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Postoperative atrial fibrillation (POAF) is a threatening
complication associated with prolonged hospitalization
and increased in-hospital and long-term mortality." Is-
chaemia—reperfusion causing oxidative stress and inflam-
mation seems to be the cause of POAF.2 Statins, known
for their pleiotropic cardioprotective and antioxidant
actions,® have garnered interest for their potential in pre-
venting POAF, with some evidence indicating enhanced
effects through statin reloading.# Thus, it has been hy-
pothesized that statins might prevent POAF. However,
many small randomized controlled trials (RCTs) and meta-
analyses have produced varying and conflicting results,
posing challenges in forming conclusive insights.® Never-
theless, one of the largest RCTs, the STICS trial, unveiled
an unexpectedly elevated risk of acute kidney injury (AKI)
in the statin arm without any significant benefit on POAF
prevention.? The relatively recent publication of the
START-CABG trial has enhanced our understanding of
this important topic.” Indeed, our study seeks to compare
these RCTs, evaluating the effect of a statin and placebo
for POAF prevention and AKI occurrence. Review Man-
ager software (RevMan-5.4) was utilized when a pooled
guantity assessment was performed. The odds ratio (OR)
for endpoints was pooled using a random-effects model. A
two-sided P-value of less than 0.05 was considered sta-
tistically significant. The Higgins P was used to assess the
studies’ heterogeneity results.

Overall, the two trials involved 4328 patients.®” In the
START-CABG trial, patients already taking statins re-
ceived two extra doses or placebo 12 and 2h before
surgery. Conversely, in the STICS trials, patients were
randomly selected to receive either rosuvastatin or a
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placebo, starting up to 8 days before surgery and continu-
ing for 5 days postsurgery. Our pooling analysis revealed a
neutral effect of statins on POAF incidence [OR 0.94;
confidence interval (Cl): 0.79-1.13; P-value 0.5; P
38%)]. Notably, the STICS trial unveiled an unexpected
elevated risk of AKI in the statin arm. Pooling data with the
START-CABG study produced a neutral overall effect (OR
1.15; Cl: 0.81-1.63; P-value 0.45; P 78%).

Despite statins’ significantly reducing C-reactive protein
after cardiac surgery (indicative of potential lowered in-
flammation),” our pooled analysis failed to reveal a signifi-
cantly lower risk of POAF. However, the heterogeneity of
our results should be considered. To begin with, the
STICS trial exclusively utilized a 20-mg dose of rosuvas-
tatin only, whereas the START-CABG study included
various types of statins at their highest doses, potentially
affecting the heterogeneity of POAF occurrence. Further-
more, there were slight differences in the patient popula-
tions studied; whereas START-CABG focused exclusively
on patients slated for coronary artery bypass grafting
(CABG), the STICS trial included individuals undergoing
both CABG and aortic valve replacement. Again, clinical
scenarios also slightly diverged: while START-CABG fo-
cused solely on patients scheduled for CABG, STICS
involved individuals undergoing both CABG and aortic
valve replacement. Lastly, it is worth noting that the two
studies took place in different geographic locations: China
for STICS and Germany for START-CABG. The potential
influence of ethnic and genetic factors on treatment re-
sponse could further magnify the observed heterogeneity
in results.

Our study also revealed no significant difference in the
postoperative rate of AKI between both study arms. Our
result aligns with the Statin in AKI Cardiac Surgery trial
outcomes.® Nevertheless, the STICS trial, which demon-
strated a heightened occurrence of postoperative AKI in
the Chinese population receiving statin treatment, empha-
sizes the necessity for a thorough assessment before
prescribing statins to Chinese individuals shortly before
cardiac surgery.

In conclusion, while statin therapy remains pivotal across
numerous clinical scenarios, our study indicates its lack of
benefit in POAF prevention (Fig. 1).
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Fig. 1
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Forest plots comparing statin to placebo before cardiac surgery. (a) Postoperative atrial fibrillation (POAF); (b) postoperative acute kidney

injury (AKI).
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