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Summary 

• Fluzone High-Dose is a flu vaccine containing four times the amount of antigen of the standard-
dose flu vaccine and is FDA-approved for use in persons 65 years of age and older.

• High-dose vaccine has been shown to produce a higher antibody response than standard-dose
vaccine in older adults.1

• Available studies suggest high-dose flu vaccine is likely more effective than standard-dose vaccine
in preventing medically-attended, laboratory-confirmed influenza infection and some serious
complications of influenza.2-5

• High-dose flu vaccine is associated with more frequent injection site reactions, including injection
site pain and moderate and severe fever.6

• Currently, the Advisory Committee on Immunization Practices (ACIP) does not state a preference
for high- or standard-dose influenza vaccine for persons 65 years and older.7

• Health care providers should consider offering high-dose vaccine to their patients 65 years of age
and older.

Efficacy and Effectiveness of High- vs. Standard-Dose Flu Vaccine in Adults 65 Years of Age and Older 

One randomized controlled trial has been published comparing the efficacy of high- vs. standard-dose 
influenza vaccine in non-institutionalized adults.2,3 The high-dose vaccine had 24% greater efficacy 
against any laboratory-confirmed influenza infection compared to standard-dose flu vaccine (95% CI: 
9.7%-36.5%); 1.4% of participants receiving high-dose vaccine and 1.9% of participants receiving 
standard-dose vaccine developed laboratory-confirmed influenza during the 2011–2012  and 2012–
2013 seasons. Based on this study, the high-dose vaccine would prevent about 5 additional cases of 
laboratory-confirmed influenza for every 1000 people vaccinated.2    

In addition, a supplemental analysis of results from this randomized controlled trial showed that, 
compared to standard-dose flu vaccine, high-dose flu vaccine was 17.7% (95% CI, 6.6–27.4%)  more 
effective in preventing serious adverse events possibly related to influenza overall and 39.8% (95% CI, 
19.3–55.1%) more effective at preventing serious pneumonia.3 

It is important to note that during the first year of the study influenza activity was low and during the 
second year of the study there was a mismatch between circulating influenza viruses and seasonal 
vaccine strains. Therefore, results may differ during future influenza seasons, including more severe 
influenza seasons and seasons where the vaccine strains are better matched to circulating viruses.   

Two large retrospective cohort studies have been performed using administrative data to study the 
effectiveness of high- vs. standard-dose flu vaccine in persons 65 years and older. One retrospective
cohort study performed using Medicare data from the 2012–2013 season showed that, compared to 
the standard-dose vaccine, the high-dose vaccine was 22% (95% CI, 15–29) more effective for 
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prevention of probable influenza infections (rapid influenza test followed by oseltamivir treatment) 
and 22% (95% CI, 16–27%) more effective for prevention of influenza hospital admissions.4 A second 
retrospective cohort study using data from the Veteran Health Administration during the 2010–2011 
season showed high-dose vaccine was not more effective than standard-dose vaccine in protecting 
against hospitalizations for influenza or pneumonia in those 65 years and older. However, when the 
results were stratified by age, high-dose vaccine was more effective than standard-dose vaccine at 
preventing hospitalization for influenza or pneumonia in those 85 years or older.5 

Side Effects of High- vs. Standard-Dose Flu Vaccine 

The safety profile of high-dose vaccine is similar to that of standard-dose flu vaccines.  Some adverse 
events (which are also reported after regular flu vaccines) have been reported more frequently after 
vaccination with high-dose vaccine. The high-dose vaccine is associated with more frequent injection 
site reactions, including injection site pain (36% vs. 24% with standard-dose) and moderate and 
severe fever (1.1% vs. 0.3%).6  The most common adverse events have been mild and temporary, and 
include pain, redness and swelling at the injection site, headache, muscle aches, fever and malaise. 
Most people had minimal or no adverse events after receiving the high-dose vaccine. 
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Publication number 348-518 

DOH 348-518

http://www.cdc.gov/mmwr/preview/mmwrhtml/mm5916a2.htm
http://www.nejm.org/doi/full/10.1056/NEJMoa1315727
http://dx.doi.org/10.1016/j.vaccine.2015.07.006
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099%2814%2971087-4/abstract
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099%2814%2971087-4/abstract
http://www.ncbi.nlm.nih.gov/pubmed/25829001
http://www.cdc.gov/mmwr/preview/mmwrhtml/mm6430a3.htm?s_cid=mm6430a3_e

	August 2015



