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Update for health professionals: Evusheld cannot neutralise current
circulating variants

Date: 27 February 2023

The Therapeutics Technical Advisory Group (Therapeutics TAG) was established by the Ministry of Health in
August 2021 to provide expert advice on existing and emerging medicines for use in the management of
COVID-19.

Changes to circulating variants and immune escape from Evusheld

Evusheld has been available in Aotearoa since 25 August 2022 for pre-exposure prophylaxis or treatment
for SARS-CoV-2 infection in severely immunocompromised people. It is a combination of two long-acting
antibodies: tixagevimab and cilgavimab. These have been derived from donated B-cells of patients who
have recovered from SARS-CoV-2 infection (Wuhan variant). Tixagevimab and cilgavimab each target
distinct and non-overlapping epitopes of the SARS-CoV-2 spike protein located in the receptor binding
domain. The antibodies neutralise SAR-CoV-2 infection by binding to the spike protein and blocking
interactions between the virus and the host’s cellular receptors.

As new variants have emerged, the utility of Evusheld has decreased due to variants with increased
immune escape and mutations in the target regions of the epitopes. Evusheld has been identified as
unlikely to neutralise BA.4/5 and ineffective against variants BA.2.75, BA.4.6, BF7, BQ.1, and BQ.1.1. [1, 2]
Evusheld is currently predicted to have neutralising activity against fewer than 10% of circulating SARS-
CoV-2 variants in Aotearoa.[3]

Evusheld was initially used to provide enhanced protection in some severely immunocompromised people
who remain vulnerable to COVID-19 despite vaccination. However, these targeted against the SARS-CoV-2
spike protein from an earlier variant and now has little-to no neutralising activity for currently circulating
variants. Therefore, Evusheld should no longer be used as pre-exposure prophylaxis for SARS-CoV-2
infection.

Evusheld has also been used as treatment in specific patients including severely immunocompromised
people with persistent COVID-19 infections. Due to the small numbers expected to gain benefit from
Evusheld, urgent WGS with the purpose of identifying people for Evusheld treatment will no longer be
available. For some patients, convalescent plasma from the New Zealand Blood Service may be an
appropriate alternative treatment but should only be considered in discussion with an Infectious Diseases
physician or Clinical Microbiologist.

Therapeutics TAG advises that Paxlovid™ (or remdesivir) are preferable treatments to Evusheld.
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Updates to the COVID-19 clinical guidelines

The COVID-19 Therapeutics Technical Advisory group has clinical guidelines (link) that are updated at
regular intervals and when new evidence emerges. On 9 January 2023, the guidelines were updated to note
the increasing prevalence of variants against which Evusheld has no neutralising activity. On 24 February
2023, the guidelines were further updated to reflect that Therapeutics TAG do not recommend the use of
Evusheld.
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