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Dear Editor,

We thank Giannelos et al. [1] for thoroughly reading our 
manuscript [2]. We address their two comments in the fol-
lowing paragraphs.

Firstly, Giannelos et al. [1] comment that our calculation 
of the HZ incidence rate in the immunocompetent popu-
lation is 'simplistic and biased'. Instead, they propose an 
alternative way of calculating the incidence of HZ in the 
immunocompetent older Belgian population. Note how-
ever that in our model we use two separate rates matching 
data availability at the time of the study: (i) the HZ hospital 
admission rate and (ii) the rate at which individuals visit 
a GP at least once for an HZ episode. We do not use the 
overall HZ incidence rate on which Giannelos et al. base 
their comment on. We note that Giannelos et al. do not pro-
vide or refer to the data necessary to perform the calcula-
tion they propose, that is, data describing the ‘true’ age-
specific proportion of immunocompetent individuals in the 
population and the risks of HZ in the immunocompromised 
and in the immunocompetent population, respectively. We 
are not aware of such data for Belgium. However, we had 
access to a dataset on HZ patients, describing in detail any 
comorbidities occurring in both hospitalized and ambulatory 

elderly patients in Belgium. This allowed us to obtain the 
conditional probability of immunocompetence given a HZ 
hospitalization or HZ ambulatory episode. Note that this 
probability implicitly incorporates a different risk of being 
hospitalized for HZ in immunocompromised compared with 
immunocompetent individuals. Indeed, if immunocompro-
mised individuals experience a higher risk of being hospital-
ized for HZ than immunocompetent individuals, this will be 
reflected in a higher ratio of HZ hospitalizations occurring in 
immunocompromised versus immunocompetent individuals, 
as compared with the ratio of immunocompromised versus 
immunocompetent individuals in the total population. We 
acknowledged in our paper that our calculation method has 
limitations, however we do not agree with Giannelos et al. 
that it is biased. Also, the straightforward method proposed 
by Giannelos et al. does not offer a valid alternative given 
the lack of data to do the actual calculation.

Secondly, the authors object to the fact that, along with a 
head-to-head comparison between both vaccines (RZV and 
ZVL), we estimated the cost effectiveness of RZV versus no 
vaccination in immunocompetent people, using data pertain-
ing to immunocompetent people. Indeed, this was explicitly 
stated in the title, abstract and main text of our paper. As 
such, our results do not underestimate the impact of RZV 
on the immunocompetent target group. Clearly, as RZV (in 
contrast to ZVL) is safe and effective in immunocompro-
mised persons, it may very well be more cost effective in 
immunocompromised than in immunocompetent persons, 
ceteris paribus. Our paper does not claim to provide any 
policy advice about this, other than indirectly suggesting 
that RZV’s deployment in immunocompromised people 
requires the programme’s reach and target group to be well 
defined, as it would not be cost effective at current prices in 
the immunocompetent persons it may spill over to. A cost-
effectiveness analysis of an inclusive programme for both 
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immunocompetent and immunocompromised adults aged 
over 50 years would be informative to advise policy on RZV. 
Such an analysis would need to compare relatively narrow 
age groups over 50 years of age, because the proportion of 
immunocompromised persons is age specific, as is the asso-
ciated preventable burden of disease.
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