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The Cardiac Safety Research Consortium “Think 
Tank” for CV Outcome Studies: February 19, 2014
The Cardiac Safety Research Consortium was organised in 2006 
by the Duke Clinical Research Institute, FDA, and stakeholders from 
the pharmaceutical and device industries, “To advance scientific 
knowledge on cardiac safety for new and existing medical products 
by building a collaborative environment based upon the principles 
of the FDA’s Critical Path Initiative as well as other public health 
priorities”. The CSRC organises meetings of interested stakeholders 
on specific topics. In February, the CSRC sponsored an “Outcomes 
Think Tank”. The value of cardiovascular outcome studies for both 
cardiovascular and non-cardiovascular therapies was discussed. 
The panel included representatives from the FDA, academia, and 
industry. A synopsis of the meeting has been released (https://
www.cardiac-safety.org/think-tanks/february-2014) and a thorough 
review of the conference is in preparation.   

Over the past 20 years, several high-profile market restrictions 
and withdrawals have increased awareness by the public, legislators 
and regulators of the potential cardiovascular risk associated with 
new medicines. Risk associated with prolongation of the cardiac 
QT interval has been largely mitigated by the promulgation of the 
Thorough QT study, as outlined by both the FDA and the EMA. As 
noted by Dr Robert Temple, it is not likely we will be confronting 
the issue of unexpected QT prolongation and resultant torsade de 
pointes again. 

Cardiac risk broadly falls into three categories: Risk accompanying 
medicines designed to treat cardiovascular conditions in patients 
with cardiovascular disease, risk of medicines prescribed for 
management of non-cardiovascular conditions in otherwise healthy 
patients, and risk associated with medicines used to treat non-cardiac 
conditions in patients vulnerable to cardiac disease.   The conference 
focused on several high-profile case studies of excess cardiovascular 
risk; what signals, if any, were present in the pre-NDA studies; and 
how subsequent post-approval safety studies lead to re-assurance, or 
restriction or even withdrawal from the marketplace. A general 
consensus was reached on several points:

1. Cardiovascular outcome trials are not practical for all drugs, 
indications, or types of patient. Vulnerable patients and 
indications do deserve particular attention, if even small safety 
signals are noted pre-NDA, particularly if plausible mechanisms 
leading to harm could be inferred. 

2. Biomarkers can serve an important role as an indicator of 
potential hazard. In the absence of a significant signal of a well-
validated biomarker such as blood pressure, additional study 
may not be necessary. 

3. Meta-analyses should be considered hypothesis-generating 
only. Since there are many ways to perform these studies, at 
relatively little expense, it is incumbent upon the scientific 
community to develop more standardised method approaches 
which will minimise bias and risk of multiple measures.

4. Sponsors should proactively and aggressively adjudicate 
cardiovascular events using standard definitions for 
revascularisation, myocardial infarction, cardiac death, and 
stroke. It was also pointed out that the definition of major 
adverse cardiac events should probably be broadened to include 
acute heart failure and other vascular events.  

5. Very well-designed and carefully controlled registry and post-
marketing outcome studies can contribute high-quality data. As 
real-time clinical data become more readily available through 

the integration of electronic health records into post-marketing 
surveillance programmes, even more data will be available. 
The FDA discussed its efforts using the MINI-SENTINAL 
system (WWW.MINI-SENTINAL.ORG). In some cases, pre-
existing registries, such as those sponsored by the National 
Cardiovascular Data Registry, may have already collected 
relevant and useful data (WWW.NCDR.COM). Representatives 
from NCDR were very quick to point out that the registry is 
unusual, and other fields or specialities have not made the 
same investment in infrastructure needed to create a similar 
database. In reality, even the NCDR is limited in its scope, and 
there are practical limits to the amount and quality of data 
that can be collected prospectively. Thus new questions require 
supplemental databases, and added expense. And missing data 
will still need to be obtained in the usual way.    

6. Finally, all agreed that concern about the cost of increasingly 
large trials is driving development decision-making and might 
be preventing needed medicines from reaching patients.  

While the Thorough QT study, and a much better molecular 
understanding of the ion channels driving malignant arrhythmias, 
have mitigated the arrhythmic risk of new molecular entities, aside 
from blood pressure, LDL cholesterol, and hemoglobin A1C, there is 
as yet little consensus regarding surrogate markers predicting other 
cardiovascular events. So for the foreseeable future, cardiovascular 
outcome trials will continue to be needed. 
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