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BACKGROUND

COMIRNATY received conditional marketing authorisation in the European Union (EU),
United Kingdom (UK) and United States (US) in December 2020. This non-interventional
study is designated as a post-authorisation safety study (PASS) and is a commitment to
the EU and US regulatory authorities. Here we describe results from the 5t interim report.

OBJECTIVES

This PASS seeks to identify if there is an increased risk of 37 prespecified adverse
events of special interest (AESIs) following administration of =21 dose of COMIRNATY in
the general European population.

Populations
From December 2020 to March 2022 (CPRD Aurum), December 2022 (Pedianet, NHR),
June 2023 (PHARMO, SIDIAP) and July 2023 (EpiChron), 12,400,847 recipients of 21
dose of COMIRNATY were matched with an unvaccinated individual (Figure 1).

Baseline characteristics
The mean and median age in both the vaccinated and unvaccinated cohorts were 9 and
10 years, respectively in Pedianet. In the other data sources, these ranged from 42 and
36 years in CPRD Aurum to 50 and 48 years, respectively in EpiChron. Between 49%
(Pedianet) and 53% (CPRD Aurum) of those included were females.
The Charlson Comorbidity Index Score was >1 for <2% in the Pedianet cohorts and
between 8% (PHARMO) and 24% (CPRD Aurum) in the other data sources, with similar
percentages in the vaccinated and unvaccinated cohorts (Figure 2).
The percentage of those with 21 CDC risk factors ranged from 21% in CPRD Aurum to
38% in NHR, with similar percentages in the vaccinated and unvaccinated cohorts
(Figure 2).
The most frequent comedications recorded in the 12 months prior to inclusion were
antibiotics, non-steroidal anti-inflammatory drugs, and psychotropics across the data
sources.
Risk estimates for adverse events of special interest
No clear patterns of increased risk for AESIs after vaccination were identified for
myocarditis, coronary artery disease, and secondary amenorrhea, except for arrhythmia
and hypermenorrhoea in three data sources (PHARMO, EpiChron, and CPRD Aurum) and
heart failure in PHARMO (Figure 3).

Figure 3. Adjusted hazard ratios (HR) for selected AESIs
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alone.

METHODS

This PASS is an ongoing retrospective cohort study, with COMIRNATY vaccinated and
unvaccinated individuals matched 1:1 on age, sex and other demographic and clinical
factors, from six electronic health record data sources from the Vaccine monitoring
collaboration for Europe (VAC4EU) in five countries: Italy (Pedianet, general practitioner,
GP): Netherlands (PHARMO Data Network, GP); Norway (NHR, inpatient and outpatient);
Spain (EpiChron, GP and inpatient and SIDIAP, GP and inpatient/outpatient specialist);
and UK (CPRD Aurum, GP). Analyses were conducted using a common protocol, the
ConcePTION common data model and common analytical programs. Propensity score-
adjusted hazard ratios (HRs) were estimated for event-specific risk windows.

Figure 1. Location and number of matched individuals in each data source
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4,098,869 matched individuals

Pedianet (Italy - Veneto Region)*
10,500 matched individuals

EpiChron (Spain, Aragon)
627,972 matched individuals

SIDIAP (Spain, Catalunya)
3,087,124 matched individ_uals
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Figure 2. Comorbidities (%) in the vaccinated and unvaccinated
cohorts by data source
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CONCLUSION

This 5t interim report analysed data from >12 million individuals who received >1 dose of
COMIRNATY. For most of the 37 AESIs there was no suggestion of an association
between the vaccine and the AESIs. Six AESIs were presented due to their special
attention from Pharmacovigilance Risk Assessment Committee (PRAC) or study findings.
Myocarditis is very rare and there was no apparent increased risk in vaccinated
individuals, although estimates were imprecise. The adjusted HR for a few cardiac
events and menstrual disorders were heterogeneous across data sources. Potential
explanations for these results include differences in the composition of unvaccinated
cohorts over time, driven by progressive vaccine uptake and the divergence of
cumulative incidence of cardiac events with long risk windows. The identification and
differentiation of secondary amenorrhoea and hypermenorrhoea was challenging in
electronic healthcare data sources. The final study report (expected in September 2025)
may further elucidate these findings.
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