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Abstract

Primary adenocarcinomas of the uterine cervix account for 5% - 15% of all cervical malignancies,
but secondary adenocarcinomas from extragenital cancers are rare. Only 35 cases have been re-
ported in the literature since 1941. We report a 52-year-old Japanese woman who had been
treated for rectal adenocarcinoma (Dukes C, stage IIIb) and who was diagnosed with primary ute-
rine cervical carcinoma (FIGO stage Ib2) two years later. A radical hysterectomy was performed
and the surgical specimen showed metastatic adenocarcinoma of the uterine cervix from rectal
cancer without direct extension. Inmunohistochemical staining was positive for cytokeratin 20
and CDX2, and negative for cytokeratin 7. Inmunohistochemical staining is important for distin-
guishing between primary and secondary adenocarcinomas of the cervix, but histologic findings
alone are not always adequate to establish the site of the primary lesion. The distinction between
primary and secondary adenocarcinomas of the cervix is important for patient management and
prognosis. Therefore, the possibility of metastatic adenocarcinoma should be considered when-
ever a diagnosis of adenocarcinoma of the cervix is received.
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1. Introduction

The incidence of primary adenocarcinoma of the uterine cervix has recently been increasing [1] [2], and they
now account for 5% - 15% of all cervical malignancies [3]. However, secondary adenocarcinomas from extra-
genital cancers are rare. The most common primary sites of extragenital cancers are the breast, stomach, colon,
lung, kidney, and pancreas [4]-[8]. Colorectal cancer is the third most common cancer in Japan, and 15% - 20%
of patients have metastatic disease at presentation [4]. However, metastatic carcinoma of the uterine cervix from
colorectal carcinoma is very rare.

Here, we present a case of metastatic carcinoma of the uterine cervix from rectal carcinoma, and a review of
the relevant literature.

2. Case Report

A 52-year-old, gravida 2, para 2, woman had been diagnosed with rectal adenocarcinoma (Dukes C, stage I11b)
and was treated with laparoscopy-assisted high anterior resection. She received six courses of adjuvant chemo-
therapy with leucovorin (LV) 250 mg/m? intravenous (i.v.) drip infusion and 5-fluorouracil (5-FU) 600 mg/m?
as an i.v. bolus, administered weekly for 6 weeks, followed by a 2-week rest period (Figure 1(A)). She under-
went an annual gynecologic examination two years later. She had no gynecologic symptoms, but the cervix was
found to be replaced by a hard fixed mass, and a Papanicolaou (Pap) smear showed atypical glandular cells and
a small amount of high columnar cells, suspicious for metastatic adenocarcinoma from rectal cancer. A cervical
biopsy revealed a well-differentiated adenocarcinoma, with no evident primary site. She was therefore diag-
nosed with primary uterine cervical carcinoma (FIGO stage Ib,). The patient was referred to Hakodate Goryou-
kaku Hospital, and a radical hysterectomy was performed. Operative findings demonstrated severe adhesions
between the uterus and the pouch of Douglas, but there was no dissemination within the peritoneum. The sur-
gical specimen showed metastatic adenocarcinoma of the uterine cervix from rectal cancer without direct exten-
sion (Figure 1(B)). Immunohistochemical staining was positive for cytokeratin 20 and CDX2, and negative for
cytokeratin 7 (Figure 1(C), Figure 1(D)). The bilateral ovaries, tubes, and endometrium were tumor-free.
Computed tomography of the lungs showed a small nodule suspicious of metastasis. After surgery, the patient
received chemotherapy including oxaliplatin, 5-FU, and I-LV (FOLFOX4 regimen). She remained well over the
7-year post-chemotherapy follow-up period.

Figure 1. (A) Moderately differentiated adenocarcinoma at the primary site.
Hematoxylin-eosin stain, x10; (B) Adenocarcinoma at the metastatic site.
Hematoxylin-eosin stain, x20; (C) The malignant cells were positive for cy-
tokeratin 20, x20; (D) The malignant cells were negative for cytokeratin 7,

x20.
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3. Discussion

Metastatic carcinoma of the uterine cervix from colorectal carcinoma is very rare, and only 35 cases have been
reported in the literature since 1941 [4]-[17]. The patients’ ages ranged from 17 - 77 years [9], with an average
age of 56.5 years. Metastatic adenocarcinoma of the cervix from colorectal carcinoma has been reported to
comprise only 18.5% of all secondary adenocarcinomas of the cervix [5] [8] [13] [16] [18].

The rarity of uterine cervical metastatic adenocarcinomas has been attributed to: 1) the high fibrous tissue
content of the cervix providing an unfavorable medium for metastatic growth; 2) the small size and relatively
limited blood flow of the cervix as a target organ; 3) the fact that the lymphatic vessels of the pelvis all drain
away from the cervix; 4) the failure to exclude possible primary sites in cases diagnosed as adenocarcinoma of
the cervix; and 5) the failure to screen the cervix routinely during follow-up in women with adenocarcinomas of
extragenital sites [14]. Failure to examine the cervix during autopsy may also result in an underestimation of the
incidence of metastatic adenocarcinoma of the cervix [5] [6] [13] [14] [16].

Severe adhesions in the Douglas pouch were observed in our case, but there was no direct extension and no
dissemination in the peritoneum. Although both the uterine endometrium and ovaries were tumor-free, lung me-
tastasis was observed. This suggests that the spread of the tumor to the uterine cervix in our case might have
been caused by lymphatic and hematogenous spread.

Recurrence of colorectal carcinoma usually occurs within 5 years after surgery [4]. Most cases of uterine cer-
vical metastasis from colorectal carcinoma have penetrated the wall of the bowel at the time of first surgery
(Dukes stage B), or spread to the regional lymph nodes (Dukes stage C) [6] [8]. Most patients have extensive
carcinoma at the time of diagnosis of the cervical metastasis.

It is difficult to determine the primary site on the basis of Pap smear results and histologic findings. However,
a palisading pattern consisting of high columnar cells is a feature of Pap smears in cases of metastatic adenocar-
cinoma from colorectal cancer [19]. Pap smears also show clusters with anisocytosis, high N/C ratio, and prom-
inent nucleoli [20]. Intestinal and mucinous differentiation can be detected histologically in some cases. Immu-
nohistochemical staining is often positive for cytokeratin 20 and negative for cytokeratin 7 [16]. However, his-
tologic findings alone are not always adequate for establishing the site of the primary lesion.

The distinction between primary and secondary adenocarcinomas of the cervix is important for patient man-
agement and prognosis [10]. Thus the possibility of metastatic adenocarcinoma should be considered whenever
a diagnosis of adenocarcinoma of the cervix is received.
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