
Introduction

Extrapelvic metastasis to uterus is extremely rare and the

presence of signet ring cells (SRC) in the uterine en-

dometrium strongly raises the possibility of a metastasis

from the breast, gastrointestinal tract, or elsewhere. Herein,

the authors report a endometrial adenocarcinoma with SRC

feature which originated from stomach in a 38-year-old

woman, which involved the use of a endometrial biopsy to

obtain adequate samples for pathological analysis; the use

of endometrial biopsy in patients with no vaginal bleeding

is unlike those used in previous cases.

Case Report 

A 38-year-old woman complained of dyspnea for a week and

was referred to the present institution for pleural effusion. She

was a multigravida without medical or surgical history of note.

The authors performed physical examinations, laboratory tests,

and imaging studies and they found miliary lung nodules, bilat-

eral pleural effusion, and disseminated bone metastases in CT

and positron emission tomography (PET) scans. Multifocal hy-

permetabolic lesions in uterine endometrium (SUV=2.4) were

also observed (Figure 1). There was no gastric lesion seen on

the original chest CT. At first, the authors suspected primary

lung cancer but CT-guided lung biopsy revealed poorly-differ-

entiated adenocarcinoma from unknown origin. 

The patient was referred to an experienced gynecologic on-

cologist for evaluation. She denied prior vaginal bleeding

episodes and no cervical lesions were detectable on Pap smear

and colposcopy. With gynecology ultrasonography, both ovaries

appeared normal; however, irregular multiple endometrial le-

sions were noticed and curettage was performed to distinguish

malignancy from benign hyperplasia. Endometrial specimen

turned out to be moderately-differentiated adenocarcinoma with

signet ring cell feature, which is often seen in breast or gas-

trointestinal malignancies. Estrogen receptor and progesterone

receptor were all negative on immunohistochemical staining

(Figure 2). Based on these findings, the authors looked into gas-

trointestinal tract and found gastric mucosal lesion in lower

body of greater curvature in gastroduodenoscopy. Histopatho-

logic findings of gastric specimens were identical to endome-

trial ones on slide review (Figure 3).

Despite two cycles of palliative chemotherapy (FOLFOX, 5-

fluorouracil/leucovorin plus oxaliplatin) for advanced gastric

cancer, treatment-refractory lymphangitic lung metastases pro-

gressed and led the patient to respiratory failure (only four weeks

since treatment). 

Discussion 

First case of extrapelvic metastasis to uterus was de-

scribed in 1878 [1]. Only 13 metastasis to uterine corpus

from gastric origin are available in English literature to

date. Because of relative ease of detection, cancer metas-

tasis to uterine cervix seems to be more common than to

corpus uteri. So endometrial metastasis of SRC is ex-

tremely rare [2, 3] and in corporeal metastasis, my-

ometrium was involved in most of the cases and

concurrent endometrial presentation were found in one-

third of the cases [1, 4-8].

SRC carcinoma is an epithelial carcinoma mainly aris-

ing from the breast, stomach, colon, testis, prostate, blad-
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Summary

The authors report a case of gastric adenocarcinoma diagnosed by endometrial random biopsy in a cancer of un-

known primary site patient. Even if there are no vaginal bleeding episodes, endometrial hyperplastic lesions can be a

diagnostic clue to find the extrapelvic metastasis to endometrium.
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Figure 3. — (A) Endoscopic findings reveal dent and central uplift of the mucosa in the greater curvature of the stomach. (B) Im-

munohistochemical staining, ER negative. (C) Stomach with immunohistochemical staining, PR negative.

Figure 1. — (A)(B) Chest X-ray and chest metastasis with miliary pattern. (C) PET-CT: 15 mm-sized lung nodule. (D) Histological analy-

sis: adenocarcinoma with signet ring cell features (H&E ×200). (E) Immunohistochemically negative for ALK. (F) Immunohisto-

chemically negative for TTF-1.

Figure 2. — (A) PET-CT: focal tiny unusual hypermetabolic lesion in the uterine endometrial cavity. (B) Histological analysis: adeno-

carcinoma with signet ring cell features (H&E ×100). (C) H&E ×200. (D) Desmoplastic reaction between benign-looking endometrial

glands. (E) Immunohistochemically negative for ER. (F) Immunohistochemically negative for PR.
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der, gallbladder, ovary, and so forth [5, 7, 9, 10]. Im-

munohistochemical and molecular studies are often help-

ful in differential diagnosis. Gross cystic disease fluid

protein-15 (GCDFP-15) is used to find primary breast

cancer and CEA, CDX-2, and CK 20 are utilized to find

colon origin [3]. 

Pathogenesis of spread from gastric cancer to uterus is

not yet fully understood. Some authors believe that most

of uterine metastases are from local lymphatic drain from

ovarian malignancy [10]. However another group sug-

gested that it is primarily due to lymphatic and hematoge-

nous disseminations [8]. The latter hypothesis is better

supported by the fact that most cases are accompanied by

widespread tumor dissemination at diagnosis and the pres-

ent case showed both lymphangitic lung metastases and

hematologic bone dissemination. This is why endometrial

metastasis from SRC origin carries a dismal prognosis.

Usually, metastasis to the uterus is accompanied by

vaginal bleeding. Experts recommended that uterine

metastasis must be considered if breast or gastrointestinal

cancer patients complain of vaginal bleeding [10]. The

present patient had no menorrhea or spot bleeding symp-

toms but the authors found stomach cancer through en-

dometrial curettage in an effort to find primary origin.

Clinicians should always be aware that irregular endome-

trial hyperplasia on vaginal ultrasonography can be a di-

agnostic clue in cancer of unknown primary site patients.
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