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Introduction: Extragenital tumors uncommonly affect the female genital tract and usually
involve the ovaries (75-80%), while the uterus can harbor metastases in the context of a
widely disseminated disease. The primary tumors are most often located in the breast
(35%) or gastrointestinal tract (38%). Metastases to the uterine body usually involve the
myometrium whereas those exclusively involving the endometrium are rare.
Case presentation: We report the case of a 50-year-old woman with endometrial
metastasis from a colonic adenocarcinoma 6 years after the initial presentation.
Conclusion: Metastatic colon tumors can histologically present as a primary disease in
the endometrium if the pathologist has little awareness to consider metastasis. The clinical
history of disseminated metastases, the lack of CK7 expression at immunohistochemistry,
and positive results for CK20 and nuclear CDX2 are helpful clues to support the diagnosis
of metastatic carcinoma of colorectal origin.
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INTRODUCTION
Metastases from extragenital tumors to the female
genital tract are uncommon and usually affect the
ovaries (75-80%). The uterus is rarely involved,
usually in the context of a widely disseminated
disease. The primary tumors are most often located
in the breast (35%) or gastrointestinal tract (38%)
[1, 2]. Metastatic tumors to the uterine body usually
involve the myometrium whereas those exclusively
involving the endometrium are rare. Herein, we
report a case of endometrial metastasis from a colonic
adenocarcinoma with a review of the literature.
CASE PRESENTATION
A 50- year-old woman underwent the right
hemicolectomy in 2009 for colonic adenocarcinoma
stage pT3 pN2 (3/14). Her previous medical
history was notable only for a left salpingo-

oophorectomy performed for an endometriosis cyst
15 years earlier. She subsequently received adjuvant
chemotherapy according to FOLFOXIRI BEVA
protocol (Fluorouracil, Leucovorin, Oxaliplatin,
and Irinotecan plus Bevacizumab) as the treatment
strategy for colon cancer, until October 2010. Her
treatment was followed by two selective internal
radiation therapy treatments (SIRT). In February
2013, after a disease-free interval of 20 months, the
disease progressed to the involvement of the common
iliac and right external iliac lymph nodes. The patient
was subjected to second-line chemotherapy according
to the scheme FOLFIRI (folinic acid, fluorouracil
(5FU), and irinotecan) cetuximab until September
2014, followed by STEREOBODY RT from
November to December 2014, for the involvement of
the right iliac vein. In February 2015, total body CT
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scans revealed reduction of the disease in the lymph
nodes, but also the presence of a solid tissue of about
30 x 45 mm in the uterus, with peripheral vascular
enhancement; obliterating the endometrial cavity.
This neoformation was confirmed by a transvaginal
ultrasound examination. Operative hysteroscopy
with endometrial curettage was carried out in April
2015 and the material was sent for microscopical
examination. Histologically, the endometrial sampling
showed multiple fragments of normal endometrial
tissue mixed with irregular glands lined by atypical
cells with elongated and hyperchromatic nuclei.
The tumoral tissue was immunoreactive for CDX2,
indicating either the gastrointestinal origin or an
endocervical adenocarcinoma of intestinal type. PET/
CT which was performed in May 2015 confirmed
hyperfixation tracer (SUV 7.4) in the uterus and the
right external iliac vessels. The patient underwent
radical hysterectomy TYPE B with peritoneal
washing and right salpingo-oophorectomy in July
2015. Histologically, an intestinal-type malignant
growth was present in the endometrial layer (Figure
1A), showing intraluminal glandular dirty necrosis
and moderate cytoarchitectural dysplasia (Figure
1B). The tumor cells strongly expressed cytoplasmic
cytokeratin 20, nuclear CDX2, cytoplasmic p16, and
carcinoembryonic antigen (CEA) and were negative
for cytokeratin 7, estrogen receptor (ER) (Figure 2),
Ca-125, and vimentin. Microscopical features were
suggesting a colorectal etiology. The myometrium,
the uterine serosa, and the peritoneal washing were
free of tumor cells.
DISCUSSION
Colonic adenocarcinoma initially spreads intramurally
in the intestinal wall, with involvement of the
adjacent structures occurring at later stages of the
disease. Visualization of the adjacent invading tumor
on imaging allows for a correct diagnosis of tumor
extension. Distant metastases through the blood and
lymphatic stream mostly occur in the liver and lung.
Metastases to the female genital tract, other than the
ovaries, are a rare event, considering the centrifugal
drainage of lymphatics from the uterus and the
fibrous nature of the cervical stroma [3]. Therefore,
colon tumors generally spread to the uterus by direct
extension or widespread peritoneal implants. Noncontiguous, hematogenous, or lymphatic spread
is exceptional among cases in which a widely
disseminated disease is not apparent [4].
2

A

B

Figure 1: Intestinal-type Malignant Growth in the Endometrium
A) Photomicrograph showing neoplastic glands (asterisks)
within the endometrium. Residual normal endometrial glands
can be noticed (double arrow); B) Higher magnification of the
large bowel cancer, showing the characteristics dirty necrosis
(asterisk).

Figure 2: Immunohistochemical Staining of the Normal
Endometrial Glands and the Metastatic Colon Carcinoma
A) Immunohistochemistry shows positive results for cytokeratin
7 in an endometrial gland (upper part) and negative results in
the infiltrating colon cancer (arrowhead); B) The neoplastic
cells (double arrow) also fail to immunostain with an antioestrogen receptor antibody. ER+ nuclei of endometrial glands
and myometrial cells are seen in the background.

Even so, metastatic deposits occur more frequently
in the myometrial layer than in the endometrial
mucosa1. Isolated metastasis of a large bowel
adenocarcinoma (including rectal carcinoma)
to the endometrium is generally considered an
extremely rare event. Kumar et al., [1] detected 11
colon cancers metastatic to the uterine body in their
review of 63 extragenital cancers causing uterine
metastases (17.5%). However, the majority (63.5%)
of the metastases from extragenital cancers involved
the myometrium and only 3.8% of those cases were
limited to the endometrium [1]. An incidence of
3.6% endometrial metastasis was reported by Mazur
et al., in a series of 56 colorectal cancers metastatic
to the female genital tract [2]; confirming the figure
reported by Kumar et al., [1]. It should be noted
that most cases of myometrial involvement are
associated with synchronous ovarian metastasis
[5], so that they may represent tumor spread from
exfoliated ovarian tumor cells. In such instances,
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Table 1: Published Instances of Colon Cancer Metastatic to the Uterus a

Adjuvant RT

Extra-endometrial Metastates at Uterine Presentation

Interval Between Diagnosis
of Colorectal Carcinoma
and Uterine Recurrence

Myometrial Involvement <50%

Other Findings

synchronous HG serous
endometrial carcinoma
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serosal tumor deposits should be present either
macroscopically or microscopically, as well as the
involvement of the outer third of the myometrial
wall. Abu-Rustum et al., identified 3 cases of
colonic metastasis in the uterus (endometrium or
cervix) in their retrospective review over 18 years
and concluded that adenocarcinoma arising during
follow-up is more likely to be a primary endometrial
adenocarcinoma than metastatic colon cancer to the
endometrium [6].
Metastatic colonic adenocarcinoma may form large
uterine tumor masses abutting into the uterine cavity
and causing abnormal uterine bleeding, mimicking
an endometrial carcinoma. Otherwise, the sparing of
the endometrium accounts for the lack of symptoms,
and uterine metastases are detected only by imaging
studies. In our review of published cases (Table
1), all instances showing prevalent myometrial
involvement (>50%) were discarded, cause they
could represent direct spread from colon cancer.
Cases with ovarian metastases were also excluded
as the endometrial involvement could have derived
from intratubal or peritoneal seeding. The cases
we selected are therefore believed to be embolic
metastases reaching the endometrium through
the hematogenous or lymphatic stream. Of the 6
cases presented in Table 1, only two showed no
myometrial involvement [7, 8], and one had less
than 50% myometrial involvement in the absence of
other systemic spread [9]. The time interval between
the initial intestinal presentation and the uterine
recurrence ranged from 8 months to 14 years with
a median period of 52 months. In the majority of
cases, uterine metastases were found in the context
of advanced metastatic disease.
Histologically, the differential diagnosis includes
mucinous or endometrioid endometrial carcinoma.
In the absence of relevant clinical history, some
shared histological features among large bowel
carcinoma and mucinous or endometrioid
endometrial carcinoma may lead to a missed
diagnosis. Clues to correct diagnosis are the excess
of dirty necrosis in the tumor area, and the lack of
dysplastic changes in the surrounding endometrium.
Immunohistochemistry may be of confusion, as
CDX2 may be expressed both in endometrioid
and mucinous endometrial carcinoma, and ER can
occasionally be expressed in colon cancers [12].
PAX8 may help exclude the Mullerian origin; while
p16 immunostaining which may help to unmask
3
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an endocervical primary, was positive in our case.
However, p16 protein is detectable in 80% of
patients with colorectal carcinoma [13]; stressing
the need for clinical-pathological correlations and
awareness of the occurrence of the indirect spread
of a large bowel carcinoma in the uterus.
In conclusion, metastases to the endometrium often
pose diagnostic challenges for both pathologists
and clinicians. The challenge is even more with
metastatic colon tumors which can histologically
present as a primary disease in the endometrium
if there is little awareness of this condition and the
pathologist is not alerted to consider metastasis.
The clinical history of disseminated metastases, the
lack of CK7 expression at immunohistochemistry,
and positive results for CK20 and nuclear CDX2
support the diagnosis of metastatic carcinoma of
colorectal origin.
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