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Abstract
The number of breast cancer (BC) survivors has been increasing lately, due to the improvement in early detection strategies and
oncological treatments. However, BC survivors are 3 times as likely to develop heart failure (HF) within 5 years of cancer
diagnosis, and 7/100 of them will develop HF in a median follow-up of 8.5 years. Furthermore, HF in BC survivors has a worse
prognosis compared to other causes of HF. Anthracyclines and trastuzumab have been proven to improve survival. However,
they are also considered as the main causative factors of HF in BC survivors. Old patients, those with a pre-existing cardiovas-
cular (CV) risk factors/disease, prior exposure to chemotherapy and radiotherapy are at increased risk. Serial evaluation of
troponins and cardiac imaging parameters using echocardiography and cardiovascular magnetic resonance can significantly
contribute to the early diagnosis of cardiac involvement before overt HF will develop. Assessment and immediate treatment
of traditional CV risk factors is the first step for cardiotoxicity prevention. In BC survivors with known heart disease, the clinical
stabilization is strongly recommended for cardiotoxicity prevention. Finally, in high-risk CV patients, primary prevention
including cardioprotectants and/or CV drugs should be applied. According to recent studies, the early start of ACE inhibitors
and β-blockers and the modification of anti-cancer treatment can prevent the decline in left ventricular ejection fraction.
However, further multicenter studies are needed to establish both prevention and treatment protocols to successfully overcome
HF development in BC survivors.
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Introduction

In Greek mythology, Sisyphus, the mythical king of the city of
Corinth, was the craftiest and most cunning of all mortals and
ruled his city with an iron fist. Of his numerous awe-inspiring
deeds, he most notably even managed to cheat the coming of
death. However, his self-aggrandizing drew the ire of the gods

of Olympus and especially their king, Zeus. For his hubris in
believing himself clever than Zeus, Sisyphus was condemned
to ceaselessly roll a boulder up the slope of a steep hill. The
boulder, however, was enchanted by Zeus to slip Sisyphus’s
grasp just before reaching the top, thus consigning him to an
eternity of fruitless effort; for no punishment more dreadful for
a living person could be conceived, than futile and Babsurd^
labor without any hope of reward or escape.

Doctors nowadays find themselves in a very similar posi-
tion to the mythical figure of Sisyphus. They fathom them-
selves similarly endowed with intelligence and cunning (and
an entire arsenal of diagnostic tests and interventions), often-
times coming head to head with death, which they sometimes
manage to cheat. They share a fate equally as absurd however.
In spite of their ingenuity, they, like Sisyphus, inevitably re-
main pawns to the whims of the gods, like leaves swept away
by the blowing wind, powerless yet rebellious against the
inevitable end, with clear knowledge of their cruel destiny.
Regardless of the strenuousness of their effort, the wit of their
ideas, and the dedication to their convictions, the boulder will
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eventually slip their grasp, yet again reaffirming the futility
that defines the purpose of their profession.

The field of oncology is no exception to this unfortunate
realization. The number of breast cancer (BC) survivors has
steadily been following an increasing trend in recent years, as
a consequence of improved early detection strategies and in-
novations in pharmacologic treatments. However, this comes
at the cost of a higher incidence of cardiovascular disease
(CVD) and heart failure (HF) as well as increased associated
mortality [1]. Cardio-oncology has emerged as a co-operative
endeavor between oncologists and cardiologists aiming to im-
prove the early identification, treatment, and follow-up of can-
cer patients with cardiotoxicity and is in a position to provide
the basis for dealing with this manifestation of the Bmyth of
Sisyphus.^ Increasing understanding behind the pathophysi-
ology of cardiotoxicity due to cancer therapeutics, also re-
ferred to as cancer therapeutics–related cardiac dysfunction
(CTRCD), has permitted its categorization into two distinct
groups; type I CTRCD which is characterized by irreversible
myocardial damage and type II CTRCD which is character-
ized by reversible myocardial dysfunction.

Anthracyclines are the prototypical agents causing type I
CTRCD [2]. The irreversibility of myocardial damage is sup-
ported by the typical histopathological evidence of structural
abnormalities in the myocardium, such as myofibril loss, dis-
tention of the sarcoplasmic reticulum, and vacuolization of the
cytoplasm [2]. It is also dose-dependent and the incidence of
HF after its use is as high as 5% at a cumulative dose of
400 mg/m2, rising to 16% at a dose of 500 mg/m2, 26% at a
dose of 550 mg/m2, and 48% at a dose of 700 mg/m2. It
confers a poor prognosis, compared with other forms of car-
diomyopathy, such as ischemic or dilated cardiomyopathy,
with a 5-year survival rate reported to be < 50% [2]. It may
be either acute, occurring during or within the first days of
administration of anthracyclines, or chronic, becoming evi-
dent usually within the first 30 days after the last dose, but
not uncommonly also a number of years after the end of treat-
ment [3]. CTRCD-associated cardiomyopathies have also
been implemented in the MOGE(S) classification of cardio-
myopathies [4].

Trastuzumab is a monoclonal antibody that binds to the
extracellular domain of the human epidermal growth factor
receptor II (HER2) and is a prime example of a causative
agent of Type II CTRCD [4]. Type II CTRCD is not accom-
panied by structural myocardial changes as it occurs in isola-
tion. However, significant concern arises from the additive
cardiotoxic effect of concomitant or sequential use of Type
II CTRCD causative agents in patients with Type I CTRCD
[2, 3]. Discontinuation of trastuzumab due to CTRCD has
been reported to range from 2.1 to 18.9% [3].

The exact cause of cardiotoxicity after radiotherapy for
breast cancer is not clear [5]. Experimental evidence suggests
indirect harmful effects of microvascular and macrovascular

damage on the myocytes. Radiotherapy leads to an acute in-
flammation within the heart blood capillaries and to continu-
ous inflammatory processes, resulting in endothelial cell pro-
liferation and formation of fibrin thrombi with obstruction of
the myocardial capillary lumen leading to ischemia, myocar-
dial cell death, and fibrosis. Furthermore, radiation induces an
inflammatory process in the coronary arteries leading to ac-
celerated atherosclerosis [5].

The cardio-oncological approach in breast
cancer survivors

A number of position papers on the appropriate approach to
CTRCD have been published [6–11]. According to these, the
management of CTRCD should focus on the following key
points:

1) risk stratification,
2) prevention (primary or secondary),
3) early diagnosis,
4) early start of cardiac treatment,
5) balance between oncologic treatment and cardiovascular

(CV) safety, and
6) identification of those patients who will benefit from clos-

er surveillance and/or early treatment.

Baseline risk stratification

BC survivors are perhaps the most relevant patient group for
cardio-oncology as their condition is highly prevalent and
they usually have excellent survival. Patient evaluation starts
with a baseline estimation of a priori CTRCD risk. Current use
of anthracyclines and trastuzumab is associated with the
highest rates of CTRCD. Older patients, those with pre-
existing CV risk factors/disease and those with prior exposure
to chemotherapy (CT) and radiotherapy (RT), are also at in-
creased risk for CTRCD [8]. Assessment and immediate treat-
ment of traditional CV risk factors is the first step of
cardiotoxicity prevention [12, 13].

Follow-up and the role of troponins

Cardiac troponins T/I (cTnT/cTnI) are the biomarkers of
choice for the detection of damage to cardiomyocytes, and
available evidence suggests that they may potentially detect
CTRCD at a pre-clinical stage [14–17]. A study investigating
the role of troponins in the early detection of CTRCD included
211 BC patients with poor-prognosis disease, scheduled for
high-dose CT [18]. In this population, plasma cTnI was
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measured immediately before and 3 days after each CT dose.
In patients with elevated cTnI, left ventricular ejection fraction
(LVEF) was significantly reduced after the first month of treat-
ment and worsened even further during the follow-up period,
which was not the case in patients with non-elevated cTnI. In
another study, TnI was measured 3 days after CT (early eval-
uation) and after 1 month (late evaluation) [19], and the great-
er magnitude of LVEF reduction and cardiac event rate was
observed in BC survivors with persistent troponin positivity at
both time points. Finally, in a cohort of 251 BC survivors
treated with trastuzumab, 14% had elevated cTnI levels, most
frequently immediately after the first administration (45%).
Notably, those with elevated cTnI developed LV dysfunction
more frequently compared to those with non-elevated cTnI
(62% vs. 5%; p < 0.001) and were less likely to recover from
cardiac dysfunction, despite optimal HF treatment [20]. More
recent high-sensitivity troponin assays have a significantly
lower limit of minimum detection compared to older assays,
which allows them to detect even very small elevations in
cTnT/cTnI levels [21].

The role of cardiac imaging in the evaluation
of CTRCD

Current practice guidelines recommend repeated echocardio-
graphic assessment of LVEF for the detection of CTRCD in
BC patients. However, these and other recommendations re-
main incompletely defined. Notably, the frequency of the
echocardiographic evaluation is not specified. Additionally,
even if more clearly defined recommendations are instituted,
the use of symptomatic decreases of LVEF as indicators of
CTRCD, despite their definite clinical importance, remains
suboptimal, as their appearance usually indicates more ad-
vanced disease states and heralds worse prognosis [22, 23].
Characteristically, a recent prospective study of a large (n =
2625), unselected cohort of patients treated with
anthracyclines (51% BC patients) showed that close monitor-
ing of LVEF after the end of CT enabled almost all CTRCD
cases to be identified during the first 12 months of follow-up
[24]. The study also showed that initiation of treatment with
ACE inhibitors (enalapril) and beta-blockers (carvedilol or
bisoprolol) led to relative normalization of heart function in
most cases (82%). Nevertheless, only 13% of patients who
showed normalized LVEF had attained the same or higher
LVEF value as before CT. These data suggest that diagnostic
approaches employing LVEF in isolation might not be sensi-
tive enough to identify CTRCD at an early enough stage,
which in turn limits the possibility and/or effectiveness of
medical intervention. This is due to the fact that LVEF chang-
es can be observed only after cardiac function deteriorates
beyond a critical point after which initial compensatory mech-
anisms are overwhelmed. Furthermore, subsequent

normalization of LVEF cannot preclude the possibility of later
cardiac dysfunction [23].

CTRCD is a potentially permanent pathologic process
starting with myocardial injury and progressively leading to
LVEF decline and finally to symptomatic HF. Taking the
aforementioned limitations of LVEF into account, the diag-
nostic approach to CTRCD should be broadened to include
serial measurements of biochemical indicators of myocardial
injury (hs-cTnT/hs-cTnI) and serial evaluation with cardiac
imaging modalities evaluating parameters beyond systolic
function [7]. The main cardiovascular imaging modalities cur-
rently employed are the following.

Two-dimensional transthoracic
echocardiography

Two-dimensional transthoracic echocardiography (2D TTE)
remains the cornerstone of cardiac imaging, due to its wide
availability, portability, low cost, lack of exposure to ionizing
radiation and high levels of familiarity, and expertise among
cardiologists. Additionally, newer and more robust echocar-
diographic techniques have become part of clinical routine
and have been incorporated in cardio-oncologic recommenda-
tions [25]. However, there is a widespread preoccupation with
the determination of the exact significance of LVEF changes
and how these should guide modifications in therapeutic reg-
imens [25]. Recently, a decrease in LVEF of > 10% to a value
< 53%, confirmed by repeated echocardiographic evaluation,
has been proposed for the diagnosis of chemotherapy-induced
CTRCD [25].

Three-dimensional transthoracic
echocardiography

The superiority of three-dimensional transthoracic echocardi-
ography (3D TTE) over 2D TTE in the calculation of LVEF
has been demonstrated in various studies [26]. Compared with
2D TTE, 3D TTE has significantly more agreement with car-
diovascular magnetic resonance (CMR), which is the modal-
ity of choice for accurate systolic function and ventricular
volumetric assessment [26]. This is due to the lack of assump-
tions about LV geometry, which may be inaccurate in
asymmetric/remodeled ventricles [27]. Additionally, apical
foreshortening artifacts are also eliminated via the use of com-
plex multiarray transducers, which also contributes to the ef-
fectiveness of 3D TTE. Furthermore, a recent study demon-
strated that LVEF, as assessed by 3D TTE, has significantly
better reproducibility than that assessed by 2D TTE [27] and
should therefore be determined using 3D TTE wherever pos-
sible. However, despite the better correlation with CMR mea-
surements, 3DTTE still underestimates LV volumes and has
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lower reproducibility than CMR, possibly due to lower spatial
resolution [28]. A meta-analysis comparing LV volume and
LVEF measurements between 3D TTE and CMR similarly
concluded that 3D TTE is superior to 2DE TTE in volumetric
assessment of the LV, with a lower inter- and intra-observer
variability in LVEF calculations. However, it confirmed that
3D TTE still underestimates LV volumes compared to CMR,
especially in patients with suboptimal acoustic window and
LV remodeling [28]. These limitations combined with the
need for high-quality apical grayscale images not available
in BC patients post oncological surgery or breast reconstruc-
tion [29] and the fact that LVEF calculation is more time-
consuming with 3D TTE than with 2D TTE discourage its
routine implementation in the evaluation of BC patients.

The role of tissue Doppler imaging and myocardial
tissue deformation indices

Myocardial tissue deformation indices such as strain,
strain rate, and left ventricular torsion have been evaluat-
ed as early markers of myocardial dysfunction in several
clinical scenarios. Tissue Doppler imaging (TDI) mea-
sures regional myocardial velocities and can estimate re-
gional myocardial deformation and deformation rate
through the measurement of strain rate and strain [30].
Several studies have reported early alterations in TDI-
der ived s t ra in and st ra in ra te measurements in
chemotherapy-treated patients [30]. However, TDI carries
several limitations such as angle-dependency and only
allows for evaluation of longitudinal deformation, where-
as the radial and circumferential function measurements
are feasible only in specific myocardial segments [31].
The limitations of TDI led to the use of two-dimensional
speckle tracking echocardiography (2D STE) for the eval-
uation of myocardial deformation, since this new tech-
nique is angle-independent and allows for quantification
of strain and strain rate in any direction within the imag-
ing plane [32].

Two-dimensional speckle tracking echocardiography

2D STE is based on tracking the motion of small bright
spots in the myocardium (speckles) on the grayscale im-
age as they move during the cardiac cycle. Myocardial
deformation quantification is based on the calculation of
the distance between two speckles over the cardiac cycle.
It is angle independent and allows measurement of strain/
strain rate values in all myocardial segments in the longi-
tudinal, radial, and circumferential direction, using two-
dimensional grayscale apical and parasternal short axis
images. Moreover, compared to TDI, it enables easier data
acquisition and offline analysis [31, 32]. Therefore, it has
recently been introduced in clinical practice for the quan-
tification of myocardial deformation (Figs. 1 and 2).

Global longitudinal strain (GLS) seems to be the most sen-
sitive marker of subclinical myocardial damage. Its use in the
clinical management of BC patients has been extensively eval-
uated with promising results in early diagnosis of subclinical
myocardial dysfunction. Several studies report early alter-
ations in myocardial deformation [33, 34] in patients treated
with anthracyclines and/or trastuzumab. More importantly,
early alterations in GLS have been reported to predict future
deterioration of global LV systolic function [34, 35]. A reduc-
tion of > 15% of GLS has been proposed as an echocardio-
graphic index for defining early CTRCD [36]. Impaired GLS
has also been reported to be a predictor of major adverse
cardiac events (MACE) in a cohort of 158 patients under
treatment with anthracycline, with borderline to low normal
2D LVEF (50–59%) [37]. Rotational deformation impairment
has been also proposed as an early marker of LV dysfunction
in BC survivors [38].

Three-dimensional speckle tracking
echocardiography

Although 2D STE seems to have an established role in the
clinical management of BC patients, the evaluation of

Fig. 1 Transthoracic
echocardiography of a 56-year-
old woman with breast cancer.
Apical 4-Chamber view pre-che-
motherapy. a LVEF = 62%, AP
4 L. Strain = − 24.4%. b Bull’s
eye with Global L. Strain = −
24.5%
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myocardial deformation with three-dimensional speckle track-
ing echocardiography (3D STE) has emerged as another
promising technique in this field. Despite its lower temporal
resolution in comparison with 2D STE, initial clinical results
indicate that 3D STE may have important advantages over 2D
STE, allowing a faster and potentially more accurate analysis
of myocardial function, by overcoming the limitations of 2D
STE and by allowing the simultaneous analysis of a signifi-
cantly greater number of myocardial segments in the longitu-
dinal, radial, and circumferential direction since the entire LV
can be analyzed from a single volume of data, obtained from
the apical position [32, 39].However, despite the initial prom-
ising results of 3D STE, further investigation is required to
assess its clinical impact in the management of BC survivors.

Cardiovascular magnetic resonance

Cardiovascular magnetic resonance (CMR) is the ideal imag-
ing modality for the serial evaluation of biventricular volumes
and EF, while also providing the possibility to characterize
myocardial tissues with regard to edema and fibrosis [40]. In
addition, CMR may identify the etiology behind newly dis-
covered abnormal myocardial mass, pericardial disease pro-
cess, and/or valvular abnormality [40]. BC survivors may par-
ticularly benefit from CMR evaluation, because of its high
spatial resolution, reproducibility, and ability to accurately de-
tect even small changes in LVEF that may occur as a result of
CT [41–45]. CMR also permits the evaluation of myocardial
deformation. Recently, Romano et al. [46] demonstrated that
CMR-derived GLS was a strong, independent predictor of all-
cause mortality in those with ischemic and nonischemic car-
diomyopathy after accounting for both LVEF and the presence
of fibrosis in the form of late gadolinium enhancement (LGE).
Furthermore, Jolly et al. [47] showed that GLS worsened in
CT patients from baseline to 3-month follow-up (− 18.8 ±
2.9% vs. − 17.6 ± 3.1%, p = 0.001) [47]. In a prospective
study of 53 BC patients, CMR-derived GLS deteriorated
along with subclinical declines in LVEF within 1–6 months
following the initiation of treatment with low to moderate

doses of an anthracycline [42]. However, at present, CMR
strain measures are not widely used in clinical practice.

Tissue characterization indices convey important diagnos-
tic information. T2 mapping is the earliest marker of
anthracycline-induced cardiotoxicity, as it identifies
intracardiomyocyte edema in the absence of pathologic T1

mapping, extracellular volume fraction (ECV), or LV function
(Fig. 3). The identification of diffuse myocardial edema in the
absence of myocardial fibrosis, represented by pathologic T2

mapping values in isolation, represents acute and reversible
myocardial injury [2], which in turn demonstrates the poten-
tial of this CMR marker for guiding tailored CT [2].
Furthermore, the combination of native T1 and T2 mapping
can be valuable in detecting and monitoring CTRCD, by iden-
tifying either an inflammatory component (elevated native T1
and T2) and/or interstitial fibrosis/remodeling (raised native
T1 but not T2), respectively [48].

Another tissue characterization index with potential diag-
nostic implications in this context is the ECV, which is derived
from T1 mapping measurements before (native) and after the
administration of paramagnetic contrast agent (post-contrast)
and adjusted for the hematocrit value. In a cohort of 42 adult

Fig. 2 Transthoracic
echocardiography of the same
patient 6 months after
chemotherapy with epirubicin,
cyclophosphamide, and
docetaxel. Four chamber view:
the LVEF = 56% remained in the
normal range (C) but with a sig-
nificant decrease of Bull’s eye
with Global L. Strain = − 18.3%
(D)

Fig. 3 STIR T2 of a 55-year-old woman with breast cancer showing
extensive edema 2 months after treatment with anthracycline
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cancer survivors previously treated with anthracyclines (17%
treated for BC) and undergoing CMR for clinical reasons (HF
or atrial fibrillation), over a median of 89 ± 40 months after
anthracycline-based CT, ECV was significantly higher com-
pared with healthy controls (36 ± 3% vs. 28 ± 2%, p < 0.0001)
[49]. More recently, a cross-sectional analysis of patients
3 years after anthracycline-based treatment, newly diagnosed
or untreated cancer patients, and healthy controls, demonstrat-
ed that native T1 mapping and ECV were significantly higher
in previously treated cancer survivors after accounting for
demographics, cardiovascular risk factors, and other markers
of myocardial remodeling (p < 0.01 for all). This study sug-
gests that an elevated ECV is associated with prior
anthracycline chemotherapy [50].

Additionally, the observed pattern of myocardial fibrosis
(focal or diffuse) provides important diagnostic information
about the underlying disease, when quantified using mapping
techniques or LGE [51]. CT has been shown to injure the
vascular endothelium in a dose-dependent manner [52]. This
damaged endothelium influences LV perfusion, which might
be further exacerbated by vascular damage caused by thorax
RT (especially left-sided). CMR can perform an accurate as-
sessment of myocardial perfusion by means of adenosine-
based stress perfusion studies [53]. However, CMR perfusion
studies have not been systematically studied in BC survivors.

CMR imaging is of particular value relative in the evalua-
tion of right ventricular (RV) dysfunction in BC patients. RV
dysfunction in BC patients may be due to primary or metasta-
tic neoplasms or secondary to chemotherapy. A CMR study of
41 adult BC patients, treated with trastuzumab, showed tran-
sient changes in RV function. Compared with baseline, RVEF
was reduced at 6 and 12 months after trastuzumab with a near
resolution at the 18-month CMR evaluation [54]. In this study,
the changes in RVEF occurred independently of LVEF chang-
es [54]. However, its prognostic value still remains unknown.
It is also recognized that prior anthracycline exposure is asso-
ciated with future declines in LV mass. CMR can quantify LV
mass in an accurate, reproducible manner [54]. In a study of
61 patients undergoing anthracycline CT, a decline in LVmass
and not in LVEF 6 months after chemotherapy was indepen-
dently associated with worsening HF [55].

CMR is also of great significance for the evaluation of
pericardial disease among patients receiving CT. It can detect
and assess pericardial inflammation with or without effusion
and it can exclude constrictive pericarditis after thoracic RT
[56]. Differentiating pericardial inflammation from fibrosis in
the presence of pericarditis is difficult, even using CMR
[57–60]. It has been shown, however, that pericardial LGE
is most frequently associated with pericardial inflammation
[61], whereas end-stage or chronic fibrotic constrictive peri-
carditis does not enhance after administration of paramagnetic
contrast agent but may show morphologic findings of con-
striction [62].

Can we avoid the fate of Sisyphus
in cardio-oncology?

The current situation of oncology is very reminiscent of the
myth of Sisyphus, in the sense that one problem is solved
(neoplasia) only to be faced with another setback (CTRCD).
But how can the physician of tomorrow avoid the fate that
befell Sisyphus? The following approaches can form the basis
of effectively facing these challenging issues in the field of
cardio-oncology:

1) Primary prevention: reduction of the direct cardiotoxic
effect

a) Anthracycline cumulative dose limitation

The risk of doxorubicin-induced HF increases propor-
tionally to the amount of the cumulative dose of adminis-
tered anthracycline and is further increased if trastuzumab
is co-administered [1–4]. However, some patients develop
cardiotoxicity even at standard doses, while others can
tolerate a total dose twofold greater than the conventional
dose, suggesting that genetic variation or other hitherto
unknown factors might modify the risk of CTRCD
[1–4]. Minimizing anthracycline exposure or avoiding
anthracycline-based regimens in HER-2+ BC should be
considered in patients with high a priori CTRCD risk
(previous anti-neoplastic treatments, older age, high
CVD risk) [1–3].

b) Use of less cardiotoxic anthracycline analogues

Epirubicin-induced CTRCD occurs after relatively
higher doses when compared to doxorubicin, but higher
doses must be administered to achieve the same clinical
response (90 mg/mg epirubicin = 60 mg/mg doxorubicin)
[1, 9]. Administration of liposomes containing CT agents
is a promising alternative manner of administration,
which has the innate advantage that non-fenestrated cap-
illaries such as those in cardiac tissue have very low
permeability for liposomes. Thus, the tendency to accu-
mulate in cardiac cells is reduced, lowering the risk of
CTRCD. Pegylated liposomal doxorubicin showed lower
cardiotoxicity compared to standard doxorubicin and
should be considered in BC subjects at increased risk
or if higher anthracycline doses are needed [3]. In a
meta-analysis, liposomal doxorubicin showed a lower
risk of both asymptomatic and symptomatic LV dysfunc-
tion, compared to standard doxorubicin [11]. Although
the non-inferiority of liposomal doxorubicin to non-
liposomal doxorubicin has been established, the im-
proved toxicology profile may come at a higher cost of
treatment [11]
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c) Alternatives to trastuzumab for HER-2+ breast cancer

In BC patients with completely or partially recovered LV
dysfunction due to trastuzumab, that requires continuation of
HER-2 blockade, a less toxic pharmacologic alternative
should be used. The MARIANNE trial investigated taxanes
in combination with trastuzumab (TH) vs. trastuzumab-
emtansine (T-DM1) alone or T-DM1 in combination with
pertuzumab in patients with advanced HER-2+ BC [63].
Both T-DM1regimens were equal to TH regarding survival
and were associated with a lower rate of LV dysfunction
[24]. This suggests that T-DM1 might be lead to less
CTRCD in BC patients that require long-term treatment with
trastuzumab and have high a priori risks for CTRCD.

d) Pharmacologic prevention

Agents with potential cardioprotective actions that can re-
duce the cardiotoxic effect of anti-neoplastic agents are of
great value in the field of cardio-oncology, as an alternative
to reducing or temporarily interrupting anti-neoplastic treat-
ments. Dexrazoxane markedly reduces anthracycline-related
cardiotoxicity in adults with various solid tumors and in chil-
dren with acute lymphoblastic leukemia and Ewing sarcoma
[64–66]. A large amount of evidence shows that patients who
received dexrazoxane have a reduced incidence of HF com-
pared to those that did not. Nevertheless, dexrazoxane has not
seen wide adoption by the medical community, and it is only
recommended by the American Society of Clinical Oncology
in patients with metastatic BCa cumulative dose of > 300 mg/
m2 doxorubicin [66], due to its not-well established potential
to reduce the effectiveness of anthracyclines [66].

Beta-blockers, angiotensin-converting enzyme (ACE) in-
hibitors, angiotensin receptor antagonists, statins, and aldoste-
rone antagonists have been reported as potentially
cardioprotective in BC patients treated with anthracyclines
or trastuzumab [67–76]. In a cohort of 40 BC patients, carve-
dilol prevented strain abnormalities after anthracycline use
[77]. However, in a similar population, the prophylactic use
of the drug failed to prevent an LVEF reduction > 10%, but
blunted troponin increases and preserved diastolic function
[78]. Nebivolol started 7 days before anthracycline treatment
and administered for 6 months that prevented reductions in
LVEF, while in untreated patients, LVEF was significantly
reduced [68]. In a retrospective study that included 318 BC
patients, the continuation of beta-blocker during CT with
anthracyclines, trastuzumab, or both was associated with a
lower rate of HF at 5-year follow-up [69].

The angiotensin II receptor blocker telmisartan, started
1 week before treatment with epirubicin in 25 patients with
various solid tumors (mostly BC), was able to prevent the
deterioration of TDI-derived myocardial deformation indices
[72]. Recently, the PRADA study has reported that

candesartan administrated with adjuvant CT, with or without
trastuzumab, protects against early LVEF reductions accord-
ing to CMR data [73], but it has not been confirmed by a
follow-up randomized study involving a similar population
[79]. The Canadian study MANTICORE-101 compared
perindopril vs. bisoprolol in the prevention of LV dysfunction
in patients with HER2+ BC receiving trastuzumab [70].
Neither drug has been shown to prevent LV remodeling.
However, at multivariable analysis, the use of both drugs
was associated with a preserved LVEF. Spironolactone
cardioprotective action has been reported. In a recent random-
ized trial including 43 BC patients, those receiving
spironolactone 1 week before anthracycline-based CT did
not show significant LVEF reduction after 3 weeks of CT
completion [74]. Their diastolic function was also unaffected
and no increases in cTnI were identified.

The cardioprotective effect of statins depends on their
pleiotropic effects, particularly their antioxidant properties.
In a retrospective analysis, the continuation of statin was as-
sociated with a reduction in HF incidence and cardiac mortal-
ity during follow-up [75]. In another prospective observation-
al study, a lower reduction in LVEF was observed only in
those who were under treatment with statins [76].

2) Secondary prevention

Secondary prevention should be applied in selected high-
risk BC survivors with signs of cardiotoxicity, presented with
a biomarker increase and/ or strain decrease. The sole example
in this field is a randomized trial including 473 patients with
various tumors (BC 30%), treated with high-dose CT in which
enalapril was evaluated [71]. In patients treated with enalapril,
nobody presented a LVEF reduction of 10 absolute points
below 50% and the incidence of MACE was significantly
low. In the enalapril-treated group, after a follow-up period
of 12 months, LVEF was equal to baseline value in 88% of
cases (both in patients with transient and persistent troponin
rise), supporting that enalapril can achieve preservation of
systolic function.

3) Primary vs. secondary prevention

It has been shown that enalapril, started early after evidence
of troponin elevation and continued for 12 months, can pre-
vent the development of LV dysfunction and related MACE
[71]. However, to identify the troponin elevation, repeated
samples are needed, as this marker may increase at different
times during treatment. On the other side, primary prevention,
extended to all patients who need to be treated with potentially
cardiotoxic anti-cancer therapies, does not have this limita-
tion. The ICOSONE (International CardioOncology Society-
one) randomized study was prospectively conducted to com-
pare the effectiveness of two different strategies: to verify
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whether enalapril, initiated in all patients before CT (preven-
tion group) was capable of preventing troponin elevation and
subsequent LV dysfunction and whether this approach was
more effective than enalapril treatment, initiated only after
troponin elevation during CT (Troponin-triggered Group).
The main finding was that the 2 strategies were equally effec-
tive in preventing LV dysfunction and MACE.

On the other side, a secondary prevention, guided by a rise
in troponin, although it has the disadvantage of repeated blood
sampling, has a very high negative, predictive value [71]. This
strategy is cost-effective and allows the exclusion of low-risk
patients, the reduction of overmedicalization, and the unnec-
essary anxiety. A primary prevention, although it does not
require serial troponin evaluation, needs continuous monitor-
ing for drug titration and exposes less susceptible to
cardiotoxicity BC survivors to potential side-effects [80].

At the moment, there are no evidence-based studies pre-
senting how to overcome the Bmyth of Sisyphus^ in BC pa-
tients. Current recommendations are focused mainly on the
continuation, withdraw, or modification of CT according to
the LVEF [80]. ACE inhibitors and beta-blockers have been
recently evaluated in prospective studies [81] showing that in
patients who developed anthracycline cardiomyopathy, the
treatment with these medications is necessary and should be
started immediately. According to this study, 64% of patients
treated within 2 months after the end of CTshowed a recovery
of LVEF; however, in patients treated later, this percentage
decreased progressively and complete recovery was not ob-
served in patients treated after 6 months [81]. Finally, the
combined role of biochemical indices and new CMR paramet-
ric indices should be prospectively evaluated. In this context,
native T1 and T2 mapping can be valuable in detecting and
monitoring cardiac involvement with cancer-related treat-
ment, providing distinct information of early inflammatory
involvement (raised native T1 and T2) and/or interstitial fibro-
sis and remodeling (raised native T1 but not T2), respectively
[48].

It seems that the management of cancer is no more limited
solely to the treatment of malignancy. With increasing num-
bers of cancer survivors living longer, cardiologists are faced
with the management of early and late cardiotoxicity that fi-
nally leads to rapidly progressive HF and increased morbidity/
mortality. These data emphasize the early diagnosis/treatment
as a prerequisite to overcome the BSisyphous myth^ in cardio-
oncology. To achieve this target, we currently have many di-
agnostic modalities, which although cannot stop the inevitable
end, they are not absurd. Through them, we can improve the
quality of life, extend life expectancy, and clarify the complex
pathophysiology of cardiac involvement post CT, which may
be treated more effectively. Even if some of them look rather
expensive such as CMR, the potential to early identify patients
prone to cardiotoxicity-induced HF can counterbalance the
high cost.

Conclusions

As survival after BC continues to increase, it has become clear
that BC survivors are 3 times as likely to develop HF within
5 years of cancer diagnosis compared to the general popula-
tion. Anthracyclines, trastuzumab, and radiotherapy are the
main causative factors of HF secondary to CTRCD in BC
survivors. Existing literature suggests that early identification
of CTRCD and initiation of treatment with ACE inhibitors
and β-blockers can potentially prevent further deterioration
in cardiac function. However, additional multicenter studies
are needed to establish both prevention and treatment proto-
cols in order for the physicians of the future to avoid the same
cruel fate as the mythical figure of Sisyphus.
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