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Secondary Outcome
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339 randomised

l

v

170 assigned to standard care

v

165 assigned to caloric mangement

5 discontinued treatment
4 withdrew consent
1inappropriately enrolled
due ta laboratary érrar

165 followed up at primary outcome
at day 60, and included in

analysis

L

h

3 discontinued treatment
3 withdrew consent

166 followed wp at primary outcome
at day 60, and included in

analysis

.

2 lost to follow-up for day G0
interview
2 unable to contact

r

163 assessed for outcomes at day 90

2 lost to follow-up for day 90
INterviens
2 unable to contact

16:4 assessed for outcomes at day 90
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Baseline characteristics

Standard care

(n=165 patients)

Caloric management
(n=166 patients)

Age (years)
Sex
Female
Male
APACHE Il score®
Mechanically ventilated
BMI (kg/m?)
Mean
<18 kg/m?
SGA
Muscle wasting
Fat loss
Chronic health states
Immunocompromised
Respiratory diseaseq]
Cardiovascular diseaseq]
Hepatic cirrhosisql
Chronic dialysisql

Insulin dependent diabetes

61 (16)

61 (37%)
104 (63%)
18 (6)

150 (91%)

28 (67)
5(3%)

59 (16)

73 (44%)
93 (56%)
18 (6)

152 (92%)

- APACHE II score
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Baseline characteristics

Risk factors for refeeding-related hypophosphataemia

Calories per h (EN, PN, and glucose) at time of enrolment 69 (20) 68 (19) * i“ [') 1_]' H’ H# ,.“
kcal/h

teallh) Tx'%'_-le:l'J—

Total caloric intake (EN, PN, and glucose) 24 h before 1188 (533) 1180 (526)

enrolment (kcal) o ° |CU)\ Tﬁ*%ﬁ‘ﬁylh

Days since feeding started in ICU 1-4(07) 1.3(0-7) i —C D H# FEﬁ

Days in ICU before enrolment 2:4(12) 2:3(1-2) 3 il] L) 1‘_" ('}" [ID)] ]\B;E ﬂ FEﬁ
Days in hospital before enrolment 4-0 (4-3) 4-0 (4-8) ° il] [,) 1—]- (-}- H# D P. K }"‘
Serum phosphate at study entry (mmol/L) 0-5(0-1) 0-5(01) . .7)[/: —JL D 1: HﬂE?ﬁ§
Serum potassium at study entry (mmol/L) 3:9(0-5) 3-9(0-5) g % 0) —:F—IJ A

Lowest blood glucose in previous 24 h (mmol/L) 74 (17) 6-9 (1.5) e

Highest blood glucose in previous 24 h (mmol/L) 10-7(32-8) 10-6 (32-7)

Lowest serum albumin in previous 24 h (g/L) 25-4 (65-8) 25.0(65-7) 7:5: E [j: ﬁﬁ £$ FEﬁ —Gitﬂt L/
Maximum insulin infusion rate (units per h) 5-6 (4-3)* 50 (3-8)t

Semipermanent (surgically placed) feeding tube 11 (7%) 19 (12%)

History of high alcohol intake$ 22 (13%) 18 (11%)

Distal loop diuretic (administered in previous 24 h) 57 (35%) 41 (25%)

Long term or high dose corticosteroids 8 (5%) 9 (5%)

Respiratory alkalosis§ 35(21%) 33 (20%)

Creatinine (umol/L) 84 (47) 84 (43)



Baseline characteristics

Standard care Caloric management
(n=165 patients) (n=166 patients)
(Continued from prevous page)
Source of admission to ICU
Operating room 60 (36%) 57 (34%)
Emergency department 38 (23%) 50 (30%) -
Hospig'ltal V\Z\rdp 31(19%) 25 (15%) ¢ '?’-l-‘]'/féﬁﬁ%B%u
Other hospital 30 (18%) 30 (18%) d *&%b\ 15 b\‘3 %IJ %E]DEE
Transfer from ICU 4 (2%) 4 (2%) ° %}:'_'E%Eﬂﬁ,m\%(g: 1%”@3}
ICU readmission 2 (1%) 0
Admission type
Medical 105 (64%) 108 (65%)
Emergency surgery 42 (26%) 36 (22%)
Elective surgery 18 (11%) 22 (13)
APACHE Il admission diagnosis™
Respiratory 40 (24%) 51 (31%)
Gastrointestinal 24 (15%) 28 (17%)
Cardiovascular or vascular 29 (18%) 25 (15%)
Sepsis 7 (4%) 10 (6%)
Neurological 30 (18) 20 (12%)
Trauma 23 (14%) 27 (16%)
Metabolic 6 (4%) 2 (1%)
Haematological 0 0
Orthopaedic surgery 0 0
Renal 1(0-6%) 0

Other 5(3%) 3(2%)
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Mean kcals per patient

A Mean caloric intake per study day

//‘H{H—;x

1800+
16004
14004
1200
10004
8004
004
4004
2004

=4~ Standard care (n=165)

~# Caloric management {n=166)

)

5 & 7

Table 89: Caloric targets by study group on each of the first 7 study days:

Caloric targeis Standard Care Caloric Management
(keals per hour)

Study Day 1, mean (SD) 80-3(17-9) 20:0 (0-1)
Study Day 2, mean (SD) 80-6(13-1) 200 (0-1)
Study Day 3, mean (SD) 80-3 (12:7) 29-6 (10-2)
Study Day 4, mean (SD) 80-3 (14-1) 43-6 (15-7)
Study Day 5, mean (SD) 81-4(13-4) 53-8 (19-4)
Study Day 6, mean (SD) 83-4(13-9) 60-2 (22-5)
Study Day 7, mean (SD) 83:6(14:2) 624 (23-2)
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Mean proportion of patients
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Physiological response

B Intravenous phosphate replacement dose D Lowest daily serum phosphates
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Primary Outcome

- Primary outcome Td&360HD I AO—77v I T
DICUEERET AL, XHBEE39.90(95%Cl
36.4-43.7). /T ARI44.8H(40.9-49.1) TASE(Z
sasDIEMDTZ(P=0.19)




Secondary

Outcome

- 60EBOAEFZ(T
XTERE¥ : 128/163=78%

T AEE : 149/164=91%
(P=0.002)
- 60O EFHENE
51038 : 48.98 (SD1.46)
T AEE : 53.658 (SD0.97)
(P=0.002)

- T AEE (CREHIREF) T
FRUEN RSN

1

Survival (%)

A Overall survival time
00

90+

80

70
/( + Censored log-rank p=0-0020
0

B Survival time after discharge from ICU

100+

V — e —
QO—ﬁ
80\R\ﬁ—\——\_A
70

Number of patients

Day 1

Standard care
Caloric management

/r + Censored log-rank p=0-0022
0

T T T 1
30 40 50 60

Survival time (days)
5 10 15 20 25 30 35 40 45 50 55 60

165 158 149 140 136 133 131 129 129 128 128 128 128
166 163 157 156 155 155 154 154 154 153 152 151 149




Secondary Outcome
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Standard care (n=165 Caloric management

patients)
Vital status (% alive)

ICU discharge 150/165 (81%)
status

Hospital discharge  135/165 (82%)
status

Day 60 status 128/163 (79%) °
Day 90 status 128/163 (79%) °
Length of stay (days)

ICU 10-0 (9-2 to 10-9)
Hospital 21-7 (20:0 to 23-5)

(n=166 patients)

157/166 (95%)

151/166 (91%)

149/164 (91%) *

143/164 (87%) "

11-4 (10-5 1o 12-4)
279 (257 to 30-3)

Risk difference
(95% CI)

3-7% (-53 to
12-7)

9-2% (0-7 to 17-7)

12:3% (3-9 10
20-7)

8:7% (0-04 to
17-0)

1-4 (-0-42 to 3-5)
62 (2:0to 11-2)

Quality of life and physical function scores T (n responses available for analysis)

RAND-36 general 53-4 (22-6; n=124/128) 46-0 (26-0 n=136/143)

health

ECOG performance  1-3 (1-0; n=125/128)
status

RAND-36 physical ~ 47-3 (35-0: n=123/128) 40-8 (33-4; n=135/143)

function

5 (1-1; n=135/143)

-75(-13-4 o
-1:5)
0-18 (-0-08 to
0-43)

-6-4 (—14-8 to 2-0)

p
value

0-20

0-017

0-002

0-041

0-14

0-003

0-014

0-18

013



Secondary Outcome
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Standard care (165 Caloric management (166 Risk difference p
patients) patients) (95% CI) value
Catheter 4 (2%) 4 (2%) 0-0% (-10-7 to 1-00
10-7)
Catheter tip * 4 (2%) 4 (2%) 0-0% (-10-7 to 1-00
10-7)
Surgical wound 4 (2%) 1(0-6%) -1-8% (-12-5 to 0-21
8-9)
Bloodstream 8 (5%) 2(1%) -3-6% (-7-1t0 0-0) 0-06
Abdominal 1(0-6%) 0 -0-61% (-1-8 to 0-50
0-6)
Clinically significant 1(0-6%) 0 -0-61% (-1-8 to 0-50
uTi 0-6)
Airway or lung 1 52 (32%) 35 (21%) -10-4% (-19-8to  0-0342
=1-1)
CPIS probable * 34 (21%) 25 (15%) -5-5% (-13-8 to 0-20
pneumonia 2-7)
CPIS confirmed § 22 (13%) 14 (8%) -4-9% (-11-6 to 0-16
pneumonia 1-2)
27 (16%) 13 (8%) -8-5% (-15-5 to 0-0187

| Any major infection 1

-1-6)




Secondary Outcome

Mean difference (95% Cl) p value*

Standard care

Caloric management

Organ system dysfunction (adjusted for time at risk of failure [ICU stay] days per 10 patient ICU days)

Pulmonary dysfunction (ratio PaO,:FiO, <301)
Hepatic dysfunction (total bilirubin >32-5 pmol/L)
Coagulation dysfunction (platelets <81x10°/L)

Cardiovascular dysfunction systolic blood pressure
(<90 mm Hg, not fluid responsive)

Renal dysfunction (creatinine >168 pmol/L)
Multiple organ dysfunction syndromet

Number of dysfunctional organs per patient per ICU day

Concomitant therapies (adjusted for time at risk [ICU stay] events per 10 patient ICU days)

Days of mechanical ventilation

Days of renal replacement therapy

Pressure ulcer treatment days (treatment for stage >1)
Low serum albumin days (<25 g/L)

Systemic antibiotic days

Witnessed aspiration (events per 1000 patient days)

Witnessed aspiration and new pulmonary infiltrates
(events per 1000 patient days)

(165 patients) (166 patients)

8-03 (7-68 to 8:41) 8-20 (7-84 10 8:57)
0-65 (0-49 to 0-86) 0-66 (0-50 to 0-89)
0-32 (022 to 0-48) 0-36 (0-24 t0 0-53)
0-60 (0-48t0 0-75) 0-63 (0-50to 0-79)
0-28 (0-16 to 0-49) 0-48 (0-27t0 0-84)
112 (0-90 to 1:39) 121 (0-98 to 1.51)
0-72 (0-67t0 0:78) 0-79 (0-73t0 0-84)
7-45 (7-16 to 7-65) 7-86 (7-54 to 8-18)
0-06 (0-02 to 0-13) 0-23 (0-10to 0-53)
0-77 (0-52t0 1:12) 0-63 (0-43t0 0-92)
4-52 (4-00t0 5-12) 5-02 (4-44to 5-69)
7-06 (672 t0 7-42) 7-32 (6:97t0 7-69)
2:5(12t055) 2:0 (0-9t0 4-3)

0(-11t023) 1:6 (0-5t03-9)

0-16 (-0-56 t0 0-93)
0-01 (-0-27 to 0-50)
0-03 (-0-16 t0 0-47)
0-03 (-0-20 t0 0-39)

0-19 (-0-13 t0 1-20)
0-10 (-0-33 t0 0-76)
0-06 (-0-04 to 0-19)

0-40 (-0-21t0 1:07)
0-17 (-0-02 t0 1-17)
-0-13 (-0-46 t0 0-57)
0-50 (0-61t0 1:91)
0-26 (-0-42t0 1-02)
-0-56 (210 6-8)
-1:6 (-3-1t0 5-8)

0-67
0-98
0-82
0-82

0-36
070
0-25

0-21
0-11
0-61
0-41
0-46
0-75
0-97
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