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The annual influenza vaccination campaign presents a logistical challenge for general practitioners, often 

requiring multiple patient visits to ensure comprehensive protection. The emergence of COVID-19 and the 

subsequent need for booster doses further complicated this, raising questions about the feasibility and safety of 

coadministering these essential vaccines.

Clinical evidence now confirms that simultaneous vaccination against both COVID-19 and influenza is safe and 

does not diminish the immune response to either vaccine, simplifying the vaccination schedule for both patients 

and healthcare systems.

K E Y  TA K E AWAY S

º The Pivot: Coadministration of COVID-19 and influenza vaccines is now standard practice, eliminating 

concerns about reduced efficacy or increased adverse events.

º The Data: Immunogenicity for both vaccines remained non-inferior when coadministered, with no 

significant increase in systemic or local reactions.

º The Action: Clinicians should confidently offer simultaneous COVID-19 and influenza vaccination to eligible 

patients, reducing logistical barriers to uptake.

The logistical burden of separate vaccination appointments for influenza and COVID-19 has been a significant barrier to 

uptake, particularly in vulnerable populations. Patients often face challenges with scheduling, travel, and time off work, 

leading to suboptimal vaccination rates for both diseases. This issue became particularly acute during the pandemic, as 

healthcare systems struggled to manage the dual demands of routine immunisation and mass COVID-19 vaccination 

campaigns.

Early in the pandemic, clinicians and public health officials expressed caution regarding coadministration, largely due to 

a lack of specific data on potential immunological interference or an increased risk of adverse events. The concern was 

that the immune system might be overwhelmed or that the response to one vaccine might be blunted by the simultaneous 

administration of another. This led to initial recommendations for staggered vaccination, which, while prudent at the 

time, inadvertently created additional hurdles for patients seeking protection against both respiratory viruses.

What the trials actually measured
Multiple large-scale clinical trials have since addressed these concerns, evaluating the safety and immunogenicity 

of coadministering various COVID-19 vaccines (mRNA, adenovirus vector, protein subunit) with seasonal influenza 

vaccines. These trials typically employed a randomised, observer-blinded, controlled design, enrolling thousands of 
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adult participants across multiple centres. Participants were generally randomised to receive either both vaccines 

simultaneously at different injection sites, or one vaccine followed by the other after a specified interval, often 2 to 4 

weeks. The primary endpoints focused on solicited local and systemic adverse reactions within 7 days post-vaccination, 

and the immunogenicity measured by serological assays, such as hemagglutination inhibition (HAI) titres for influenza 

and neutralising antibody titres or pseudovirus neutralisation assays for COVID-19.

One such trial, for instance, enrolled 679 adults, randomising them 1:1 to receive either a COVID-19 mRNA booster and 

an inactivated quadrivalent influenza vaccine concurrently, or the COVID-19 booster followed by the influenza vaccine 

21 days later.1 The study found that local and systemic adverse reactions were generally mild to moderate and transient 

in both groups. The most common local reaction was injection site pain, reported by 83% of coadministration recipients 

versus 77% in the sequential group. Systemic reactions, such as fatigue (45% vs 41%) and headache (38% vs 35%), 

also showed no clinically meaningful differences between the coadministration and sequential groups. These rates were 

consistent with those observed when each vaccine was administered alone in previous studies, indicating no additive 

toxicity from simultaneous administration.

Immunogenicity analyses confirmed non-inferiority for both vaccines. For influenza, the geometric mean titres (GMTs) 

for all four vaccine strains (two A and two B lineages) in the coadministration group were within the pre-specified 

non-inferiority margins compared to the sequential group. For example, the GMT ratio for A/H3N2 was 0.98 (95% 

CI, 0.89-1.08), demonstrating equivalent immune response. Similarly, for COVID-19, the neutralising antibody titres 

against the SARS-CoV-2 ancestral strain and relevant variants of concern were comparable between the two groups. The 

geometric mean ratio (GMR) for anti-spike IgG antibodies was 1.02 (95% CI, 0.95-1.10), indicating that the immune 

response to the COVID-19 booster was not blunted by the simultaneous influenza vaccination. These findings were 

replicated across multiple studies involving different vaccine platforms, solidifying the evidence base.

The trials also examined specific subgroups, including older adults and individuals with comorbidities, finding consistent 

safety and immunogenicity profiles. This is particularly important given that these populations are at higher risk for severe 

outcomes from both influenza and COVID-19. The consistent results across diverse populations provide reassurance that 

a broad implementation strategy for coadministration is appropriate. The open-label design of some early studies is an 

obvious caveat, but subsequent blinded trials have largely corroborated the initial findings, strengthening the overall 

evidence.

A key aspect of these studies involved monitoring for any potential increase in reactogenicity, which could deter future 

vaccination. While some participants reported a slight increase in overall symptoms when receiving both vaccines 

simultaneously, these were typically mild and resolved within 48 hours. The perceived convenience of a single visit 

often outweighed the minor increase in transient discomfort. The trials were not powered to detect extremely rare adverse 

events, but the extensive post-marketing surveillance data for both vaccine types, when administered alone, provides a 

robust safety baseline against which coadministration data can be interpreted. The absence of any novel or severe adverse 

events attributable to coadministration across these large cohorts is reassuring.

The collective evidence from these trials has led major public health bodies, including the European Centre for 

Disease Prevention and Control (ECDC) and the World Health Organization (WHO), to issue guidance supporting the 

coadministration of COVID-19 and influenza vaccines. This shift in policy reflects a pragmatic approach to public 

health, recognising the benefits of simplifying vaccination schedules to improve overall population immunity against 
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two significant respiratory pathogens. The data unequivocally shows that the immune system can effectively respond to 

multiple antigenic challenges simultaneously without compromising protection.

CLINICAL IMPLICATIONS

The data on coadministration of COVID-19 and influenza vaccines is clear: it is safe and effective. Clinicians 

should view this as a straightforward logistical win, allowing for a single patient visit to address two critical 

public health priorities. This eliminates the previous, often unnecessary, internal debate about staggering 

appointments, which only served to reduce patient compliance.

For primary care, this means a more efficient use of appointment slots and nursing time. Offering both vaccines 

concurrently removes a significant barrier for patients, particularly those with limited mobility or complex 

schedules. It is a practical solution to a practical problem, directly improving vaccination rates for both diseases 

without any demonstrable clinical compromise.

The pharmaceutical industry, having developed these vaccines, now faces the challenge of ensuring adequate 

supply and clear communication regarding coadministration. Public health messaging must be unambiguous, 

reinforcing the safety and efficacy to counter any lingering patient hesitancy. The evidence is robust; the 

implementation needs to match that clarity.

The next step involves integrating this approach seamlessly into routine clinical practice, perhaps even 

exploring fixed coadministration schedules for specific patient groups. The question is no longer whether it 

can be done, but how to do it most effectively to maximise population health benefits.
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