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Summary

Background—Doxorubicin chemotherapy is associated with cardiomyopathy. Dexrazoxane
reduces cardiac damage during treatment with doxorubicin in children with acute lymphoblastic
leukaemia (ALL). We aimed to establish the long-term effect of dexrazoxane on the subclinical
state of cardiac health in survivors of childhood high-risk ALL 5 years after completion of
doxorubicin treatment.
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Methods—Between January, 1996, and September, 2000, children with high-risk ALL were
enrolled from nine centres in the USA, Canada, and Puerto Rico. Patients were assigned by block
randomisation to receive ten doses of 30 mg/m2 doxorubicin alone or the same dose of
doxorubicin preceded by 300 mg/m?2 dexrazoxane. Treatment assignment was obtained through a
telephone call to a centralised registrar to conceal allocation. Investigators were masked to
treatment assignment but treating physicians and patients were not; however, investigators,
physicians, and patients were masked to study serum cardiac troponin-T concentrations and
echocardiographic measurements. The primary endpoints were late left ventricular structure and
function abnormalities as assessed by echocardiography; analyses were done including all patients
with data available after treatment completion. This trial has been completed and is registered with
ClinicalTrials.gov, number NCT00165087.

Findings—100 children were assigned to doxorubicin (66 analysed) and 105 to doxorubicin plus
dexrazoxane (68 analysed). 5 years after the completion of doxorubicin chemotherapy, mean left
ventricular fractional shortening and end-systolic dimension Zscores were significantly worse
than normal for children who received doxorubicin alone (left ventricular fractional shortening:
-0-82, 95% CI —1-31 to —0-33; end-systolic dimension: 0-57, 0-21-0-93) but not for those who
also received dexrazoxane (—0-41, —0-88 to 0-06; 0-15, —0-20 to 0-51). The protective effect of
dexrazoxane, relative to doxorubicin alone, on left ventricular wall thickness (difference between
groups: 0:47, 0-46-0-48) and thickness-to-dimension ratio (0-66, 0-64-0-68) were the only
statistically significant characteristics at 5 years. Subgroup analysis showed dexrazoxane
protection (p=0-04) for left ventricular fractional shortening at 5 years in girls (1-17, 0-24-2-11),
but not in boys (-0-10, —0-87 to 0-68). Similarly, subgroup analysis showed dexrazoxane
protection (p=0-046) for the left ventricular thickness-to-dimension ratio at 5 years in girls (1-15,
0-44-1-85), but not in boys (0-19, —0-42 to 0-81). With a median follow-up for recurrence and
death of 8-7 years (range 1-3-12-1), event-free survival was 77% (95% CI 67-84) for children in
the doxorubicin-alone group, and 76% (67-84) for children in the doxorubicin plus dexrazoxane
group (p=0-99).

Interpretation—Dexrazoxane provides long-term cardioprotection without compromising
oncological efficacy in doxorubicin-treated children with high-risk ALL. Dexrazoxane exerts
greater long-term cardioprotective effects in girls than in boys.

Funding—US National Institutes of Health, Children’s Cardiomyopathy Foundation, University
of Miami Women’s Cancer Association, Lance Armstrong Foundation, Roche Diagnostics, Pfizer,
and Novartis.

Introduction

With intensive, multidrug chemotherapy, the 5-year event-free survival for children with
acute lymphoblastic leukaemia (ALL) is about 80%.1-> More than 300 000 survivors of
childhood cancer are alive in the USA, and an estimated one in every 640 adults aged 20-39
years has survived childhood cancer.%:” As this population ages, the progressive
complications of early, intensive treatments are becoming increasingly apparent.8

Cardiovascular health is particularly compromised and worsens over time, and cardiac
morbidity and mortality are significantly higher than is expected in long-term survivors of
childhood cancer.®-19 Echocardiographic abnormalities, including left ventricular wall
thinning and depressed left ventricular function, have been reported in survivors treated with
doxorubicin during childhood.®-11 Compared with sibling controls, 30-year survivors of
childhood cancer have significantly higher rates of congestive heart failure (relative risk
15-1, 95% CI 4-8-47-9), coronary artery disease (10-4, 4-1-25-9), and stroke (9-3, 4-1-
21.2).12 The absolute excess risk of cardiac-specific death among long-term childhood
cancer survivors ranges between 0-18 deaths per 1000 person-years (95% CI 0-09-0-30) to
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2.0 deaths per 10 000 person-years (1-6-2:7).1719 Delayed cardiotoxicity in long-term
survivors of childhood cancer is shown by a standardised rate of cardiac death of 8:2 times
higher than expected in 20-year survivors of childhood cancer, with an increase in the
cumulative probability of cardiac death at 15-25 years after diagnosis.1#1> Sudden death,
presumed cardiovascular, is more than four times higher than expected.1> Delayed
cardiotoxicity in cancer survivors is an increasing cause of heart transplantation.18:20

Doxorubicin, an effective anthracycline antineoplastic agent, has been associated with both
early and delayed cardiomyopathy.9-13.16-18,20-24 pejayed doxorubicin-related
cardiomyopathy is associated with female sex, doxorubicin exposure at a young age, long
length of follow-up after treatment with doxorubicin, high individual rate of doxorubicin
dose, and high cumulative doxorubicin doses.?-13.16-18.20-24 Anthracyclines are widely used
in children with cancer; more than 50% of childhood cancer survivors in the USA have been
treated with anthracyclines.2®> The mechanism of doxorubicin’s early cardiotoxic effects is
partly related to free radical injury: the drug forms complexes with iron, contributing to the
formation of reactive oxygen species and leading to intracellular damage and cardiomyocyte
death.1820-24 Mitochondrial DNA mutations have been implicated as a possible mechanism
of delayed doxorubicin-induced cardiotoxicity in long-term survivors, but the causes are
multifactorial.26:27 These pathways seem to be distinct from doxorubicin’s main anticancer
mechanism of DNA topoisomerase type 11 inhibition.21-24 Exposure to high doses of
anthracycline in childhood is associated with cardiovascular morbidity and mortality;16:17
findings of one study showed a 3:1 times greater risk of cardiac death in 30-year survivors
than is expected.13

Treatment with enalapril, 28 growth hormone,2° or continuous instead of bolus doxorubicin
infusion3C does not prevent progressive cardiotoxicity in anthracycline-treated long-term
survivors of childhood cancer. Therefore, at a time when anthracycline dose escalation is a
useful treatment for leukaemia in adults,3! validation of a cardioprotectant against
anthracyclines is important.

Dexrazoxane, an iron chelator, reduces early myocardial injury during doxorubicin
treatment, as measured by increased serum cardiac troponin-T concentrations in children
with ALL.32 However, whether this reduction in early myocardial damage translates to long-
term improvements in cardiac health is not known.18:20-24.33-35 |n preclinical models,
dexrazoxane prevents doxorubicin-induced long-term cardiotoxicity,?* protects myocardial
mitochondria from genetic and functional lesions,26 reduces apoptosis,3¢ and decreases
metabolic remodelling.3” We aimed to establish the effect of dexrazoxane on
echocardiographic measurements in survivors of high-risk childhood ALL, 5 years after
completion of doxorubicin treatment.

This study was part of the Dana-Farber Cancer Institute Childhood ALL Consortium
Protocol 95-01, a multicentre clinical trial for children younger than 18 years with newly
diagnosed ALL (excluding mature B-cell leukaemia); the design has been described
previously.! Briefly, children with newly diagnosed ALL from nine centres in the USA,
Canada, and Puerto Rico were enrolled between January, 1996, and September, 2000. The
institutional review board of each participating institution approved the study, and written
informed consent was obtained from all participants or their parents or guardians before the
start of treatment.
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At diagnosis, ALL was classified as standard or high risk. Children were diagnosed with
high-risk ALL if they met any of the following criteria: younger than 12 months or older
than 10 years and younger than 18 years, leucocyte count of 50 000 cells or more per L, T-
cell phenotype, presence of an anterior mediastinal mass, or presence of any lymphoblasts in
a sample of cerebrospinal fluid. Standard-risk patients received a low cumulative dose of
doxorubicin and were not thought to be at as great a risk for late cardiac effects during the
period of follow-up in this study, so only high-risk patients were eligible for inclusion in the
study.

Randomisation and masking

Procedures

Computer-generated randomisation assignments were prepared by the study statistician
using a permuted blocks algorithm with institutional balancing to assure that a treatment
imbalance within an institution was no greater than three patients. Treatment assignment
was obtained through a telephone call by the treating physician or study personnel at
participating sites to a centralised registrar at the Dana-Farber Cancer Institute to conceal
allocation.

Children with high-risk ALL were randomly assigned to receive doxorubicin alone or
doxorubicin plus dexrazoxane. Central investigators assessing serum cardiac troponin-T
concentrations, echocardiographic measurements, and study results were masked throughout
the study. Patients and treating physicians could not be masked to treatment assignment
because of the nature of the allocated treatment, but they remained masked to centrally
measured cardiac troponin-T concentrations and echocardiographic values.

All patients received two doses of 30 mg/m2 doxorubicin during remission induction, and
eight further 30 mg/mz2 doses every 3 weeks during intensification after remission, for a
cumulative doxorubicin dose of 300 mg/m2. Doxorubicin was given as either an intravenous
push or as an intravenous bolus (up to 15 min). Patients assigned to doxorubicin plus
dexrazoxane also received 300 mg/m? dexrazoxane as an intravenous bolus (up to 15 min)
immediately before each dose of doxorubicin.

Serum samples for assessment of cardiac troponin-T concentrations were obtained at
diagnosis (day 0, before treatment), daily for 1 week after the first induction dose of
doxorubicin (days 2-7), before each doxorubicin dose during intensification, and 7 days
after the final dose of doxorubicin.1:32:34 Serum was frozen immediately and stored at
—70°C until analysis. Cardiac troponin-T was assayed in a central laboratory by use of the
Elecsys Troponin-T STAT Immunoassay (Roche Diagnostics, Indianapolis, IN, USA),
which has sensitivity of 0-01 ng/mL.32:38 Haemolysed samples were excluded. Values of
more than 0-01 ng/mL were regarded as abnormal.

Echocardiography was recommended, but not compulsory, at baseline, when patients had
received a cumulative doxorubicin dose of 300 mg/mz, at completion of ALL treatment, and
every 2 years thereafter. Absence of data from a patient for a given period means that no
echocardiograms were obtained during that period. The last patient enrolled in this study
was assigned on Sept 16, 2000, allowing at least 9 years of echocardiographic monitoring
before this analysis. Each assessment consisted of a two-dimensional, m-mode, and Doppler
echo cardiogram and measurement of height and weight. Echocardiography was done
locally and remeasured by central study staff who were masked to treatment allocation. Only
echocardiograms obtained during the first complete remission before any relapse were
analysed.
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The primary outcomes were abnormalities in left ventricular structure (end-diastolic
dimension, end-systolic dimension, and end-diastolic thickness-to-dimension ratio) and
function, as assessed by echocardiography. Left ventricular function was assessed from left
ventricular fractional shortening, which is an index of the effects of heart rate, preload,
afterload, and contractility on left ventricular systolic performance. Diastolic function was
not assessed. The secondary outcome for the cardiac investigation was event-free survival.
Event-free survival was measured from the date of diagnosis to the first event or until the
date of last contact. We regarded induction failure and induction death as events at day 0.

Statistical analysis

We estimated that 170 high-risk patients would be enrolled in the study over 4 years; that
75% of these patients would be alive without relapse at 4 years; and that 75% of these
patients would be participants in the randomised comparison. With a total of 96 patients (48
per group), we would have 80% power to identify a difference in the incidence of late left
ventricular abnormalities (afterload and/or contractility) from 50% to 23%, testing at the
two-sided 0-05 significance level.

To standardise left ventricular data by age or body surface area and adjust for changes
associated with growth, we expressed echocardiographic measurements in Z scores, which
are the number of SDs the recorded measurement is above or below the predicted value. We
calculated Z scores from the difference between left ventricular outcome values in patients
and predicted values in healthy children, divided by the SD of a distribution of values in
healthy children (webappendix). We calculated the predicted value for each outcome in
healthy children with a regression model,%10:3940 by yse of data from 285 healthy children
measured at the same centre and in the same manner as the study patients.3%40 The Pediatric
Measurements Writing Group of the American Society of Echocardiography Pediatric and
Congenital Heart Disease Council recommends that “when normative data are available, the
measurements of cardiovascular structures should be expressed as Z scores”,*! and therefore
Z scores were used in this study. Z scores for left ventricular mass, left ventricular end-
diastolic posterior wall thickness, and left ventricular dimensions were adjusted for body
surface area, and Z scores for left ventricular fractional shortening were adjusted for age.

We did not design the study to obtain echocardiograms at predetermined fixed timepoints
after treatment completion, so time between treatment completion and echocardiography
during follow-up varies between patients. Therefore, we present the number of patients and
the corresponding number of echocardiograms done in 20-month intervals. We attempted to
capture the maximum amount of echocardiographic data for every patient by use of centrally
generated reminders to study sites and other technicians.

Thus, we could not calculate the mean Z score at a fixed set of timepoints (eg, yearly). We
fitted a repeated-measures linear mixed model in SAS PROC MIXED (version 9.2), in
which the mean Z score was modelled as a linear, quadratic, and cubic function of time of
echocardiograhy by use of all data from every patient at every timepoint. We modelled the
correlation between Z scores measured at a pair of times on the same patient with an
autoregressive structure. We then estimated the mean Z score at 0, 1, 2, 3, 4, and 5 years in
each treatment group from this mixed model, and we plotted the mean Z scores over time.
Although the dropout rate did not differ between the treatment groups, the mixed-model
approach adjusted for potential biases caused by increased frequency of outcome
assessments or duration of follow-up in some children, which might have occurred in those
with poor left ventricular function. Children remaining in the study did not differ on any
clinical characteristic from those who left the study: the mixed model adjusted for missing
follow-up data.*2
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To establish whether serum cardiac troponin-T concentrations during treatment predicted
long-term left ventricular structure or function, we formed the dichotomous covariate
abnormal cardiac troponin T during treatment (yes or no). We then fitted a mixed model
(with the Z scores listed above as outcomes) with this variable as a covariate; age and sex
were added to the model, because children with and without abnormal cardiac troponin T
during treatment are not groups established by random assignment. From this mixed model,
we obtained mean Z scores, adjusted for age and sex, at 5 years for children with and
without abnormal cardiac troponin T during treatment.

Continuous variables were compared with t tests or Wilcoxon rank-sum tests. Proportions
were compared with Fisher’s exact test. All tests were two-tailed with a set at 0-05.
Analysis of the primary and secondary endpoint was done with all patients with data
available after treatment completion. All statistical analyses were done by use of SAS
(version 9.2), with the exception of the Kaplan-Meier curve for event-free survival, which
was created by use of R (version 8.0).

This trial is registered with ClinicalTrials.gov, number NCT00165087.

Role of the funding source

Results

The funding sources had no role in the study design, data collection, data analysis, data
interpretation, or writing of the report. The corresponding author had full access to all data,
and had final responsibility to submit the report for publication.

219 children with high-risk ALL were assessed, of whom 205 were enrolled and randomly
assigned treatment (figure 1). In January, 2009, 158 children (77 in the doxorubicin group,
81 in the doxorubicin plus dexrazoxane group) were alive and in first remission. 62 patients
were not eligible for inclusion in the analyses: four were ineligible or withdrew consent,
seven never achieved complete remission, 17 relapsed before echocardiographic follow-up,
three died while in first remission, 31 had no echocardiographic data available after
diagnosis (figure 1). A further nine patients were excluded from analyses because they had
no echocardiographic data available after treatment (figure 1). For the 143 children with at
least one echocardiogram after diagnosis and the 134 children with at least one
echocardiogram after treatment, demographic and clinical characteristics were well balanced
between treatment groups (table 1), including median echocardiographic follow-up between
boys and girls (data not shown). No patients had known or suspected cardiac disease or
symptoms, or were taking cardiac drugs. No children had dose-limiting side-effects in either
treatment group. At median follow-up for recurrence and death of 8-7 years (range 1-3—
12-1), event-free survival was 77% (95% CI 67-84) in the doxorubicin group, and 76% (67—
84) in the doxorubicin plus dexrazoxane group (p=0-99; figure 2; 23 events in the
doxorubicin alone group and 24 in the doxorubicin plus dexrazoxane group).

134 patients with at least one echocardiogram after treatment were included in the analysis
of Z scores. Mean Z scores for left ventricular fractional shortening were significantly
reduced in both groups at completion of doxorubicin treatment (figure 3A, table 2),
indicating that left ventricular function was significantly worse in survivors than in age-
expected norms. At 5 years, the mean Z score for left ventricular fractional shortening for
the doxorubicin plus dexrazoxane group did not differ significantly from that in healthy
children, whereas the Z score for the doxorubicin group remained significantly reduced
(table 2). The difference between the doxorubicin plus dexrazoxane and doxorubicin groups
was not significant at 5 years (=041, 95% CI -1.07 to 0-26). However, we recorded a
significant interaction between treatment and sex (p=0-0391). Girls given dexrazoxane
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rather than doxorubicin alone had a significantly better left ventricular fractional shortening
(difference between groups: 1-17, 0-24-2.11) than did boys (-0-10, —0-87 to 0-68; table 2,
figures 4A and 4B). Additionally, in the doxorubicin group, the reduction in left ventricular
fractional shortening was significantly greater in girls than in boys across the 5-year period
(table 2, figures 4A and 4B), and the protective effect of dexrazoxane was seen
predominantly in girls.

In the doxorubicin group, the mean Z score for left ventricular end-diastolic dimension was
almost the same as in healthy children throughout follow-up. In the doxorubicin plus
dexrazoxane group, the mean Z score was significantly lower than zero up to 3 years after
treatment completion, but the difference was not significant thereafter (table 2, figure 3B).
The between-group comparison showed a significant difference during the first 2 years after
treatment completion but not thereafter. The Z score for girls, but not for boys, differed
significantly between groups at 1 year after treatment completion but converged with longer
follow-up (data not shown).

Throughout follow-up, the mean Z score for left ventricular end-systolic dimension was
close to zero in the doxorubicin plus dexrazoxane group, but was significantly greater than
zero in the doxorubicin group (table 2, figure 3C). The results were similar when the data for
boys and girls were analysed separately, although the Z scores for girls differed significantly
between treatment groups during the first 3 years after treatment completion (data not
shown).

The mean Z score for left ventricular end-diastolic thickness-to-dimension ratio was close to
zero for most of follow-up in the doxorubicin plus dexrazoxane group, but reduced
significantly compared with zero at 5 years (table 2, figure 3D). However, in the
doxorubicin group, the score progressively reduced and was significantly lower than zero
from 2 years onwards. The between-group difference was significant for years 3-5. In boys,
the mean Z score was significantly less than zero from 2 years onwards in the doxorubicin
plus dexrazoxane group and from 3 years onwards in the doxorubicin group, with no
significant between-group difference (table 2, figure 4D). However, in girls, the mean Z
score differed significantly between groups from 2 years onwards, with the score in the
doxorubicin plus dexrazoxane group close to zero throughout follow-up and the score was
significantly different from zero from 1 year onwards in the doxorubicin group (table 2,
figure 4C). We recorded a significant interaction between treatment and sex for this outcome
(p=0:0317), indicating that the effect of treatment on the left ventricular end-diastolic
thickness-to-dimension ratio was significantly different in boys and girls. For example, at 5
years after treatment completion, the effect of doxorubicin plus dexrazoxane treatment in
girls minus that in boys was significantly different from zero (difference —0-96, —1-88 to
-0-016; table 2).

5 years after treatment, mean Z scores for left ventricular mass, left ventricular end-diastolic
posterior wall thickness, and left ventricular end-diastolic thickness-to-dimension ratio were
significantly lower in children who had at least one raised serum cardiac troponin-T
concentration (>0:01 ng/mL) during treatment than in those who had no raised
concentrations (table 3).

Discussion

For children with high-risk ALL who were treated with doxorubicin, the addition of
dexrazoxane had a long-term cardioprotective effect, as indicated by echocardiographic
measurements of left ventricular structure and function. The cardioprotective effect of
dexrazoxane was more pronounced in girls than in boys. Although dexrazoxane seemed to
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reduce long-term cardiotoxicity, it did not adversely affect relapse risk, frequency of second
malignant neoplasms, or survival in children with high-risk ALL.1:34

Doxorubicin and other anthracycline drugs are active agents in treatment of childhood ALL,
but their use has been limited by acute and delayed cardiac toxic effects. In clinical trials
undertaken in the 1970s, before the recognition that high cumulative doses were associated
with a greater risk of delayed cardiotoxicity, children with ALL received cumulative
doxorubicin doses greater than 400 mg/mz2. We and others have shown that such patients had
clinically significant left ventricular effects that continued to be progressive even decades
after the completion of doxorubicin treatment.-11 On the basis of these findings, we
reduced doses of doxorubicin given to children and adolescents with ALL treated in the
1980s, so that standard-risk patients received a low cumulative dose (45-60 mg/mz), which
was associated with a much lower risk of delayed cardiotoxicity, and high-risk patients
received a 345-360 mg/m? cumulative doxorubicin dose.32:43 Although the frequency of
overt congestive heart failure was much reduced, follow-up of patients treated in this way
suggested that there was still a risk of delayed left ventricular abnormalities in the patients
with high-risk ALL.9-11

In the 1990s, we compared the left ventricular results from our long-term survivors with
those from patients treated in Denmark.*# This analysis suggested that the risk of left
ventricular abnormalities was lower in patients who received 300 mg/m2 or less than it was
in those who received more than 300 mg/m2 of doxorubicin. From these results, we lowered
the cumulative doxorubicin dose for patients with high-risk ALL to 300 mg/m2 on protocol
95-01. To further reduce the risk of late cardiotoxicity, we assessed the potential
cardioprotective effects of dexrazoxane—an agent which, at the time that this study was
undertaken (1996-2000), had been shown to prevent or attenuate early cardiotoxicity in
adults with advanced malignancies treated with very high cumulative doxorubicin doses,*
but had not yet been studied in a multicentre randomised trial in a paediatric cancer
population.

We previously reported that dexrazoxane reduced the number and the extent (maximum
value per patient) of serum cardiac troponin-T elevations during treatment in this same
population,32 suggesting a reduction in early heart muscle damage during therapy.3>46 The
echocardiographic data reported here suggest that dexrazoxane provides long-term
cardioprotection, implying that prevention of cardiomyocyte damage during therapy can also
reduce delayed doxorubicin-associated cardiomyopathy in long-term survivors without
compromising the chances of oncological cure.

We have previously reported that some of these same left ventricular measurements were the
strongest predictors of subsequent all-cause mortality in young children in multivariable
models incorporating other known causes of mortality.4” Thus, these left ventricular
biomarkers were validated as surrogate markers for subsequent mortality, in some cases
identifying at-risk children 3 years before an event.4” We have also shown that the change in
these same left ventricular measurements over time further defines subsequent all-cause
mortality in young children following the same echocardiographic protocol and central
remeasurement facility used here.*® Because these left ventricular measurements have been
validated as surrogate endpoints for subsequent mortality in young children in these and
other studies, and since we have shown that these parameters change longitudinally over
time in ways that follow cardiac outcomes in large population-based studies of clinically
significant cardiac outcomes in childhood cancer survivors from the USA, UK, France, and
the Nordic countries with decades of follow-up,14-19 we have used these parameters in this
study, and a priori these left ventricular parameters were our primary study endpoints.11
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On the basis of the epidemiological published work, these interim left ventricular
assessments are the best we have because the clinically significant cardiovascular endpoints,
when they occur, tend to be quite late. No clinical evidence of cardiovascular disease is
available, but there is certainly echocardiographic evidence of subclinical left ventricular
disease progression. The magnitude of the Z score differences in this study might seem to be
small relative to those that guide the daily clinical decisions by cardiologists. However, their
magnitude is consistent with findings in children in which the magnitude of these Z score
differences independently predicted mortality.47:48

We have assessed the reliability of these left ventricular measurements in paediatric
multicentre studies following a similar protocol at the same central remeasurement
facility.4? The substantial improvement in reliability by use of a central remeasurement
facility, relative to use of data received from measurements taken locally, has led to this
central measurement facility being used in many paediatric multicentre studies.

Left ventricular function, measured by left ventricular fractional shortening, was closer to
normal in the doxorubicin plus dexrazoxane group than in the doxorubicin-only group
(although, overall, the treatment groups did not differ significantly from each other; they
were significantly different in girls). Additionally, left ventricular end-systolic dimension
and left ventricular end-diastolic posterior wall thickness were also nearer to normal in the
doxorubicin plus dexrazoxane group. One explanation for these findings is the absence of
left ventricular remodelling (the constellation of progressive cardiomyocyte lengthening, left
ventricular wall-thinning and dilation, and reshaping of the left ventricular in response to
myocardial loss or injury),3%:51 as suggested by the normal left ventricular thickness-to-
dimension ratio in children treated with dexrazoxane, especially girls. The diminished left
ventricular thickness-to-dimension ratio in all boys, irrespective of randomised treatment,
results in increased left ventricular wall stress, and this is the finding we have previously
identified as being most characteristic of the long-term toxic effects of doxorubicin.%-11

The absence of left ventricular remodelling in dexrazoxane-treated patients might imply a
more positive prognosis, in view of what is known about myocardial injury from other
causes. For example, in patients with myocardial infarction, myocarditis, or idiopathic
dilated cardiomyopathy, the changes in left ventricular mass, size, and shape, and the
associated subcellular changes representing left ventricular remodelling, are associated with
progressive heart failure and poor prognosis.6-47 Interruption of the molecular and
physiological pathways that contribute to cardiomyocyte loss and the resulting unfavourable
left ventricular geometry can abrogate remodelling and prevent or delay cardiomyopathy
and heart failure. Remodelling has many factorial causes and involves several parallel
cellular pathways, but dexrazoxane seems to be able to prevent the primary injury that leads
to the doxorubicin-associated left ventricular remodelling.37:52

Dexrazoxane seemed to benefit girls more than boys. We have noted other sex differences in
treatment-related toxic effects and outcomes.>3 Some studies suggest that girls with ALL are
more likely to have cognitive dysfunction or obesity than boys, but are less likely to
relapse.>4-57 Female sex is an independent risk factor for delayed doxorubicin
cardiotoxicity.10:°8 The reason for this finding is not fully understood, although sex-related
differences in the transport and clearance of doxorubicin have been reported.59-61
Furthermore, dexrazoxane cardioprotection has been reported against the sex-related
hormone testosterone.52 Differences between men and women in the causation,
pathophysiology, and prognosis of heart failure have been recorded.3 Sex-related
differences occur in newborn babies, with girls having greater elevations of myocardial
injury-markers than boys.54 Girls have a higher risk of death during admissions for
paediatric cardiac surgery than do boys.8° Exposure of antiretroviral therapy to young girls
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is also associated with more inadequate left ventricular growth than in boys, suggesting an
increased sensitivity of the young female myocardium to toxic exposures.¢ Our results
suggest that optimum cardioprotective strategies might also vary by sex.

Echocardiographic changes were related to serum cardiac troponin-T concentrations
measured during doxorubicin chemotherapy. These findings validate the use of serum
cardiac troponin T as a surrogate endpoint for left ventricular status in long-term survivors
of childhood high-risk ALL, as suggested by previous studies of animals receiving
doxorubicin,3%46 and adult patients receiving high-dose chemotherapy,®’ in addition to our
previous results.3® However, additional biomarkers might be necessary to improve
predictive ability.1822.68

So far, no child enrolled in this study has had symptomatic left ventricular dysfunction.
Whether the effects of dexrazoxane on left ventricular structure and function recorded in this
study will translate into improved cardiac outcomes, such as a reduction in heart failure, is
uncertain and needs longer follow-up.89:70 Moreover, although dexrazoxane treatment
seemed to result in fewer left ventricular abnormalities 5 years after therapy, some left
ventricular abnormalities persisted. In a study of 115 long-term survivors of childhood ALL
treated with doxorubicin followed up for a median of 11-8 years, we showed that left
ventricular abnormalities increased progressively over time.%-11 Thus, even the subtle left
ventricular abnormalities we recorded in dexrazoxane-treated patients could potentially
become more serious.

Other investigators have been reluctant to use dexrazoxane, because of fears that it might
protect the cancer cells, in addition to the cardiomyocytes. In our experience, long-term
event-free survival does not differ significantly between the doxorubicin plus dexrazoxane
and doxorubicin-only groups.1:34 In a series of reports of long-term follow-up of more than
4000 children treated for ALL in the USA, UK, Europe, and Japan, none of whom received
dexrazoxane, the cumulative incidence of second malignant neoplasms ranged from less
than 1% to 9-9%, with most studies in the range of less than 1% to 2%.71~77 Moreover, we
did not find the association between dexrazoxane and second malignant neoplasms34 that
was reported,’8 although questioned,”®:80 in a paediatric Hodgkin’s lymphoma trial in which
three DNA topoi-somerase type Il inhibitors, some noted to be associated with second
malignancies in childhood cancer survivors,81:82 were given together. In addition to the 100
dexrazoxane-treated patients enrolled in this randomised clinical trial, we have also treated
an additional 196 children with high-risk ALL, again with dexrazoxane, in a successor
protocol undertaken between 2000 and 2004 (median follow-up 4-9 years), and in a third
trial of 242 additional children from 2005 to 2010 (median follow-up 2 years). We have seen
only one second malignant neoplasm, and, arguably, even that one was not a true second
malignant neoplasm (a late-occurring acute myelogenous leukaemia in a child originally
diagnosed with mixed-lineage leukaemia [MLL] gene-rearranged ALL; Sallan S, Dana-
Farber Cancer Institute, Boston, MA, USA, personal communication). Clarification of our
results and those of others in terms of risk of second malignancy must await additional
details and data analysis.

A potential limitation to this study is the loss to echocardiographic follow-up, which is a
general drawback in all long-term follow-up studies of cured patients. Because this study
had complete follow-up from an oncological perspective and echocardiographic follow-up
on any patient with an event, and in combination with the balance of follow-up between
groups, we feel that any potential bias is low and does not affect the validity of our results.
Although our study shows that dexrazoxane reduces doxorubicin-associated cardiotoxicity
without reducing oncological efficacy, another limitation is that we did not look at other
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possible cytoprotective activities,®? such as reductions in nephrotoxicity, mitochondrial
cardiotoxicity, neurotoxicity, and hepatotoxicity.26:69.83-85

Our findings suggest that dexrazoxane is an important component of cardioprotection
without compromising oncological activity, but that the use of dexrazoxane might be
insufficient to fully prevent long-term left ventricular dysfunction, at least in some groups of
patients (panel). Similar long-term cardioprotective effects of dexrazoxane in children with
solid tumours are also reported.®? Future studies should focus on the identification of better
predictors of at-risk patients and additional preventive therapies, especially for boys, to fully
optimise cardioprotection in paediatric patients who receive anthracycline chemotherapies
such as doxorubicin.
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Trial profile
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Figure 2. Event-free survival All

patients randomly assigned treatment (n=205) were eligible for assessment of event-free
survival, but by convention, events of induction failure and induction death have been

recorded at O years.
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Figure 3. Mean left ventricular echocardiographic Z scores (n=134)

Plots are adjusted for age and sex. *p<0-05 for comparison of the mean Zscore of the
doxorubicin plus dexrazoxane group with zero. Tp<0-05 for comparison of the mean Zscore
for the doxorubicin group with zero. ¥p<0-05 for comparisons of mean Zscores between the
doxorubicin and doxorubicin plus dexrazoxane groups.

Lancet Oncol. Author manuscript; available in PMC 2013 August 28.




1duosnuey JoyIny vd-HIN 1duosnuey JoyIny vd-HIN

1duosnuey JoyIny vd-HIN

Lipshultz et al.

Page 21

A B
. 29 —— Doxorubicin " q
= —— Doxorubicinplus dexrazoxane )
) 8
c =
g )
S S
k3 &
= =
g 2
S O feeeememeemeeeme oo eooeiioioioioioiioiolos S SR LT L P PRORS
g ]
S - k] _
o v - .
g I t v 2 -/ .
o * ! f f P . . . + !
g # + ¥ 5 - t
= = u t t
-2 T T T T 1 T T T T 1
C D

Mean Z score for end-diastolic

thickness-to-dimension ratio in girls
Mean Z score for end-diastolic
thickness-to-dimension ratio in boys

T T T T 1
0 1 2 3 4 5
Time since treatment completion (years) Time since treatment completion (years)

Figure 4. Mean left ventricular echocardiographic Z scores in boys and girls (n=134)

Plots are adjusted for age. *p<0-05 for comparison of the mean Zscore of the doxorubicin
plus dexrazoxane group with zero. Tp<0-05 for comparison of the mean Zscore for the
doxorubicin group with zero. ¥p<0.05 for comparisons of mean Zscores between the
doxorubicin and doxorubicin plus dexrazoxane groups.
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Table 1

Demographic and clinical characteristics of study participants

Doxorubicin alone  Doxorubi

cin plus dexrazoxane

Patients with at least one echocardiogram after diagnosis

Total 70 73
Sex
Male 31 (44%) 29 (40%)
Female 39 (56%) 44 (60%)
Ethnic origin *
White 63 (90%) 62 (86%)
Non-white 7 (10%) 10 (14%)
Mean age at diagnosis (years) 7-8 (55) 76 (51)
Patients with at least one echocardiogram after treatment
Total” 66 68
Sex
Male 30 (45%) 27 (40%)
Female 36 (55%) 41 (60%)
Ethnic origin’t
White 61 (92%) 58 (88%)
Non-white 5 (8%) 8 (12%)
Mean age at diagnosis (years) 79 (54) 7-6 (49)
Cumulative doxorubicin dose (mg/m?) 300 (288-300) 300 (300-300)
Number of echocardiograms per patient 4.0 (3-0-6-0) 4.0 (2.0-7-0)
Echocardiographic follow-up (years) 5.7 (2:8-7-6) 6-2 (3:0-7-7)
Echocardiograms by time since assignment (years; number of echocardiograms/number of patients)
0-00to 1-67 65/44 70/43
>1:67 to 3-33 47/37 46/37
>3:33 t0 500 34/31 39/34
>5.00 52/38 60/41

Data are number (%), mean (SD), or median (IQR) unless otherwise indicated.

*
One child in the doxorubicin plus dexrazoxane group had missing data for ethnic origin.

fChiIdren eligible for inclusion in analyses had completed treatment and were in their first continuous complete remission.

iTwo children in the doxorubicin plus dexrazoxane group had missing data for ethnic origin.
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