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Abstract

Aims Tyrosine kinase inhibitors (TKIs) used to treat chronic myeloid leukaemia (CML) can cause cardiovascular adverse
events. So far, the Systematic Coronary Risk Evaluation (SCORE) charts of the European Society of Cardiology (ESC) have been
used to identify cancer patients at increased cardiovascular risk. The primary aim of our study was to evaluate the usefulness
of the new cardiovascular risk assessment model proposed by the Cardio-Oncology Study Group of the Heart Failure Associ-
ation (HFA) of the ESC in collaboration with the International Cardio-Oncology Society (ICOS) to stratify the cardiovascular risk
in CML patients, compared with SCORE risk charts. The secondary aim was to establish the incidence of adverse arterial events
(AEs) in patients with CML treated with TKIs and the influence of preventive treatment with aspirin.

Methods and results A retrospective single-centre observational study was carried out on 58 patients (32 men and 26
women; mean age + SD: 59 + 15 years) with CML treated with TKls for a median period of 43 + 31 months. Cardiological eval-
uation was performed and cardiovascular risk was estimated with SCORE risk charts and with the new risk assessment tool
proposed by HFA/ICOS. AEs were recorded. According to SCORE charts and the new HFA/ICOS risk stratification tool, respec-
tively, 46% (Group Al) and 60% (Group A2) of patients were at high—very high risk, and 54% (Group B1) and 40% (Group B2) at
low—moderate risk. AEs were significantly more frequent in Group Al than Group B1 (P value < 0.01) when considered overall;
they were significantly more frequent in Group A2 than Group B2 either overall or considered individually. HFA/ICOS risk strat-
ification tool was significantly more sensitive than SCORE (P < 0.01) in identifying patients at higher risk of cardiovascular tox-
icity. In addition, we did not find AEs in patients pretreated with aspirin.

Conclusions The new HFA/ICOS risk stratification model allows a more tailored cardiovascular risk stratification in patients
with CML and it is more sensitive than SCORE charts.
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Introduction

BCR-ABL tyrosine kinase inhibitors (TKIs) are used to treat
chronic myeloid leukaemia (CML), and they have dramatically
improved the prognosis of patients. However, they can cause
various cardiovascular adverse events (CAEs).' Particularly,
nilotinib  (a  second-generation TKI) and ponatinib
(a third-generation TKI) can cause accelerated atherosclerosis

and arterial thrombotic events (myocardial ischaemia, stroke,
and peripheral artery disease).>® Nilotinib can also cause
hyperglycaemia and QTc prolongation, while ponatinib can
cause new-onset arterial hypertension. Dasatinib can deter-
mine  pulmonary arterial hypertension and QTc
prolongation.*”’

Cardiovascular (CV) risk factors could increase the risk to
develop CV events during anticancer treatment. Therefore,
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the European Society of Cardiology (ESC) guidelines on CV pre-
vention propose optimization of CV risk profile in cancer
patients.®

To date, the usefulness of the Systematic Coronary Risk
Evaluation (SCORE) of the ESC to identify patients with in-
creased risk of occurrence of arterial occlusive events (AOEs)
during ponatinib treatment has been suggested.® SCORE esti-
mates the 10 year risk of fatal CV events and it is based on
sex, age, smoking, systolic blood pressure, and total choles-
terol level. Caocci et al. demonstrated that patients treated
with nilotinib and ponatinib belonging to the high and very
high SCORE risk group have increased incidence of AOEs.*%**

Recently, the Cardio-Oncology Study Group of the Heart
Failure Association (HFA) of the ESC in collaboration with
the International Cardio-Oncology Society (ICOS) proposed a
baseline CV risk stratification proforma that can be used spe-
cifically to stratify CV risk in cancer patients before starting
potentially cardiotoxic cancer therapies.?

Thus, the primary aim of the study was to evaluate the
usefulness of the new CV risk assessment model proposed
by HFA/ICOS to stratify the CV risk in patients with CML, com-
pared with SCORE risk charts. The secondary aim was to es-
tablish the incidence of adverse arterial events (AEs) in pa-
tients with CML treated with BCR-ABL TKIs and the
influence of preventive treatment with aspirin.

Methods

A real-life retrospective observational, single-centre study was
carried out on patients affected by CML treated with TKls from
2016 to 2021 for a median period of 43 + 31 months. Patients
were followed at the Haematology Unit of the University Hos-
pital Paolo Giaccone in Palermo (Italy), and the cardiological
evaluation was performed at the cardio-oncology lab of the
Cardiology Unit of the same hospital.
Inclusion criteria were:

1. age > 18 years; and
2. TKls (imatinib, nilotinib, dasatinib, and ponatinib) treat-
ment for at least 1 year.

Exclusion criteria were:

1. previous or ongoing solid tumours;

2. recent myocardial infarction or coronary revascularization
(<1 month); and

3. presence of severe concomitant diseases such as cerebro-
vascular diseases with sequelae, severe renal dysfunction
defined as the presence of reduced glomerular filtration
rate < 30 mL/min/1.73 m? assessed using CKD-EPI equa-
tion, severe liver dysfunction defined by the presence of
liver cirrhosis or Child-Pugh Class C, and history of
collagenopathy.

A total of 54 patients underwent cardiological clinical and in-
strumental assessment including blood chemistry tests,
ankle-arm index (ABI index) measurement, blood pressure
measurement, an electrocardiogram with QTc interval mea-
surement, carotid ultrasound, and colour Doppler echocar-
diogram. Due to SARS-CoV-2 pandemic, in four patients, the
occurrence of CAEs during haematology treatment and CV
risk were evaluated remotely by telephone interview and,
therefore, instrumental examinations were not performed.
Baseline CV risk was retrospectively estimated using SCORE
risk charts®2 and the HFA/ICOS CV risk assessment tool.?
The HFA/ICOS tool includes a specific CV risk stratification
proforma for multitarget TKIs (second-generation and third-
generation BCR-ABL TKIs) used in patients with CML. The fol-
lowing variables are taken into account in this model:

1 previous CV diseases (arterial vascular diseases, arterial
thrombosis with TKls, heart failure, BCR-ABL TKI-mediated
left ventricular dysfunction, pulmonary arterial hyperten-
sion, baseline left ventricular ejection fraction < 50%, ab-
normal ABI index, venous thromboembolism, arrhythmias,
and QTc prolongation);

2 demographic and other CV risk factors (CV disease 10 year
risk score > 20%, age, arterial hypertension, diabetes, hy-
perlipidaemia, chronic kidney disease, and family history
of thrombophilia); and

3 life style and other factors (obesity, current smoker, or sig-
nificant smoking).

Each risk factor mentioned above assume a score (low, me-
dium 1 or medium 2, high, or very high risk) as established
in the model.*?

Patients with no risk factors are considered at ‘low risk’.
Patients with one or more risk factors are categorized accord-
ing to the highest risk factor present: patients with one or
more very high risk factors—their risk level is ‘very high’. Pa-
tients with one or more high risk factors—their risk level is
‘high’. Medium risk factors are given a point weighting as me-
dium 1 or medium 2: patients with one medium 1 risk factor
only are ‘low risk’. Patients with a single medium 2 risk factor
or more than one medium 1 risk factor with points totalling
2-4 are ‘medium risk’. Patients with several medium risk fac-
tors with points totalling 5 or more points are ‘high risk’.*?

The SCORE risk charts are used in apparently healthy peo-
ple: low-risk patients had calculated SCORE < 1%, moderate-
risk patients had SCORE > 1 and <5%, high-risk patients had
SCORE > 5% and <10%, and very-high-risk patients had
SCORE > 10%.8 In accordance with previous and current ESC
guidelines on CV prevention, patients with established CV dis-
eases (previous myocardial infarction, coronary revasculariza-
tion, and other arterial revascularization procedures) are con-
sidered at very high risk.®™*

The following CAEs occurring during TKls treatment were
considered: new-onset myocardial ischaemia [acute coronary
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syndrome (ACS) and chronic coronary syndrome (CCS)], pe-
ripheral arterial diseases (PAD), cerebrovascular disease,
new-onset carotid atherosclerosis or progression of
pre-existing disease, QTc interval prolongation, supraventric-
ular and ventricular arrhythmias, heart failure, pulmonary hy-
pertension, and new-onset arterial hypertension.

In addition in the data analysis, we considered separately
CAEs as all adverse CV events described above and AEs as
myocardial ischaemia, PAD, and new-onset or progression ca-
rotid diseases.

Acute coronary syndrome and CCS were defined in agree-
ment with current ESC guidelines. ACS included instable an-
gina and myocardial infarction with or without ST segment
elevation.?®*® CCS included patients with coronary artery dis-
eases and ‘stable’ anginal symptoms and/or dyspnoea; pa-
tients with new onset of heart failure or left ventricular dys-
function due to coronary artery diseases; and asymptomatic
patients in whom coronary artery diseases were detected
during cardiological visit.

Progression of pre-existing atherosclerosis disease was
considered such as the appearance of carotid plaque in pa-
tients with previous intimal medial thickening or at least
50% increase in pre-existing plaque. In addition, pre-clinical
atherosclerosis was defined as asymptomatic carotid plaques
(thickness > 1.5 cm) or increased intimal medial thickness
(>0.9 mm)."’

Patients were divided into four groups according to base-
line CV risk:

Al group: high and very high CV risk according to SCORE
charts of the ESC guidelines on CV prevention;

A2 group: high and very high CV risk according to the HFA/
ICOS risk assessment tool;

B1 group: low—moderate risk according to SCORE charts and
ESC guidelines on CV prevention; and

B2 group: low—moderate risk according to the HFA/ICOS risk
assessment tool.

Echocardiographic evaluation (TTE) was carried out using a
GE Vivid E95 ultrasound system prime echocardiography ma-
chine and a 4Vc-D (1.4-5.2 MHz) linear transducer. An assess-
ment of the cardiac chamber dimensions and an evaluation
of the systolic and diastolic ventricular function were carried
out according to the ASE/EACVI recommendations.*®*° Myo-
cardial deformation indices of left ventricle (global longitudi-
nal strain) were measured in all patients using GE software
(Echopac V.202, GE), with STE method (Speckle Tracking
Echocardiography). Normal reference values were consid-
ered: —21.5 + 2%, with lower limit of normal of —18%.'8

A carotid ultrasound scan was performed with the same
machine, with a 7.5-10 MHz linear probe.

Quantitative variables were reported as mean and stan-
dard deviation (SD); the differences between the analysed
groups were studied with the two-tailed Student t-test for in-

dependent samples. A P value < 0.05 was considered statis-
tically significant. Qualitative variables were reported as a
percentage. The analyses were performed using MedCalc®
software.

Results

A total of 58 CML patients were retrospectively identified (32
men and 26 women; mean age + SD: 59 * 15 years). The prev-
alence of CV risk factors in the whole population and other
patients’ characteristics are shown in Table 1. The majority
of the patients (33 patients, 57%) were treated with nilotinib
and/or ponatinib after other drugs failure, 11 patients (19%)
were treated with dasatinib, and 14 patients (24%) were
treated with imatinib. Eighteen patients (31%) were treated
with aspirin in primary prevention. The median time of expo-
sure to anti BCR-ABL TKls was 43 + 31 months.

The cumulative incidence rate of AEs was 36%. AEs in-
cluded only arterial events (myocardial ischaemia, PAD, and
new-onset or progression carotid diseases). AEs were consid-
ered separately and overall, and they occurred in 21 patients.
Seven patients (12% of the whole population) developed
myocardial ischaemia (two ACS and five CCS), six (10%)
PAD, and eight (13%) new-onset or progression of

Table 1 Patients’ characteristics

Population
Patients, n (%) 58 (100%)
Age (years) 59 + 15
Men/women, n (%) 32 (55%)/26 (45%)
BSA (m?) 1.8 0.3
CV risk factors
Arterial hypertension (n. pt/%) 30 (52%)
Dyslipidaemia (n. pt/%) 27 (46%)
BMI > 25 (n. pt/%) 21 (36%)
Diabetes (n. pt/%) 9 (15%)
Smoking (n. pt/%) 15 (26%)
Family history of cardiovascular diseases 7 (12%)
(n. pt/%)
Pre-clinical atherosclerosis (asymptomatic 18 (31%)
carotid
plaques or increased intima media
thickness)
(n. pr%)
Previous cardiovascular events (acute or 5 (38%)
chronic coronary syndromes) (n. pt/%)
Nilotinib and/or ponatinib (n. pt/%) 33 (57%)
Dasatinib (n. pt/%) 11 (19%)
Imatinib (n. pt/%) 14 (24%)
Treatment with aspirin (n. pt/%) 18 (31%)
Angiotensin-converting enzyme inhibitor/ 25 (43%)
angiotensin-receptor blocker (n. pt/%)
Beta-blockers (n. pt/%) 10 (17%)
Calcium channel blocker (n. pt/%) 5 (8%)
Mineralocorticoid receptor antagonist or 5 (8%)
other diuretic (n. pt/%)
Statin (n. pt/%) 27 (46%)

BMI, body mass index; BSA, body surface area; CV, cardiovascular.
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pre-existing carotid atherosclerosis. None of the patients had
a stroke. All the patients that experienced AEs were treated
with nilotinib over at least 4 years and with multiple lines
of therapy. Moreover, none of the patients treated with
nilotinib who developed AEs was treated with aspirin in pri-
mary prevention. None of the patients treated with ponatinib
showed AEs; however, they all received aspirin in primary
prevention and were on low-dose ponatinib over
12-24 months. No patient treated with nilotinib developed
a significant QTc prolongation. Two patients (3% of the whole
population) treated with nilotinib developed new-onset atrial
fibrillation and had to be treated with oral anticoagulation.
Nine patients (15%) showed new-onset arterial hypertension
(five with nilotinib, three with imatinib, and one with
ponatinib). Seven patients (12%) treated with dasatinib de-
veloped pleural effusion, and two (3%) showed reversible
pulmonary hypertension that regressed after treatment
discontinuation.

Eight per cent of the population (of whom only 1% was
treated with imatinib) presented hyperamylasaemia, cytope-
nia, and severe anaemia. None of the patients treated with
imatinib developed severe CV complications.

Thus, among CML patients, AEs were more frequent in pa-
tients treated with nilotinib.

According to the SCORE charts evaluation, 27 patients
(46%) were at high and very high risk (Group Al) and 31 pa-
tients (54%) at low and moderate risk (Group B1). According
to HFA/ICOS risk stratification tool, 35 patients (60%) were at
high and very high risk (Group A2) and 23 patients (40%) at
low and medium risk (Group B2).

Considering CV stratification according to the SCORE
charts, AEs were overall significantly more frequent in Group
Al (P < 0.01) than Group B1. However, when considered in-
dividually, the incidence of myocardial ischaemia (P = 0.15)
and PAD (P = 0.26) in Group Al and Group B1 statistical sig-
nificance was not reached. Progression of carotid atheroscle-
rosis was significantly higher in A1 group compared with B1
group (P value < 0.01). Using HFA/ICOS risk stratification
tool, AEs were significantly more frequent in Group A2 than

Group B2, either overall (P < 0.01) or considering individually
myocardial ischaemia and PAD (P = 0.01 and P = 0.03, respec-
tively) or progression of carotid atherosclerosis (P value = 0.01)
(Table 2).

In addition, based on these values, sensibility (Sg) and
specificity (Sp) of SCORE and HFA/ICOS risk stratification tool
in identifying patients showing overall and individual AEs
were analysed. The HFA/ICOS risk assessment model was sig-
nificantly more sensitive than SCORE (P < 0.01) (Table 3).

Discussion

Our study showed that the new risk stratification tool pro-
posed by HFA/ICOS allows a tailored CV risk stratification to
develop adverse events in cancer patients treated with
BCR-ABL TKIs. In fact, the peculiarities of the new HFA/ICOS
risk assessment tool are that it is specifically designed for
cancer patients and it includes not only the evaluation of
CV risk factors and the presence of previous CV diseases (ar-
terial vascular disease, left ventricular dysfunction, pulmo-
nary arterial hypertension, or myocardial infarction) but it
also provides specific charts according to the antineoplastic
scheduled treatment.?

To the best of our knowledge, this study is the first one to
have applied the new HFA/ICOS model in the real-life base-
line risk stratification of CML patients treated with BCR-ABL
TKls. At present, only SCORE charts have been used in this
setting of patients. For instance, Caocci et al. showed that
the SCORE risk charts predict AOEs in CML patients treated
with ponatinib.*°

The new HFA/ICOS risk tool has been so far evaluated in
real life in patients with breast cancer to predict the occur-
rence of left ventricular dysfunction by Tini et al.?°

Our study confirms that SCORE risk charts are predictive of
arterial events in patients treated with nilotinib and/or
ponatinib, and it demonstrates that the HFA/ICOS tool is
more sensitive compared with SCORE risk charts to predict

Table 2 Arterial occlusive events in patients at high-very high cardiovascular risk and low-moderate cardiovascular risk

Myocardial Peripheral artery ~ Progression of carotid Overall arterial thrombotic
ischaemia disease atherosclerosis events/progression of carotid atherosclerosis

Very high-high 18% 15% 26% 59%

SCORE (A1, n = 27)

Moderate-low 6% 6% 1% 13%

SCORE (B1, n = 31)

P value 0.15 0.26 <0.01 <0.01

Very high-high 22% 17% 21% 60%

HFA/ICOS risk assessment

(A2, n = 35)

Medium-low 0% 0% 0% 0%

HFA/ICOS risk assessment

(B2, n = 23)

P value 0.01 0.03 0.01 <0.01

HFA, Heart Failure Association; ICOS, International Cardio-Oncology Society; SCORE, Systematic Coronary Risk Evaluation.
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Table 3 Sensibility and specificity of SCORE chart and new assessment risk tool proposed by HFA/ICOS

Myocardial ischaemia

Peripheral artery disease

Overall arterial thrombotic events and
progression of carotid atherosclerosis

SE Sp SE Sp SE SP
SCORE 71% 57% 67% 56% 80% 71%
HFA/ICOS risk assessment 100% 46% 100% 44% 100% 62%
P value <0.01 0.24 <0.01 0.20 <0.01 0.31

HFA, Heart Failure Association; ICOS, International Cardio-Oncology Society; SCORE, Systematic Coronary Risk Evaluation.

arterial events in patients with CML treated with BCR-ABL
TKls.

Another interesting finding of our study was that all the
patients with AEs were under treatment with nilotinib, for
at least 4 years, and had received multiple lines of therapy.
AEs during treatment with nilotinib occurred equally with
400 or 600 mg dose. None of these patients received preven-
tive treatment with aspirin.

We could deduce that the preventive use of aspirin, the
use of low doses, and the shorter duration of therapy might
explain the low incidence of AEs in patients treated with
ponatinib compared with patients treated with nilotinib. Pre-
vious studies stressed the importance of prophylaxis with as-
pirin in patients treated with ponatinib.?*?? Especially, a
study showed a lower incidence of AOEs in patients treated
with aspirin, during ponatinib treatment.’® According to our
data, the preventive treatment with aspirin should also be
considered in patients treated with nilotinib, especially in pa-
tients with high and very high CV risk.

Our data confirm that dasatinib is a safe drug in relation to
arterial thrombotic events, even though it is correlated with
pulmonary hypertension and pleural effusion.

The main limitation of our study is the small sample size
that reflects the experience of a single centre. The second

References

1. Bower H, Bjorkholm M, Dickman PW,

efficacy and safety in Philadelphia

limitation is the retrospective features of the study; however,
it has the advantage to depict a slice of real life.

In conclusion, our study shows that the new risk assess-
ment model proposed by HFA/ICOS is useful and more sensi-
tive than the SCORE risk charts in this specific setting to iden-
tify patients at increased risk of CV toxicities. Once again, it
highlights the importance of an accurate baseline CV risk as-
sessment, CV risk factors correction, and also preventive
treatment with aspirin aid to reduce AEs in patients treated
with ponatinib and nilotinib. Our results are preliminary and
larger multicentric prospective studies are needed to confirm
them.

Conflict of interest

None relating to this work declared.

Funding

No funds to declare.

7. Casavecchia G, Galderisi M, Novo G,

Hoglund M, Lambert PC, Andersson
TM. Life expectancy of patients with
chronic myeloid leukemia approaches
the life expectancy of the general popu-
lation. J Clin Oncol. 2016; 34:
2851-2857.

. Aghel N, Lipton JH, Atenafu EG, Kim
DDH, Delgado DH. Cardiovascular
events after exposure to nilotinib in
chronic myeloid leukemia: long-term
follow-up. Clin Lymphoma Myeloma
Leuk. 2017; 17: 870-878.

. Cortes JE, Kim DW, Pinilla-Ibarz J, le
Coutre PD, Paquette R, Chuah C,
Nicolini FE, Apperley JF, Khoury HJ,
Talpaz M, DeAngelo DJ, Abruzzese E,
Rea D, Baccarani M, Miiller MC,
Gambacorti-Passerini C, Lustgarten S,
Rivera VM, Haluska FG, Guilhot F,
Deininger MW, Hochhaus A, Hughes
TP, Shah NP, Kantarjian HM. Ponatinib

chromosome-positive leukemia: final
5-year results of the phase 2 PACE trial.
Blood. 2018; 132: 393-4043.

. LiW, Croce K, Steensma DP, McDermott

DF, Ben-Yehuda O, Moslehi J. Vascular
and metabolic implications of novel
targeted cancer therapies: focus on ki-
nase inhibitors. J Am Coll Cardiol. 2015;
66: 1160-1178.

. Campia U, Moslehi JJ, Amiri-Kordestani

L, Barac A, Beckman JA, Chism DD,
Cohen P, Groarke JD, Herrmann J, Reilly
CM, Weintraub NL. Cardiooncology:
vascular and metabolic perspectives: a
scientific statement from the American
Heart Association. Circulation. 2019;
139: e579-e602.

. Cameron AC, Touyz RM, Lang NN. Vas-

cular complications of cancer chemo-
therapy. Can J Cardiol. 2016; 32:
852-862.

Gravina M, Santoro C, Agricola E,
Capalbo S, Zicchino S, Cameli M, De
Gennaro L, Righini FM, Monte I,
Tocchetti CG, Brunetti ND, Cadeddu C,
Mercuro G. Early diagnosis, clinical man-
agement, and follow-up of cardiovascu-
lar events with ponatinib. Heart Fail
Rev. 2020; 25: 447-456.

. Piepoli MF, Hoes AW, Agewall S, Albus

C, Brotons C, Catapano AL, Cooney MT,
Corra U, Cosyns B, Deaton C, Graham
I, Hall MS, Hobbs FDR, Lgchen ML,
Lollgen H, Marques-Vidal P, Perk J,
Prescott E, Redon J, Richter DJ, Sattar
N, Smulders Y, Tiberi M, van der Worp
HB, van Dis I, Verschuren WMM, Binno
S. 2016 European Guidelines on cardio-
vascular disease prevention in clinical
practice: the Sixth Joint Task Force of
the European Society of Cardiology and
Other Societies on Cardiovascular

ESC Heart Failure (2022)
DOI: 10.1002/ehf2.13897



D. Di Lisi et al.

10.

11.

12.

Disease Prevention in Clinical Practice.
Eur Heart J. 2016; 37: 2315-2381.

. Breccia M, Pregno P, Spallarossa P,

Arboscello E, Ciceri F, Giorgi M, Grossi
A, Mallardo M, Nodari S, Ottolini S, Sala
C, Tortorella G, Rosti G, Pane F, Minotti
G, Baccarani M. Identification, preven-
tion and management of cardiovascular
risk in chronic myeloid leukaemia pa-
tients candidate to ponatinib: an expert
opinion. Ann Hematol. 2017; 96:
549-558.

Caocci G, Mulas O, Abruzzese E, Luciano
L, Iurlo A, Attolico I, Castagnetti F,
Galimberti S, Sgherza N, Bonifacio M,
Annunziata M, Gozzini A, Orlandi EM,
Stagno F, Binotto G, Pregno P, Fozza C,
Trawinska MM, De Gregorio F, Cattaneo
D, Albano F, Gugliotta G, Baraté C,
Scaffidi L, Elena C, Pirillo F, Scalzulli E,
La Nasa G, Foa R, Breccia M. Arterial oc-
clusive events in chronic myeloid leuke-
mia patients treated with ponatinib in
the real-life practice are predicted by
the Systematic Coronary Risk Evalua-
tion (SCORE) chart. Hematol Oncol.
2019; 37: 296-302.

Caocci G, Mulas O, Capodanno I,
Bonifacio M, Annunziata M, Galimberti
S, Luciano L, Tiribelli M, Martino B,
Castagnetti F, Binotto G, Pregno P,
Stagno F, Abruzzese E, Bocchia M,
Gozzini A, Albano F, Fozza C, Luzi D,
Efficace F, Simula MP, Scaffidi L, Barate
C, De Gregorio F, Stella R, Gugliotta G,
Pirillo F, Trawinska MM, Sicuranza A,
Cattaneo D, Attolico I, Scalzulli E, Iurlo
A, Foa R, Breccia M, La Nasa G. Low-
density lipoprotein (LDL) levels and risk
of arterial occlusive events in chronic
myeloid leukemia patients treated with
nilotinib. Ann Hematol. 2021; 100:
2005-2014.

Lyon AR, Dent S, Stanway S, Earl H,
Brezden-Masley C, Cohen-Solal A,
Tocchetti CG, Moslehi JJ, Groarke JD,
Bergler-Klein J, Khoo V, Tan LL, Anker
MS, von Haehling S, Maack C, Pudil R,
Barac A, Thavendiranathan P, Ky B,
Neilan TG, Belenkov Y, Rosen SD,
Iakobishvili Z, Sverdlov AL, Hajjar LA,
Macedo AVS, Manisty C, Ciardiello F,
Farmakis D, de Boer RA, Skouri H, Suter
TM, Cardinale D, Witteles RM, Fradley
MG, Herrmann J, Cornell REF,
Wechelaker A, Mauro MJ, Milojkovic D,
de Lavallade H, Ruschitzka F, Coats
AJS, Seferovic PM, Chioncel O, Thum
T, Bauersachs J, Andres MS, Wright DJ,
Lépez-Ferndndez T, Plummer C, Lenihan
D. Baseline cardiovascular risk assess-

13.

14.

15.

16.

17.

ment in cancer patients scheduled to re-
ceive cardiotoxic cancer therapies: a po-
sition statement and new risk
assessment tools from the
Cardio-Oncology Study Group of the
Heart Failure Association of the Euro-
pean Society of Cardiology in collabora-
tion with the International
Cardio-Oncology Society. Eur J Heart
Fail. 2020; 22: 1945-1960.

Conroy RM, Pyordld K, Fitzgerald AP,
Sans S, Menotti A, De Backer G, De
Bacquer D, Ducimetiére P, Jousilahti P,
Keil U, Njglstad I, Oganov RG, Thomsen
T, Tunstall-Pedoe H, Tverdal A, Wedel H,
Whincup P, Wilhelmsen L, Graham IM.
Estimation of ten-year risk of fatal car-
diovascular disease in Europe: the
SCORE project. Eur Heart J. 2003; 24:
987-1003.

Visseren FLJ, Mach F, Smulders YM,
Carballo D, Koskinas KC, Bick M,
Benetos A, Biffi A, Boavida JM,
Capodanno D, Cosyns B, Crawford C,
Davos CH, Desormais I, Di Angelantonio
E, Franco OH, Halvorsen S, Hobbs FDR,
Hollander M, Jankowska EA, Michal M,
Sacco S, Sattar N, Tokgozoglu L, Tonstad
S, Tsioufis KP, van Dis I, van Gelder IC,
Wanner C, Williams B, National Cardiac
Societies ESC, ESC Scientific Document
Group. 2021 ESC Guidelines on cardio-
vascular disease prevention in clinical

practice. Eur Heart J. 2021; 42:
3227-3337.
Knuuti J, Wijns W, Saraste A,

Capodanno D, Barbato E, Funck-
Brentano C, Prescott E, Storey REF,
Deaton C, Cuisset T, Agewall S,
Dickstein K, Edvardsen T, Escaned J,
Gersh BJ, Svitil P, Gilard M, Hasdai D,
Hatala R, Mahfoud F, Masip J,
Muneretto C, Valgimigli M, Achenbach
S, Bax JJ. 2019 ESC Guidelines for the
diagnosis and management of chronic

coronary syndromes. Eur Heart J.
2020; 41: 407-477.
Collet JP, Thiele H, Barbato FE,

Barthélémy O, Bauersachs J, Bhatt DL,
Dendale P, Dorobantu M, Edvardsen T,
Folliguet T, Gale CP, Gilard M, Jobs A,
Jiini P, Lambrinou E, Lewis BS, Mehilli
J, Meliga E, Merkely B, Mueller C, Roffi
M, Rutten FH, Sibbing D, Siontis GCM.
2020 ESC Guidelines for the manage-
ment of acute coronary syndromes in pa-
tients presenting without persistent
ST-segment elevation. Eur Heart J.
2021; 42: 1289-1367.

Novo S, Carita P, Corrado E, Muratori I,
Pernice C, Tantillo R, Novo G. Preclinical

18.

19.

20.

21.

22.

carotid atherosclerosis enhances the
global cardiovascular risk and increases
the rate of cerebro- and cardiovascular
events in a five-year follow-up. Athero-
sclerosis. 2010; 211: 287-290.

Lang RM, Badano LP, Mor-Avi V, Afilalo
J, Armstrong A, Ernande L, Flachskampf
FA, Foster E, Goldstein SA, Kuznetsova
T, Lancellotti P, Muraru D, Picard MH,
Rietzschel ER, Rudski L, Spencer KT,
Tsang W, Voigt JU. Recommendations
for cardiac chamber quantification by
echocardiography in adults: an update
from the American Society of Echocardi-
ography and the European Association
of Cardiovascular Imaging. J Am Soc
Echocardiogr. 2015; 28: 1-39.e14.
Nagueh SF, Smiseth OA, Appleton CP,
Byrd BF 3rd, Dokainish H, Edvardsen T,
Flachskampf FA, Gillebert TC, Klein AL,
Lancellotti P, Marino P, Oh JK, Popescu
BA, Waggoner AD. Recommendations
for the evaluation of left ventricular dia-
stolic function by echocardiography: an
update from the American Society of
Echocardiography and the European As-
sociation of Cardiovascular Imaging. Eur
Heart J Cardiovasc Imaging. 2016; 17:
1321-1360.

Tini G, Cuomo A, Battistoni A, Sarocchi
M, Mercurio V, Ameri P, Volpe M, Porto
1, Tocchetti CG, Spallarossa P. Baseline
cardio-oncologic risk assessment in
breast cancer women and occurrence
of cardiovascular events: the HFA/ICOS
risk tool in real-world practice. Int J
Cardiol. 2022; 349: 134-137.

Caocci G, Mulas O, Annunziata M,
Luciano L, Bonifacio M, Orlandi EM,
Pregno P, Galimberti S, Russo Rossi A,
Abruzzese E, Iurlo A, Martino B, Sgherza
N, Binotto G, Castagnetti F, Gozzini A,
Fozza C, Bocchia M, Sicuranza A, Stagno
F, Efficace F, Usala E, De Gregorio F,
Scaffidi L, Elena C, Pirillo F, Barate C,
Trawinska MM, Cattaneo D, Labate C,
Gugliotta G, Molica M, Specchia G, La
Nasa G, Foa R, Breccia M. Cardiovascu-
lar toxicity in patients with chronic mye-
loid leukemia treated with second-
generation tyrosine kinase inhibitors in
the real-life practice: identification of
risk factors and the role of prophylaxis.
Am J Hematol. 2018; 93: E159-E161.
Novo G, Di Lisi D, Bronte E, Macaione F,
Accurso V, Badalamenti G, Rinaldi G,
Siragusa S, Novo S, Russo A. Cardiovas-
cular toxicity in cancer patients treated
with tyrosine kinase inhibitors: a real-
world single-center experience. Oncol-
ogy. 2020; 98: 445-451.

ESC Heart Failure (2022)
DOI: 10.1002/ehf2.13897



