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Endometrial Carcinoma

A Estimated 42,000 new cases in 2010

A Most common malignancy of the female
genital tract



Type lvs. Type ll

Type |

Type |l

Unopposed estrogen
Menopausal status
Precursor lesion

Tumor grade

Myometrial invasion
Histologic subtypes

Behavior

Genetic alterations

Present
Pre- and peri-menopausal
Atypical hyperplasia

Low

Variable, often minimal
Endometrioid

Indolent

PTEN mutation
Microsatellite instability
K-ras mutation

Absent

Postmenopausal

Endometrial intraepithelial
carcinoma

High
Variable, often deep
Serous and clear cell

Aggressive

p53 mutation

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




Type Il



Serous CA: Epidemiology/Behavior

A 10% of endometrial carcinomas

A Uterine serous carcinomas are
aggressive tumors

A &70% of USC present as stage Ill and
V.

A Progression free survival of 65, 37 and
0% for stages Il, lll and IV.



Serous CA: Patterns

A Papillary pattern

A Glandular pattern

| Serous carcinoma is characterized by
discordance between:

A its architecture, which appears well differentiated
(papillary or glandular pattern)

A its nuclear morphology, which is high grade
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The Many Faces of
Endometrial Serous Carcinoma







The Value of p53 in Making the Diagnosis of
Endometrial Serous Carcinoma?
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Definition of Precursor

A Differ from normal tissues

A Share some, but not all features (molecular and
phenotypic properties) with cancer

A Can be diagnosed.
A Increas risk for cancer

A When a precancer progresses to cancer, the resulting
carcinoma arises from cells within the precancer

A Epidemiologic and genetic mechanisms are linked

Berman et al. Cancer Detect Prev. 2006;30(5):387-94



Precursor lesions of Type Il
Endometrial Carcinomas

A Endometrial Intraepithelial Carcinoma
A Endometrial Glandular Dysplasia



Endometrial Intraepithelial Carcinoma
(EIC)

A Putative precursor lesion for serous
carcinoma.

A Can involve only surface or the
endometrial glands

A May be associated with atrophic polyp

A Other names:
I Carcinoma In Situ (CIS).
I Uterine Surface Carcinoma (USC).
I Serous EIC.



Endometrial Intraepithelial Carcinoma:

EIC

EIC is different from EIN
&Endometrlal Intraepithelial
eoplasia).

Arises in atrophic
endometrium and may be
missed.

Not associated with
unopposed estrogen

p53 immunophenotype
correlates with
identification of p53
mutation.

p53 occurs early in the
evolution of serous
carcinoma



EIC-microscopic

ALines the surfaces and glands of the atrophic
endometrium.

A No confluent glands.
A No stromal desmoplasia/invasion.

A Serous features:
I Markedly atypical, enlarged, vesicular nucleil.

I Prominent nucleoli.

I Mitosis and apoptosis.

I Prominent hobnail morphology






Endometrial Intraepithelial
Carcinoma

A Metastasis to ovary, peritoneum, or
omentum can be seen In cases of EIC.

A Possible mechanism is by exfoliation of
detached cells.

Soslow et al, Am J Surg Pathol 2000;24:726-32



Endometrial Intraepithelial
Carcinoma, EIC

A Uterine serous surface carcinoma

A Minimal uterine serous carcinoma (Less than 1 cm in
greatest dimension)

A Noninvasive serous carcinoma

A EIC and Endometrial serous carcinoma (stage 1A)
share many features at the level of

I Morphology
I Molecular biology
I Clinical behavior and management

Zheng et al, 2005



Wheeler et al, 2000

21 EIC, No MI

7 Extrauterine Disease

Silva & Jenkins, 1990

16 Non-invasive
10 stage IA

6 recurrent
4 DOD

Carcangiu et al, 1997

13 stage IA USC

2 DOD

Slomovitz et al, 2003

32 EIC

13 (40%) Il or IV

Zheng et al, 2005

9 EIC (<1cm)
8 Stage IA USC

6/9 (67%) Extrauterine
5/8 (63%) Extrauterine

No statistical difference between EIC (<1 cm) or
non-invasive USC in term of extrauterine

disease.




Clinical and pathologic characteristics of uterine serous carcinoma
without myometrial invasion: a multi institutional study
Total cases: 236

44 (80%)
1 (1.8%)
10 (31%),

|A FIGO stage
Il FIGO stage
(Advanced stage)

12 (21.8%) + LVSI (lymph-vascular

space invasion

7 (21.7%)
8 (14.5%)

+ peritoneal washings

recurrence

2 (3.6%)

+ lymph nodes

Samman et al; 2012 unpublished data



Am J Surg Pathol. 2000 Jun;24(6).797-806,
Minimal uterine serous carcinoma: diagnosis and clinicopathologic correlation.

Wheeler DT, Bell KA, Kurman RJ, Sherman ME.
Johns Hopkins Hospital and the Johns Hopking University School of Medicine, Baltimore, MD, USA,

A EIC or Superficial Serous Carcinoma (SSC) without
myometrial or LVI 4 excellent prognosis (if extra
uterine disease Is excluded by meticulous staging)
even without adjuvant therapy.

A Minimal microscopic extra uterine disease A4
POOr prognosis.



Stage | Noninvasive and Minimally Invasive
Uterine Serous Carcinoma

Comprehensive Staging Associated With Improved Survival

Robert L. Giuntoli, I, MD,* Melissa A. Gerardi, PA,* Anna V. Yemelyanova, MD, 1
Stefanie M. Ueda, MD, i Aimee C. Fleury, MD,* Teresa P Diaz-Montes, MD,*

] and Robert E. Bristow, MD§
(Int J Gynecol Cancer 2012;22: 273-279)

Objective: The aim of this study was to determine il comprehensive surgical staging is a
better predictor of oulcome than incomplete staging for women with stage | noninvasive
or minimally invasive (=3 mm) ulerine serous carcinoma (LUSC).

Methods: Retrospective chart review was used to identily patients undergoing hysterec-
tomy at the Johns Hopkins Hospital from 1989 1o 2010, Relevant clinical and pathologic
data were extracted. Patients with noninvasive and minimally invasive (=3-mm myometrial
invasion) USC were identified. Stage was assigned based on the 2009 International Fed-
eration of Gynecology and Obstetrics endometrial cancer criteria. Survival curves were
generated using the Kaplan-Meier method.

Results: We identified 63 patients with noninvasive or minimally invasive (<3 mm) USC.
Stages [, II, I, and IV disease were noted in 65% (41/63), 6% (4/63), 14% (9/63), and
14% (9/63) of the patients, respectively. Lower stage was associated with a significantly
improved disease-specific survival (P = 0.001). Comprehensive staging, including total
hysterectomy, bilateral salpingo-oophorectomy, pelvic and pam-aortic lymphadenectomy,
omentectomy, and peritoneal biopsies, was completed in 29% (12/41) of the patients with
stage [ disease. There were no disease-specific deaths in the comprehensive staging group.
Compared with incomplete staging, comprehensive staging was associated with a signifi-
cantly improved disease-specific survival (P = 0.039).

Conelusions: Patients with stage | noninvasive and minimally nvasive USC on compre-
hensive staging have an excellent prognosis. Adjuvant therapy may not benefit this patient
population.




ADiagnosis of EIC A patient should
undergo surgical staging at the
time of diagnosis.



Managements of EIC

Same as non invasive serous carcinoma
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Small Serous Carcinomas Arising in Small
Pol yps: Size Doesnot
=




