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ENDOMETRIAL CANCER 

Åincreasing in incidence: 

ïepidemic of obesity 

ï increasing elderly population 

Åmost managed by hysterectomy and BSO 

Åcrucially dependent on the histopathology 

report 

Årole of lymphadenectomy remains very 

controversial 
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Endometrioid carcinoma 
Genetic alterations 

PIK3CA 
30% 

K-ras 
10-30%  

FGFR2 
10-20% 

PTEN 
30-60% 

Microsatellite 
instability 
20-30%   

Beta-catenin 
28-35% 
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Non-endometrioid carcinoma 
Genetic alterations 

PTEN 
30-60% 

Cyclins 
26-42% 

E-cadherin 
90% 

C-erbB2 
26% 

p53 
90% 

p16 
40% 
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Sources of high circulating 

oestrogen 

ÅEndogenous ï  

 obesity 

 polycystic ovary syndrome 

 oestrogen secreting ovarian tumour 

(granulosa cell tumour) 

ÅExogenous ï  

 oestrogen replacement therapy 



Intraendometrial adenocarcinoma in polycystic ovary syndrome 



PTEN 

Åtumour suppressor gene ï 10q23.3 

Åinactivated (LOH/mutation) in up to 83% of 

endometrial adenocarcinomas ï early event 

ÅPTEN null glands  seen in normal 

proliferative endometrium by 

immunohistochemistry 



                    IMMUNOHISTOCHEMISTRY FOR PTEN  

proliferative pers. prol. EIN  



Endometrial intraepithelial neoplasia 

PTEN mutations   55% 

PTEN null              63% 





COWDENôS SYNDROME 

Årare autosomal dominant 

Ågermline mutations of PTEN 

Åmultiple hamartomas 

Åincreased risk of breast and thyroid cancer 

Åincreased risk of endometrial hyperplasia 

and carcinoma 

 



Monte et al Joint loss of PAX2 and PTEN 

expression in endometrial precancers and cancer 

Cancer Res 2010 

ÅPAX2 is required for embryonic uterine 

development 

Åloss of PAX2 with neoplastic progression is 

similar to PTEN 

Åloss in normal endometrium increases with age 

Åcoincident loss of PTEN and PAX2 in only 21% of 

normal endometrium 

Åcoincident loss increases with neoplastic 

progression: precancer 31%; carcinoma 55% 

 



Volume Percentage Stroma  

(VPS): light circles are outer  

perimeter of gland epithelium 
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