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Clinical suspicion of NSTI

Management according to the
2014 IDSA guidelines

Immediate antibiotic

treatment

Broad spectrum (strong
recommendation/low level of
evidence)

Penicillin + clindamycin if
GAS suspected (strong

recommendation/low level of
evidence)

Adjuvant measures
- Theoretical benefit for GAS
and S. aureus NSTIs
- No IDSA recommendation
- Room for trials
* HOT?
Not recommended by IDSA

(strong recommendation/low
level of evidence)

Urgent surgical debridement*
(strong recommendation/low
level of evidence)

ICU admission and Post-operative
management of organ management
failures * Daily wound care

Supportive care * « Second look »
Analgesia surgery*
Nutritional support * Reassess antibiotic
Check tetanus vaccination spectrum
status**

(Intensive Care Med 2017 May 4. PMID: 28474117)
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Table 2. Staphylococcal and streptococcal superantigens
Staphylococcal Streptococcal

Toxic shock syndrome toxin-1* (TSST-1) Streptococcal pyrogenic exotoxins A,* B, C,
F (SpeA, SpeB, SpeC, SpeF)
Staphylococcal enterotoxin types A B,” C1*
C2,C3, D, E(SEA, SEB, SEC1-3, SED,

Streptococcal superantigen (ssa)
SEE)

« SAgsIITHARE &antigen-presenting cell (APCs) dMHC class 11
complexZIHFEN (RS ED LT THilRZBEE=E.

(CMNEEJ 1997;19:33-40)



T-cell receptor

Normal
antigen

S

T-cell proliferation
and anergy

Clinical
symptoms

Expert Rev. Clin. Pharmacol. ® Future Science Group (2010)
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IVIGETHReDE M b= HIHI U, IL-1, IL-6.
TNF-aZ2 EDY A A > DEEZHIHI 9 D1FH-

N2 (Crit Care Clin 2013:29:651-675)
D (Clin Infect Dis 1999:28:800-7)
(J Immunol 1996;156:3057—64)
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Mechanism of antiinflammatory effect of IVIG

e Decreases in the production of proinflammatory cytokines

o Tumor necrosis factor «
o IL-12 and IL-6

e Downregulation of adhesion molecule and chemokine and chemokine-receptor expression

e Neutralization of SAgs




A survey of physician's attitudes regarding
management of severe group A streptococcal
infections

Table II. Infectious diseases specialists recommended manage-
ment for severe group A streptococcal infections®.

R =S === - oI P

Streptococcal toxic shock +/ — necrotizing

fasciitis
Intravenous penicillin 189 (99.5) ine] i
Intravenous clindamycin 182 (95.8) >|VIG @1§ 7RI
Intravenous immunoglobulins (IVIG) 172 (90.5) 0
Activated Protein C 45 (23.4) STSS_)905 %)
Other 18 (9.5) 0
Necrotizing fasciitis without toxic shock ) N F_>3 5 3 A)
Intravenous penicillin 186 (97.9) i
. 0)
Intravenous clindamycin 185 (97.4) GAS & ﬁ _>489 /)
Intravenous immunoglobulins (IVIG) 67 (35.3)
Activated Protein C 3 (1.6)
Other 19 (10.0)
Bacteraemia + hypotension®
Intravenous penicillin 188 (98.9)
Intravenous clindamycin 163 (85.8)
Intravenous immunoglobulins (IVIG) 03 (48.9)
Activated Protein C 4 (2.1)
Other 15 (7.9)

(Scandinavian Journal of Infectious Diseases 2006:38:977-982)
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SSCG 2016T(FIEEETR L (weak recommendation, low quality of evidence)

»2013FdDCochrane systematic reviewT(d. IVIGIRS(CKD
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(Cochrane Database Syst Rev 2013; 9: CD001090)
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Figure 4. Polyclonal IVIG versus placebo or no intervention, outcome: all-cause mortality by type of
polyclonal IVIG, sensitivity analysis, low risk of bias trials.

VIG Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.9.1 Standard IVIG, adults
Burns 1991 4 25 3 13 3.2% 0.69[0.18, 2.64) -1
Darenberg 2003 1 10 4 11 31% 0.28 [0.04, 2.07]
Werdan 2007 126 321 113 303 93.7% 1.05[0.86, 1.29]
Subtotal (95% CI) 356 327 100.0% __ 1.020.84, 1.24]
Total events 131 120

Heterogeneity: Chi*= 2.04 df=2 (P=0.36), I*= 2%_
Test for overall effect: Z=017 (P = 0.86)

2.9.2 IgM enriched VG, adults

Hentrich 2006 27 103 29 103 68.3% 0.93[0.60, 1.46) .‘
Rodriguez 2005 8 29 13 27 31.7% 0.57[0.28, 1.16] —&r
Subtotal (95% CI) 132 130 100.0% 0.82 [0.56, 1.19] ‘
Total events 35 42

Heterogeneity. Chi*=1.29,df=1 (P=0.26), F= 23%
Test for overall effect Z=1.05(P=0.29)

2.9.3 Standard \VIG, neonates

Brocklehurst 2011 686 1759 677 1734 99.0% 1.00[0.92,1.09] .
Mancilla-Ramirez 1992 2 19 2 18 0.3% 0.95[0.15,6.03)

Weisman 1992 2 14 5 17 0.7% 0.49[0.11,2.13)

Subtotal (95% Cl) 1792 1769 100.0% 1.00 [0.92, 1.08] 1
Total events 690 684

Heterogeneity. Chi*=0.91,df=2 (P=0.63); F=0%
Test for overall effect. Z=0.11 (P=0.91)

0.01 01 1 10 100
Favours IVIG Favours control

Test for subaroup differences: Chi*=1.08, df=2(P=0.58), F=0%

(Cochrane Database Syst Rev 2013; 9: CD0O01090)
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Intravenous Immunoglobulin and Mortality in
Pneumonia Patients With Septic Shock: An
Observational Nationwide Study
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Table 2. Comparisons of Qutcomes Between Groups

Intravenous Risk Difference

Group Immunoglobulin Control (95% Confidence Interval)
Unmatched groups

28-day mortality 37.8% (601/1324) 35.3% (2453/6940) 2.5% (-.3 10 5.3)

In-hospital mortality 48.8% (646/ 1324) 47 1% (3269/ 6940) 1.7% (=1.3 to 4.6)

Catecholamine-free days (SD) 11.3(11.3) 12.1 (11.5) -0.78 (=1.5t0 —-.10)

Ventilator-free days (SD) 8.3 (9.6) 9.4 (10.3) —1.1 (1.7 to —.63)
Propensity-matched groups

28-day mortality 36.7% (383/1045) 36.0% (376/1045) 0.7% (3.5 to 4.8)

In-hospital mortality 47.9% (501/ 1045) 46.7% (488/ 1045) 1.2% (3.0 to 5.5)

Catecholamine-free days (SD) 11.5(11.3) 12.3 (11.5) -0.82 (-1.8 t0 .15)

Ventilator-free days (SD) 8.7 (9.8) 9.1 (9.9) -0.47 (-1.3 to .38)
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Table 2. Study end points for 53 patients with streptococcal toxic
shock syndrome who were treated with or without intravenous immu-
noglobulin.

Cases Controls
End point (n = 21) (n = 32) P value*  OR (95% CI)'
No. (%) who
survived for
7d 19 (90) 16 (50) <.01 16.0 (2.0-129)
30 d 14 (67) 11 (34) .02 7.7 (1.5—14.3)
Median no. of d
intubated
(range)* 7 (2-55) 8 (0-25) 78 NA

Mean no. of d
hospitalized
(rangﬁ)I 29 (13-92) 39 (7-143) 87 NA




Table 1. Clinical characteristics of 53 patients with streptococcal toxic shock syndrome who were

treated with or without intravenous immunoglobulin.

Cases Controls
Characteristic (n = 21) (n = 32) P value OR (95% CI)*
Mean age in y (SD) 52 (23) 60 (19) A8 NA
No. (%) of males 11 (52) 18 (56) 78 0.86 (0.25-3.0)
Mean APACHE II score
(SD) 26 (8.7) 25 (8.6) .99 NA
Median time in h (range)’ to
Admission 40.5 (4-240) 64.5 (3-240) 31 NA
Antibiotic therapy* 43 (5-241) 69 (3—-246) 26 NA
No. (%) who received
Clindamycin 20 (95) 17 (55)° <01 15.7 (2.0-730)
_Surgery 14 (67) 12 (38) .04 3.2 (0.9-12.6)
No. (%) with site of
infection
Soft tissue 14 (67) 19 (59) 10 2.5 (0.7-9.1)
Lung 4(19) 5(16) 75 1.1 (0.2-6.7)
Other 3(14) 8 (25) 35 0.5 (0.1-2.5)
No. (%) infected with M
serotype
Ml 10 (48) 2 (6) <.01 12.5 (2.3-100)
M3 4 (19) 9 (28) 46 0.6 (0.1-2.6)
Other 7 (33) 21 (66) 02 0.3 (0.1-1.0)
No. (%) with toxin gene
speA 12 (57) 12 (38) 16 2.2 (0.6-7.9)
speC 6 (29) 17 (53) 08 0.4 (0.1-1.3)

ULHU. CLDMOERR»OFT~Z (/225 (FZnon-IVIGTERICIEL)
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Intravenous Immunoglobulin G Therapy
in Streptococcal Toxic Shock Syndrome:

A European Randomized, Double-Blind,
Placebo-Controlled Tiial
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Anna Norrby-Teglund,' and the Streptlg Study Group®
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Sweden

(Clin Infect Dis 2003; 37: 333-40)
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Table 3.
intravenous polyspecific 1gG.

Primary and secondary end points of a study assessing the efficacy of administration of high-dose

All included patients

Patients with GAS only

IVIG group  Placebo group IVIG group Placebo group
End point (n = 10) (n =11) (n = 8) (n = 10)
Primary: mortality day 28, no. (%) of patients 1(10) 4 (36) 1 (12.5) 3 (30)
Secondary
Time to resolution of shock,® h
Mean 88 122 100 122
Median (range) 96 (2-159) 108 (47-294) 108 (2-159) 108 (47-294)
Time to no further progression of NF/cellulitis, h
Mean 68° 36° 69° 36°
Median (range) 20 (2-168)° 24 (19-72)° 20 (2-168)° 24 (19-72)°
Mortality day 180, no. (%) of patients 2 (20) 4 (36) 1(12.5) 3 (30)
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Clinical Efficacy of Polyspecific Intravenous
Immunoglobulin Therapy in Patients With
Streptococcal Toxic Shock Syndrome: A
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Anna Linnér,' Jessica Darenberg,” Jan Sjolin,’ Birgitta Henriques-Normark,>*® and Anna Norrby-Teglund'

'Department of Medicine Huddinge, Center for Infectious Medicine, Karolinska Institutet, Stockholm, “Public Health Agency of Sweden, Solna,
3Depanment of Infectious Diseases, Uppsala University, *Department of Microbiology, Tumor and Cell Biology, Karolinska Institutet, Stockholm, and
“Karolinska University Hospital, Solna, Sweden

(Clin Infect Dis. 2014:59:851-7)
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Table 2. Predictors Expected to

Influence Survival in

Streptococcal Toxic Shock Syndrome Patients: Crude and

Adjusted Results
Simple Logistic Multiple Logistic
Regression (Crude Regression (Adjusted
Results) Results)®
Variable OR (95% Cl) PValue OR(95% Cl) PValue
SAPS 1.05 (1.0-1.1) 007 1.1 (1.0-1.1) 007
Clindamycin 75 (2.0-27.3) 002 8.6 (1.8-40.4) 007
VIG 6.7 (1.7-25.7) 006 56 (1.2-26.9) 030
Surgery 44 (1.4-13.9) 012
No. (%) with toxin gene
speA 6 (26.1) 7 (15.9) NS
speC 12 (52.7) 21 (47.7) NS
speA plus speC 2(8.7) 3 (6.8) NS
Clindamycin treatment, No. (%) 21 (91.3) 31 (70.5) NS
Surgery, No. (%) 16 (69.6) 11 (25.0) <.001
Hospital stay®, d, median (range) 28 (9-102) 24 (6-155) NS
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IVIG Cases Non-lVIG Cases

Mortality Mortality Odds Ratio
Comparison of NF shock cases No. (%) No. (%) P Value of Mortality
All cases; unadjusted 164 26.8 3963 194 02 -
Matched pairs, unadjusted 161 27.3 161 236 44 =
Matched pairs adjusted by multivariable 161 273 161 236 99 o

logistic regression™
Matched pairs, treated with clindamycin'! 153 26.3 153 25 79 L
Matched pairs receiving IVIG within 2 days' 90 289 90 30 99 0
Matched pairs coded for TSS, GAS, and/or SAT 56 16.1 56 214 63 =
l | | l | J

-O.i 0.0 0.5 1.0 1.5 2.0 2.5
Favors IVIG Favors non-IVIG

| 77 I)L—7##7 (CLDM. TSS. GAS/S.aureus) THAEEZEIFR U]
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Ole Hyldegaard? and Anders Perner"

INSTINCT study

(Intensive Care Med. 2017 Apr 18)
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Intervention
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Primary Outcome
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Secondary Outcome
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Statistical Analysis
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Result



129 patients were
screened for eligibility

201454/7~201653/1

129 AMNRO)——_270
—100 N &8k
—50 A9 Df

29 were excluded
17 did not have NSTI
5 were not admitted to the ICU
> 4 had active treatment withdrawn on admission
2 had received >1 dose of IVIG
1 was diagnosed >48 h before screening
1 due to lack of research capacity
1 had previous allergic reaction to IVIG

-

Wr=ile !

100 patients randomised - -

; '

50 assigned to the 50 assigned to the

\

-

Fig. 1 Flow of trial participants in the INSTINCT trial including screening of patients suspected for NSTI, those not eligible, and those excluded, ran-
domised and followed up. Two patients fulfilled two exclusion criteria. ICU intensive care unit, IVIG intravenous immunoglobulin G, NSTI necrotising

42 (84%) included in the
analysis of the primary
outcome

50 (100%) included in the
analyses of the secondary
outcomes

soft tissue infection, SAR serious adverse reaction

45 (90%) included in the

analysis of the primary
outcome

50 (100%) included in the

analyses of the secondary |

outcomes

IVIG group placebo group
4 discontinued the trial protocol 7 discontinued the trial protocol
1 discontinued on the request of 3 discontinued on the request
surrogates ¢-----=-==--< e m===--- »> of surrogates
3 discontinued due to a SAR 4 discontinued due to a SAR
In_8 patients SF-36 scores < »{ In 5 patients SF-36 scores
were not obtained were not obtained

-




Table 1 contiuned

Table 1 Baseline characteristics and microbiological findings

Age, years 59 (50-69) 61 (50-71) S. aureus 0 3/13 (23%)

Male gender 30 (60%) 32 (64%) Other aerobic bacteria’ 6/16 (38%) 4/13 (31%)

BMI, ka/m’ 26.1 (23.6-336) 27.7(24.7-31.3) Anaerobic bacteria* 1/16 (6%) 2/13 (15%)
Fungi 0 0

»
::;‘ ‘

Diabetes (type  or li) 13 (27%) 14 (28%) Data are median (IQR), n (%) or number of patients/total number in the
Chronic liver disease 0 4 (8%) group (%). The values for the SAPS Il, SOFA score, septic shock, acute kidney
. A , . — injury and mechanical ventilation pertain to the 24 h before randomisation.
Chronic kidney disease 2 (4%) 2 (4%) Microbiological results were obtained from tissue samples or blood cultures
Haematopgical malignancy 2 (.4%) 3 (6%) Z,::l J— A - ~z

Other active malignancy 2 (4%) 2 (4%) M - lﬂ_{lTj . 6 Oﬁ H IJ 'fﬁ

phy

' - .
Home 47 (94%) 46 (929%) =5 ;"‘ = - ;%/] 5 %‘J 5
Nursing home 1 (2%) 2 (4%) ?q SIEI= SOFA 8““\ SAPS I i 43““
Rehabilitation facility 2 (4%) 1(2%) Ln ==+ 3 W . o)
Unknown 0 1(29%) “2 /H\& E Ié / 3 / 7 . %/\]40 /0
SHeGNSTI e
Extremities/head/neck 26 (52%) 26 (52%) Py A__ﬂ? ﬂ&%“_'l_:_' ) ﬁ'}/\] 9609%
Other anatomical site 24 (48%) 24 (48%) co1;
SAPS IIP 43 (34-54) 42 (33-54) scq| 33 EEFTORS X “
SOFA score’ 8 (5-10) 7 (4-9) fl Eé—@%(iGASb\ N=1 3/9 1. S. au reushH
Septic shock® 20 (41%) 18 (40%) $Ca
Mechanical ventilation® 48 (96%) 47 (94%) 4 d N — 3/9 1

Acute kidney injury’ 5 (10%) 1 (2%) ":v’l

Time from admission to primary 18 (6-40) 25 (6-50) ag

Tlrize;ra(;;:’;:]r:::gopelatlon to 7 (5-10) 7(6-10) fnl(: A K I t ;ﬁ{’FR { b ﬁﬁ @ I V I G miﬁm J/x 91\

randomisation, hours

IVIG before randomisation”

8 (16%)

20 (40%)

Polymicrobial infection'
Group A streptococcus
S. aureus
Other aerobic bacteria’
Anaerobic bacteria®
Fungi

Monomicrobial infection

Group A streptococcus

31/47 (66%)
4/31 (13%)
5/31 (16%)
29/31 (94%)
18/31 (58%)
4/31 (13%)
16/47 (34%)
9/16 (56%)

31/44 (70%)
1/31 (3%)
3/31 (10%)
31/31 (1009%)
20/31 (65%)
3/31 (10%)
13/44 (30%)
4/13 (31%)

" A

JER=2S5A 2 EBRC

' For IVIG group, n = 3 without positive microbiology. For placebo group, n =6
without positive microbiology

! Other aerobic bacteria include streptococci other than group A streptococcus,
staphylococci other than S. aureus, enterococci, gram positive cocci other than
streptococci, staphylococci or enterococci, enterobacteriacae, gram negative
cocci, and vibrio species

¥ Anaerobic bacteria include clostridium species, bacteroides species,
fusobacterium, mycobacterium or any other bacteria classified as anaerobic
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Table S9 Co-interventions given after randomisation

IVIG group Placebo group
n=50 n=50
HBO treatment 47 (94%) 47 (94%)
Number of HBO sessions® 3 (32l — — : y
b | i = = = —_
ength of U s, v [ EERRE D IEIE 2B
Length of mechanical ventilation, days 5 (7L ) =
Number of surgical procedures" 5 (4-7) 5 (4-7)
Skin defect, % of body surface area’ 4 (2-7) 5(2-10)
Antibiotics used in the ICU
Penicillin 3 (6%) 4 (8%)
Dicloxacillin 1(2%) 0
Piperacillin/tazobactam 4 (8%) 0
Meropenem 49 (98%) 50 (100%)
Cefuroxim 1 (2%) 1(2%)
Ceftriaxon 1(2%) Z1070) ™
Ciprofloxacin 50 (100%) i Cl D M qu o= J:\) /\'fﬁll QE. ‘
Gentamycin 2 (4%) ' TtZ7%] —_—
Clindamycin 49 (98%) 50 (100%) _
VVancomycin 4 (8% 6(12%
Linezolid 4 (8%) ) _ 0
Colimycin 0 N CNDAER [ 2rF0\\
Rifampicin 1(2%) VAUIVIV/] 1JVvo 7 ‘o~ V
Metronidazol 12 (24%) 3 (6%)
Fluconazol 4 (8%) 3 (6%)
Anidulafungin 1(2%) 0
Amphotericin B 1(2%) 0




Table 2 Administration of the SF-36 questionnaire

Completed questionnaires 31/50 (62%) 31/50 (62%)
Questionnaires not completed 19/50 (38%) 19/50 (38%)
Death 11/50 (22%) 14/50 (28%)
Missing 8/50 (16%) 5/50 (10%)
Time of questionnaire completion, days after randomisation 190 (182-198) 192 (183-200)
Questionnaire administrationmode
Telephone interview 30/31 (97%) 27/31 (87%)
Face-to-face interview 1/31 (3%) 2/31 (6%)
Self-administration 0/31 2/31 (6%)

Data are number of patients/total number in the group (%) or median (IQR)

s VT — N DEEEIEHEFT62%
- missing datald&it<13%




Primary Outcome

o —IRFEEATCIE87 NZITTHEHT :
»IVIG 42N vs. TS5/ 45N

. FEHPPCSRX 771336 vs. 31TBHERZEZR L (p=0.81)

Table 3 Primary and secondary outcomes

PCS score adjusted for site of infection® 36 (0to 43) 31 (0to 47) 1 (-7 to 10) 0.81°¢

[29] (28]



IR EERT



Table S1 Pre-defined secondary analyses of the primary outcome in the intention-to-treat population

Mean difference

IVIG group Placebo group (95% Cl)
PCS score adjusted for site of infection, SOFA score
at baseline ajnd age® (30] (26] 4(-41012)
PCS score with missing values imputed, adjusted for
site of infection” ° " | [31] [29] 2(-6t0 10)
PCS score with missing values imputed, adjusted for (32] 28] 3 (-4 to 10)

site of infection, SOFA score at baseline, and age”

o N—XRXTA 2 DFHYPSOFARX 77 CTiRETLTZPCS

AA7EBREE>IRUL

« missing dataZzfisc U/=PCSRAO7EBRERU




Table S2 Primary outcome in the pre-defined per-protocol populations

Mean difference

IVIG gr Pl r
G group acebo group (95% CI)°

PCS score of per-protocol population 1, adjusted for 36 (0to 43) 30(0to 47)

. . . b 1 (-8 to 10)
site of infection [29] (28]
PCS score of per-protocol population 1, adjusted for
site of infection, SOFA score at baseline and ageb [29] [27] 3(-6to11)
PCS score of per-protocol population 2, adjusted for 33(0to 42) 37 (28 to 50)

: . . c -8 (-18 to 3)
site of infection [26] [34]

)y - - f

PCS score of per-protocol population 2, adjusted for 28] 32] 5(-15t0 6)

site of infection, SOFA score at baseline and age*

per protocolfZF CHERREIRU




Table S4 Post hoc analyses of the primary outcome in the intention-to-treat population

Mean difference

to randomisation, SOFA score at baseline, and age’

IVIG gr Pl r
G group acebo group (95% Cl)
P;S score, adjus.ted'forasne of NSTI and IVIG use [27] 127] 0(-9to9)
prior to randomisation
PCS score, adjusted for site of NSTI, IVIG use prior (30] [26] 4 (-5 to 12)
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Table S3 Primary outcome in the pre-defined subgroups

Mean difference P
IVIG group Placebo group (95% CI)’ value®
PCS score for patients with presentation of 36 (10 to 40) 28 (0to 37) 9 (-4 to 21)
NSTI on extremities, head, or neck® [30] [21] 0.08
PCS score for patients with presentation of 35 (0 to 44) 40 (24 to 51) 6 (-19 to 6) '
NSTI on thorax, abdomen, or genital area’ [28] [35]
MD with 95% CI 2
All patients, n=87 .
Site of NSTI
Head/neck/extremities, n=44 : -
Thorax/abdomen/genital area, n=43| =
B BREEE R

| 2! e L ) I 8 8 l T3
W D O S QO
Favours placebo Favours IVIG

BAED - LAE0 - MUARMDNSTINE

SHA

R CHRETL CEBRERU




Secondary Outcome

« Secondary OutcomeldzENEBREIRU
e SARS (serious adverse reactions) ([CEALU CHEBRERRU

Mortali : 6/50 (12%) 6/50 (12%) 1,00 (0.35 10 2.89) >099
Mortality, day 90 9/50 (18%) 11/50 (22%) 0.82 (0.37 to 1.80) 0.80
Mortality, day 180" 11/49 (22%) 14/50 (28%) 0.80 (0.40 to 1.59) 0.65
All serious adverse reactions’ 8/50 (16%) 11/50 (229%) 0.72 (0.32 to 1.65) 061
Acute kidney injury 6/45 (13%) 8/49 (16%) 0.82(031t02.17) 0.78
Thrombi 2/50 (4%) 3/50 (6%) 067 (0.1210 3.82) >0.99
Mechanical ventilation 49/50 (98%) 50/50 (100%) 098 (094 10 1.02) >0.99
Vasopressor/inotrope 46/50 (92%) 47/50(94%) 0.98 (0.88 to 1.09) >0.99
Renal replacement therapy 11/50 (22%) 6/50 (12%) 183 (0.73t04.57) 0.29
Any bleeding in the ICU 5/50 (10%) 5/50 (10%) 1.00(0.31 10 3.24) >0.99
Severe bleeding in the ICU 4/50 (8%) 2/50 (4%) 2.00(0.38 t0 10.43) 068
Amputation in the 180 days after randomisation 4/50 (8%) 6/50 (12%) 0.67 (0.20t0 2.22) 0.74
SOFA score day 1to 7' NA NA 0.15 (-1.70 to 2.00) 0.90°
Blood products given in the ICU, ml 1529 (498 to 2559) 1712 (681 to 2742) -183 (-1641 to 1275) 0.80
Time to resolution of shock in the 28 days after randomisation, days” 84 (6.1 to 10.8) 87(64t011.1) NA 0.69
Alive and off life-support in the 90 days after randomisation, days 70 (61 t0 79) 67 (59 to 76) NA 041

Alive and out of hospital in the 180 days after randomisation, days' 107 (90 10 124) 99 (82t0117) NA 0.50
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Survival
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0 3'0 6'0 9'0 150 15":0 150

Days since randomisation

Numbers at risk

IVIG group:

50

Placebo group: 50

42
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36

Fig. 3 Kaplan-Meier plot for the probability of survival in the
intention-to-treat population for the two intervention groups; data
were censored at day 180. One patient in the IVIG group was lost to
follow-up at day 122. The p value given is of the log-rank test; this test
was not predefined. IVIG intravenous immunoglobulin G
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Discussion
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Discussion

o HIJDIL—TFTICHWNT, GASE
Staphylococcus aureusDD T ARTETH S

Table S10 Percentage of patients with positive microbiological culture for group A streptococcus or staphylococcus

aureus by site of infection

IVIG group Placebo group
n=50 n=50

Patients with infection on extremities/head/neck: 26/50 (52%) 26/50 (52%)
GAS 10/26 (38% 4/26 (15%
S. aureus 2/26 (8% 5/26 (19%
GAS and S. aureus 0 0

Patients with infection on thorax/abdomen/genitals 24/50 (48%) 24/50 (48%)
GAS 2/24 (8%) 1/24 (4%)
S. aureus 2/24 (8% 1/24 (4%
GAS and S. aureus 1/24 (4%) 0




Discussion
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Limitation
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