RT'vs'76%'in'CHT;''

'''''''5'ys'69%'in'RT'vs'66%'in'CHT;'

'''''''7'ys'62%'both'in'RT'and'CHT'

PFS:'3'ys'69%'in'RT'vs'68%'in'CHT;''

''''''''5'ys'63%'in'RT'vs'63%'in'CHT;'

''''''''7'ys'56%'in'RT'and'60%'in'CHT'

RT'delayed'local'relapses'and'CHT'delayed'metastases'(no'staTsTcal'significance)'

THIS'TRIAL'FAILED'TO'SHOW'ANY'IMPROVEMENT'IN'SURVIVAL''

OF'PTS'TREATED'WITH'CHT'OR'STANDARD'RT'THERAPY'

OS' PFS'

Maggi'R.'et'al,'Br'J'Cancer''2006;'95:'266'–'271'

GICOG'



No'staTsTcally'significant'differences'

'in'progressionHfree'survival'''

and'overall'survival'were'observed'

385'pts'with'intermediate''

and'highHrisk'(stage'IcHIIIc)''

endometrial'cancer'

''''193'pts'received'pelvic'radiaTon'therapy'(PRT)'

192'pts'received'CAP'(cyclophosphamide'(333'mg/m2),'

doxorubicin'(40'mg/m2)'and'cisplaTn'(50'mg/m2)'

Every'4'weeks'for'3'or'more'courses'

5Hys''PFS'rate:'83.5%'in'the'PRT'group'vs'81.8%'in'CAP'group''

5Hys''OS'rate:'85.3%'in'the'PRT'group'vs'86.7%'in'CAP'group''

J'GOG'2033'

206'pts'with'

carcinosarcoma'

(all'stages'FIGO')'

105'pts'received'whole'abdominal'irradiaTon'(WAI)'

101'pts'received'cisplaTn,'ifosfamide'and'mesna'(CIM)'

No statistically significant advantage in recurrence rate or survival 
for adjuvant CIM over WAI in patients with uterine CS'

'GOG'150'

Susumu N et al, Gynecol Oncol 2008;108: 226–33.'

Wolfson AH et al, Gynecol Oncol  2007;107: 177–85.'



To compare WAI (1) and doxorubicin-cisplatin (AP) chemotherapy (2) 
in stage III or IV endometrial carcinoma  with postoperative residual 
disease < 2 cm (GOG 122 trial)'

1) 30 Gy in 20 fractions, with a 15-Gy boost '

2) doxorubicin 60 mg/m2 and cisplatin 50 mg/m2 every 
3 weeks for seven cycles, followed by 1 cycle of 
cisplatin'

396 patients with 
stage III 
and optimally 
debulked stage IV 
disease'

Randall'et'al,''J'Clin'Oncol'2006;'24:36H44'



PFS 50% versus 38% (p = 0.07)  
OS 55% versus 42% (p = 0.004)'

OS%% PFS%%%

'''''''''''''Randall'et'al,''J'Clin'Oncol''2006;'24:'36H44'



G r a d e 3 a n d 4 
a d v e r s e e f f e c t s 
(hematologic, GI, 
cardiac, neurologic) 
were significantly 
more common in 
chemotherapy arm'



Forest%plot%from%all%the%trials%of%the%hazard%raTos%for%death%
or%recurrence%(represenTng%progression%free%survival)%%

%%
%'

Johnson N. Cochrane Database Syst Rev 2011 



Forest%plot%from%all%trials%of%the%hazard%raTo%for%death%
from%any%cause%(represenTng%overall%survival)%

%'

Johnson N. Cochrane Database Syst Rev 2011 



Indiscriminate%forest%plot%for%overall%survival%(risk%of%death%5%years%
aYer%randomisaTon)%from%all%trials%of%chemotherapy%versus%any%

other%arm%
%'

Johnson N. Cochrane Database Syst Rev 2011 



Chemioterapia+vs+Radioterapia+
Adiuvante+(Stadi+I6III)'

•  La'chemioterapia'con'regimi'convenzionali'a'base'di'plaTno'

è'stata'confrontata'con'la'radioterapia'dopo'la'chirurgia,'in'4'

studi'(di'cui'uno'condopo'nei'carcinosarcomi)'

'

•  Una' metanalisi' in' cui' sono' staT' valutaT' tali' studi,' ha'

mostrato' una' maggiore' efficacia' della' chemioterapia'

rispepo' alla' radioterapia,' con' una' riduzione' del' rischio' di'

recidiva' del' 20%' e' del' rischio' di' morte' del' 24%' ed' una'

riduzione'del'rischio'di'morte'a'5'anni'del'13%'

'



+
Chemioterapia+Adiuvante+dopo+Isterectomia++

(Johnson N. Cochrane Database Syst Rev 2011) 

'
•  La chemioterapia postoperatoria a base di platino 

determina un beneficio in progression free 
survival (+25%), overall survival (+24%) e 5-year 
survival(+12%) indipendentemente dal 
trattamento radiante. 

•   La chemioterapia riduce il rischio di metastasi, 
potrebbe essere un’alternativa alla radioterapia ed 
ha un valore aggiunto quando usato con la 
radioterapia 



Terapia+Adiuvante+negli+Stadi+Avanza=+
(III6IV)++



Terapia+Adiuvante+negli+Stadi+Avanza=+
(III6IV)++

“…There is no agreement on the standard 
treatment of women with advanced endometrial 
cancer. Typically, a combination of surgery, 
radiotherapy and/or chemotherapy is 
employed…”'

Complete cytoreduction, is the aim of surgery and is 
associated with a superior OS compared with sub-
optimal cytoreduction!'



+
Chemioterapia+o+Radioterapia+per+

stadi+III6IV+?+
+

•  Una'metanalisi'ha'riguardato'1269'pazienT'('stadio'

III'e'IV)'''

•  In' 2' studi' (620' pazienT)' è' stata' confrontata' la'
chemioterapia'con'la'radioterapia' 'adiuvante' 'dopo'

chirurgia'citoriduiva'

Galaal K, et al. Cochrane Database Syst Rev 2014. May;15  



Forest%plot%of%comparison:%chemotherapy%versus%radiotherapy,%
outcome:%%PFS%(Stage%III/IV)'



Forest%plot%of%comparison:%chemotherapy%vs%radiotherapy,%%
Outcome:%OS%(Stage%III/IV)'



Quale+Chemioterapia?++



Endometrial'carcinoma'

'

• 'Surgical'stage'III'(88%),'
• ''''''''''''''''stage'IV'(12%)'
'

• 'Hysterectomy'and'BSO'

'

• '<2'cm'Residual'disease'

'

• 'OpTmal'Lymph'Node'

''Sampling''

Pelvic'

+/H'

ParaHAorTc'

IrradiaTon'

+/H'

Intravaginal'

Brachytherapy'

R%
A%
N%
D%
O%
M%
I%
Z%
E%
D%

Regimen%I*%
Doxorubicin**'

45mg/m
2'

CisplaTn'

50mg/m
2'

GHCSF***'

5mcg/kg'2H11'

%
Regimen%II*%
Doxorubicin**'

45mg/m
2
'day'1'

CisplaTn'

50mg/m
2
'day'1'

Paclitaxel'

160mg/m
2
'day'2'

GHCSF***'

5mcg/kg'3H12'

'

*q'weeks'3'x'6'courses'

**Maximum'total'doxorubicin'dose'is'270'mg/m2''for'both'regimens'

Homesley H.D et al. Gynecol Oncol. 2009;  112: 543–552 '

'

422'evaluable'pts''

STUDIO+GOG+184+



ProgressionHFree'Survival'

STUDIO%GOG%184%

Homesley HD et al. Gynecol Oncol. 2009; 112: 543–552. '



+
Terapia+Adiuvante+negli+Stadi+Avanza=++(III6IV)+

(Galaal K, et al. Cochrane Database Syst Rev 2014. May;15)  
++

 
 
 
 
- Women with advanced endometrial cancer (FIGO stage III-IV) 
survived approximately 25% longer if they received 
chemotherapy after primary surgery 
 
- PFS was 26% longer with adjuvant chemotherapy compared 
with radiotherapy 
 
- Further research is needed to determine which chemotherapy 
regimen/s are the most effective and least toxic, and whether 
the addition of radiotherapy further improves outcomes 
 
 
 
 
'



STUDIES%ONGOING%



POSTOPERATIVE RADIATION THERAPY 
FOR ENDOMETRIAL CANCER: ASCO 

CLINICAL PRACTICE GUIDELINE 
ENDORSEMENT OF THE ASTRO 
EVIDENCE-BASED GUIDELINE 

 
             Meyer LA, J Clin Oncol 2015; 33: 2908-13 



CONCLUSIONI+
•  The best available evidence at this time suggests 

that reasonable options for adjuvant treatment of pts 
with positive nodes or involved uterine serosa, 
ovaries/fallopian tubes, vagina, bladder, or rectum 
include external beam radiation therapy, as well as 
adjuvant chemotherapy 

•  The best evidence for this population supports 
the use of chemotherapy, but consideration of 
external beam radiation therapy is reasonable 



CONCLUSIONI+
•   Radiation therapy without chemotherapy may be 

considered for some pts with positive nodes or 
involved uterine serosa, ovaries/fallopian tubes, 
vagina, bladder, or rectum based on pathologic risk 
factors for pelvic recurrence 

•  Pts receiving chemotherapy seem to have 
improved survival compared with radiation  
therapy alone 



CONCLUSIONI+

•   The best available evidence suggest that concurrent 
chemoradiation followed by adjuvant chemotherapy is 
indicated for pts with positive nodes or involved uterine 
serosa, ovaries/fallopian tubes, vagina, bladder, or rectum 

•  Evidence regarding concurrent chemoradiation is limited 
at this time, and this recommendation is based on expert 
opinion; we anticipate level-one evidence from upcoming 
prospective randomized clinical trials (GOG 0258 and 
PORTEC-3). Chemotherapy may also be considered in 
certain pts with high-risk early-stage endometrial cancer, 
and clinical trials addressing this question are under way 



CONCLUSIONI+

•    Alternative sequencing strategies with external 
beam radiation and chemotherapy are also 
acceptable 

•  Prospective trials have examined sequential 
radiation therapy and chemotherapy. Evidence 
supporting sandwich-type therapy is currently 
limited 


