CQ12-71 MMFERFICHLTREHICHBERNLESSY CREETIHN?
CQ12-7-2 MMESEICHLTREHICHBHLZESSY D BESETIH0?

BRET—HR—R
BMEDLINE (PubMed/Ovid)
BCENTRAL
BEZHRMET
O D4t ( )
BRALEVIE
PubMed search strategy (1% H 20194 4 A 25 R)
#1 | Sepsis[mesh] OR Sepsis[tiab] 169246
#2 | "Systemic inflammatory response syndrome"[mesh] OR 123755
"Systemic inflammatory response syndrome"[tiab] OR SIRS[tiab]
#3 | “Critical lllness”’[mesh] OR “Critical lliness”[tiab] OR “Critical 109050
care”’[mesh] OR ”Critical care”[tiab] OR “Critically ill”[tiab]
#4 | “respiratory distress syndrome, Adult’[mesh] OR “respiratory 26325
distress syndrome, Adult”’[tiab] OR ARDS[tiab] OR "acute
respiratory distress syndrome”[tiab] OR "adult respiratory
distress syndrome"[tiab]
#5 | Traumaltiab] 215219
#6 | Burns[mesh] OR Burn[tiab] 66493
#7 | "Multiple organ failure"[mesh] OR "Multiple organ failure"[tiab] 20591
OR MOFTtiab]
#8 | #1 OR#2 OR #3 OR #4 OR #5 OR #6 OR #7 565409
#9 | "Vitamin D"[mesh] OR "Vitamin D"[tiab] OR “Vit D”[tiab] 79037
#10 | Ergocalciferollmesh] OR Ergocalciferol[tiab] OR "Vitamin 4891
D2"[tiab]
#11 | "Vitamin D3"[tiab] OR Cholecalciferol[tiab] OR 29862
Cholecalciferol[mesh]
#12 | Vitamin[mesh] OR Vitamin][tiab] 205931
#13 | “Ascorbic Acid”’[mesh] OR “Ascorbic Acid”[tiab] OR "Vitamin 61810
C"[tiab] OR "Vit C"[tiab] OR “Dehydroascorbic acid”’[mesh] OR
“Dehydroascorbic acid”[mesh]
#14 | antioxidants[tiab] OR antioxidant[tiab] 180650
#15 | #9 OR #10 OR #11 OR #12 OR #13 OR #14 413281




#16 | ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR | 3886739
randomized[tiab] OR placebo[tiab] OR drug therapy[sh] OR
randomly[tiab] OR trial[tiab] OR groups[tiab] NOT (animals [mh]

NOT humans [mh]))
#17 | #8 AND #15 AND #16 1591
CENTRAL search strategy (8% H 20194 4 A 23 H)

ID | Search Hits

#1 | MeSH descriptor: [Sepsis] explode all trees 3998

#2 | (sepsis):ti,ab,kw 10248
MeSH descriptor: [Systemic Inflammatory Response Syndrome]

#3 4328
explode all trees

#4 | (Systemic inflammatory response syndrome):ti,ab,kw 1194

#5 (SIRS):ti,ab,kw 676

#6 | MeSH descriptor: [Critical Illness] explode all trees 1845

#7 | (Critical Illness):ti,ab,kw 3785

#8 | MeSH descriptor: [Critical Care] explode all trees 1918

#9 | (Critical care):ti,ab,kw 8789

#10 | (Critically ill):ti,ab,kw 5980
MeSH descriptor: [Respiratory Distress Syndrome, Adult]

#11 1033
explode all trees




#12 | (respiratory distress syndrome, Adult):ti,ab,kw 2386
#13 | (ARDS):ti,ab,kw 1427
#14 | (adult respiratory distress syndrome):ti,ab,kw 2386
#15 | ("acute respiratory distress syndrome"):ti,ab,kw 1294
#16 | (trauma):ti,ab,kw 13168
#17 | MeSH descriptor: [Burns] explode all trees 1556
#18 | (Burn):ti,ab,kw 3351
#19 | MeSH descriptor: [Multiple Organ Failure] explode all trees 384
#20 | (Multiple organ failure):ti,ab,kw 1667
#21 | (MOF):ti,ab,kw 141
#1 OR#2 OR#3 OR#4 OR#5 OR#6 OR#7 OR #8
#22 | OR#9 OR#10 OR#11 OR#12 OR#13 OR #14 OR 43289
#15 OR#l6 OR#17 OR#18 OR#19 OR#20 OR#21
#23 | MeSH descriptor: [Vitamin D] explode all trees 4484
#24 | (Vitamin D):ti,ab,kw 11982
#25 | ("vit D"):ti,ab,kw 409
#26 | MeSH descriptor: [Ergocalciferols] explode all trees 1134
#27 | ("ergocalciferol"):ti,ab,kw 299




#28 | ("vitamin D2"):ti,ab,kw 220
#29 | MeSH descriptor: [Cholecalciferol] explode all trees 2606
#30 | ("cholecalciferol"):ti,ab,kw 2239
#31 | ("vitamin D3"):ti,ab,kw 2562
#32 | MeSH descriptor: [Vitamins] explode all trees 2356
#33 | (Vitamin):ti,ab,kw 25546
#34
435 MeSH descriptor: [Ascorbic Acid] explode all trees 2033
(Ascorbic acid):ti,ab,kw 3517
#36
(Vitamin C):ti,ab,kw 5970
#37
438 MeSH descriptor: [Dehydroascorbic Acid] explode all trees 9
(“dehydroascorbic acid”):ti,ab,kw 23
#39
440 MeSH descriptor: [Antioxidants] explode all trees 4543
(Antioxidant):ti,ab,kw 9183
#41 | #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR 35857
#31 OR #32 OR #33 OR #34 OR #35 OR #36 OR #37 OR #38 OR
#39 OR #40
#42 | #22 AND #41 961
#43 (trials) 941




R MEsE 219 ¢

ID | Search Hits
#1 ((BRIYE/TH or BRXMYE/TA or Sepsis/TA)) and (PT=2%5kx<) 22,616
#2 | (ZSMERERITERE/TH or £ 54 RERISAEIRE/TA or SIRS/TA)) and (PT=%3% | 17,956
EBR<)
#3 | (FEE/TH or EAE/TA or E/AE/TA or ICU/TA)) and (PT=5EkFR<) 123,742
#4 | (FIRESEAEIEEE-2M/TH or MEIRESBAEIREE-21ME/TA or ARDS/TA or 2PEIFIRESE 7,530
FEIREE/TA or MEIRESEEREE-2 M4/ TH or B AFREIRESBAEIREE/AL or "Acute
Respiratory Distress Syndrome"/TA) and (PT=5%%F&<)
#5 | (JMBITA)) and (PT=28352<) 54,229
#6 | (BME/TH or BME/TA)) and (PT=53HkFR<) 10,444
#7 (ZHEERT2/TH or ZEEZRATE/TA or MOF/TA)) and (PT=&%EkFR<) 7,425
#8 #1 or #2 or #3 or #4 or #5 or #6 or #7 210,239
#9 | (("Vitamin D"/TH or E4=> D/TA or "Vitamin D"/TA)) and (PT=2 &%) 12,722
#10 | (("Ergocalciferols"/TH or E4=2> D2/TA or "Vitamin D2"/TA or T/l AL T7zA—)L 253
ITA or Ergocalciferol/TA)) and (PT=%&:%§%k&x<)
#11 | (("Cholecalciferol"/TH or E43> D3/TA or "Vitamin D3"/TA or AL ALY T7zA—/LITA 7,268
or Cholecalciferol/TA)) and (PT=5#%8%<)
#12 | ((Vitamins/TH or EAZ2/TA)) and (PT=%Z& k<) 47,618
#13 | (("Ascorbic Acid"/TH or EA=Z> C/TA or 7 X3JLE U EE/TA or ("Ascorbic Acid"/TH or 5,004
"Vitamin C"/AL) or "Accorbic Acid"/TA)) and (PT=%%5%x<)
#14 | (("Dehydroascorbic Acid"/TH or TERB7 X3 JLE > E&/TA or "Dehydroascorbic 79
Acid"/TA)) and (PT=25& k<)
#15 | ((BiBERIEEI/TH or HiBS{E/TA and Antioxidant/TA)) and (PT=25%%<) 740
#16 49710
#9 or #10 or #11 or #12 or #13 or #14 or #15
#17 | U5 LAELLERER/TH or 254 LALLLEEER/TH or S5 L1E/AL or #EAEA{L/AL | 301,704
or LLEIEAER/AL or ERFRELER/AL or F5+AR/AL or XHER/AL or 2> FA—)L/AL or E&ER
FHZR/AL
#18 219

#8 and #16 and #17
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Ex3I>C

7 MALO 28 HFET

Witamin C Placebo Risk Ratio Risk Ratio Risk of Blas
Study or Subgroup  Events Total Events Total Weight M-H, Fioed, 95% Cl M-H, Fixed, 5% CI ABCDEFG
Fowler 2014 Too1e 5 4 AZE% 0.70 [0.32, 1.52) —i— FEEEIRE
Zabet 2016 2 14 9 14 STA%  0.22[0.06, 0.85) —— [ 1 1]
Tolal (95% CI) 30 22 100.0% 043 [0.21, 0.86] -
Total evenls ] 14
Heleropeneily: Chit = 2,50, di = 1 (P = 0.11); = 80% — - f i
. . ; 0.0 i 1 10 100
Test for overall effect £= 2.40 (P = 0.02) Favaurs [expedmental]  Favaurs [contral]
— a
77 NALD BERET
Vitamin C Placabo Mean Diffarance Mzan Difforence Risk of Bias
Study or Subgroup Maan 50 Tedal Maan 50 Taotal Waighi IV, Random, 85% C| IV, Randam, 35% C|
Fowler 2014 B GTBATG4E 16 11 BO1BL06E & 32E% 2 40 [-8.87, 4.07] &+
Hown 2015 12848 B71EaM I 14 2 W% -BA5[336 1.05] =
Megueira 2013 i) 1 11 27 13 23 197% 3.00 [-5.40, 11.40] ™
Eariar 1548 2 ] § 358 241 8 2T 1380 2567 807 —
Zaoel 208 2145 1023 14 2057 13.04 14 185% 0.88 [-T.B0. B.56] ha
Total (88% CI) 100 TE A00.0% 203 [5.81,1.74) [
Hetaragenaily. Tau® = 04T, CH2 = 490, 6 « 4 [P = 0.39) P = 2% L } } —
. 100 50 0 ]
Test for cwerall fnct: £ = 106 (P = 0.24) Fawoure [Vitaninr] Favours [oonil]
-7 S
77 NhLB® ICU HTEHAR
Yitamin C Placebo Hisk Ratio Risk Ratio Risk of Bias
Stuedy or Subgroup  Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI ABCDEFG
Crimi 2004 48 112 TE 112 4BE% 064 [0.50, 0.82] [ § [ 11111 1]
Ferron-Celma 2004 B 10 4 10 12.8% 1.50[0.60, 3.74] - [ ] .
Howe 2015 17 50 10 FO23% 075 (041, 1.38) =
Parter 1955 0 ] [ k] Wot estimable
Tanaka 2000 a 19 7 18 17.5% 1.22 [0.58, 2.57] ——
Total (95% CI) 200 171 100.0% 0,83 [0.57, 1.20]
Total events a1 ar
by 2= nit = =3(P= i 1= I t T t 1
Heterogeneity: Tau® = 0.06; C 519, df = 3 [P = 0016); 1 = 42% 001 01 T 10 100

Test for ovarall affact Z = 0,99 (P = 0.32)

T NH L@ ABEHARE

Favours [VitaminC] Favours [conbrol]

Witarnin C Placebo Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean 5D Tolsl Mesn 50 Totsl Weight IV, Randem, 95% CI I¥, Random, 95% C1 ABCDEFG
Hawe 2015 22434 17381263 S50 226 155 232 806%  -0.17 [-6.234, 7.91] [ITTITTITI]
Portar 1989 313 234 @ 43 30 9 03% 1770|4255, 7.16) I (1112113
Tanaka 2000 40 219 49 44 18 104%  -8D0 (3291, 14.51) —T [ 1 1111 Bd
Total (95% CIj 78 40 100.0%  -2.69[10.32, 4.04]

Haleroganaily. Taw' = 1.5 Chi* = 2.04, df = 2 [P = 0.36), F = 2%

Tast for aversll affact £ =065 (P = [.45)

100

£

b S

t 1
&0 100

Fawaurs [VitlaminG] Favours [centrol)



77 bHLO® AKI

Witamin C Placebo Risk Ralio Rigk Ratio Rizk of Bias
Siudy or Subgroup Events Tolal Evenis Tolal Weight M-H, Random, 95% CI M-H, Random, 85% CI A BCDEFG
Tanaka 2000 0 19 0 18 Nat estimatls [ITTIT R
Total (95% €I) 19 18 Hot estimable
Tolal gvants a o
delerrn?enel'ly: N;t ?[fupllcat:le i am o 1 30 00
Test for overall effect: Not applicable Favours [VitaminC] Favours [condral]
> ~ <
x> D
Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Amrein 2014 52 237 68 238 84.8% 0.77 [0.56, 1.05] @
Leaf 2014 6 36 7 31 8.7% 0.74 [0.28, 1.96] - @
Parekh 2018 0 33 1 35  08% 0.35[0.01, 8.37] - [ ]
Quraishi 2015 5 20 3 10  5.6% 0.83 [0.25, 2.80] . @
Total (95% CI) 326 314 100.0% 0.76 [0.57, 1.02] ¢
Total events 63 79
Hhy 2= i2 = = = - 12 = 0% t t t t
Heterogeneity: Tau? = 0.00; Chi? = 0.25, df = 3 (P = 0.97); I* = 0% '0.005 011 ] 1'0 ZOd

Test for overall effect: Z = 1.83 (P = 0.07)

Favours [VitaminD] Favours [Placebo]

77 bALD 280r30 HZFETL

Experimantal Control Risk Ratic Rizk Ratio Risk of Bias
Study or Subgroup Events  Total Events Total Weight M-H, Random, 35% Cl M-H, Random, 95% CI|
Han 2016 5 20 2 i &31% 1,26 [0.29, 6,35]
Parakth 2018 2 33 2 35 IEI% 1.06 (218, 7.10]
Tetal (85% CI) 53 45 100.07% 1.18 [0.37, 3.73]
Tatal events 7 4

Hatarogenaity: Tau® = 0.00; Chi* = 0.02, = 1 (P = 0.88); P =0%
Tasd for ovesall eflect: Z = 0.28 {P = 0.7TB}

L
10 100
Favaurs [conirel]

k u 1
am a1 1
Favours [sxparimantal]

77 AL 90 HFEET

77k H LB

ICU ZETC



Experimental Contrel Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup  Events  Total Events Tofal Weighi  M-H, Random, 85% CI M-H, Random, 85% CI ABCDEFG
Amrein 2014 54 237 63 238 100.0% 0.86 [0.63, 1.18] [T TTTTT
Tatal (35% C1) 237 238 100.0% 0BG [0UE3, 1.18]
Tatal events 54 63
:etf::f“e'l’l'l "ﬁ" Qf‘;,"c_*:':x S 001 01 1 w0
st for verall affect 2=0.93 (P = Fevours [axparimental]  Favours [control)
Exparimantal Control Risk Ratlo Risk Ratic Risk of Bias
Study or Subgroup Events  Tolal Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Amirmansour 2012 2 a0 12 40 4.0% 0.33 |0.08, 1.35)
Amrain 2011 [+ 12 B 13 116% 1.08 [0.48, 2 45]
Amrein 2014 67 237 84 238 84.4% 0.80 [0.61, 1.04] L1 L1 L.1]1)J
Total (85% CI) 264 201 100.0% 0.80 [0.60, 1.06]
Tatal events 75 102
Hi ity: Tau? = 0.01; Chi* = 208, df = 2 (F = ;17 = 49 t f t {
1e"_crrumncrrr" E':.u“. E 4 ;'", J?‘zdf (F=0.35% 7 = 4% oM a1 i 10 100
astfor pvera =154 (F=012) Favours [experimental] Faveurs [eantrol]
— i
77 MhL® BERIET
Experimental Contrel Risk Ratio Risk Ratio Fisk of Bias
Study or Subgroup Events Total Events Total Weight  M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Amiren 2014 B3 237 102 238 100.0% .82 [0.65, 1.03] [TTITTTIT]
Total (35% Cl) 237 238 100.0% 0.8 [0.65, 1.03)
Tatal awants B3 102
:ED?::?MEI:] \.;'. a::nr;h-:_:a::ul;-d P hot o4a 7 o 00
st far gremll afeel £ = =R Favours [axparimental]  Favours [control]
7
77 rHL® 180 HIET
Expermaontal Lontrol Mean Differonce Mear Diference Risk of Bias
Sthady or Subgraup Mean 80 Total Blean 80 Total Weight IV, Randoem, 85% & 0, Random, 5% &1 ABCDEFG
Amrain 2077 12 13497800 12 10GEREET 16.611718 13 68% 1355 FI046 1313 T [ ]
Amrein 2014 501 32386935 73T 435 ITEE83 3@ TN B20(0.7H, 11.81) = ®
Han 2018 158 12007814 20 F2] 1410 B8% -T10 1728, A0 - L]
Leal 2074 AT 1003700 11666667 T.7T1874% A% =133 |F5.60, Z54] b
Parekh 2018 & GAPEEES 33 43333333 23186383 35 FRAW 187 [0.34 387 m
Gumishi 2018 GEGGEEET T.OM02488 30 11033333 GBE0OZTT 10 ATS% BT [11.01,-033] -
Tatal (85% CI) 158 1T eAE% 0.24[272 1.3 L]
Heteragenefy: Tau® = 10.17; Ghi* = 1247, &f = & (P = 0.02% 1* = §3% Foe & 5 00
Teal for overal effect: Z = 0,14 [P = 0&3) Faedrs [anparivanial] Favaurs forool]

77 bAL® ICUBERH



Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean sD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 85% CI ABCDEFG
Arnrein 2014 501 32399935 237 439 2758383 238 8.9% 6.20[0.79,11.61] ~
Han 2016 159 12007314 20 23 14 10 25% -TA0[M7.25 3.08] -
Leaf 2014 10.333333 10.037004 36 11.666667 7.7718749 I 143% -1.33[5.60,294] I
Parekh 2018 B 54246668 33 4.3333333 23180383 3|\ O6S1% 1.67 [-0.34,3.67] | |
Quraishi 2015 5.66B6E67 7.3302485 20 11.333333 6.8800277 10 92% -567F11.01,-0.33] -1
Total (95% CI) 346 324 100.0%  0.75[-0.87, 2.36]
Heterogeneity: Chi*=13.46 df=4 (P = 0.009); F= 70% ! t t {
-100 -a0 0 Al 100
Testfor overall eflect: 2= 0.91 (P =0.37) Favours [experimental] Favours [control]

77 bHL®-1 ICUMERZ Low RoB (V74 )L— 7#&4T)

Experimendal Canknal Mean Differonce Mean Differsnce Riak of Biss
Ehudy or Subgreup B0 Tofal Maan S0 Tolal Waighi IV, Random $5% CI I, Random, $5% CI ABCDEFG
Amrain 2011 I0IEA0E 12 20.333333 24 9166TS 13 3E% - -
Amrein 2014 ek W an.?  2F.5B3B3  25E  1EE% gLy - &
Hais 2076 12 #8107 il a6 18 10 E0% -14.85 [-27 A2, —
Joar 2018 onrr -] 5.44 0.85 50 AW .88 [-2.00, -1 L
Leaf 2074 1EEse W 22 11gsTEIZ ¥ 1R 167 .41, 7.25) T
Parakh 2018 T BIeGdIES 33 14,333333 T T2OT0Ld 3L 18TR 1353274, 5.47] b d
Craishi 2018 4 BITToERL 0 20333333 11.180048 17 1Mes B33 [-17.18, -1.81] Bl
Total (35% CI) 408 387 100.0% .78 [-4.42, 2 8&] L
Helerogonoty: Tau® = 13.18; Chi* '212.3. di= 6 (P = 0002} "= T2% I-1:ICI .5'[! H 5‘0 100'

! 4 7 = .47 [P = 058 L ; -
Taal Tor cvarail effect: Z = 0.42 ' Favours [expenimental  Favours (controf

7O RHLD ABEHARE

79 b HLD-1 ABEHEAR Low RoB (¥ 74 L— J#247)

Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean sD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Arnrein 2014 5535 32.399935 237 482 2758383 238 23.0% TA5[1.74,12.58) =
Han 2016 2115 12818107 20 36 18 10 3.9% -1485[27.92 -1.78] -
Leaf 2014 23.666BE7 11.581159 36 22 11.657812 N 6% 1.67 [-3.91,7.28] T
Parekh 2018 15.666EE7 9.2994283 33 14.333333 7.7297944 35 40.5% 1.33[2.74,5.41] ol
Quraishi 2015 14 82779625 20 23.333333 11.180045 10 11.0% -9.33[17.15,-1.61] -
Total (95% CI) 346 324 100.0% 0.93 [1.66, 3.52]
Heterogeneity, Chi*= 17.39, df= 4 (P = 0,002 F= 77% TR P
Testior overall effect 2= 0.70 (F = 0.48) Favours [experimental] Favours [control]

77 rHL® H CallfE

Experimantal Contrel Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Randorn, 95% CI
Amien 2011 ] 12 [y 13 Mual eslimalre
Amrsn 2014 1 4 4 37 1000% n2zpoos 188 —— T
Leaf 2014 o 36 [y 31 Mot eslimabe
Parekh 2018 ] 3 [+ a5 Mol eslimable
Total (35% CI) 124 116 100.0% 0.22 [0.03, 1.84] -
Tatal avents 1 4

. P | : ' |
Haterogenaily: Nof applicable o o1 M o 100

Tast for averall effect 2= 1.40 (P = 0.16) Favours [exparimental] Favours [contral]
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