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Supplement Table 52. Literature search strategy for KQ21: protein provision in critically ill adults with liver  

failure

Supplement Table 53. Literature search strategy for KQ22: early versus delayed enteral nutrition in adult trauma 

patients

Database PubMed, Cochrane library, Embase

Population Brain injury (“traumatic brain injury” OR “TBI” OR “head injury” OR “brain trauma” OR 

“severe head injury”)

Spinal cord injury (“spinal cord injury” OR “SCI” OR “acute spinal cord injury” OR “traumatic 

spinal cord injury” OR “cervical spinal cord injury”)

Abdominal trauma (“abdominal trauma” OR “abdominal injury” OR “abdominal injuries” OR 

“blunt abdominal trauma” OR “penetrating abdominal trauma” OR “abdominal 

trauma surgery”)

Intervention (“early enteral nutrition” OR “enteral nutrition” OR “early nutrition”)

Comparator (“delayed enteral nutrition” OR “late enteral nutrition”)

Outcomes Mortality, ICU/hospital length of stay

Study design Randomized controlled trials

Language English

Search period 2010.01.01 ~ 2025.02.28

The primary search period was set from 2010 onward. However, due to the limited number of eligible studies on 

early enteral nutrition in patients with spinal cord injury, two clinically relevant randomized controlled trials  

published in 2004 were additionally included.

Category Search terms

Database PubMed, Cochrane library, Embase

Population ((critically ill) OR (critical care) OR (intensive care) OR (ICU))

AND

((liver failure) OR (hepatic failure) OR (acute liver failure))

Intervention ((protein provision) OR (protein recommendations) OR (amino acids) OR (AAs) OR (branched-

chain amino acids) OR (BCAAs))

Comparator ((protein restriction) OR (standard-dose protein provision) OR (standard protein))

Outcomes Clinical outcomes (mortality, ICU length of stay, etc.)

Publication year 2010-01-01 ~ 2025-04-24

Language English 

Study types Randomized controlled trials, systematic reviews/meta-analyses, clinical guidelines and review 

article
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Supplement Table 54. Characteristics of randomized controlled trials comparing early versus delayed enteral nutrition in patients with traumatic brain injury (KQ22)

Author 
(year)

Country
Study 
design

Sample 
size 

(early / 
delayed)

Age (yr) 
(E/D)

Male/ 
female 
(E/D)

Study 
populatio

n

APACHE II 
(E/D)

GCS (E/D)
Definition of early 
and delayed EN

Energy 
requirements 

Protein 
target

Outcomes

Chourdaki
s,  2012 
[349]

Greece RCT 34/25 E:36.13±14.7
,

D: 
33.3±12.96

E: 26/8, 

D: 21/4

Patients 
with 
traumatic 
brain 
injury 
admitted 
to the 
intensive 
care unit

E: 
15.35±5.26, 
D: 16.0±6.01

E: 
5.81±1.94, 
D: 5.22±1.95

EEF: initiated within 
24–48 hours of ICU 
admission

DEF: initiated after 
resolution of 
gastroparesis (>48 hr) 
but no later than 5 
days after ICU 
admission, with the 
goal of reaching 100% 
of nutritional needs 
within 4 days.

Resting energy 
expenditure was 
measured by 
indirect 
calorimetry

1.5 
g/kg/da
y

VAP, Non-VAP, CNS 
infections, 
bacteremia, urinary 
system infection, 
hyperglycemia, 
feeding intolerance, 
diarrhea, constipation, 
mortality (within 72 
hr, considered as ICU 
mortality and hospital 
mortality), ICU length 
of stay (LOS)

Wang 
2023 [350]

China RCT 77/75 E: 
46.37±9.94, 
D: 
45.48±9.32

E: 
44/33, 
D: 
40/35

Patients 
older than 
18 yr 
diagnose
dwith 
traumatic 
intracereb
ral 
hemorrha
ge

E: 14.2±1.9,  
D: 14.1±1.7

E: 8.6±1.3,  
D: 14.1±1.7

EEN: initiated within 
48 hours of ICU 
admission (≤48 hr)
DEN: initiated after 
48 hours of ICU 
admission (>48 h)

20–35 
kcal/kg/day

>1 
g/kg/da
y

GCS score, mRS score, 
GOS score, intestinal 
flora changes, ACTH, 
cortisol, GC, glucose, 
hemoglobin, albumin, 
prealbumin, 
intracranial 
rebleeding, acute 
hydrocephalus, 
chronic 
hydrocephalus, 
mortality

E, early enteral nutrition group; D, delayed enteral nutrition group; APACHE II, Acute Physiology and Chronic Health Evaluation II; GCS, Glasgow Coma Scale; EN, enteral 

nutrition; RCT, randomized controlled trial; EEF, early enteral feeding; ICU, intensive care unit; DEF, delayed enteral feeding; VAP, ventilator-associated pneumonia; CNS, 

central nervous system; ACTH, adrenocorticotropic hormone; mRS, modified Rankin Scale; GOS, Glasgow Outcome Score; GC, glucagon. 


