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Letter

TO THE EDITOR
From Risk to Remedy?

L)

Importance of Cannabinoid Specificity
When Considering Cannabis Associated
Cardiovascular Risk

A growing body of evidence, including recent data
from >400,000 adults, links cannabis use with car-
diovascular disease risk." Yet, most epidemiological
studies treat “cannabis” as a single exposure without
disentangling the effects of individual cannabinoids.
Although this likely reflects the difficulty of quanti-
fying cannabinoid-specific exposure in such designs,
it leaves the question of how the different compo-
nents of the plant affect the cardiovascular system
unaddressed.

Against this context, Garcia-Rivas et al® provide
valuable insight by isolating the impact of the
nonintoxicating cannabinoid, cannabidiol (CBD), on
adverse cardiac remodeling in a murine model of
heart failure. The authors show that 4 weeks of CBD
administration prevents the progression of heart
failure, with experiments linking in vivo cardiac
function to molecular origins, through the interme-
diary processes of cellular energy production and
inflammatory signaling. These impressive results
underscore the need to evaluate cannabinoid-specific
effects when interpreting the cardiovascular conse-
quences of “cannabis.”

The deliberate focus of Garcia-Rivas et al> on CBD
clearly demonstrates the nuance introduced by
individual cannabinoids. By highlighting CBD’s ben-
efits, the authors indirectly expose the over-
simplification—often implied by epidemiology—that
cannabinoid exposure is uniformly detrimental to
cardiovascular health. With this work as an example,
cannabinoid-centered approaches are critical for un-
derstanding how cannabis impacts the cardiovascu-
lar system and, ultimately, risk of disease in humans,
particularly given that legally marketed products
vary widely in cannabinoid content. Should someone
who only uses CBD be seen as having the same risk as
someone who prefers cannabis products high in the
“laugh-inducing” (as Serio et al® aptly describe)
cannabinoid A-9-THC?
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The findings by Garcia-Rivas et al” suggest not, as do
findings from healthy humans. Recent work suggests
CBD may not be the culprit of the cardiovascular con-
sequences attributed to cannabis use. We demon-
strated that THC-predominant cannabis impairs
diastolic function and induces pressor-responses,
whereas CBD-predominant cannabis does not,* high-
lighting that cannabis may not be inherently detri-
mental to cardiovascular health. Furthermore, the
therapeutic potential of CBD shown by Garcia-Rivas
et al® does not stand alone, because CBD has been
demonstrated to reduce blood pressure in humans,”
adding to its therapeutic potential in heart failure.

Epidemiology flags “cannabis” as a cardiovascular
risk, but as the authors have neatly demonstrated,
results may be more nuanced with cannabinoid
specificity dictating not just risk, but possibly
remedy.
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