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Cardiac Toxicity monitoring through imaging needs to be improved.  Current trends show a new way  
to solve an old problem.  Patients who are at risk of dropout due to drug induced Cardiac Toxicity  

should have access to new techniques.
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cardiomyopathy, myocarditis, and congestive heart failure . 

In the case of clinical trials, a signi�cant decline in a patient’s LVEF, particularly below the lower 
bound threshold of 50%, the patient may no longer be eligible to continue participation in the 
clinical trial. Such patient dropouts not only deprive patients of the potential bene�ts of novel 
therapeutic treatments, but also waste time, money, and e�ort of all stakeholders involved in the 
trial. In the United States, the estimated total cost of patient recruitment is estimated at $1.89 
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About 600,000 people die of heart disease 
in the United States every year– 1 in every 4 
deaths, and it is the leading cause of death 
for both men and women.1  Heart disease 
alone costs the United States $108.9 billion 
each year2,  a total that includes the cost of 
health care services, medications, and lost 
productivity. Cardiac MRI is a non-invasive 
study that can reduce number of diagnostic 
procedures, and can result in faster 
detection and fewer repeat examinations for 
patients. Cardiac MRI (CMR) is considered 
the most accurate and reproducible tool for 
functional analysis of the heart and is 
considered first line imaging modality for 
multiple standard indications including 
heart failure, cardiomyopathy, pulmonary 
hypertension, constrictive pericarditis, and 
congenital heart disease.  

The Straub Clinic and Hospital is a fully 
integrated nonprofit health care system 
with a 159 bed hospital and more than 350 
physicians providing patient care in 32 
medical specialties. Founded in 1921, 
Straub continuously strives to bring new 
technologies and innovative practices to 
Hawaii. In 2013, Dr. Mitsumori and team 
initiated a cardiac MR service at Straub. As 
a completely new clinical service, there were 
several barriers that needed to be overcome. 
Vendor applications were scheduled for 
technologist training and to set up a base set 
of cardiac MR sequences optimized for the 
site’s 1.5T scanner.  In addition to patient 
scanning capabilities, the cardiac MR 
service also needed image post-processing 
capabilities to perform functional and flow 
analyses on the CMR data sets, which would 
require the purchase of the necessary 
software and the acquisition of the skill and 
knowledge to perform the analyses. 

billion3. However, the average 
dropout rate across all clinical trials is 
approximately 30%. Thus, the total 
economic loss attributed to 
recruitment by patient dropout alone 
easily exceeds $600 million3. For 
cardiovascular clinical trials, the 
estimated average cost per-patient in 
2013 was $20 thousand4. 
Accordingly, an economic imperative exists 
to effectively address patient dropout rates 
and more efficiently use critical resources. 
More importantly, decreasing the dropout 
rate would be beneficial for the patients as 
well, enabling them to continue to receive 
therapeutic treatment and enhancing their 
chances of improved outcome.  

To reduce the dropout rate in potential 
cardiotoxic drug studies, it is important to 
monitor the cardiac function of patients 
and ensure that the LVEF is evaluated 
accurately. The current standard of cardiac 
monitoring is based on the assessment of 
LVEF via multi -gated acquisition (MUGA) 
scans or echocardiograms5. The advantages 

of echocardiography include 
itsnoninvasiveness and perceived low 
imaging cost. However, a critical 
disadvantage lies in its high variability, 
and low repreducibility of LVEF 
measurements. In clinical practice, 
cardiotoxicity is defined as a 5 to 10% 
decrease in LVEF from its baseline, which is 
equivalent to the interobserver variability 
of echocardiography, as shown in Figure 
15,6. 
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Recent clinical research investigations have shown that more advanced imaging modalities can 
detect cardiotoxicity earlier and more accurately, potentially saving these patients from 
developing irreversible cardiac complications7.  In a study conducted by Schwartz et al, LVEF 
assessed by highly reproducible methods resulted in significant improvements in outcome and 
lower incidence of clinical heart failure as shown in Figure 7,8. In addition, many experts have 
promoted the use of multi-modality imaging in the diagnosis and management of cardiotoxicity 
during cancer therapy. 

Figure 27,8. Utilizing imaging management recommendations published by Shwartz et al8, there 
was a significant decrease in the development of clinical heart failure in patients treated with 
anthracyclines.
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However, due to the additional costs, a routine multi-modality approach would not be feasible 
as a clinical trial endpoint. A proposed alternative would be to use cardiac magnetic resonance 
(CMR) imaging as a secondary endpoint in combination with echocardiography. CMR is 
currently the gold standard for measuring LV volumes and LVEFs, as it has the greatest 
accuracy and reproducibility determining LV function. In support of this approach, an expert 
consensus report by the American Society of Echocardiography and the European Association of 
Cardiovascular Imaging suggested that CMR be the preferred technique for LVEF quantification 
when echocardiography approaches the 50% LVEF threshold9. With CMR as a secondary 
endpoint for LV EF, clinical trials can maintain higher confidence in their LV functional 
assessments for patients approaching the LVEF = 50% threshold. The greater accuracy of CMR 
can ensure that patients are not needlessly dropped out of clinical trials, thus reducing costs 
and the need to recruit more patients.



4

As well-established imaging modalities, echocardiography and MUGA are still most commonly 
used primary diagnostic exams when assessing cardiotoxicity. However, the rapid 
advancements in CMR have demonstrated its potential for earlier and more accurate detection 
of cardiotoxicity, with CMR highly recommended as a complementary assessment to 
echocardiography during clinical trials. An integrated approach of using both echocardiography, 
and CMR in a subset of patients, will enable clinicians to make the appropriate choice regarding 
the discontinuation of anti-cancer therapy for patients, thus potentially reducing cardiotoxicity 
e�ects and improving patient outcomes.
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