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Two months after the European Medicines Agency (EMA) ruling on the safety of the
Astra-Zeneca Covid-19 (Vaxzevria®) vaccine, ASPHER provides an update.

25 May 2021

On 15 March 2021, the EMA ruled on the use of the COVID-19 Vaccine Astra-Zeneca, suspension
injectable, since renamed Vaxzevria®, and its adverse effects. The EMA?, like the World Health
Organisation? and the Medicines and Healthcare Regulatory Authority (MRHA) in the United
Kingdom?, considered that the thromboembolic events and coagulation disorders? - now grouped under
the term Vaccine-induced immune thrombotic thrombocytopenia (VITT)® - identified through
pharmacovigilance systems, did not call into question the overall benefit-risk balance of this vaccine for
a country’s population. The EMA, therefore, recommended an update of the Summary of Product
Characteristics (SPC) and package insert for this drug. The 19 march, the Association of Schools of
Public Health in the European Region (ASPHER) welcomed European Medicines Agency judgement
on the safety

of AstraZeneca Covid-19 vaccine.*

Thus, two months later, while the indication for the vaccine has not been changed - the therapeutic
indication mentioned by the European SPCfor Vaxzevria remains "active immunisation to prevent
COVID-19 caused by SARSCoV-2, in individuals 18 years of age and older". However, precautions
have been added in the updated SPC published on 28/04/2021°. The section 4.4 "Special warnings and
precautions for use" includes additional information on the risk of Thrombosis with thrombocytopenia
syndrome and coagulation disorders® and on the Risk of bleeding with intramuscular administration.
Similarly, the package leaflet includes new information on Blood disorders in the Warnings and

Precautions section. Similar additions were made to the SPC and package insert in the UK version.®

There is continuing debate” about the age groups for which the vaccine should or should not be used. In
the UK, for example, vaccination continued for all adults over 30, but on 7 May, the Joint Committee
on Vaccination and Immunisation (JVCI) recommended also avoiding its use between the ages of 30
and 408. In France, it has been reserved since 19 March for adults over 55°%° , in Germany for those

over 60, while the Danish authorities decided not to use it at all for their vaccination campaign from

avery rare cases of unusual blood clots associated with low platelet counts and sometimes bleeding, mainly in young people
b corresponds to the thrombosis associated with thrombocytopenia (TTS) syndrome, also known as atypical thrombosis

¢ “Thrombosis with thrombocytopenia syndrome and coagulation disorders” in the last version of the SPC on 20 may 2021,
(see ref 5)



11 March*29, Thus, the variations in scientific and public health advice given by the various expert health
authorities and the policy decisions by national governments has not made the risk-benefit situation clear
enough to our citizens across Europe. This situation forms part of ASPHER’s wider concerns about lack
of transparency and agreements on evidence by public health policy makers, and the subsequent impacts

on effective pandemic management and international equity of impact.

Such divergences have contributed to uncertainties and anxieties, and have fuelled reduced vaccine
acceptability, and reinforced the hesitancy towards towards the AstraZeneca vaccine.®® Without calling
into question the validity of SARS-CoV-2 vaccination programmes, including with Vaxzevria, the
question of an individual level clinical evaluation of the use of this vaccine is now also asked*¢, by
considering one's personal health situation, and not only a collective one in relation to receiving the

Astra-Zeneca vaccine (age, sex, presence of co-morbidities).

Risks felt by part of any population must be balanced by objective pharmacovigilance and
epidemiological data. The situation has changed little over the last two months. Since the March alert,
some further rare new cases of atypical thrombosis (TTS) have been reported, with a total of 142 cases
in EEA on EudraVigilance database (the EU drug safety database)®® since the start of its administration
in February, compared to the 52 million doses of Vaxzevria administered in Europe (EU, EEA).
Available data indicate an attributable rate of post-Vaxzevria Thrombotic Thrombocytopenic
Syndromes (TTS) in Europe of perhaps around 1 case per 100 000 injections'’81° Moreover, as
specified by CINES D.B. and all, “This should be considered in the context of the incidence of cerebral
venous sinus thrombosis in the general population (estimated at 0.22 to 1.57 cases per 100,000 per
year).”?® The EMA, in its latest assessment report of 23 April 2021, confirms that while “Vaxzevria has
been associated with an increased risk of TTS which, if any of these adverse events were to occur, could
be fatal', the frequency of these events has been characterised as very rare based on current reporting

rates. No risk factors for TTS have been identified at this time. 2422

This issue of TTS type adverse reactions to the Astra-Zeneca vaccine also concerns the new COVID-19
Vaccine Janssen, suspension for injection authorised since 21 April by the EMA. As this vaccine is
based on the comparable approach and technology as the Astra-Zeneca vaccine, it is not surprising to
find some similar reports of adverse effects?3,24. This finding raises a question of whether there is a clear
causal relationship established between these types of adenovirus vaccines and the thromboses
identified. Good public health practice is to investigate and assess causality objectively and according

to agreed criteria derived from the historical Bradford-Hill tenets?.

d Also Greece: 30 years, Sweden and Finland: 65 years.

€ HAS: “The undeniable usefulness of AstraZeneca's vaccine in the fight against the Covid-19 epidemic must be weighed
against each individual situation, taking into account the benefits of being vaccinated and the risks of adverse effects, which
are very rare but serious.” (see ref. 14)

fVery rare cases, but with a high mortality rate of about 40% among reported cases (see ref 19).



It should also be noted that evaluation of vaccines should continue systematically as they are rolled out
widely?®9, Thus, when it was first put on the market, Vaxzevria was not recommended by EMA for
people over 55 years of age due to a lack of initial information on the older age groups®”". Since then,
with the accumulation of data in the last few months, in particular due to its wide use in the United
Kingdom and on the basis of a clinical study conducted in Scotland, it has proved to be effective, with
fewer safety concerns, for elderly people, in particular over 65 years of age. This is now adopted by
health agencies and institutions in their vaccination guidelines?®2%%, while possibly recommending

certain precautions.?!3?

Nevertheless, faced with such uncertainties, countries such as Denmark and Norway* have decided to
stop using this vaccine. They consider that the benefit/risk balance of the vaccine may be questioned.
Thus, the Norwegian Institute of Public Health's explains that "since few people die from COVID-19 in
Norway, the risk of dying after being vaccinated with AstraZeneca's vaccine would be higher than the
risk of dying from the disease, especially for younger people.!

Ultimately, a public health strategy for choosing and prioritising vaccines must take into account many
factors: therapeutic efficacy on the virus and its variants, the types of adverse effects and their incidence
rate, the number of people to be vaccinated, the priority target populations, the evolution of evidence as
vaccination campaigns progress, the storage and availability of vaccines at the various vaccination
facilities, the methods of transport and logistics constraints, their nominal costs and their cost price, the
availability and layout of healthcare structures, the resources in health professionals, and the level of
control of the epidemic itself. The policy examples of Denmark and Norway of no longer using
adenovirus based vector vaccines should not be generalised to all countries and circumstances, given

many European populations have been more severely affected by the pandemic.

Moreover, to all these technical criteria or conditions must be added elements related to the population’s
perception and acceptability of the proposed products, and the degree of health literacy of the population.
The strategy for using vaccines must be adapted to local conditions and circumstances®. ASPHER,
however, reinforces its strategic position that wide population coverage is fundamental to achieving
goals of vaccine-derived herd immunity. Furthermore ASPHER advocates high and equitable vaccine

uptake within each country as a step towards achieving country-level elimination of transmission of

& EMA, Vaxzevria SCP, Authorisation details/ Conditional approval: "This medicine received a conditional marketing
authorisation. This was granted in the interest of public health because the medicine addresses an unmet medical need and
the benefit of immediate availability outweighs the risk from less comprehensive data than normally required” (see ref. 24)

P EPAR (European public assessment report), "Most of the participants in these studies were between 18 and 55 years old.
There were not enough results in older participants (over 55 years old) to provide a figure for how well the vaccine will work
in this group. However, protection is expected, given that an immune response is seen in this age group and based on
experience with other vaccines; as there is reliable information on safety in this population, EMA's scientific experts considered
that the vaccine can be used in older adults. More information is expected from ongoing studies, which include a higher
proportion of elderly participants."

i Ibid. Geir Bukholm. Director of Infection Prevention and Control. Division for Infection Control and Environmental Health
(NIPH): "Since there are few people who die from COVID-19 in Norway, the risk of dying after vaccination with the AstraZeneca
vaccine would be higher than the risk of dying from the disease, particularly for younger people.” In NIPH recommendation
(see ref 32)



SARS-CoV-2 virus variants. Europe-wide collaboration on developing and sharing of good public

health practice has not been evident.

ASPHER supports global public health governance and in particular that each European country should
have an independent advisory committee for immunisation policies. These recommended National
Immunization Technical Advisory Groups (NITAG to S) should have public health and vaccine
expertise along with other sciences and disciplines and lay representation to formulate proposals to

governments according to acceptable public health standards.

ASPHER remains concerned about the erosion of public health capacity and professional influence on
policies in some European Countries and will seek to assess the effectiveness of country level public
health advisory machinery and processes.

ASPHER advises of the risk of damage to the image of the health authorities if, conversely, the choice
of a country’s age groups for the use of Astra-Zeneca's vaccine were made largely on the basis of
economic criteria and the desire to sell off or acquire vaccine stocks, and not solely on sound public
health criteria. In this regard, ASPHER recognises that science and communication are pivotal in public
health and calls for effective health communication strategies between the government, the media,
scientists, health authorities, and the public®. Communication strategies shall highlight the rationale
behind decision making and shall be adapted to the constantly changing notions that emerge during
health emergencies®. Such an approach would potentially affect hesitancy levels and ultimately vaccine
acceptance®. ASPHER, as Europe’s representative organisation for Schools of Public Health, identifies

the need to effectively train public health professionals in strategies of health communication®.

The role of adenovirus-based vector vaccines could be reconsidered in the light of these elements,
compared to the more expensive alternatives available, including current mRNA vaccines
(BioNtech/Pfizer and Moderna). Adenovirus vaccines have so far provided logistical convenience,
organisational flexibility and an attractive priceJ The mRNA vaccines offer better efficacy also on

variants, but require heavy logistics, specific organisation and a cost approximately 5 times higher*.

ASPHER advocates that an international position on strategies for the possible use of adenovirus-based
vector vaccines be considered and published under the auspices of the WHO, and regularly reviewed in
the light of advances in knowledge about the uptake, effectiveness and safety of these vaccines, while

considering SARS-Cov2 virus epidemiology on transmission and emergence of variants.

ASPHER recommends, in line with the WHO Director-General's call to "sharing vaccine doses, to

n39

protect the most at-risk, not just the most-rich™>, in particular in the framework of the COVAX

initiative, while providing a similar level of information for all countries and ensuring the high quality

i Adenovirus vaccines: storage conditions at +2 to +8 °C, vaccination in private practice possible, price between 3 and 4 € per
dose

kKmRNA vaccines: storage conditions at -80°C, new storage possibility -25 and -15°C for 2 weeks, then thawing, vaccination in
vaccinodrome or hospital, price around €15 per dose



of pharmacovigilance and post-marketing surveillance of effectiveness and safety. If it turns out that
some countries have unused stocks of Astra-Zeneca and Jansen vaccines due to their local situation
analysis, use of this supply should be given transparent and objective consideration by COVAX with
international public health experts. Principles of weighing efficacy, safety, fairness and building country
resilience should be included.

In the face of a potential adverse event, the breadth and depth of safety assessments conducted at
multiple levels by a range of independent organisations increases confidence in the rigour with which

potential risks or side effects are investigated and managed.

To this end, all stakeholders, including industry itself, regulatory bodies, the medical community,
academia and research, and the general public have a role to play in monitoring the safety of the vaccines
for COVID-19.

From an epidemiological and public health-based methodological point of view, the operational
definition of the adverse event must be clear and the frequency of its occurrence must be examined.
Here it has to be compared whether the number of observed cases overall and per age and sex group (or
per study group according to there variables of interest) is higher than the expected number of cases (the
frequency with which the health problem has been occurring, prior to the vaccination period or

independently of the vaccination period).

In addition, systematic steps should be applied to assess the association between the vaccination process
and the event. Establishing a causality argument is an important research activity with important
scientific, clinical and social implications. Among these methodological tools Sir Austin Bradford Hill
proposed criteria for establishing such an argument. These criteria include strength of association,
consistency, specificity, temporal sequence, biological gradient, biological rationale, coherence,

experimental evidence, and established analogy.

We call on all international public health agencies to adopt a rigorous approach to determining risk. We
further call on them to be transparent in the communication of the standard of evidence and the standard
of risk on which they are basing their decisions. We believe there needs to be an international consensus
on decisions of risk of this importance and we call on international agencies led by WHO to make this

happen.

For more information, please contact :
John Middleton john.middleton@aspher.org or Robert Otok robert.otok@aspher.org
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