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We thank Dr. Rodrigues et al. for their interest in our sys-
tematic review and meta-analysis [1]. We agree that the
current evidence on the efficacy and safety of hypertonic
saline (HTS) for improving outcomes in traumatic brain
injury in inconclusive.

However, the trial sequential analysis (TSA) provided
by Dr. Rodrigues on the primary outcome of Glasgow
Outcome Score at 6 months lacks key information on the
baseline assumptions used to generate the TSA, similar
to those used when designing a clinical trial. There are no
data on event rates in the control group or the anticipated
effect size of HTS. TSA requires these same assumptions
to generate a required information size, futility bounda-
ries, and trial sequential boundaries for statistical sig-
nificance. All of this can provide useful information for
clinical trialists on the required number of participants in
future trials. A detailed primer on the conduct and inter-
pretation of TSA can be found elsewhere [2].

We would also like to draw the readership’s attention
on the limitations of TSA. Variations in the assumptions
can generate vastly different, and sometimes unrealisti-
cally large, required information sizes. This becomes a
problem in meta-analyses that contain sparse data or
low events rates, which was in part why we opted not
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to perform a TSA in our original review. In 2019, the
Cochrane Scientific Committee Expert Panel recom-
mended against the routine use of sequential methods
for updated meta-analyses [3]. Their reasons included
the inability of TSA to accommodate multiple different
thresholds for different outcomes, a focus on a particu-
lar outcome that may not be important to all stakehold-
ers, and the inability of TSA to control for trials that have
already been performed because meta-analyses are, by
definition, retrospective and observational in nature.
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