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BACKGROUND

The mucosal immune response may have an important role in control of
COVID-19 infection and protection from reinfection

The higher levels of mucosal anti-SARS-CoV-2 achieved in people with
hybrid immunity could in part explain why natural infection (hybrid
immunity) is superior to vaccine only immunity against breakthrough
COVID infection.

By extension, if mucosal immunity were stronger or more durable than
intramuscular vaccine only immunity, it could provide rationale for
development of a mucosal vaccine..

OBJECTIVES:

To determine the IgG and IgA antibody levels in the saliva of a subset of
persons participating in a longitudinal observational study of COVID
iImmunity

To compare responses in those with vaccine only and hybrid immunity
and assess antibody decay over time.

To determine whether the presence of mucosal IgA protected against
reinfection in the subsequent 10 months.

METHODS

A stratified random sample of 51 persons participating in a
longitudinal study of antibody responses to COVID vaccines
(STOPCoV, n=1286)) were enrolled

They provided salivary samples for analysis in Dec 2022 (baseline)
and April 2023 ( 4 month follow up)

The specimens were assessed for IgG and IgA to spike protein,
receptor binding domain to Wuhan ancestral strain and Omicron
variant

We compared those with vaccine only ( mean 5 doses- no history
or prior infection) to those with hybrid immunity ( breakthrough in
the previous 6 months
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Hybrid immunity to SARS-
COV-2 is associated with
Increased salivary IgA

antibody relative to vaccine
only immunity but decays

rapidly challenging the role
for mucosal vaccines

Figure 1-Salivary 1gG and IgA at baseline to Receptor Binding domain and spike
ancestral Wuhan and Omicron COVID variants ( % positive control and 95% Cl)
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Figure 2_-Decay in salivary antibody between baseline
and 4 month follow up ( mean, standard error)

Mean trends with 95% C.I. of Wuhan antibody levels Mean trends with 95% C.I. of Omicron antibody levels
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Figure 3: Multivariable Cox proportional hazards model
of factors associated with breakthrough COVID infection
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CONCLUSIONS
Salivary IgA antibody is increased in persons with hybrid
immunity relative to those with vaccine only immunity

There is rapid decay in salivary IgA over a 4 month period
Detectable salivary igA to RBD was not associated with
protection against a breakthrough COVID infection over
the subsequent 10 months
Receipt of a vaccine booster was protective against a
breakthrough infection over the subsequent 10 months
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