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harms were not reported, but it is vital to know
about toxicity when proposing a prophylactic treatment
(potentially for the benefit of family and staff rather
than the patient) ™ where a significant number of peo-
ple would never develop noisy RTS (40% in comparator
arm of present study) but nevertheless have now been
exposed to a drug with a significant harm profile
(including dry mouth, constipation, and urinary reten-
tion).”” In particular, anticholinergics are known to
contribute to delirium—of concern in this high-risk
population.7 To make clinical judgments, we must be
able to evaluate the net-benefit (harms-benefit balance)
of exposing patients to a medication they might not
need but might cause clinically important harms.
Furthermore, we cannot identify and target patients
at higher risk of developing RTS."

These data are useful to inform a subsequently
adequately powered double-blinded randomized
placebo-controlled trial, but until high quality data
are available (of both effectiveness and harms), a
change in practice cannot be recommended.
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Author’s Response )
Dear Editor

Thanks again for the further comments. The debate
continues and I’'m happy that this paper has raised
such interest, giving me the occasion to further clarify
its meaning.

The colleagues emphasize that the natural history of
respiratory tract secretions, presumably how death
rattle has developed in time, is poorly described.
Possibly it is right, but I did not have access to any in-
formation of this type in literature published on this
topic. The reason probably relies on the individual dif-
ferences that are unlikely to be reported in a trial.

The second point regards the power calculation. In
methods, they partially have the answer: “for sample
size for each arm of the research a ‘small’ Cohen effect
size was used. The sample size estimation was affected by
an expected drop out in group 1 because of the drug
administration inclusion criteria, of 66%, so that we
had to adjust for this unbalancing in our study arms.”
To complete this information, we compared the failure
rates according to the study estimates using few lines of
code on R: > pA=0.60, pB=0.06, kappa=1.6, >
alpha=0.05, (Power=pnorm (z-qnorm(l-alpha/2))+
pnorm (-z-qnorm (l-alpha/2) [1] 0.800001. Thus, the
power 1-b achieved is 80%. Original data are available.

They also stress that a proportion of patients who
receive an early medication may not develop death
rattle and consequently are exposed to unnecessary
harms. From a clinical point of view, I have many
doubts that patients may perceive the effects feared
by authors, such as dry mouth, constipation, and uri-
nary retention. I recognize that dying patients having
a progressive decrease of the level of consciousness
did not complained of these problems or, better, were
able to do that. It is surprising to note that, according
to authors’ opinion, dying patients with a low level of
consciousness may not feel death rattle, but they may
feel such unpleasant adverse effects.
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They quote a paper in which anticholinergic drugs
are included in a list of drugs triggering delirium.
Again, this is not the clinical context in which offend-
ing drugs may be stopped to improve patient’s cogni-
tive condition. It would be like suggesting to
discontinue opioids because in the last hours they
could induce delirium, constipation, or whatever
(i.e., potentially true), or sedative drugs because they
could induce drowsiness (and this is true too), and
so on. But I guess that no clinician would suspend
these drugs in the last hours of life for these fears.
In every clinical situation, advantages and disadvan-
tages are balanced for the patient’s best interest.

It is unclear to me what is the practice that cannot
be changed because I'm unaware of standard cur-
rent practices, unless they would refer to the use of
anticholinergics once death rattle occurs (that they
have correctly stated to be ineffective). Unless they
would propose to “normalize” death rattle with a
good communication with relatives. But this is
another story, already discussed in a previous
correspondence.

I agree that adequate powered double-blind ran-
domized placebo controlled study trials may help solve

such a difficult question, although the use of placebo
in these cases may be questionable and, for what con-
cerns me, little useful and probably unacceptable for
most ethical committees in Italy.

From mystudy, one can only conclude that 60% of pa-
tients who could develop death rattle will be unlikely to
develop that with a timely administration of hyoscine
butylbromide. This is a considerable outcome if
confirmed in other studies. Furthermore, 40% patients
who possibly will not develop death rattle may receive
this medication, but without relevant harms clinically
evident or reported (i.e., unlikely) by patients. I would
like invite colleagues to use a scientific approach based
on common clinical sense rather than on twisted meth-
odological aspects that are hard to be translated and
applicable in clinical practice.
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