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Abstract

Background and aim: Our aims were to investigate the utility of plasma N terminal-pro B-type natriuretic peptide
(NT-proBNP) level and find the most beneficial echocardiographic parameters to detect subclinical cardiotoxicity in child-
hood-cancer survivors treated with doxorubicin.

Methods: The study included 23 patients with a mean age of 17.1 years, who had received doxorubicin therapy with a mean
cumulative dose of 241.1 mg/m? with a median time period of 10.5 years since the last dose of doxorubicin. The control
group consisted of 19 healthy volunteers matched for age, sex, and weight.

Results: The serum NT-proBNP levels of the patient group were higher than the control group. The measurements of
myocardial performance index (MPI), tissue Doppler mitral septal annulus systolic (S’s) and early diastolic (E’s) velocities, ratio
of early mitral flow velocity (E) to E’s (E/E’s), left ventricular diastolic volume (LVDV), tricuspid early diastolic velocity (TE) and
percentage of left ventricular posterior wall thickness (%LVPWt) were found to be significantly different from the control
group. MPI values were significantly correlated with NT-proBNP levels and cumulative doxorubicin doses.

Conclusions: Elevated MPI values, associated with high NT-pro BNP levels and high cumulative doxorubicin doses, could be
a useful indicator of subclinical cardiotoxicity. NT-proBNP could be an effective marker in the long-term follow up of subcli-
nical cardiotoxicity.
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INTRODUCTION

Anthracyclines, especially doxorubicin, are commonly used
for the treatment of childhood cancers, leading to a growing
population of long-term cancer survivors. However, its use is
limited by cardiotoxicity and chemotherapy related compli-
cations that can markedly affect the patients” quality of life.
Increasingly, survivors and their clinicians are realising the
importance of continual monitoring after cancer therapy. Early
detection of anthracycline cardiotoxicity is critically impor-
tant for successful management [1].

Serum N terminal-pro B-type natriuretic peptide (NT-
-proBNP) is a prohormone released from the cardiac ventric-
les in response to increased ventricular wall stress in associa-
tion with pressure overload, elevated diastolic pressure and
increased pulmonary capillary wedge pressure [2-5].

Only a little information is available about the utility of
NT-proBNP as a marker of late anthracycline cardiotoxicity
in long-term survivors of childhood cancers [6]. Therefore, in
this study we aimed to determine the role of serum NT-
-proBNP level in a long-term follow up of these patients. Mo-
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reover, we investigated the most beneficial echocardiogra-
phic parameters to evaluate subclinical cardiotoxicity by stan-
dard and tissue Doppler echocardiography. We also investi-
gated the correlation between serum NT-proBNP level and
echocardiographic parameters in patients and in an age- and
gender-matched control group.

METHODS

The study design was prospective; it included 23 patients,
long-term survivors treated with anthracycline for childhood
cancer, and 19 healthy volunteers. Cancer types treated with
anthracycline in the patient group were lymphoma, angio-
sarcoma, hepatoblastoma, rhabdomyosarcoma, Wilms tumo-
ur and ganglioneuroblastoma. Inclusion criteria were: 1) Ta-
king the last doxorubicin dose eight years ago (i.e. minimum
period between the end of the chemotherapy and the mo-
ment of evaluation of NT-proBNP and echocardiographic
parameters of eight years); 2) Receiving only one type of car-
diotoxic chemotherapeutic agent; and 3) Having a cumulati-
ve dose of anthracycline < 450 mg/m?. Exclusion criteria were:
1) Taking mediastinal radiotherapy; and 2) Having cardiova-
scular symptoms such as chest pain, effort dyspnoea, palpita-
tion, easy fatigue, syncope etc. The physical examinations of
both study groups were carried out. Their cardiac function
evaluation was made by plasma NT-proBNP level, electro-
cardiogram (ECC) and echocardiography. The indicators of
subclinical cardiotoxicity were accepted as significantly in-
creased or decreased echocardiographic parameters (tissue
Doppler imaging [TDI], M-mode and Doppler echocardio-
graphy) in the patient group compared to the control group.
After recording the blood pressure and heart rate values of
the patients, blood samples were taken for NT-proBNP. The
institutional ethics committee approved the study. Patient and
control groups gave their written informed consent.

Echocardiography
Echocardiographic evaluation was done with Philips 1E33
equipment by 5 MHz transducer. Transthoracic echocardio-
graphy was administered to the patients in a supine, or in
a left lateral, position. Parasternal long axis, parasternal short
axis, and apical four-chamber views were recorded. Mean
values of these measurements recorded from three consecu-
tive views were used for statistical analysis. Standard M-mode
recordings of the left ventricle (LV) were obtained. Interven-
tricular septum thickness at end systole and diastole (IVSs and
IVSd), LV posterior wall thickness at end systole (LVPWs)
and at end diastole (LVPWd), and LV dimension at end sy-
stole (LVSD) and at end diastole (LVDD) were measured.
LV end diastolic and systolic volumes (LVDV and LVSV) were
calculated using “Recommendations for chamber quantifi-
cation” (modified Simpson’s rule) [7]. Fractional shortening
(FS) and ejection fraction (EF) were calculated according to
the formula [FS: (LVDD - LVSD/LVDD) x 100 and

EF: [(LVDV - LVSV)/LVDV] x 100. Mitral early and late dia-
stolic peak velocities (ME and MA) and tricuspid early and
late diastolic velocities (TE and TA), mitral acceleration time
(AT) and mitral deceleration time (DT) were measured. The
percentage of LV posterior wall thickness (%LVPWH) and LV
flow myocardial performance index (MPI) were calculated as
previously described [8—11]. The tissue Doppler of mitral septal
and lateral annulus from an apical four-chamber view was
used to measure systolic velocity (S’s and S'l), early diastolic
velocity (E's and E'l), and late diastolic velocity (A’s and A’l).
We calculated the ratio of early diastolic mitral flow velocity (E)
to tissue Doppler early diastolic velocity of the mitral septal
annulus (E/E's). We also calculated the ratio of early diastolic
mitral flow velocity (E) and tissue Doppler mitral lateral annu-
lus (E/E’l). Descriptions of normal values of the echocardio-
graphic parameters were used as previously described [8-12].

Measurement of NT-proBNP
EDTA-anticoagulated blood (3 mL) was collected by venous
puncture. The whole blood was centrifuged for ten minutes
(3,500 rpm) immediately; 100 uL of centrifuged plasma was
assayed by immunoassay analyser (Siemens, Advia Centaur®).
NT-proBNP assay was performed using the Triage NT-proBNP
kit (Biosite Diagnostic, San Diego, CA, USA). NT-proBNP pla-
sma level was quantitatively measured by chemiluminescence
technology in which the normal maximal value was 100 pg/mL.

Statistical analysis

All data was entered in a Windows SPSS 15.0 software pro-
gram; quantitative parameters were presented as mean = SD
and median; qualitative parameters were presented as frequ-
ency distribution and percentage. Mann-Whitney U test was
used to compare the differences between the groups. Spear-
man correlation tests were used to examine the correlations
between the echocardiographic parameters and factors in
question i.e. cumulative anthracycline dose, NT-proBNP, age
of the patients at diagnosis, and elapsed time after the last
doxorubicin dose. Spearman correlation test were used be-
tween elapsed time after the last doxorubicin dose and NT-
-proBNP. Positive or negative correlations between these pa-
rameters found by Spearman tests were then re-examined by
linear regression analysis. Statistical significance was defined
as p < 0.05.

RESULTS

The study group included 23 anthracycline treated patients
(16 male, seven female) and 19 control subjects (13 male, six
female). All patients had received only doxorubicin therapy.
The mean cumulative doxorubicin dose they had been expo-
sed to was 241.1 = 125.9 (median: 200: 86-330) mg/m?
and the mean elapsed time since the end of chemotherapy
was 10.5 £ 4.0 (median: 10.4: 8-14) years. The physical
exams and ECG results of both study groups were normal.
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Table 1. Demographic data and haemodynamic parameters of
the patient and control groups

Patient Control P
Age [years] 17.1£3.2 17.6 £4.0 NS
Weight [kg] 66.9+9.5 60.8 +9.4 NS
Height [cm] 165.1 =64 167.3=7.1 NS
NT-proBNP [pg/mL] 45.3 +39.7 215115 0.01
SBP [mm Hg] 113.5+12.1 M1.7=11. NS
DBP [mm Hg] 66.5+10.6 65.4+7.3 NS
Heart rate [/min] 85.0 =187 81.4=16.6 NS

SBP — systolic blood pressure; DBP — diastolic blood pressure

The age, sex, weight, height, serum NT-proBNP level
and haemodynamic parameters of the patients are set out
in Table 1. Serum NT-proBNP levels of the patient group
were higher than the control group. The echocardiographic
parameters of the patient and control groups are set out in
Table 2. TDI mitral septal systolic and early diastolic veloci-
ties of the patient group were significantly lower, and E/E’s
values of the patient group were significantly higher, than
the control group. MPI values and LVDV of the patient gro-
up were significantly higher than the control group, and
%LVPWt measurements of the patient group were slightly
lower than the control group (p = 0.049). Tricuspid E velo-
cities of the patient group were also significantly lower than
the control group.

Correlation
In Spearman correlation analysis, a positive correlation was
found between serum NT-proBNP level and parameters such
as MPI (r: 0.68, p: 0.006), LVDD (r: 0.65, p: 0.001), and
LVDV (r: 0.42, p: 0.045). A negative correlation was found
between NT-proBNP level and parameters such as mitral
deceleration time (MDT) (r: =0.45, p: 0.035), TA (r: -0.57,
p: 0.005). Those variables positively correlated (LVDD, LVDV
and MPI) and negatively correlated (MDT and TA) with NT-
-proBNP according to the Spearman analyses were re-evalu-
ated by linear regression analysis. In linear regression analy-
sis, the model was significant (R: 0.91, Rsquare: 0.84, F: 20.5,
p: 0.000); only the MPI (p: 0.15) value remained significantly
correlated with NT-proBNP, whereas all other variables were
eliminated (Fig. 1). Finally, a positive correlation was found
between the cumulative doxorubicin dose and MPI in both
Spearman correlation test and linear regression analysis in the
patient group. (Spearman test — p: 0.001, r: 0.74; regression
analysis — R: 0.78, Rsquare: 0.62, F: 9.8, p: 0.09, Fig. 2).
Correlation was not present between the elapsed time from
the last doxorubicin dose and the echocardiographic para-
meters and NT-proBNP levels in Spearman correlation test.
There was no significant difference between the results of
correlation analysis tests after excluding the three patients with

NT-proBNP level > 100 ng/mL. There was no correlation
between the NT-proBNP levels and echocardiographic para-
meters in the control group.

DISCUSSION

The myocardium is made up of cells with limited regenera-
tion capacity. Doxorubicin is a well known cardiotoxic agent
that induces myocardial degeneration. Once injured, the
myocardium shows progressive dysfunction that may result
in congestive heart failure. Standard 12-lead ECG or echo-
cardiography may not be able to show minimal myocardial
changes [12-16]. Increased serum NT-proBNP level as a re-
sult of elevated ventricular volume and pressure reflects LV
dysfunction. Only a limited number of studies have investi-
gated NT-proBNP as a marker or predictor of late-cardiotoxi-
city to date [14-19]. Urbanova et al. [16] revealed that NT-
-proBNP levels of an anthracycline treated group (mean dose:
221 mg/m?) were higher than a control group (NT-proBNP:
35.1 vs. 9.6 pg/mL). In our study, the NT-proBNP levels of
23 patients who had received a mean doxorubicin dose of
241.17 mg/m? with a mean elapsed time of 10.5 years since
the last chemotherapy were found to be higher than the con-
trol group (NT-proBNP: 45.3 vs. 21.5 pg/mL). Even though
the mean NT-proBNP levels of the patient group in our stu-
dy were normal, they were significantly higher than the control
group (p < 0.05). Therefore it may be accepted that NT-pro-
BNP is an early cardio-marker of subclinical cardiotoxicity.

There have been a few studies into the relationship be-
tween the serum NT-proBNP level and echocardiographic
parameters. In the study by Germanakis et al. [14], higher
NT-proBNP levels were associated with reduced LV mass in
asymptomatic children treated with anthracycline. In another
study, abnormal NT-proBNP levels were found to be signifi-
cantly related to the end-diastolic LV internal diameter [14].
In the study by Aggarwal et al. [18], plasma NT-proBNP was
significantly higher and multiple echocardiographic parame-
ters were abnormal in patients with cardiac dysfunction. In
the study by Brouwer et al. [19], abnormal FS and/or abnor-
mal diastolic function were present in 43% of adult childho-
od-cancer survivors. Their NT-proBNP levels were higher in
association with increased wall motion score index. In con-
trast to these studies, Urbanova et al. [16] could not reveal
any echocardiographic changes in anthracycline treated pa-
tients with high NT-proBNP levels. In our study, high serum
NT-proBNP levels were associated with increased MPI valu-
es. Such differences among several studies are acceptable
because there are various factors affecting the degree of car-
diotoxicity, such as cancer type, cumulative anthracycline
doses exposed, the age of the patient at the time of diagnosis,
the time since the last chemotherapy, additional cardiotoxic
medication and history of mediastinal radiotherapy. Therefo-
re, depending on the degree of myocardial injury, different
correlations may be found between NT-proBNP levels and
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Table 2. Echocardiographic parameters of the patients and control groups enrolled in the study

Patient Control P
Left ventricular systolic function
Ejection fraction [%] 69.6 + 4.4 72.0 +6.7 NS
Fractional shortening [%] 37.3=7.1 412+6.2 NS
TDI S's [cm/s] 79+23 9114 0.01
TDI Sl [em/s] 83+2.2 89+14 NS
Left ventricular diastolic function
ME [cm/s] 114 = 0.1 116 = 0.1 NS
MA [cm/s] 66 + 0.1 69 + 0.1 NS
E/A 1.7+0.3 1.6+0.2 NS
TDIE's [cm/s] 13.5+4.1 152+1.2 0.002
TDIE'l [cm/s] 16.8+4.5 18.1+1.9 NS
TDI A’s [cm/s] 6.8+2.3 6.5+1.6 NS
TDIA'l [cmy/s] 6.6+22 6.2+15 NS
E/E's 6.6+ 1.8 53+ 1.1 0.01
E/E'l 57=+1.7 54+0.9 NS
MAT [s] 66.3+17.4 64.3 +13.7 NS
MDT [s] 103.7 = 21.1 943 +12.5 NS
Left ventricular systolic and diastolic function
Myocardial performance index 03904 0.33+0.0 0.00
Left ventricular volume and diameter
LVDV [cm?3] 90.6 = 18.2 80.3 +13.8 0.04
LVSV [cm?] 30.2 +£8.0 27.3+3.0 NS
LVDD [cm] 439+0.3 421+0.2 NS
LVSD [cm] 257 +0.3 241+0.2 NS
Left atrial diameter
Left atrium [cm] 26+04 2.58+05 NS
Left ventricular thickness
IVSs [cm] 1.04 +0.1 1.21+0.2 NS
IVSd [cm] 0.77 0.1 0.91+0.1 NS
LVPWs [cm] 1.18 = 0.1 1.27 £ 0.1 NS
LVPWd [cm] 0.71 = 0.1 0.79+0.0 NS
LVPWt [%] 42.7 £18.1 543 +69 0.04
Right ventricular diastolic function
Tricuspid early diastolic velocity [cm/s] 85+ 0.1 94 + 0.1 0.03
Tricuspid late diastolic velocity [cm/s] 59 + 0.1 53 +0.1 NS

TDI — tissue Doppler imaging; S's — mitral septal annular systolic velocity; S'l — mitral lateral annular systolic velocity, E's — mitral septal annular early
diastolic velocity; E'l — mitral lateral annular early diastolic velocity; A's — mitral septal annular late diastolic velocity; A'l — mitral lateral annular late
diastolic velocity; ME — mitral early diastolic velocity; MA — mitral late diastolic velocity; MAT — mitral acceleration time; MDT — mitral deceleration
time; LVDV — left ventricular diastolic volume; LVSV — left ventricular systolic volume; LVDD — left ventricular diastolic diameter; LVSD — left
ventricular systolic diameter; IVSs — interventricular septum systolic thickness; IVSd — interventricular septum diastolic thickness; LVPWs — left
ventricular posterior wall systolic thickness; LVPWd — left ventricular posterior wall diastolic thickness; LVPWt — left ventricular posterior wall thickness

echocardiographic parameters. In this study, patients taking
a high cumulative anthracycline dose, having cardiac symp-
toms, taking multiple cardiotoxic agents and mediastinal ra-
diotherapy were excluded from the study. Even if a small
number of patients were included in the study, we got a ra-
ther uniform group in terms of the elapsed time since the end

of chemotherapy (range 8-14 years), which allowed us to
make more reliable comments in long-term follow-up.
Monitoring of anthracycline carditoxicity is most simply
accomplished using echocardiographic parameters, including
FS and EF. However, these parameters are not sensitive eno-
ugh to detect cardiotoxicty. Several sophisticated echocar-

www.kardiologiapolska.pl 43



Ayse Yildirim et al.

- [e]
200 NT-proBNP = -188.26 + 637.71 * MPI
R-Square = 0.34
1504
% o
[aa)
9 o
[oN
L 100+
= Linear Regression
50
[}
(o)
O T T T T
0.32 0.36 0.40 0.44
MPI

Figure 1. Correlation between NT-proBNP and myocardial
performance index (MPI) in linear regression analysis
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Figure 2. Correlation between cumulative doxorubicin doses
and myocardial performance index (MPI) in linear regression
analysis

diographic parameters have been used to detect early car-
diotoxicity, most of which are technically difficult to apply to
children [5, 10, 11, 13]. The parameters used in childhood
cancer survivors should be reliable and easily applicable. In
this study, there was no difference between the groups in
standard LV systolic functions such as EF and FS. However,
there were significant changes in tissue Doppler velocities,
MPI, LVDV and TE measurements. Among these parameters,
MPl is reliable and technically easily applicable to detect sub-
clinical cardiotoxicity.

Tissue Doppler early diastolic velocity of the mitral an-
nulus (E’) reflects the rate of myocardial relaxation, and it has
been postulated as a good indicator of LV myocardial diasto-
lic function. TDI early diastolic velocity increases as transmi-
tral gradient increases with exercise in normal subjects. The-

refore, E/E" at rest and during exercise (E/E’ < 8) are similar.
Decreased mitral annular E” is one of the earliest markers of
diastolic dysfunction. In early diastolic dysfunction, TDI mi-
tral septal annular early diastolic function is disturbed, whe-
reas mitral early diastolic function remains normal [20, 21].
In their study, Hillis et al. [22] postulated that a diagnosis of
acute myocardial infarction in adult patients with E/E's > 15
carried a significantly higher risk of mortality. The utility of
E/E" measurement in the detection of diastolic dysfunction in
doxorubicin treated childhood cancer survivors has not been
investigated. In our study, although the tissue Doppler mitral
septal annular late diastolic, mitral lateral systolic and diasto-
lic functions and E/E’l values of the patient group were nor-
mal, mitral septal annular early diastolic velocities were de-
creased, and mitral E/E’s values were increased (E/E's = 6.6,
E/E'l = 5.3). We suggest that E/E’, an easily measurable quan-
titative parameter, may be used for the follow up of long-
term survivors treated with doxorubicin.

Several echocardiographic parameters have been used
for the early detection of subclinical cardiac anthracycline
toxicity to date. Of these parameters, MPI has been found to
be sensitive for both subclinical LV systolic and diastolic dys-
functions induced by anthracycline toxicity [23, 24]. In our
study, LV systolic and diastolic functions of the patient group
were normal (EF, FS, LVDD, LVSD, ME, MA) but the MPI
values were significantly increased in the patient group com-
pared to the control group. The MPI values were increased as
the anthracycline dose and NT-proBNP were increased, which
suggests MPI as an reliable indicator of subclinical cardiotoxi-
city, even if no systolic or diastolic dysfunction can be de-
monstrated by standard echocardiographic measurements.
MPI can be used in a long-term follow up.

Increased MPI values show global LV dysfunction, but
cannot show systolic or diastolic dysfunction separately. In
TDI, we observed that systolic and diastolic functions were
preserved at mitral lateral annulus, whereas they were impa-
ired at mitral septal annulus due to the doxorubicin cardioto-
xicity. Although the LV systolic and diastolic wall thicknesses
were normal in the patient group, the %LVPWt values of the
patient group were slightly decreased compared to the con-
trol group. The reason for such thinning may be the cardioto-
xic effect of doxorubicin. The MPI, LVDV, %LVPWt, TE and
TDI S’s, E’s, and E/E’s values of the patient group were signi-
ficantly different from the control group. Therefore we assu-
me that especially the changes in these parameters may be
early signs of cardiotoxicity in childhood cancer survivors.
These parameters also allow us to measure cardiac functions
with various methods.

CONCLUSIONS
NT-proBNP levels of 23 asymptomatic patients with a mean
cumulative doxorubicin dose of 241.1 mg/m? and eight years
having elapsed since the last doxorubicin dose were two ti-
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mes higher than the control group. This finding may be ac-
cepted as an early sign of subclinical cardiotoxicity. The MPI
of the patient group were significantly higher than the control
group. Elevated MPI values, associated with high NT-proBNP
levels and high cumulative doxorubicin doses, could be
a useful indicator of subclinical cardiotoxicity. %LVPWt and TDI
measurements used to assess the systolic and diastolic func-
tions of different cardiac walls and E/E’ calculation could also
be useful parameters to detect subclinical cardiotoxicity. Ear-
ly detection of doxorubicin cardiotoxicity is crucial for suc-
cessful management of these patients and to give them a chan-
ce to plan their lives.

Confflict of interest: none declared

References

1. Franco VI, Henkel JM, Miller TL, Lipshultz SE. Cardiovascular
effects in childhood cancer survivors treated with anthracy-
clines. Cardiol Res Pract, 2011; 10: 134-679.

2. Martinez-Rumayor A, Richards AM, Burnett JC, Januzzi JL. Bio-
logy of the natriuretic peptides. ] Am Coll Cardiol, 2008; 101: 3-8.

3. Wang TJ, Larson MG, Levy D et al. Plasma natriuretic peptide
levels and the risk of cardiovascular events and death. N Engl
] Med, 2004; 35: ;665-663.

4. Grewal ], McKelvie RS, Persson H et al. Usefulness of Ntermi-
nal pro-brain natriuretic peptide and brain natriuretic peptide
to predict cardiovascular outcomes in patients with heart fail-
ure and preserved left ventricular ejection fraction. Am J Car-
diol, 2008; 102: 733-737.

5.  Maisel AS, Koon J, Krishnaswamy P et al. Utility of B-natriu-
retic peptide as a rapid, point-of-care test for screening pa-
tients undergoing echocardiography to determine left ventric-
ular dysfunction. Am Heart ], 2001; 141: 367-374.

6. Pinarli FG, Oguz A, Tunaoglu FS et al. Late cardiac evaluation
of children with solid tumors after anthracycline chemothera-
py. Pediatr Blood Cancer, 2005; 44: 370-377.

7. LangRM, Bierig M, Devereux RB et al. Task Force on Chamber
Quantification; American College of Cardiology Echocardio-
graphy Committee; American Heart Association; European As-
sociation of Echocardiography, European Society of Cardio-
logy. Recommendations for chamber quantification. Eur
J Echocardiogr, 2006;7: 79-108.

8. Nishimura RA, Abel MD, Hatle LK, Tajik AJ. Assessment of
diastolic function of the heart: background and current appli-
cations of Doppler echocardiography. Part II. Clinical studies.
Mayo Clin Proc, 1998:2;181-204.

9. Grossman W, Jones D, McLaurin LP. Wall stress and patterns
of hypertrophy in the human left ventricle. ] Clin Invest, 1975;
56: 56-64.

10. Klewer SE, Goldberg SJ, Donnerstein RL et al. Dobutamine
stress echocardiography: a sensitive indicator of diminished

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

myocardial function in asymptomatic doxorubicin-treated long-
-term survivors of childhood cancer. ] Am Coll Cardiol, 1992;
19:394-401.

Tei C, Ling LH, Hodge DO et al. New index of combined sys-
tolic and diastolic myocardial performance: a simple and re-
producible measure of cardiac function: a study in normal and
dilated cardiomyopathy. ] Cardiol, 1995; 26: 357-366.

Okura H, Takada Y, Yamabe A et al. Age- and gender-specific
changes in the left ventricular relaxation: a Doppler echocar-
diographic study in healthy individuals. Circ Cardiovasc Imag,
2009; 2: 41-46.

Yildirim A, Tunaoglu FS, Pinarli FG et al. Tissue and flow
myocardial performance index measurements taken during
dobutamine stress echocardiography for early diagnosis of
late anthracycline cardiotoxicity. Pediatr Cardiol, 2010; 31:
96-105.

Germanakis I, Kalmanti M, Parthenakis F et al. Correlation of
plasma N-terminal pro-brain natriuretic peptide levels with left
ventricle mass in children treated with anthracyclines. Int
J Cardiol. 2006;4;108(2):212-5.

Mavinkurve-Groothuis AM, Groot-Loonen ], Bellersen L et al.
Abnormal NT-pro-BNP levels in asymptomatic long-term sur-
vivors of childhood cancer treated with anthracyclines. Pedi-
atr Blood Cancer, 2009; 52: 631-636.

Urbanova D, Urban L, Simkova I et al. Long-term cardiac ef-
fects of treatment for childhood leukemia. Neoplasma, 2010;
57:179-183.

Lee HS, Son CB, Shin SH, Kim YS. Clinical correlation be-
tween brain natriutetic peptide and anthracyclin-induced car-
diac toxicity. Cancer Res Treat, 2008; 40: 121-126.

Aggarwal S, Pettersen MD, Bhambhani K et al. B-type natriuret-
ic peptide as a marker for cardiac dysfunction in anthracycline-
-treated children. Pediatr Blood Cancer, 2007; 49: 812-816.
Brouwer CA, Postma A, Vonk JM et al. Systolic and diastolic
dysfunction in long-term adult survivors of childhood cancer.
Eur ] Cancer, 2011; 47: 2453-2462.

Yu CM, Sanderson JE, Marwick TH, Oh JK. Tissue Doppler
imaging a new prognosticator for cardiovascular diseases.
J Am Coll Cardiol, 2007; 49: 1903-1914.

Yu CM, Fung JW, Zhang Q et al. Tissue Doppler echocardio-
graphic evidence of atrial mechanical dysfunction in coronary
artery disease. Int J Cardiol, 2005; 105: 178-185.

Hillis GS, Moller JE, Pellikka PA et al. Noninvasive estimation
of left ventricular filling pressure by E/E’ is a powerful predic-
tor of survival after acute myocardial infarction. ] Am Coll Car-
diol, 2004; 43: 360-367.

Tei C, Ling LH, Hodge DO et al. New index of combined sys-
tolic and diastolic myocardial performance: a simple and re-
producible measure of cardiac function: a study in normals
and dilated cardiomyopathy. J Cardiol, 1995; 26: 357-366.
Eidem BW, Sapp BG, Suarez CR, Cetta F. Usefulness of the
myocardial performance index for early detection of anthracy-
cline-induced cardiotoxicity in children. Am J Cardiol, 2001;
87:1120-1122.

www.kardiologiapolska.pl 45



Przydatnosc¢ oznaczania NT-proBNP i roznych
metod echokardiograficznych w okreslaniu
subklinicznej poznej toksycznosci
spowodowanej doksorubicyng

Ayse Yildirim!, F. Sedef Tunaoglu?, Kenan Kanburoglu3, F. Guclu Pinarli*

"Department of Paediatric Cardiology, Kartal Kosuyolu Training and Research Heart Hospital, Istanbul, Turcja
’Department of Paediatric Cardiology, Gazi University Medical Faculty, Ankara, Turcja

3Department of Neonatology, Fatih University Medical Faculty, Ankara, Turcja

4Department of Paediatric Oncology, Gazi University Medical Faculty, Ankara, Turcja

Streszczenie

Wistep i cel: Celem pracy byta ocena przydatnosci osoczowego stezenia N-koricowego fragmentu propeptydu natriuretycz-
nego typu B (NT-proBNP) i ustalenie echokardiograficznych parametréw najbardziej pomocnych w wykrywaniu subklinicz-
nej kardiotoksycznosci u dzieci, ktére przebyty leczenie doksorubicyng z powodu choroby nowotworowej.

Metody: Badaniem objeto 23 chorych w wieku srednio 17,1 roku, ktérzy otrzymywali doksorubicyne w sredniej skumulowa-
nej dawce 241,1 mg/m?; mediana czasu od przyjecia ostatniej dawki doksorubicyny wynosita 10,5 roku. Grupa kontrolna
sktadata sie z 19 zdrowych ochotnikéw dopasowanych pod wzgledem wieku, pfci i masy ciata.

Wyniki: Stezenia NT-proBNP byty wyzsze w grupie leczonej niz w grupie kontrolnej. Wskaznik wydolnosci miesnia sercowe-
go (MPI), okreslony na podstawie badania technika doplera tkankowego, skurczowa (S’s) i wezesnorozkurczowa predkosé
pierscienia mitralnego (E's) w czesci przegrodowej, stosunek predkosci wezesnorozkurczowej naptywu mitralnego (E) do E's
(E/E’s), objetos¢ rozkurczowa lewej komory (LVDV), wczesnorozkurczowa predkosé pierscienia tréjdzielnego (TE) i skurczo-
wy przyrost grubosci tylnej Sciany lewej komory (LVPWt) réznity sie istotnie miedzy grupami. Stwierdzono istotne korelacje
miedzy wartosciami MPI a stezeniami NT-proBNP i skumulowanymi dawkami doksorubicyny.

Whioski: Podwyzszone wartosci MPI w potaczeniu z wysokimi stezeniami NT-proBNP i duza skumulowana dawka doksoru-
bicyny moga by¢ przydatnym wskaznikiem subklinicznej kardiotoksycznosci. Stezenie NT-proBNP moze by¢ stosowane jako
skuteczny wskaznik w dtugookresowej obserwacji subklinicznej kardiotoksycznosci poantracyklinowe;.
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