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Dear editor

Chen et al' reported a randomized, double-blind, biased-coin up-and-down trial in 80 patients aged 65-80 years and
found that topical airway lidocaine spray reduced the sufentanil ED95 for blunting the intubation response from 0.530 to
0.419 pg/kg. This work adds useful evidence to geriatric airway management. Still, several points deserve discussion.

The main concern lies in the primary endpoint. In the Methods section on page 3, a “positive response” was defined as
MAP or heart rate remaining within 30% of baseline during the first 3 minutes after intubation, whereas a “negative response”
appears to have been defined only by an increase of at least 30%. Hypotension and bradycardia were handled as adverse events
rather than explicit dose-finding failures. This asymmetry is not trivial. In older adults, a blood pressure fall after induction
may be as harmful as an untreated pressor response. Cohen et al® analyzed 4576 noncardiac procedures and found that
myocardial injury risk increased once intraoperative MAP reached 65 mm Hg or lower, without evidence that this threshold
depended on baseline hypertension status. Liu et al® studied 10,859 patients aged 60 years or older and showed that the lowest
absolute MAP, rather than the largest reduction from baseline, was associated with postoperative acute kidney injury, with the
lowest predicted risk near 86 mm Hg. Seen in that light, the reported ED95 is closer to the dose that suppresses hypertensive or
tachycardic responses than to a dose that guarantees overall hemodynamic stability.

Besides, a related issue concerns rescue therapy. The Methods section states that nicardipine, esmolol, norepinephrine, or
atropine was administered once predefined thresholds were reached. Yet the limitations paragraph states that “rescue therapy
was administered only after primary outcome assessment.” Both readings create difficulty. If rescue drugs were given during
the 3-minute assessment window, the primary endpoint may have been altered by treatment. If rescue drugs were delayed until
the window ended, clinically relevant instability may have been tolerated to preserve endpoint purity. Rescue medication is
a classic intercurrent event and should be prespecified analytically, not left ambiguous.” The problem is more than semantic. In
38,338 adults undergoing noncardiac surgery, Saugel et al’ found that both the burden of MAP below 65 mm Hg and
cumulative norepinephrine dose were independently associated with postoperative acute kidney injury, with adjusted odds
ratios of 1.55 per mm Hg-day below 65 mm Hg and 1.02 per pg/kg of norepinephrine, respectively.

Hence, we suggest that a bidirectional failure definition should include both increases and decreases beyond the
prespecified range, ideally alongside an absolute MAP safety threshold. A table detailing rescue-drug timing, frequency,
and group distribution would clarify whether the endpoint was observed or modified. Sensitivity analyses treating rescue
therapy as failure or as a separate estimand would further improve interpretability.
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