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R E P LY

Reply to “Letter to the Editor for the Review Paper: The
association between blood pressure variability with dementia
and cognitive function: A systematic review andmeta-analysis”

To the Editor, we appreciate the comments from Tully and de Heus and

would like to respond to their concerns. As widely recognized, system-

atic review and meta-analysis, due to its timely summary and analy-

sis through comprehensive search for the best available research, is

an useful research strategy to summarize the totality of evidence.1

The a priori registration of protocols for a systematic review andmeta-

analysis is recommended by the reporting guideline of PRISMA (Pre-

ferred Reporting Items for Systematic Reviews and Meta-Analyses).

Though not mandatory, the protocol directs, yet not limits, the study

of the research topic, and ensures the additive value of each meta-

analysis with the latest evidence. According to the developers of the

PROSPERO, protocol development is iterative and it is important to

record and amend the registry during major changes in methods that

may potentially result in biases.2 During the process of this recently

published systematic review and meta-analysis,3 we found that the

current literature is insufficient to answer our original research ques-

tion, hencewe extended the scope and conductedmore subgroup anal-

ysis and dose-response meta-analysis. The limitation of our study and

thenecessity of conductingmore clinical studies havebeen clearly indi-

cated in the discussion section of our manuscript. Apart from that, we

have submitted to PROSPERO an update and amendment of our pro-

tocol elaborating the changes of methods, yet due to the COVID-19

pandemic, the new version has not been publicized. We are hoping to

clarify the confusion raised by the discrepancy between the yet-to-be-

updated protocol and our manuscript; however, we do not think the

amendment and update of the protocol should prevent the research

community from receiving the timely evidence synthesis for this clin-

ically important issue with huge global impact.

Wewere aware of the PROSPERO protocol submitted by the VARI-

ABLE BRAIN consortium registered in December, 2017with the antic-

ipated completion in December 31, 2018; however, there was no fur-

ther update after the announcement the start of the formal screening

in August 28, 2018, which made it difficult to judge if the project was

ongoing.4 Nevertheless, we specifically avoided tackling the identical

clinical question and carried out the study from different perspectives,

including the comparisons of the prognostic values of different indices

or follow-up time of BPV, as well as a dose-response meta-analysis by
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summarizing themost up-to-date studies. Indeed, due to the scarcity of

available studies, our study had limitations, which has been described

in the discussion of our paper. Hence, we are pleased to see the pre-

liminary results of the meta-analysis from the VARIABLE BRAIN con-

sortium with a bigger effect size and more comprehensive subgroup

analysis,5 which will hopefully provide a deeper insight into the prog-

nostic role of the blood pressure variability for incident dementia. We

look forward to reading this long-awaited publication with the meta-

analysis results from this esteemed consortium.
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