Preventing ICU Subsyndromal Delirium
Conversion to Delirium With Low-Dose
IV Haloperidol:A Double-Blind, Placebo-
Controlled Pilot Study

Crit Care Med 2016; 44:583-591

EYT7 o rEMXEEENESRAR
Baatr2— RUTHEE
= LA



de 2
H R

IS IEREALIELOELDTHY . FNICLYICURTE
RO LR, ICUBR & DRAEE T CQOLOE T ELMEY

ICDSCRO7TI3RaNIGE. BIE R MEE=ZHY LHIETT S

1F & 5 B2 K BE TZEL ) (altered level of consciousness)
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2. EE AR (inattention)

3. %R &5 (disorientation)

4. %1% (hallucination)

5. FEAEESAELIE (psychomotor agitation)

6. AEYEEF). BEJE (inappropriate speech or mood)

7. BEEERY 1)L DFEE (disturbance in sleep or wake cycle)

8. JEIRDZEE) (fluctuation in symptoms)
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Haloperidol prophylaxis in critically ill patients
with a high risk for delirium
Crit Care 2013; 17:R9
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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
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Feasibility, Efficacy, and Safety of Antipsychotics for ICU
Delirium: the MIND Randomized, Placebo-Controlled
Trial

Crit Care Med 2010; 38:428-437
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Table 1. Study Exclusion Criteria

Age = 8b yr

History of severe dementia (documented history and/

or Informant Questionnaire on Cognitive Decline in the
Elderly score > 4) (30)

Acute neurologic injury primary reason for ICU admission
History of schizophrenia or a formal thought disorder
Antipsychotic use in the prior 30 d

Current treatment with a neuromuscular blocker or
dexmedetomidine

Persistent use of deep sedation (Sedation Agitation Scale
score < 2) where daily awakening unlikely (26)

Acute alcohol or drug withdrawal
History of end-stage liver failure
QTc interval > 500 ms (32)

Current drug therapy with a class la, Ic, or lll antiarrhythmic
(other than amiodarone)

History of haloperidol allergy

History of neuroleptic malignant syndrome

Recent cardiac surgery

Patients expected by attending physician to die within 24 hr

Patients expected by the attending physician to be
discharged from the ICU within 24 hr

Inability to obtain informed consent

Pregnancy
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Figure 1. Patient screening, enrollment, and randomization. ICDSC =
Intensive Care Delirium Screening Checklist

Mechanically ventilated adults screened with the Intensive Care Delirium Screening Checklist (n=1,358)

\

v A v v
ICDSC assessment not Subsyndromal Neither Subsyndromal Delirium
able to be conducted Delirium (ICDSC1 to3) Delirium or Delirium (ICOSC 24)
(n=282) (n=481) (:ﬁb?;-;;) (N=282)

Excluded (n=413)

- 52 Age 2 85 years
- 52 Expected by MD to be discharged from ICU within 24 hrs
- 46 Expected by attending to die within 24 hrs
- 38 Acute neurological condition/injury

- 37 QTc interval 2 500msec

- 29 End stage liver disease

- 28 Acute alcohol or drug withdrawal

- 28 Antipsychotic use within 30 days

- 19 Inability to obtain informed consent

- 15 Current treatment with dexmedetomidi
- 69 Other
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v

68 subjects randomized
e

Haloperidol 1mg IV q6h (n=34) Placebo 1mg IV q6h (n=34)
v v

No antipsychotic or dexmedetomidine use. Usual sedation and analgesia therapy by subject’s physician.
Management of patients using institutional daily awakening/spontaneous breathing trial protocol

v v

Discontinuation of study drug with any one of the following:
1. Presence of delirium (ICDSC 24) confirmed by a psychiatrist
2. 10 days of study drugtherapy

3. ICU discharge

4. Serious adverse event potentially attributable to study drug




Table 2. Patient Characteristics at Baseline(?)

Haloperidol Placebo

Covariate (n=234) {n=34) P
Age, yr 61.7+169 h93+149 0.63
Male, n (96) 18 (52.9) 20 (58.8) 0.63
Acute Physiology and Chronic Health Evaluation |l at study enrollment 19 (17-23) 20 (17-24) 053
Sequential Organ Failure Assessment score, at study enrollment 4 (3-6) 6 (3-8) 010
ICU type, n (%6)

Medical 23 (67.6) 25 (73.5) 0.60

Surgical 11(32.4) 9 (26.5) 0.43
Days in ICU before enrollment 1(0-2) 1 (0-2) 0.32
Location before hospitalization, n (%) 0.19

Home with spouse 17 (50.0) 19 (55.9)

Home alone g (26.5) 5(14.7)

Home with other family member(s) 5(14.7) 6 (17.6)

Rehabilitation facility 3(88) 2(5.9)

Assisted living facility/nursing home 0 1(29)

Other 0 1(2.9)
Location before ICU admission, n (96) 0.3b

Emergency department 13 (38.2) 14 (41.9)

Hospital ward 10 (29.4) 6 (17.6)

ICU at an outside hospital 5(14.7) 4(11.8)

Ward at an outside hospital 3(88) 7 (20.6)

Other 3(8.8) 3(88)



Table 2. Patient Characteristics at Baseline®®

Admission diagnosis, n (%) 0.31

Sepsis/acute respiratory distress syndrome 15 (44.1) 18 (52.8)

Respiratory failure 7 (20.6) 4(11.8)

Gastrointestinal 3(R8) 4(11.8)

Trauma 3(R8) 2 (h9)

Cardiac 3(88) 1(29)

Nontraumatic major surgery 2(5.9) 2(5.9)

Other 1(29) 3(8.8)
Informant Questionnaire on Cognitive Decline in the Elderly score (30) 3(3-3) 3(3-3) 082
Moderate alcohol use, n (00) 14 (41.1) 16 (47.1) 062
Depression, n (%) 6(176) 5(14.7) 0.74
Pre-Deliric Delirium Risk Score (%) (31) 51 (36-75) 48 (38-T1) 0.54
Continuous IV sedation at randomization, n (96) Q.77

Midazolam B(14.7) 5 (14.7)

Propatol 25 (73.5) 26 (76.4)

None 30(88) 19(29)
Continuous IV opicid at randomization, n (%) 14 (41.2) 19 (565.9) 0.33
Sedation Agitation Scale at study entry (26) 3(3-3) 3(3-3) 0.85
Intensive Care Delirium Screening Checklist score at study entry (5) 2(1-2) 2 (2-2) 0.39

Reported as n (90), mean t so, or median (interquartile range).



Table 3. Clinical Outcomes During Study Drug
Administration

Haloperidol Placebo

Variable (n=34) (n=234)
Delirium, % (n) 35.3(12) 23.5 (8) 0.287
Duration of first episode of delirium (d) 2(1-2) 3(2-4) 0.261
Proportion of 12-hr ICU nursing shifts without coma or delirium (%) 91 (67-100) 94 (80-100) 0.359
Proportion of 12-hr ICU nursing shifts without delirium (%) 100 (75-100) 100 (92—-100) 0.236
Proportion of 12-hr ICU nursing shifts without coma (%) 100 (87-100) 100 (91-100) 0.708
Hours per study day spent agitated (Sedation Agitation Scale > 5) (%) 0(0-2) 2 (1-6) 0.008
Days where a continuous IV sedative administered (%) 95 (41-100) 82 (60-100) 0.666
Days where DA criteria met and DA completed (%) 100 (88-100) 100 (76-100) 0.667
Days where SBT criteria met and SBT completed (%) 100 (100-100) 100 (100-100) 0.499
Patients ever receiving early mobilization (%) 11.8 (4) 20.6 (7) 0.476
Dexmedetomidine exposure after randomization, % (n) 14.7 (5) 11.8 (4) 0.731
Exposure to nonstudy antipsychotic therapy, % (n) 0 (0) 0 (0) 1.000
Duration of first episode of subsyndromal delirium (d) 3 (2-4) 3 (2-5) 0.323

DA = daily awakening, SBT = spontaneous breathing trial.
Reported as % (n) or median (interquartile range).



Figure 2. Kaplan-Meier plot for the time to the first occurrence of
delirium between haloperidol and placebo groups.
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Figure 3. Presence of delirium on each study day between the

haloperidol and placebo groups
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Table 4. Clinical Outcomes During and After
ICU Admission

Haloperidol Placebo

Variable (n =34) (n=34) p

Days of mechanical ventilation 4.5 (3-7) 5(3-8) 0.79

Duration of ICU stay (d) 6.5 (4-8) 7 (4-9) 0.66

ICU disposition, % 022
Died in ICU 26.5 20.6
Hospital ward 70.6 58.8
Rehabilitation 29 14.7

Hospital disposition, % 0.40
Died in hospital 26.5 20.6
Home 41.2 26.5
Rehabilitation 29.4 471

Long-term care facility 2.9 29




Table 5. Patients Where Study MedicationWas Stopped Due to
a Protocolized Haloperidol-Associated Event

Haloperidol Placebo

Variable (n=34) (=34) p

QTc interval prolongation, % (n)  11.8(4) 29(1) 0.16
Extrapyramidal symptoms, % (n) 29 (1) 0 0.31
Excessive sedation, % (n) 29 (1) 0 0.31
Hypotension, % (n) 29(1) 29() 1.00
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