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We read with great interest the manuscript 
by Bengolea et al., which evaluates the ef-

fectiveness and safety of the recombinant her-
pes zoster vaccine1. We commend the authors 
for their efforts in highlighting the utility of this 
new vaccine. However, we believe that certain 
aspects of their analysis merit further discus-
sion.

The authors conclude that the recombinant 
herpes zoster vaccine has a negligible impact 
on the general population and is ineffective in 
reducing postherpetic neuralgia in high-risk pa-
tients. However, these conclusions are not sup-
ported by the data they presented. For instance, 
Table 2 indicates that, in the general population, 
the recombinant herpes zoster vaccine reduced 
the risk of developing the disease (RR 0.12; 95% 
CI 0.04-0.38), lowering the incidence of zoster by 
28 cases per 1000 treated individuals (95% CI 20 
to 31 fewer cases per 1000 individuals receiving 
the intervention), with a low risk of bias. We ob-
served no imprecision in these results and, in 
the absence of a high risk of bias, we believe the 
data presented actually reinforces the vaccine’s 
efficacy. Furthermore, the authors stratified par-
ticipants into healthy individuals and high-risk 
groups, stating that the data were derived from 
three randomized clinical trials. However, the 
data provided are inconsistent with the refer-
ences cited. The pivotal phase III studies of the 
vaccine in the general population were two: 
ZOE-50 and ZOE-702,3. These studies excluded 
immunosuppressed patients (due to disease or 
pharmacological causes) and individuals with 

comorbidities that reduced life expectancy. 
Analysis of these studies, with mean follow-
ups of 3.2 and 3.7 years, revealed 25 zoster cases 
among 8250 vaccinated individuals compared to 
284 cases among 8346 unvaccinated individu-
als2,3. This equates to a number needed to treat 
(NNT) of 32.3 to prevent one zoster in the gen-
eral population.

Regarding postherpetic neuralgia in the gen-
eral population, Bengolea et al. reported that the 
recombinant herpes zoster vaccine reduced the 
risk by 0.16 (95% CI 0.07-0.37), preventing 3 cases 
per 1000 treated individuals (95% CI 3 to 4 fewer 
cases per 1000 individuals receiving the inter-
vention). Despite acknowledging a low risk of 
bias, the authors conclude that the vaccine is in-
effective, which seems contradictory to the pre-
sented evidence. Once again, the analyzed data 
differ from those published in the pivotal tri-
als in the general population2,3. These trials ob-
served 4 cases of postherpetic neuralgia among 
8250 vaccinated individuals and 36 cases among 
8346 unvaccinated participants, corresponding 
to an NNT of 263 to prevent one postherpetic 
neuralgia in the general population. It is impor-
tant to note that the relatively short follow-up 
period of these studies may not fully capture 
the lifetime risk of developing complications 
such as postherpetic neuralgia. This is especial-
ly relevant given that available data suggest the 
vaccine’s efficacy persists for at least 10 years4. 
Additionally, since clinical trial participants are 
typically younger and healthier than the general 
population, the participants in ZOE-50 and ZOE-
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70 likely had a lower baseline risk of zoster and 
its complications than the general population5. 
Given that the vaccine is consistently effective 
in preventing the development of herpes zoster 
and postherpetic neuralgia, its real-world im-
pact likely exceeds what has been observed in 
clinical trials.

The authors assessed their findings using the 
minimally contextualized approach, establish-
ing cut-off points based on internal consensus. 
However, we found no mention of study regis-
tration, as recommended by PRISMA guidelines. 
Therefore, we consider these conclusions to re-
flect the authors’ opinions, which should be in-
terpreted accordingly.

In their discussion, the authors suggest that 
their study is useful in formulating recommen-
dations for vaccination in healthy individuals or 
those with risk factors. For an effective and safe 
intervention like the recombinant herpes zoster 
vaccine, cost-effectiveness varies significantly 
depending on the economic context. For ex-
ample, the UK’s Office of Health Economics pub-
lished a report on the Socioeconomic Value of 
Adult Immunization Programs, which includes 
zoster vaccination among cost-effective immu-
nizations for their population6. Given the eco-
nomic crisis in our country, these findings may 
not be directly applicable. Nevertheless, particu-
larly in the context of vaccines, it is essential to 
clarify whether a decision is based on economic 
or scientific considerations. Following the COV-
ID-19 pandemic, there has been a decline in vac-
cination rates for vaccines available at no cost 
to vulnerable populations in our country, such 
as influenza and pneumococcal vaccines7. This 

trend poses significant risks to the population 
and may increase healthcare costs for society.

Finally, it should be noted that the prevention 
of herpes zoster may provide benefits that ex-
tend beyond the infectious disease field. A case-
control study using the Veterans Affairs’ Corpo-
rate Data Warehouse found that herpes zoster 
reactivation was associated with an increased 
risk of stroke (odds ratio [OR] 1.93, CI95% 1.57–
2.4, p<0.001) and that both the live attenuated 
vaccine (OR 0.77, CI95% 0.65–0.91, p=0.002) and 
recombinant vaccine (OR 0.57, CI95% 0.46–0.72, 
p<0.001) reduced stroke occurrence8. Similarly, a 
propensity-score-matched study using the Tri-
NetX database found that adults who received 
two doses of the recombinant herpes vaccine 
had a lower risk of myocardial infarction (adjust-
ed relative risk 0.73, CI 0.55–0.96) over a 3-year 
follow-up9. These observational studies suggest 
that the recombinant herpes zoster vaccine may 
be an effective and safe intervention to reduce 
cardiovascular events. 

These findings align with longstanding evi-
dence that infectious processes can trigger 
cardiovascular events10,11. In this context, it has 
been shown that various vaccines, including in-
fluenza, pneumococcal, and COVID-19 vaccines, 
contribute to reducing cardiovascular events10. 

In conclusion, we agree with the authors that 
the greatest benefit of the recombinant herpes 
zoster vaccine is likely to be observed in individ-
uals with comorbidities and higher risk profiles. 
However, based on the current evidence, we be-
lieve the vaccine also demonstrates both effi-
cacy and safety in the general adult population, 
even in the absence of additional risk factors.
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