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SYSTEMATIC REVIEW AND META-ANALYSIS

Cardiotoxic Effect of Modern Anthracycline 
Dosing on Left Ventricular Ejection Fraction: 
A Systematic Review and Meta-Analysis of 
Placebo Arms From Randomized Controlled 
Trials
Prajith Jeyaprakash , Bmed MD, MMed (Clin Epi); Sukhmandeep Sangha, MBBS; Katherine Ellenberger, MBBS; 
Shanthosh Sivapathan, MBBS; Faraz Pathan, MBBS, PhD; Kazuaki Negishi , MD, PhD

BACKGROUND: Anthracyclines are a key chemotherapeutic agent used against hematological and solid organ malignancies. 
However, their benefits in cancer survival are limited by cumulative, dose-related cardiotoxicity. The impact of anthracyclines 
on left ventricular ejection fraction (LVEF), in the era of modern chemotherapy regimens, remains unclear.

METHODS AND RESULTS: Three databases (CENTRAL, MEDLINE, and SCOPUS) were systematically searched for randomized 
trials evaluating cardioprotective agents against placebo, in preventing cardiotoxicity. Echocardiography or magnetic reso-
nance measured LVEF pre- and post-anthracycline-based chemotherapy was abstracted from placebo trial arms. The key 
terms included “anthracycline,” “cardiotoxicity” and “randomized.” A doxorubicin equivalent anthracycline dose metric was 
calculated to compare different anthracyclines. A random-effects model was used to pool mean difference in LVEF after 
anthracycline. Meta-regressions were calculated to identify variation sources. We included 660 patients from 19 trials. The 
weighted mean baseline LVEF across studies was 62.6%, and follow-up LVEF assessment was performed at 6 months. The 
pooled mean decline in LVEF among placebo arms was 5.4% (95% CI, 3.5%–7.3%) with a doxorubicin equivalent anthracy-
cline dose of 385 mg/m2. Meta-regression analysis showed no significant difference in LVEF against doxorubicin equivalent 
anthracycline dose as continuous (P=0.29) or against published cut-offs for cardiotoxicity (250 mg/m2, P=0.21; 360 mg/m2, 
P=0.40; and 400 mg/m2, P=0.66). The differences in mean LVEF were not associated with sex, adjunct chemotherapy, or 
cancer type.

CONCLUSIONS: The magnitude of LVEF impairment post-anthracycline therapy appears less than previously described with 
modern dosing regimens. This may improve the accuracy of power calculation for future clinical trials assessing the role of 
cardioprotective therapy.
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Anthracyclines have remained a key chemothera-
peutic agent for the past 5 decades in the treat-
ment of breast and hematological malignancies.1 

As survivorship from cancer improves with earlier de-
tection and improved treatment strategies, clinicians 

are now increasingly challenged by the manifestation 
of anthracycline-induced cardiotoxicity. The American 
Society of Echocardiography defines cardiotoxicity 
as a 10% reduction in left ventricular ejection fraction 
(LVEF) <53%.2
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Anthracyclines can induce left ventricular dys-
function, which typically causes a chronic, irrevers-
ible cardiomyopathy.3 Clinical studies have identified 
risk factors for anthracycline cardiotoxicity such as 
cumulative anthracycline dose, infusion rates, and 
pre-existing heart failure.2 Since the discovery of 
anthracycline-induced cancer therapeutics‒related 
cardiac dysfunction (CTRCD), clinicians have sought 
to minimize toxicity by modifying chemotherapy pro-
tocols to limit the cumulative anthracycline dose, and 
by monitoring cardiac function more closely.3 The 
potential for cardioprotective drugs to further mini-
mize cardiotoxicity before anthracycline administra-
tion, has been an area of intense research over the 
past 2 decades.4–6 Multiple randomized controlled 
trials (RCTs) have been performed to find a suitable 
agent, however some of these trials have failed to 

show a statistically significant benefit with drugs 
such as beta-blockers and angiotensin-converting 
enzyme inhibitors.7–9

The rates of cardiac failure and cardiotoxicity 
reported in the literature are based on data pub-
lished >30 years ago, ranging broadly from 7% to 
65%.10–12 However, little is known about the degree 
of LVEF decline caused by anthracyclines in the era 
of modern chemotherapy protocols. We hypoth-
esized that the reasons for the negative results in 
some RCTs could be because of an overestimation 
of anticipated LVEF decline in sample size calcula-
tions, as modern dosing regimens may cause less 
cardiotoxicity than what was seen 20 to 30  years 
ago.7,9,13 Thus, we aimed to elucidate the pooled 
mean of LVEF decline amongst the cancer popula-
tion in “placebo” groups of RCTs which investigate 
cardioprotective agents.

METHODS
The authors declare that all supporting data are avail-
able within the article and its supplementary files.

Literature Search
We performed a systematic review of literature 
according to the Preferred Reporting Items for 
Systematic Reviews and Meta-Analysis (PRISMA) 
guidelines to identify RCTs where the effects of po-
tential cardioprotective agents, on anthracycline-
induced cardiotoxicity, were observed.14 The search 
strategy was designed to address our aim, and we fol-
lowed a structured Patient-Intervention-Comparison-
Outcome (PICO) format to define our inclusion 
criteria. The population of interest were patients with 
any malignancy who required anthracycline-based 
chemotherapy. We focused on the placebo arms of 
eligible trials, so that only patients who did not re-
ceive any cardioprotective intervention were included. 
Our primary outcome was the change in LVEF from 
baseline to post anthracycline-based chemotherapy 
with either transthoracic echocardiography, or via 
cardiac magnetic resonance imaging. We searched 
PUBMED, SCOPUS, CENTRAL (Cochrane database 
(Cochrane Central Register of Controlled Trials), and 
Cochrane Database of Systematic Reviews from da-
tabase inception until the search date (April 2, 2019) 
to identify eligible RCTs. Key MeSH terms that were 
used included “cardio-protective,” “cardiotoxicity,” 
“CTRCD,” “anthracyclines,” and “RCT.” Our search 
strategies for all included databases are provided 
in Table S1. We also performed manual searches of 
reference lists from relevant systematic reviews and 
guidelines and incorporated additional relevant stud-
ies into our overall search.

CLINICAL PERSPECTIVE

What Is New?
•	 Our systematic review and meta-analysis pools 

left ventricular ejection fraction data from the 
placebo arms of randomized controlled trials to 
establish the cardiotoxic effects of modern an-
thracycline regimens for the first time.

•	 After performing our literature search, we identi-
fied 660 patients from 19 relevant trials.

•	 We found that even in placebo groups with no 
cardioprotective therapy, the pooled mean dif-
ference in left ventricular ejection fraction was 
only 5.40% (95% CI, 3.5%–7.3%), much less 
than previously described.

What Are the Clinical Implications?
•	 Our review will assist clinicians in educat-

ing patients receiving modern anthracycline-
based chemotherapy on the overall risks of 
cardiotoxicity.

•	 It will also provide important baseline placebo 
data for future studies evaluating the role of 
cardioprotective agents in anthracycline-based 
cardiotoxicity.

•	 Future studies will be able to use our pooled 
mean data to assist with sample size calcula-
tion during trial design.

Nonstandard Abbreviations and Acronyms

CTRCD	 �cancer therapeutics related cardiac 
dysfunction

EAD	 equivalent anthracycline dose
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Study Selection
Databases were searched by 2 independent reviewers 
(P.J. and S.S.), and pertinent articles were screened 
by title, abstract, and full-text. Disputes between the 
2 reviewers were resolved by a third, senior author 
(K.N.). Articles were excluded if only animal or pedi-
atric data were reported, or if LVEF was not assessed 
with validated measures such as LVEF biplane in ac-
cordance with echocardiography guidelines as well 
as cardiac magnetic resonance imaging. Only full-text 
published articles were included, and studies were 
excluded if patients in the placebo arm had received 
anthracycline-based therapy before baseline echo-
cardiographic assessment to avoid measuring pre-
existing cardiotoxicity.

Data Extraction
Patient characteristics such as sample size, age, sex, 
and cancer type were extracted into an electronic 
data-entry form. Cancer therapy protocols including 
anthracycline type, anthracycline dose, and adjunc-
tive trastuzumab use were also obtained to include in 
our analysis. We used conversion factors described 
in the European Society of Cardiology consensus 
statement to standardize anthracycline types into a 
single measure termed doxorubicin equivalent an-
thracycline dose (EAD).2 This allowed idarubicin and 
epirubicin doses to be scaled to doxorubicin dose 
with scaling factors of 0.53 and 0.7, respectively. 
LVEF pre- and post-chemotherapy, along with cor-
responding SDs, were also included to ascertain the 
mean difference in unadjusted LVEF after anthracy-
cline administration. If SDs were not available in the 
main or supplementary text, they were derived from 
statistical significance tests or Cis reported for the 
difference in mean LVEF. Available outcome data for 
symptomatic heart failure, hospitalization, and death 
rates were also extracted for patients in placebo 
arms. E-mails were also sent to the corresponding 
authors to obtain raw data and further statistical in-
formation where available.

Statistical Analysis
Data were meta-analyzed with R statistical soft-
ware version 3.2.2 (The R Foundation for Statistical 
Computing, Vienna, Austria) with the “metafor” pack-
age.15 A random-effects model was used as primary 
analytical method to pool the mean difference be-
tween LVEF measurement pre- and post-anthracycline 
therapy in the placebo arms of these trials. We chose 
the random-effects model as primary because we as-
sumed that the effects being estimated in the different 
studies are not identical but follow some distribution. 
More precisely, we assumed that LVEF reduction 

attributable to anthracycline cardiotoxicity varies from 
study to study and the true LVEF reduction for these 
RCTs would be distributed around a mean. A fixed-
effects model was also used as sensitivity analysis. 
The 95% CIs were also calculated for the mean dif-
ference ejection fraction. To determine if there was 
any difference in LVEF decline amongst more modern 
RCTs, we performed a subset analysis to examine tri-
als performed since 2010.

Findings were considered statistically significant 
if P<0.05. Pre-specified meta-regression was per-
formed to determine if anthracycline dose, expressed 
as either a continuous or categorical variable, caused 
a statistically significant impact on outcome as well 
as for potential confounders such as, the proportion 
of female, adjunct chemotherapy, and cancer type. 
Heterogeneity between studies was assessed using 
the Cochrane test statistic and I2. Other key variables 
such as sex, cancer type, and adjunct chemother-
apy were also compared against mean LVEF change 
with meta-regression analysis. We used the Cochrane 
Risk of Bias Tool version 2 on all included studies and 
plotted outcomes as either “low,” “unclear,” or “high” 
across the 5 primary domains.

We hypothesized that RCTs evaluating cardio-
protective agents may be underpowered to detect 
a statistically significant LVEF decline in the age of 
modern chemotherapy. To evaluate this, we aimed 
to tabulate the sample sizes required for future RCTs 
to demonstrate statistically significant findings. To 
achieve this, the pooled mean LVEF decline obtained 
from our meta-analysis, along with the associated 
SD from the random-effects model, were entered 
into the Vanderbilt statistical power calculator.16 We 
used a 2-sided alpha of 0.05 with 80% and 90% 
power across all studies.

RESULTS
We identified 19 RCTs relevant to our analysis after 
performing a literature search in accordance with 
the PRISMA guidelines, shown in Figure 1. Baseline 
characteristics for each included trial are summa-
rized in Table  1.17–32 A total of 660 patients were 
included from the placebo arms of these 19 trials, 
and 85% of these patients were female. The mean 
age was 50.6 years. We found differences in treated 
malignancy between the included trials, with 12 of 
the trials focusing on breast cancer, 4 on hemato-
logical malignancy, and 3 on a combination of both. 
Nine of the trials used doxorubicin exclusively, while 
6 used only epirubicin. The remaining 6 trials had 
patients who had received different anthracycline 
agents within the same placebo arm. With regards 
to anthracycline dosing, the mean doxorubicin EAD 
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was 385 mg/m2 as adjusted for body surface area. 
Patients were followed up for an average duration of 
6 months across the 19 included trials. Three of the 
trials used cardiac magnetic resonance as their main 
imaging modality,21,27,29 while the others used LVEF 
measured with transthoracic echocardiography bi-
plane method of disks.

LVEF measures, pre- and post-chemotherapy for 
each included trial, are shown in Table  2. We per-
formed a meta-analysis of the pooled mean difference 
in LVEF pre- and post-anthracycline‒based chemo-
therapy, as shown in Figure 2. Using a random-effects 
model, the overall reduction in pooled mean LVEF 
post-chemotherapy in the placebo arms of included 
RCTs was 5.4% (95% CI, 3.5%–7.3%). The fixed-effects 
model had a lower 95% CI of 3.4%, which was similar 
to the random-effects model. Of note, there was sig-
nificant heterogeneity between included studies, with 
an I2 statistic of 92%. Our subset analysis of modern 
trials performed within the past 10 years is illustrated 
in Figure 3. This showed an LVEF reduction of 5.62% 
(95% CI, 3.59%–7.68%) using the random-effects 
model, which was similar to our initial analysis.

We tabulated outcome data for symptomatic heart 
failure, hospitalization rates and death in Table  S2. 
There was a clear paucity of reported data for clinical 
outcomes across all studies, and definitions of CTRCD 
varied significantly between studied RCTs. As a result, 

further statistical analysis on these outcomes was not 
performed.

Based on our pooled estimates of LVEF decline, we 
performed several sample size estimations, assuming 
a hypothetical situation with a perfect agent which can 
completely prevent LVEF decline (Table 3). After using 
the Vanderbilt calculator, required sample sizes per 
arm ranged between 50 and 1136. Of note, these sam-
ple sizes are larger than the majority of RCTs included 
in our meta-analysis.

We performed a meta-regression analysis which 
showed no significant difference in LVEF decline against 
doxorubicin EAD when measured as a continuous vari-
able (P=0.29). There was also no significant difference 
when doxorubicin EAD was measured as a categorical 
variable using cut-offs of 250 mg/m2 (P=0.21), 360 mg/
m2 (P=0.40), and 400 mg/m2 (P=0.66). These thresholds 
have been previously published as potential limits above 
which significant increases in cardiotoxicity have been 
observed.33,34 A graphical representation of our meta-
regression analysis against doxorubicin EAD is shown 
in Figure  4. There was significant heterogeneity in the 
equivalent anthracycline dose administered between 
studies. Separate meta-regression analyses were also 
performed against sex (ie, proportion of female, P=0.69), 
cancer type (P=0.36), and adjunct chemotherapeutic 
agents (P=0.51). No statistically significant impacts of 
these variables on the mean change in LVEF were found.

Figure 1.  PRISMA flowchart of literature search.
Literature search was performed by 2 independent reviewers from database inception until April 2, 2019. 
LVEF indicates left ventricular ejection fraction; RCT, randomized controlled trial.
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Risk of Bias Assessment
Using the Cochrane Risk of Bias V2 tool, articles were 
evaluated across 5 primary domains. Of note there 
was significant overall bias amongst 60% of individual 
studies, with only 20% having an overall low risk of 
bias. Key areas of concern were insufficient details 
about blinding of sonographers when LVEF was being 
assessed, as well as a lack of clear information about 
the blinding process. Only 4 of the included trials re-
ported sufficient detail about allocation concealment 
to minimize the risk of selection bias occurring. A sum-
mary of the overall risk of bias assessment is shown 
in Figure 5. A breakdown of risk of bias assessment 
by individual study is included in Figures S1 and S2.

DISCUSSION
The accurate estimation of the degree of LVEF de-
cline from modern anthracycline regimens is crucial, 
as it affects clinical practice, informed consent, and 
trial design (ie, sample size calculation). Our analy-
sis showed that the mean LVEF reduction in patients 
from the RCT placebo arm exposed to anthracycline 
chemotherapy appears to be around 5.4% but could 
be as small as 3.4% based on lower limit of 95% CI. 
In meta-regression analysis, none of sex, cancer type, 
adjunct chemotherapy, and anthracycline dose was 
associated with the variability in LVEF decline.

To our knowledge, this is the first systematic review 
and meta-analysis that has quantitatively assessed 
the magnitude of LVEF decline in the era of modern 
anthracycline-based chemotherapy. While previous 
studies have examined the incidence of clinical heart 
failure and subclinical cardiotoxicity, there have not 
been any randomized trials designed to quantitatively 
assess magnitude of LVEF reduction in patients ex-
posed to anthracycline agents.5,6 Small studies have 
reported a higher LVEF reduction of 9% to 17% post 
anthracycline exposure without cardio-protection, 
however, these were performed over 15 years ago.18,35 
Our pooled mean LVEF decline of 5.4% is less than 
previously described, and may not manifest as heart 
failure clinically.

A common finding with our analysis and recent 
systematic reviews of cardioprotective agents is the 
marked heterogeneity in frequency and degree of 
cardiotoxicity among RCTs exploring CTRCD. A re-
cent meta-analysis evaluating cardioprotective agents 
demonstrated that the incidence of heart failure with 
anthracyclines reported in the literature is ≈3.1% (95% 
CI, 1.9%–4.6%; I2, 93.6%), and that the frequency of 
LVEF reduction was seen in ≈13.8% (95% CI, 10.4%–
17.7%; I2,=95.3%) of patients.36 Of note, this data were 
heterogeneous with high Cochrane test statistic and 
I2, and significant differences in treatment protocols. 
There were also marked variations in the baseline stan-
dards of care between placebo arms of the included 

Table 2.  Left Ventricular Ejection Fraction Pre- and Post-Anthracycline Chemotherapy in Placebo Arms

Trial Y Pre-LVEF (%) Post-LVEF (%)
Mean Change 

LVEF (%) 95% Lower CI 95% Lower CI

Massidda et al17 1997 56.00 57.00 1.00 −1.17 3.17

Lopez et al18 1998 65.00 56.76 −8.24 −11.01 −5.47

Georgakopoulos et al19 2010 67.60 66.60 −1.00 −4.03 2.03

Acar et al20 2011 62.90 55.00 −7.90 −13.07 −2.73

Salehi et al13 2011 58.56 53.94 −4.62 −6.81 −2.43

Bosch et al21 2013 62.59 59.31 −3.28 −5.73 −0.83

Kaya et al22 2013 66.60 57.50 −9.10 −12.73 −5.47

Liu et al23 2013 57.00 45.95 −11.05 −13.82 −8.28

Elitok et al24 2014 66.00 64.10 −1.90 −4.36 0.56

Akpek et al25 2015 67.70 53.60 −14.10 −16.97 −11.23

Cadeddu et al26 2016 66.00 66.00 0.00 −2.83 2.83

Gulati et al27 2016 63.10 60.30 −2.80 −5.11 −0.49

Jhorawat et al28 2016 67.56 60.82 −6.74 −11.56 −1.92

Pituskin et al29 2016 61.00 56.00 −5.00 −7.29 −2.71

Janbabai et al30 2017 59.61 46.31 −13.30 −16.30 −10.30

Nabati et al31 2017 61.13 51.67 −9.46 −11.88 −7.04

Avila et al7 2018 65.20 63.90 −1.30 −2.57 −0.03

Cochera et al8 2018 61.00 60.00 −1.00 −2.29 0.29

Nabati et al32 2019 55.10 49.95 −5.15 −7.76 −2.54

LVEF indicates left ventricular ejection fraction.
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trials. Part of this heterogeneity could be the variability 
in clinical manifestation of heart failure, as well as how 
susceptible different population subgroups may be to 
CTRCD. There may be underlying genetic factors that 
make certain subgroups more susceptible, as in-vitro 
work has identified possible genes such as ABCC1 
that may play a role in cardiotoxicity.37 A better under-
standing of the underlying mechanisms driving car-
diotoxicity may help to explain the variations in LVEF 
decline between different populations.

This analysis emphasizes the importance of ac-
curate sample size calculations performed when de-
signing trials that examine cardioprotective agents. 
Historically, adequate sample size in cardioprotection 
RCTs has been determined using the expected inci-
dence of heart failure or CTRCD. However, this relies 
on LVEF being considered a dichotomous variable, 
where the change is over or under 10%, in accor-
dance with the definition. Importantly, most RCTs 
studying cardioprotective agents also evaluate LVEF 
as a continuous variable, and as such the expected 
magnitude of LVEF decline could be considered 
when calculating statistical power.7,9,13,24 Despite 
this, that amongst our 22 included trials, only 4 

performed sample size calculations with mean LVEF 
estimates.21,25,29,38 The calculations were based on 
in-house pilot studies with marked variability ranging 
from 5% to 17%.25,38

Regarding the outcome of these trials, 6 of the 
included did not show a statistically significant dif-
ference in LVEF change between the treatment and 
placebo groups.7,8,13,21,24,26 Of these, only 3 trials re-
ported their sample size calculations, as shown in 
Table 3.7,21,24 Only 1 trial used LVEF as a continuous 
variable for the sample size calculation,21 whilst an-
other used estimated cardiotoxicity incidence rather 
than mean LVEF change.7 Therefore, there might 
have been a type II error among the RCTs with non-
significant results, where much larger sample sizes 
would have shown positive findings. If larger sam-
ple sizes are not feasible, future trials may require 
alternate strategies such as studying higher risk 
populations.

One of the strengths of our analysis is the focus 
on only RCT patients, as the methodology is typi-
cally performed at high quality to assess patient 
outcomes in a controlled setting. Our findings from 
the above analysis when compared with the Table 3 

Figure 2.  Meta-analysis of left ventricular ejection fraction mean difference pre- and post-anthracycline chemotherapy.
The fixed-effects model assumes that the left ventricular ejection fraction decline in one study is the same as the values of the other 
studies, where the differences are only from sampling error. A random-effects model assumes that the left ventricular ejection fraction 
declines are not identical but follow some distribution. We reported left ventricular ejection fraction decline using the random-effects 
model (ie, 5.4 percentage point declines) as our primary end point to provide a conservative estimate of the magnitude of cardiotoxicity, 
and the fixed-effects model as secondary (3.9 percentage point declines). ANT indicates anthracycline; CECCY, Carvedilol Effect in 
Preventing Chemotherapy-Induced Cardiotoxicity; MANTICORE, Multidisciplinary Approach to Novel Therapies in Cardio-Oncology 
Research; MD, mean difference; OVERCOME, Prevention of Left Ventricular Dysfunction with Enalapril and Carvedilol in Patients 
Submitted to Intensive Chemotherapy for the Treatment of Malignant Hemopathies; and PRADA, Prevention of Cardiac Dysfunction 
during Adjuvant Breast Cancer Therapy.
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calculations show that some of the cardioprotection 
RCTs performed to date may have been underpow-
ered to detect a statistically significant difference in 
LVEF between treatment and placebo groups. This 
suggests that there is the potential for type II sta-
tistical error in some of the cardioqprotective trials 
which have already been performed. Future studies 
should consider this when performing power calcu-
lation, and investigators may need to recruit larger 
sample sizes to minimize the chance of Type II error 
occurring.

Study Limitations
Several factors merit consideration in the interpretation 
of our results. First, like all meta-analyses, this work is 
limited by variations in the original studies and publica-
tion bias, although we followed standard approaches 

Figure 3.  Meta-analysis of left ventricular ejection fraction mean difference pre- and post-anthracycline chemotherapy for 
modern trials performed since 2010.
ANT indicates anthracycline; CECCY indicates Carvedilol Effect in Preventing Chemotherapy-Induced Cardiotoxicity; MANTICORE, 
Multidisciplinary Approach to Novel Therapies in Cardio-Oncology Research; MD, mean difference; OVERCOME, Prevention of Left 
Ventricular Dysfunction with Enalapril and Carvedilol in Patients Submitted to Intensive Chemotherapy for the Treatment of Malignant 
Hemopathies; and PRADA, Prevention of Cardiac Dysfunction during Adjuvant Breast Cancer Therapy.

Table 3.  Sample Size Calculations Based on This 
Meta-Analysis

Estimated Mean Decline in LVEF

Power 
Required 
for Trial

Sample Size 
Per Trial Arm

Random-effects model
Point estimate

5.4% 80% 349

90% 467

Random-effects model
Lower 95% CI

3.46% 80% 849

90% 1136

Fixed-effects model
Point estimate

3.93% 80% 50

90% 66

Fixed-effects model
Lower 95% CI

3.4% 80% 66

90% 88

SDs calculated using 95% CIs. Fixed-effect model SD=6.93%. Random 
effects model SD=25.43. Sample size calculations performed based on 
independent t test using Vanderbilt power size calculator.16 LVEF indicates 
left ventricular ejection fraction.

Figure 4.  Meta-regression of left ventricular ejection 
fraction against equivalent anthracycline dose.
There is marked heterogeneity in anthracycline doses between 
studies. There does not appear to be a clear correlation between 
left ventricular ejection fraction mean difference, and doxorubicin 
EAD. LVEF indicates left ventricular ejection fraction.
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to detect this. We could not perform individual patient 
data meta-analysis although we contacted the corre-
sponding authors. This did not allow us to extensively 
explore the underlying reasons for such marked het-
erogeneity between studies beyond the standard ap-
proaches including meta-regression analysis.

Our Cochrane Risk of Bias assessment showed 
significant bias in up to 60% of the RCTs in our meta-
analysis. This was contributed to by limited descrip-
tions of outcome assessment in the methodology 
sections of included trials, as well as a lack of LVEF 
data for patients who passed away before repeat 
cardiac imaging. As shown in Figures S1 and S2, the 
majority of outcome assessment bias is amongst the 
trials conducted from 2011 to 2013.13,20,22,23 These tri-
als predominantly reported their primary outcome di-
chotomously as the incidence of cardiomyopathy, eg, 
LVEF <50%, rather than LVEF decline as a continuous 
variable. The high risk of bias we calculated using the 
Cochrane Risk of Bias tool was attributed to the missing 
data in their defined primary outcome. However LVEF 
measurements were consistently reported amongst 
these studies, with lower risk of measurement bias, 
and this is the data we used for our analysis.

Next, the studied population in the majority of the 
included RCTs were females undergoing chemother-
apy for breast cancer. This limits the external validity of 
our review to male patients, and to patients with non-
breast cancer malignancies receiving anthracyclines. 
Considering that our reviewed trials were also highly 
heterogeneous, the results need to be interpreted in 
this context. Also, there are also significant temporal 
variations of cardiotoxicity onset, from 1 week up to 
20 years after anthracycline administration, which are 

independent of established risk factors of cumulative 
dose and pre-existing cardiac disease.39

The majority of RCTs do not have follow-up be-
yond 6 months, and as a result the long-term LVEF 
reduction may have been underestimated. Studies 
using more sensitive measures of cardiac function 
such as myocardial strain have shown that subclini-
cal changes can develop well before changes in LVEF 
occur.40 There are currently large RCTs underway 
evaluating the role of cardioprotection in preventing 
cardiotoxicity (using) myocardial strain as outcome 
of changes (instead of LVEF), and these may provide 
important insights.41

CONCLUSIONS
The magnitude of LVEF impairment caused by mod-
ern anthracycline regimens is less than previously de-
scribed. This has important implications in sample size 
calculation estimates for future clinical trial design as-
sessing the role of cardioprotective therapy. The small 
magnitude of LVEF reduction with known its inherent 
variability, LVEF may not be the best marker for detect-
ing cardiotoxicity. Further research is needed into more 
sensitive ways monitoring CTRCD, such as myocardial 
strain imaging or troponin assays.

ARTICLE INFORMATION
Received August 4, 2020; accepted January 14, 2021.

Affiliations
From the Department of Cardiology, Nepean Hospital, Sydney, New South 
Wales, Australia (P.J., S.S., K.E., S.S., F.P., K.N.); and Sydney Medical School 
Nepean, Faculty of Medicine and Health, Charles Perkins Centre Nepean, 

Figure 5.  Summary of risk of assessment bias, as assessed by the Cochrane risk of bias assessment tool.
There was an overall bias of 60% across all studies.



J Am Heart Assoc. 2021;10:e018802. DOI: 10.1161/JAHA.120.018802� 10

Jeyaprakash et al� EF Reduction With Modern Anthracycline Dose

The University of Sydney, Penrith, New South Wales, Australia (P.J., S.S., 
K.E., S.S., F.P., K.N.).

Sources of Funding
None.

Disclosures
Dr. Negishi is supported by a Fellowship (Award Reference No.101868) from 
the National Heart Foundation of Australia, which had no role in the prepara-
tion of this manuscript.

Supplementary Material
Tables S1–S2
Figures S1–S2

REFERENCES
	 1.	 Lotrionte M, Biondi-Zoccai G, Abbate A, Lanzetta G, D’Ascenzo F, 

Malavasi V, Peruzzi M, Frati G, Palazzoni G. Review and meta-analysis 
of incidence and clinical predictors of anthracycline cardiotoxicity. Am J 
Cardiol. 2013;112:1980–1984. DOI: 10.1016/j.amjca​rd.2013.08.026.

	 2.	 Plana JC, Galderisi M, Barac A, Ewer MS, Ky B, Scherrer-Crosbie 
M, Ganame J, Sebag IA, Agler DA, Badano LP, et al. Expert con-
sensus for multimodality imaging evaluation of adult patients during 
and after cancer therapy: a report from the American Society of 
Echocardiography and the European Association of Cardiovascular 
Imaging. Eur Heart J Cardiovasc Imaging. 2014;15:1063–1093. DOI: 
10.1093/ehjci/​jeu192.

	 3.	 Armenian SH, Lacchetti C, Barac A, Carver J, Constine LS, Denduluri 
N, Dent S, Douglas PS, Durand J-B, Ewer M, et al. Prevention and mon-
itoring of cardiac dysfunction in survivors of adult cancers: American 
Society of Clinical Oncology Clinical Practice Guideline. J Clin Oncol. 
2017;35:893–911. DOI: 10.1200/JCO.2016.70.5400.

	 4.	 Zhan T, Daniyal M, Li J, Mao Y. Preventive use of carvedilol for 
anthracycline-induced cardiotoxicity: a systematic review and meta-
analysis of randomized controlled trials. Herz. 2020;45(suppl 1):1–14. 
DOI:10.1007/s0005​9-018-4779-y.

	 5.	 Abdel-Qadir H, Ong G, Fazelzad R, Amir E, Lee DS, Thavendiranathan 
P, Tomlinson G. Interventions for preventing cardiomyopathy due 
to anthracyclines: a Bayesian network meta-analysis. Ann Oncol. 
2017;28:628–633. DOI: 10.1093/annon​c/mdw671.

	 6.	 Kheiri B, Abdalla A, Osman M, Haykal T, Chahine A, Ahmed S, Osman 
K, Hassan M, Bachuwa G, Bhatt DL. Meta-analysis of carvedilol for 
the prevention of anthracycline-induced cardiotoxicity. Am J Cardiol. 
2018;122:1959–1964. DOI: 10.1016/j.amjca​rd.2018.08.039.

	 7.	 Avila MS, Ayub-Ferreira SM, de Barros Wanderley MR Jr, das Dores 
Cruz F, Gonçalves Brandão SM, Rigaud VOC, Higuchi-dos-Santos 
MH, Hajjar LA, Kalil Filho R, Hoff PM, et al. Carvedilol for prevention 
of chemotherapy-related cardiotoxicity: the CECCY trial. J Am Coll 
Cardiol. 2018;71:2281–2290. DOI: 10.1016/j.jacc.2018.02.049.

	 8.	 Cochera F, Dinca D, Bordejevic DA, Citu IM, Mavrea AM, Andor M, 
Trofenciuc M, Tomescu MC. Nebivolol effect on doxorubicin-induced 
cardiotoxicity in breast cancer. Cancer Manag Res. 2018;10:2071–
2081. DOI: 10.2147/CMAR.S166481.

	 9.	 Boekhout AH, Gietema JA, Milojkovic Kerklaan B, van Werkhoven ED, 
Altena R, Honkoop A, Los M, Smit WM, Nieboer P, Smorenburg CH, 
et al. Angiotensin II receptor inhibition with candesartan to prevent 
trastuzumab-related cardiotoxic effects in patients with early breast 
cancer a randomized clinical trial. JAMA Oncol. 2016;2:1030–1037. DOI: 
10.1001/jamao​ncol.2016.1726.

	10.	 Grenier MA, Lipshultz SE. Epidemiology of anthracycline cardiotoxicity 
in children and adults. Semin Oncol. 1998;25:72–85. PMID: 9768828.

	11.	 Swain SM, Whaley FS, Ewer MS. Congestive heart failure in patients 
treated with doxorubicin: a retrospective analysis of three trials. Cancer. 
2003;97:2869–2879. DOI: 10.1002/cncr.11407.

	12.	 Khan AA, Ashraf A, Singh R, Rahim A, Rostom W, Hussain M, Renner 
I, Collins NJ. Incidence, time of occurrence and response to heart fail-
ure therapy in patients with anthracycline cardiotoxicity. Intern Med J. 
2017;47:104–109. DOI: 10.1111/imj.13305.

	13.	 Salehi R, Zamani B, Esfehani A, Ghafari S, Abasnezhad M, Goldust 
M. Protective effect of carvedilol in cardiomyopathy caused by 

anthracyclines in patients suffering from breast cancer and lymphoma. 
Am Heart Hosp J. 2011;9:95–98. DOI: 10.15420/​ahhj.2011.9.2.95.

	14.	 Liberati A, Altman DG, Tetzlaff J, Mulrow C, Gøtzsche PC, Ioannidis JP, 
Clarke M, Devereaux PJ, Kleijnen J, Moher D. The PRISMA statement 
for reporting systematic reviews and meta-analyses of studies that eval-
uate health care interventions: explanation and elaboration. PLoS Med. 
2009;6:e1000100. DOI: 10.1016/j.jclin​epi.2009.06.006.

	15.	 Team RC. R: A Language and Environment for Statistical Computing. 
Vienna, Austria: R Foundation for Statistical Computing; 2013;3:201–213.

	16.	 Dupont WD, Plummer WD. Power and sample size calculations: a re-
view and computer program. Control Clin Trials. 1990;11:116–128. DOI: 
10.1016/0197-2456(90)90005​-M.

	17.	 Massidda B, Fenu MA, Ionta MT, Tronci M, Foddi MR, Montaldo C, 
Montaldo PL. Early detection of the anthracycline-induced cardiotoxic-
ity. A non-invasive haemodynamic study. Anticancer Res. 1997;17:663–
668. PMID: 9066598.

	18.	 Lopez M, Vici P, Di Lauro K, Conti F, Paoletti G, Ferraironi A, Sciuto R, 
Giannarelli D, Maini CL. Randomized prospective clinical trial of high-
dose epirubicin and dexrazoxane in patients with advanced breast 
cancer and soft tissue sarcomas. J Clin Oncol. 1998;16:86–92. DOI: 
10.1200/JCO.1998.16.1.86.

	19.	 Georgakopoulos P, Roussou P, Matsakas E, Karavidas A, 
Anagnostopoulos N, Marinakis T, Galanopoulos A, Georgiakodis F, 
Zimeras S, Kyriakidis M, et al. Cardioprotective effect of metoprolol 
and enalapril in doxorubicin-treated lymphoma patients: a prospective, 
parallel-group, randomized, controlled study with 36-month follow-up. 
Am J Hematol. 2010;85:894–896. DOI: 10.1002/ajh.21840.

	20.	 Acar Z, Kale A, Turgut M, Demircan S, Durna K, Demir S, Meriç M, Ağaç 
MT. Efficiency of atorvastatin in the protection of anthracycline-induced 
cardiomyopathy. J Am Coll Cardiol. 2011;58:988–989. DOI: 10.1016/j.
jacc.2011.05.025.

	21.	 Bosch X, Rovira M, Sitges M, Domènech A, Ortiz-Pérez JT, De Caralt 
TM, Morales-Ruiz M, Perea RJ, Monzó M, Esteve J. Enalapril and carve-
dilol for preventing chemotherapy-induced left ventricular systolic dys-
function in patients with malignant hemopathies: the OVERCOME trial 
(prevention of left ventricular dysfunction with enalapril and carvedilol 
in patients submitted to intensive chemotherapy for the treatment of 
malignant hemopathies). J Am Coll Cardiol. 2013;61:2355–2362. DOI: 
10.1016/j.jacc.2013.02.072.

	22.	 Kaya MG, Ozkan M, Gunebakmaz O, Akkaya H, Kaya EG, Akpek M, 
Kalay N, Dikilitas M, Yarlioglues M, Karaca H, et al. Protective effects 
of nebivolol against anthracycline-induced cardiomyopathy: a random-
ized control study. Int J Cardiol. 2013;167:2306–2310. DOI: 10.1016/j.
ijcard.2012.06.023.

	23.	 Liu L, Liu ZZ, Liu YY, Zheng ZD, Liang XF, Han YL, Xie XD. [Preventive 
effect of low-dose carvedilol combined with candesartan on the car-
diotoxicity of anthracycline drugs in the adjuvant chemotherapy of 
breast cancer]. Zhonghua Zhong Liu Za Zhi. 2013;35:936–940. PMID: 
24506965.

	24.	 Elitok A, Oz F, Ahmet Y, Kilic L, Ciftci R, Sen F, Bugra Z, Mercanoglu F, 
Oncul A, Oflaz H. Effect of carvedilol on silent anthracycline-induced 
cardiotoxicity assessed by strain imaging: a prospective randomized 
controlled study with six-month follow-up. Cardiol J. 2014;21:509–515. 
DOI: 10.5603/CJ.a2013.0150.

	25.	 Akpek M, Ozdogru I, Sahin O, Inanc M, Dogan A, Yazici C, Berk V, 
Karaca H, Kalay N, Oguzhan A, et al. Protective effects of spironolac-
tone against anthracycline-induced cardiomyopathy. Eur J Heart Fail. 
2015;17:81–89. DOI: 10.1002/ejhf.196.

	26.	 Cadeddu C, Mercurio V, Spallarossa P, Nodari S, Triggiani M, Monte I, 
Piras R, Madonna R, Pagliaro P, Tocchetti CG, et al. Preventing anti-
blastic drug-related cardiomyopathy: old and new therapeutic strate-
gies. J Cardiovasc Med (Hagerstown). 2016;17:S64–S75. DOI: 10.2459/
JCM.00000​00000​000382.

	27.	 Gulati G, Heck SL, Ree AH, Hoffmann P, Schulz-Menger J, Fagerland 
MW, Gravdehaug B, Von Knobelsdorff-Brenkenhoff F, Bratland A, 
Storas TH, et al. Prevention of cardiac dysfunction during adjuvant 
breast cancer therapy (PRADA): a 2 x 2 factorial, randomized, placebo-
controlled, double-blind clinical trial of candesartan and metoprolol. 
Eur Heart J. 2016;37:1671–1680. DOI: 10.1093/eurhe​artj/ehw022.

	28.	 Jhorawat R, Kumari S, Varma SC, Rohit MK, Narula N, Suri V, Malhotra 
P, Jain S. Preventive role of carvedilol in adriamycin-induced car-
diomyopathy. Indian J Med Res. 2016;144:725. DOI: 10.4103/ijmr.
IJMR_1323_14.

https://doi.org/10.1016/j.amjcard.2013.08.026
https://doi.org/10.1093/ehjci/jeu192
https://doi.org/10.1200/JCO.2016.70.5400
https://doi.org/10.1007/s00059-018-4779-y
https://doi.org/10.1093/annonc/mdw671
https://doi.org/10.1016/j.amjcard.2018.08.039
https://doi.org/10.1016/j.jacc.2018.02.049
https://doi.org/10.2147/CMAR.S166481
https://doi.org/10.1001/jamaoncol.2016.1726
https://doi.org/10.1002/cncr.11407
https://doi.org/10.1111/imj.13305
https://doi.org/10.15420/ahhj.2011.9.2.95
https://doi.org/10.1016/j.jclinepi.2009.06.006
https://doi.org/10.1016/0197-2456(90)90005-M
https://doi.org/10.1200/JCO.1998.16.1.86
https://doi.org/10.1002/ajh.21840
https://doi.org/10.1016/j.jacc.2011.05.025
https://doi.org/10.1016/j.jacc.2011.05.025
https://doi.org/10.1016/j.jacc.2013.02.072
https://doi.org/10.1016/j.ijcard.2012.06.023
https://doi.org/10.1016/j.ijcard.2012.06.023
https://doi.org/10.5603/CJ.a2013.0150
https://doi.org/10.1002/ejhf.196
https://doi.org/10.2459/JCM.0000000000000382
https://doi.org/10.2459/JCM.0000000000000382
https://doi.org/10.1093/eurheartj/ehw022
https://doi.org/10.4103/ijmr.IJMR_1323_14
https://doi.org/10.4103/ijmr.IJMR_1323_14


J Am Heart Assoc. 2021;10:e018802. DOI: 10.1161/JAHA.120.018802� 11

Jeyaprakash et al� EF Reduction With Modern Anthracycline Dose

	29.	 Pituskin E, Mackey JR, Koshman S, Jassal D, Pitz M, Haykowsky MJ, 
Pagano JJ, Chow K, Thompson RB, Vos LJ, et al. Multidisciplinary ap-
proach to novel therapies in cardio-oncology research (MANTICORE 
101-Breast): a randomized trial for the prevention of trastuzumab-
associated cardiotoxicity. J Clin Oncol. 2017;35:870–877. DOI: 10.1200/
JCO.2016.68.7830.

	30.	 Janbabai G, Nabati M, Faghihinia M, Azizi S, Borhani S, Yazdani J. 
Effect of enalapril on preventing anthracycline-induced cardiomyopathy. 
Cardiovasc Toxicol. 2017;17:130–139. DOI: 10.1007/s1201​2-016-9365-z.

	31.	 Nabati M, Janbabai G, Baghyari S, Esmaili K, Yazdani J. Cardioprotective 
effects of carvedilol in inhibiting doxorubicin-induced cardiotoxicity. J 
Cardiovasc Pharmacol. 2017;69:279–285. DOI: 10.1097/FJC.00000​
00000​000470.

	32.	 Nabati M, Janbabai G, Esmailian J, Yazdani J. Effect of rosuvastatin 
in preventing chemotherapy-induced cardiotoxicity in women with 
breast cancer: a randomized, single-blind, placebo-controlled trial. J 
Cardiovasc Pharmacol Ther. 2019;24:233–241. DOI: 10.1177/10742​
48418​821721.

	33.	 Dresdale AR, Barr LH, Bonow RO, Mathisen DJ, Myers CE, Schwartz 
DE, d’Angelo T, Rosenberg SA. Prospective randomized study of the 
role of N-acetyl cysteine in reversing doxorubicin-induced cardiomyop-
athy. Am J Clin Oncol. 1982;5:657–663. DOI: 10.1097/00000​421-19821​
2000-00015.

	34.	 Negishi T, Miyazaki S, Negishi K. Echocardiography and cardio-
oncology. Heart Lung Circ. 2019;28:1331–1338. DOI: 10.1016/j.
hlc.2019.04.023.

	35.	 Kalay N, Basar E, Ozdogru I, Er O, Cetinkaya Y, Dogan A, Oguzhan 
A, Eryol NK, Topsakal R, Ergin A. Protective effects of carvedilol 
against anthracycline-induced cardiomyopathy. J Am Coll Cardiol. 
2006;48:2258–2262. DOI: 10.1016/j.jacc.2006.07.052.

	36.	 Jang S, Ruddy KJ, Loprinzi CL, Armenian S, Lenihan DJ, Herrmann J. 
Systematic review and meta-analysis of definitions and reported inci-
dences of anthracycline cardiotoxicity. J Clin Oncol. 2019;37:e23081. 
DOI: 10.1200/JCO.2019.37.15_suppl.e23081.

	37.	 Aminkeng F, Ross CJ, Rassekh SR, Hwang S, Rieder MJ, Bhavsar 
AP, Smith A, Sanatani S, Gelmon KA, Bernstein D. Recommendations 
for genetic testing to reduce the incidence of anthracycline-induced 
cardiotoxicity. Br J Clin Pharmacol. 2016;82:683–695. DOI: 10.1111/
bcp.13008.

	38.	 Guglin M, Krischer J, Tamura R, Fink A, Bello-Matricaria L, McCaskill-
Stevens W, Munster PN. Randomized trial of lisinopril versus carve-
dilol to prevent trastuzumab cardiotoxicity in patients with breast 
cancer. J Am Coll Cardiol. 2019;73:2859–2868. DOI: 10.1016/j.
jacc.2019.03.495.

	39.	 Zamorano JL, Lancellotti P, Rodriguez Muñoz D, Aboyans V, Asteggiano 
R, Galderisi M, Habib G, Lenihan DJ, Lip GY, Lyon AR. 2016 ESC po-
sition paper on cancer treatments and cardiovascular toxicity devel-
oped under the auspices of the ESC committee for practice guidelines: 
the Task Force for cancer treatments and cardiovascular toxicity of 
the European Society of Cardiology (ESC). Eur Heart J. 2016;37:2768–
2801. DOI: 10.1093/eurhe​artj/ehw211.

	40.	 Santoro C, Arpino G, Esposito R, Lembo M, Paciolla I, Cardalesi C, de 
Simone G, Trimarco B, De Placido S, Galderisi M. 2D and 3D strain 
for detection of subclinical anthracycline cardiotoxicity in breast can-
cer patients: a balance with feasibility. Eur Heart J Cardiovasc Imaging. 
2017;18:930–936. DOI: 10.1093/ehjci/​jex033.

	41.	 Negishi T, Thavendiranathan P, Negishi K, Marwick TH. Rationale and 
design of the strain surveillance of chemotherapy for improving car-
diovascular outcomes: the SUCCOUR trial. JACC Cardiovasc Imaging. 
2018;11:1098–1105. DOI: 10.1016/j.jcmg.2018.03.019.

https://doi.org/10.1200/JCO.2016.68.7830
https://doi.org/10.1200/JCO.2016.68.7830
https://doi.org/10.1007/s12012-016-9365-z
https://doi.org/10.1097/FJC.0000000000000470
https://doi.org/10.1097/FJC.0000000000000470
https://doi.org/10.1177/1074248418821721
https://doi.org/10.1177/1074248418821721
https://doi.org/10.1097/00000421-198212000-00015
https://doi.org/10.1097/00000421-198212000-00015
https://doi.org/10.1016/j.hlc.2019.04.023
https://doi.org/10.1016/j.hlc.2019.04.023
https://doi.org/10.1016/j.jacc.2006.07.052
https://doi.org/10.1200/JCO.2019.37.15_suppl.e23081
https://doi.org/10.1111/bcp.13008
https://doi.org/10.1111/bcp.13008
https://doi.org/10.1016/j.jacc.2019.03.495
https://doi.org/10.1016/j.jacc.2019.03.495
https://doi.org/10.1093/eurheartj/ehw211
https://doi.org/10.1093/ehjci/jex033
https://doi.org/10.1016/j.jcmg.2018.03.019


Supplemental Material



Table S1. Search Strategies for each database. 

Database Search String Results

SCOPUS 1. "randomized controlled trial "  OR "controlled clinical trial"  OR randomized  OR  placebo  OR  randomly  OR  trial  OR

rct 

2. preventative  OR  prevention  OR  preventing  OR  cardioprotective  OR  protective  OR  prophylactic 

3. cardiotoxicity  OR  "Cardiac toxicity"  OR  "chemotherapy related cardiomyopathy" OR “cancer treatment-related cardiac 

dysfunction” OR CTRCD OR anthracycline OR doxorubicin OR epirubicin OR Idarubicin OR daunorubicin 

4. #1 AND #2 AND #3 

5. #4 Limited to exact keyword “Human” 

6. # 5 Limited to Article or Review 

3757 

PUBMED "randomized controlled trial "  OR "controlled clinical trial"  OR  randomised  OR  randomized  OR  placebo  OR  randomly  

OR  trial  OR rct 

AND 

preventative  OR  prevention  OR  preventing  OR  cardioprotective  OR  protective  OR  prophylactic 

AND 

cardiotoxicity OR  "Cardiac toxicity"  OR  "chemotherapy related cardiomyopathy" OR “cancer treatment-related cardiac 

dysfunction” OR CTRCD OR anthracycline OR doxorubicin OR epirubicin OR Idarubicin OR daunorubicin 

1461 



 
 

Limit to Humans 

COCHRANE "randomized controlled trial "  OR  "controlled clinical trial"  OR  randomised  OR  randomized  OR  placebo  OR  randomly  

OR  trial  OR  rct 

AND 

preventative  OR  prevention  OR  preventing  OR  cardioprotective  OR  protective  OR  prophylactic 

AND 

cardiotoxicity OR  "Cardiac toxicity"  OR  "chemotherapy related cardiomyopathy" OR “cancer treatment-related cardiac 

dysfunction” OR CTRCD OR anthracycline OR doxorubicin OR epirubicin OR Idarubicin OR daunorubicin 

415 

 

 

 



 
 

Table S2. Summary of adverse events amongst included studies. 

Trial Year Sample 
size 

Symptomatic Heart 
Failure 

Hospitalisation Death 

Massidda17 1997 10 NR NR NR 

Lopez18 1998 62 11 (17.7%) NR NR 

Georgakopoulos19 2010 40 3 (7.5%) NR NR 

Acar20 2011 20 NR NR NR 

Salehi13 2011 22 NR NR NR 

Bosch21 2013 37 7 (19%) NR 8 (24.4%)* 

Kaya22 2013 18 0 0 0 

Liu23 2013 20 NR NR NR 

Elitok24 2014 40 0 0 0 

Akpek25 2015 40 NR NR NR 

Cadeddu26 2016 24 NR NR NR 

Gulati27 2016 30 0 NR NR 

Jhorawat28 2016 27 NR NR 5 (18.5%)# 

Pituskin29 2016 30 NR NR NR 

Janbabai30 2017 35 NR NR NR 

Nabati31 2017 40 0 NR 0 

Avila7 2018 96 1 (1%) NR 2 (2.1%) 

Cochera8 2018 30 NR NR 0 

Nabati32 2019 39 1 (2.6%) 1 (2.6%) 1 (2.6%) 

NR – Not Reported, *All of these deaths were described as non-cardiac, secondary to either sepsis or 

cancer progression, #Cause of death unknown. 

 



 
 

Figure S1. Risk of bias for individual studies that used an intention to treat analysis. 

 

 

 

  

Trial ID Weight 

Randomization 
process 

Deviations from 
intended 

interventions 

Missing 
outcome 

data 

Measurement of 
the outcome 

Selection of 
the reported 

result 

Overall Bias 

Massida17 5.5 Low Risk High Risk High Risk Low Risk Low Risk High Risk 

Bosch21 5.4 Low Risk High Risk Low Risk Low Risk Low Risk High Risk 

Akpek25 5.2 Some Concerns Some Concerns Low Risk High Risk Low Risk High Risk 

Cadeddu26 5.3 Some Concerns Low Risk Low Risk High Risk High Risk High Risk 

Pituskin29 5.5 Low Risk Some Concerns Low Risk Low Risk Low Risk Some Concerns 

Janbabai30 5.2 Some Concerns Low Risk Low Risk Low Risk Low Risk Some Concerns 

Nabati31 5.4 Some Concerns High Risk High Risk Low Risk Low Risk High Risk 

Avila7 5.8 Low Risk Low Risk Low Risk Low Risk Low Risk Low Risk 

Cochera8 5.8 Some Concerns Some Concerns Low Risk High Risk Low Risk High Risk 



 
 

Figure S2. Risk of bias for individual studies that used a pre-protocol analysis. 

 

 

Trial ID Weight 
Randomization 

process 

Deviations from 
intended 

interventions 

Missing 
outcome 

data 
Measurement of 

the outcome 
Selection of the 
reported result Overall Bias 

Lopez18 5.3 High Risk Some Concerns Low Risk High Risk Low Risk High Risk 

Georgakopoulos19 5.2 Some Concerns High Risk High Risk Low Risk Some Concerns High Risk 

Acar20 4.2 Some Concerns High Risk High Risk Low Risk Low Risk High Risk 

Salehi13 5.5 Some Concerns High Risk High Risk High Risk Some Concerns High Risk 

Kaya22 4.9 Some Concerns High Risk High Risk Low Risk Low Risk High Risk 

Liu23 5.3 Some Concerns High Risk High Risk Low Risk High Risk High Risk 

Elitok24 5.4 Low Risk High Risk Low Risk High Risk Low Risk High Risk 

Gulati27 5.5 Low Risk Some Concerns Low Risk Low Risk Low Risk Some Concerns 

Jhorawat28 4.3 High Risk High Risk High Risk Low Risk Some Concerns High Risk 

Nabati32 5.4 Some Concerns High Risk Low Risk Low Risk Low Risk High Risk 
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