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To the Editor,

Remimazolam has been available for general anesthesia in 
Japan since 2020, and the number of studies on this novel 
anesthetic has been increasing in recent years. It is an ultra-
short-acting benzodiazepine and its properties, such as its 
ability to be antagonized by flumazenil [1] and its relatively 
low hemodynamic effects [2], have attracted significant 
clinical attention. The use of remimazolam has also been 
expanded to pediatric patients [3]. However, several studies 
have reported the risk of residual sedation after antagoniz-
ing remimazolam with flumazenil and have recommended 
caution from pharmacokinetic and pharmacodynamic 
perspectives [4, 5]. We are in full agreement with the rec-
ommendation that automatic/casual or routine-like use of 
remimazolam based on flumazenil administration should be 
avoided.

At the same time, we are concerned that this recommen-
dation will be taken as instruction, to be strictly followed. 
Clinicians should not hastily conclude that the use of rem-
imazolam-flumazenil combination should be avoided, but 
rather explore how it can be used more effectively. What 
should be avoided is using its antagonists without sufficient 
care. This novel anesthetic technique should not be hastily 
restricted as it has significant clinical potential when used 
with proper management. Remimazolam has unique benefits 
that are not provided by other anesthetics, including those 
mentioned above, and proper combined use of remimazolam 
with flumazenil allows for precise control of emergence from 
anesthesia.

In conclusion, we believe that the safe and effective use of 
flumazenil in remimazolam anesthesia should be explored, 
not restricted. To this end, we are currently conducting 
research focusing on the potential of remimazolam in areas 
such as deep extubation in general anesthesia [6], and as a 
part of this research, a randomized controlled trial named 
“rapid sequence awakeness method”, that is, remimazolam-
assisted deep extubation with flumazenil in pediatric anes-
thesia is ongoing (clinical trial registry: jRCTs021240059).
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