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Influenza vaccine update, 2021-22
Give the vaccine by the end of October. The CDC states 
that COVID-19 vaccines can be co-administered with 
influenza vaccines, but reactogenicity is possible.

During the 2020-2021 influenza sea-
son, fewer cases of influenza were 
reported than in any previous year 

since 1997, when data were first recorded.1 
FIGURE 12 shows the dramatic decline in 
the number of influenza-positive clinical 
samples reported to the Centers for Disease 
Control and Prevention (CDC) during the 
2020-2021 influenza season compared with 
the 2019-2020 season. There was only one 
pediatric death attributed to influenza in  
2020-2021, compared with a mean of 177 per 
year in the previous 3 seasons. 

Deaths attributed to pneumonia and in-
fluenza were recorded over a recent 5-year 
period, with COVID-19 added in early mid-
2020 (FIGURE 2).1 Total cumulative deaths for 
2020-2021 were extremely high, mostly due 
to COVID-19. Of the relatively few influenza 
cases last season, 37.5% were caused by in-
fluenza A and 62.5% by influenza B. The ex-
tremely low incidence of influenza precludes 
determining influenza vaccine effectiveness 
for last season.1 

In addition, other common respiratory 
pathogens—parainfluenza, adenoviruses, rhi-
noviruses, enteroviruses, and common coro-
naviruses—circulated last winter at historic 
lows.3 All of these historic lows can be attribut-
ed to the measures taken to mitigate the effect 
of the COVID-19 pandemic, including masks, 
social distancing, closure of certain venues 
that normally attract large crowds, and the 
closure of schools with a resulting increase in 
schooling at home. With the anticipated relax-
ation of these measures in 2021-2022, we can 
expect more influenza and other respiratory 
ailments due to common pathogens.

Updates to influenza 
vaccine recommendations
At its June 2021 meeting, the Advisory Com-
mittee on Immunization Practices (ACIP) 
approved the influenza vaccine recommen-
dations for the 2021-2022 season.4 The central 
recommendation is unchanged: Everyone  
≥ 6 months of age should receive a vaccine  
unless they have a contraindication. Updates 
to the previous recommendations include the 
content of the 2021 vaccines, the specific vac-
cines that will be available for different age 
groups, the timing of vaccine administration, 
advice on co-administration with COVID-19 
vaccines, and the list of contraindications and 
precautions based on vaccine type.4

Viral composition of US vaccines 
for the 2021-22 season
The antigens that will be included in the  
2021-2022 influenza vaccines are listed in  
TABLE 1.4 The B strains are the same as last 
year; the A strains have been updated. The 
H3N2 strain is the same in all vaccines, but 
the H1N1 strain differs based on whether the 
vaccine is egg based or non-egg based. The ad-
vantage of non-egg-based vaccines is that the 
production process does not take as long and 
can be delayed in an attempt to better reflect 
the influenza stains in worldwide circulation. 

The influenza vaccines expected  
to be available for the 2021-22 season
TABLE 24 lists the influenza vaccines approved 
for use in the United States and the ages for 
which they are approved.4 All products for 
2021-2022 will be quadrivalent, containing  
2 type-A and 2 type-B antigens. The only 
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change in age indications 
is that cell culture–based 
inactivated influenza vac-
cine (ccIIV4) (Flucelvax 
Quadrivalent) is now ap-
proved for use starting at 
age 2 years; previously it 
was approved starting at 
age 4 years.4

Timing of vaccination 
The onsets and peaks of 
influenza disease occur at 
different times each year 
and can also vary by geo-
graphic location. An analy-
sis of 36 influenza seasons 
starting in 1982 showed 
that peak activity occurred 
most frequently in Febru-
ary (15 seasons), followed 
by December (7 seasons), 
and January and March  
(6 seasons each).5 Only 
once did peak activity oc-
cur in October and once 
in November. This infor-
mation, along with obser-
vational studies showing 
the waning of influenza 
vaccine effectiveness after  
5 to 6 months, especially in 
the elderly, informed the 
ACIP decision to modify 
their recommendation on 
the timing of vaccination. 
The recommendation now 
states that vaccine should 
be administered by the 
end of October and that 
July and August would 
have been too early, espe-
cially for older adults.

Children ages 6 months 
through 8 years who have 
not been vaccinated pre-
viously require 2 doses 
separated by at least  
4 weeks, and the first 
dose should be adminis-
tered early enough to al-
low for the second by the 

FIGURE 2

US mortality rates for COVID-19 have far exceeded those  
for pneumonia and influenza1

Five-year data reported through week ending July 24, 2021

PIC, pneumonia, influenza, and/or COVID-19.
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FIGURE 1

Far fewer influenza-positive tests were reported  
in the 2020-21 season than during the 2019-20 season2
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end of October.4 Children who require only  
1 dose can also receive the vaccine as soon as 
it is available, as there is less evidence that vac-
cine effectiveness wanes in children.

Earlier administration is also recom-
mended for pregnant women in their third 
trimester. Delaying vaccination in this group 
could result in postpartum administration of 
the vaccine, thereby depriving infants of pro-
tection against influenza illness during their 
first 6 months after birth.4

Co-administration of influenza  
and COVID-19 vaccines 
Current guidance from the CDC states that 
COVID-19 vaccines can be co-administered 
with other vaccines including influenza vac-
cines.6 However, there are no data by which to 
judge the efficacy of each vaccine in coadmin-
istration or the potential for increased adverse 
reactions. ACIP advises caution on 2 points:  
(1) physicians should watch for updated guid-
ance as more information becomes available, 
and (2) there is the potential for increased reac-
togenicity after co-administration, especially 
with the more reactogenic influenza vaccines: 
adjuvanted inactivated influenza vaccine 
(aIIV4) and high-dose inactivated influenza 

vaccine (HD-IIV4). Moreover, these vaccines 
and the co-administered COVID-19 vaccine 
should be injected into different limbs.

Contraindications and precautions
Serious allergic reactions to influenza vac-
cines are rare—about 1.3 incidents per mil-
lion doses administered.7 However, a previous 
severe allergic reaction to a particular vaccine 
or to any component of the vaccine is a con-

TABLE 1 

2021-2022 influenza vaccine composition4

Egg-based IIV4s and LAIV4

A/Victoria/2570/2019 (H1N1)pdm09-like virusa

A/Cambodia/e0826360/2020 (H3N2)-like virusa

B/Washington/02/2019 (Victoria lineage)-like virus

B/Phuket/3073/2013 (Yamagata lineage)-like virus

Cell-culture-based IIV4 and RIV4

A/Wisconsin/588/2019 (H1N1)pdm09-like virusa

A/Cambodia/e0826360/2020 (H3N2)-like virusa

B/Washington/02/2019 (Victoria lineage)-like virus

B/Phuket/3073/2013 (Yamagata lineage)-like virus

IIV4, quadrivalent inactivated influenza vaccine; LAIV4, quadrivalent live-attenuated 
influenza vaccine; RIV4, quadrivalent recombinant influenza vaccine. 
a Updated from 2020-2021 vaccine.

TABLE 2 

Influenza vaccines expected to be available in the United States  
for the 2021-2022 flu season4

All vaccines listed are quadrivalent.

Vaccine type 0-6 mo 6-23 mo 2-17 y 18-49 y 50-64 y ≥ 65 y

Standard-dose, unadjuvanted 
inactivated (IIV4)

N/A

Afluria Quadrivalent

Fluarix Quadrivalent

FluLaval Quadrivalent

Fluzone Quadrivalent

Cell culture-based inactivated 
(IIV4)

N/A Flucelvax Quadrivalent

Adjuvanted inactivated (aIIV4) N/A
Fluad 
Quadrivalent

High-dose inactivated  
(HD-IIV4)

N/A
Fluzone 
High-dose 
Quadrivalent

Recombinant (RIV4) N/A Flublok Quadrivalent

Live attenuated (LAIV4) N/A FluMist Quadrivalent N/A

n Egg based      n Non-egg based 
IIV4, quadrivalent inactivated influenza vaccine; LAIV4, quadrivalent live attenuated influenza vaccine; N/A, not approved for age group; RIV4, quadrivalent 
recombinant influenza vaccine.
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traindication for use of that vaccine. In addi-
tion, a history of severe allergic reaction to any 
influenza vaccine is a contraindication for all 
egg-based vaccines. 

There are 2 precautions for all influenza 
vaccines: a concurrent moderate or severe 
acute illness (with or without fever), and a 
history of Guillain-Barré syndrome within  
6 weeks of receiving any influenza vaccine. An 
additional precaution for ccIIV4 and recom-
binant influenza vaccine (RIV4) is a history of 
severe allergic reaction after administration of 
any other influenza vaccine. Administration of 
RIV4 or ccIIV4 to someone with such a history 
should occur in a medical setting and be su-
pervised by someone who can recognize and 
treat a severe reaction. 

Live attenuated influenza vaccine (LAIV) 
continues to have a considerably longer list of 
contraindications, which can be found in the 
published recommendations for 2021-2022.8

Final advice
The upcoming influenza season has the po-
tential to be clinically challenging with the 
possibility of co-existing high rates of both 
COVID-19 and influenza. Recommend both 
influenza and COVID-19 vaccination to pa-
tients. Also, be sure to encourage and practice 
other preventive measures such as masking 

in crowds, frequent hand washing, isolation 
when sick, respiratory hygiene, and (for physi-
cians) selected prescribing of influenza antivi-
ral medications and meticulous office-based 
infection control practices.9                           JFP
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