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Hope-ICU was a randomised, double-blind, placebo-controlled trial to compare the early administration of intravenous haloperidol versus placebo in the prevention and treatment of delirium in critically ill ventilated patients.  The intervention was 2.5mgs of intravenous haloperidol or 0.5mls normal saline (placebo) 8 hourly for 14 days or until screened negative for delirium on 2 consecutive calendar days, discharged from ICU, medical treatment withdrawn or death.  The sponsor was West Hertfordshire Hospitals NHS Trust.  

The primary objective of this trial was to investigate if the early administration of haloperidol will improve outcomes in critically ill ventilated patients who were at high risk of developing delirium.  The primary outcome was delirium-free and coma- free days, defined as the number of days in the first 14 days after randomisation during which the patient was alive without delirium and not in coma from any cause.  As planned 142 patients were randomised between November 2011 and September 2013, 141 were analysed, 71 haloperidol, 70 placebo.
During the 14 day period from randomisation, patients in the haloperidol group spent about the same number of days alive without delirium and without coma as did patients in the placebo group (median 5 days [IQR 0–10] in the haloperidol group vs 6 days in the placebo group [0–11]; p=0·53; table 3). The number of days assessed as spent in delirium (as opposed to coma or normal) did not differ between the two groups (median 5 days [IQR 2–8] in the haloperidol group vs 5 days [1–8] in the placebo group; p=0·99).
We identified no differences in secondary outcomes, including ventilator-free days, length of critical care stay, length of hospital stay, and mortality at 28 days
The most common adverse event was oversedation (11 [15%] in haloperidol group vs six [9%] in placebo group; table 6). No serious adverse events were attributable to the study drug (table 6). QTc prolongation of 500 ms or more occurred in seven patients receiving haloperidol compared with six patients in the placebo group. Two patients in the placebo group had halving of the study drug because of QT prolongation, which responded to correction of plasma electrolytes. Eleven of the patients had the study drug stopped, of whom two patients in the haloperidol group had been already on half dose study drug when QTc over 500 ms, one for over sedation and one for excessive salivation. None of these patients had ventricular arrhythmias and specifically no patient had an episode of torsades de pointes. Extrapyramidal symptoms sufficient to stop the study drug occurred in only one patient, who was receiving placebo. Study drug was stopped in eight patients in the haloperidol group and five patients in the placebo group because of oversedation in patients who were no longer on sedative or analgesic infusions (table 2). Three patients were thought to have akathisia, only one of whom was on haloperidol, the study drug was halved, and in one patient who was not on haloperidol, the drug was already at half dose so the drug was stopped.
This study achieved its objective; the conclusion was a commonly used haloperidol dose regimen does not decrease delirium in an unselected population of critically ill patients requiring mechanical ventilation, when commenced early during ICU stay. Pending the results of trials in progress, the use of intravenous haloperidol should be reserved for short-term management of acute agitation.
Dissemination and publication

The preliminary findings were presented at the UK Intensive Care Society meeting in December 2013, the main findings were then presented at the American Thoracic Society annual congress in May 2014 as a late breaking abstract.  It was also presented at the European Delirium Association 
The study was published in Lancet Respiratory Medicine September 2014: Page VJ, Ely EW, Gates S, Zhao XB, Alce, T, Shintani A, Jackson J, Perkins GD and McAuley DF. Effect of intravenous haloperidol on the duration of delirium and coma in critically ill patients (Hope-ICU): a randomised, double-blind, placebo-controlled trial. Lancet Respir Med 2013;1: 515-523.  There was an accompanying editorial and podcast.  The paper and the protocol were freely available from the time of publication via a link https://europepmc.org/article/med/24461612
The surviving patients were sent a letter thanking them for taking part and summarising the findings.
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