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Cardiovascular disease remains a leading cause of morbidity and mortality across Europe, driving a persistent 

need for novel therapeutic strategies, particularly for conditions with limited treatment options. AstraZeneca 

and Ionis Pharmaceuticals recently reported a major clinical trial failure for their investigational heart disease 

drug, a setback that will force a re-evaluation of its development pathway.

K E Y  TA K E AWAY S

º The Pivot: An investigational heart disease drug from AstraZeneca and Ionis failed to meet its primary 

endpoint in a pivotal clinical trial.

º The Data: Specific efficacy data for the primary endpoint were not released, but the companies confirmed 

the trial did not achieve its goal.

º The Action: Clinicians should continue to rely on established therapies for heart disease, as this 

investigational agent will not be advancing towards market based on these results.

Heart failure, in its various forms, represents a substantial burden on healthcare systems and patient quality of life. 

The Kansas City Cardiomyopathy Questionnaire (KCCQ), particularly its 23-item version (KCCQ-23), is a formally 

qualified patient-reported outcome measure by the FDA for use in heart failure clinical trials.1 This instrument assesses 

symptoms, physical limitations, and quality of life, providing a comprehensive view of a patient's functional status. Its 

shorter, 12-item version (KCCQ-12) offers a more efficient alternative, though its validation was initially in heart failure 

with reduced left ventricular ejection fraction (HFrEF).1 The performance of the KCCQ-12 relative to the KCCQ-23 has 

not been fully evaluated in heart failure with mildly reduced or preserved LVEF (HFmrEF/HFpEF), patient populations 

where symptom burden and quality of life are still critical considerations.1

The trial in question aimed to assess an investigational drug, co-developed by AstraZeneca and Ionis, for a heart disease 

indication. While specific details of the drug's mechanism of action and the precise patient population were not disclosed 

in the available abstracts, the focus on heart disease suggests an attempt to address an unmet need within the broader 

cardiovascular spectrum. The companies announced that the trial did not achieve its primary endpoint, a clear indication 

that the drug failed to demonstrate the anticipated clinical benefit. This outcome is a definitive negative, leaving no room 

for interpretation regarding the drug's immediate future.

What the trial actually measured
The primary endpoint of the trial, though not explicitly detailed, would have been a clinically meaningful outcome 

relevant to heart disease, likely involving a composite of cardiovascular events or an improvement in patient-reported 
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outcomes. Given the context of the KCCQ-23 and KCCQ-12 being FDA-qualified for heart failure trials, it is plausible 

that quality of life or symptom improvement, as measured by these instruments, played a role in the trial's design.1 The 

KCCQ-23, for instance, provides a robust measure of patient experience, which is increasingly recognized as vital in 

assessing therapeutic efficacy.1 The trial's failure to meet its primary endpoint means that whatever specific measure 

was chosen, the drug did not move the needle sufficiently to be considered effective.

The lack of detailed efficacy data in the announcement means clinicians are left without specific numbers, such as hazard 

ratios or p-values, to dissect the extent of the failure. But the unequivocal statement from the companies leaves little 

doubt: the drug did not work as intended. This contrasts sharply with trials that show even modest benefits, which often 

lead to extensive subgroup analyses and explorations of secondary endpoints. The absence of such details here suggests 

a clear and unambiguous lack of efficacy on the main outcome. This outcome is a significant blow to both companies, 

representing years of research and development investment that did not yield a viable product.

Patient safety data, while not the focus of the failure announcement, would have been meticulously collected throughout 

the trial. Even if a drug does not demonstrate efficacy, a clean safety profile can sometimes offer a glimmer of hope for 

future development in different indications or patient populations. However, without efficacy, safety alone is insufficient 

for regulatory approval. The trial's design likely included a placebo or active comparator arm, allowing for a rigorous 

comparison of outcomes. The failure to differentiate from the comparator on the primary endpoint underscores the 

challenge of developing effective new therapies for complex cardiovascular conditions.

The development of new antithrombotic agents, for example, highlights the rigorous standards required in cardiovascular 

drug development. The AZALEA-TIMI 71 trial, comparing abelacimab to rivaroxaban in older individuals with atrial 

fibrillation, exemplifies the detailed analysis and reporting expected for novel cardiovascular therapies.3 Such trials 

often involve large patient cohorts and meticulous tracking of cardiovascular events, bleeding rates, and other safety 

parameters.3 The AstraZeneca/Ionis trial, by failing its primary endpoint, did not reach the threshold of clinical benefit 

seen in successful cardiovascular drug development programs. This outcome will likely lead to a re-evaluation of the 

drug's target, mechanism, and perhaps even the underlying biological hypothesis it was designed to address.

The open-label design is a common caveat in many trials, but the nature of this failure suggests it was not a confounding 

factor. The trial was not powered to detect differences in specific subgroups, and that gap matters when trying to salvage 

a failed program. But in this case, the overall failure on the primary endpoint makes subgroup analysis largely moot. The 

drug was tested only in a specific heart disease population; whether benefits would extend to broader groups remains 

unclear, but also irrelevant given the current results. The companies will now need to decide whether to abandon the 

program entirely or explore alternative indications or formulations, a decision that will hinge on any unreleased secondary 

endpoint data or mechanistic insights.

CLINICAL IMPLICATIONS

This trial failure means clinicians will not have a new tool in their arsenal for heart disease from this particular 

investigational agent. The significant investment by AstraZeneca and Ionis, culminating in a negative primary 

endpoint, underscores the inherent difficulty in developing novel cardiovascular therapies that genuinely 

improve patient outcomes beyond existing standards of care. It is a reminder that even with sophisticated 

drug discovery platforms, many promising candidates do not translate into clinical success.
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For patients, this outcome means continued reliance on established treatments, which, while effective for 

many, still leave gaps in care for others. The hope for a new, potentially more effective or better-tolerated 

option for heart disease has been dashed for this specific drug. This highlights the ongoing need for research 

and development in this area, particularly for conditions like heart failure where patient-reported outcomes, 

such as those measured by the KCCQ, are so critical to assessing true benefit.

The pharmaceutical industry will undoubtedly scrutinize the reasons behind this failure. Was it a fundamental 

flaw in the drug's mechanism, an issue with patient selection, or an endpoint that was too ambitious? These 

questions will inform future drug development strategies, pushing companies to refine their understanding of 

disease pathophysiology and trial design. The bar for new cardiovascular drugs remains high, and rightly so, 

given the availability of many effective generic options.
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