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LETTER

Comment on “Effectiveness of homologous or heterologous immunization regimens 
against SARS-CoV-2 after two doses of inactivated COVID-19 vaccine: A systematic 
review and meta-analysis”
Amin Sharifan

Department for Evidence-based Medicine and Evaluation, University for Continuing Education Krems, Krems, Austria
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Dear Editor,
I have read with great interest the article by Zhang et al. that 

was published in Human Vaccines & Immunotherapeutics.1 

The authors have conducted a systematic review and meta- 
analysis to investigate the efficacy of two doses of inactivated 
coronavirus disease 2019 (COVID-19) vaccines in persons with 
no prior immunization, along with the effectiveness of homo
logous or heterologous COVID-19 booster regimens in healthy 
people who had already received a primary vaccination series 
with two doses of an inactivated vaccine, on various outcomes.

On May 5, 2023, the global health emergency of the COVID-19 
pandemic was declared to be over by the World Health 
Organization (WHO), and although the healthcare sectors, 
besides the public, may have endured the emergency phase of 
the COVID-19 pandemic, infectious endemics of severe acute 
respiratory syndrome 2 (SARS-CoV-2) around the globe are pre
dicted, and this worldwide threat persists.2,3 After the emergence 
of the SARS-CoV-2 Omicron variant, the pandemic took 
a different trajectory, and the new subvariants developed the 
ability to escape immunity acquired from infections with lineages 
before the Omicron variants.4,5 Vaccine-induced immunity may 
reduce the need for antiviral agents in managing SARS-CoV-2 
infections by enhancing the body’s natural defenses. This 
decreased reliance on antiviral drugs could help prevent the 
emergence of resistant variants, as it lessens the selective pressure 
on the virus. Ultimately, prioritizing vaccination can contribute to 
more effective and sustainable strategies for managing the pan
demic while aligning with antimicrobial stewardship principles.6 

As a result, several investigations support the development and 
administration of updated vaccines against COVID-19.7–9 

Furthermore, in their interim guidance, the WHO Strategic 
Advisory Group of Experts on Immunization recommends an 
additional COVID-19 vaccine booster dose for several groups, 
and older adults, as well as those with significant underlying 
conditions or severe obesity, are among the high-priority-use 
group.10 Taken together, the accumulating evidence for the 
administration of booster vaccines underscores the importance 
of the work conducted by Zhang et al.1

In their conclusion, the authors have stated, “the results of 
our study indicated that whether heterologous or homologous 

COVID-19 boosters provided good protection, with heterolo
gous boosters being more desirable.” While this conclusion 
may have a profound impact on future guidelines on using 
COVID-19 vaccines, I respectfully urge that “either” should be 
used instead of “whether” for greater accuracy and 
persuasiveness.
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