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INTERNATIONAL COLLABORATION ON CANCER REPORTING

High grade serous carcinoma:
determining the primary site of origin
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# Failure to detect the tubal fimbria implies overgrowth by tumour
* Apply criteria as specified in the commentary above



80 year old, TLH BSO, prolapse






What about synchronous endometrial
and tubo-ovarian serous ca?



Superficially
Invasive, no LVI







Transtubal spread?
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Stewart CJ et al. Transtubal spread of endometrial carcinoma: correlation of intra-luminal tumour cells with tumour grade, peritoneal fluid cytology, and

extra-uterine metastasis. Pathology. 2013 Jun;45(4):382-7

Synder M et al. Transtubal spread of serous adenocarcinoma of the endometrium: An underrecognized recognized mechanism of metastasis. International
Journal of Gynecological Pathology (2006)Volume 25: 155-160



p53 and WT1 expression in
endometrial serous ca

 Significant portion stain with WT1 (44%) but
usually weaker/more focal than in tubo-
ovarian HGSC

* p53 staining abnormal in large majority of
cases



Synchronous serous endometrial and

ovarian
e Can use WT1, p53 as ancillary tests

* Remember that endometrial primaries can
present with adnexal masses but will not
necessarily show omental involvement

* Do not rely on tumour size of depth of
invasion of endometrial serous carcinoma in
determining primary site!



Methods

p53 staining pattern identical
WT1 staining category identical

Tumors clonally
related

Uterine tumor

USC, mixed USC/UEC,
mixed USC/UCCC, or
carcinosarcoma with
component of HGSC
Tubal tumor

HGSC, HGSC + STIC-
like lesion, or STIC-like
lesion only

p53 staining pattern identical
WT1 staining category slightly different

Focal versus diffuse, or focal versus negative

Tumors most
likely clonal

p53 staining pattern identical
WT1 staining category markedly different

Negative versus diffuse

p53 staining pattern different
WT1 staining category slightly or markedly
different

Negative versus focal, or negative versus diffuse

Indeterminate
clonal
relationship

Tumors clonally
unrelated




Synchronous serous endometrial and

ovarian
« METASTATIC/CLONAL UNTIL PROVEN
OTHERWISE!
e WHEN HIGH-GRADE SEROUS CARCINOMA

INVOLVES THE ENDOMETRIUM, THE PRIMARY
TUMOR IS ALMOST ALWAYS ENDOMETRIAL

SEROUS CARCINOMA!
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Synchronous Endometrial and Ovarian

Endometrioid Carcinomas (SEEOCs)

e Approximately 3% to 5% of patients with endometrial
carcinoma will also have an ovarian carcinoma and
conversely 10% of ovarian carcinomas are associated with
an endometrial carcinoma.

 BUT in patients with an endometrioid carcinoma of ovary

-> approximately 50% will have endometrial carcinoma or
AH/EIN

Zaino R, et al. Simultaneously detected endometrial and ovarian carcinomas—a prospective clinicopathologic study of 74 cases: a gynecologic oncology group study. Gynecol Oncol.
2001;83:355-362.

Song T, Seong SJ, Bae DS, et al. Prognostic factors in women with synchronous endometrial and ovarian cancers. Int J Gynecol Cancer. 2014;24:520-527.
Lin KY, Miller DS, Bailey AA, et al. Ovarian involvement in endometrioid adenocarcinoma of uterus. Gynecol Oncol. 2015;138:532-535.






Two Classic SEOC Studies

* |f both endometrioid, excellent prognosis,
even without adjuvant therapy

* Only 7% related to Lynch Syndrome

Eifel P, Hendrickson M, Ross J, Ballon S, Martinez A, Kempson R. Simultaneous presentation of carcinoma
involving the ovary and the uterine corpus. Cancer.1982 Jul 1;50(1):163-70.

Soliman PT, Broaddus RR, Schmeler KM, et al. Women with synchronous primary cancers of the
endometrium and ovary: do they have Lynch syndrome? J Clin Oncol 2005; 23: 9344-50.



Suggestive of metastasis

1. Bilateral ovarian tumours

2. Small ovarian tumours

3. Ovarian surface involvement

4. Multinodular growth in the ovary

5. Tumour in lymphovascular spaces

Suggestive of independent primaries

1. Tumour confined to uterus and ovary
2. ldentical histotype/grade
3. Minimal or no myometrial invasion

4. Low grade (endometrioid)



Features Used to Classify SEEOCs, for
staging

Suggestive of Metastasis Suggestive of Independent
Primaries
1. Bilateral ovarian tumours 1. Tumour confined to uterus and ovary
2. Small ovarian tumours 2. Identical histotype/grade
3. Ovarian surface involvement 3. Minimal or no myometrial invasion
4. Multinodular growth in ovary 4. Low-grade
5. LVSI in ovary (mesosalpinx, fallopian tube) 5. Ovarian Endometriosis

2014 WHO Classification of Tumours of the Female Reproductive Tract



Dogma vs Emerging Science

* Synchronous tumours involving the female genital tract and
urinary/Gl tract or within genital tract

— LAMNS, colonic or pancreatic adenoca, cervical adenoca,
Paget’s
* Dominant Mass Approach
— Biggest tumour wins!
— Ovaries can get really big
— Ovary metastasis are common
— e.g. extra-uterine HGSC with ovarian involvement
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Clonality index
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Concept of limited dissemination or
“pseudometastasis”

* Colonizes the microenvironment

* Lack ability and capacity to invade/spread to
extra ovarian sites

 Nomenclature/staging change?



Just as we can’t ignore the evidence
supporting tubal origin of extra-
uterine HGSC when assigning primary
site, we cannot continue to ignore the
evidence indicating clonality of SEOCs

But how to move forward?
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Problems with “synchronous” tumors

 Most represent metastatic endometrial
carcinoma to ovary from a genomic perspective
(they are clonally related)

* But this does not affect the prognosis of SEEOCs

How can this apparent paradox be explained
and simplified for clinical decision making?

Schultheiss AM, et al. J Natl Cancer Inst 2016
Anglesio MS, et al. J Natl Cancer Inst 2016




Problems with “synchronous” tumors

* Refocus the discussion on clinical risk of
recurrence, rather than on the genomic
relatedness of tumors

Turashvili, Leitao, Soslow, Murali




Problems with “synchronous” tumors
[Erdomeelumor O

Patient age<60 yrs
Tumor type

Tumor grade
Myometrial depth
LvSI

Ovarian surface
Ovarian tumor size
Ovarian laterality

Endometriosis

no
Endometrioid
2

1/3

pos

n/a

n/a

n/a

n/a

no
Endometrioid
1

n/a

n/a

pos

<10cm
unilateral

pos

4 criteria for mets > 3 criteria for synchronous: favor mets




Non-endometrioid I

Endometrioid |

Turashvili, Leitao, Soslow, Murali




Survival probability

Strata

Progression-free survivals
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A) PFS by Lymph Node Status: ENEC Group
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Summary

e Classify synchronous endometrial and tubo-
ovarian carcinomas as “high-risk” or “low-risk”

* Make treatment decisions for low risk
synchronous tumors based on conventional risk
assessment i.e. criteria used in staging + LVSI

e Refocus the discussion on clinical risk of
recurrence, rather than on the genomic
relatedness of tumors!!



Case Vignette 1

 Endometrium: mixed serous and endometrial
carcinoma, confined to polyp with no LVSI
WT1 focal, p53 loss of expression

* Tubo-ovarian: serous carcinoma involving mid
portion of right and left tubes (mucosa +
lamina propria) and right ovary (4.5 cm)



High risk: Adjuvant chemotherapy



Case Vignette 2

* Endometrium: Endometrioid grade 1, confined
to polyp with no LVSI

* Tubo-ovarian: Endometrioid grade 2, involving
left ovary (12 cm), without ovarian surface
involvement and pelvic washings negative



Low risk: No adjuvant therapy



Case Vignette 3

* Endometrium: Endometrioid grade 3, deep
myometrial invasion, extensive LVSI

* Tubo-ovarian: Endometrioid grade 2, involving
left ovary (12 cm), without ovarian surface
involvement and pelvic washings negative



Low risk: Adjuvant chemotherapy and
radiotherapy



Case Vignhette 4

* Endometrium: Endometrioid grade 2,
superficial myometrial invasion, no LVSI

* Tubo-ovarian: Endometrioid grade 2, involving
left ovary (12 cm), with ovarian surface
involvement and pelvic washings positive



Low risk: Adjuvant chemotherapy



Thank you!



