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PREAMBLE

The National Advisory Committee on Immunization (NACI) is an External Advisory Body that
provides the Public Health Agency of Canada (PHAC) with independent, ongoing and timely
medical, scientific, and public health advice in response to questions from PHAC relating to
immunization.

In addition to burden of disease and vaccine characteristics, PHAC has expanded the mandate
of NACI to include the systematic consideration of programmatic factors in developing evidence-
based recommendations to facilitate timely decision-making for publicly funded vaccine programs
at provincial and territorial levels.

The additional factors to be systematically considered by NACI include economics, ethics, equity,
feasibility, and acceptability. Not all NACI Statements will require in-depth analyses of all
programmatic factors. While systematic consideration of programmatic factors will be conducted
using evidence-informed tools to identify distinct issues that could impact decision-making for
recommendation development, only distinct issues identified as being specific to the vaccine or
vaccine-preventable disease will be included.

This statement contains NACI’s independent advice and recommendations, which are based
upon the best current available scientific knowledge. This document is being disseminated for
information purposes. People administering the vaccine should also be aware of the contents of
the relevant product monograph. Recommendations for use and other information set out herein
may differ from that set out in the product monographs of the Canadian manufacturers of the
vaccines. Manufacturer(s) have sought approval of the vaccines and provided evidence as to its
safety and efficacy only when it is used in accordance with the product monographs. NACI
members and liaison members conduct themselves within the context of PHAC’s Policy on
Conflict of Interest, including yearly declaration of potential conflict of interest.
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INTRODUCTION

Currently, infection rates across Canada are at unprecedented levels due to the highly
transmissible Omicron variant, which is partially evasive to immunity conferred by COVID-19
vaccines or a previous SARS-CoV-2 infection. Due to widespread circulation of the Omicron
variant, many Canadians seeking COVID-19 vaccination (for primary series or booster doses) will
have a history of SARS-CoV-2 infection. While there is a paucity of evidence to inform
recommendations on optimal intervals between SARS-CoV-2 infection and COVID-19
vaccination, NACI is providing updated guidance on suggested intervals based on immunological
principles, the available evidence, and expert opinion. This guidance may change as additional
evidence emerges regarding the extent and duration of immunological protection conferred by
infection with Omicron and future variants.

METHODS

On February 25, March 10, April 1, June 29, and November 23, 2021, and January 18, 2022,
NACI reviewed available evidence on vaccine safety, immunogenicity, and effectiveness of
COVID-19 vaccination (primary series and/or booster dose) with respect to previous infection, as
well as ethics, equity, feasibility, and acceptability of guidance.

Following a comprehensive review and discussion, NACI approved this updated guidance on
COVID-19 vaccines (primary series and booster doses) for individuals with a history of previous
SARS-CoV-2 infection on January 31, 2022.

NACI continues to review the evidence on the use of COVID-19 vaccines and will update its
recommendations as needed. Details of NACI's evidence-informed recommendation
development process can be found elsewhere (':2).

RECOMMENDATIONS

NACI continues to recommend that COVID-19 vaccines should be offered to individuals with
previous SARS-CoV-2 infection without contraindications to the vaccine.

Updates are presented in the table below regarding the timing of vaccinations for those with recent
SARS-CoV-2 infection. These are added to previous recommendations.

Interim guidance on suggested intervals between previous SARS-CoV-2 infection and
COVID-19 vaccination
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NACI acknowledges the current high incidence rate of COVID-19 in Canada and internationally,
as well as the limitations of the evidence on optimal timing between COVID-19 vaccine doses
(primary series and booster doses) and previous SARS-CoV-2 infection. While there are
insufficient clinical or real-world data at this time to inform guidance on an optimal interval between
infection and subsequent vaccination, NACI has considered available data, basic principles of
vaccinology and immunology, and expert opinion informed by knowledge of other viral diseases,
and issued the following updated guidance on suggested intervals between previous SARS-CoV-
2 infection and COVID-19 vaccination:

Table 1. Suggested intervals between previous SARS-CoV-2 infection® and COVID-19 vaccination

SARS-CoV-2 infection? Population Suggested interval between

timing relative to COVID- SARS-CoV-2 infection® and

19 vaccination vaccination (clinical discretion is
advised)®<

Infection prior to Individuals 5 years of age and older Receive the vaccine 8 weeks

completion or initiation® | who are not considered moderately | after symptom onset or positive

of primary vaccination to severely immunocompromised test (if asymptomatic)®

series and with no previous history of

multisystem inflammatory syndrome
in children (MIS-C)

Individuals 5 years of age and older Receive the vaccine dose 4 to 8
who are moderately to severely weeks after symptom onset or
immunocompromised and with no positive test (if asymptomatic)®
previous history of MIS-C

Individuals 5 years of age and older Receive the vaccine dose when

with a previous history of MIS-C clinical recovery has been
(regardless of immunocompromised | achieved or 290 days since the
status) onset of MIS-C, whichever is
longer
Infection after primary Individuals 12 years of age and older | 3 months after symptom onset or
series® but before currently eligible for a booster dose | positive test (if asymptomatic)®
booster dose and provided it is at least 6

months from completing the
primary series

@ Previous infection can be defined in different ways based on jurisdictional policies and access to testing. The following
suggestion can be considered to define previous infection with SARS-CoV-2:

e Confirmed by a molecular (e.g., PCR) or Health Canada-approved antigen detection-based test; or

e  Symptomatic disease compatible with COVID-19 AND household exposure to a confirmed COVID-19 case.



https://www.canada.ca/en/public-health/services/diseases/2019-novel-coronavirus-infection/symptoms.html#s

4 | UPDATED GUIDANCE ON COVID-19 VACCINATION TIMING FOR INDIVIDUALS PREVIOUSLY

INFECTED WITH SARS-COV-2

b These suggested intervals are based on immunological principles and expert opinion, and may change as evidence
on COVID-19, variants of concern (VOCs), and COVID-19 vaccines emerge. When considering whether or not to
administer vaccine doses following the suggested intervals outlined in this table, biological and social risk factors for
exposure (e.g., local epidemiology, circulation of VOCs, living settings) and severe disease should also be taken into
account. These intervals are a guide and clinical discretion is advised.

¢For individuals who have not had any previous doses, they may receive their first dose after acute symptoms of
COVID-19 have resolved and they are no longer infectious, or they may follow these suggested intervals. Individual
benefit/risk assessment and clinical discretion are advised as per footnote “b”. These suggested waiting times are
intended to minimize the risk of transmission of COVID-19 at an immunization venue and to enable monitoring for
COVID-19 vaccine adverse events without potential confounding from symptoms of COVID-19 or other co-existing
illnesses.

4 The primary series is outlined in the Canadian Immunization Guide. Note that for moderately to severely
immunocompromised individuals who were immunized with a primary series that includes one additional dose, a
booster dose would be subsequent to that immunocompromised primary series.

For further information on NACI’s recommendations on the use of COVID-19 vaccines, please
refer to the COVID-19 vaccine chapter in the Canadian Immunization Guide (CIG) as well as
additional NACI statements on the use of COVID-19 vaccines.

NACI will continue to review the evidence as it emerges and update guidance on the use of
COVID-19 vaccines in individuals with a history of SARS-CoV-2 infection as needed.

Rationale, summary of evidence, and additional considerations

e A longer interval between infection and vaccination may result in a better immune
response as this allows time for this response to mature in breadth and strength, and for
circulating antibodies to decrease, thus avoiding immune interference when the vaccine
is administered.

o Overall, it is expected that individuals who have been infected with SARS-CoV-2 may
benefit the most from future vaccine doses by timing them strategically in relation to the
time since infection, using similar immunological principles to those informing intervals
between vaccine doses. Emerging evidence indicates that a longer interval between
SARS-CoV-2 infection and vaccination is associated with improved antibody responses
to COVID-19 vaccines ©),

e Omicron became the dominant variant in Canada late December, 2021.

e Vaccination continues to be very important, as individuals previously infected with SARS-
CoV-2 may remain at risk of Omicron infection. Numerous reports have documented the
risk of reinfection with Omicron is higher than risk of reinfection with previous variants “
8)

e Evidence prior to Omicron suggests protection is more robust and longer lasting with
vaccination in previously infected individuals compared to immunity from SARS-CoV-2
infection alone.

e The robustness and duration of protection conferred by SARS-CoV-2 infection alone is
notably variable ®); factors including severity of infection, age, presence of comorbidities,
and possibly the SARS-CoV-2 variant, may affect the immune response.



https://www.canada.ca/en/public-health/services/publications/healthy-living/canadian-immunization-guide-part-4-active-vaccines/page-26-covid-19-vaccine.html
https://www.canada.ca/en/public-health/services/publications/healthy-living/canadian-immunization-guide-part-4-active-vaccines/page-26-covid-19-vaccine.html
https://www.canada.ca/en/public-health/services/canadian-immunization-guide.html
https://www.canada.ca/en/public-health/services/immunization/national-advisory-committee-on-immunization-naci.html
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e Forvariants prior to Omicron, some studies noted that past infection offers good protection
from re-infection but protection decreased over time and is increased by vaccination ¢V,
The spike protein structure of the Omicron variant differs from previous variants, and the
structural differences may affect the extent and duration of protection from a previous
infection against Omicron infection. In one study from the UK, vaccination (two doses and
three doses) in those who were previously infected (prior to November 30, 2021)
increased protection against Omicron infection compared to previous infection alone (),

¢ In immunocompetent individuals, an Omicron infection is expected to generate a good
immune response against Omicron and related variants that may be protective for some
time. COVID-19 vaccination with a product based on the ancestral strain is expected to
broaden and strengthen the response in order to provide longer protection against current
and future variants. Such a response may be better achieved by a longer interval (%),

¢ Emerging evidence in previously vaccinated individuals shows Omicron infection leads to
the generation of an immune response against both the Omicron variant as well as other
variants, suggesting Omicron infection may also be boosting previous vaccine-induced
protection (14-16),

e COVID-19 vaccination in individuals previously infected with SARS-CoV-2 has a good
safety profile and well tolerated. Limited evidence suggests reactogenicity may be slightly
increased in individuals previously infected with SARS-CoV-2 compared to those with no
history of previous infection, however this evidence is limited to the primary series and
variants prior to Omicron © 17-26),

Unknowns:

e The duration of protection from Omicron infection, regardless of previous history of
infection or vaccination;

e The differences in frequency and severity of adverse events following a booster dose in
individuals with previous infection relative to individuals with no history of previous
infection;

¢ The impact of the interval between Omicron infection and COVID-19 vaccination (primary
series or booster dose) on adverse events following immunization, effectiveness, or
immunogenicity, and;

o An optimal interval between previous SARS-CoV-2 infection and COVID-19 vaccination
(primary series or booster dose) is currently unknown, therefore NACI guidance is
currently limited to suggested intervals between previous SARS-CoV-2 infection and
COVID-19 vaccination.

NACI will continue to evaluate evidence to inform on suggested intervals between previous
SARS-CoV-2 infection and COVID-19 vaccination as data emerges and will update their guidance
as warranted.

For further information on NACI’s recommendations on the use of COVID-19 vaccines, please
refer to the COVID-19 vaccine chapter in the Canadian Immunization Guide (CIG) as well as
additional NACI statements on the use of COVID-19 vaccines.



https://www.canada.ca/en/public-health/services/publications/healthy-living/canadian-immunization-guide-part-4-active-vaccines/page-26-covid-19-vaccine.html
https://www.canada.ca/en/public-health/services/canadian-immunization-guide.html
https://www.canada.ca/en/public-health/services/immunization/national-advisory-committee-on-immunization-naci.html
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ABBREVIATIONS

Abbreviation Term

COVID-19 Coronavirus disease 2019

MIS-C Multisystem inflammatory syndrome in children
NACI National Advisory Committee on Immunization
PHAC Public Health Agency of Canada

VOC Variant of concern
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