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PubMed search strategy (8% H 20194 4 A 21 H)
#1 | "sepsis”[MeSH] OR “sepsis”[tiab] OR “shock, septic”[MeSH] OR 818380
(septic[tiab] AND shockl[tiab]) OR infection[Mesh]
#2 | “immunoglobulins, intravenous”[MeSH] OR (immunoglobulin[tiab] 18905
AND intravenous[tiab])
#3 | animals [MeSH] NOT humans [MeSH] 4572592
#4 | #1 AND #2 1726
#5 | #4 NOT #3 1650
CENTRAL search strategy (8% H 2019 % 4 A 21 H)
#1 MeSH descriptor: [Sepsis] explode all trees 3998
#2 | (sepsis):ti,abkw 10248
#3 | MeSH descriptor: [Shock, Septic] explode all trees 771
#4 | (septic shock):ti,ab,kw 2738
#5 #1 OR #2 OR #3 OR #4 12972
#6 MeSH descriptor: [Immunoglobulins, Intravenous] explode all trees 768
#7 | (intravenous immunoglobulin):ti,ab,kw 2313
#8 | (immunoglobulin):ti,ab kw 1242
#9 | (ivig):ti,ab,kw 12103
#10 | #6 OR #7 OR #8 OR #9 12538
#11 | #5 AND #10 377
EFRRMET search strategy (#&%H 20194 4 A 21 H)
#1 | (BRISE/TH or BRIMYE/TA)) and (PT=5=3&EFR<) 22405




#2 | (Cavy-BIEME/TH or 3y y-BIIEME/TA)) and (PT=%& 5098
5439
#3 | (BX&/TH or BXE/TA)) and (PT=2:E %R 303785
#4 | #1 OR #2 OR #3 307348
#5 | ((Globulins/TH or ' @712 /TA)) and (PT=25&#%k&<) 128419
#6 | (BRIRAIZ5/TH or 82ARMNIXE/TA)) and (PT==& R 36165
#7 | #5 AND #6 6316
#8 | (BRERTAR -ZEFEME/TH or BRERTAZE/TA)) and (PT=Z kR 171833
#9 | #4 and #7 and #8 132




PRISMA 70—

2159 records identified through database searching

1650 MEDLINE (via PubMed)

377 Cochrane CENTRAL

132 ICHUSHI

No additional record identified thraugh ather sources

i

[2083 records after duplicates removed

|

[2083 records screened

]4.[2056 records excluded

[27 full-text articles assessed for eligibility

]4.

18 full-text articles excluded, with reasans
& Different study design

1 Different Intervention

1 No outcome data

4 Different language ather than
English/Japanese

3 Duplicate paper
1 Study pratocal

|

[9 studies included in qualitative synthesis

|

9 studies included in quantitative synthesis
(meta-analysis)

Risk of Bias H¥<!)—

Burns 1991
Darenberg 2003
Ce Simone 1988
Dominioni 1996
Grundmann 1988

Madsen 2017
Marenovic 1998
Masaoka 2000

VWerdan 2007

Randam sequence generation (selection hias)

-

@

~ | @ | @ | Alocation concealment (selection bias)

® 06 e 6 6 e ®|nompleteoutcomedata (atrition bias)
® O e 6 e 6| 1 | ®|seecterepotng(reporting hias)
0 - ® O e e @) octernias

® 00 ® 0O O 0 ® ®,|slidngofparcipants and personnel (performance bias)
® O 66 60 0| e e sidngofoutome assessment (detection bias)
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Favours IVIG Control Risk Ratio Risk Ratio

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

De Simone 1988 7 12 ] 12 94% 078044 1.39 1988 I

Grundrmann 1988 15 24 19 22 159% 0.72[0.51,1.03] 1988 —=

Burns 1991 4 25 3 13 2.5% 069018 264 1991 e
Darninioni 1996 19 57 36 56 13.7% 0.52[0.34, 0.79 1996 —_—

Marenovic 1958 16 40 27 40 131% 0.59[0.38, 092 1998 e

Masaoka 2000 32 230 46 202 1349% 0.61[0.41,082 2000 —

Darenberg 2003 2 10 4 11 21% 0.55[0.13 2.38] 2003

Werdan 2007 126 321 113 303 220% 1.05[0.86,1.29] 2007 -

Madsen 2017 11 50 14 50 T.A% 0.79[0.40,1.56] 2017 .

Total (95% CI) 769 709 100.0% 0.72 [0.58, 0.90] <

Total events 232 271

Heterogeneity; Tau®= 0.05; Chi*f=15.54, df= 8 (P = 0.05); F= 49% I f t f I i
Testfor overall effect Z= 2 84 (P =0.003) 01 ulfelr-;uur%?'u’lG Fa'-;nzurs cu?ntru? 0

7 IrHLD FET=ZE (Low RoB [BTE)

Favours IVIG Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CIl
Darenherg 2003 2 10 4 11 1.7% 0Aa58[013, 2.38] 2003 '
Wierdan 2007 126 321 113 303 906% 1.05[0.86,1.29] 2007 -
Madsen 2017 11 ] 14 a0 % 078040, 1.86] 2017 .
Total (95% Cl) 38 364 100.0% 1.02 [0.84,1.23] L 3
Taotal events 1349 131
Heterogeneity: Tau fD.DD;Chl =134, df=2(P=051)F=0% D10 o' 1 =
Testfor overall effect Z=0.18 (P =0.85) Favours IVIG  Favours contral

7IrHLQ ICU AEHARS

VIG Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% ClI
Grundmann 1988 228 187 24 13 1441 22 201%  1.80[7.41,1041] 1588 Inl—
Daminioni 19496 14 17 a8 26 16 20 103% -7.00[-1585 1.85] 1896 I —
Maranaovic 1598 28 12 24 25 9 13 307% 300385 9.85 14988 —T
YWerdan 2007 229 207 147 26 389 14F  289% -340[10.22 407 2007 —
Total (95% Cl) 233 202 100.0% 1.10[-5.44, 3.25] ?
Heterogeneity: Tau*= 3.78; Chi*= 3.71, df= 3 (P = 0.29); F=19% I } 1 f {
Testfor overall effect Z= 0.49 (P = 0.62) =0 1o ! 10 20
. : : Favours IMIG  Favours control

TINHLR FEHER

VIG Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl Year M-H, Random, 95% CI
Werdan 2007 732 4 303 345% 1.656[0.49 5.548] 2007 L —
Madsen 2017 8 &0 11 50 F5.5% 0.73[0.32,1.65 2017 —il—
Total (95% CI) 37 353 100.0% 0.97 [0.45, 2.08] ~ il
Total ewents 15 15
Heterogeneity, Tau®=0.06, Chi*F=1.21, df=1 (P=0.27), F=17% I t t 1 I |
Testfor overall effect =009 (P=0.93) 01 D!-Zza'\-'aurii-?'v"lG Fa'\-'gurs CEIIEU’D? 0
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