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Introduction

Choriocarcinoma is a trophoblastic cancer and it may be

categorized as either gestational or non-gestational. Usu-

ally it develops in the uterine body but occasionally it oc-

curs in ectopic sites, including extrapelvic organs. In some

cases it develops in menopausal and perimenopausal

women with an aggressive and rapid clinical course. 

The uterine endometrioid adenocarcinoma with chorio-

carcinomatous differentiation is an uncommon form of

non-gestational tumors and only few cases have been re-

ported in literature. The authors observed a woman with an

early-stage, “in situ” trophoblastic differentiation.

Materials and Methods

In September 2011 a 50-year-old, nulliparous, menstruated

woman with a history of multiple uterine leiomyomas presented

to the authors’ evaluation. The patient did not suffer from obesity,

hypertension, and diabetes, conditions often associated with en-

dometrial cancer.

In March 2010 she underwent diagnostic hysteroscopy and en-

dometrial guided biopsy for recurrent menometrorrhagia.

Histopathological examination revealed a simple glandular hy-

perplasia of the endometrium. The value of Ca-125 was within

normal limits. On the basis of clinical findings, a total bilateral

hystero-annessectomy was suggested, but the woman refused the

surgical intervention. In August 2011 the CA 125 value was in-

creased up to 241 mU/ml. In September 2011 the persistent uter-

ine bleeding justified an additional hysteroscopy with endometrial

sampling, that revealed hypertrophy of endometrial specimen. In

November 2011 the ultrasound examination revealed a markedly in-

creased uterine volume confirming the bimanual pelvic examina-

tion findings (uterus palpable above the pubic bone up to umbilicus).

In light of the aforementioned results, the patients’ consent to the

surgical procedure was obtained. The specimen consisted of a uterus,

both ovaries and fallopian tubes. On gross visual inspection uterus

appeared enlarged (size: 13 cm from fundus to tip of the cervix, 12.5

cm anteroposteriorly, eight cm from side to side), irregularly shaped

and provided with multiple subserosal and intramural myomas,

while fallopian tubes and ovaries appeared substantially regular. En-

dometrial samples were sectioned and stained with hematoxylin

and eosin. 

Results

Histopathologic study of the specimens showed low-

grade (G1) endometrioid adenocarcinoma coexisting with

a focus of cells suggesting a trophoblast differentiation

(non-gestational choriocarcinoma) (Figure 1). Moreover

the uterine lesion was limited to the endometrium with a

single focus of myometrial invasion smaller than one mm

identified by positive immunostaining for cytokeratin (CK)

AE1/AE3. Endometrioid adenocarcinoma was character-

ized by back-to-back tubular glands lined by stratified cells

containing scarce mucin with positive immunostaining for

CK 7 and AE1/AE3 (Figure 2). Morphological features and

lack of p53 expression suggested the diagnosis of a low-

grade endometrioid adenocarcinoma (G1).

Choriocarcinoma consisted of two cell types: cytotro-

phoblast-like cells showing abundant, pale cytoplasm and

round, pleomorphic nuclei, and syncytiotrophoblast-like

cells showing eosinophilic cytoplasm and multiple, irreg-

ular, hyperchromatic nuclei. Immunostaining revealed

that tumor cells were positive for CK (7 and AE1/AE3)

but also for beta subunit of human chorionic gonadotropin

(β-hCG) and for human epidermal growth factor receptor

2 (HER2).Revised manuscript accepted for publication November 14, 2013
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Summary

Purpose of Investigation: An endometrioid carcinoma coexisting with choriocarcinomatous differentiation is an uncommon event with

an aggressive clinical course and a poor prognosis. Materials and Methods: The authors describe an endometrioid carcinoma of the en-

dometrium provided with a focus of choriocarcinoma-like cells in a 50-year-old menstruated woman with a history of abnormal uter-

ine bleeding. A total bilateral hystero-annessectomy was performed. Results: Histopathologic study showed endometrioid

adenocarcinoma limited to the endometrium with a single microinvasive (< one mm) choriocarcinomatous focus. Immunohistochem-

istry established intense reactivity of tumor cells for CK 7 and AE1/AE3, for beta-human chorionic gonadotropin (β-hCG), and for

HER2 confirming the diagnosis. During the clinical course and follow-up, serum levels of β-hCG were always negative. Up to date the

patient is still alive with no evidence of disease. Conclusion: Even if endometrioid carcinoma with choriocarcinomatous differentiation

is considered highly malignant, occasionally it may have a good prognosis, especially when a non-invasive behaviour is detected to-

gether with negative serum β-hCG levels.
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Discussion

The adenocarcinoma of the endometrium with tro-

phoblastic differentiation was firstly described by Civan-

tos and Rywlin in 1972, and to the present authors’

knowledge, only few cases have been reported to date, with

patients’ age ranging from 34 to 88 years [1]. The associa-

tion between the aforementioned tumors is a rare event with

a poor prognosis due to the aggressive behavior of both

subpopulation [2]. 

Recently, some authors have reported two types of can-

cer: the first is morphologically and clinically related to

gestational choriocarcinoma with elevated serum levels

of β-hCG, a rapid course, and a poor prognosis. The sec-

ond type displays cells similar to the syncytium-tro-

phoblast, associated with low levels of β-hCG and a

better prognosis. Immunohistochemical studies are there-

fore essential for a differential diagnosis [3].

Most cases of choriocarcinoma arise from a normal or

abnormal gestation. Non-gestational choriocarcinoma

(primary form) is extremely rare, and several patho-

genetic hypotheses have been suggested. In particular

three hypotheses have been postulated: 1) a group of

germ cells fails to complete their migration to the uro-

genital sinus, stops, and undergoes malignant transfor-

mation; 2) some totipotent cells, which remained in

ectopic sites, did not undergo apoptosis and turn into

choriocarcinomatous cells; 3) recent molecular investi-

gations strongly support the retro-differentiation theory

of adult epithelial cells [4]. Despite these theories, the

pathogenesis is still under debate and further investiga-

tions are needed.

Typically the clinical presentation of choriocarcinoma

displays uterine bleeding, abdominal pain, and vaginal

discomfort. Cancer is usually treated by surgery and

chemotherapy but there are no standard protocols for

these patients. The effectiveness of adjuvant therapy re-

mains to be evaluated. The follow-up includes princi-

pally the control of β-hCG levels [2]. Due to the lack of

pathogenetic details, it is difficult to assess the subse-

quent appropriate therapeutic procedures [5]. However,

it is reasonable to assume that a focal localization ac-

companied by low levels of β-hCG should have a good

prognosis.

In the authors’ experience, the diagnosis of endometrioid

carcinoma with choriocarcinomatous differentiation was

totally unexpected and occasional, hence the preoperative

protocol did not foresee the pathogenetic evaluation, and

the marker assessment was performed only after histolog-

ical diagnosis. On October 12th, 2011 β-hCG levels were

negative, as in the following monthly evaluations. The type

of intervention has proved to be the best therapeutic choice,

considering also the diagnosis of endometrioid carcinoma

(G1). The therapeutic dilemma occurred when the chorio-

carcinomatous differentiation was discovered.

Most of the cases reported in literature are metastatic.

There are few cases of differentiated choriocarcinoma co-

existing with malignant uterine tumors (11 endometrial car-

cinomas, two carcinosarcomas, and two tumors of the

cervix); eight patients died and all the women had metas-

tases. Among the 11 endometrial carcinomas, the average

age was about 68 years and nine patients were multiparous;

from a histological point of view, nine were endometrioid

carcinomas and two were serous adenocarcinomas.

The guidelines for choriocarcinoma treatment in

menopausal women have not yet been defined, and they

are also unclear for regularly menstruated women; in fact,

the small number of cases prevent the use of standard

chemotherapy protocols [6]. However, for high-risk ges-

Figure 1. — Differentiated endometrioid adenocarcinoma; neo-

plastic trophoblast without decidual stromal reaction.

Figure 2. — Endometrioid adenocarcinoma is characterized by

cells containing scarce mucin with positive immunostaining for

CK 7 and AE1/AE3.
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tational tumors, previous studies reported the use of a

combined chemotherapy using etoposide, methotrexate,

dactinomycin, followed by cyclophosphamide, and vin-

cristine (Regimen EMA / CO). This regimen was also

used in case of non-gestational disease [6]. 

For patients with non-metastatic gestational trophoblastic

tumors (Stage I) or at low risk of metastases (Stage II and III

score < 7), the treatment foresees a single chemotherapeutic

agents, methotrexate or actinomycin D [7]. 

In the present case, at the time of diagnosis, after a care-

ful multidisciplinary study involving the gynecologist, the

oncologist, and the pathologist, the appropriate follow-

up appeared to be the assessment of β-hCG and PET-CT

evaluation. The absence of β-hCG in the first post-surgi-

cal evaluation, and the lack of contrast-enhancing lesions

on PET-CT, led the team to avoid the chemotherapy ad-

juvant therapies. It was therefore established to perform a

monthly follow-up, based exclusively on blood tests for β-

hCG. The substantially non-aggressive therapeutic prac-

tice was based mainly on the histological micro-invasive

features of choriocarcinomatous cells (hardly capable of

giving rise to metastasis) and on the availability of an ex-

tremely sensitive marker as β-hCG. 

From October until now the patient underwent a monthly

assessment of β-hCG, always negative. This demonstrates

that, despite the diagnosis of endometrioid carcinoma with

choriocarcinomatous differentiation, the patient is still dis-

ease-free after two years post-surgery and that the therapeu-

tic choice was substantially correct.
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