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Healthy-vaccinated effect 

In the study by Casado and colleagues,1 
older inpatients with laboratory-confirmed 
severe and nonsevere influenza were each 
matched with three controls who had been 
hospitalized for causes other than acute 
respiratory diseases.

The adjusted effectiveness of influenza 
vaccination in patients who received the 
vaccine in the current and any previous 
season, compared with patients who had 
not been vaccinated in the last four sea-
sons, in preventing hospitalizations was 
31% for nonsevere influenza, 74% for pre-
venting admission to the intensive care 
unit and 70% in preventing death. How-
ever, vaccination in the current season 
only showed no reduced odds of severe 
disease, and increased deaths (adjusted 
odds ratio 3.35, 1.06–10.58).

The authors conclude that repeated 
influenza vaccination was twice as effec-
tive in preventing severe compared with 
nonsevere influenza in hospitalized older 
patients, reinforcing recommendations 
for annual revaccination. 

This conclusion might be misleading, 
however. Patients with severe influenza 
had a higher frequency of cardiovascular 
disease.1

A meta-analysis of randomized controlled 
trials (RCTs) in patients “at high cardiovascu-
lar risk” stated that influenza vaccine was 
associated with a lower risk of major adverse 
cardiovascular events.2 Instead, this advan-
tage was seen only among patients with 
active coronary artery disease,3 without a sig-
nificant risk reduction in patients with stable 
coronary artery disease. In patients who did 
not have the disease, the vaccine showed a 
tendency to increase the risk of cardiovascular 
events, cardiovascular mortality and all-cause 
mortality (relative risk 1.55 [0.96–2.51]).3

Influenza vaccination itself induces an 
inflammatory response,4 theoretically 

increasing the cardiovascular risk, with a 
number needed to vaccinate to prevent 
influenza of 40–71 in healthy adults,5 
higher in older adults. An RCT comparing 
vaccine versus no intervention in healthy 
65- to 74-year-old individuals should 
address the trade-off, because the 
“healthy-vaccinated effect” could bias 
other study designs.
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