
Clinical scenario
72 yo male with a recent 
hospital stay for sepsis 2/2 
pneumonia complicated by 
delirium, now presents from 
SNF with sepsis likely 2/2 UTI. 
Should we start melatonin to 
try to prevent delirium during 
this hospital stay?

P: Hospitalized patients at risk 
for delirium or with delirium 
I: Melatonin or melatonin 
agonists 
C: Nothing / Placebo  
O: Incidence of delirium, 
duration of delirium, length of 
hospital stay / ICU stay



Evidence Table
Study Methods and population Results Weaknesses

Melatonin 
decreases 
delirium in 

elderly 
patients: a 

randomized, 
placebo-

controlled 
trial. 

Int J Geriatr 
Psychiatry.  

2011

- A double-blinded, randomized, 
placebo-controlled study conducted 
in an IM service in a tertiary care 
center in London, Ontario, Canada.  

- Eligible patients were aged 65 years 
or older admitted through the ED to 
the IM inpatient service between 
October 2007 and February 2008. 
They were excluded if life 
expectancy was less than 48 h, 
unable to communicate in English or 
take oral medications, had an 
intracranial bleed or seizures, had a 
markedly non-therapeutic INR 

- 145 individuals were randomized to 
receive either 0.5mg of melatonin 
(72) or placebo (73) every night 
between 1800 and 2400 for 14 days 
or until discharge. 

- Patients were tested with the 
Confusion Assessment Method 
criteria and the Memorial Delirium 
Sleep Scale.

- Mean age 84.5 +/- 6.1 years 
- Melatonin was associated with a 

lower risk of delirium (12.0% vs. 
31.0%, p = 0.014), with an odds 
ratio (OR), adjusted for dementia 
and co-morbidities of 0.19 (95% 
confidence intervals (CI): 
0.06-0.62).  

- Results were not different 
when patients with prevalent 
delirium were excluded. 

- No statistically significant 
differences in delirium severity, 
average length of hospital stay, 
need for sedatives/restraints, or 
mortality. 

- 2 patients reported side effects 
that could be attributed to 
melatonin: nightmares and feeling 
like he was “floating around…”

- Limited 
generalizability with 
a small single center 
study  

- An intention to treat 
analysis was not 
possible due to loss 
to follow-up.

https://www.ncbi.nlm.nih.gov/pubmed/20845391
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Effect of 
Administration 
of Ramelteon, 
a Melatonin  

Receptor 
Agonist, on the 
Duration of Stay 

in the ICU: A 
Single-Center 
Randomized 

Placebo-
Controlled Trial. 

Crit Care Med.  
2018

- A triple-blinded, randomized 
placebo-controlled trial conducted 
in a single ICU of an 
academic hospital in Japan. 

- Eligible patients were ICU patients, 
20 or older, admitted between May 
2015 and April 2017, who could 
take medicines orally or through a 
nasogastric tube during the first 48 
hours of admission. Individuals 
already on ramelteon were 
excluded. 

- 88 subjects were randomized to 
receive ramelteon 8mg/d (45 
subjects) or placebo 1 g/d of 
lactose powder (43 subjects) at 
20:00 hours every day until 
discharge from the ICU. 

- Trained nurses evaluated the 
patients with the Richmond 
Agitation-Sedation Scale and 
Confusion Assessment Method

- Mean age of 68 
- There was a decrease in the 

duration of ICU stay (4.56 d) in 
the ramelteon group compared 
with the placebo group (5.86 d) (p 
= 0.082 and p = 0.028 before and 
after adjustments).  

- Statistically significant decreases 
in the occurrence rate (24.4% vs 
46.5%; p = 0.044) and duration 
(0.78 vs 1.40 d; p = 0.048) 
of delirium were observed in the 
ramelteon group.  

- The nonintubated patients of the 
ramelteon group showed 
statistically significantly fewer 
awakenings per night and a higher 
proportion of nights without 
awakenings. 

- No adverse events were observed

- Limited 
generalizability with 
a small single center 
study  

- During the study 
period, daily visits 
were limited to twice 
a day

https://www.ncbi.nlm.nih.gov/pubmed/29595562
https://www.ncbi.nlm.nih.gov/pubmed/29595562
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Melatonin and 
Sleep in 

Preventing  
Hospitalized  
Delirium: A 
Randomized 
Clinical Trial. 

Am J Med.  
2018 

- A double-blinded, randomized, 
placebo-controlled trial at a single, 
tertiary-care, teaching hospital in La 
Jolla. 

- Eligible patients were 65-99, newly 
admitted as an inpatient to the IM ward 
service between November 2015 and 
December 2016. Individuals already 
confused at admission were excluded. 

- 87 subjects were randomized to receive 
3 mg of melatonin (43 subjects) or 
matching placebo (44 subjects) at 9pm 
for a maximum of 14 consecutive days. 

- Delirium incidence was measured by 
bedside nurses using the confusion 
assessment method. Objective sleep 
measurements (nighttime sleep 
duration, total sleep time per 24 hours, 
and sleep fragmentation as determined 
by average sleep bout length) were 
obtained via actigraphy. Subjective 
sleep quality was measured using the 
Richards Campbell Sleep Questionnaire.

- Mean age approx 80 
- Delirium occurred in 22.2% 

(8/36) of subjects who received 
melatonin vs in 9.1% (3/33) who 
received placebo (P =  0.19).  

- Melatonin did not significantly 
change objective or subjective 
sleep measurements. Nighttime 
sleep duration and total sleep 
time did not differ between 
subjects who became delirious vs 
those who did not, but delirious 
subjects had more sleep 
fragmentation (sleep bout length 
7.0 ± 3.0 vs 9.5 ± 5.3 min; 
P =  0.03). 

- Median LOS was 3 days for all 
groups 

- 1 patient withdrew after 
experiencing nausea

- Limited 
generalizability 
with a small single 
center study 

https://www.ncbi.nlm.nih.gov/pubmed/29729237




Conclusion
• Melatonin and melatonin agonists administered nightly may be 

protective against delirium, but the data is mixed.  
• Melatonin is usually well-tolerated 


