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We thank the author for the comments1 on our recently
published article “Immunogenicity and safety of ho-
mologous and heterologous booster vaccination of
ChAdOx1 nCoV-19 (COVISHIELD™) and BBV152
(COVAXIN®): a non-inferiority phase 4, participant and
observer-blinded, randomized study”. The responses to
the comments are as follows:
1. Our analysis was based on IgG antibodies against

SARS-CoV-2 spike (S), spike receptor-binding
domain (RBD), spike N terminal domain (NTD),
nucleocapsid antigen and SARS-CoV-1 spike. We
also presented the ACE2 binding inhibition assay
results which is a surrogate neutralization assay
with high throughput, requires lesser stringent
infection control measures, and has been shown
to correlate with conventional neutralization
techniques.2,3 In data that we did not include in
the paper, we also performed plaque reduction
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neutralization tests (PRNT-50) to the wild type
virus as shown below and the results are consis-
tent with the ACE2 binding inhibition assay
results.

2. The correspondence also points out that the some of
the recruitment for the COVAXIN® primed in-
dividuals took place during the Omicron wave.
When we stratified the results based on the onset of
the Omicron wave, the results were similar in those
participants recruited before and during the Omi-
cron wave. These data are presented in Supple-
mentary Fig 3 and have been presented in the main
manuscript in the section titled ‘Antibody response
to VOC’.

3. With regards to the COVAXIN® primed partici-
pants having more co-morbidities compared to
COVISHIELD™ primed participants, since the
comparison of homologous and heterologous
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boosting is made within the COVAXIN® group, the
within group randomization would account for any
effect of co-morbidities.

4. Finally, the author has misunderstood the supple-
mentary Table 4. In those seronegative in the
COVISHIELD™ primed group, there was 96.3%
seropositivity after COVAXIN® boost and 95%
seropositivity after COVISHIELD™ boost. Similarly
in those that were seronegative in the COVAXIN®

primed group, seropositivity was 92.1% and 100%
after COVAXIN® and COVISHIELD™ boost
respectively. In supplementary Table 4, we did not
show fold rise for those who were seronegative at
baseline.
Contributors
WR drafted the response; GK reviewed and both approved the final
response.
Declaration of interests
The study is funded by Azim Premji Foundation, the Bill and Melinda
Gates Foundation. The funding is to the institution, Christian Medical
College, Vellore. None of the authors have declared any competing in-
terests. The authors were not precluded from accessing data in the study
and they accept responsibility for the publication.
References
1 MohanVadrevu Krishna. Overstated conclusions of a non-inferiority

trial testing immunogenicity and safety of homologous and heter-
ologous booster vaccination. Lancet Reg Health - Southeast Asia.
2023;12:100198. https://doi.org/10.1016/j.lansea.2023.100198.
ISSN 2772-3682.

2 Zhang S, Gao C, Das T, et al. The spike-ACE2 binding assay: an
in vitro platform for evaluating vaccination efficacy and for screening
SARS-CoV-2 inhibitors and neutralizing antibodies. J Immunol
Methods. 2022;503:113244. https://doi.org/10.1016/j.jim.2022.
113244. Epub 2022 Feb 23. PMID: 35218866; PMCID: PMC8863957.

3 Johnson M, Wagstaffe HR, Gilmour KC, et al. Evaluation of a novel
multiplexed assay for determining IgG levels and functional activity
to SARS-CoV-2. J Clin Virol. 2020;130:104572. https://doi.org/10.
1016/j.jcv.2020.104572. Epub 2020 Aug 2. PMID: 32769024;
PMCID: PMC7396134.
www.thelancet.com Vol 12 May, 2023

https://doi.org/10.1016/j.lansea.2023.100198
https://doi.org/10.1016/j.jim.2022.113244
https://doi.org/10.1016/j.jim.2022.113244
https://doi.org/10.1016/j.jcv.2020.104572
https://doi.org/10.1016/j.jcv.2020.104572
www.thelancet.com/digital-health

	Overstated conclusions of a non-inferiority trial testing immunogenicity and safety of homologous and heterologous booster  ...
	ContributorsWR drafted the response; GK reviewed and both approved the final response.
	Declaration of interests
	References


