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Abstract 

Background Nutrition interventions commenced in ICU and continued through to hospital discharge have not been 
definitively tested in critical care to date. To commence a program of research, we aimed to determine if a tailored 
nutrition intervention delivered for the duration of hospitalisation delivers more energy than usual care to patients 
initially admitted to the Intensive Care Unit (ICU).

Methods A multicentre, unblinded, parallel‑group, phase II trial was conducted in twenty‑two hospitals in Australia 
and New Zealand. Adult patients, requiring invasive mechanical ventilation (MV) for 72–120 h within ICU, and receiv‑
ing < 80% estimated energy requirements from enteral nutrition (EN) were included. The intervention (tailored 
nutrition) commenced in ICU and included EN and supplemental parenteral nutrition (PN), and EN, PN, and/or oral 
nutrition after liberation from MV, and was continued until hospital discharge or study day 28. The primary outcome 
was daily energy delivery from nutrition (kcal). Secondary outcomes included duration of hospital stay, ventilator free 
days at day 28 and total blood stream infection rate.

Main results The modified intention to treat analysis included 237 patients (n = 119 intervention and n = 118 usual 
care). Baseline characteristics were balanced; the median [interquartile range] intervention period was 19 [14–35] 
and 19 [13–32] days in the tailored nutrition and usual care groups respectively. Energy delivery was 1796 ± 31 kcal/
day (tailored nutrition) versus 1482 ± 32 kcal/day (usual care)—adjusted mean difference 271 kcal/day, 95% CI 
189–354 kcal. No differences were observed in any secondary outcomes.

Conclusions A tailored nutrition intervention commenced in the ICU and continued until hospital discharge 
achieved a significant increase in energy delivery over the duration of hospitalisation for patients initially admitted 
to the ICU.
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Trial registration ClinicalTrials.gov Identifier NCT03 292237. First registered 25th September 2017. Last updated 10th 
Feb 2023.

Introduction
Severe critical illness induces significant catabolism, 
causing muscle wasting and weight loss [1]. Although 
it is hypothesised that augmented nutrition may pre-
vent muscle wasting and weight loss, definitive ben-
efits remain unclear [1, 2]. Successful interventions to 
augment energy delivery in critical illness include sup-
plemental parenteral nutrition (PN) and higher energy 
enteral nutrition (EN); however, no benefit has been 
observed, and one study showed harm [3, 4]. This lack 
of benefit aligns with many other trials investigating 
various critical care nutrition interventions [5–12]. 
With the exception of the EPaNIC trial, all interven-
tion durations were short (5–7 days), in the early acute 
phase of illness, and in heterogeneous populations [5–
7, 9–12]. Metabolic alterations in early critical illness, 
including insulin and anabolic resistance, may limit the 
effective utilization of nutrition, possibly explaining the 
lack of benefit [1, 2].

The European Society for Clinical Nutrition and 
Metabolism categorizes critical illness into “acute 
early”, “acute late”, and “recovery” stages, recommend-
ing tailored and progressive nutrition based on the 
phase and acknowledges changing nutritional require-
ments throughout illness [8]. The latest nutrition 
guideline from the American Society of Parenteral and 
Enteral Nutrition identifies the need to describe nutri-
tion intake for the entire period of outcome observation 
in critical illness [13]. Nutrition interventions contin-
ued for the duration of hospitalisation have shown clin-
ical benefits for non-critically ill patients [14]; however, 
practical challenges such as gastrointestinal intolerance 
and fasting for procedures often limit energy delivery 
to less than 50% of recommendations during the early 
phase of critical illness and may prevent prolonged 
nutrition enhancement in critically ill populations [15]. 
Moreover, observational data from various geographi-
cal regions indicate suboptimal nutrition provision 
in the late and post-intensive care unit (ICU) period, 
with no established strategies for extension of nutrition 
interventions from ICU to hospital discharge [16–22].

To begin to address this gap, the aim of the Intensive 
Nutrition Therapy comparEd to usual care iN criTically 
ill adults (INTENT) trial was to establish if a tailored 
nutrition intervention provided throughout hospitalisa-
tion could deliver more energy compared to usual care 
in patients initially admitted to the ICU.

Methods
This study is reported according to the CONSORT 
statement, with a priori registration (NCT03292237) 
and publication of the protocol and statistical analysis 
plan [23].

Trial design
This was a multicentre, prospective, unblinded, paral-
lel, phase II randomised controlled trial (RCT) with 
patients allocated 1:1 to a tailored nutrition interven-
tion or usual care.

Participants
Patients aged ≥ 18  years and between 72 and 120  h of 
their index ICU admission were screened for eligibil-
ity. Eligible patients required invasive mechanical ven-
tilation (MV), had one or more organ system failure, a 
central line for PN provision (if so allocated to tailored 
nutrition) and had received < 80% estimated energy 
requirements from EN in the previous 24  h (Supple-
mental Digital Content Additional File 1). The study 
was conducted in 23 ICUs within Australia and New 
Zealand (ANZ) and was endorsed by the Australian 
and New Zealand Intensive Care Society Clinical Trials 
Group (Additional File 2). Ethics approval was obtained 
from the Alfred Hospital Ethics Committee (HREC/18/
Alfred/101) and the Human Research Ethics Commit-
tee of the Northern Territory Department of Health 
(2019–3372) in Australia and the New Zealand Central 
Health and Disability Ethics Committee (18/NTA/222/
AM01) in New Zealand. The original protocol was 
approved on 31st July 2018, with a subsequent minor 
protocol amendment of editorial changes for clarity 
approved on 8th January 2020 (Additional File 3).

Interventions
The intervention group received tailored nutrition 
from randomisation in ICU to hospital discharge or 
study day 28, aiming for energy provision between 80 
and 100% of predicted requirements at all times (whilst 
avoiding overfeeding, defined as ≥ 110% of the study 
energy requirement). In ICU, supplemental parenteral 
nutrition (PN) was provided whenever daily energy 
provision was < 80% of the study energy requirement. 
This was followed with tailored nutrition care, deliv-
ered by an INTENT study dietitian of oral, EN or PN 
according to clinical indication, until hospital discharge 

https://clinicaltrials.gov/study/NCT03292237
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or day 28. Full study processes within ICU and the ward 
are outlined in detail in Fig. 1.

The interventional PN was Olimel N12E with a 
multi-trace element solution (10  ml), multi-vitamin 
(Cernevit, Baxter Healthcare Corporation, 5  ml) and 
ascorbate (125 mg) for stability, manufactured and sup-
plied by Baxter Healthcare Corporation (composition, 
Additional File 4). Once oral intake commenced, two 
study oral nutrition supplements (Fortisip Compact 
Protein or Forticreme Complete) were prescribed at a 
recommended dose of 60 ml four times per day (com-
position, Additional File 5).

Intervention process
Day of randomisation:
Interventional PN was commenced via a central venous 
catheter within 2  h of randomisation based on the 
amount of energy received from EN in the previous 24 h, 
to achieve 80–100% of the study energy requirement 
(Additional File Fig. 2a).

ICU
From study day 2 until ICU discharge (or removal of 
the central line according to the decision of the treat-
ing clinical team), intervention PN rates for the next 
24 h were based on energy delivered from EN, PN, oral 
nutrition and non-nutrition energy sources (includ-
ing glucose ≥ 25% and propofol) in the previous 24  h, 
with three rates possible: off, 10 kcal/kg calculated body 
weight (CBW)/day, or 20  kcal/kg CBW/day. If EN was 
interrupted for ≥ 2 h, PN was provided at the 20 kcal/kg 
CBW/day rate (Additional File Fig. 2b).

Ward
Participants were reviewed daily by a study dietitian to 
ensure the nutrition management plan was appropriate 
(with a minimum of three formal nutrition reviews for 
data collection per week, Additional File Fig. 1).

Usual care process
Usual nutrition care was the comparator, with all aspects 
delivered according to local hospital protocols. In cases 
of absolute contraindications to EN or prolonged deliv-
ery issues for patients allocated to usual care, PN was 
allowed in the ICU (using the intervention PN to stand-
ardise across group) after attempts to improve EN had 
occurred. Indications for PN and processes to optimise 
EN were according to usual care processes at each indi-
vidual site.

Procedures common to both groups
Individual energy requirements were set at 25  kcal/
kg CBW/day throughout the ICU stay (Additional 

File 6). CBW equalled actual body weight for par-
ticipants < 65  years with a BMI < 25  kg/m2 (or 
if ≥ 65  years, < 30  kg/m2) or adjusted body weight for 
overweight or obese patients (Additional File 7). Upon 
transfer to the hospital ward, energy requirements could 
continue or be re-evaluated by clinical staff.

In ICU and on the ward, EN formula selection, protein 
requirement, blood glucose control, timing of nasogas-
tric tube (NGT) removal/reinsertion and initiation of 
oral intake adhered to local hospital protocols. Strate-
gies were suggested to avoid overfeeding if all nutrition 
sources delivered > 110% of the participants’ study energy 
requirement in ICU (Additional File 7). Upon starting 
oral diet, food record charts were requested for both 
groups. Continuation of PN on the ward was determined 
by local site indications for both groups, using the usual 
formula/s available at the site.

Outcomes
The primary outcome was energy delivered from nutri-
tion therapy in kcal/day up to hospital discharge or day 
28. Secondary outcomes included protein intake (g/day) 
to hospital discharge or day 28, energy (kcal/day) and 
protein intake (g/day) by ICU and ward location, dura-
tion of hospital stay, ventilator free days to day 28 and 
total blood stream infection rate (hospital admission to 
day 28). Tertiary outcomes included duration of ICU stay, 
duration of invasive MV to day 28, ICU mobility scale 
at ICU discharge, number of blood stream infections to 
day 28, time to first blood stream infection, in-hospital 
and 28-day mortality, and weight at hospital discharge 
(kg). Central Line Associated Blood Stream Infection 
(CLABSI) was added as a tertiary outcome of interest 
post-hoc. Outcome variables are defined in Additional 
File 8 and adverse events and protocol deviations in 
Additional File 9.

Randomisation
The randomisation schedule was generated by the study 
statistician, stratified by site in permuted blocks of vari-
able size (2 and 4). Randomisation and allocation con-
cealment occurred via a dedicated, secure, password 
protected internet-based website designed by Research 
Path Pty Ltd.

As a phase II trial, no interim analysis or feasibility 
stopping rules were pre-specified. A Data Safety Moni-
toring Committee (DSMC) advised as required (Addi-
tional File 2).

Statistical methods:
Sample size was determined from our pilot RCT where 
the mean ± standard deviation (SD) energy delivered 
to the usual care arm throughout hospital stay was 
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1540 ± 410 kcal/day [25]. With 190 subjects in total, this 
study has 95% power (2-sided p-value of 0.05) to detect 
a clinically acceptable difference of 15% (215  kcal/day). 
To account for possible loss to follow-up, this figure was 
inflated by 20% to total 240 patients.

Analysis was performed on a modified intention to 
treat basis excluding only participants who withdrew 
consent. Potential baseline imbalance between groups 
was determined using Chi-square tests for equal propor-
tion, Student’s t-test was used for normally distributed 

Fig. 1 CONSORT diagram
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outcomes, and Wilcoxon rank-sum tests otherwise, with 
results reported as numbers (percentages), means ± SD or 
medians [interquartile range (IQR)], respectively.

Longitudinal analysis of daily total energy (and pro-
tein) intake was performed using hierarchical mixed lin-
ear modelling with patients nested within sites and both 
patients and sites treated as random effects, fitting main 
effect for location (ICU or ward), treatment and time, 
and an interaction between the latter to determine if 
treatment effects varied over time. Results were reported 
as least square means ± standard errors and mean dif-
ferences (95% Confidence Interval (CI)). Heterogene-
ity across locations was further determined by fitting an 
interaction between treatment and location. Sensitiv-
ity to known covariates was performed using covariate 
adjustment for a priori determined variables (age, BMI, 
clinical frailty score, admission diagnosis, and illness 
severity (APACHE II)).

Times to extubation, ICU and hospital discharge were 
analysed using Fine and Gray frailty models to account 
for the competing risk of death, with results reported as 
sub-distributional hazard ratios (95% CI) and presented 
as cumulative incidence graphs. Patient survival was ana-
lysed using Cox-proportional hazards regression includ-
ing clustering for site with results reported as Hazard 
ratios (95% CI) and presented as Kaplan Meier survival 
curves. Subgroup analysis was performed for the pri-
mary outcome on seven subgroups determined at base-
line (Additional File 8) [23]. Analyses were performed 
using SAS software, version 9.4 (SAS Institute) and a 
two-sided p-value of 0.05 was used to indicate statisti-
cal significance. No adjustment was made for multiple 
comparisons with all non-primary outcomes considered 
as hypothesis generating. Prior to completion, a detailed 
analysis plan was published (further analysis details, 
Additional File 8 [23]).

Table 1 Baseline participant characteristics

Continuous normally distributed data are presented as mean ± standard deviation (SD), otherwise as median [interquartile range] (IQR). Baseline SOFA was assessed 
using the most deranged physiological values within 24 h of randomisation Study energy requirement was set at 25 kcal/kg CBW/day throughout the ICU stay. CBW 
equalled actual body weight for participants < 65 years with a BMI < 25 kg/m2 (or if ≥ 65 years, < 30 kg/m2) or adjusted body weight for overweight or obese patients

APACHE, Acute physiology and chronic health evaluation; BMI, body mass index; NUTRIC, Nutrition Risk in Critically ill; RRT, renal replacement therapy; SOFA, 
sequential organ failure assessment

Tailored nutrition (n = 119) Usual care (n = 118)

Age, years 55 ± 17 57 ± 16

Sex, male, n (%) 83 (70%) 78 (66%)

Calculated body weight, kg 84 ± 15 82 ± 15

BMI, kg/m2 32 ± 8 30 ± 8

APACHE II score 16 ± 7 18 ± 6

APACHE III diagnosis code, n (%)

 Cardiovascular 44 (37%) 49 (42%)

 Respiratory 20 (17%) 19 (16%)

 Trauma 16 (13%) 17 (14%)

 Sepsis 12 (10%) 17 (14%)

 Neurological 13 (11%) 7 (6%)

 Gastrointestinal 11 (9%) 4 (3%)

 Metabolic 1 (1%) 3 (3%)

 Musculoskeletal 2 (2%) 1 (1%)

 Renal 0 (0%) 1 (1%)

RRT commenced prior to randomisation, n (%) 29 (24%) 34 (29%)

Baseline SOFA score 9 [6–11] 9 [6–11]

NUTRIC score 4 [3–5] 4 [3–5]

Clinical frailty Score 3 [2–4] 3 [2–4]

Study energy requirement, kcal/day 2089 ± 368 2034 ± 372

Clinician estimated protein requirement, g/day 104 ± 17 104 ± 21

Daily energy received from hospital admission to randomisation from all sources, 
kcal/day

801 ± 473 758 ± 493

Time from hospital admission to randomisation, days 4 [4–5] 4 [4–5]
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Results
From October 15, 2018, to January 31, 2023, 240 patients 
were randomised from 22 sites. Two patients in tailored 
nutrition and one in usual care withdrew consent for 
data, resulting in 237 patients for the intention-to-treat 
analysis (119 in tailored nutrition, 118 in usual care, 
Fig.  1 and Additional File Table  1). Baseline charac-
teristics were comparable (Table  1 and Additional File 
Table  1), with the majority of patients admitted with a 
cardiovascular diagnosis (n = 93 (38%)). Cardiac  surgery 
occurred  in  24/119 (20%) patients in tailored nutrition 
and 25/118 (21%) in usual care. In keeping with the inclu-
sion window of between 72 and 120 h of ICU admission, 
the median time from hospital admission to randomisa-
tion and trial period (hospital length of stay) was approx-
imately 4 days and 19 days, respectively.

EN was provided to 118 (99%) patients in tailored 
nutrition and 116 (98%) in usual care, and PN to 119 
(100%) and 17 (14%) patients in tailored nutrition and 
usual care, respectively.

Primary outcome
Energy delivered from nutrition sources for the tai-
lored nutrition group was 1796 ± 31  kcal/day ver-
sus 1482 ± 32  kcal/day in usual care (mean difference, 
313 kcal, 95% CI 226–401 kcal; adjusted mean difference 
271  kcal/day, 95% CI 189–354  kcal/day; Fig.  2a, Addi-
tional File Fig. 3a). Table 2 shows kcal/kg and proportion 
of intake variables.

Secondary outcomes
Protein delivery in tailored nutrition was 93 ± 2 versus 
72 ± 2 g/day in usual care (mean difference 21 g/day, 95% 
CI 16–26 g/day; adjusted mean difference 19 g/day, 95% 
CI 14–23 g/day; Table 2, Fig. 2b, Additional File Fig. 3b). 
Mode of nutrition across the study is displayed in Fig. 3 
& Additional File Table 2. Additional File Table 2 shows 
energy and protein delivery from nutrition and non-
nutrition sources and Additional File Table  3 by mode 
over 28 days.

Nutrition delivery by location‑ ICU
ICU length of stay was 10 [6–17] days in tailored nutri-
tion and 8 [5–16] days in usual care. Within ICU, energy 
delivered from nutrition sources for the tailored nutri-
tion group was 1849 ± 34 kcal/day versus 1576 ± 36 kcal/
day in usual care (mean difference, 273 kcal/day, 95% CI 
176–369 kcal/day; adjusted mean difference 221 kcal/day, 
95% CI 129–313  kcal/day). Protein delivery for tailored 
nutrition was 99 ± 2  g/day versus 78 ± 2  g/day in usual 
care (mean difference 21  g/day (95% CI 16–26  g/day); 
adjusted mean difference 18 g/day (95% CI 14–23 g/day, 

Table  2, Additional File Table  4). Additional File Fig.  4 
displays mode of nutrition delivery in ICU.

Nutrition delivery by location‑ ward
Median ward length of stay was 9 [4–17] days in tailored 
nutrition and 9 [4–18] days in usual care. Energy deliv-
ered from nutrition sources for the tailored nutrition 
group was 1743 ± 41  kcal/day versus 1388 ± 41  kcal/day 
in usual care (mean difference 354 kcal/day, 95% CI 239–
469 kcal/day; adjusted mean difference 322 kcal/day, 95% 
CI 211–433 kcal/day). Protein delivery from nutrition in 
tailored nutrition was 87 ± 2 g/day versus 66 ± 2 g/day in 
usual care (mean difference 21  g, 95% CI 15–27  g/day, 
adjusted mean difference 19 g/day, 95% CI 13–25 g/day; 
Table  2, Additional File Table  5). Additional File Fig.  5 
displays mode of nutrition delivery on the ward.

Intervention delivery, clinical and tertiary outcomes
From ICU to hospital discharge, more dietitian reviews 
were conducted in the tailored nutrition group (median 
5 [3–7] vs 4 [2–6] in usual care), and time spent on the 
intervention was 0.7 [0.5–0.9] hours per occasion or 3 
[2–5] hours in total. Additional File 10 provides further 
data on intervention delivery.

No differences were observed in other clinical second-
ary or tertiary outcomes (Table 3, Additional File Table 6 
& 7, Additional File Figs. 6–10).

Subgroup analysis
Enhanced energy delivery with tailored nutrition was 
achieved in all sub-groups (Additional File Fig. 11).

Adverse Events and protocol deviations:
There were 7 adverse events, all in the tailored nutrition 
group; 4 (57%) for hyperglycaemia, 1 (14%) for hyper-
triglyceridemia and 2 (28.5%) other. Of 131 protocol 
deviations, 20 (15%) were classified as major (12 (5%) 
‘randomised but not eligible’ and 8 (3%) ‘patient received 
more than 120% of energy requirements’) (Additional File 
9).

Discussion
In this multicentre RCT a tailored nutrition interven-
tion commenced in the acute late phase of critical illness 
within ICU and continued through to hospital discharge 
was investigated. The intervention demonstrated a sig-
nificant increase in energy and protein delivery, utilising 
supplemental PN in the ICU and oral nutrition supple-
ments in the late ICU and post-ICU period. No differ-
ences in secondary or tertiary clinical outcomes were 
observed.
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a) Energy delivery from nutrition (kcal/day)

Int; Tailored nutrition; Usual: Usual care
Circles represent least square means with error bars representing 95% confidence intervals
The overall difference between groups across all time points was p<0.0001.
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Circles represent least square means with error bars representing 95% confidence intervals
The overall difference between groups across all time points was p<0.0001.
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Fig. 2 Delivery of nutrition over 28‑day study period. A Energy delivery from nutrition (kcal/day), b Protein delivery from nutrition (g/day)

Within ICU, we achieved an increase in energy pro-
vision with the addition of PN to supplement EN, a 
proven strategy to enhance energy delivery in ICU [25–
27]. The use of supplemental PN has been considered 

controversial since the publication of a large RCT sug-
gested harm in patients who received early supplemen-
tal PN (day 3) compared to those who commenced late 
(day 8) [3]. However, other large RCTs and meta-analyses 
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conducted since have shown neither harm nor benefit 
from PN, either provided alone or supplemental [7, 25–
29]. In the ICU, our intervention met nearly 90% of the 
estimated study requirement. This is comparable to other 

studies using supplemental PN in the initial 7–10  days 
and to the TARGET trial which tested the only aug-
mented EN strategy within ICU [4, 25, 27].

a) Mode of nutrition- Tailored nutrition 
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Fig. 3 Mode of nutrition provision across 28 day study period. A Mode of nutrition‑ Tailored nutrition, b Mode of nutrition‑ usual care
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On the ward, our intervention increased energy pro-
vision by 322  kcal/day (to 80% adequacy compared to 
64% in usual care) primarily through oral nutrition, 
potentially reducing reliance on artificial nutrition in 
later stages of illness. This intervention, spanning a 
median of 19  days, represents the longest duration of 
nutrition therapy ever reported in a trial of nutrition 
during critical illness. Unlike trials focused only on the 
ICU period, the overall energy separation achieved was 
not as pronounced, possibly due to the longer study 
duration or the high standard of usual care provided 
[4]. Notably, there has been only one other trial in acute 
care investigating nutrition a intervention for the entire 
hospitalisation period, showing reduced mortality and 
fewer adverse outcomes with a tailored oral nutrition 

approach in acutely unwell, non-critically ill medical 
inpatients from Switzerland [14].

Tailored nutrition provision required substantial addi-
tional resources for nutrition care compared to typical 
practices in ANZ and internationally. Previous observa-
tional study designs have shown that the presence of a 
dietitian within ICU can enhance nutrition delivery and 
increase team focus on nutrition but there is limited 
guidance on staffing resources for dietitians in ICU or 
acute hospitalisation [30, 31]. Furthermore, observational 
data from the late ICU and post-ICU period describing 
usual care nutrition process describes very low nutri-
tion provision when minimal resources for nutrition care 
are available, increasing when a higher level of nutrition 
care is provided [16, 20]. To address this, our late ICU 

Table 2 Daily nutrition delivery over the 28 day study period and by location

Data is presented as n(%), median [IQR] or mean ± SD standard error and mean difference (95%CI)

CBW, calculated body weight; EN, enteral nutrition; PN, parenteral nutrition

*Variables included in the adjusted mean difference Covariate adjustment for; site, age, BMI, APACHE II, frailty and diagnosis

Variable Tailored nutrition 
(n = 119)

Usual care (n = 118) Difference (95% CI) Adjusted 
Difference 
(95% CI)*

Primary outcome- daily energy provision from EN, PN and oral sources (overall hospital stay)

Total energy, kcal/day 1796 ± 31 1482 ± 32 313 (226–401) 271 (189–354)

Daily energy and protein provision from EN, PN and oral sources (overall hospital stay)

Total energy, kcal/kg CBW 21.7 ± 0.3 19 ± 0.3 3.2 (2.2–4.1) 3.4 (2.5–4.3)

Total energy, kcal/kg, actual body weight 20 ± 0.4 17 ± 0.4 2.5 (1.5–3.6) 3.0 (2.2–3.9)

Proportion of study energy requirement provided, % 85 ± 1.3 72 ± 1.3 13.0 (9.4–16.5) 13.7 (10.2–17.2)

Total protein, g 93 ± 1.8 72 ± 1.8 20.9 (15.9–25.9) 18.5 (13.8–23.2)

Total protein, g/kg CBW 1.1 ± 0.02 0.9 ± 0.02 0.22 (0.17–0.27) 0.23 (0.18–0.28)

Total protein, g/kg actual body weight 1.0 ± 0.02 0.8 ± 0.02 0.18 (0.13–0.24) 0.21 (0.16–0.25)

Proportion of protein requirements provided, % 89 ± 2 72 ± 2 16.7 (12.3–21.2) 17.0 (12.4–21.5)

ICU- Daily energy and protein provision from EN, PN and oral sources

Total energy, kcal 1849 ± 34 1576 ± 36 273 (176–369) 221 (129–313)

Total energy, kcal/kg CBW 22 ± 0.4 20 ± 0.4 2.5 (1.5–3.5) 2.8 (1.8–3.8)

Total energy, kcal/kg, actual body weight 20 ± 0.4 18 ± 0.4 1.9 (0.7–3.0) 2.3 (1.4–3.3)

Proportion of study energy requirement provided, % 89 ± 1.4 79 ± 1.5 10.2 (6.2–14.1) 11.0 (7.1–14.9)

Total protein, g 99 ± 1.9 78 ± 2.0 20.8 (15.4–26.3) 17.9 (12.7–23.1)

Total protein, g/kg CBW 1.2 ± 0.02 1.0 ± 0.02 0.21 (0.15–0.27) 0.22 (0.16–0.27)

Total protein, g/kg actual body weight 1.1 ± 0.02 0.9 ± 0.02 0.17 (0.11–0.23) 0.19 (0.14–0.24)

Proportion of protein requirements provided, % 94 ± 2 77 ± 2 16.8 (11.9–21.6) 17.0 (12.0–22.0)

Ward- Daily energy and protein provision from EN, PN and oral sources

Total energy, kcal 1743 ± 41 1388 ± 41 354 (239–469) 322 (211–433)

Total energy, kcal/kg CBW 21 ± 1 17 ± 1 3.8 (2.5–5.1) 4.0 (2.8–5.3)

Total energy, kcal/kg, actual body weight 19 ± 1 16 ± 1 3.1 (1.8–4.5) 3.7 (2.5–4.9)

Proportion of study energy requirement provided, % 80 ± 2 64 ± 2 15.8 (10.8–20.7) 16.5 (11.5–21.4)

Total protein, g 87 ± 2 66 ± 2 21.0 (14.5–27.4) 19.1 (12.9–25.3)

Total protein, g/kg CBW 1.10 ± 0.03 0.80 ± 0.03 0.24 (0.17–0.31) 0.24 (0.18–0.31)

Total protein, g/kg actual body weight 0.95 ± 0.02 0.75 ± 0.03 0.20 (0.13–0.27) 0.23 (0.16–0.29)

Proportion of protein requirements provided, % 84 ± 2 67 ± 2 16.7 (10.8–22.6) 16.9 (10.9–22.9)
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and post-ICU intervention involved a dietitian-delivered, 
tailored nutrition plan with three weekly formal reviews, 
individualised changes to hospital food based on prefer-
ences, daily study oral nutrition supplements, and addi-
tional hospital supplements as needed. Our study, and 
the largest study conducted outside of the critical care 
setting, shows that tailored nutrition consisting of oral 
nutrition enhancement is successful with an individual 
approach; however the resource, cost and clinical impli-
cations of this remains to be determined in the ICU and 
post-ICU setting [14].

The impact of our intervention on important patient 
centred outcomes remains unclear due to insufficient 
power to detect clinical differences. Trials investigat-
ing early increased energy delivery have not shown ben-
efit and two recent trials investigating increased protein 
delivery also found no benefit [6, 32]. The first found a 
signal for harm with early protein delivery in a sub-
group of patients with baseline renal dysfunction and 
the second indicated long-term harm on quality of life to 
180 days with increased protein delivery commenced in 
the acute late phase of illness [6, 32]. In addition, impor-
tant physiological work published during the conduct 
of our trial indicated that protein utilisation for muscle 
protein synthesis is blunted compared to healthy controls 
[2]. Our study differs from previous trials in the delayed 
initiation (commencing from day 3–5 in the post-acute 
phase) and prolonged duration which intuitively could 
result in an improved response to nutrition. Future 

research should address the impact of longer-term nutri-
tion interventions on critical patient-centred outcomes, 
such as quality of life and function, through adequately 
powered RCTs. Other key evidence gaps include deter-
mining the optimal timing, dose and mechanistic aspects 
of nutrition interventions. This study also suggests that 
individualised oral nutrition interventions in the later 
stages of critical illness can enhance energy and protein 
delivery, highlighting a key area for future investigation.

This study has many strengths, including that the inter-
vention commenced in the acute late phase of critical 
illness and continued until hospital discharge, is multicen-
tre in design (including major metropolitan and smaller 
regional centres) and adhered to rigorous trial manage-
ment processes. Limitations include the unblinded trial 
design, potentially leading to higher nutrition provision 
in the usual care group. While the high standard of care 
is reflective of care in Australia and New Zealand, it may 
limit generalisability of results to countries with a lower 
standard of care. We used data from a previously con-
ducted trial within out group to determine our sample 
size; however, the minimally important difference for 
energy delivery in critical illness is speculative. Despite 
this, we achieved higher energy separation than antici-
pated and provision was comparable to a large double-
blinded RCT of EN in Australia and New Zealand [4]. We 
commenced the intervention between day 3–5 of ICU 
admission, with the aim to avoid the acute early phase of 
illness; however, this is a theoretical timepoint and there 

Table 3 Clinical outcomes over the 28 day study period

Data is presented as n(%), mean(SD) or median[IQR]. Change in weight per day was calculated by dividing the change in weight between discharge and baseline by 
the number of days

D28, study day 28; EN, enteral nutrition; ICU, intensive care unit; RR, Relative Risk; HR, Hazard Ratio
a Sub-distribution hazard regression model accounting for the competing risk of death, representing the relative probability of infection + Mean difference (95%CI)

*Difference of medians(95%CI)

Variable Tailored nutrition 
(n = 119)

Usual care (n = 118) Treatment difference 
(Intensive vs. Usual) 
(95%CI)

Central line change during stay 56 (49%) 47 (41%) RR 1.19 (0.89—1.59)

Blood stream infections (any) 6 (5%) 3 (3%) RR 1.98 (0.51 – 7.74)

Time to first infection, days 11 [10–15] 9 [5–18] HRa 1.99 (0.50 – 7.82)

Weight change to hospital discharge, kg − 4.7 (9.4) − 5.1 (8.5) − 0.4 (− 2.8 to 2.0)+

Change in weight per day to hospital discharge − 0.07 (0.56) − 0.18 (0.54) − 0.11 (− 0.26 to 0.04)+

ICU

Mortality, n (%) 16 (13%) 14 (12%) RR 1.13 (0.58–2.22)

ICU mobility scale 4 [2–7] 4 [2–6] 0.0 (− 1.6 to 1.6)*

Ventilator free days at D28, days 20 [5–24] 21 [14–25] − 1.0 (− 5.0 to 3.0)*

Hospital

 Mortality, n (%)

  Day 28 18 (15%) 15 (13%) RR 1.19 (0.63–2.25)

  Hospital discharge 20 (17%) 18 (15%) RR 1.10 (0.61–1.98)
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is potential that some patients were still within the acute 
early phase of illness. The use of the Ur/CR ratio shows 
promise as a marker of a patients’ ability to process nutri-
tion according to clinical state. Other potential markers, 
such as IL6 and CRP, are not routinely monitored in Aus-
tralia and New Zealand and were not collected [33]. More-
over, their use as biomarkers to direct nutrition care has 
not been confirmed and should be a focus of future work. 
Despite this, this trial is one of few with interventions to 
commence in the acute-late phase of critical illness. It is 
plausible that the response to nutrition is influenced by 
sex. Our trial included more patients of male sex, which 
is a known limitation in critical care research generally; 
however, this does limit conclusions for patients of female 
sex [34]. To maintain pragmatism, data collection on the 
post-ICU ward was reduced to three times per week, 
resulting in some unavailable information. Similarly, 
information pertaining to SOFA scores was not collected 
daily and in the absence of detailed timing pertaining to 
surgical intervention, may reflect perioperative inflamma-
tion. The COVID-19 pandemic significantly impacted the 
trial, causing recruitment pauses (12–23 active sites dur-
ing recruitment), missed patients, resource constraints, 
and potential practice changes, the true impact of which 
is unquantifiable. Despite no observed differences in clini-
cal or secondary outcomes, this study was not powered to 
detect clinical differences and no adjustment for multiple 
comparisons was performed.

Conclusion
This study demonstrates that a tailored nutrition inter-
vention commenced in the acute late period of critical ill-
ness within ICU and continued until hospital discharge, 
achieved a significant increase in daily energy delivery for 
patients initially admitted to the ICU. The clinical impli-
cations of this remain to be determined.

Supplementary Information
The online version contains supplementary material available at https:// doi. 
org/ 10. 1186/ s13054‑ 024‑ 05189‑3.

Additional file1 (PDF 1444 KB)

Acknowledgements
Trial Investigators: A/Prof Emma Ridley (Chief Investigator), Prof Michael Bailey, 
Prof Marianne Chapman, A/Prof Lee‑anne Chapple, Prof Adam Deane, Prof 
Carol Hodgson, Ms Victoria King, Prof Andrea Marshall, Dr Shay McGuinness, 
A/Prof Rachael Parke, Prof Andrew Udy  Statisticians: Prof Michael Bailey, Dr 
Eldho Paul  Health Economist: Dr Lisa Higgins  Project Management: Marlene 
Gojanovic, Victoria King, Eliza Miller  Independent Data and Safety Monitoring 
Committee: Dr Rob Fowler (Chair), Prof David Harrison, Prof Paul Wischmeyer  
Participating Sites (principal investigators and key contributors alphabetically 
by institution and all in Australia unless specified): Study sites were identified 
via an expression of interest process through the Australian and New Zealand 
Intensive Care Society Clinical Trials Group (ANZICS CTG).  Auckland City 
Hospital Cardiothoracic and Vascular Intensive Care Unit, Auckland, NZ, Farisha 

Ali, Rebecca Baskett, Magdalena Butler, Keri‑Anne Cowdrey, Eileen Gilder, Lydia 
Gillan, Su‑Zahn Koorts, Brittany Mason, Ellie McMahon, Shay McGuinness, 
Karina O’Connor, Rachael Parke, Melissa Robertson, Samantha Ryan, Anna 
Small, Andrew Xia; Austin Hospital, Melbourne, VIC, Megan Berner, Christine 
Choong, Glenn Eastwood, Kate Hamilton, Daryl Jones, Leah Peck, Helen 
Young; Bendigo Health, Bendigo, VIC, Lauren Ballantyne, Catherine Boschert, 
Cameron Knott, Bridget Roberts, Julie Smith; Blacktown Hospital, Blacktown, 
NSW, Zoe Flick, Kalpesh Gandhi, Barbara Hannah, Yvonne Li, Kiran Nand, 
Treena Sara, Sylvia Wei; Box Hill Hospital, Melbourne, VIC, Lina Briek, Graeme 
Duke, Kym Gellie, Stephanie Hunter, Nicole Robertson; Epworth Hospital 
Richmond, Melbourne, VIC, Jonathan Barrett, Brydie Cleeve, Caroline Guille, 
Gabrielle Hanlon, Sarah Jelly‑Butterworth, Julie O’Donnell, Carmel Zoanetti; 
Frankston Hospital, Frankston, VIC, Zhoe Coram, Karen Edis, Mike Gomez, Alice 
Goodman, Kavi Haji, Jenny Moss, Jodie Prendergast, Janet Tam, Ravindranath 
Tiruvoipati, Fiona Turnbull; Gold Coast University Hospital, Southport, QLD, 
Julie Cussen, Maimoonbe Gough, Sarah Lovelock, Lisa Mahoney, Andrea 
Marshall, David Pearson, Mandy Tallott; Grampians Health Ballarat – Acute site, 
Ballarat, VIC, Emily Ainslie, Kate Flynn, Kerri Gordon, Tim Stewart, Larissa Telfer, 
Victoria Williams; Lyell McEwin Hospital, Adelaide, SA, Vishwanath Biradar, 
Hanaa Chahine, Edda Jessen, Matia Kapsambelis, Melissa Lydyard, Ashlee 
Martin, Julie Puccini, Natalie Soar, Leah Sommerfield; Mater Misericordiae Ltd, 
Brisbane, QLD, Bronwyn Bartholomew, Peter Collins, Claire Filet, Mackenzie 
Finnis, Chloe Jobber, Katherine Jongebloed, Isabel Anne Leditschke; Midd‑
lemore Hospital, Auckland, NZ, Kimberley Browning, Jennifer Chang, Dinu Giri‑
jadevi, Areege Hussein, Vivian Lai, Rima Song, Tony Williams; Monash Medical 
Centre, Melbourne, VIC, Oshara de Silva, Ashlee Gervasoni, Carolyn Hall, Lauren 
Hanna, Sheree Phillips, Yahya Shehabi; Nepean Hospital, Sydney, NSW, Rebecca 
Gresham, Matin Jamei, Sheeja Joy, Julie Lowrey, Kristy Masters, Ian Seppelt, 
Wendy Tu, Christina Whitehead; Northern Hospital, Melbourne, VIC, Tina Abolt‑
ins, Hayley Collins, Rachael Evans, Angaj Ghosh, Simone Said, Vivian Tsang; 
Princess Alexandra Hospital, Brisbane, QLD, Lynette De Groot, Ra’eesa Doola, 
Meg Harward, Cassie Jones, Josephine Mackay, Jason Meyer, Tahnie Takefala, 
James Walsham; Redcliffe Hospital, Redcliffe, QLD, Stuart Baker, Anthony 
Khoo, Shannon Lewis, Alyce Nissen, Alexis Tabah, Alicia Wiese; Royal Darwin 
Hospital, Darwin, NT, Lewis Campbell, Miriam Chin, Rebecca Garcia, Kirsty 
Smyth, Annabel Thallon; Royal Melbourne Hospital, Melbourne, VIC, Emma 
Bidgood, Jessica Browne, Kathleen Byrne, Adam Deane, Kate Fetterplace, 
Hilda Griffin, Sarah Phillips, Kym Wittholz; The Alfred, Melbourne, VIC, Jasmin 
Board, Peta Bretag, Aidan Burrell, Adam Cunningham, Dashiell Gantner, Ramez 
Hanna, Kate Lambell, Karina Lay, Elisa Licari, Lee Lin Loh, Emma Martin, Phoebe 
McCracken, Jenna Obeid, Caitlin Rabel, Peter Thanhauser, Andrew Udy, Chloe 
Vadiveloo, Cyndi Wong, Meredith Young; The Prince Charles Hospital, Brisbane, 
QLD, Cameron French, Greta Hollis, Adrian Powlesland, Kiran Shekar, Marion 
Vasudevan, Emma Whitmore; The Queen Elizabeth Hospital, Adelaide, SA, Ten‑
nealle Direen, Martine Hatzi, Cathy Kurenda, Sandra Peake, Amber Thatcher, 
Patricia Williams; University Hospital Geelong, Geelong, VIC, Michelle Horton, 
Nima Kakho, Matthew Maiden, Tania Salerno, Jemma Trickey.

Author contributions
Conceptualisation: Emma J Ridley; Methodology: All authors; Software: 
Victoria King, Emma J Ridley; Eliza Miller, Marlene Gojanovic; Validation: Victoria 
King, Emma J Ridley, Michael Bailey, Eliza Miller, Marlene Gojanovic, Lisa 
Higgins; Formal analysis: Michael Bailey, Eldho Paul; Investigation: All authors; 
Resources: Victoria King, Emma J Ridley; Data curation: Michael Bailey, Emma 
J Ridley, Marlene Gojanovic, Eliza Miller, Lisa Higgins; Writing Original draft: 
Emma J Ridley: Writing review and editing: All authors; Project administration: 
Victoria King, Eliza Miller, Marlene Gojanovic; Funding acquisition: Emma J 
Ridley. All authors reviewed and approved the final manuscript.

Funding
This trial was funded by an unrestricted research grant and the interventional 
PN was provided by Baxter Healthcare Corporation. However, Baxter was not 
involved in study design, analysis, or result reporting. All trial publications are 
reviewed by Baxter before submission to a peer‑reviewed journal, as per the 
funding agreement. The study was coordinated by ANZIC‑RC and endorsed 
by the Australia and New Zealand Intensive Care Society Clinical Trials Group.

Data availability
Data requests will be considered on an individual basis and should be made in 
writing to the corresponding author.

https://doi.org/10.1186/s13054-024-05189-3
https://doi.org/10.1186/s13054-024-05189-3


Page 12 of 13Ridley et al. Critical Care            (2025) 29:8 

Declarations

Conflict of interests
The authors declare no competing interests.

Author details
1 Australian and New Zealand Intensive Care Research Centre, School 
of Public Health and Preventive Medicine, Department of Epidemiology 
and Preventative Medicine, Monash University, 553 St Kilda Road, Melbourne, 
VIC, Australia. 2 Nutrition Department, The Alfred Hospital, Melbourne, VIC, 
Australia. 3 Adelaide Medical School, University of Adelaide, Adelaide, South 
Australia, Australia. 4 Intensive Care Unit, Royal Adelaide Hospital, Adelaide, 
South Australia, Australia. 5 Department of Critical Care, Melbourne Medical 
School, The University of Melbourne, Melbourne, Australia. 6 Intensive Care 
Unit, Alfred Hospital, Melbourne, VIC, Australia. 7 Department of Critical Care, 
The George Institute for Global Health, Sydney, NSW, Australia. 8 Depart‑
ment of Critical Care, The University of Melbourne, Melbourne, VIC, Australia. 
9 Gold Coast Hospital and Health Service, Southport, QLD, Australia. 10 School 
of Nursing and Midwifery, Griffith University, Gold Coast Campus, Southport, 
QLD, Australia. 11 Cardiothoracic and Vascular Intensive Care Unit, Auckland 
City Hospital, Auckland, New Zealand. 12 School of Nursing, The University 
of Auckland, Auckland, New Zealand. 13 Auckland City Hospital Cardiothoracic 
and Vascular Intensive Care Unit, Auckland, New Zealand. 14 Austin Hospital, 
Melbourne, VIC, Australia. 15 Bendigo Health, Bendigo, VIC, Australia. 16 Black‑
town Hospital, Blacktown, NSW, Australia. 17 Box Hill Hospital, Melbourne, VIC, 
Australia. 18 Epworth Hospital Richmond, Melbourne, VIC, Australia. 19 Frankston 
Hospital, Frankston, VIC, Australia. 20 Gold Coast University Hospital, Southport, 
QLD, Australia. 21 Ballarat, VIC, Australia. 22 Lyell McEwin Hospital, Adelaide, SA, 
Australia. 23 Mater Misericordiae Ltd, Brisbane, QLD, Australia. 24 Middlemore 
Hospital, Auckland, New Zealand. 25 Monash Medical Centre, Melbourne, VIC, 
Australia. 26 Nepean Hospital, Sydney, NSW, Australia. 27 Northern Hospital, Mel‑
bourne, VIC, Australia. 28 Princess Alexandra Hospital, Brisbane, QLD, Australia. 
29 Redcliffe Hospital, Redcliffe, QLD, Australia. 30 Royal Darwin Hospital, Darwin, 
NT, Australia. 31 Royal Melbourne Hospital, Melbourne, VIC, Australia. 32 The 
Alfred, Melbourne, VIC, Australia. 33 The Prince Charles Hospital, Brisbane, QLD, 
Australia. 34 The Queen Elizabeth Hospital, Adelaide, SA, Australia. 35 University 
Hospital Geelong, Geelong, VIC, Australia. 

Received: 26 August 2024   Accepted: 25 November 2024

References
 1. Puthucheary ZA, Rawal J, McPhail M, Connolly B, Ratnayake G, et al. Acute 

skeletal muscle wasting in critical illness. JAMA. 2013;310(15):1591–600.
 2. Chapple LS, Kouw IWK, Summers MJ, Weinel LM, Gluck S, et al. Muscle 

protein synthesis after protein administration in critical illness. Am J 
Respir Crit Care Med. 2022;206(6):740–9.

 3. Casaer MP, Mesotten D, Hermans G, Wouters PJ, Schetz M, et al. Early 
versus late parenteral nutrition in critically ill adults. N Engl J Med. 
2011;365(6):506–17.

 4. Chapman M, Peake SL, Bellomo R, Davies A. Energy‑dense versus routine 
enteral nutrition in the critically Ill. N Engl J Med. 2018;379(19):1823–34.

 5. Rice TW, Mogan S, Hays MA, Bernard GR, Jensen GL, et al. Randomized 
trial of initial trophic versus full‑energy enteral nutrition in mechani‑
cally ventilated patients with acute respiratory failure. Crit Care Med. 
2011;39(5):967–74.

 6. Heyland DK, Patel J, Compher C, Rice TW, Bear DE, et al. The effect of 
higher protein dosing in critically ill patients with high nutritional risk 
(EFFORT Protein): an international, multicentre, pragmatic, registry‑based 
randomised trial. Lancet. 2023;401(10376):568–76.

 7. Harvey SE, Parrott F, Harrison DA, Bear DE, Segaran E, et al. Trial of the 
route of early nutritional support in critically ill adults. N Engl J Med. 
2014;371(18):1673–84.

 8. Singer P, Blaser AR, Berger MM, Alhazzani W, Calder PC, et al. ESPEN guideline 
on clinical nutrition in the intensive care unit. Clin Nutr. 2019;38(1):48–79.

 9. Arabi YM, Aldawood AS, Haddad SH, Al‑Dorzi HM, Tamim HM, et al. 
Permissive underfeeding or standard enteral feeding in critically Ill adults. 
N Engl J Med. 2015;372(25):2398–408.

 10. Heyland D, Muscedere J Fau – Wischmeyer PE, Wischmeyer Pe Fau – Cook 
D, Cook D Fau – Jones G, Jones G Fau – Albert M et al: A randomized 
trial of glutamine and antioxidants in critically ill patients. (1533–4406 
(Electronic)).

 11. Reignier J, Boisramé‑Helms J, Brisard L, Lascarrou JB, Ait Hssain A et al: 
Enteral versus parenteral early nutrition in ventilated adults with shock: 
a randomised, controlled, multicentre, open‑label, parallel‑group study 
(NUTRIREA‑2). (1474–547X (Electronic)).

 12. Reignier J, Plantefeve G, Mira JP, Argaud L, Asfar P et al: Low versus 
standard calorie and protein feeding in ventilated adults with shock: 
a randomised, controlled, multicentre, open‑label, parallel‑group trial 
(NUTRIREA‑3). (2213–2619 (Electronic)).

 13. Compher C, Bingham AL, McCall M, Patel J, Rice TW, et al. Guidelines for 
the provision of nutrition support therapy in the adult critically ill patient: 
the American society for parenteral and enteral nutrition. JPEN J Parenter 
Enteral Nutr. 2022;46(1):12–41.

 14. Schuetz P, Fehr R, Baechli V, Geiser M, Deiss M, et al. Individualised 
nutritional support in medical inpatients at nutritional risk: a randomised 
clinical trial. Lancet. 2019;393(10188):2312–21.

 15. Passier RH, Davies AR, Ridley E, McClure J, Murphy D, et al. Periproce‑
dural cessation of nutrition in the intensive care unit: opportunities for 
improvement. Intensive Care Med. 2013;39(7):1221–6.

 16. Chapple LS, Deane AM, Heyland DK, Lange K, Kranz AJ, et al. Energy and 
protein deficits throughout hospitalization in patients admitted with a 
traumatic brain injury. Clin Nutr. 2016;35(6):1315–22.

 17. Jarden RJ, Sutton‑Smith L, Boulton C. Oral intake evaluation in 
patients following critical illness: an ICU cohort study. Nurs Crit Care. 
2018;23(4):179–85.

 18. Moisey LL, Pikul J, Keller H, Yeung CYE, Rahman A, et al. Adequacy of 
protein and energy intake in critically Ill adults following liberation from 
mechanical ventilation is dependent on route of nutrition delivery. Nutr 
Clin Pract. 2021;36(1):201–12.

 19. Peterson SJ, Tsai AA, Scala CM, Sowa DC, Sheean PM, et al. Adequacy 
of oral intake in critically ill patients 1 week after extubation. J Am Diet 
Assoc. 2010;110(3):427–33.

 20. Ridley EJ, Parke RL, Davies AR, Bailey M, Hodgson C, et al. What happens 
to nutrition intake in the post‑intensive care unit hospitalization period? 
An observational cohort study in critically Ill adults. JPEN J Parenter 
Enteral Nutr. 2019;43(1):88–95.

 21. Slingerland‑Boot R, van der Heijden I, Schouten N, Driessen L, Meijer S, 
et al. Prospective observational cohort study of reached protein and 
energy targets in general wards during the post‑intensive care period: 
the prospect‑I study. Clin Nutr. 2022;41(10):2124–34.

 22. Wittholz K, Fetterplace K, Clode M, George ES, MacIsaac CM, et al. Measur‑
ing nutrition‑related outcomes in a cohort of multi‑trauma patients fol‑
lowing intensive care unit discharge. J Hum Nutr Diet. 2020;33(3):414–22.

 23. Ridley EJ, Bailey M, Chapman M, Chapple LS, Deane AM, et al. Protocol 
summary and statistical analysis plan for Intensive Nutrition therapy 
ritical to usual care iN ritically ill adults (INTENT): a phase II randomised 
controlled trial. BMJ Open. 2022;12(3): e050153.

 24. Ridley EJ, Peake SL, Jarvis M, Deane AM, Lange K, et al. Nutrition therapy 
in Australia and New Zealand intensive care units: an international com‑
parison study. JPEN J Parenter Enteral Nutr. 2018;42(8):1349–57.

 25. Ridley EJ, Davies AR, Parke R, Bailey M, McArthur C, et al. Supplemental 
parenteral nutrition versus usual care in critically ill adults: a pilot rand‑
omized controlled study. Crit Care. 2018;22(1):12.

 26. Hill A, Heyland DK, Ortiz Reyes LA, Laaf E, Wendt S, et al. Combination of 
enteral and parenteral nutrition in the acute phase of critical illness: an 
updated systematic review and meta‑analysis. JPEN J Parenter Enteral 
Nutr. 2022;46(2):395–410.

 27. Wischmeyer PE, Hasselmann M, Kummerlen C, Kozar R, Kutsogiannis DJ, 
et al. A randomized trial of supplemental parenteral nutrition in under‑
weight and overweight critically ill patients: the TOP‑UP pilot trial. Crit 
Care. 2017;21(1):142.

 28. Heidegger CP, Berger MM, Graf S, Zingg W, Darmon P, et al. Optimisa‑
tion of energy provision with supplemental parenteral nutrition in 
critically ill patients: a randomised controlled clinical trial. Lancet. 
2013;381(9864):385–93.

 29. Reignier J, Boisrame‑Helms J, Brisard L, Lascarrou JB, Ait Hssain A, et al. 
Enteral versus parenteral early nutrition in ventilated adults with shock: 



Page 13 of 13Ridley et al. Critical Care            (2025) 29:8  

a randomised, controlled, multicentre, open‑label, parallel‑group study 
(NUTRIREA‑2). Lancet. 2018;391(10116):133–43.

 30. Viana MV, Pantet O, Charrière M, Favre D, Bagnoud G, et al. Improv‑
ing nutritional therapy of persistent critically ill patients by organi‑
sational measures: a before and after study. Clinical Nutrition ESPEN. 
2021;46:459–65.

 31. Soguel L, Revelly Jp Fau – Schaller M‑D, Schaller Md Fau – Longchamp C, 
Longchamp C Fau – Berger MM, Berger MM: Energy deficit and length of 
hospital stay can be reduced by a two‑step quality improvement of nutri‑
tion therapy: the intensive care unit dietitian can make the difference. 
(1530–0293 (Electronic)).

 32. Bels JLM, Thiessen S, van Gassel RJJ, Beishuizen A, De Bie DA, et al. Effect 
of high versus standard protein provision on functional recovery in 
people with critical illness (PRECISe): an investigator‑initiated, double‑
blinded, multicentre, parallel‑group, randomised controlled trial in 
Belgium and the Netherlands. The Lancet. 2024;404(10453):659–69.

 33. Haines RA‑O, Zolfaghari P, Wan Y, Pearse RM, Puthucheary Z et al: Elevated 
urea‑to‑creatinine ratio provides a biochemical signature of muscle 
catabolism and persistent critical illness after major trauma. (1432–1238 
(Electronic)).

 34. Merdji H, Long MT, Ostermann M, Herridge M, Myatra SN, et al. Sex and 
gender differences in intensive care medicine. Intensive Care Med. 
2023;49(10):1155–67.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub‑
lished maps and institutional affiliations.


	The impact of a tailored nutrition intervention delivered for the duration of hospitalisation on daily energy delivery for patients with critical illness (INTENT): a phase II randomised controlled trial
	Abstract 
	Background 
	Methods 
	Main results 
	Conclusions 

	Introduction
	Methods
	Trial design
	Participants
	Interventions
	Intervention process
	Day of randomisation:
	ICU
	Ward

	Usual care process
	Procedures common to both groups
	Outcomes
	Randomisation
	Statistical methods:

	Results
	Primary outcome
	Secondary outcomes
	Nutrition delivery by location- ICU
	Nutrition delivery by location- ward
	Intervention delivery, clinical and tertiary outcomes
	Subgroup analysis
	Adverse Events and protocol deviations:

	Discussion
	Conclusion
	Acknowledgements
	References


