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Best pharmacological practice in prehospital intubation
Emergency intubation outside hospital can increase 
morbidity and mortality1 because of a lack of careful 
pre-oxygenation,2 inadvertent oesophageal intubation,3 
or hypoxic episodes after endotracheal intubation.4 A 
Cochrane review last year of 452 studies of a range of 
cases, providers, and techniques assessing emergency 
intubation reported that “the effi  cacy of emergency 
intubation as currently practised has not been rigorously 
studied”, and that “the skill level of the operator may 
be key in determining effi  cacy”.5 The greatest focus 
when discussing emergency intubation has been on 
infrequently used and therefore insuffi  cient manual 
skills and clinical experience of providers undertaking 
prehospital intubation,6 resulting in fatal complications 
when the airway cannot be secured. The Association of 
Anaesthetists of Great Britain and Ireland7 states that 
health-care personnel providing prehospital anaesthesia 
“should have the same level of training and competence 
that would enable them to provide unsupervised rapid 
sequence induction in the emergency department”—
namely, a minimum of 2 years of training in emergency 
specialties and at least 1 year in anaesthesia. However, 
have pharmacological issues been suffi  ciently discussed? 

In The Lancet today, Patricia Jabre and colleagues8 show 
that in critically ill patients one dose of 0·3 mg/kg eto-
midate to ease emergency intubation can result in ad-
renal axis dysfunction compared with 2 mg/kg keta mine. 
In this trial, 655 unconscious prehospital patients re-
quiring emergency airway management, because of 
trauma, sepsis, stroke, drug poisoning, cardiogenic shock, 
acute respira tory failure, or various other reasons, were 
ran domly assigned, with 469 patients analysed for the 
primary endpoint: sequential organ failure assessment 
score during the fi rst 3 days in hospital. Similar pre-
hospital intubation conditions were achieved with both 
etomidate and ketamine, but only 48% of patients 
given keta mine had adrenal insuffi  ciency compared with 
86% when etomidate was used.

Although Wagner and colleagues9 described 
etomidate-mediated adrenal axis dysfunction 25 years 
ago in a case series, and Malerba and co-workers10 more 
recently in intensive care, such dysfunction has now been 
confi rmed in this large, prehospital, randomised trial. In 
view of today’s data, we might have to consider whether 
successful emergency intubation of critically ill patients 

depends not only on manual skills and clinical experience 
but also on pharmacological knowledge. Thus, when 
caring for acutely ill patients, emergency medical 
service personnel have to anticipate management in the 
intensive care unit, and intensive care unit personnel 
have to consider emergency treatment.

Accomplishment of today’s study is a major achieve-
ment because neither etomidate nor ketamine are 
protected by patent, so the drug industry provided no 
support. The governmental support programme in France 
for such studies is a role model that enables important 
non-com mercial medical research. Additionally, obtaining 
informed consent from unconscious patients undergoing 
emergency interventions is a complex challenge to 
overcome. Furthermore, following up patho physiology 
in hospital that was induced by a prehospital interven-
tion is a major success, since government regulations 
often block data transfer between emergency medical 
service providers and hospitals. 

The biggest challenge that Jabre and co-workers over-
came was increased regulation posed by the European 
Union, which applies identical requirements for clinical 
trials irrespective of whether a global pharmaceutical 
company or a group of academics are investigating a 
drug. In our experience, these regulations have resulted 
in a 75% decrease in patients who can be enrolled in 
a clinical trial with a comparable bud get within the 
past 10 years.11,12 These obstacles are partly why clinical 
research in anaesthesia in the UK has fallen by 50% 
over 10 years.13 Similarly, investigator-initiated trial 
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applications with institutional review boards have 
sharply decreased in Germany.14 Although the guidelines 
for good clinical practice are not proven to prevent 
publication bias or scientifi c fraud, or to increase patients’ 
safety or professional conduct of studies, they pose an 
excessive bureaucratic burden, especially on academic 
researchers—a heavy toll for rules that were derived on 
expert consensus only.14 Today, such consensus would 
be unacceptable to change clinical guidelines, for which 
randomised trials yielding statistically signifi cant results 
are the gold standard for altering recommendations. 
Disturbingly, the authors of the guidelines for good 
clinical practice have not been publicly revealed except 
for the fact that no academic scientists were involved,15 
suggesting that a narrow coalition of industry lobbyists 
and politicians has created rules that negatively aff ect 
health care.

We should be lobbying our parliamentary represen-
tatives to help with non-commercial research, otherwise 
industry lobbyists will continue pushing for rules that 
only global drug companies can comply with. Should 
that occur, our fate would be similar to physicians in 
developing countries, who have many questions about 
optimising health care but cannot do clinical trials to 
fi nd valid answers.
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