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PubMed search strategy (1% B 20194 4 29 H)
EvhE 77

#1 | ((("intensive care units"[MeSH Terms] OR "intensive care unit" | 497627
OR ICU) OR (“critical care"[MeSH Terms] OR "critical care") OR
(sepsis[MeSH Terms] OR sepsis) OR (critical illness[MeSH
Terms] OR “critical illness") OR ("Brain
Ischemia/complications"[Mesh] OR  "Brain Ischemia/diet
therapy"[Mesh] OR "Brain Ischemia/drug therapy"[Mesh] OR
"Brain Ischemia/therapy"[Mesh])))

#2 | ((((("Blood Glucose/administration and dosage"[Mesh] OR | 416671
"Blood Glucose/adverse effects"[Mesh] OR "Blood Glucose/drug
effects"[Mesh] OR "Blood Glucose/therapeutic use"[Mesh])) OR
("Insulin/administration and dosage"[Mesh] OR "Insulin/adverse
effects"[Mesh] OR "Insulin/therapeutic use"[Mesh] OR
"Insulin/therapy"[Mesh]) OR (((("Insulin/administration and
dosage"[Mesh] OR ‘Insulin/adverse effects"[Mesh] OR
"Insulin/therapeutic use"[Mesh] OR "Insulin/therapy"[Mesh])))
OR insulin) OR ((("glycemic control") OR glycaemic control OR
(glycemic AND control)) OR (glycaemic AND control)))))

#3 | ((randomized controlled trial[pt] OR controlled clinical trial[pt] | 3888733
OR randomized[tiab] OR placebo[tiab] OR drug therapy[sh] OR
randomly[tiab] OR trial[tiab] OR groups[tiab] NOT (animals[mh]
NOT humans[mh]))

#4 | #1 AND #2 AND #3 2524




CENTRAL search strategy (1% H 2019 4 4 A 29 H)

#1 | MeSH descriptor: [Intensive Care Units] explode all trees 3286
#2 | ("intensive care unit”):ti,ab,kw 13815
#3 | (ICU):ti,ab,kw 10457
#4 | MeSH descriptor: [Critical Care] explode all trees 1924
#5 | ("critical care”):ti,ab,kw 3542
#6 | MeSH descriptor: [Sepsis] explode all trees 4028
#7 | (sepsis):ti,ab,kw 10322
#8 | MeSH descriptor: [Critical lliness] explode all trees 1859
#9 | ("critical illness”):ti,ab,kw 3011
#10 | MeSH descriptor: [Brain Ischemia] explode all trees 3185
#11 | #1 OR#2 OR#3 OR#4 OR#5 OR #6 OR#7 OR#8 OR#9OR | 11431
#10
#12 | MeSH descriptor: [Blood Glucose] explode all trees 15044
#13 | MeSH descriptor: [Insulins] in all MeSH products 12996
#14 | (insulin):ti,ab,kw 53364
#15 | ("glycemic control"):ti,ab,kw 11766
#16 | ("glycemic control"):ti,ab,kw 11766
#17 | (glycemic):ti,ab,kw 16305
#18 | (control):ti,ab,kw 396931
#19 | #17 AND #18 13491
#20 | #12 OR #13 OR #14 OR #15 OR #16 OR #19 60971
#21 | #11 AND #20 301
EZFrh R EE search strategy (#8% B 20194 4 A 28 H)

#1 | (7 VT« T 7TH or ££518IE/TA)) and (PT==5E8k0 <) 12,179
#2 | (MU fiE/TH or BRIME/TA)) and (PT=238%6R <) 22,405
#3 | ((MUBE/TH or MAE/TA)) and (PT=2i8k62<) 43,074
#4 | #1 or#2 33,428
#5 | #3 and #4 610
#6 | 7 X SLEEGAERTH 47,018
#7 | HET X ML EEGREVTH 3.207
#8 | 7 % AMUIAL 57,319
#9 | EEAEAIL/AL 6,614
#10 | thigsABR/AL 60,920




#11 | BRIREABR/AL 71,745
#12 | 77 &AR/AL 7,410
#13 | XF/AL 358,147
#14 | = b —/L/AL 71,293
#15 | EwIRAFZE/AL 53,815
#16 | #6 or #7 or #8 or #9 or #10 or #11 or #12 or #13 or #14 or #15 564,099
#17 | #5 and #16 215




CQ13-2 XWREBEZ7a —X A4 T 77 L

T—AR—RRRN O E LG Z DD IEIRH DFFE L= BRI ED
A&t 5093) B &
Medline (PubMed) 2524 n=0
Cochrane CENTRAL 301
EF P RMEE 215

A 4 A 4

ER RS AT R H(n=3040)

BEHERX

n=1RKR?9

A 4

E*ﬁ%ﬂfi'ﬁ%?&@%ﬂﬁiﬁ:ﬁ (n=2888) B ENT-/3T: n=17

REE/ AAGELSL 2

BHHESICMA-HEOHE (n=35) RCT Tl37Ly 10
XRMNEGD 2
EMREITMA-AEDOHE (n-34) NANELD 2
(meta-analysis) B—OHE-"AEMEHLN
f=imX 1

Risk of Bias H <!
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Annane 2010 . . . . .

Arabi 2008 | @ | @ @ | @ | @
Arabi2011l | @ | @ | @ | @ | @
Bilotta 2007 | @ | @ | @ | @ | @
Bilotta 2008 | @ | @ | @ | @ | @
Bilotta 2009 | @ | @ | @ | @ | @

Bland 2005 | @ | @ | @ | @ | @
Brunkhorst 2008 | @ (@ | @ | @ | @

Bruno 2008 | @ @ @ @ | @
cappi202 | @ | @ @ @ | @

chan2009 | @ @ | @ @ | @
Coester2010 @ (@ | @ @ | @

Davies 1991

de Azevedo 2010 . . . ‘ '
De La Rosa Gdel 2008 . . . ‘ '

Farah 2007

Finfer2009 | @ @ | @ | @ | @
Giakoumidakis 2013 | @ | @ | @ | @ | @

Green 2010

Grey2004 @ @ | @ | @ | @
Hsu2012 | @ @ | @ | @ | @

lapichino 2008 | (?

Kalfon 2014 . . . ‘ '
McMullin 2007 | @ | @ | @ | @ | @

Mitchell 2006 | @ | @ | @ | @ | @
Oksanen 2007 . . . ‘ .

Plummer 2018

Preiser 2009 @ @ | @ | @ | @
savioli 2009 | @ | @ | @ | @ | @

Stefanidis 2002

Umpierrez 2015 . . . . .
van den Berghe 2001 . . . . . . .

van den Berghe 2003 | @ (@ @ @ | @
van den Berghe 2006 [ @ @ @ @ | @

Walters 2006 | @ @ | @ | @ | @

wang2017 | @ @ @ (@ | @




J4LANTAVE
I.110-144 vs <110

TOMMLD EHET

110144 <110 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total \Weight M-H, Random, 95% Cl Year IM-H, Random, 95% CI
Oksanen 2007 18 51 13 39 100.0% 1.06[0.58,1.89] 2007
Total (95% Cl) 51 39 100.0% 1.06 [0.59, 1.89]
Tatal events 18 13
Heterogeneity: Mot applicakle t t I 1 t
e _ n.om 0.1 1 10 100
Test for overall effect Z= 0159 (F = 0.85) Favours [110-144] Favours [=110]
I.110-144 vs <110
A\
TINLR (K
110144 =110 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Oksanen 2007 1 a1 T 39 483.0% 011[0.01,0.86 2007 ——B—
Cappi 2012 2 34 2 28 52.0% 0.80([0.12,5.33] 2012
Total (95% Cl) 86 67 100.0% 0.31 [0.04, 2.25]
Total events 3 ]
?etni;ogenemfl:l T?r :;P?:%mp:—%ujsl df=1({FP=015) F=51% o oh 1 H o
estfor averall effect 2=1.16 (F = 0.25) Favours [110-144] Favours [<110]
IT. 144-180 vs <110
TIOMILD FEHRET
144-180 <110 Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Finfer 2009 751 3012 829 3010 86.1% 0.91 [0.83, 0.99] 2009
Preiser 2009 105 542 125 536 11.7% 0.83 [0.66, 1.05] 2009 =
Green 2010 9 36 16 45 1.3% 0.70[0.35, 1.40] 2010 I
Coester 2010 4 40 2 39 0.2% 1.95[0.38, 10.04] 2010 e
Cappi 2012 10 35 5 28 0.7% 1.60 [0.62, 4.14] 2012 I e —
Total (95% CI) 3665 3658 100.0% 0.90 [0.83, 0.97] []
Total events 879 977
e 2 _ . 2 _ _ _ D2 = ; + + {
Heterogeneity: Tau? = 0.00; Chi* = 3.23, df = 4 (P = 0.52); I = 0% 001 o1 ) 100

Test for overall effect: Z = 2.67 (P = 0.008)

I. 144-180 vs <110
TIMALQ e

Favours [144-180] Favours [<110]



144-180 <110 Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year

Risk Ratio
M-H, Random, 95% CI

Finfer 2009 372 3011 387 3014 70.0% 0.96 [0.84, 1.10] 2009
Coester 2010 32 40 33 39 29.6% 0.95[0.77, 1.16] 2010 -
Green 2010 4 36 2 45 0.5% 2.50[0.49, 12.89] 2010 e
Total (95% CI) 3087 3098 100.0% 0.96 [0.86, 1.07] 4
Total events 408 422
P 2 _ . 2 _ _ — S 12 — 09 ; + + {
Heterogeneity: Tau? = 0.00; Chi* = 1.34,df =2 (P = 0.51); I’ = 0% o1 o 10 100

Test for overall effect: Z = 0.69 (P = 0.49)

1. 144-180 vs <110
TIOMILQ EiniE

Favour.s [144-180] Favours [<110]

144-180 <110 Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% ClI
Preiser 2009 13 542 44 536  32.1% 0.29[0.16, 0.54] 2009 —a
Finfer 2009 15 3014 206 3016 33.3% 0.07 [0.04, 0.12] 2009 ——
Green 2010 4 36 21 45  26.4% 0.24 [0.09, 0.63] 2010 —
Coester 2010 0 40 6 39 8.3% 0.08 [0.00, 1.29] 2010 ¢
Total (95% Cl) 3632 3636 100.0% 0.16 [0.06, 0.39] -
Total events 32 277

ity: Tau? = . Chi? = = = 12 = 78% [ t : y
Heterogeneity: Tau’? = 0.61; Chi* = 13.82, df = 3 (P = 0.003); I° = 78% 001 o1 ) 100

Test for overall effect: Z = 3.92 (P < 0.0001)

II. >180 vs <110
ToMLD T

Favours [144-180] Favours [<110]

=180 <110 Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
wan den Berghe 2001 55 TBA 85 783 BA% 0.66[0.48,0.92] 2001 -
Mitchell 2006 3 35 ] 3 07% 0.33[010,1.13] 2006 r
wan den Berghe 2008 242 BOS 222 885 21.4% 1.07[0.93,1.24] 2006 *
lapichino 2008 11 36 13 36 24% 0.85[0.44,1.63] 2008 i
De La Rosa Gdel 2008 496 250 102 254 141% 0.86[0.77,1.19] 2008 -
Brunkhorst 2008 102 288 98 247 13.9% 0.89100.72,1.11] 2008 -r
Arahi 2008 83 257 72 166 10.9% 1.18[0.92,1.56] 2008 ™
Savioli 2008 13 15 14 45 26% 0.83[0.49,1.75] 2009 T
Annane 2010 109 254 117 255 15.8% 0.84[0.77,1.14] 2010 -
Arahi 2011 45 120 42 120 TT7% 1.07 [0.77,1.500 2011 T
Kalfon 2014 447 112 431 136 Mot estimable 2014
Wang 2017 14 a4 12 44 24% 117 [061,2.23] 2017 T
Total (95% CI) 4011 2816 100.0% 0.96 [0.87,1.07] [
Total events 1220 1217
Heterogeneity: Tau®=0.01; Chi*=14 .07, df=10(P=017); F=28% o 0 0 100

Testfor owerall effect Z= 068 (P=0.49)

II. >180 vs <110
TOMALQ Bl

Favours [=180] Favours [=110]



=180 <110 Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI

wan den Berghe 2001 55 TBA 1 783 126% 0.82[0.65,1.31] 2001 =

De La Rosa Gdel 2008 g 250 7254 50% 1.16[0.43,3.15] 2008 I —

lapichino 2008 32 36 31 36 15.0% 1.03[0.87,1.23] 2008 *

Arahi 2008 105 287 98 266 14.6% 1.11[0.89,1.38] 2008 ™

Bilotta 2009 182 242 62 241 143% 2.44[1.93, 3.09 2009 -

Arahi 2011 50 120 59 120 137% 0.85[064,1.12] 2011 -

Kalfon 2014 172 1331 183 1335 14.8% 0.84[0.78,1.14] 2014 -

Wang 2017 23 14 13 44 9.9% 1.77[1.03,3.03] 2017 —

Total {95% CI) 3045 3079 100.0% 1.18 [0.90, 1.55] *

Total events 497 414

Heterogeneity, Tau®= 0.12; Ghi*= 5§3.70, df= 7 (P < 0.000013; F=87% In o 051 150 100’

Testfor owerall effect Z=1.23 (F=0213 Favours [=180] Favours [<110]
IM. >180 vs <110

A\
FOMILG {Edik
=180 <110 Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI

wan den Berghe 2001 3 TBA 39 783 0% 0.08[0.02,0.25 2001 —_—

Bland 2005 3 ] 4 5 85% 0.75[0.32,1.74] 2005 I

wan den Berghe 2008 19  G0S 111 885 10.0% 017 [010,0.27] 2006 -

Mitchell 2006 a 35 5 35 25% 0.08[0.01,1.58] 2006 *

Arahi 2008 8 257 76 276 91% 0.11[0.06,0.23] 2008 I

lapichino 2008 3 36 g 36 BT% 0.3810011,1.300 2008 —

De La Rosa Gdel 2008 2 250 21 154 589% 0.10[0.02,0.41] 2008 I —

Brunkhorst 2008 12 2490 42 247 95% 0.24[013,0.45] 2008 I

Bilotta 2009 182 242 2260 241 108% 0.67 [0.60,0.74] 2009 -

Annane 2010 20 254 42 155 9.9% 0.48[0.29,0.79] 2010 —

Arahi 2011 g 120 38 1200 91% 0.21 010,043 2011 —

Kalfon 2014 9 1311 174 1335 10.7% 0.46[0.36,0.60] 2014 -

Total (95% CI) 470 4182 100.0% 0.27 [0.16, 0.45] S -

Total events 304 T8E

Heterogeneity: Tau®= 0.64; Chi*=149.99, df=11 (P < 0.00001);, F=93% ID o 051 1=D 100

Test for overall effect: £= 498 (F = 0.00001) : Fa'\-'.ours [=180] Favours [<110]
IV. 144-180 vs 110-144
TIMWLD FEHET

144180 110144 Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI

Mchullin 2007 4 9 3] 11 100.0% 0.81[0.33, 2.02] 2007

Total {95% Cl) 9 11 100.0% 0.81[0.33, 2.02]

Total events 4 g

Heterogeneity: Mot applicahle
Testfor overall effect: 2= 0.44 (P = 0.66)

IV. 144-180 vs 110-144
TIOMILQ EiniE

I t
0.

10

0.1
Favours [144-180] Favours [110-144]

100



144180 110144 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Umpierrez 2015 5 151 12181 100.0% 0.42[015,1.15] 2015 r
Total {95% Cl) 151 151 100.0% 0.42[0.15,1.15] il
Total events ] 12
Heterogeneity: Mat applicable ) t t |
n.01 0.1 10 100
Testfor overall effect: Z=1.68 (P = 0.04) Favours [144-180] Favours [110-144]
V.>180 vs 110-144
TIMWLD FEHET
=180 110144 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Davies 1991 G 34 G 35 449% 1.03[0.37,2.88] 15991
Walters 2006 i] 12 1 13 0.5% 0.36[0.02, 8.08] 2006
Farah 2007 26 48 19 41 29.5% 147 [0.77,1.78] 2007 -
Bruno 2008 i] 15 2 kil 0.6% 0.401[0.02,7.85] 2008
Bilotta 2008 4 49 4 48 3.0% 0.98 [0.26, 3.69] 2008 [ B
Chan 2008 3 55 2 54 1.7% 1.47 [0.26,8.47] 2008 —
de Azevedo 2010 42 169 38 168 35.4% 1.10([0.75,1.61] 2010 -
Hsu 2012 28 a7 18 55 24.4% 1.60([0.95,2.38] 2012 Bl
Total (95% Cl) 439 445 100.0% 1.19 [0.95, 1.50] »
Tatal events 104 40
Heterageneity: Tau : 0.00; Chif=247 df=7{P=093) F=0% o 01 10 100
Testfor overall effect Z=1.90 (F=013) Favours [=180] Favours [110-144]
V.>180 vs 110-144
TorHLQ Bl
=180 110144 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Bilotta 2007 16 38 11 40 17.2% 1.53[0.82, 2.86] 2007
Farah 2007 38 48 an 41 4T A% 1.08 [0.86,1.37] 2007
Bilotta 2008 19 49 12 48 181% 1.65([0.85, 2.84] 2008 N
Chan 2008 14 55 10 54 15.6% 1.87 [0.96, 3.64] 2008 el
Hsu 2012 3 a7 1 55 1.8% 2.89[0.31,26.99] 2012 —
Total (95% Cl) 247 238 100.0% 1.36 [1.00, 1.83] >
Total events a5 A4
Heterogeneity: Tauzf 0.04, Chi*=5.69,df=4 {P=0.22),F=30% o o 10 100
Testfor averall effect: Z=1.99 (P = 0.05) Favours [=180] Favours [110-144]
V. >180 vs 110-144
A\
TN LR (K
=180 110144 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Grey 2004 2 27 11 34 146% 0.23[0.06, 0.959] 2004 — ]
Walters 2006 i] 12 1 13 3.0% 0.36[0.02, 8.08] 2006
Bruno 2008 i] 15 11 il 38% 0.09[0.01,1.38] 2008 4
Chan 2009 1 55 2 54 5.2% 0.49[0.05, 5.26] 2009
de Azevedo 2010 6 169 27 168 40.0% 0.22[0.08,0.582] 2010 —a—
Hsu 2012 G a7 10 55 33.2% 0.58[0.23,1.48] 2012 —
Total (95% Cl) 335 355 100.0% 0.31[0.18, 0.54] e =
Total events 15 62
Heterageneity: Tau®= 0.00; Chi*= 3.58, df= 5 (P=061), F=0% o o 10 100

Testfor overall effect Z=4.20 (P = 0.0001)

Favours [=180]

Favours [110-144]



VI. >180 vs 144-180
TIoMNLD FHEAFET

>180 144180 Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Giakoumidakis 2013 ¥ o107 1 1058 100.0% 5.87 [0.86, 54.87] 2013 b
Total (95% CI) 107 105 100.0% 6.87 [0.86, 54.87] e ——
Total events 7 1
o ) | , , )
Heterogeneity: Mot applicable 'D.D'I Df1 1'0 100'

Testfor overall effect: £=1.82 (P=0.07)

Favours [=180]

Favours [144-180]



