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Dear Editor,

We read with interest the comments made by Shih-Wei and col-
leagues to our article titled “Herpes zoster as risk factor for demen-
tia: a matched cohort study over 20 years in a 10-million popula-
tion in Italy” [1]. The authors raised as major point an important
methodological challenge in studying the association between severe
Herpes Zoster (HZ) and dementia, particularly regarding the influence
of early dementia diagnoses within the first year after HZ hospitaliza-
tion.

Recently, a 21-year population-based cohort study from Denmark re-
ported similar patterns, trying to limit biases related to the first year of
follow-up [2]. This study performed several sensitivity analyses, divid-
ing follow-up in shorter and variable periods. The authors found that
people with HZ have no association, or a slighted reduced incidence of
dementia compared to people in the general population without HZ, re-
porting a hazard ratio of 0.98 (95% CI 0.92-1.04) in the first year of
follow-up, and of 0.93 (95% CI 0.90-0.95) in the 1-21 years period. On
the other hand, only within the first year of follow-up, they found a sig-
nificant association among people exposed to HZ with the cranial nerve
involvement. These results were consistent to another Taiwanese study,
considering the Ophthalmic HZ [3].

By contrast, our 23-year population-based study followed a similar
approach, improving some methodological aspects. First of all, we in-
cluded only the most severe cases, seeking for acute care. Subsequently,
as discussed in our manuscript, we considered the outcome occurrence
both over the 0-1, 0-10, 1-10, 10-23 and 0-23 follow-up periods. This
aimed to limit the biases occurring in the 0-1 period. Indeed, we cal-
culated the 1-10 follow-up period (excluding the first year of follow-
up, when more medical investigations could increase the likelihood of
detection bias) and reported a still higher hazard ratio of 1.16 (95%
CI 1.09-1.24) in comparison with the general population (group 1 vs.
group 2). In addition, this higher risk remained significant, i.e. of 1.11
(95% CI 1.04-1.19), when comparing both people hospitalised with HZ
and without HZ (group 1 vs. group 3). Indeed, as additional strategy,
our study compared three different populations.

In our opinion, these different approaches provide alternative strate-
gies and highlight the complexity of studying the temporal relationship
between HZ and dementia incidence. Currently, several studies explored
this relationship, reporting contradictory results. Researchers should
read carefully all the different approaches and — in our opinion - fo-
cus on further aspects that are pivotal:

1. Data sources, looking for record linked data in integrated registries
from different levels (e.g. primary care, hospital care, etc.) and sec-
tors (e.g. social, health, environment) of our public health institu-
tions. To this end, we have set up a regional scientific project called
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EPIDEM, from which we have already developed some studies using
validated algorithms[4,5];

2. Methods, trying to refine models which can take into consideration
the evolving social and health profiles (e.g. clinical comorbidities,
social status, etc.) of individuals over long-time periods;

3. Preventive strategies and early interventions, considering the impact
of vaccination and antiviral treatments in lowering the incidence of
dementia among the adult population.

Once again, we thank the authors for their insightful comments on
our study. Their observations will certainly contribute to advance the
discussion and research in this area, and we remain committed to refin-
ing our understanding of the complex links between infectious diseases
like HZ and the long-term risk of dementia.
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