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3.2¢ Intentional Underfeeding: Hypocaloric Enteral Nutrition
Question: Does the use of hypocaloric enteral nutrition vs. full feeding result in better outcomes in the critically ill adult patient?

Summary of evidence: All of the trials included in this topic resulted in similar protein intake but less caloric intake in the intervention arm
(hypocaloric EN) compared to the control arm (full feeds). Trials that resulted in different levels of calories and proteins are reviewed in section 3.2
Achieving Target Dose of EN. In this section, there was one level 1 and seven level 2 studies reviewed, and significant heterogeneity is present in
the study designs:
e Arabi 2011: Hypocaloric group aimed to receive 60-70% of calorie goals and gave protein supplements vs. 90-100% of nutrition goals
e Charles 2014: Hypocaloric group aimed to receive 50% of calorie goals and 100% of protein goals vs. 100% of nutrition goals
e Peake 2014 and Chapman 2018: Hypocaloric group received a 1.0 kcal/ml EN formula at 1 mi/kg IBW/hr vs. a 1.5 kcal/ml EN formula
provided at 1 mi/kg IBW/hr with both formulas having a comparable protein content per ml
e Arabi 2015: Hypocaloric group aimed to receive 40-60% of caloric goals and 1.2-1.5 g/kg/d protein vs. 70-100% of calorie goals 1.2-1.5
g/kg/d protein
e Rugeles 2016: Hypocaloric group aimed to receive 15 kcallkg/d and 1.7 g/kg/d protein vs. 25 kcal/kg/d and 1.7 g/kg/d protein
e Rice 2018: Hypocaloric group aimed to receive 1.5 g/kg/d protein from a higher protein density formula vs. 1.5 g/kg/d from a lower protein
density formula with both formulas having equal caloric density. The higher protein formula group intended to receive less calories.
e Deane 2020: was a 6 month follow up study of the Chapman 2018 study.

All studies were isonitrogenous but non-isocaloric. The Arabi 2011 study also compared intensive insulin therapy to control in a 2 X 2 factorial design
(refer to section 10.4 Insulin therapy for data pertaining to these groups). In previous reviews, Petros 2014 was included in this section but due to its
non-isonitrogenous study design it has been moved to section 3.2 Achieving Target Dose of EN. Peake 2014 was moved to this section from section
3.2 due to its isonitrogenous study design. Deane 2020 reported on unique 180 day mortality and quality of life data from the Chapman 2018 study
which is shown in table 1 with the Chapman 2018 studly.

Mortality: When the data from the trials were aggregated, hypocaloric enteral nutrition had no effect on overall (RR 0.95, 95% CI 0.87, 1.05, p =0.32,
12= 0%; figure 1) or hospital mortality (RR 0.94, 95% CI 0.83, 1.06, p =0.29, 2= 10%; figure 2). There was a trend towards a reduction in ICU
mortality in the hypocaloric group (RR 0.85, 95% CI 0.67, 1.08, p =0.18, 12= 0%; figure 3).

Infections: Hypocaloric enteral nutrition had no effect on the incidence of ICU-acquired infections (RR 1.00, 95% CI 0.82, 1.21, p=0.96,
heterogeneity 2= 47%) (figure 4).
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LOS: When the data from the four studies (Arabi 2011, Charles 2014, Peake 2014, Arabi 2015) that reported results in mean and standard deviation
were aggregated, hypocaloric enteral nutrition had no effect on ICU LOS (WMD 0.02, 95% Cl -2.92, 2.96, p=0.99, 12= 89%) (figure 5) or hospital LOS
(-0.51, 95%CI -4.35, 3.33, p = 0.79, 12= 85%) (figure 6).

Ventilator days: When the data from the 3 studies (Arabi 2011, Peake 2014, Arabi 2015) that reported this outcome in mean and standard deviation
were aggregated, hypocaloric enteral nutrition was associated with a significant reduction in ventilator days (WMD -2.18, 95% Cl -3.68, -0.67, p =
0.005, 12=0%) (figure 7). Rugeles et al reported mechanical ventilation duration in median and IQR and found no difference between groups
(p=0.632) and Chapman et al reported the outcome as days alive and free of invasive ventilation (median and IQR) and found no difference between
groups (p=NS).

Other: Due to the intended study designs, the hypocaloric enteral nutrition groups received significantly fewer calories than the full feeds groups
(p<0.00001) (figure 8) but received the same amount of protein (p=0.29) (figure 9). In the 6 month follow up of the Chapman 2018 large multicentre
study, the delivery of 70% compared to 100% calorie intake during critical illness did not improve quality of life or functional outcomes as measured
by the Euro Quality of Life five dimensions five-level quality-of-life (EQ5DSL) visual analog scale (Deane 2020). EQSD5L evaluates mobility, personal
care, usual activities, pain/discomfort, and anxiety/depression and separates each of these health domains into five levels.

Conclusions:
1. The use of hypocaloric enteral nutrition vs. full feeds is not associated with a reduction in overall and hospital mortality but may be
associated with a reduction in ICU mortality.
2. The use of hypocaloric enteral nutrition vs. full feeds has no effect on ICU or hospital LOS.
3. The use of hypocaloric enteral nutrition vs. full feeds has no effect on infectious complications.
4. The use of hypocaloric enteral nutrition vs. full feeds may be associated with a decrease in length of ventilator support.

Note: Risk ratios, mean differences, confidence intervals and p-values indicated above were calculated using Review Manager 5.3.

Level 1 study: if all of the following are fulfilled: concealed randomization, blinded outcome adjudication and an intention to treat analysis.
Level 2 study: If any one of the above characteristics are unfulfilled.
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Table 1. Randomized studies evaluating hypocaloric vs. full feeding in critically ill patients

Methods Mortality # (%)t Infections # (%)}
Study Population Intervention : :
H lori H lori
(score) ypoea orie Full Feeds ypoee orie Full Feeds
Feeds Feeds
ICU patients .
~30% brain trauma Undg?;g'si(”g :/;’]S:tzl ¥
40% Type 2 diabetes pvs o0 0%’3/ ol Icu Icu
N=240 ’ °9 21/120 (18) 26/120 (22) All Infections/1000 All infections/1000
BMI (kg/m?) . . 28 Day 28 Day days days
Trophic feeds pts: C.Random: Yes Ca'Og'gesoﬁth\;‘:'%’iﬁf"’ed 221120 (18) 28/120 (23) 547 536
1) Arabi 2011+ 285174 ITT: Yes R Hospital Hospital VAP/1000 vent days VAP/1000 vent
Full feeds pts: Blinding: No Protein actually received 36/120 (30) 511120 (43) 14 days
28.5+8.4 ) 68 2% v é3 o 180 Day 180 Day Sepsis 10
Age LTS0S0 38/120 (32) 52/120 (43) 53/120 (44) Sepsis
Trophic feeds pts: Isonitroaenous. non- 56/120 (47)
50.3421.3 isgcalorioy
Full feeds pts:
51.9422.1
50% of caloric goal (12.5-15 Pts w ICU acquired Zt: m::clij
kcallkg/d) and protein 1.5 23/41 (56.1) 24/4qz (57.1)
Adults admitted to surgical g/kg/d vs. 100% of goal Pneumonia Pneumoriia
ICU, included operative calories and protein 1.5 18/41 (43.9) 20/42 (47.6)
and non-operative trauma C.Random: Yes g/kg/d. . . Bloodstream ’
2) Charles 2014 pts, abdominal vascular ITT: Yes ;z:rz;tgl) 2225 'zgaSI) 10/41 (24.4) BIBc;:Zd ?: ;e:)m
) arles liver transplant, and ortho Blinding: single Calories received 12.3 vs. ' ' Central Line Central Line
non-trauma surgical pts. (11) 17.2 kealkg/d, protein 1.1 2/41 (4.9) 2042 (4.8)
N=83 vs. 1.1 glkg/d. uTl UTI.
6/41 (14.6)
Isonitrogenous, non- Wound Gvaog:&S)
isocaloric 5/41 (12.2) 3042 (7.1)
Fresubin 1000 Complete
1.0kcal/ml vs. Fresubin
2250 Complete 1.5kcal/ml. Icu Icu
9/55 (16) 6/57 (11)
Goal rate of 1 mifkg IBW/hr . .
. . Hospital Hospital
Emergency operative and C. Random: yes to a max of 100ml/hour to 14/55 (27) 10/57 (19)
3) Peake 2014 non-operative and elective ITT: yes be achieved within 48 hours 28 da 28 da NR NR
operative admissions Blinding: yes of feeding start in both y y
- . 18/55 (33) 11/57 (20)
N=112 9) groups. Comparable protein
between formulas 90 day 30 day
. : 20/55 (27) 11/57 (20)
Isonitrogenous, non-
isocaloric,.
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40-60% of calorie goals x
14 days and 1.2-1.5 g/kg/d

ICU

protein achieved with EN 721448 (16.1) icu
- . 85/446 (19.1) .
and protein supplements vs. Hospital Hospital Infections
1009 i i
. Multicenter. ICU adult C.Random: Yes 73 11020 f’ 50f /T(alf(;le g?qls 108/2484 Z‘ (24.2) 123/445 (27.6) 1 6':‘;::;'03"55 9 169/4\;‘%37'9)
4) Arabi 2015 | patients with LOS >72 hrs ITT: no and 1.2-1.0 gig/d protein x ay 28 day (359)
" - ’ L 14 days. 93/447 (20.8) VAP 90/446 (20.2)
requiring EN. Blinding: no . o 0 97/444 (21.8)
_ Calories received: 46.2% 90 day 81/448 (18.1)
N=894 (8) o 90 day
vs. 72% adequacy. No 121/445 (27.2)
: X . 127/440 (28.9)
difference in protein. 180 day 180 day
Isonltrogenou_s, non- 131/438 (29.9) 140/436 (32.1)
isocaloric
EN dosed at 15 kcallkg, 1.7
. g/kg protein for 7 days vs.
Single centre ICU adults C Random: No 25 keallkg, 1.7 glkgld
expected to require EN for T no protein for 7 days. Same EN 28 day 28 day
5) Rugeles 2016 >S’J\16:qgt;rs Blinding: double formula for each group. 18/60 (30) 16/60 (27) NR NR
(8) Isonitrogenous, non-
isocaloric
Fresubin 1000 Complete
1.0 kcal/ml vs. Fresubin
Energy F|pre 1.5 kealfml Hospital Hospital Positive blood Positive blood
Goal rate in both groups
Multicentre ICU adults was 1 milkg IBW/hr to a 470/1981 (23.7) 468/1967 (23.8) cultures cultures
6) Chapman } M C.Random: Yes 28 day 28 day 221/1984 (11.1) 228/1971 (11.6)
p mechanically ventilated, ITT no max of 100 ml/h to be 45511976 (23) 45011961 (22.9)
2018 and expected to receive EN Co achieved within 48h of ’
Deane 2020 beyond the calendar day B||nd|rzg].1;jouble starting EN. Protein content 505 /336?()’25 7) 523 /?g 4(183{26 8)
N=3997 of formulas was comparable ' '
(55 vs. 56 gIL). 180 day \ 180 day \
Isonitrogenous, non- 539/1920 (28.1%) 560/1895 (29.6%) RR 1.04 (0.87-1.24)
isocaloric
Peptamen Intense VHP (1
0, i 0,
keal/ml, 37% protein, 29% Hospital mortality Hospital mortality or
CHO) vs. Replete (1 keal/mi or entered palliative entered palliative
Multicentre ICU adults, . 25% protein, 45% CHO) vs.
. ) C.Random: Yes o care care
mechanically ventilated, ITT no Both started within 48h of 7/50 8/52
7) Rice 2018 BMI 26-45, requiring EN L randomization and . . NR NR
for > 5 days Blinding: no advanced to reach protein Feeding p_rotocol Feeding p_rotocol
"~ (5) duration duration
N=105 goal of 1.5 g/kg IBW/d. 2/50 6/52

Isonitrogenous, non
isolacoric
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Table 1. Randomized studies evaluating hypocaloric vs. full feeding in critically ill patients (continued)

LOS days Ventilator days Other
Study
Hypocaloric Feeds Full Feeds Hypocaloric Feeds Full Feeds Hypocaloric Feeds Full Feeds
Icu Icu Kcallday
1) Arabi 2011* 1067 £ 306 1252 + 432, p=0.0002
) 17281 (120) 1452155 (120) 10.6 7.6 (120) 132 £15.2 (120) Caloric Adequacy (%)
- 2'1‘:32'?'120 - 2"'2;2'?1 20 59+ 16.1 714+ 22.8, p=<0.0001
2:+106.9 (120) 2£93.6(120) Protein adequacy (%)
65.2+25.7 63.7 + 25, p=0.63
Kcalld
16.7 1C2U7 41 135 JIrC1U1 42 e Keallkg/d e
2) Charles 2014 TE27(41) S1.1(42) 12307 174414
Hospital Hospital NR NR Protein g/d
352149 (41) 31.0+£25 (42) 86+6 8346
Protein g/kg/d
1.1£0.1 11+£01
ICU IcU % Energy adequacy
122+83 128 +11.3 6.8+6 832+29 110.8 +26.8
3) Peake 2014 Hospital Hospital 86+85 % Protein adequacy
24 +£176 333+253 88.2 £ 39.1 82+ 236
Kcalld (p=<0.001)
835.2+297 1299+467
% Caloric adequacy (p=<0.001)
4614 71£22
ICU* ICU* Protein g/d (p=0.29)
. 15.8 + 11.6 (444) 16.4 +12.1 (443) . . 57424 59425
4) Arabi 2015 Hospital* Hospital* 11.3£9.2 (444) 13.5£22.3 (443) % Protein adequacy (p=0.56)
48.3 £ 67.5 (444) 544 +73.9 (443) 68+24 6925
No. feeding intolerance (p=0.26)
67/448 (15)  79/446 (17.7)
No. Diarrhea p=0.11)
97/448 (21.7)  117/446 (26.2)
All reported as mean and SD
Calories/kg/d at 48h
126 £34 205+51
Icu P<0.0001
12(13) ICU 9(8.3) 9(8.3) Calories/kg/d at 96h
5) Rugeles 2016 Ny 105 (8.0) Median (IQR) - 12126 192+43
Median {IOR Median (IQR) P=0632 Median (IQR P<0.0001
P=0.4132 .
Protein/g/d at 48h
14+04 14+0.3
Protein/g/d at 96h

13403 13403
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% of trial target rate delivered, mean and SD
82+16 (n=1985) 81417 (n=1971)
% trial target Kcals received
69 +18 % (1296) 103 + 28% (1291)
Total Kcal delivered (kcal/kg IBW) , mean and SD
21.945.6 (n=1985) 30.247.5 (n=1971)
% target protein gms received

ICU free days 77+21(1296) 78+ 22 (1289)

6) Chapman 2018
and Deane 2020

ICU free days
17.4(0-23.1)
Hospital Free days
2.9(0-15.3)

17.0 (0-23)
Hospital Free days
2.9(0-15.7)

Median days alive and
free of invasive
ventilation (IQR)

20.0 (0-25)

Median days alive and
free of invasive
ventilation (IQR)

Total Protein delivered (g/kg IBW) , mean and SD
1.0840.23 (n=1985)  1.09+0.22 (n=1971)
Vomiting

20.0 (0-25) 309/1966 (15.7) 370/1959 (18.9)
Highest blood glucose mg/dL
2126 (174.7-261.2) 225.2 (185.6-277.4)
Duration of study intervention
6 days (3-11) 6 days (3-11)
Time to start EN
15.9h (7.9-28.3)  15.8h (7.7-26.3)
180 day Quality of Life outcomes, EQ5D5L score
75 (60-85) (n=1222) 75 (60-85) (n=1270)

Protein intake, g/kg IBW/d, days 1-5
1.1£0.3 1.2+0.4,p=0.83
Calorie intake, kcallkg IBW/d, days 1-5
12.543.7 18.2 +6.0, P<0.0001
Carbohydrate load, g/d, days 1-5
61422 126148, P<0.0001
mean rate of glycemic events outside the range of >110
and _150 mg/dL between groups
2.7%; 95% Cl, —6% to 11.5%; p=0.54

Hospital
412 £2.32 (50)

Hospital

7) Rice 2018 417 +2.37 (52) NR NR

C.Random: concealed randomization
T presumed hospital mortality unless otherwise specified *Data obtained from author in mean and standard deviation

+ ():mean £ Standard deviation (number) 1 refers to the # of patients with infections unless specified

* Data shown here for underfed group and full fed groups include patients randomized to the intensive insulin and conventional insulin therapy within these 2 groups. Refer to the intensive insulin therapy section for data on
intensive insulin vs. conventional groups.

** Includes 272 patients that also randomized to an experimental arm of omega 3fatty acids arm.

ITT: intent to treat; NA: not available
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Figure 1. Overall Mortality

Hypocaloric Normocaloric Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Arabi 2011 36 120 a1 120 74% 0.71[0.50,1.000 2011
Charles 3 41 4 42 0.4% 077 (018, 3.22] 2014
Peake 14 85 10 ar 1.7% 1.45([0.70,2.99] 2014 I
Arabi 2015 108 447 123 445 17.5% 0.8v[0.70,1.09] 2014 T
Rugeles 16 B0 16 60 2.5% 1.00 055 1.81] 2016 [ E—
Rice 7 a0 f a2 1.0% 0.91 [0.36,2.32] 20148
Chapman 470 1981 468 1967 EB96% 1.00([0.89 112 20148 I
Total (95% CI) 2754 2743 100.0% 0.95 [0.87, 1.05]
Total events ha4 GE0
it S e iy I UL R U
Favours Hypocaloric Favours Mormocalaric

Figure 2: Hospital Mortality

Hypocaloric Hormocaloric Risk Ratio Risk Ratio

Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Arahi 2011 36 120 a1 120 11.0% 071 [0.50,1.000 2011 — ]
Charles 3 41 4 42 0.7% 077018 3220 2014
Peake 14 a5 10 a7 27% 1.45[0.70, 299 2014 —
Arahi 2015 108 447 123 445  234% 0.87[0.70,1.09) 2015 —&
Chapman 470 1493 468 1967 B07% 1.00[0.89 1121 2018 . 3
Rice 7 a0 ) 52 1 6% 0.91[0.36 232 2018
Total (95% CI) 2694 2683 100.0% 0.94 [0.83, 1.06] &
Total events F38 A4

e 2 — - H- - —_ —_ P - - ! ] ] ] ] ]l
Heterogeneity: Tau®= 0.00; Chi*= 555, di= 5 (P =0.348), F=10% 'D.1 sz IZI!S :? :-5 1IZ|'

Testfor overall effiect: £=1.07 (F=10.24) Favours Hypocaloric Favours Marmacalaric
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Figure 3: ICU Mortality

www.criticalcarenutrition.com

Hypocaloric Hormocaloric Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year NM-H, Random, 95% ClI
Arahi 2011 1 120 26 120 21.4% 0.81[0.48,1.35) 2011 —
Feake = a5 ] ar 6.1% 1.65[0.59, 4.08] 2014 ]
Arahi 2015 T 143 a5 446 TO1% 084063, 112] 204 .
Rice 2 a0 ] a2 2.4% 0.35[0.07,1.64] 2018 —
Total (95% Cl) 673 675 100.0% 0.85 [0.67,1.08] L
Total events 104 123
_I?etnta;ngeneltg.;:l T?ruzrgflg;;hl;:}dafé df=3(P=0.42) F=0% 'D.IZH DH 1'IZI 1|j|:|'
estior overall effect £=1.34 (P=0.18) Favours Hypocaloric Favours Mormocaloric

Figure 4: Infectious complications
Trophic Full Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% ClI
Charles 12 L G a4 4.5% 235096, 576 2014 I
Arabi 2014 161 448 169 446 43.0% 0.95[0.80,1.13] 24
Chapman 221 14984 228 1971 4T 5% 096 [0.81,1.158 2043
Total (95% Cl) 2478 2471 100.0% 1.00 [0.82, 1.21]
Total events 3494 403
Heterogeneity: Tauw*=0.01; ChiF=3.80, df =2 (F=015), F=47% 'El_1 sz IZI!E 1| ﬁ é 1I:|'

Test for overall effect: £=0.05 (P = 0.96)

Favours Trophic Favours Full
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Figure 5. I1CU LOS

Hypocaloric Mormocaloric Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl  Year IV, Random, 95% CI
Arahi 2011 1.7 81 120 145 1485 120 224% -2.80[5.93,0.33] 201
Charles 167 2.7 41 135 11 42 293% 3200231, 4.08) 2014
Feake 122 83 a5 128 11.3 ayr  205% -0.60 [-4.26, 3.06] 2014
Arahi 2015 188 116 444 164 121 443 27 7% -0.60 216, 0.96] 2015
Tatal (95% CI) G660 662 100.0% 0.02 [-2.92, 2.96]

~100 -&0 0 50 100
Favours Hypocaloric Favours Mormocaloric

Heterogeneity: Tau®= 7.47; Chi®= 2848 df= 3 (P = 0.00001); F=89%
Test for overall effect: £=0.01 (P =0.99)

Figure 6. Hospital LOS

Hypocaloric Normocaloric Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
Arabi 2011 F0.2 1069 120 672 936 120 21% 300[2242 2842] 2011
Chatles 35.2 449 41 N 24 47 351% 4.20([2.52 588 2014 L
Peake 24 176 55 333 253 57 142% -930[17.35,-1.24] 2014 —
Arabi 2014 483 B7A 444 544 F3I9 443 1MT% -BI0[-1542 322 2015 T
Rice 412 232 50 417 237 52 36.9%  -0.05[-096 086] 2018
Total (95% Cl) 710 714 100.0%  -0.51 [4.35,3.33]

Heterogeneity: Tau®=1019; Chi*= 27 27, df= 4 (P = 0.0001}; F=85% f !

o N -100 -500 0 50 100
Testfor overall effect 2= 0.26 (F = 0.73) Favours Hypocaloric  Favours Marmocaloric
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Figure 7. Ventilator Days

Hypocaloric Hormocaloric Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
Arabi 2011 106 76 120 132 152 120 245%  -260[-564,044] 2011
Peake 6.9 4 a5 BE B45 a7 307%  -1.80[-4.52, 092 2014
Arabi 2014 113 92 444 135 223 443 448%  -220[-445 0058 2015
Total (95% Cl) 619 620 100.0% -2.18[-3.68, 0.67] L]
?et?;ngenemfl:lT:ru quijg;écghlp:—nﬁ1nsﬁ5[jf: 2(P=0893F=0% oo 20 b a0 o0
estior overall effect 2= 2.83 (P = 0.003) Favours Hypocalaric  Favours Marmaocaloric

Figure 8. Caloric Adequacy

Hypocaloric Mormocaloric Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% Cl Year I, Random, 95% CI
Arabi 2011 59 161 120 V1.4 228 120 254%  -1240[17.39,-7.41] 2001 -
FPeake 832 24 55 1108 26.8 87 199% -27E0[-37.95, -17.268] 2014 —
Arabi 2014 46 14 448 71 22 A4B 2T 2% -2A00[2F.42, -22488] 2014 =
Chapman B9 18 1296 103 28 1291 27 4% -3400[35.81,-32149] 2018 =
Total (95% CI) 1919 1914 100.0% -24.78[-33.49, -16.07] -‘-
?et?;ngenem.rl:lT?ru t:z.'r‘1_15558t3h|:|. jnaghﬂgmdf: F(F=0.00001) F=96% |_1 oo -E:EI g SIIZI 1I:|I:|'
estior overall effect: 2= 5.58 ( : ) Favours Mormocaloric Favours Hypoocaloric

Figure 9. Protein Adequacy

Hypocaloric Mormocaloric Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl  Year IV, Random, 95% CI
Arahi 2011 652 257 120 B3TY 25 120 4.9% 1.580[-4.81, 7.91] 2011 T
Feake ge8.2 391 a4 g2 236 ar 14% B.20[5.81,18.21] 2014 B
Arahi 2015 B2 24 448 B9 25 446 19.7% -1.00 F4.21, 2.21] 20158
Chapman 7721 1286 e 22 1289 F4.0% -1.00 [-2.66, 0.66] 2018
Taotal (95% CI) 1919 1912 100.0%  -0.78 [-2.20, 0.65]

-100 -0 0 a0 100
Favours Mormocaloric Favours Hypocaloric

Heterogeneity: Tau®=0.00; Chi*=1.87, df= 3 (P =060, F= 0%
Test for overall effect £=1.07 (P =0.29)
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