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Introduction

Gestational trophoblastic disease (GTD) includes a
spectrum of proliferative abnormalities arising from pla-
cental trophoblastic epithelium. Gestational trophoblastic
neoplasms (GTN), including the rare variant placental
trophoblastic tumors (PSTT), are malignant manifesta-
tions of GTD. The literature reports approximately 200
cases of PSTT. PSTT is composed almost entirely of
intermediate trophoblasts. In contrast to other forms of
GTN, beta-hCG is only mildly elevated (< 1000 IU/It)
making it an insufficient marker of tumor burden and
malignant behavior [1, 2]. Nonmetastatic PSTT is treated
with surgical resection as it responds poorly to chemother-
apy [2, 3].

Case Report 

A 38-year-old gravida 3, parity 3 female presented to the
emergency department after three weeks of abnormal vaginal
bleeding. Additional symptoms included mid-abdominal
cramping, nausea, vomiting, decreased appetite, episodic palpi-
tations and dyspnea on exertion. A pap smear five months prior
was benign. Her last delivery was 46 months ago (cesarean
section); her last menses was one month ago. Family history
was negative for obstetric or gynecologic cancers. On physical
exam, the uterus was 8 cm in size, midline, and mobile with
minimal discomfort. Speculum exam revealed a 5 cm necrotic,
friable mass protruding through the cervical os without active
bleeding. Significant laboratory results included hemoglobin of
4.2 g/dl and beta-hCG of 13 mIU/ml. Transvaginal ultrasound
revealed a uterus (97 x 46 x 61 mm), anteverted with normal
contours and endometrial cavity mass (22 x 9 x 17 mm). The
cervical mass (52 x 29 x 27 mm) was primarily solid with cystic
lucencies and high vascularity. Significant abdominal computed

tomography (CT) findings included irregular hypodensities on
the right endometrial wall and a 5.6 cm heterogeneous cervical
mass adjacent to the base of the bladder and inferior wall of the
rectum (Figure 1).  There was no evidence of significant lym-
phadenopathy or metastasis. The CT of the neck/chest were
unremarkable. Endometrial biopsy showed no evidence of
malignancy. Cervical mass biopsy showed medium to large
atypical cells with eosinophilic cytoplasm and marked nuclear
pleomorphism arranged in sheets with patchy necrosis but no
syncytiotrophoblasts. Immunohistochemical stains were posi-
tive for cytokeratin AE1/AE3, E-cadherin, human placental lac-
togen (hPL), and alpha inhibin. There was only focal positivity
for beta-hCG and placental alkaline phosphatase (PLAP).
Tissue was negative for CK5/6 and smooth muscle actin, ruling
out squamous cell carcinoma and leiomyosarcoma. The MIB-1
(Ki-67) proliferative index was approximately 15-20%. The dif-
ferential diagnosis included PSTT versus epithelioid tro-
phoblastic tumor (ETT), but PSTT was favored based on
marked nuclear atypia and extensive positivity for hPL. The
patient underwent total abdominal hysterectomy and bilateral
salpingo-oophorectomy as there was no desire for future fertil-
ity. Exploratory laparotomy was unrevealing. Pathologic evalu-
ation revealed a 4.5 cm mass attached to the endometrial surface
by a stalk and confined to the uterus. Upon sectioning, the mass
was tan and soft with focal areas of hemorrhage and necrosis.
Surgical margins were negative. Following surgical, pathologic,
and radiological evaluation, the patient was assigned Stage
T1N0M0. The patient is currently followed with monthly beta-
hCG levels and has no evidence of recurrent disease.

Discussion

The most common presenting symptom of PSTT is
vaginal bleeding [4-6]. Amenorrhea and abdominal pain
are other presenting symptoms. In addition to vaginal
bleeding, our patient had a friable, fungating cervical
mass with an enlarged uterus. In a review of 55 cases of
PSTT, only 12.7% of tumors extended into the cervix [7].

Summary
Purpose of investigation: Placental site trophoblastic tumor (PSTT) is a rare variant of gestational trophoblastic neoplasia (GTN) and

primarily composed of intermediate trophoblasts. In contrast to other forms of GTN, PSTT presents with only mildly elevated levels
of beta-hCG and immunohistochemical staining of tissue samples is a helpful tool for diagnosis. Case and Results: A 38-year-old
gravida 3, parity 3 female presented to the emergency department after three weeks of abnormal vaginal bleeding. The uterus was mildly
enlarged, midline, and mobile with minimal discomfort. A necrotic, friable mass was protruding through the cervical os and biopsies
were obtained. The serum beta-hCG was 13 mIU/ml. Computed tomography revealed a mass within the endometrial cavity and cervix
but no significant lymphatic adenopathy or metastasis. Immunohistochemical staining was positive for cytokeratin AE1/AE3, E-cad-
herin, human placental lactogen (hPL), and alpha inhibin. Surgery was considered curative. Conclusion: PSTT presenting as a friable
cervical mass is uncommon. Biopsies of this mass lead to the correct diagnosis. Several immunohistochemical stains are suggested in
the literature to evaluate for PSTT. Clinically, it is prudent for physicians to differentiate PSTT from other forms of GTN because of
the poor response of PSTT to chemotherapy. 
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Likewise, endometrial curettage is usually required for
diagnosis [2]. In this unusual case, biopsy of the cervical
mass (which was in fact a prolapsed uterine lesion) con-
firmed the diagnosis of PSTT. Adverse prognostic factors
in this case are age (> 35 years) and interval since the last
pregnancy (> 2 years) [7]. 

Mao and colleagues recently proposed that choriocar-
cinoma is a primitive form of GTN and consists of prim-
itive cytotrophoblastic cells [8]. PSTT and ETT represent
greater differentiation of cytotrophoblasts into intermedi-
ate trophoblasts (IT) that resemble implantation-site IT in
PSTT or chorionic-type IT in ETT.  Likewise, PSTT and
ETT can be categorized as intermediate trophoblastic
tumors (ITT). Interestingly, mixed tumors with morpho-
logic and immunohistochemical features of choriocarci-
noma, ETT, and PSTT are frequently reported [9]. The
model of variable differentiation helps explain the vari-
ability. 

Several immunohistochemical stains have been pro-
posed to evaluate PSTT. Human placental lactogen
(HPL) is positive in 87-100% of IT [5, 9, 10]. Immunore-
activity to hCG is present in the majority of cases (92%
in one study), albeit weakly. Pregnancy-associated major
basic protein (pMBP) is expressed in 78% of IT [10].
MUC-4 is reported to represent implantation-site IT cells,
which was demonstrated by the differential expression in
PSTT and ETT cases of 100% and 29%, respectively [8].

However, choriocarcinoma is also strongly reactive to
MUC-4. Clearly, a combination of the above stains is
imperative. 

The absence of a single stain with high sensitivity and
specificity for PSTT raises the question of clinical rele-
vance. It is prudent for clinicians to differentiate PSTT
from other forms of GTN because it responds poorly to
chemotherapy. An algorithm based on an imunohisto-
logic panel may differentiate choriocarcinoma, placental
site nodule, exaggerated placental site, PSTT, and ETT
[11]. The panel includes cytokeratin 18, HLA-G, p63,
hPL, beta-hCG (highlighting syncytio-trophoblasts), and
Ki-67%. Importantly, p63 is added to the analysis of tro-
phoblastic tumors. 

Kalhor et al. suggested a panel of HLA-G, CD10, and
hCG to rule-in ITT and CK5/6 as a marker to rule out ITT
[12]. It is well recognized that PSTT demonstrates sparse
hCG staining and high immunoreactivity to hPL [1, 7].
However, considering the similar clinical behavior treat-
ment, and outcome of PSTT and ETT there is small clin-
ical value in differentiating between the two. [9, 13].
Therefore, the panel is designed primarily to distinguish
ITT (i.e., PSTT and ETT) from squamous cell carcinoma
of the cervix, which becomes a diagnostic challenge
when ITT presents in the lower uterine segment or as a
cervical mass. 

Combination chemotherapy regimens do show promise.

Figure 1. — Computed tomography of the abdomen/pelvis
obtained on the day of presentation. 
A) Irregular endomentrium with hypodensities on the right
wall. 
B) The lower uterine segment has a heterogeneous appear-
ance on the right, immediately above the cervix. 
C) The cervix is expanded and heterogeneous with a 6 cm
transverse diameter. 
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Suggested first-line chemotherapy includes EMA/CO
(etoposides, cisplatin, methotrexate, actinomycin D,
cyclophosphamide, and vincristine) and EMA/EP
(etoposide and cisplatin alternating with etoposide,
methotrexate, and actinomycin D). EMA/EP, BEP
(bleomycin, etoposide, cisplatin) and VIP (etoposide,
ifosfamide, cisplatin) have been recommended for
metastatic PSTT and recurrent disease [1, 6].

The patient represented in this case had the unusual
finding of an endometrial tumor, which protruded from
the external os of the cervix. Biopsies and immunohisto-
chemical staining led to the correct diagnosis of PSTT.
The pathologic diagnosis was T1N0M0. Follow-up CT
did not reveal residual mass and no tumor marker was
available to follow chemotherapy response, therefore,
treatment was limited to surgical resection. 

Conclusion

PSTT presenting as a friable cervical mass is uncom-
mon. Evaluation of tissue biopsies is an important tool
for diagnosis of PSTT and several immunohistochemical
stains are suggested in the literature. Clinically, it is
prudent for clinicians to differentiate PSTT from other
forms of GTN because of the poor response of PSTT to
chemotherapy. 
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