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Obesity in America

A Health Care Epidemic



ÅNow is the most common gynecologic 

malignancy

ïIncidence highly related to obesity  

ïUS incidence is climbing

Å2003: 40,000 new cases, 2013: 49,600 new cases

ÅDue to early presentation, overall survival 

remains nearly 80%.  8200 deaths in 2013

Endometrial carcinoma:

a snapshot



Type I vs. Type II

Type I Type II

Unopposed estrogen Present Absent

Menopausal status Pre- and perimenopausal Postmenopausal

Precursor lesion Atypical hyperplasia, EIN 
Endometrial intraepithelial 

carcinoma, EmGD

Tumor grade Low High

Myometrial invasion Variable, often minimal Variable, often deep

Histologic subtypes Endometrioid Serous and clear cell

Behavior Indolent Aggressive

Genetic alterations

PTEN mutation 

Microsatellite instability 

K-ras mutation

P53 mutation

Blaustein s pathology of female genital tract, 5th edition 2002



Re- Classification of Endometrial 

Carcinoma Based on Molecular

Cluster 1: POLE ultramutated

Cluster 2: microsatellite unstable hypermutated

Cluster 3: copy- number low

Cluster 4: copy- number high (serous-like).

The Cancer Genome Research Network. Nature 

2013;497:67-73



Endometrial Cancer - Genomic Characterization

The Cancer Genome Atlas Research Network. Nature 2013 



Endometrial carcinoma TCGA 

subgroups:  whatôs important?

ÅSerous-like signature is unfavorable 

ÅPOLE signature is highly favorable



Type I

ÅEndometrioid adenocarcinoma
- Villoglandular

- Secretory

- Endometrioid adenocarcinoma 
with squamous differentiation.

ÅMucinous carcinoma





Definition of Precursor

ÅDiffer from normal tissues

ÅShare some, but not all features (molecular and 

phenotypic properties) with cancer

ÅCan be diagnosed.

Å Increased risk for cancer

ÅWhen a precancer progresses to carcinoma, the 

resulting carcinoma arises from cells within the 

precancer 

ÅEpidemiologic and genetic mechanisms are linked



Precursor Lesions in 

Type I

ÅEndometrial Hyperplasia

ÅEndometrial Intraepithelial Neoplasia (EIN)



ENDOMETRIAL 

HYPERPLASIA



Terminology

ÅWHO classified endometrial hyperplasia

ÅLesions previously classified as 

adenomatous hyperplasia and carcinoma 

in situ have been abandoned





Classification of Hyperplasia

ÅPreviously Four Tier WHO Classification

ÅSimple

ïWithout atypia

ïWith atypia

ÅComplex

ïWithout atypia

ïWith atypia



Simple Endometrial Hyperplasia

ÅCystically dilated glands

ÅMild to moderate architectural complexity

ÅIrregularity in gland size and shape



Simple Hyperplasia









Complex Endometrial Hyperplasia

ÅIncreased number of glands (back to back)

ÅGlandular outlines are irregular with 

branching channels and papillary 

infoldings



Complex hyperplasia without atypia



Complex hyperplasia without atypia







CRITERIA FOR ATYPICAL 

HYPERPLASIA

ÅNuclear enlargement

ÅPleomorphism

ÅVesicular change

ÅChromatin irregularity

ÅLoss of polarity

ÅProminent nucleoli

ÅCellular stratification





Complex Hyperplasia with Atypia



Complex hyperplasia with atypia









Differential Diagnosis of 

Endometrial Hyperplasia

ÅCystic atrophy

ÅDisordered proliferative

ÅEndometrial polyp

ÅMetaplasia

ÅMicroglandular hyperplasia of cervix

ÅArtifactual crowding

ÅAtypical polypoid adenomyoma (APA)

ÅAdenocarcinoma





Cystic Atrophy





Disordered Proliferative





Microglandular Hyperplasia of endocervix




