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P R O D U C T  T H E A T E R  R E C A P

High-Dose Flu Vaccine Prevents 
Symptomatic Influenza and Reduces 

Hospitalizations

Fluzone High-Dose, manufactured by Sanofi Pasteur, is an 
influenza vaccine designed specifically for adults 65 years or 
older to improve antibody responses, as well as to protect 

them against influenza subtype viruses contained in the vaccine.1 
In a presentation at the 6th Annual Live Meeting of the ACO & 
Emerging Healthcare Delivery Coalition™,   hosted by The Amer-
ican Journal of Managed Care®  on October 20-21, 2016, Ayman 
Chit, PhD, presented results from multiple clinical trials demon-
strating the efficacy of the Fluzone High-Dose vaccine.

Dr Chit, senior director for Health Economics and Outcome 
Research at Sanofi Pasteur, explained that individuals 65 years or 
older experience the greatest burden of influenza, accounting for 
90% of total influenza-related deaths and 37% of influenza-as-
sociated hospitalizations in the United States.2-4 Influenza can 
aggravate existing chronic illnesses and increase the risk of hos-
pitalization for serious respiratory and cardiovascular conditions. 

Vaccines that protect against influenza are available; however, 
their effectiveness is substantially compromised in the population 
of adults 65 or older, with responses in 26% to 52% of vaccinated 
individuals compared with much higher (62% to 76%) vaccine 
effectiveness among those aged 15 to 64 years.5 

As a natural process of aging, immunosenescence is associated 
with decreased immunologic response to vaccines and lower vac-
cine effectiveness in the older population. Age-related impairments 
in antibody response may leave older adults more vulnerable to 
influenza and its associated complications. 

Fluzone High-Dose was developed to address the need for a 
vaccine specifically intended for the population of adults 65 years 
or older. The high-dose formulation contains 4 times the amount 
of hemagglutinin (HA) in a Fluzone standard-dose vaccine, which 
allows for the induction of a superior immunogenic response of 
antibodies to HA and neutralization of influenza virus infectivi-
ty. Higher postvaccination antibody titers to H1N1 and H3N2 
influenza and B virus are associated with influenza protection.1

Dr Chit presented results from an efficacy trial published by 
DiazGranados et al.6 In the trial, 32,000 elderly adults were ran-
domized 1:1 for vaccination with Fluzone High-Dose or Fluzone 
standard dose at the beginning of 2 influenza seasons (2011-2012 
and 2012-2013). Immunization with Fluzone High-Dose result-
ed in a 24.2% reduction in symptomatic influenza caused by any 
influenza viral type or subtype. Vaccination with Fluzone High-
Dose also reduced the incidence of influenza-associated illnesses 
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and hospitalizations throughout the trial. Key results:
•  51% reduction of culture-confirmed flu caused by viral  

subtypes, antigenically similar strains to those contained  
in the annual vaccine formulation. 

• 40% reduction of serious pneumonia. 
• 18% reduction of serious cardiorespiratory events. 
• 31% reduction in 30-day hospitalizations. 

Over the same 2 influenza seasons, Nace et al7 conducted a 
randomized controlled trial among 187 senior residents of long-
term care facilities. Vaccination with Fluzone High-Dose induced 
superior antibody responses to influenza type A strains H1N1, 
H3N2, and B strains compared with standard-dose Fluzone vac-
cine. As a marker of enhanced and durable immune response, 
antibody titers remained higher 180 days post vaccination. Also, 
rates of seroconversion—or development of antibodies against 
influenza virus—were higher 30 days post vaccination in both 
influenza seasons. 

Importantly, because influenza increases hospitalization risk in 
this population, Chit presented evidence from a cluster-random-
ized pilot study by Gravenstein et al.8 The results showed that 
Fluzone High-Dose significantly reduced hospitalization rates 
among elderly residents in US nursing homes compared with 
those receiving standard-dose Fluzone. Elderly residents vacci-
nated with Fluzone High-Dose had hospitalization reductions of: 

• 30% during H3N2-dominated seasons (P = .006).
• 7% during H1N1-dominated seasons (P = .0195).

Dr Chit presented results from a retrospective study by 
Izurieta et al.9 In this study, Medicare claims were used to 
identify a well-balanced cohort of approximately 2.5 mil-
lion beneficiaries 65 years or older who had been vaccinated 
during the 2012 to 2013 influenza season. The results of this 
study demonstrated that, compared with standard-dose influ-
enza vaccines, vaccination with Fluzone High-Dose induced: 

• 22% greater protection against probable influenza illness.
•  22% better protection against influenza-related hospitaliza-

tions and emergency department visits. 

The clinical efficacy of Fluzone High-Dose is supported by 
data from numerous clinical trials, which indicate that vaccina-
tion enhances protection against influenza through stimulation 

of greater immune response compared with Fluzone standard 
dose within the population of individuals 65 years or older.
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