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1. Introduction

Following the European Medicines Agency (EMA) recommenda-
tion, the European Commission has granted conditional marketing
authorization for AstraZeneca COVID-19 vaccine for one year. As in
the UK, it is indicated for adults (>18-year-olds) [1]. This decision
has been accompanied by statements from 22 EU countries —all
except 5— recommending not to use this vaccine in individuals
between 55 and 70-year-old (Table 1). The national health author-
ities of 22 countries had to explain to their citizens that the deci-
sion was based on the lack of vaccine efficacy data (see below).
This undermined the confidence in the EU vaccine review and
assessment process and adds to the growing issue of vaccine hesi-
tancy in countries that account to close to 95% of total EU popula-
tion. Could a different EMA recommendation have helped to
mitigate vaccine hesitancy?

2. The label granted to the AstraZeneca COVID-19 vaccine in the
European Union

There is a subtle but critical difference between the authoriza-
tion granted by the UK regulatory agency (MHRA) and that of the
European Commission: while the MHRA acknowledged that there
are ‘limited’ efficacy (and safety) data in the elderly (>65-year-
olds), the EU authorization recognized that the available data do
not allow an estimate of vaccine efficacy in older adults (>56-
year-olds) [1]. The EMA, however, considered that “the risk-benefit
balance is favorable to recommend the granting of the conditional
marketing authorization” [1]. Since clinical trials data showed a
rather clean safety profile, the key element is the benefit provided
by the vaccine in a pandemic situation.

Among clinical trials participants included in the efficacy
analysis of two trials conducted in Brazil and the UK that received
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the second dose of vaccine (N = 5258) or placebo (N = 5210)
4-12 weeks apart, only 13% were elderly. In the whole population
there were 64 COVID-19 cases among vaccine recipients and 154
cases in the control group, yielding a 59.5% vaccine efficacy. Among
the elderly, there were 2 COVID-19 cases in the vaccine group and
6 in the placebo group. In older adults there were 8 and 9 COVID-
19 cases reported in the vaccine and control groups, respectively
[2]. These numbers fully support the EMA statement that no vac-
cine efficacy can be estimated for >56-year-olds. Then, why it
has been authorized in the EU for adults with no age limit? The
EMA considers that “protection is expected, given that the immune
response is seen in this age group and based on experience with
other vaccines” [2]. In other words, the decision not to limit the
indication to up to 55-year-old individuals was based on a pre-
sumed efficacy, rather than on an observed (estimated) efficacy.
The EMA could have waited to extend the indication to >56-
year-olds until accrual of more COVID-19 cases from ongoing clin-
ical trials or from the large (N = 30,000) placebo-controlled trial
that is running in the USA and some centers in four South Ameri-
can countries and France (NCT04516746) whose results are
expected in March 2021 [3]. These trials, however, could face the
problem of losing participants since, to comply with participants’
rights [4], placebo recipients are being offered an authorized vac-
cine [5,6].

We believe that, as in the EU there were two previously autho-
rized vaccines (Pfizer/BioNTech, Moderna) with enough efficacy
(and safety) data in >56-year-old individuals, the EMA recommen-
dation should have been based on the available evidence for the
AstraZeneca COVID-19 vaccine efficacy and, hence, it could have
limited the indication to 18-55-year-olds. This would have had
three consequences. Firstly, the product label would have been
based on actual efficacy data. Secondly, since each country is
autonomous on how to deploy the vaccine, each country could
have decided the administration to older adults or elderly follow-
ing the national ‘official recommendations’ (see below). And
thirdly, the conditional marketing authorization granted could
have been readily updated if new data become available support-
ing the use of the vaccine in >56-year-old individuals —something
that could happen in April/May 2021 if the large placebo-con-
trolled RCT renders positive results in this population group.
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Table 1
AstraZeneca COVID-19 vaccine label. Age limitation in EU countries based on the
European Commission authorized label.

Upper age limit (year- Countries

old individuals)

55 Belgium, Italy, Lithuania, Malta, Romania, Slovakia,
Spain

60 Hungary, Poland

65 Austria, Denmark, France, Germany, Greece,
Luxembourg, Netherlands, Portugal®, Slovenia,
Sweden

70 Estonia, Finland, Ireland

No age limit Bulgaria, Croatia, Cyprus, Czech Republic, Latvia

2 Individuals > 65-year-old will be vaccinated with the AstraZeneca vaccine if it is
the only one available.

3. Autonomy of national health authorities in the EU countries
regarding vaccine authorized labeling

In the EU, all vaccine approved labels state that the use of the
product should follow ‘official recommendations’ [1]. This allow
each EU country to decide based on scientific, epidemiological,
operational, or economical grounds how a vaccine will actually
be rolled out in a given period or territory. Following ‘official rec-
ommendations’, the health authorities of each country may limit
the use of an authorize vaccine to a specific age group, or con-
versely, broaden its limits. This latter could be considered as an
off-label use of a vaccine based on, for example, epidemiological
or operational reasons, that could be implemented for a given time
in a territory. An example of this latter is currently taken place in
the UK: following health authorities’ decision, patients could
receive a second dose with a different brand if the same vaccine
the individual received first is not available [7] —even when there
is absolute lack of evidence on the interchangeability of the autho-
rized vaccines [8]. Another example could happen if an EU country
decides to delay the second Pfizer COVID-19 vaccine dose beyond
three weeks [9], which is the interval recommended by the EMA
[10], even if delaying it up to six weeks is supported by the WHO
[11]. After showing that seropositive individuals have a robust
antibody response after one dose of an mRNA COVID-19 vaccine
[12,13], implementing this approach in any EU country [14] will
be an off-label use of vaccines authorized with a two-dose
schedule.

But beyond this, and despite a common European policy for
purchasing vaccines, the approach taken by each EU country can
vary greatly with respect to others, that will ultimately influence
how a vaccine is deployed. Thus, for instance, a country could
acquire a COVID-19 vaccine that has not been approved by the
European Commission —Hungary has bought Russian’s Sputnik V
vaccine [15]. Another country could purchase many more vaccine
doses from a manufacturer than from others, which will impact
the ability to vaccinate certain population groups —for up to end
of July 2021, Bulgaria will have 3 times more doses of AstraZeneca
vaccine (4.5 million) than Pfizer/BioNTech and Moderna vaccines
combined [16].

4. The EMA recommendation to the EU Commission followed
the standard approach

It was easier for the EMA to recommend the authorization of
the AstraZeneca COVID-19 vaccine label as has been done. The
EMA has helped national authorities willing to use this vaccine in
adult and elderly populations. It is easier for national authorities
to limit the indication than to broaden it. But it has created a lot
of confusion and concern across many EU countries. Wouldn't
the opposite situation have been better, in which a country decides
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to extend the administration of this vaccine to the elderly popula-
tion and explaining the reasons supporting this decision to their
own citizens? The issue would have been limited to few countries
and for a given period: with a higher number and production of
available vaccines, this situation will most likely be limited in time.
For the EMA, it was also easier to follow the MHRA approved label
than to recommend one that would have excluded older adults,
something that would have prompted an open debate with the
MHRA with uncertain consequences.

Under an EU conditional marketing authorization, that have
been granted to all available COVID-19 vaccines, liability is with
the marketing authorization holder [17]. Although the specific
terms of the contracts between the EU Commission with vaccine
manufacturers are confidential [17], the company will not be held
responsible and, hence, country governments will be liable for any
adverse effects [18]. This will also apply to the proposed off-label
use of the AstraZeneca COVID-19 vaccine.

5. Conclusions

Limiting the authorization of the AstraZeneca COVID-19 vaccine
to 18-55-year-olds maybe would have been more appropriate and
including the same wording regarding the lack of efficacy data for
older adults and the presumable protection based on immuno-
genicity data and experience with other vaccines in this population
group. Unfortunately, the situation with this vaccine in the EU
could be worse if the currently ongoing trials are not able to show
a benefit in vaccine efficacy in >56-year-old individuals [19]. In
this case, the EMA should consider limiting the indication to 18-
55-year-olds before the conditional authorization has expired or
when recommending granting the standard marketing authoriza-
tion. Having one or more additional vaccines available in the EU,
as it is expected in the coming months, should facilitate having evi-
dence-based vaccine labels.

We fully endorse the use of the AstraZeneca COVID-19 vaccine
in older adults or the elderly in the EU countries where their health
authorities decide so. However, from our perspective this should
have been a public health decision not necessarily supported in
the product label. The proposal of limiting the vaccine indication
to those age groups with evidenced efficacy and letting the health
authorities of each EU country decide broadening the population
groups challenges the status quo. Since future pandemics are inevi-
table, having in place procedures that help preventing public vac-
cine hesitancy is a must. Maybe an open debate on the pros and
cons of this proposal, could help the public understand how appro-
priate the vaccine assessment process in the EU is.
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