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Dear Editors,

We read with interest the article published in your journal
by Huang et al.,! entitled Global Trends and Cross-country
Inequalities of Acute Hepatitis E in the Elderly, 1990-2021:
A Comprehensive Analysis. We found the age-adjusted inci-
dence rates per 100,000 population of acute hepatitis E virus
(HEV), presented for countries according to the socio-demo-
graphic index (SDI), very interesting, and we would like to
make a comparison with the European Union (EU), as this is
the region in which we live. In the Global Burden of Disease
(GBD) study,? there is variation in SDI within the EU itself,
with countries mainly falling into the high and medium-high
SDI groups. Specifically, we analyzed the country with the
highest GDP per capita — Luxembourg (€126,910), Spain,
which is our country of origin and ranks 16th in the EU with a
GDP per capita of €32,590 (placing it in the middle of the list
and below the EU average), and the country with the lowest
GDP per capita—Bulgaria (€16,110).3

Figure 1 shows the age-adjusted incidence rates per
100,000 population in the three EU countries. According to
the GBD, Luxembourg belongs to the group of countries with
a high SDI level, while Spain and Bulgaria fall into the medi-
um-high SDI level. This classification is based not only on per
capita income but also on average educational level and total
fertility rate.? According to the observed data, it is striking
that Bulgaria has an age-standardized incidence rate (ASIR)
in both years above the world average and above countries
with low SDI, whereas Spain, despite being in the same SDI
group as Bulgaria, shows similar or even slightly better inci-
dence rates than Luxembourg. Compared with the data re-
ported by Huang et al.,! Spain and Luxembourg have better
ASIRs than countries in the high SDI group, as shown in
Figure 1. This difference may be because healthcare in Spain
is comparable to that of high SDI countries, ensuring proper
hygiene and access to safe drinking water, which could pre-
vent the spread of HEV. Indeed, compared to Bulgaria, Spain
has a higher life expectancy.*

Figure 2 shows that the age-standardized disability-ad-
justed life years rates per 100,000 population in the three
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European countries analyzed remain below global rates and
those of their respective SDI groups. This is despite Bulgar-
ia’s high ASIR, which has not affected this measure. Spain
maintains the best rates, closely followed by Luxembourg.
Further studies in Bulgaria would be valuable to investigate
the reasons for this high ASIR and to determine whether fac-
tors beyond the known modes of HEV transmission are in-
volved.

As GBD data indicate,? and as Huang et al report,! the
number of HEV cases has been increasing considerably over
the years, becoming a global problem, especially in areas
with underdeveloped healthcare systems or infrastructure.>
This trend may also be driven by increasing population size
and longevity.! There are different HEV genotypes; although
the GBD does not distinguish between them,? types 1 and
2 are primarily associated with low- and middle-income
countries,® where proper sanitation, hygiene, and access to
safe drinking water are crucial for prevention. A vaccine is
licensed in China and Pakistan, which could be used for vul-
nerable populations, such as immunodeficient individuals,
pregnant women, and people with liver disease, particularly
in Africa and Asia, and its application in controlling the virus
is of interest.” Types 3 and 4 are increasing in incidence,
especially in more developed countries, mainly through the
consumption of undercooked meat or game.8 Despite World
Health Organization recommendations for vaccination, it has
not been incorporated into the vaccination campaigns of
most countries.”

In conclusion, we believe it is essential to consider the
use of the vaccine, especially in countries where incidence
is rising, to help slow the spread of the disease.? This could
also lead to savings in the costs associated with treating HEV,
given the increasing number of cases reported in the data.
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Fig. 1. ASIR per 100,000 inhabitants (95% CI) in 1990 and 2021. Blue
bars correspond to the year 1990, and orange bars correspond to the year
2021. ASIR, age-standardized incidence rate; SDI, socio-demographic index;
CI, confidence Interval.
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Fig. 2. ASR of disability-DALY per 100,000 inhabitants (95% CI) in
1990 and 2021. Blue bars correspond to the year 1990, and orange bars
correspond to the year 2021. DALY, adjusted life years; ASR, age-standardized
rate; SDI, socio-demographic index; CI, confidence Interval.
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