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Introduction

Gastrointestinal malignancy accounts for the most common
cause of extragenital primary spreading to female genital tract
with colorectal carcinoma leading among them [1]. Ovary and
vagina are the most common sites for spread. Synchronous
presentation occurs more frequently than metachronous le-
sions [2]. Isolated tumor deposit to one or more genital organs
is rare. The present case discusses regarding the metachronous
presentation of carcinoma colon to multiple genital organs.

Case Report

A 58-year-old well preserved post-menopausal lady (BSA of
1.72), with no family history of colonic or genital malignan-
cies and no known comorbidities, was diagnosed with adeno-
carcinoma of the sigmoid colon 5 years back for which she
underwent anterior resection. Post-operative histopathology
revealed adenocarcinoma, moderately differentiated,
pT3NOMO. Patient received 12 cycles of adjuvant chemother-
apy (FOLFOX regimen). After 5 years, she presented with
post-menopausal bleeding with no other symptoms. She
underwent fractional curettage, and the biopsy was consistent
with adenocarcinoma, moderately differentiated with ITHC
positive for CK20 and CDX2 and negative for CK7 and ER.
Thus, a diagnosis of metastatic carcinoma colon to uterus was
made and patient further evaluated.

PET-CT scan revealed metabolically active lesion in the
fundus of the uterus with few metabolically active
interaortocaval and left para-aortic nodes and no other sites
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of metastasis (Fig. 1a, b). Colonoscopy was normal, and CEA
was 10.5 ng/ml. After a multidisciplinary tumor board discus-
sion, she was planned for surgery. Total abdominal hysterec-
tomy with bilateral salpingo-oophorectomy with excision of
right distal ureter and repair with DJ stenting, bilateral pelvic,
and para-aortic and aortocaval nodal dissection was done.
Intraoperatively, there was a nodule of 2.5 x 2.5 cm on the
fundus of the uterus. Right ovary was replaced by hard mass
adherent to the right ureter (Fig. 1a). Enlarged interaortocaval
node of 2 cm was found.

Post-operative histopathology revealed uterine lesion ex-
tending from the endometrium to the myometrium, and
1 mm away from the serosal aspect of uterus showed metasta-
tic adenocarcinoma deposit. Right ovarian mass with involved
fallopian tube and adhered ureter showed metastatic adenocar-
cinoma deposit. Left ovary was normal. Cervical stroma was
infiltrated by adenocarcinomatous deposits (Fig. 1b, c).
Bilateral pelvic and interaortocaval nodes were free of tumor.
Tumor cells showed positivity for CDX2 and CD20 and neg-
ative for vimentin, confirming origin from colon. Due to lack
of funds Ras Mutation and MSI status analysis were not
performed.

Post-operatively, she was given chemotherapy, 8 cycles
of CAPOX. Patient is disease free at 32 months. CEA
levels done at 6 monthly intervals were stable between
5-6ng/ml

Discussion

Colorectal carcinoma is the third most common cancer diag-
nosed worldwide after breast and lung [3]. Spread to liver and
lung are the most common sites of metastases from colorectal
cancers followed by peritoneal surface deposits [3].
Metastases to genital organs occur usually as a part of wide-
spread disseminated tumor. Isolated metastases to multiple
female reproductive organs alone are uncommon.
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Fig. 1 a Specimen showing uterus with deposits (thick arrow), right ovarian mass with adherent ureter removed en bloc (thin arrow). Left ovary was
within normal limits (arrowhead). b and ¢ Normal ecto cervical lining subepithelium shows infiltration by tumor

Colorectal cancer is the most common cancer metastasiz-
ing to the ovary worldwide [1]. Overall prevalence of ovarian
metastases in colorectal cancer is 2.7% with isolated ovarian
metastasis seen in half of them and about 1.1% cases present
as metachronous lesions [4, 5]. The first suggested route of
spread is by local invasion with direct extension of the primary
tumor. The second proposed course of spread is via
transcoelomic route where tumor cells could be implanted in
the fallopian tube or uterus [6]. The other two suggested met-
astatic routes are lymphatic and hematogenous spreads. For
lymphatic spread, there is a possibility of metastasis from the
sigmoid colon lymphatics to the iliac and hypogastric lymph
nodes where retrograde spread to the periurethral area, lower
uterine, and anterior vaginal wall can occur [6]. Venous chan-
nels may allow metastatic cells to travel from the primary site
in the colon to the ovarian plexus or parametrial veins and,
hence, metastasis to ovaries and uterus [6]. Risk of ovarian
metastasis is higher in premenopausal women due to high
vascularity and raw surface after ovulation attracting surface
deposits.

Metastasis to uterus from extragenital site is seen in less
than 10% of cases of those affecting female genital tract with
breast and colorectal cancers being the commonest. Uterine
involvement usually involve ovary as the first site of metasta-
sis and further involvement of the uterus has been proposed as
secondary to lymphatic spread from ovaries. Within the uter-
us, metastasis involves myometrium in 96.2% cases and only
endometrium in 3.8% cases. 32.7% of the cases had both
myometrial and endometrial involvement [7].

Secondaries to the uterine cervix from extragenital sites are
very rare comprising about 3.4% of cases of metastasis to
female genital tract [7]. In a recent review by Matsuura, only
35 cases of secondary adenocarcinoma of the uterine cervix of
extragenital primaries were reported in literature with colorec-
tal carcinomas comprising 18.5% of them [8]. Reasons for
infrequent involvement had been stated as high fibrous con-
tent, small size and limited blood flow, centrifugal lymphatic
drainage, and infrequent diagnosis in patients already diag-
nosed with extragenital primary tumor.

Metastasis to more than one genital organ in the absence of
widespread disseminated disease is uncommon. Mazur et al.
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found metastasis in two genital organs in 13 patients [7]. Yasin
et al. reported a case of rectal carcinoma metastasizing to the
endometrium, ovaries, and fallopian tubes [9]. In our case,
there were noncontiguous metastases to the ovary, endometri-
um, and cervix, which presented in metachronous settings
representing hematogenous deposits.

The question still unanswered is whether the involve-
ment of one of the genital organs warrants resection of
other organs also. As the involvement of the uterus occurs
secondary to lymphatic spread from the ovaries, theoreti-
cally, involvement of ovaries warrants resection of the
uterus also [7].

Genomic or genetic studies can help us to evaluate the
metastatic potential of the disease and can also alter treatment
regimes. In the era of biological agents, addition of agents
targeting the EGFR and VEGFR receptors to first-line chemo-
therapy regimens has shown to increase the progression-free
survival and overall survival [10, 11]. Benefit from monoclo-
nal antibodies targeting the EGFR is restricted to patients
whose tumors do not contain mutated RAS genes or a
BRAF V600E mutation [12, 13]. Accumulating evidence sug-
gests that for patients with RAS/BRAF wild-type tumors, ben-
efit from initial therapy with an anti-EGFR agent versus
bevacizumab is also influenced by the sidedness of the prima-
ry tumor [14]. Immune checkpoint inhibitors are active for
patients with dAMMR, MSI-H tumors [15]. Even Her 2neu
therapy has shown promise in this setting of metastatic disease
[16]. Further studies are required to evaluate the role of sur-
gery in the present era, where many treatment options are
available in the armamentarium against metastatic colorectal
cancer. Unfortunately, in our patient, biological treatments
were not administered due to cost constraints. Complete re-
section of disease followed by adjuvant treatment resulted in
almost a 3-year disease-free survival.

Circulating tumor cells (CTC), detected preoperatively,
represent a valid prognostic factor for cancer progression
and survival [17]. In the post-curative resection setting, their
presence is associated with increased incidence of metastasis
and decreased DFS [18]. In the metastatic setting, they can be
both prognostic markers and predictive markers and help in
assessing the response to systemic therapy [18].



Indian J Surg Oncol (June 2019) 10(2):321-323

323

Conclusion

This is the first case of carcinoma colon reported in literature
metastasizing to the uterus, ovary, and cervix without any
other site of metastasis. Any lady presenting with post-
menopausal bleeding following treatment of any gastro-
intestinal malignancy, particularly colorectal malignancy, a
differential of metastasis, should be considered and treated
accordingly.
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