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Background
Immunocompromised individuals are at high risk of SARS-CoV-2
infection and subsequent severe / fatal COVID-19, yet they have
suboptimal response to mRNA & inactivated COVID-19 vaccines.
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Objectives
This study aims to evaluate the real-world effectiveness and safety
of tixagevimab-cilgavimab for COVID-19 prophylaxis among
immunocompromised individuals.

Methods
• Study design and data source: target trial emulation using
territory-wide electronic health databases in Hong Kong

• Eligibility: immunocompromised individuals aged ≥12 years from 1
May to 30 Nov 2022. Those with previous COVID-19 vaccination or
infection remains eligible.

• Treatment strategies: receipt of a single dose of tixagevimab-
cilgavimab, vs. not receiving tixagevimab-cilgavimab

• Outcomes: COVID-19 infection, COVID-19-related hospitali-sation
and mortality, severe COVID, adverse events

•Matching: a sequence of trials was emulated for each day during
the inclusion period, where each eligible tixagevimab-cilgavimab
recipient was matched to 4 eligible controls based on age, sex,
COVID-19 vaccination and infection status, baseline comorbidities
and chronic medication use.

Results
• 746 tixagevimab-cilgavimab recipients and 2980 controls were
included. 67.3% received ≥3 COVID-19 vaccine doses
(BNT162b2/CoronaVac) but on average 160 days had passed
since their last dose. 24.9% had previous COVID-19 infection.

• During a median follow-up of 60 days, 52 and 286 COVID-19
infections, 21 and 92 COVID-19 hospitalisation, 0 and 8 COVID-19
mortality, 0 and 2 severe COVID were observed among recipients
and controls respectively.

• Tixagevimab-cilgavimab was associated with a significantly
reduced risk of COVID-19 infection (HR 0.708, 95%CI: 0.527-
0.951). No significant difference for COVID-19-related
hospitalisation (HR 0.902, 95%CI: 0.562-1.449).

• Risk reduction in COVID-19 infection was consistent in those
vaccinated with ≥3 doses or had prior COVID-19 infection.

Conclusions
Tixagevimab-cilgavimab was effective in reducing COVID-19
infection among immunocompromised individuals during an
Omicron outbreak, including those with prior COVID-19 vaccination
or infection. Further studies are warranted to confirm its safety in a
larger real-world population.

Discussion and Limitations
• Even though tixagevimab-cilgavimab have reduced neutralizing
activity against newer XBB variants, this study shows that it still
has a protective role among the immunocompromised who may
have poor vaccine response after 4 or even 5 booster doses,
especially in regions where BA.2 and BA.5 are still predominant.
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• Index date for recipients is the date of first tixagevimab-cilgavimab
prescription. Index date for controls were assigned as per their
matched tixagevimab-cilgavimab recipients.

• Follow-up: from index date till outcome occurrence, death, 60 days
after index, or end of the study (January 31, 2023)

• Causal estimand: observational analogue of the average treatment
effect of tixagevimab-cilgavimab

• Statistical analysis: Kaplan Meier and Cox regression

• Absolute incidence for all adverse events were low (<1 / 10000-
person-days). Only 1 transient ischemic attack and 2 herpes zoster
cases occurred in tixagevimab-cilgavimab group.

Discussion and Limitations (cont’d)
• >60% of subjects in this study were vaccinated with three doses, in
contrast to PROVENT and TACKLE RCT studies which recruited
subjects without COVID-19 vaccination.
• Limited statistical power to evaluate the risk of rare adverse events.
Some asymptomatic COVID-19 infection may not be captured.


