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Abstract

Background: The optimal rate of feeding advancement after initiation of early ent-
eral nutrition (EEN) for underweight, critically ill patients is unknown. Methods:
We conducted a retrospective chart review in intensive care unit (ICU) patients with
a body mass index (BMI) < 20.0 kg/m’. Patients were categorized into Group R,
which reached the energy target within 3 days of EEN initiation, and Group S, which
reached the energy target 4 or more days after EEN initiation. Results: A total of 65
patients with a median age of 73 years were included in the study. No significant dif-
ferences were observed between the two groups for all-cause mortality, ICU-free
days, or length of hospital stay. Ventilator-free days (VFDs) were significantly fewer
in Group R than in Group S (18.0 [0.0 - 22.0] vs. 21.0 [16.3 - 24.8] days; P = 0.046).
A significantly higher number of patients requiring mechanical ventilation (MV) at
hospital discharge were observed in Group R than in Group S (29% vs. 8%; P =
0.030). Multivariable analyses with adjustment for confounders found that days re-
quired to reach target energy intake after EEN initiation were significantly and in-
dependently associated with the requirement for MV at hospital discharge, but not
with VFDs. Conclusion: A slow rate of feeding advancement after initiation of EEN
in critically ill patients having a BMI of <20.0 kg/m” might be associated with a re-
duced requirement for MV at hospital discharge. These results require confirmation
in a large multicenter trial of underweight, critically ill patients.
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1. Introduction

Nutritional support is essential for the management of intensive care unit (ICU) pa-
tients. Enteral nutrition (EN) is the preferred route for nutritional support in critically
ill patients [1]. Current clinical guidelines recommend that EN be initiated within 24 to
48 h of admission [1]-[3]. This concept of early EN (EEN) has become widely accepted
due to reduction in the rate of infectious complications and mortality [1]-[3].

Following the initiation of EEN, clinical guidelines recommend that feeding be ad-
vanced toward a goal rate over the next 48 - 72 h [1]. However, several studies recom-
mend the slow advancement of energy intake, noting improved outcomes in critically
ill patients with initial enteral underfeeding [4]-[8]. Importantly, however, many of
these studies were conducted in Western countries in patients with normal weight or
excessive body weight (BW). For underweight patients with limited nutritional re-
serves, advancing feeding too slowly might result in undernutrition or poor clinical
outcomes [9]-[14]. We previously reported that reduced energy intake during the first
week of ICU admission was associated with a reduced duration of mechanical ventila-
tion (MV) in critically ill, underweight patients [15]. However, that study included pa-
tients who did not receive EEN or in whom oral intake or parenteral nutrition (PN) was
initiated within the first week of admission. Therefore, the association observed in our
previous report might be influenced by patients who could progress to oral intake early,
or who were intentionally underfed thorough PN [16]. To our knowledge, the optimal
rate of enteral feeding advancement after initiation of EEN in underweight and critical-
ly ill remains unclear.

Here, to examine the impact of feeding advancement rate after the initiation of EEN
on the mortality and morbidity of underweight and critically ill patients, we performed

a retrospective chart review of patients with a body mass index (BMI) < 20.0 kg/m”.

2. Materials and Methods
2.1. Study Population

This single-center retrospective chart review was conducted in an 8-bed emergency in-
tensive care unit (EICU) of a tertiary teaching hospital. The EICU is an emergency ad-
mission ward in which patients with serious emergency medical or surgical conditions
receive intensive care. Critically ill patients transferred from general wards or following
elective surgery are admitted to other ICUs. The study received approval from the eth-
ics committee of the study institution. Owing to the nature of the study, the require-
ment for informed patient consent was waived.

Consecutive patients admitted to the EICU from August 2011 to July 2014 were
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screened for eligibility. If the patients in our previous study met the inclusion criteria
below, they were also included in the present study, as the two study periods over-
lapped (Aug 2011-Dec 2012) [15]. Critically ill adult patients with a BMI of <20.0 kg/m?
who were mechanically ventilated and initiated EN within the first 48 h of admission
and who remained in the EICU for 72 h or more were include in the study. The deci-
sion of when to initiate and advance EN was made following discussion among the at-
tending and EICU physicians based on their preference and/or the patient’s hemody-
namic stability, clinical condition, and underlying diseases. Exclusion criteria were as
follows: aged <18 years, pregnant or lactating, readmission to the EICU within the same
hospitalization period, under mask ventilation, withdrawal from treatment in the first
week, BMI > 20.0 kg/m?* missing BMI data, or initiation of oral or parenteral nutrition
within the first week of admission to the EICU.

2.2. Data Collection

Data were obtained from the medical records of patients. The following baseline de-
mographic characteristics were recorded: age, sex, body weight and height on admis-
sion, and BMIL. BMI was calculated based on weight (kg)/height (m?) on admission. The
following baseline clinical characteristics were recorded: Acute Physiology and Chronic
Health Evaluation (APACHE) II Score (which ranges from 0 to 71, with higher scores
indicating more severe illness) [17] and Sequential Organ Failure Assessment (SOFA)
Score (which ranges from 0 to 24, with higher scores indicating more severe organ
compromise) [18] in the first 24 h of admission; surgical or medical admission; admis-
sion from emergency department, emergency ward, operating room, or other hospital;
primary diagnosis in EICU for cardiovascular, vascular, respiratory, gastrointestinal,
neurological disorders, trauma, sepsis, burn, metabolic disorder, or renal disorder;
Charlson Comorbidity Index [19]; and comorbidities including diabetes mellitus, dialy-
sis-dependent renal failure, cardiac disease, anemia (hemoglobin level < 8.0 g/dL) [20],
and chronic obstructive pulmonary disease. The following nutritional characteristics
were recorded: time to EEN initiation from EICU admission, days to reach target ener-
gy intake from EEN initiation, and mean daily energy and protein intake during the
first week of EICU admission. Total energy intake included intake via parenteral and
enteral routes; glucose infusion used for fluid support, drug dilution and correction of
hypoglycemia; and lipids delivered together with sedatives (e.g., propofol).

An energy target of 25 kcal/kg/day was set as the required energy for the majority of
critically ill patients [1] [3]. In the present study, patients were categorized into a rapid
advancement group (Group R), which reached the energy target within 3 days of EEN
initiation, or a slow advancement group (Group S), which reached the energy target 4
or more days after EEN initiation. A cut-off value of 3 days was used as clinical guide-
lines recommend that feeding be advanced toward a goal rate over the next 48 - 72 h
following the initiation of EEN [1].

2.3. Clinical Outcomes

Clinical outcomes in Groups R and S were compared. The following variables were
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analyzed:

1) All-cause mortality in the hospital and EICU.

2) ICU-free days and length of hospital stay. ICU-free days were defined as the
number of days between successful transfer to a general ward and Day 28 after EICU
admission. ICU-free days were 0 if the patient died before Day 28 or stayed in the EICU
or other ICUs for 228 days. For the length of hospital stay, patients who died during
hospitalization were excluded from the analysis.

3) Ventilator-free days (VFDs). VFDs were defined as the number of days between
successful weaning from MV and Day 28 after EICU admission. VFDs were 0 if the pa-
tient died before Day 28 or required MV for 228 days.

4) Number of patients requiring continuous or intermittent MV via tracheostomy at
hospital discharge. The decision of when to wean from MV was made following discus-
sion among the attending and/or EICU physicians.

5) Number of patients undergoing tracheostomy in the EICU or hospital. The deci-
sion of when to perform a tracheostomy was made following discussion among the at-
tending and/or EICU physicians.

6) Antibiotic-free days as the number of days during the 28 days after living patients
had been admitted to the EICU and had not received any antibiotics as treatment for
infections or as prophylaxis.

7) Inflammatory index, as maximum plasma C-reactive protein (CRP) level during
the first 28 days after EICU admission.

8) Number of patients clinically diagnosed with pneumonia by EICU physicians
during the first 28 days after EICU admission, and number of patients who developed
ventilator-associated pneumonia (VAP) [21].

9) Number of patients exhibiting liver dysfunction, defined as a total bilirubin level
of >1.2 mg/dL during the first 28 days after EICU admission.

10) Number of patients exhibiting renal dysfunction, as determined by an increase in
serum creatinine level of >1.2 mg/dL or need for renal replacement therapy during the
first 28 days after EICU admission.

11) Number of patients exhibiting hypoglycemia, defined as a blood glucose level
of <70 mg/dL [22], during the first week in the EICU and for 28 days after EICU ad-
mission.

12) Number of patients receiving insulin therapy and average daily insulin dose in
the first week and 28 days after EICU admission. Target glucose level was set as 100 to
180 mg/dL.

13) Number of patients exhibiting hypophosphatemia, defined as a serum phospho-
rus (P) concentration < 2.7 mg/d [23], during the first week and 28 days after EICU
admission. However, serum P concentration was not examined in all patients, because
the frequency of laboratory testing was not standardized between physicians. Further,
lowest serum P concentrations and the dose of P via parenteral or enteral administra-
tion to correct for depletion were compared between groups. P content of enteral for-

mulas given as maintenance dosing was excluded from this analysis. P dose was calcu-
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lated with consideration to not only serum P level, but also to the degree of total body

depletion and renal function.

2.4. Statistical Analysis

Data for continuous variables are presented as median and inter quartile range and for
categorical variables as numbers and percentages. Groups were compared using the
Mann-Whitney U test (continuous data) and Fisher’s exact test (categorical data). We
used the nonparametric test for continuous variables as the relatively small sample size
underestimated the distribution assumptions for parametric tests. Multiple regression
and multiple logistic regression analyses were conducted with VFDs and the require-
ment for MV at hospital discharge as the dependent variables; and days to reach target
energy intake from EEN initiation, initial SOFA score, admission source, category of
admission, and time to EEN initiation from EICU admission as independent variables.
Multivariable analyses were conducted to identify the impact of days to reach target
energy intake from EEN initiation on outcomes following control for differences in pa-
tients’ baseline characteristic. Statistical analyses were conducted using SPSS statistical
software v. 21 (IBM, Armonk, NY, USA). P values < 0.05 were considered significant.

3. Results

Among the 1993 patients who were assessed for eligibility, 65 met the criteria and were
included in the study (Figure 1). Of these patients, the initial 29 (45%) were also included
in our previous study [15]. Reasons for exclusion were as follows: aged <18 years (n =
12), EICU length of stay < 72 h (n = 1265), no mechanical ventilation within 48 h of
admission (n = 218), re-admittance to the EICU during the same hospitalization period
(n = 20), pregnant or lactating (n = 3), withdrawal from treatment during the first week
(n = 68), oral intake within the first week (n = 80), BMI > 20.0 kg/m* (n = 212), lack of
BMI data (n = 21), no initiation of EN within 48 h of admission (n = 28), or initiation
of PN within the first week of EICU admission (n = 1).

3.1. Patient Characteristics

Table 1 shows the baseline demographic, clinical, and nutritional characteristics of
Group R and Group S. Demographics did not significantly differ between the two
groups. Median patient age was 72.8 years and median BMI was 17.8 kg/m>. APACHE
IT score did not significantly differ between groups. Initial SOFA score was higher in
Group R than in Group S (10 [9 - 13] vs. 9 [8 - 10]; P = 0.029). The number of surgical
patients and patients who admitted to EICU from operating room were higher in
Group S than in Group R. Of the patients, half (n = 33) were diagnosed with a neuro-
logical disorder, of whom 23 had intracranial hemorrhage, 4 had seizure, and 2 had
spinal cord injury. Only Group R had 6 sepsis patients, and only Group S had 3 trauma
patients. No patients were diagnosed with a gastrointestinal disorder. Charlson Comor-
bidity Index did not significantly differ between groups.

Initiation of EN for patients in Group R was earlier than in Group S (14.5 [4.7 - 21.9]
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Patients assessed for eligibility (n=1993)

Excluded (n=1928)
Aged <18 years (n=12)
EICU stay <72 h (n=1265)
Not mechanically ventilated within 48 h of admission (n=218)
Readmission (n=20)
Pregnant or lactating (n=3)
Treatment withdrawal within first week (n=68)
Oral intake within first week (n=80)
BMI >20 (n=212)
MissingBM I (n=21)
Not initiated EN within 48 h of admission (n=28)
PN initiation within first week (n=1)

Included (n=65)

Group R Group S
n=41 n=24
Reached 25 kcal/kg/day Reached 25 kcal/kg/day
<3 days of EEN initiation >4 days after EEN initiation

Figure 1. Flow chart of included patients. EEN = early enteral nutrition, EICU = emergency intensive care

unit, PN = parenteral nutrition.

vs. 24.7 [12.6 - 36.4] h; P = 0.010). Median time to reach target energy intake from EEN
initiation was 2 days in Group R and 5 days in Group S. Energy and protein intakes in
the first week of EICU admission were higher in Group R than in Group S (24.6 [22.1 -
28.1] vs. 17.7 [13.6 - 20.4] kcal/kg BW/day; P < 0.001, 1.1 [0.9 - 1.3] vs. 0.7 [0.5 - 0.9] g;
P < 0.001, respectively).

3.2. Outcomes

Table 2 shows patient outcomes. There were no significant differences in all-cause
mortality in the EICU or hospital between the two groups. ICU-free days and length of
hospital stay were not also significantly different. VFDs were significantly lower in
Group R (18.0 [0.0 - 22.0] vs. 21.0 [16.3 - 24.8] days; P = 0.046). Significantly more pa-
tients required MV at hospital discharge in Group R than in Group S (29% vs. 8%; P =
0.030). In contrast, the number of patients undergoing tracheostomy during their stay
in the EICU or hospital did not significantly differ between the two groups. Further, no
significant differences were noted between the two groups regarding in antibiotic-free
days, serum CRP level, development of pneumonia, incidence of liver or renal dysfunc-

tion, or glycemic control, or in the development of hypophosphatemia, lowest serum P
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Table 1. Demographics, clinical characteristics, and nutritional characteristics of group R and

group S.
Group R Group S
Characteristic a d%rzzicdeiljnt . d‘s:;‘:eiim P value
N =41 N=24
Demographic
Age, years; median (IQR) 72.8 (64.1 - 83.0) 73.6 (61.9 - 81.0) 0.563
Sex 0.135
Female, n (%) 22 (54) 17 (71)
Male, n (%) 19 (46) 7 (29)
Height, cm; median (IQR) 160.0 (153.0 - 170.0)  162.5 (154.3 - 170.0) 0.801
Weight, kg; median (IQR) 46.5 (41.5 - 53.4) 45.0 (41.9 - 49.5) 0.719
BMI, kg/m? median (IQR) 182 (16.4 - 19.2) 17.7 (16.1 - 19.1) 0.634
Clinical characteristic
APACHE II score (IQR) 21.0 (18.5 - 31.5) 22.0 (19.0 - 27.5) 0.563
Initial SOFA score (IQR) 10.0 (9.0 - 13.0) 9.0 (8.0 - 10.0) 0.029
Admission category, n (%) 0.001
Medical 28 (68) 6 (25)
Surgical 13 (32) 18 (75)
Source of admission 0.007
Emergency department 21 (51) 12 (50)
Emergency ward 7 (17) 1(4)
Operating room 6 (15) 11 (46)
Other hospital 7 (17) 0 (0)
Primary EICU diagnosis, n (%) 0.052
Cardiovascular or vascular disorder 6 (15) 1(4)
Respiratory disorder 7 (17) 3(13)
Gastrointestinal disorder 0 (0) 0 (0)
Neurologic disorder 18 (44) 15 (63)
Sepsis 6 (15) 0(0)
Trauma 0(0) 3(13)
Metabolic disorder 2 (5) 2(8)
Burn 1(2) 0 (0)
Renal disorder 1(2) 0 (0)
Comorbidity
Charlson comorbidity index; median (IQR) 5.0 (3.5 - 6.0) 5.0 (3.0 - 5.0) 0.234
Diabetes mellitus, n (%) 4 (10) 1(4) 0.385
Dialysis dependent renal failure, n (%) 3(7) 0 (0) 0.244
Chronic obstructive pulmonary disease, n (%) 3(7) 2(8) 0.615
Cardiac disease, n (%) 8 (20) 2(8) 0.201
945
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Continued
Anemia (hemog.lol.)in < 8.0 g/dl on EICU 37) 1 (4) 0.527
admission), n (%)
Nutritional characteristic
Time to initiation of EEN from EICU 145 (4.7 - 21.9) 247 (12,6 - 36.4) 0.010
admission, h; median (IQR) T ’ ’ ’ ’ ’
Days to 're‘a'ch‘target energy.intake from EEN 20 (2.0-3.0) 5.0 (4.0-7.0) <0.001
initiation, day; median (IQR)
Average energy intake during first week in 246 (22.1 - 28.1) 177 (13.6 - 20.4) <0.001
EICU, kcal/kg/day; median (IQR) ’ ’ ' ’ ’ ’ ’
Average protein intake during first week in
1.1 (0.9 - 1.3) 0.7 (0.5 - 0.9) <0.001

EICU, g/kg/day; median (IQR)

Data were provided as median and interquartile range for continuous variables and as number and percentage for
categorical variables. Mann-Whitney U test was used for continuous data and Fisher’s exact test for categorical data.
Group R reached 25 kcal/kg/day within 3 days of EEN initiation; Group S reached 25 kcal/kg/day 4 or more days af-
ter EEN initiation. Energy intake included intake via enteral and parenteral routes; glucose infusions used for fluid
support, drug dilution and correction of hypoglycemia; and lipids delivered with sedatives (e.g., propofol). Either
oral or parenteral nutrition was not initiated within the first week of EICU admission. APACHE II = The Acute Phy-
siology and Chronic Health Evaluation II, EEN = early enteral nutrition, EICU = emergency intensive care unit,
EN = enteral nutrition, IQR = interquartile range, SOFA = Sequential Organ Failure Assessment.

concentrations, or dose of P required for the treatment of hypophosphatemia.

3.3. Multivariable Analyses

Because VFDs might have been influenced by factors other than the rate of feeding ad-
vancement that were analyzed in our study, we also conducted a multiple regression
analysis with VFDs as the dependent variable, using days to reach target energy intake
from EEN initiation, initial SOFA score, category of admission, admission source and
time to initiation of EEN from EICU admission as independent variables. Results
showed no independent correlation between the number of days to reach target energy
intake from EEN initiation and VFDs (regression coefficient = 0.500; 95% confidence
interval, —0.420 - 1.419).

In a similar manner, a multiple logistic regression analysis was also conducted to as-
sess the independent effect of days to reach target energy intake from EEN initiation on
the requirement for MV at hospital discharge after controlling for other factors, namely
days to reach target energy intake from EEN initiation, initial SOFA score, category of
admission, source of admission and time to initiation of EEN from EICU admission.
Days to reach target energy intake from EEN initiation was significantly and indepen-

dently associated with the requirement for MV at hospital discharge (Table 3).

4. Discussion

In this study, we found no significant differences in the all-cause mortality or number
of ICU- and length of hospital stay between patients with BMI < 20.0 kg/m* who re-
ceived a rapid or slow rate of feeding advancement after initiation of EEN in the EICU.

However, VEDs were significantly lower and the requirement for MV at hospital discharge
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Table 2. Comparisons of clinical outcomes between group R vs group S.

Group R Group S
Outcome Rapid EN Slow EN P value
advancement advancement
n=41 n=24
All-cause mortality
In EICU, n (%) 0 (0) 0(0) 1.000
In hospital, n (%) 3(7) 0 (0) 0.244
Length of stay
ICU-free days, days; median (IQR) 19.0 (13.5 - 22.0) 20.5 (15.3 - 23.0) 0.309
Length of hospital stay, days; median (IQR) 38.3(29.1 -54.1) 50.4 (35.7 - 61.2) 0.128
Mechanical ventilation
Mechanical ventilation-free days, days;
median (IQR) 18.0 (0.0 - 22.0) 21.0 (16.3 - 24.8) 0.046
Requiremenf for r‘nechanical ventilation at 12 (29) 2(8) 0.030
hospital discharge, n (%)
Tracheostomy, n (%)
In EICU 18 (44) 12 (50) 0.448
In hospital 26 (63) 17 (71) 0.422
Antibiotic-free days, days; median (IQR) 15.0 (8.5 - 19.0) 12.5 (8.0 - 18.8) 0.410
Highest CRP, mg/dl; median (IQR) 16.0 (9.6 - 22.9) 16.2 (8.3 - 21.6) 0.703
Pneumonia
Clinical diagnosis of pneumonia, n (%) 16 (39) 9 (38) 0.559
Development of VAP, n (%) 1(2) 0 (0) 0.631
Liver and kidney dysfunction
Liver dysfunction (serum bilirubin > 1.2 9(22) 6 (25) 0.503
mg/dl), n (%)
Renal dysfunction (serum creatinine > 1.2
mg/dl) or requirement for RRT, n (%) 16.(39) 407 0.052
Glycemic control
Hypoglycemia (<70 mg/dD free days, days; 0 )65 280)  280(270-280) 0539
median (IQR)
Received insulin administration, n (%)
First week in EICU 19 (46) 6 (25) 0.073
During 28 days after EICU admission 22 (54) 8 (33) 0.092
Average insulin daily dose (units)
First week in EICU 7.8 (2.7 - 16.8) 4.8 (1.6 - 26.3) 0.775
During 28 days after EICU admission 2.5 (0.6 - 11.0) 1.2 (0.4 - 20.6) 0.386
Electrolytes
Hypophosphatemia (<2.7 mg/dl), n (%)
First week in EICU 18 (44) 8(33) 0.193
During 28 days after EICU admission 22 (54) 8 (33) 0.400
947
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Continued

Lowest serum P concentrations, mg/dl;

median (IQR)
First week in EICU 24(1.7-32) 2.1(2.0-2.5) 0.277
During 28 days after EICU admission 2.4 (1.8 - 3.0) 2.2 (1.9 -2.5) 0.399

Dose of P to treat hypophosphataemia,
mmol/day; median (IQR)

First week in EICU 0(0-0) 0(0-0) 0.846
During 28 days after EICU admission 0(0-0) 0(0-0) 0.808

Data were provided as median and interquartile range for continuous variables and as number and percentage for
categorical variables. Mann-Whitney U test was used for continuous data and Fisher’s exact test for categorical data.
Group R reached 25 kcal/kg/day within 3 days of EEN initiation; Group S reached 25 kcal/kg/day 4 or more days af-
ter EEN initiation. Energy intake included intake via enteral and parenteral routes; glucose infusions used for fluid
support, drug dilution and correction of hypoglycemia; and lipids delivered with sedatives (e.g., propofol). Either
oral or parenteral nutrition was not initiated within the first week of EICU admission. CRP = C-reactive protein,
EEN = early enteral nutrition, EICU = emergency intensive care unit, EN = enteral nutrition, ICU = intensive care
unit, IQR = interquartile range, P = phosphorus, RRT = renal replacement therapy, VAP = ventilator associated
pneumonia.

Table 3. Multiple logistic regression analysis of the requirement for mechanical ventilation at
hospital discharge in 65 underweight EICU patients who received EEN.

Independent variable Adjusted OR (95% CI) P value
Days to reach target energy intake from EEN initiation" 0.467 (0.245 - 0.889) 0.020
Initial SOFA 1.324 (0.990 - 1.769) 0.058
Admission category, medical/surgical 0.458 (0.064 - 3.287) 0.438

Source of admission

Emergency department 1 (reference)
Emergency ward 1.613 (0.159 - 16.33) 0.686
Operating room 0.243 (0.011 - 5.282) 0.368
Other hospital 1.656 (0.064 - 43.11) 0.762
Time to initiation of EEN from EICU admission 1.015 (0.949 - 1.086) 0.657

"Energy target was set at 25 kcal/kg/day for all patients. Energy intake included intake via enteral and parenteral
routes; glucose infusions used for fluid support, drug dilution and correction of hypoglycemia; and lipids delivered
with sedatives (e.g., propofol). Either oral or parenteral nutrition was not initiated within the first week of EICU ad-
mission. CI = confidence interval, EEN = early enteral nutrition, EICU = emergency intensive care unit, SOFA =
Sequential Organ Failure Assessment.

was significantly higher in those with rapid feeding advancement. Multivariable ana-
lyses with adjustment for confounders revealed that the number of days to reach target
energy intake from EEN initiation was significantly and independently associated with
the requirement for MV at hospital discharge, but not with the VFDs.

In our previous study, we only focused on mean daily energy intake during the first
week of EICU admission [15]. In the present study, however, we focused on the rate of
enteral feeding advancement after the initiation of EEN. We therefore conducted the
present study in patients who initiated EN within the first 48 h of EICU admission and

did not initiate oral or parenteral nutrition within the first week of EICU admission.
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Patients were categorized into two groups according to the days to reach the energy
target, with Group R reaching this target within 3 days of EEN initiation and Group S
reaching this target 4 or more days after EEN initiation. Although both groups initiated
EN within the first 48 h of admission, Group R started EN significantly earlier than
Group S. This earlier initiation and rapid rate of feeding advancement might account
for the larger energy intake in Group R patients. Protein intake was significantly higher
in Group R than in Group S. As all patients were given enteral formulas with a fixed
energy-protein ratio, protein intake might have been dependent on energy intake.
However, the present study focused on the rate of feeding advancement after initiation
of EEN.

To our knowledge, this study is the first to evaluate the influence of the rate of feed-
ing advancement after initiation of EEN on mortality and morbidity in underweight
and critically ill and patients during emergency admission. Guidelines for critical care
from the American Society for Parenteral and Enteral Nutrition (A.S.P.E.N.) recom-
mend the advancement of feeding toward the target over the 48 - 72 h after the start of
EEN [1], and the Canadian Clinical Practice Guidelines (CCPG) recommend starting at
target feeding rate when initiating EN in critically ill patients [2]. Several studies sup-
port each of these recommendations [9]-[14]. Taylor et al reported that enhanced EN
(target feeding rate from Day 1) reduced infective complications compared to standard
EN (gradual increase from 15 mL/h) [9]. Petros et al. compared the impact of normo-
caloric (100% of energy expenditure) vs. hypocaloric (50% of energy expenditure)
feeding in patients with a BMI of approximately 28 kg/m” in the first 7 days in an ICU
[14], and found that the normocaloric group had a lower incidence of nosocomial in-
fection than the hypocaloric group.

In contrast, several other studies do not support a rapid rate of feeding advancement
for critically ill patients. Arabi ef al studied enterally-fed patients with a mean BMI of
approximately 29 kg/m’ and reported that underfeeding during the ICU stay (energy
target: 60% - 70% of calculated requirement) was associated with lower mortality than
target feeding [6]. The INTACT trial evaluated the outcomes of intensive medical nu-
trition therapy (IMNT: provision of >75% of estimated energy and protein require-
ments) compared to standard nutritional support in patients with a BMI of approx-
imately 30 kg/m* [8]. Notably, this study was terminated early due to a significant in-
crease in mortality in the intensive IMNT group (40% vs. 16%, P = 0.017). Other stu-
dies reported no significant effects of initial feeding rate on major outcomes [7] [24]-
[28].

Most of the above studies were performed in patients aged from 50 to 70 years with a
BMI of >25 kg/m* In contrast, the patients in the present study had a BMI of <20.0
kg/m” and were older with median age of 73 years. These patients were admitted to the
EICU to receive emergency medical or surgical treatment, while patients from general
wards or were post-elective surgery were excluded. Low BMI is associated with higher
complications and mortality in ICU as well as non-ICU settings [29]-[32]. Elevated risk
of all-cause mortality for BMI < 21 kg/m”® level has been reported in middle-aged and
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elderly people in Japan [33]. A negative balance of energy due to a slow rate of feeding
advancement might diminish the adipose tissue mass of patients in order to meet ener-
gy expenditure. For most patients in previous studies, the impact of negative energy
balance for short periods may have only been minor, as their fat reserves were normal
or excessive. In contrast, fat and protein reserves in underweight patients with a BMI <
20 kg/m?, such as the patients in our present study, are relatively limited. The impact of
negative energy balance in these patients is therefore considered to be of greater im-
portance than that in patients with normal or excessive BMI. On the other hand, in
malnourished patients, particularly those with a BMI of <18.5 kg/m?, a rapid delivery of
energy might induce refeeding syndrome [34]. Nevertheless, we observed no difference
in the incidence of serum P concentration abnormalities between groups as sympto-
matic of refeeding syndrome (Table 2).

In our evaluation of the influence of rapid or slow feeding advancement after initia-
tion of EEN on mortality and morbidity in critically ill medical and surgical patients
with a BMI of <20 kg/m’, we observed that a slow advancement rate was associated
with a lower requirement for MV at hospital discharge. However, the reliability of this
result is statistically limited. Normally, multiple logistic regression analysis requires at
least ten outcomes for one independent variable. Unfortunately, we were unable to
adopt this method due to our small sample size. Several potential mechanisms might
explain the association of rapid feeding advancement with an increased requirement for
MYV at hospital discharge. Increased feeding might have resulted in EN-related compli-
cations, for example aspiration pneumonia [35]. Although several patients in the pre-
sent study did develop pneumonia (Table 2), the retrospective design of the study
meant that we could not determine if this was caused by aspiration. Other variables we
considered to be associated with prolonged MV were the primary reason for ICU ad-
mission, acute physiology score on Day 1, age, prior patient location and hospital
length of stay, activity limits due to respiratory disease, serum albumin, respiratory rate,
and the partial pressure arterial oxygen/fraction inspired oxygen ratio [36]. Unfortu-
nately, the sample size of the present study was too small to allow multivariate analysis
using all these variables as confounders. We therefore cannot deny the possibility that
the requirement for MV was influenced by the underlying condition of the patient ra-
ther than the rate of feeding advancement.

Several limitations of the present study warrant mention. First and most importantly,
sample size was small, and the study was conducted at a single institution. Further,
study subjects were old Japanese with median age of 73 years. Our results are therefore
limited and require confirmation in a larger sample size in patients with different ge-
nerational and ethnic backgrounds. Second, the study was conducted under a retros-
pective design and groups were not randomized, which might have resulted in a degree
of bias. Third, nutritional status was defined by BMI alone, which might be unreliable
for nutritional assessment as actual body weight early in the clinical course might be in-
fluenced by non-nutrition factors such as fluid balance and inflammatory status. Fur-
ther, we were unable to determine whether patients developed illness-related weight
loss or were healthy despite their low body weight prior to EICU admission. Finally, an
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energy target was set at 25 kcal/kg/day for all patients, which was not tailored to the
clinical status of each patient. In addition, the reason why physicians advanced EN ra-
pider in Group R could not be identified. Thus, a conclusive answer to whether a slow
rate of feeding advancement after the initiation of EEN improves outcomes in critically
ill underweight patients requires large multicenter prospective studies with random pa-

tient assignment.

5. Conclusion

The results of this single-center, retrospective chart analysis demonstrate that a slow
rate of feeding advancement after initiation of EEN in critically ill patients having a
BMI of <20.0 kg/m* might be associated with a reduced requirement for MV at hospital
discharge. These results require confirmation in a large multicenter trial which enrolls

underweight and critically ill patients.
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