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Abstract
Multimodality therapies have improved the survival after tumors like Ewing’s sarcoma and breast cancer. However,
cardiotoxicity following chemotherapy remains an important concern. We report a case series of four patients who presented
to our heart teamwith severe dilated cardiomyopathy along with biventricular involvement. Two of the patients were females and
had breast cancer for which they were treated with trastuzumab and had developed chemotherapy induced cardiomyopathy
(CCMP). The other two patients were males who had Ewing’s sarcoma who developed CCMP following treatment with
doxorubicin.
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Introduction

With the dawn of newer cancer chemotherapeutic agents, sur-
vival of cancer patients has improved significantly. The in-
creased survival comes at the cost of increased acute and late
side effects of the cancer therapy, the cardiac side effects of
which is increasingly being recognized—giving rise to a new
branch of “Cardio-Oncology” [1]. A significant number of anti-
cancer drugs are known to cause cardiotoxicity particularly
anthracyclines, trastuzumab, tyrosine kinase inhibitors, and
fluoropyrimidines. Among these anti-cancer agents which are
responsible for cardiotoxicity, anthracyclines have been partic-
ularly documented to cause end-stage heart failure [1]. The
prevalence of end-stage heart failure due to chemotherapy-
induced cardiomyopathy (CCMP) is between 3 and 8% causing

[2] significant morbidity and mortality [3, 4]. Defining features
of CCMP includes development of symptoms of heart failure
(HF), overt ventricular dysfunction, and a reduction in ejection
fraction (EF) (a reduction in EF of > 15% from baseline or >
10% reduction in EF at any point of time if the EF < 50%) on
cardiac imaging. These features are found to be present in 5–
65% of CCMP patients. Here we report a case series of four
clinical vignettes of CCMP with advanced heart failure who
received cardiac transplantation. In our study, the presence of
active malignancy was diligently excluded using positron emis-
sion tomography/computed tomography scan (PET/CT scan)
and biopsy of any suspicion area preoperatively in all patients
[5, 6]. The decision to transplant was taken by the heart trans-
plant and oncology team. All patients received standard preop-
erative evaluation including microbiological culture tests and
serological tests for hepatitis B virus, hepatitis C virus, cyto-
megalovirus, and human immunodeficiency virus (HIV). The
immunosuppression protocol intraoperatively, postoperatively,
and during follow-up was not different from other transplant
patients. For induction immunosuppression, injection
basiliximab 20 mg over 45-min infusion was given along with
injection methylprednisolone. In maintenance regime, we gave
mycophenolate mofetil, tacrolimus, injection methylpredniso-
lone, and oral prednisone in tapering dose. Blood level of ta-
crolimus was maintained at 10–15 mg/ml for the first 6 months
and around 6 mg/ml thereafter. Donor heart harvesting was
done using histidine-tryptophan-glutarate (HTK) Custodiol
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cardioplegia solution. The cold ischemic time varied between 3
and 5 h and transplantation was done using bicaval transplan-
tation technique (BC) in all the cases. The intra-operative and
early postoperative period was uneventful in all the patients.
The first endomyocardial biopsy was done before discharge
and subsequent biopsies were done yearly or whenever there
was suspicion of rejection.

Cases with Ewing’s sarcoma (clinical vignette − 1 and 2)

Clinical vignette − 1

A 19-year-old male with no previous cardiac history presented
with dyspnea on exertion which had worsened from New
YorkHeart Association classification (NYHA) class II to class
IV over 1 month prior to presentation. He also complained of
new-onset palpitations for 3 months prior to the presentation.
Patient was known to have Ewing’s sarcoma involving the left
scapula 3 years back for which he received 16 cycles of che-
motherapy (doxorubicin 90 mg/m2 with ifosfamide 10 g/m2

every 3 weeks with a maximum of 375 mg/m2 cumulative
dose of doxorubicin) along with surgical removal of the sar-
comatous lesion. Enlarged cardiac silhouette was seen on
chest X-ray. Electrocardiogram (ECG) showed signs of left
ventricular hypertrophy and anterolateral “t” wave inversion.
Cardiac marker B-type natriuretic peptide (BNP) was
5390 pg/ml (highly increased) showing left ventricular
dysfunction.

Cardiovascular imaging showed dilated left ventricle with
wall thinning as depicted in Fig. 1. Diffuse global hypokinesia
involving left ventricle was significant. Left ventricular ejec-
tion fraction was 22%. He was diagnosed with dilated cardio-
myopathy. Patient could not be managed with medical treat-
ment. Patient was advised heart transplantation. The standard
protocol for preoperative evaluation was followed and PET-
CT carried out to rule out malignancy.

Clinical vignette − 2

A 35-year-old male, known case of localized Ewing’s sarco-
ma of lower extremity, had undergone doxorubicin-based che-
motherapy. He received doxorubicin 90mg/m2 doxorubicin
as a continuous infusion with a cumulative dose of approxi-
mately 400mg/m2 and 10 g/m2 ifosfamide for up to 6 cycles.
Four years later, the patient developed symptoms of dilated
cardiomyopathy with biventr icular dysfunct ion.
Cardiotoxicity was assessed by echocardiogram and elevated
serum brain natriuretic peptide and troponin levels. Patient
could be managed medically for 6 months but gradually the
symptoms worsened. After obtaining negative PET scan, he
was stabilized and heart transplantation was performed. He
underwent successful heart transplantation and is doing well
at 2 years post cardiac transplantation.

Cases with breast carcinoma (clinical vignette − 3 and 4)

Clinical vignette − 3

A 58-year-old woman, a known case of right-sided stage II-A
breast carcinoma, underwent mastectomy after receiving neo-
adjuvant chemotherapy. She had no past history of cardiovas-
cular morbidity, smoking, or hypertension. She was found to
have overexpressed human epidermal growth factor-2 recep-
tor (HER-2 or HER-2/neu receptors), and hence started on
paclitaxel l80 mg/m2 with trastuzumab (4 mg/kg IV over
90 min then 2 mg/kg over 30 min) weekly. After 1 year, she
developed shortness of breath which progressed to severe car-
diomyopathy over a 2-year period. She was managed with
supportive pharmacological treatment for a period of nearly
6 years but when her left ventricular ejection fraction became
less than 25% with intolerant exertion, she was referred to our
heart team for cardiac transplantation. She underwent success-
ful heart transplantation and she is doing well now 3 years post
heart transplant surgery.

Clinical vignette − 4

A 51-year-old lady, presented with right-sided stage III breast
cancer, underwent radical mastectomy after receiving neoad-
juvant chemotherapy with cyclophosphamide, epirubicin, and
5-fluorouracil. Immunohistochemistry revealed tumor 3+ve

Fig. 1 Cardiac imaging showing thinned and dilated left ventricle with
spontaneous echo contrast suggesting very poor ventricular function
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for HER-2/neu receptor. She was given 14 cycles of paclitaxel
and radiotherapy for metastatic breast carcinoma of grade
pT2N1M0. After confirming normal cardiac evaluation on
2D echocardiogram, she was started on trastuzumab in stan-
dard doses (8 mg/kg over 90 min at first cycle followed by
4 mg/kg over 30 min in next cycles). Her quality of life was
good for the first 3 months but deteriorated rapidly after that.
She could tolerate only 12 cycles of trastuzumab and present-
ed with severe dyspnea and palpitation. Her left ventricle was
dilated along with global hypokinesia and left ventricular ejec-
tion fraction of 20% on two-dimensional echocardiogram (2D
echo). On this basis, a diagnosis of dilated cardiomyopathy
was made which was confirmed by CT thorax. She could not
be maintained on pharmacological treatment of tablets carve-
dilol 6.25 mg, enalapril 2.5 mg, and combination of
frusemide–spironolactone (20/50mg). Her PET scanwas neg-
ative, so she was referred to us for receiving cardiac transplan-
tation. After 1 year of transplantation, the patient hemodynam-
ically deteriorated and liver metastasis developed. We follow-
ed the same immunosuppression regime but she could not
respond. She unfortunately died after 1 year. In this case,
particularly implantation of ventricular assist device was not
practically possible due to its high cost.

Discussion

Multimodality therapies have improved the survival after tu-
mors like Ewing’s sarcoma and breast cancer. However,
cardiotoxicity following chemotherapy remains an important
concern [7, 8].

Pathogenesis of CCMP and strategies to mitigate the
cardiotoxic effects of chemotherapeutic drugs

Dilated cardiomyopathy (DCM) is characterized by dilation of
the ventricle and reduced performance of myocardium [9].
The extent of remodeling of heart correlates with the severity
of heart failure clinically in dilated cardiomyopathy patients
[10].

We have presented a case series of four patients in this
article. Two male patients of Ewing’s sarcoma developed di-
lated cardiomyopathy after treatment with anthracycline.

Anthracyclines causes irreversible cardiomyopathy by gen-
eration of free radicals which is related to total dose of the
drug. Oliveira et al. reported that this irreversible damage is
characterized by decrease in cardiomyocyte density and myo-
fibrillar dropout with vacuolization of sarcoplasm [1, 2].
Cardiomyopathy is the most important long-term toxicity of
anthracyclines. In the case of anthracycline therapy, cardiac
dysfunction is classically related in an exponentially dose-
dependent manner. Moreover, the incidence of heart failure
(HF) and left ventricular systolic dysfunction (LVSD)

increases as time progresses after treatment and ranges from
1 to 16% [5, 11]. Moreover, it has been illustrated recently in a
study that in mammalian cardiomyocytes, doxorubicin-
induced cardiotoxicity may be mediated by topoisomerase-
IIβ [12]. Other theories suggested that cardiotoxicity is facil-
itated by release of vasoactive amines, impairment of mito-
chondrial membrane binding, and assembly and creatine ki-
nase activity, whereas decreased production of adenosine tri-
phosphate, increased formation of toxic metabolites, inhibi-
tion of nucleic acid, and protein synthesis are also defined to
cause cardiotoxicity [13, 14]. The total cumulative dose of
anthracyclines is the most predictive measure of the develop-
ment of cardiotoxicity [15].

The other two female patients of breast cancer mentioned
in our study developed cardiotoxicity after treatment with
trastuzumab-based chemotherapy. HER2/neu epidermal
growth factor receptor is overexpressed in about 15–20% of
breast tumors. Trastuzumab is a humanized monoclonal anti-
body which acts by blocking these receptors and hence it is
used in the treatment of HER2/neu receptor–positive breast
cancer [16].

However, it has been documented that combination of
trastuzumab and anthracyclines resulted in cardiac dysfunc-
tions and heart failures in up to 27% of HER2-positive meta-
static breast cancer patients compared with less than 7% in
anthracyclines-only group [17].

Pretransplant malignancy and heart transplantation

Ewing’s sarcoma affects children between 10 and 20 years of
age commonly, and with current multimodality therapy, the 5-
year survival is 70% and long-term survival is 50%.
Chemokine receptors can be used as prognostic markers, with
low level of expression of C-X-C chemokine receptor type 4
(CXCR-4) and SRY-related HMG box–containing transcrip-
tion factor-2 (SOX2) receptors associated with 5-year survival
of > 90% and high level of expression with < 30% survival.

Breast cancer is the most common malignancy affecting
women of all age groups, with 5-year survival depending on
the stage, and tumor biology can vary between 80 and 90%.
The use of anthracyclines, radiotherapy, and trastuzumab for
HER2 receptor–positive patients has incremental risk of
cardiotoxicity [18].

Incidence of cardiotoxicity caused by doxorubicin and
trastuzumab has been depicted in Table 1 [19–24]. Some other
drugs also cause cardiotoxicity but the incidence is low.

It has been recommended for all cancer survivors who are
exposed to cardiotoxic therapies to monitor their cardiac func-
tion for early diagnosis of cardiac toxicity. More sophisticated
techniques like tissue velocity and strain imaging by echocar-
diography, and delayed contrast enhancement by cardiac mag-
netic resonance imaging (CMRI), might be useful in detection
of subclinical cardiotoxicity [25, 26].

Indian J Thorac Cardiovasc Surg



Cardiac troponins and brain natriuretic peptides are impor-
tant biomarkers to assess the development of left ventricular
dysfunction due to chemotherapy [27–29].

Due to lack of ionizing radiation, echocardiography is pre-
ferred as screening and monitoring modality among pediatric
patients [30, 31]. A recent study reported sensitivity of
multigated acquisition (MUGA) as 90% and its specificity
was found to be 72%.

Role of PET/CT scan in CCMP patients

Positron emission tomography uses 18 fluorodeoxyglucose
(FDG) to identify areas of uptake. Malignant cells have in-
creased glucose transporter −1(GLUT1) and glucose transport-
er −3(GLUT 3) which takes up the radioactive tracer. This
accumulates in the tumor cells as 18 FDG phosphate which
cannot be metabolized further. The positron released by the
tracer is detected by lutetium-based sensors. This in combina-
tion with computerized tomography can give anatomical detail
with spatial resolution of 4–5mm. The sensitivity and specific-
ity of PET/CT for detecting residual or active malignancy is up
to the tune of 90% while the negative predictive value is 75%.
These facts have to be borne in mind when we transplant on the
basis of negative PET/CT scans and why recurrences and re-
lapses can occur in spite of negative scans. However, these are
the best modalities to ensure if the tumor is in remission and to
detect any early relapse and response to treatment [30–32].

Interestingly, PET/CT can also be used to monitor heart
transplant rejection, and its ability to detect relapse of malignan-
cy might increase its use as a surveillance tool post transplant in
CCMP patients [32].We could find increased BNP among our
patients. Moreover, B-type natriuretic peptides, and brain natri-
uretic peptide/N-terminal pro-brain natriuretic peptide (BNP and
NTproBNP), have also been acknowledged to play an important
role in predicting LVSD among cancer survivors [2, 33].

Medical therapies for prevention and treatment of
CCMP

Interaction of doxorubicin with iron significantly increases the
production of free radicals.

Superoxide dismutase and catalase are enzymatic defenses
which protects against the toxicity of anthracyclines.
Exogenous antioxidants like alpha-tocopherol or an iron che-
lator dexrazoxane thus help in augmenting these enzymatic
defenses.

Bosch et al. documented that use of cardioselective beta
blocker with angiotensin-converting enzyme inhibitor
(OVERCOME Trial) may result in improving the left ventric-
ular functions. Another study added the role of beta blocker
with angiotensin-converting enzyme inhibitor with angioten-
sin receptor blocker (PRADA Trial) in improvement of cardi-
ac functions. The role of 3-hydroxy-3-methyl-glutaryl CoA
reductase inhibitors (statins) was also studied in improving
CCMP [34].

An early involvement by a cardiologist, carefully monitor-
ing the cardiac status by strain imaging, and preventive insti-
tution of beta blockers, angiotensin-converting enzyme inhib-
itors, and statins can help mitigate if not eliminate the
cardiotoxic side effects of cancer chemotherapeutic agents.

Treatment of end-stage CCMP

Among anthracycline-induced cardiomyopathy patients, 2–
4% of patients might progress to end-stage heart failure.
These patients require advanced therapies such as inotropic
support, orthotopic heart transplantation (OHT), or left ven-
tricular assist device (LVAD) [2]. Increased level of immuno-
suppression is required in heart transplantation which results
in post-OHTmalignancy. Thus, potential risk of relapse of the
primary malignancy is greater in OHT in survivors of cancer
than any other solid organ transplant [3, 35].

Despite higher rates of post-transplant malignancies, the
overall survival of patients was satisfactory [3, 35].

Nonetheless, when all other existing traditional therapies
for the treatment of end-stage heart failure get exhausted, me-
chanical circulatory support devices (MCS) come in role.
LVAD may be the only option in some of these cases.
LVAD can be used as a bridge to transplantation or as desti-
nation therapy in CCMP patients [2, 36, 37].

As reported in a study, right ventricular assist device
(RVAD) was required either concomitantly or following

Table 1 Incidence of
cardiotoxicity caused by
doxorubicin and trastuzumab

Class of drug Chemotherapeutic agents
causing cardiac toxicity

Incidence of heart
failure (%)

Anthracyclines Doxorubicin in cumulative
dose of

400 mg/m2 3

550 mg/m2 7

700 mg/m2 18

Humanized monoclonal antibody against human
epidermal growth factor receptor(HER-2)

Trastuzumab 27
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LVAD implantation among a statistically significant propor-
tion of CCMP patients.

The cause for RVAD requirement is the demonstration of
biventricular nature of anthracycline-mediated cardiomyopa-
thy as documented in cardiac imaging studies [38].

Higher incidence of pulmonary emboli in patients with
cancer can also contribute to right ventricular dysfunction. In
contradiction to this, Oliveira et al. reported comparable pul-
monary vascular resistance preceding MCS implantation
among the CCMP group and the non-ischemic/ischemic car-
diomyopathy (NICMP/ICMP) groups [1, 2].

Moreover, this is a matter of great concern that requirement
of RVAD after LVAD implantation might be a plausible
cause of consequential escalation in morbidity and mortality.

Though patients with CCMP have higher incidence of re-
currence of malignancy and higher need for RVAD after
LVAD implantation, the overall survival of these patients post
OHT/LVAD is similar to patients with isolated dilated cardio-
myopathy [38].

It has been reported that in any large heart failure clinic, 3%
of advanced heart failure patients have CCMP. In those with
non-ischemic cardiomyopathy, up to 8% have CCMP. LVAD
is an option for those with CCMP with advanced age and
comorbidities where it can be used as destination therapy. It
can also be used for those in remission and with rapidly wors-
ening cardiac status as bridge to decision and bridge to trans-
plant, the advantage in this setting being the absence of im-
munosuppression and the absence of waiting time for a donor
heart, and the disadvantage being the cost of LVAD and the
high incidence of post LVAD, right ventricular failure in this
group (up to 40%) as CCMP affects both the ventricles equal-
ly [2, 39].

The young age of patients, evidence of remission by neg-
ative PET scan, lack of serious comorbidities, and cost factor
made us prefer OHT as management option. Other than cost,
the significant incidence of right ventricular dysfunction post-
LVAD insertion with its attendant morbidity and mortality
made us prefer OHT over LVAD.

Why is transplantation justified in the presence of
previous malignancy?

The decision to offer transplantation is not easy and needs to
be done in close consultation with the oncologist, the family,
and the cardiologist. While transplantation in patients with
treated malignancy carries a risk of recurrence, it is difficult
not to offer them a therapeutic option in the presence of severe
symptoms. This is further justified when the patients are found
to be in remission on a PET scan. The waiting period has to be
decided in consultation with the oncologist, based on tumor
biology and the rapidity of clinical worsening of the patient
and not on an arbitrary period of remission.

Studies uniformly show transplantation outcomes similar
to those with dilated cardiomyopathy in these subset of pa-
tients with CCMP. The patients in remission cannot be con-
sidered cured of cancer; at best, they can be certified as no
evidence of disease (NED) and there is always a risk of re-
lapse. This has to be explained and understood before offering
transplantation as what happened in one of our cases.

Follow-up after transplant in CCMP patients

Ascribable to its soaring spatial and temporal resolution and
immense diagnostic sensitivity and accuracy, PET scan is the
gold standard technique to assess myocardial glucose metab-
olism and perfusion [39–41].

In our study, one of the four patients developed recurrent
metastatic breast cancer and died 1 year after transplantation,
despite having a negative PET scan. Furthermore, it is advocated
in recent studies that newer hybrid PET/CT scanners have in-
creased the interest in using diverse PET tracers to evaluate skel-
etal disease including [18F]fluoride (NaF) as a bone-specific
tracer and [18F]fluorodeoxyglucose and [18F]choline as tumor-
specific tracers [41, 42]. Judicious use of these newer imaging
techniques is the need of the hour in restaging and treatment
response of assessment of the malignancy. However, there is
insufficient data regarding outcomes of heart transplantation post
CCMP.

Tacrolimus is the preferred immunosuppressive agent used
post-heart transplant, but does not have tumor-suppressive
properties. Everolimus has the theoretical advantage of acting
both as immunosuppressant and anti-tumor agent. Its role as
an alternative immunosuppressant (after 4–6 weeks) and in
reducing chronic allograft vasculopathy is proven [43].
Further studies are required to establish its role as the preferred
immunosuppressive/anticancer drug for patients undergoing
heart transplant for CCMP.

Conclusion

Early detection of subclinical cardiotoxicity and timely in-
tervention might be helpful in better long-term prognosis.
Inter-specialty collaboration may result in better care of
cancer survivors. We suggest that OHT can be offered to
chemotherapy-induced cardiomyopathy even within five
years of its occurrence provided that the PET scan is nega-
tive for better survival of the patient and depending upon
the tumor biology, grade of the tumor, and heart condition
of the patient. The decision for transplantation is not easy
and has to be made in close consultation with oncologist
and family, understanding the risk of recurrence. Finally,
the treating surgeon has to be convinced that the progres-
sion of heart failure is more likely to be fatal than the risk of
recurrence before embarking on this major step. The
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availability of more affordable and durable MCS would
help simplify some of the difficult decision-making chal-
lenges posed by these increasing subset of heart failure
patients.
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