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Solitary cardiac metastasis of uterine cervical cancer with
antemortem diagnosis: A case report and literature review
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Abstract. Cardiac metastasis of uterine cervical cancer
with antemortem diagnosis is extremely rare. Therefore, its
landscape epidemiology has not been well elucidated to date.
In the present study, a case of solitary cardiac metastasis of
uterine cervical cancer diagnosed antemortem is reported, and
a review of the currently available literature (which includes
18 cases of cardiac metastasis of uterine cervical cancer) is
conducted. In January 2013, a 78-year-old woman with squa-
mous cell carcinoma (SCC) of the uterine cervix (International
Federation of Gynecology and Obstetrics stage I1Ib) underwent
definitive radiotherapy at Gunma University Hospital (Gunma,
Japan). Follow-up examination at 5 months after completion
of the treatment indicated no evidence of recurrence or metas-
tasis. In April 2014, the patient reported epigastric discomfort
and general malaise. Electrocardiogram suggested myocardial
dysfunction. Transthoracic echocardiography revealed the
presence of a mass occupying the right ventricle and pericar-
dial effusion. Cine magnetic resonance imaging demonstrated
a filling defect in the right ventricle, and transcatheter biopsy
confirmed SCC. The patient was diagnosed with a solitary
cardiac metastasis of uterine cervical cancer. Despite aggres-
sive medical therapy, the patient succumbed to disease 31 days
after admission to hospital. A review of the current literature
revealed that 84% of cases of cardiac metastasis develop
within 2 years of completion of the initial treatment, and that
electrocardiogram and echocardiography reveal findings of
myocardial dysfunction and the presence of a mass in the right
ventricle, respectively. A treatment strategy for cardiac metas-
tasis of uterine cervical cancer has not been standardized thus
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far, and the prognosis is very poor, as the majority of patients
succumbed to disease within 1 year. In summary, the current
case and the literature review conducted in the present study
suggest that: i) Cardiac metastasis should be included in the
differential diagnosis in cases with nonspecific complaints such
as epigastric discomfort and general malaise when patients
have a history of uterine cervical cancer, particularly within the
previous 2 years; and ii) electrocardiogram and echocardiog-
raphy are convenient and effective modalities for the diagnosis
of cardiac metastasis of uterine cervical cancer.

Introduction

Cardiac metastasis is relatively common in malignant
neoplasms such as lung cancer, breast cancer, melanoma and
lymphoma, with an incidence rate of ~10-15% (1). In contrast
to these types of malignancy, cardiac metastasis of uterine
cervical cancer is rare (1-4). In autopsy cases of uterine cervical
cancer, the incidence rate of cardiac metastasis has been
reported to be 0.3-8.0% (1-4). Cardiac metastasis of uterine
cervical cancer diagnosed prior to mortality (antemortem) is
much rarer, as only 4.0% of cardiac metastasis cases are diag-
nosed antemortem (5). Among them, solitary metastasis to the
heart is particularly rare, since cardiac metastasis is usually
the result of the hematogenous spread of systemically dissemi-
nated disease (6). In the present study, a case of solitary cardiac
metastasis of uterine cervical cancer diagnosed antemortem is
reported, and a review of the literature is conducted.

Case report

A 78-year-old woman with squamous cell carcinoma
(SCC) of the uterine cervix [Federation of Gynecology and
Obstetrics stage IIIb (7)] underwent definitive radiotherapy
in January 2013 at Gunma University Hospital (Gunma,
Japan). The Eastern Cooperative Oncology Group/World
Health Organization performance status (PS) (8) of the patient
was 1. At the time of diagnosis, magnetic resonance imaging
(MRI; Signa HDxt 1.5T; GE Healthcare Japan, Tokyo, Japan)
revealed a bulky tumor (66x56x45 mm) at the uterine cervix
with right parametrial invasion reaching the right pelvic wall.
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Computed tomography (CT; Aquilion ONE/ViSION Edition;
Toshiba Medical Systems, Tochigi, Japan) and fluorine-18
fluorodeoxyglucose positron emission tomography (PET;
Aquiduo PCA-7000B; Toshiba Medical Systems) indicated
no evidence of metastasis, with the exception of an enlarged
right obturator lymph node. Laboratory tests demonstrated
elevated levels (110.0 yg/l; normal range, <3.5 ug/1) of serum
SCC antigen. Radiotherapy (ONCOR Impression Plus;
Siemens Japan, Tokyo, Japan) consisted of external beam
radiotherapy and intracavitary brachytherapy. For external
beam radiotherapy, whole pelvic irradiation of 50 Gy was
delivered in 25 fractions over 5 weeks (the final 20 Gy
dose was delivered using the central shielding technique),
followed by boost irradiation to the right obturator lymph
node of 6 Gy in 3 fractions at Gunma University Hospital.
Weekly high-dose rate intracavitary brachytherapy using
iridium-192 (Chiyoda Technol Corporation, Tokyo, Japan)
delivered 24 Gy to point A (2 cm along the tandem from the
external cervical os and 2 cm lateral to the tandem) in 4 frac-
tions (over a duration of 7 weeks). Chemotherapy was not
performed due to the advanced age of the patient. Five months
after completion of the treatment, gynecologic examination
of the uterine cervix and total body CT examination revealed
no evidence of recurrence or metastasis. In addition, serum
SCC antigen had decreased to levels of 0.8 ug/l, which are
within the normal limit.

In April 2014, the patient was admitted to our hospital
with epigastric discomfort and general malaise, rapidly
worsening over 3 days. The patient had a PS of 2, in
addition to high blood pressure (152/115 mmHg; normal
range, <140/90 mmHg) and tachycardia (101 beats/min;
normal range, 60-90 beats/min). Chest X-ray (RADSpeed
Safire; Shimadzu Corporation, Kyoto, Japan) revealed
enlargement of the heart (cardiothoracic ratio, 65%; normal
range, <50%). These findings suggested heart failure.
Electrocardiogram (Vivid E9; Fukuda M-E Kogyo Co.,
Ltd., Tokyo, Japan) displayed low-voltage amplitudes in
leads V1-V6 and T-wave inversion in leads V3-V6 (Fig. 1),
suggesting myocardial dysfunction. Transthoracic echocar-
diography (Cardisuny 630; GE Healthcare Life Sciences)
revealed the presence of a mass occupying the right ventricle
and pericardial effusion, while cine MRI demonstrated a
filling defect in the right ventricle (Fig. 2). These findings
suggested the presence of a tumor in the right ventricle.
A transcatheter biopsy from the right ventricle confirmed
SCC. The levels of serum SCC antigen had elevated to
40.8 ug/l. Total body CT examination indicated no evidence
of local recurrence or metastasis to sites other than the
heart. Taken together, these findings led to the diagnosis
of solitary cardiac metastasis of uterine cervical cancer.
Elevated levels of fibrin degradation products (>20.0 pg/ml;
normal range, 0-4.0 ug/ml), alongside thrombocytopenia
(1.1x10* cells/ul; normal range, 16-35x10* cells/ul) suggested
disseminated intravascular coagulation (DIC) (9). Following
admission, the hemodynamic status of the patient worsened
gradually. Despite aggressive medical therapy, including
intravenous administration of dobutamine (Shionogi, Inc.,
Osaka, Japan), noradrenaline (Daiichi Sankyo, Tokyo,
Japan) and thrombomodulin alpha (Asahi Kasei, Tokyo,
Japan), and transfusion of platelets and fresh frozen plasma
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Figure 1. Electrocardiogram. Top panel, electrocardiogram at the time of
initial diagnosis of uterine cervical cancer was unremarkable. Bottom panel,
electrocardiogram at the time of diagnosis of cardiac metastasis revealed
low-voltage amplitudes in V1-V6 and T-wave inversion in leads V3-V6.

Figure 2. Cine magnetic resonance imaging revealed a filling defect in the
right ventricle (as indicated by the white arrowheads).

(Japanese Red Cross Society, Tokyo, Japan) for a week, the
patient succumbed to disease 31 days after admission to
hospital. Permission for an autopsy was not granted at the



3339

-ared aanioddns 1s9q ‘DS ‘opou ydwA| ‘N A1ore Arevownd 1S Y $O[OLNUA 1JI[ ‘AT SWNLNE WS VY O[OLNUIA IS ‘AY YO0[q JB[NOLIUIAOLNE

90130p-181Y [-Y00[q AV $300[q youelq ofpunq Jysu aajdwosur ‘ggg $o0]q youriq dppung 1ySir a3o[dwod ‘gggy) siseiseiow ovipied ‘A ‘Aderoyiowayd X 1) ‘Aderoyiorperowayd juarmouod [0 Aderoyy uoneiper | [y tuonerado ‘dQ ‘Aderoy ‘x, tewourores [0 snowrenbs ‘bg tojqeear jou ‘yN

Ksdoiq [erpreoow

(9A-EA) Afewiiouqe dAeMm-],

9SBO JUALIND o1 osg SNOAUBINIING - uorsnya [erpreotrad ‘ssew AY “(speaJ 1s9yd) 25e)[0A MO 110JwoosIp oLnsesidg S R qI11 bg 8L
(v2) 0s X1 ‘do do - SSEUW AY VN uonendyed ‘yreaiq jo ssourroys 01 I 4111 bg 89
(€2 €0 osg Ksdony - ssew Ay ‘Ssew vy a3e)0A MO eouds£q L I dq11 bg 9
(rA“EN)
(0 0s< do do - uononpaI AIqow AY ‘ssew AY UOISIOAUT dABM-], ‘95BI[0A MO an3nej ‘eoudsAq ¢ 1¥DD ‘do VN VN €9
uroned [ILL/IIO/NS
(12 (54 do do NI onloeered SSBUL QY ‘SSBW AY ‘SSewl vy ‘(Sped[ 1Seyd pue quui[) Sa3e)[0A MO Kyuwanxa jo eindind ‘eoudsAq IS4 x1D ‘do dq1 bg 8¢S
(02) 0cC do do NT onioeereq SSBUW AY VN ured 15910 “yreaIq Jo ssauioys o1 IdDD 41T bg LS
= (PA-TA)
& Ksdoiq [erprecow UOISIOAUL dABM-], ‘(SPBS] quuI|)
=] (61) ST 1800 SnodUEIII]  N'T [BUIOpqy VN a3e)joA MO| ‘BIpIRIAYDE) SNUIG 10A2) “YEn0) 0 1420 Al bg 6V
a (8D o1 LdDD Lsdomy Sung SSeUW AY VN eoudsfq ! do 1y 41 bs €S
MM (81) oL TdDD - - SSBUW AY VN eoudsAqg 9 Id 41T bg 6%
el Ksdoiq [erpresofw uonounysAp Arewiouqe aAem-I  gg gyl
= Ln VN X1 SnosueINdIoq - OI[OISAS ATT/AY ‘Ssew AY ‘T-Y201q AV “eIpreayoe) snurg UONE[[LIqY Je[NOINUSA S Id 411 bg 94
1) uonoNIsSqo MOPINO AY
= on VN do do - ‘SSRWAY “SSRW VY VN ured 354D 9 Id gAl bs (44
g (D 0 XLD Asdorq papms-LD  X1A190 SuLA}) VN agdd1 ured feuruopqy 4 Lddo 411 bg |8
m Ayirewiouqe dABM-T,
W (1 0'8< X1D 1™ - - ssew [erpreotda ‘ssewr AY ‘95eI[OA MO[ “BIPIEIAYDE) SNUIG - € IdDD 4111 bg LE
o (PA-EA)
m Ksdoiq [erprecow N'T onJoeered UOISIOAUT dABM-T, ‘(9A-TA ‘HA®
O (€n VN XLD SNOSULINOI] ‘Sun VN ‘TIL“TD) uoneas[e 1S ‘gag¥d ured 354D €€ X1 'do 41 bs 9¢
m (€4)) VN do do 'INJ[J SSBW AY ‘SSewl Y AydonrodAy renotnuoa WySry  10Ad) ‘[[Iyd ‘sisKidoway ‘eoudsAq + X1D q11 bg 43
an ot XID Asdony  N'T [eunserpa uorsnyyo [erpreotrad ‘sseuwr AY VN ured 3soy “eouds£(q 91 o0do VN bg 8¢
Asdoiq [erpresoKw (I11) UOISISAUT dABM-],
on 0¢ VN SnooaueINdIdg - uorsnyjo [erprestiad ‘ssew AY ‘(PA-TA) UONEAJ[D LS - or ¥ do di1 bg 8¢
9) 0€l x1D ‘do do - ssew Ay ‘Ssew vy VN Amwanxs jo eindind ‘esudsLq S 130D ‘do VII bg €
[[em [eurwiopqe
‘WNUIISEIPIUT uoIsnyjjo rerpreorrod
) 0C 10D SISOJUOJOIPILOLID]  ‘XIAID QULI)() ‘ssewr AY ‘Ssewl vy VN y3noo ‘eoudsAq L 140D ‘do dq1 bg 9
IEN | (syyuour) X1 JAD J0J poyjowr 113y Ay} Uey) Kydei3orpresoyoq weISoIpIedonod[q D Joj Jurerdwod jaryD) (sypuour) X1, o3e1g  ASojoistH  (S18OK)
D woly QOUALINIY Ksdorg 1930 IS WD 01 Arewig By
Kyireriow 03 oy, J1RISBIDN auiy,

*WRLOWA)UE PISOUSEIP JOOURD [BIIATID QULIAIN JO SISLISEIOW deIpIed Suntodar ornjerdll] oyl Jo mIIAdy [ 9[qeL

&z
o>
23
MU
e



https://www.spandidos-publications.com/10.3892/ol.2016.4415
https://www.spandidos-publications.com/10.3892/ol.2016.4415
https://www.spandidos-publications.com/10.3892/ol.2016.4415
https://www.spandidos-publications.com/10.3892/ol.2016.4415

3340

TSUCHIDA et al: SOLITARY CARDIAC METASTASIS OF UTERINE CERVICAL CANCER

80 Age (n=19) Stage (n=19) Histology (n=19) 50 Interval to CM (n=19)
=
60 1 E 40
30
$40. 3
220
» 2o
0 =
Case 0 Case
Chief complaint for CM (n=19) Time to death after CM (n=16)
0 20 40 60 80 100(%) 0 2 4 6 8 10 12 14M)
Dyspnea Op, CTx
Chest pain
Shortness of breath RT.CTx
Purpura of extremity Op
Cough
Fever Op, CTx
Epigastric discomfort NA
Abdominal pain
Palpitation Op
Fatigue CCRT
Chill
Hemoptysis BSC
Electrocardiography (n=10) Echocardiography (n=16)
0 20 40 60 80 100 (%) 0 20 40 60 80 100(%)
Abnormal or inverted T RV mass '
Low voltage RA mass
Blocks pericardial effusion
Elevated ST RV systolic dysfunction
Sinus tachycardia LV systolic dysfunction
QS pattern RPA mass
RV hypertrophy Epicardium mass

Figure 3. Graphical representation of the current and previously reported cases of cardiac metastasis of uterine cervical cancer diagnosed antemortem,
indicating the patients' characteristics, examination findings, treatment modality and prognosis. Detailed information is described in Table I. The current case
is indicated in red. NA, not available; Sq, squamous cell carcinoma; CM, cardiac metastasis; Op, operation; CTx, chemotherapy; RT, radiation therapy; CCRT,
concurrent chemoradiotherapy; BSC, best supportive care; RV, right ventricle; RA, right atrium; LV, left ventricle; RPA, right pulmonary artery; M, months.

time of mortality, although the patient had provided written
informed consent for publication of the present case.

Discussion

In the present study, a case of solitary cardiac metastasis of
uterine cervical cancer diagnosed antemortem is reported.
To the best of our knowledge, there have been only 18 cases
of cardiac metastasis of uterine cervical cancer reported
in the literature thus far (Table I, Fig. 3) (1,6,10-24). The
number of cases showing solitary metastasis to the heart,
as in the present case, is even smaller; with only nine cases
reported to date (6,10,14,16-18,22-24). The clinical stage at
the time of initial diagnosis varied widely among the case
reports published in the literature, ranging from stage I
to IV (1,6,10-24). Cardiac metastasis occurred within 1 year
after completion of the initial treatment in 63% of patients,
and within 2 years in 84% of patients (1,6,10-24). This
indicates that the 2 years subsequent to the completion of
the initial treatment is a critical period during which uterine
cervical cancer patients should be carefully monitored for
symptoms of cardiac metastasis. Dyspnea and chest pain
were frequently reported as chief complaints in patients with

cardiac metastasis (1,6,11-13,16,18,20-23). Electrocardiogram
frequently exhibited low voltages and T-wave abnormalities
in chest leads, which is indicative of myocardial disability
and/or pericardial effusion (10,13,14,17,19,21-23). Echocar-
diography revealed a right ventricular mass in the majority
of cases (1,6,10-12,14,16-18,20-24). In the present case, it was
not obvious to suspect cardiac metastasis from the complaints
of epigastric discomfort and general malaise exhibited by the
patient. Electrocardiogram revealed low-voltage amplitudes
and T-wave inversion in chest leads, and echocardiograpy
detected a mass in the right ventricle, which enabled to reach
a diagnosis of cardiac metastasis. However, based on the
current case and previous cases reported in the literature, no
particular characteristics of solitary metastasis to the heart
could be identified. Recent translational research indicates
that molecules such as matrix metalloproteinase (MMP)-2
and MMP-9, and molecules associated with epithelial-mesen-
chymal transition such as Snail and vimentin, participate in
cancer metastasis (25-28), which may be further elucidated
via immunohistochemical analysis of these proteins. Taken
together, the current case and the previous cases reported in
the literature suggest that: i) Cardiac metastasis should be
included in the differential diagnosis of patients with a history
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of uterine cervical cancer (particularly if diagnosed within the
previous 2 years) who present with nonspecific complaints
such as epigastric discomfort and general malaise; and ii) elec-
trocardiogram and echocardiography are convenient and
effective modalities for the diagnosis of cardiac metastasis.

The treatment strategy for cardiac metastasis of uterine
cervical cancer has not been standardized to date, which is
probably due to the extremely low incidence and the unfavor-
able prognosis of this disease (1). A review of the relevant
literature suggests that the efficacy of aggressive treatment is
controversial (1,6,10-24). Several reports suggest that aggres-
sive treatment may prolong the patients' survival time (6,18).
For example, Byun et al (6) reported that a 32-year-old woman
who underwent an open excision of an intracardiac tumor,
followed by chemotherapy using carboplatin and paclitaxel,
survived for 13 months after the diagnosis of cardiac metas-
tasis. Lemus et al (18) reported that a 49-year-old woman who
received 60 Gy of radiotherapy for an intracardiac tumor,
combined with concurrent administration of 5-fluorouracil and
cisplatin, survived for 7 months after the diagnosis of cardiac
metastasis. By contrast, there are also reports indicating that
aggressive treatment of cardiac metastasis does not always
prolong the survival time of patients (Fig. 3) (1,18,19). In
several cases, intense concurrent chemoradiotherapy resulted
in a survival time of only 3 months (1,18,19). Thus, aggressive
treatment to cardiac metastasis may not prolong the survival
time when the patient develops systemic metastasis, although
aggressive treatment could be beneficial if the cardiac metas-
tasis is solitary (1,6,18,19). Recent advances in diagnostic
modalities, such as CT and PET, and their widespread use may
increase the diagnostic yield of antemortem cardiac metas-
tases, which may be controlled by aggressive treatment. In
the present case, aggressive treatment such as surgery, radio-
therapy or chemotherapy could not be performed due to the
patient's unstable hemodynamic status and DIC. Therefore, the
treatment strategy for cardiac metastasis of uterine cervical
cancer should be carefully considered on a case-by-case basis.

In summary, the current case and the review of the literature
conducted in the present study indicate that cardiac metastasis
should be included in the differential diagnosis of patients
with nonspecific complaints such as epigastric discomfort
and general malaise, particularly if the patient has a previous
history of uterine cervical cancer. In such cases, electrocardio-
gram and echocardiography may be convenient and effective
modalities for the diagnosis of cardiac metastasis.
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