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Abstract

primary lung cancer.

A 57-year-old, postmenopausal woman was diagnosed with lung adenocarcinoma, T4N3M1b, stage IV with brain
and bone metastases, in 2008. Five years following of chemotherapy and target therapy (Epidermal Growth Factor
Receptor Inhibitors), the patient complained of increasing problems with lower abdominal pain, urination incontinence
and abnormal vaginal bleeding. The magnetic resonance imaging examination revealed only infiltrative soft tissue
tumor in the uterus, whole layered and extrauterine extension with urinary bladder involvement. There were no other
abnormalities noted in the pelvic area such as colon, rectum or urological tract. Histological and immunohistochemical
examinations of endocervical and endometrial biopsies revealed metastatic adenocarcinoma, with the staining
reactivity as primary lung neoplasm. This is the first report of coincident metastases endometrium and cervix from
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Case Report

A 57-year-old postmenopausal woman was diagnosed as
adenocarcinoma of the lung (Figures 1 and 2) in May 2008 and received
target therapy (Epidermal Growth Factor Receptor Inhibitors). The
patient had suffered from pain in the lower part of the abdomen, pelvic
area, spontaneous urination, and abnormal vaginal bleeding since
March 2013. In addition, she suffered from diabetes mellitus type II
and hypertension. On her initial evaluation, endometrial myomas
measuring 3.1 x 2.7 and 3.3 x 2.8 cm were found by transvaginal
sonography. The magnetic resonance imaging of pelvis (Figure 3)
revealed infiltrative soft tissue tumor in the uterus with whole layered
and extrauterine extension. The urinary bladder, peritoneal soft tissue
in right lower abdomen, and cul-de-sac are involved. Endocervical and
endometrium dilation and curettage excisional biopsies are done and
sent for pathologic examination.

The pathologic finding of endocervical and endometrial biopsies
(Figures 4a and 5a) revealed adenocarcinoma composed of proliferation
of irregular neoplastic glands with infiltrative growth pattern. Stromal
fibrosis and foci of calcification are seen. Inmunohistochemically, the
tumor glandular cells are positive for thyroid transcription factor-1
(TTF-1) (1:300, Leica, United Kingdom) (Figures 4b and 5b) and
cytokeratin (CK) (1:200, Leica, United Kingdom), and negative for
estrogen receptor (100x, Leica, United Kingdom) and progesterone
receptor (400x, Leica, United Kingdom) (Figures 5c¢ and 5d). The
results were in favor of metastatic adenocarcinoma, with lung origin.
In a complete clinical work-up, no other primary tumors such as
breast, ovarian or urinary tract were found. Due to the disease rapid
progression, the patient was expired after three months.

Discussion

Lung cancer continues to be a worldwide epidemic and major
public issue, with increasing incidence in the female population.
The most frequent metastatic sites are the regional lymph nodes and
surrounding areas as well as liver, adrenal gland, bones and brain [1].
To our knowledge, coincident metastases in the uterus and cervix of
primary lung cancer have not been previously reported.

Abnormal uterine bleeding is the cardinal symptom of endometrial
cancer. Seventy-five to 90 percent of women with endometrial
carcinoma present with abnormal uterine bleeding [2,3]. Endometrial

Figure 1: Lung biopsy (2008) shows bronchial tissue with infiltration of tumor
glands (white arrow). (Hematoxylin and eosin stain, 400X).

carcinoma is a histologic diagnosis made based upon the results of
evaluation of an endometrial biopsy or hysterectomy specimen. The
differential diagnosis of endometrial carcinoma or hyperplasia includes
other conditions that present with abnormal uterine bleeding. Women
with presumed uterine bleeding should be evaluated to confirm that
the source of the blood is the uterus and not another part of the genital
tract or the anus or rectum. In this case, the magnetic resonance
imaging examination revealed only infiltrative soft tissue tumor in the
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Figure 4a: Cervical biopsy (2013) shows tumor glands (white arrow) infiltration
in fibrous stroma. (Hematoxylin and eosin stain, 400X).
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Figure 5a: Endometrial biopsy (2013) shows tumor glands (white arrow) in-
filtration in fibrous stroma with calcification (black arrow). (Hematoxylin and
eosin stain, 200X).

uterus, whole layered and extrauterine extension with urinary bladder
involvement. There were no other abnormalities noted in the pelvic
area such as colon, rectum or urological tract.

The female genital tract is an infrequent site of metastasis, in
particular from extragenital primary tumors such as lung cancer.
Ovarian metastases have been described as disseminations of lung
adenocarcinoma [4-6]; rare cases of secondary localizations in adnexa,
cervix and vagina were also observed in the literature [7], but none
of these had coincident uterus and cervix involvement. Metastases
to the female genital tract are infrequent but, regardless of site, the
survival rate is poor. We present a case of uterus and cervix coincident
metastasis from a primary lung cancer. To our knowledge, the case is the
first reported case. Our case provides an example that, in women with
unclear symptoms and findings in the small pelvis, the formation of
such metastases should be taken into account. To identify the primary
site of a metastatic uterus tumor, clinicians should not forget the lungs
since the incidence of lung cancer in females is increasing and survival
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Figure 5b: The tumor cells are positive for TTF-1 (Immunohistochemical stain,
400X).

Figure 5c: The tumor cells are negative for ER (Immunohistochemical stain,
400X).

Figure 5d: The tumor cells are negative for PR (Immunohistochemical stain,
400X).

has increased after target therapy used in lung cancer treatment.

Cytokeratins (CK) 20 and 7 have been used successfully in studies
determining primary location of adenocarcinoma from metastases. Yeh
etal. [8] found that the monoclonal antibody panel for TTF-1, CK7 and
CK20 may facilitate discrimination between primary and metastasized
adenocarcinoma and identify tumor of pulmonary origin. Furthermore,
a monoclonal antibody panel for TTF-1, CK7, CK20, estrogen
receptors and progesterone receptors may facilitate discrimination
between primary and metastasized uterus adenocarcinoma and the
identification of pulmonary origin. In our immunohistochemical
investigations of the uterus tumor tissue demonstrated intense positive
thyroid transcription factorl (TTF-1) and cytokeratin (CK), negative
vimentin, estrogen receptor (ER) and progesterone receptor (PR). These
reports support the immunohistological findings and support that the
origin of the uterus metastases described was the adenocarcinoma of
the lung.
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