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Will AstraZeneca be able to provide clinical trial data on its
COVID-19 vaccine efficacy in older adults?

The UK MHRA granted emergency authorization to the AstraZeneca

COVID-19 vaccine on December 30, 2020. Two standard doses of

this vaccine must be given 4–12 weeks apart to ≥18-year-old individ-

uals.1 The EU Commission granted conditional authorization on

January 29, 2021. With regard to dosing interval and target popula-

tion, the EU label states that it was impossible to estimate the vaccine

efficacy in older adults (≥56-year-olds) due to insufficient number of

participants and COVID-19 cases in this population group.2 With the

information available at the time the EU granted the authorization,

many EU countries decided to limit its administration to, for instance,

≤55-year-old individuals (e.g., Italy and Spain) or ≤65-year-olds

(e.g., France and Germany). On February 15, the World Health Orga-

nization included this vaccine in its Emergency Use Listing for adults

and the elderly, although acknowledging the lack of efficacy data in

this latter population group.3

In the first report published on December 8, 2020, Voysey et al.4

evaluated the AstraZeneca COVID-19 vaccine efficacy on two

placebo-controlled randomized controlled trials (RCTs) conducted in

the United Kingdom and Brazil. For the primary efficacy analysis of

two standard doses given 4–12 weeks apart, 4440 (vaccine) and 4455

(control) participants were assessed. Since the number of older adults

(≥56-year-olds) and the time for COVID-19 cases to accrue were lim-

ited, it was impossible to estimate the vaccine efficacy in this popula-

tion group: investigators believed that “additional data will be

available in future analyses.”4

On February 19, 2021, Voysey et al.5 published the second report

on the efficacy of the AstraZeneca COVID-19 vaccine. Pooling data

of four placebo-controlled RCTs conducted in the United Kingdom,

Brazil, and South Africa that received two standard doses with a

4-12-week interval, 7201 (vaccine) and 7179 (control) participants

were assessed. No data on the efficacy of this vaccine in older adults

was mentioned. It follows that the number of COVID-19 cases

accrued in ≥56-year-old individuals was still limited to draw any esti-

mation on vaccine efficacy. So currently, with the data of four RCTs

and a remarkable higher number of participants, the situation regard-

ing the efficacy in older adults has not changed since the temporary

authorizations of this vaccine in the United Kingdom and other

jurisdictions were granted: AstraZeneca has yet to prove its efficacy

in older adults.

Although the AstraZeneca COVID-19 vaccine has been autho-

rized in some 60 jurisdictions, two important countries with stringent

regulatory requirements, Switzerland and the United States, have not

yet. The Swiss Agency has already assessed the data submitted by this

company.6 Conversely, AstraZeneca has not applied for emergency-

use authorization at the USA FDA yet. Seems likely that this vaccine

will not be authorized in these two countries until the large

(N = 32 459; NCT04516746) placebo-controlled RCT—that is being

run in the United States, France, and in four South American

countries—shows positive efficacy results, something expected by

March 2021. This, however, could be in jeopardy since, to comply

with participants' rights,7 all participants must be timely informed that

COVID-19 vaccines are being deployed in the countries where the

trial is being conducted. Since 73% of participating sites of this large

RCT are in the United States, it is worth mentioning that as of

February 26, 40 and 3 of the 45 U.S. states where this trial is being

run were vaccinating ≥65- and ≥70-year-old persons, respectively.8

Hopefully, at the time these participants have started to withdraw

from the trial to be vaccinated with an authorized vaccine, the number

of COVID-19 cases have reached the minimum number to allow esti-

mating the vaccine efficacy in this population group. If this is the case,

the AstraZeneca COVID-19 vaccine labels temporarily authorized in

the United Kingdom and elsewhere must be amended to include the

efficacy data in older adults. Similarly, this vaccine could then be

assessed and eventually authorized in Switzerland and the United

States. However, its limited efficacy (10%) against all COVID-19 due

to the B.1.351 variant9—that forced the South African authorities to

suspend its deployment—and the authorization for emergency use for

≥18-year-old individuals of the one-dose Janssen vaccine in the

United States could make the authorization of the AstraZeneca vac-

cine somewhat difficult. The large ongoing trial might be the last

opportunity for this vaccine to show its efficacy in older adults in a

placebo-controlled RCT.

However, vaccine effectiveness in the real world—that could be

shown in observational studies conducted in countries where this vac-

cine is being rolled out10—will shed light on this weak point of this,

otherwise, cheap and useful vaccine to address this pandemic. If the

AstraZeneca COVID-19 vaccine shows robust effectiveness results in

the real world, health authorities of those European countries that

have limited its administration to individuals up to a certain age will

have scientific reasons to change their minds, even if efficacy data in

placebo-controlled RCTs are still lacking.
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