Additional file 4 Forrest plots for all (subgroup) analyses

assessing surgical timing in relation to mortality and
amputation due to necrotizing soft tissue infections

Surgery within 6 hours after presentation - mortality as outcome

Surgery within 6h  Surgery after 6h Odds Ratio Odds Ratio
Study or Subgroup Events Total _ Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Eoyer et al, 2009 g 12 16 21 9.7% 0.63[0.13,2.99]
Chaoetal, 2013 4 27 N 94 18.2% 0.35[0.11,1.11] e —
Corona etal, 2016 2 9 4 11 6.0% 0.50[0.07, 3.67]
Hadeed et al, 2016 3 40 g 47 121% 0.40[0.10,1.60] — 1
Huang et al, 2008 1] 11 3 ] 2.2% 0.03[0.00,081] #
Kaiser et al, 1981 3 13 g 7 5.9% 0120001, 0.87]
Latifi et al, 2018 4 34 15 81 17.0% 0.59[0.18,1.92] e
MNawiin et al, Aug 2019 2 20 1 ] 3.4% 0.44[0.03,6.19]
MNawijn et al, Feb 2019 g 30 12 27 18.3% 0.45[0.15,1.38] — 71
Tsaietal, 2015 ] 11 3 7 6.5% 111 [0.16, 7.51]
Total (95% Cl) 207 305 100.0% 0.43[0.26, 0.70] -
Total events 39 93
Heterogeneity: Tau®= 0.00; Chi*= 553, df= 9 (P = 0.79); F= 0% I t t {
Testforgwer:ll effect Z= 3.40 (P = 0.0007) ( ' 0.0 - 0.1 TR - 1.0 - 100
Favours surgery within 6h  Favours surgery after 6h
Subgroup analysis: High-quality studies
Surgery within 6h  Surgery after 6h Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Boyer et al, 2009 a 12 16 21 12.2% 0.63[0.13, 2.99]
Chaoetal, 2013 4 27 N 94 22.8% 0.35[0.11,1.11] L —
Corona etal, 2016 2 9 4 11 0.0% 0.50[0.07, 3.67]
Hadeed et al, 2016 3 40 ] 47 15.2% 0.40[0.10,1.60] — 1
Huang et al, 2008 1] 11 3 a Mot estimahle
Kaiser et al, 1981 3 13 g 7 0.0% 0120001, 0.87]
Latifi et al, 2018 4 34 19 81 21.3% 0.59[0.18,1.92] - 71
MNawiin et al, Aug 2019 2 20 1 ] 4.3% 0.44[0.03,6.19]
Manijn et al, Feb 2019 8 il 12 27 243% 0.45([0.15,1.38] e
Teaietal 2015 a 11 3 T Mot estimahle
Total (95% Cl) 163 275 100.0% 0.46 [0.27, 0.80] -
Total events 29 83
Heterogeneity: Tau® = 0.00; Chi®= 0.56, df= 5 (P = 0.99), F= 0% t t t |
Testforgwergll effact 7= 2I.T8 P= D.DDIS) ( $ 0.0 - 0.1 TR - 1.0 - 100
Favours surgery within 6h  Favours surgery after 6h
Subgroup analysis: Studies published 22009
Surgery within 6h  Surgery after Gh Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Eoyer et al, 2009 g 12 16 21 10.5% 0.63[0.13,2.99]
Chaoetal, 2013 4 27 N 94 187% 0.35[0.11,1.11] e —
Corona etal, 2016 2 9 4 11 6.5% 0.50[0.07, 3.67]
Hadeed et al, 2016 3 40 g 47 131% 0.40([0.10,1.60] .
Huang et al, 2008 1] 11 3 ] 0.0% 0.03[0.00,0.81]
Kaiser et al, 1981 3 13 g 7 0.0% 0120001, 0.87]
Latifi et al, 2018 4 34 15 81 18.4% 0.59[0.18,1.92] — 1
MNawiin et al, Aug 2019 2 20 1 ] 3T% 0.44[0.03,6.19]
MNawiin et al, Feb 2019 g 30 12 27 21.0% 0.45[0.15,1.38] — =71
Tsaietal, 2015 ] 11 3 7 T1% 111 [0.16, 7.51]
Total (95% Cl) 183 293 100.0% 0.49 [0.30, 0.82] -
Total events 36 90
Heterogeneity: Tau®=0.00; Chi*=1.31, df= 7 (P = 0.949); F= 0% 'D.D1 071 1'0 1DD'

Testfor overall effect: Z= 2.73 (P = 0.006)

Favours surgery within 6h Favours surgery after Gh



Subgroup analysis: Studies without limitation on affected body region by NSTI

Surgery within 60 Surgery after 6h Odds Ratio Odds Ratio
Study or Subgroup Events Total _ Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Eovyer et al, 2009 g 12 16 hal 0.0% 0.63[0.13,2.99]
Chaoetal, 2013 4 27 31 94 221% 0.35[0.11,1.11] . E—
Corona etal, 2016 2 9 4 11 0.0% 0.50[0.07, 3.67]
Hadeed etal, 2016 3 40 g 47 14.8% 0.401[0.10,1.60] e —
Huang et al, 2008 0 11 3 5 0.0% 0.03[0.00,0.81]
Kaiser et al, 1981 3 13 g 7 B.7% 0.12[0.01,0.97]
Latifi et al, 2018 4 34 14 a1 20.7% 0.559([0.18,1.93] e
Mawijn et al, Aug 2019 2 20 1 g 4.2% 0.44[0.03, 6.19]
Mawijn et al, Feb 2019 g a0 12 27 236% 0.45[0.15,1.38] .
Teaietal, 2015 5 1" 3 7TB0% 111016, 7.51]
Total (95% CI) 175 268 100.0% 0.44 [0.25, 0.75] -
Total events 29 74
Heterogeneity: Tau®=0.00; Chi®=2.78, df= 6 (F=0.84);, F=0% t t t |
Testfo?wergll effect = 3I.02 F= D.DDIS) ( g oo 0.1 i 1.0 a 100
Favours surgery within 6h  Favours surgery after 6h
Subgroup analysis: Excluding studies limited to specific microbial types of NSTI
Surgery within 6h Surgery after 6h Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Eovyer et al, 2009 g 12 16 21 13.3% 0.63[0.13,2.99]
Chaoetal, 2013 4 27 31 94 0.0% 0.35[0.11,1.11]
Corona etal, 2016 2 9 4 11 8.2% 0.50[0.07, 3.67]
Hadeed etal, 2016 3 40 g 47 16.6% 0.401[0.10,1.60] e E—
Huang et al, 2008 0 11 3 g 0.0% 0.03[0.00,0.81]
Kaiser et al, 1981 3 13 g 7 T.5% 0.12[0.01,0.97]
Latifi et al, 2018 4 34 14 81 232% 0.589[0.18,1.92] I
Mawijn et al, Aug 2019 2 20 1 g 4.7% 0.44[0.03, 6.19]
Mawijn et al, Feb 2019 g a0 12 27 26.5% 0.45[0.15,1.38] .
Tsaietal, 2015 5 11 3 70.0% 111016, 7.51]
Total (95% CI) 158 199 100.0% 0.45[0.25, 0.79] -
Total events 30 61
Heterogeneity: Tau®=0.00; Chi*=1.95 df=6{F =092y, F=0% 'D.D1 Df1 1'0 1DD'

Testfor overall effect 2= 2.76 (P = 0.00&)

Favours surgery within 6h Favours surgery after Gh




Surgery within 6 hours after presentation - amputation as outcome

Surgery within 60 Surgery after 6h Odds Ratio Odds Ratio
Study or Subgroup Events Total _ Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Corona etal, 2016 1 9 3 11 9.4% 0.33[0.03, 3.93]
Hadeed et al, 2016 4 29 13 31 38.6% 036 [0.11,1.14] — &
Huang et al, 2008 4 1" a 5  51% 6.60[0.29,148.77] +
Kaiser et al, 1981 1] 7 1 3 41% 011 [0.00,3.70] #
Mittapalli et al, 20145 2 4 3 18 11.5% 2.80[0.31,20.45]
MNawiin et al, Aug 2019 1 14 0 4 4.5% 1.00[0.03,29.19]
MNawiin et al, Feb 2019 4 16 3 18 17.6% 1.33[0.24, 7.28] e
Tsaietal, 2015 2 1" 2 7O101% 0.56 [0.06, 5.24]
Total {95% CI) 103 94 100.0% 0.68 [0.34, 1.39] -
Tatal events 20 248
Heterogeneity: Tau®= 0.00; Chi*=6.72, df= 7 (P = 0.46), F= 0% t t t |
Testforgwergll effact 7= 1I.05 P= D.SDI) ( g 0.01 - 0.1 TR - 1.0 - 100
Favours surgery within 6h - Favours surgery after 6h
Subgroup analysis: High-quality studies
Surgery within 6h Surgery after 6h Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Corona etal, 2016 1 9 3 11 0.0% 0.33[0.03, 3.93]
Hadeed et al, 2016 4 29 13 31 63.6% 036 [0.11,1.14] ——
Huang et al, 2008 4 11 1] g Mot estimable
Kaiser et al, 1981 1] 7 1 3 0.0% 0.11[0.00, 3.70]
Mittapalli et al, 20145 2 4 3 18 0.0% 2.80[0.31,20.45]
MNawijn et al, Aug 2019 1 14 a 4 T4% 1.00[0.03,29.19]
MNawiin et al, Feb 2019 4 16 3 18 281% 1.33[0.24, 7.28] T
Teaietal 2015 2 11 2 T Mot estimahle
Total {95% CI) 59 50 100.0% 0.57 [0.23, 1.42] i
Total events 11 16
Heterogeneity: Tau®= 0.00; Chi*=1.68, df=2 (P =043), F=0% t t t |
Testforgwergll effact 7= 1I.21 P= D.23I) ( g 0.01 - 0.1 TR - 1.0 - 100
Favours surgery within 6h  Favours surgery after 6h
Subgroup analysis: Studies published 22009
Surgery within 6h  Surgery after 6h Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Corona etal, 2016 1 9 3 11 9.2% 0.33[0.03,3.93]
Hadeed et al, 2016 4 29 13 31 426% 036 [0.11,1.14] — &
Huang et al, 2008 4 11 0 ] 0.0% 660 [0.29,149.77]
Kaiser et al, 1981 0 7 1 3 0.0% 0.11[0.00, 3.70]
Mittapalli et al, 20145 2 4 3 18 127% 2.80[0.31,20.45]
MNawiin et al, Aug 2019 1 14 0 4 4.9% 1.00[0.03,29.19]
MNawiin et al, Feb 2019 4 16 3 18 19.5% 1.33[0.24, 7.28] -
Tsaietal, 2015 2 11 2 TOo1A% 0.56 [0.06, 5.24]
Total {95% CI) 85 86 100.0% 0.65 [0.31, 1.38] .
Total events 16 24
Heterogeneity: Tau®= 0.00; Chi*= 3.64, df= 5 (P = 0.60%; F= 0% I t t |
Testfor overall effect: Z=1.12 (P = 0.26) 0.01 - 0.1 TR - 1.0 - 100
Favours surgery within 6h  Favours surgery after 6h
Subgroup analysis: Studies without limitation on affected body region by NSTI
Surgery within 6h  Surgery after Gh Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Corona etal, 2016 1 9 3 11 0.0% 0.33[0.03, 3.93]
Hadeed et al, 2016 4 29 13 31 44T7% 036 [0.11,1.14] — &
Huang et al, 2008 4 11 0 ] 0.0% 660 [0.29,149.77]
Kaiseretal, 1981 0 7 1 3 48% 011 [0.00,3.70] #
Mittapalli et al, 20145 2 4 3 18 13.3% 2.80[0.31,20.45]
MNawiin et al, Aug 2019 1 14 0 4 5.2% 1.00[0.03,29.19]
Mawijn et al, Feb 2019 4 16 3 15 20.4% 1.33[0.24, 7.28] B
Tsaietal, 2015 2 11 2 TOoMT% 0.56 [0.06, 5.24]
Total {95% CI) 83 78 100.0% 0.64 [0.30, 1.38] e
Total events 14 22
[ CChiE= - _ R \ \ ! \
Heterogeneity: Tau®=0.00; Chi*=4.33, df= &5 (F=050); F=0% '0.01 DH 1'0 100'

Testfor overall effect Z=1.14 (P =0.25)

Favours surgery within 6h Favours surgery after Gh




Subgroup analysis: Excluding studies limited to specific microbial types of NSTI

Surgery within 60 Surgery after 6h Odds Ratio Odds Ratio
Study or Subgroup Events Total _ Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Corona et al, 2016 1 ] 3 11 9.9% 0.33[0.03, 3.93]
Hadeed et al, 2016 6 29 13 31 456% 0.36[0.11,1.14] —
Huang et al, 2008 4 11 a 5 0.0% 6.60[0.29, 149.77]
Kaiser et al, 1981 0 7 1 3 49% 011 [0.00,3.70] #
Mittapalli et al, 2015 2 [ 3 18 136% 2.501[0.31,20.45]
MNawijn et al, Aug 2019 1 14 a 4 53% 1.00[0.03,29.19]
MNawijn et al, Feb 2019 4 16 3 15 20.8% 1.33[0.24, 7.29] e B —
Tsaietal, 2015 2 11 2 7T0.0% 0.56 [0.08, 5.24]
Total (95% Cl) a1 82 100.0% 0.61[0.28,1.32] ~
Total events 14 23
Heterogeneity: Tau®= 0.00; Chi*= 4487, df =58P =047y, F=0% 'D.D1 IJ'1 1'0 1DD'

Testfor overall effect: 2= 1.25 (P = 0.21) Favours sLlrgery' within Gh  Favours surgery after 6h



Surgery within 12 hours after presentation - mortality as outcome

Surgery within 12h Surgery after 12h Odds Ratio Odds Ratio
Study or Subgroup Events Total _ Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Balci et al, 2009 a G 2 5  1.6% 0.111(0.00,2.93] ¢
Bover et al, 2009 9 16 14 17 54% 0.17[0.03,1.01]
Chaoetal, 2013 g 53 27 68 21.3% 0.27 [0.11, 0.66] e —
Carana etal, 2016 3 14 3 B 41% 0.27 [0.04, 2.11]
Huang et al, 2008 2 13 1 3 21% 0.36 [0.02, 6.19]
Kaiser etal, 1981 4 14 4 5 28% 0.091[0.01,1.08]
Kobayashi et al, 2011 1 22 7 25 36% 0.12[0.01,1.09]
Leeetal 2014 10 67 g 33 157% 0.85[0.19, 1.59] .
Lille et al, 1996 1 17 3 12 30% 0.19[0.02, 2.08]
Mawijn et al, Aug 2019 3 24 0 2 16% 0.61 [0.03, 20.78]
Mawijn et al, Feb 2019 12 42 9 8 1589% 0.84[0.30, 2.39] e E—
Pakula etal, 2012 ] 3a 3 19  71% 0.89[0.19, 4.21] E——
Sudarsky et al, 1987 0 7 2 B 1.7% 0.65[0.03, 15.16]
Tsaietal, 2010 12 54 G 17 122% 0.582[0.16,1.71] I —
Tsaietal 2014 7 16 1 2 20% 0.78[0.04,14.79]
Total (95% CI) 401 268 100.0% 0.41 [0.27, 0.61] -
Total events 7 91
Heterogeneity: Tau®= 0.00; Chi*= 9.31, df= 14 (P = 0.81); F= 0% ID o 051 150 1DD=

Testfor overall effect: 2= 4.27 (F < 0.0001) Favours Sﬁ|rgery"-;v'ithin12h Favours surgery after12h

Subgroup analysis: High-quality studies

Surgery within 12h  Surgery after 12h Odds Ratio Odds Ratio
Study or Subgroup Events Total _ Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Balci et al, 2009 a G 2 5  00% 0.11[0.00, 2.83]
Bover et al, 2009 9 16 14 17 91% 0.17[0.03,1.01]
Chaoetal, 2013 g 53 27 68 325% 0.27 [0.11, 0.66] I —
Carona etal, 2016 3 14 3 3] 0.0% 0.27 [0.04, 2.11]
Huang et al, 2008 2 13 1 3 Mot estimable
Kaiser etal, 1981 4 14 4 5  00% 0.09 [0.01, 1.08]
Kobavashi etal, 2011 1 22 7 25 B.0% 0.12[0.01,1.09]
Leeetal 2014 10 67 g 33 247% 0.85[0.19, 1.59] - &
Lille et al, 1996 1 17 3 12 00% 0.19[0.02, 2.08]
Mawijn et al, Aug 2019 3 24 a 2 28% 0.81 [0.03, 20.79]
Mawijn et al, Feb 2019 12 42 9 8 249% 0.84[0.30, 2.39] . E—
Pakula etal, 2012 ] 3a 3 19  00% 0.89[0.19, 4.21]
Sudarsky et al, 1987 a 7 2 6 00% 0.65 [0.03, 15.16]
Tsaietal, 2010 12 a4 3] 17 Mot estimable
Tsaietal 2015 T 16 1 2 Mot estimable
Total (95% CI) 224 173 100.0% 0.40 [0.23, 0.69] e
Total events 43 GG
Heterogeneity: Tau®= 0.03; Chi®= 5.30, df= 8 (P = 0.38); F= 6% ID o 051 150 1DD=

Test for overall effect: 2= 3.28 (P = 0.001) Favours surgery within12h  Favours surgery after12h

Subgroup analysis: Studies published 22009

Surgery within 12h  Surgery after 12h Odds Ratio Odds Ratio
Study or Subgroup Events Total _ Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Balci et al, 2009 0 B 2 g 1.7% 0.11[0.00,2.83] 4
Boyer et al, 2008 9 16 15 17 B.0% 017 [0.03,1.01]
Chaoetal, 2013 g a3 27 68 23.6% 0.27[0.11, 0.66] . —
Corona etal, 2016 3 14 3 B 4.5% 0.27[0.04,2.11]
Huang et al, 2008 2 13 1 3 0.0% 0.36 [0.02, 6.149]
kaiseretal, 1981 4 15 4 g 0.0% 0.09 [0.01,1.08]
Kobayashi et al, 2011 1 22 7 28 3.9% 01210001, 1.09]
Lee etal, 2014 10 67 g 33 174% 0.55100.19,1.55] — 1
Lille et al, 1996 1 17 3 12 0.0% 0.19[0.02, 2.08]
Mawijn et al, Aug 2019 3 24 0 2 1.8% 0.81[0.03, 20.78]
Mawijin etal, Feb 2019 12 42 9 28 17.5% 0.84[0.30, 2.38] —
Pakula etal, 2012 g ki 3 149 T.a% 089100149, 4.21] E—
Sudarsky et al, 1987 0 7 2 26 0.0% 0.65[0.03, 15.16]
Tsaietal 2010 12 a4 B 17 135% 05210016, 1.71] e
Tsaietal 2015 7 16 1 2 23% 0.78[0.04,14.75]
Total {95% CI) 349 222 100.0% 0.43 [0.28, 0.67] L
Total events 70 a1
Heterogeneity: Tau®= 0.00; Chi®= 7.32, df= 10 (P = 0.69); F= 0% ID o 051 150 1DD=

Testfor overall effect Z= 3.76 (F = 0.0002; Favours surgery within12h  Favours surgery after12h



Subgroup analysis: Studies without limitation on affected body region by NSTI

Surgery within 12h  Surgery after 12h Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Balci et al, 2009 a G 2 5  00% 0.11[0.00, 2.83]
Bover et al, 2009 9 16 14 17 00% 0.17[0.03,1.01]
Chaoetal, 2013 g 53 27 68 245% 0.27 [0.11, 0.66] S —
Carana etal, 2016 3 14 3 6 0.0% 0.27 [0.04, 2.11]
Huang et al, 2008 2 13 1 3 00% 0.36 [0.02, 6.19]
Kaiser etal, 1981 4 14 4 5 3% 0.091[0.01,1.08]
Kabayashi et al, 2011 1 22 7 5 4% 0.12[0.01,1.09]
Lee etal, 2014 10 67 g 33 181% 0.55[0.19,1.55] —
Lille et al, 1996 1 17 3 12 34% 0.19[0.02, 2.08]
Mawijn et al, Aug 2019 3 24 a 2 1.9% 0.81 [0.03, 20.79]
Mawijn et al, Feb 2019 12 42 9 28 18.3% 0.84 [0.30, 2.38] I E—
Pakula etal, 2012 ] 3a 3 19  81% 0.89[0.19, 4.21] E—
Sudarsky et al, 1987 a 7 2 6 20% 0.65 [0.03, 15.16]
Tsaietal, 2010 12 54 G 17 140% 0.582[0.16,1.71] I —
Tsaietal 2014 7 16 1 2 23% 0.78[0.04,14.79]
Total (95% CI) 352 237 100.0% 0.45[0.29, 0.70] -
Total events 63 7o
Heterogeneity: Tau®= 0.00; Chi*=7.44, df=10 {P = 0.68); F= 0% m o P ey

Test for averall effect: 2= 3.54 (P = 0.0004)

Favours sLlrgery' within12h Favours surgery after12h

Subgroup analysis: Excluding studies limited to specific microbial types of NSTI

Surgery within 12h  Surgery after 12h Odds Ratio Odds Ratio
Study or Subgroup Events Total _ Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Balci et al, 2008 0 [ 2 5 34% 0.111(0.00,2.93] ¢
Boyer et al, 2009 g 16 15 17 11.6% 0.17[0.03,1.01] —_—————
Chao etal 2013 3 53 27 68 0.0% 0.27 [0.11, 0.68]
Corona etal, 2016 3 14 3 6 87% 0.27 [0.04, 2.11]
Huang et al, 2008 2 13 1 3 00% 0.36[0.02, 6.19]
Kaiser etal, 1981 4 15 4 5  BO0% 0.091[0.01,1.08]
Kobayashietal, 2011 1 22 7 25 T6E% 0.1210.01,1.08]
Lee etal, 2014 10 67 g 33 0.0% 0.55[0.19,1.55]
Lille et al, 1996 1 17 3 12 B.3% 0.191(0.02, 2.08]
MNawijn et al, Aug 2019 3 24 0 2 35% 0.81[0.03,20.78]
MNawijn et al, Feb 2019 12 42 ] 28 34.0% 0.84(0.30,2.38] —
Pakula etal, 2012 5 35 3 19 151% 0.891(0.19, 4.21] —
Sudarsky et al, 1987 0 7 2 26 3T7% 0.65[0.03,15.16]
Teaietal, 2010 12 54 [ 17 0.0% 0.52[0.16,1.71]
Teaietal, 2015 7 16 1 2 00% 0.78[0.04,14.75]
Total (95% CI) 198 145 100.0% 0.41[0.22, 0.74] e
Total events 38 48

Heterogeneity: Tau®= 0.00; Chi*=7.83, df= 9 (P =0.59); F=0%
Test for overall effect 2= 292 (P =0.003)
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Favours surgery within12h  Favours surgery after12h



Surgery within 12 hours after presentation - amputation as outcome

Surgery within 12h Surgery after 12h Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Corona et al, 2016 2 14 2 6 17.3% 0.33[0.03,3.20]
Huang et al, 2008 4 13 a 3 88% 3.32[0.14,78.81]
Kaiser et al, 1881 0 7 1 3 7.2% 0.111[0.00,3.70) #
Mittapalli et al, 20148 2 g 3 16 21.4% 1.44 019, 11.04]
Mawijn et al, Aug 2014 1 17 a 1 6.8% 0.27 [0.01,10.09] +
Mawijn et al, Feb 2014 4 2 3 11 30.0% 0.63[0.11,3.49] L E—
Tsaietal, 2015 4 16 a 2 Ba% 1.80[0.07, 45.14]
Total (95% CI) 96 42 100.0% 0.71[0.28,1.82] el
Total events 17 9
Heterogeneity: Tau®= 0.00; Chi*= 3.51, df= 6 (P = 0.74) F= 0% I t t {
Testfor overall effect Z=0.71 (P = 0.48) 0.01 - 0.1 . . 1.0 1oo
Favours surgery within12h Favours surgery after 12h

Subgroup analysis: High-quality studies

Surgery within 12h  Surgery after 12h Odds Ratio Odds Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Coronaetal, 2016 2 14 2 B 0.0% 0.33[0.03,3.20]
Huang et al, 2008 4 13 1] 3 Mot estimable
Kaiseretal, 1981 0 7 1 3 0.0% 0.1 [0.00,3.70]
Mittapalli et al, 20145 2 g 3 16 0.0% 1.44 019, 11.04]
Mawijn et al, Aug 2019 1 17 0 1 18.4% 0.27 [0.01,10.09] +
Nawijn et al, Feh 2019 4 2 3 11 816% 0.63[0.11,3.49] ——
T=aietal, 2015 4 16 1] 2 Mot estimable
Total {95% CI) 38 12 100.0% 0.54 [0.11, 2.54] ———
Total events g 3
Heterogeneity: Tau®= 0.00; Chi*= 017, df=1 (P =068); F= 0% 'D.D1 Df1 1'0 1DD'

Testfor overall effect 2= 078 (P=043) Favours surgery within12h Favours surgery after 12h

Subgroup analysis: Studies published 22009

Surgery within 12h  Surgery after 12h Odds Ratio Odds Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Coronaetal, 2016 2 14 2 6 20.6% 0.33[0.03,3.200
Huang et al, 2008 4 13 a 3 0.0% 3.32[0.14,78.81]
Kaiser etal, 1981 a 7 1 3 0.0% 0.11[0.00, 3.70]
Mittapalli et al, 20148 2 g 3 16 25.5% 1.44 019, 11.04] =
Mawijn et al, Aug 2014 1 17 a 1 8.1% 0.27 [0.01,10.09] +
Mawijn et al, Feb 2014 4 2 3 11 357% 0.63[0.11,3.49] - &
Tsaietal, 2015 4 16 a 2 101% 1.80[0.07, 45.14]
Total (95% CI) 76 36 100.0% 0.71[0.25,1.98] —eali—
Total events 13 g
Heterogeneity: Tau®= 0.00; Chi*=1.51, df= 4 (F=082); F= 0% 'D.D1 0'1 1'0 1DD'

Testfor overall effect 2= 0.66 (P = 0.51) Favours SLI[QEF}’ within12h Favours surgery after 12h

Subgroup analysis: Studies without limitation on affected body region by NSTI

Surgery within 12h  Surgery after 12h Odds Ratio Odds Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Coronaetal, 2016 2 14 2 B 0.0% 0.33[0.03,3.20]
Huang et al, 2008 4 13 0 3 0.0% 33210014, 78.81]
Kaiseretal, 1981 0 7 1 3 9.7% 0.11[0.00,3.70] #
hittapalli et al, 2015 2 g 3 16 28.9% 1.44[019,11.04] &
Mawijn et al, Aug 2019 1 17 0 1 9.2% 0.27[0.01,10.09] 4
Mawijn et al, Feb 2019 4 21 3 11 40.6% 0.63[0.11,3.49] e E—
Tsaietal 2015 4 16 0 2 11.58% 1.80[0.07, 45.14]
Total {95% CI) 69 33 100.0% 0.71[0.24, 2.11] ——el
Total events 11 7
Heterogeneity: Tau®= 0.00; Chi*= 215, df= 4 (P=0.71) F= 0% ID P 051 WID 1DD=

Testfor overall effect 2= 062 (F=053) Favours sLlrgery“withinwh Favours surgery after 12h



Subgroup analysis: Excluding studies limited to specific microbial types of NSTI

Surgery within 12h  Surgery after 12h Odds Ratio Odds Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Coronaetal, 2016 2 14 2 6 209% 0.33[0.03,3.20]
Huang et al, 2008 4 13 0 3 0.0% 3.321[0.14,78.81]
Kaiser et al, 1981 0 7 1 3 87% 011 [0.00,3.70] #
hittapalli et al, 2015 2 g 3 16  25.9% 1.44[019,11.04] =
Nawijn et al, Aug 2018 1 17 0 1 82% 0.27 [0.01,10.09] +
Mawijn et al, Feb 2019 4 21 3 11 36.3% 0.63[0.11,3.49] — &
Tsaietal, 2015 4 16 0 2 0.0% 1.80[0.07, 45.14]
Total (95% CI) 67 37 100.0% 0.55[0.19, 1.54] e
Total events 9 9

Heterogeneity, Tau®= 0,00, Chi*=2.02, df=4 (P=073), F=0% o o T o0

Testfor overall effect 2=1.14 (P = 0.29) Favours surgery within12h Favours surgery after 12h




Surgery within 24 hours after presentation - mortality as outcome

Surgery within 24h  Surgery after 24h Odds Ratio Odds Ratio
Study or Subgroup Events Total _ Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bair et al, 2009 g 38 10 68 10.3% 1.55[0.55, 4.33] T
Ealci et al, 2009 1 g 1 3 1.6% 0.29 [0.01, 6.91]
Boyer et al, 2009 23 32 1 1 1.5% 0.82[0.03, 22.09]
Chaoetal 2013 20 90 14 31 127% 0.30[0.13,0.72] —
Carona etal, 2016 G 18 1] 2 1.6% 280011, 52.57]
George etal, 2009 g &1 1] 11 1.9% 3.65[0.20, 67.92]
Huang etal, 2008 2 14 1 2 1.6% 017 [0.01,3.89] ¢
Huang etal, 2011 38 280 19 192 181% 1.43 [0.80, 2.56] I
Kaigeretal, 1981 4 17 2 3 23% 0.27 [0.02, 3.67]
Kalaivani et al, 2012 10 35 g 25 8.2% 1.60 [0.47, 5.44] —
Leeetal 2014 12 a1 4 19 9.0% 0.381[0.12,1.18] -1
Mawiin etal, Feb 2019 14 a1 7 20 9.4% 0.70[0.23, 213 — 1
Ougilvie etal, 2006 13 134 1 16 34% 1.61 [0.20,13.21]
Palmer etal, 1995 10 i 3 9 5.3% 1.82 [0.36, 9.27] -
Parketal 2016 4 20 3 10 47% 0.58[0.10, 3.33] I
Stephenson et al, 1992 2 7 12 22 4.3% 0.33 [0.05, 2.10] _—
Wang etal, 1992 3 14 3 4 23% 0.09[0.01,1.22] +
Yuetal, 2004 2 10 o 3 1.5% 2.06 [0.08, 54.80]
Total {(95% CI) 93 441 100.0% 0.79 [0.52, 1.20] -
Total events 182 a9
Heterageneity: Tau= 0.16; Chi*= 22.03, di=17 (P=0.18); F= 23% ID o 051 150 1DD=
Testfor overall effect: 2= 1.12 (P = 0.26) Favours surgery within24h  Favours surgery after 24h
Subgroup analysis: High-quality studies
Surgery within 24h Surgery after 24h Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bair et al, 2009 g 38 10 68 0.0% 1.55[0.55, 4.33]
Balci et al, 2009 1 8 1 3 0.0% 0.29[0.01, 6.91]
Boyer et al, 2009 23 32 1 1 47% 0.82[0.03, 22.09]
Chaoetal 2013 20 90 14 31 248% 0.30[0.13,0.72] —
Corona etal, 2016 3] 18 1] 2 0.0% 2E0[011, 62.57]
George etal, 2009 g &1 1] 11 0.0% 3.65[0.20, 67.92]
Huang etal, 2008 2 14 1 2 0.0% 017 [0.01, 3.89]
Huang etal, 2011 38 280 14 192 300% 1.43 [0.80, 2.56] I
Kaigeretal, 1981 4 17 2 3 0.0% 0.27 [0.02, 3.67]
Kalaivani etal, 2012 10 35 ] 28 0.0% 1.60[0.47, 5.44]
Leeetal 2014 12 a1 B 19 15.9% 0.38[012,1.18] I —
Mawiin etal, Feb 2019 14 a1 7 20 206% 0.70[0.23, 213 — 1
Ogilvie etal, 2006 13 134 1 16 0.0% 1.61 [0.20,13.21]
Palmer etal, 1995 10 i 3 9 0.0% 1.82 [0.36, 9.27]
Parketal 2016 4 20 3 10 0.0% 0.58[0.10, 3.33]
Stephenson et al, 1992 2 7 12 22 0.0% 0.33[0.05, 2.10]
Wang etal, 1992 3 14 3 4 0.0% 0.09[0.01,1.22]
Yuetal, 2004 2 10 1] 3 0.0% 2.06[0.08, 54.80]
Total {(95% CI) 534 263 100.0% 0.63 [0.29,1.34] e
Total events 107 48
Heterogenaity: Tau®= 0.41; Chit=10.30, di= 4 (P = 0.04% F=61% ID o 051 150 1DD=
Testfor overall effect: £= 1.20 (F = 0.23) Favours surgery within24h  Favours surgery after 24h
Subgroup analysis: Studies published 22009
Surgery within 24h Surgery after 24h Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bair et al, 2009 g 38 10 68 6.9% 1.55[0.55, 4.33] ]
Balci et al, 2009 1 8 1 3 0.9% 0.29[0.01, 6.91]
Bover et al, 2009 23 3z 1 1 0.8% 0.82 [0.03, 22.09]
Chaoetal 2013 20 90 14 H 9.0% 0.30[0.13,0.72] —_—
Corona etal, 2016 4 18 1] 2 0.9% 260[011, 62.57]
George et al, 2009 8 61 0 1M1 1.1% 3.65[0.20, 67.92]
Holena etal, 2011 471 4755 458 5203 304% 1.14 [1.00,1.30] o
Huang etal, 2008 2 14 1 7 0.0% 0.7 [0.01, 3.89]
Huang etal, 2011 38 280 19 192 14.8% 1.43 [0.80, 2.56] I
Kaigeretal, 1981 4 17 2 3 0.0% 0.27 [0.02, 3.67]
Kalaivani et al, 2012 10 35 g 25 5.2% 1.60 [0.47, 5.44] —
Leeetal 2014 12 a1 4 19 5.8% 0.381[0.12,1.18] — T
Mawiin etal, Feb 2019 14 a1 7 20 6.1% 0.70[0.23, 213 — 1
Onilvie etal, 2006 13 134 1 16 0.0% 1.61 [0.20,13.21]
Palmer etal, 1995 10 i 3 9 0.0% 1.82 [0.36, 9.27]
Parketal, 2016 4 20 3 10 28% 0.58 [0.10, 3.33]
Stephenson et al, 1992 2 7 12 22 0.0% 0.33[0.08, 2.10]
Sugihara etal, 2012 42 262 23 117 154% 0.78 [0.44,1.37] T
Wang et al, 1992 3 14 3 4 0.0% 0.08[0.01,1.22]
Yuetal, 2004 2 10 1] 3 0.0% 2.06[0.08, 54.80]
Total {95% CI) 5731 5702 100.0% 0.92 [0.68, 1.25] <&
Total events G57 548
Heterogeneity: Tau= 0.07; Chi= 17.687, di= 12 (P = 0.12); F= 33% b Y T pr

Testfor overall effect: Z£= 0.53 (P = 0.60)

Favours surgery within24h Favours surgery after 24h



Subgroup analysis: Studies without limitation on affected body region by NSTI

Surgery within 24h  Surgery after 24h Odds Ratio Odds Ratio

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

Eair et al, 2009 g 38 10 B3 12.7% 1.595[0.55, 4.33] -

Balci et al, 2008 1 a8 1 3 0.0% 0.29[0.01, 6.91]

Boyer et al, 2009 23 32 1 1 0.0% 0.82[0.03, 22.09]

Chaoetal 2013 20 90 15 3 153% 0.30[0.13,0.73] e —

Corona etal, 2016 B 18 0 2 0.0% 260011, 62.57]

George etal, 2009 g 1 0 11 25% 3.65[0.20,67.92]

Huang etal, 2008 2 14 1 2 0.0% 0.17 [0.01, 3.89]

Huang etal, 2011 38 280 18 182 208% 1.43 [0.80, 2.56] T

Kaiser etal, 1981 B 17 2 3 3% 0.27 [0.02, 3.67]

Kalaivani et al, 2012 10 38 g 25 10.2% 1.60[0.47,5.44] T

Leeetal 2014 12 a1 B 19 111% 0.38[0.12,1.18] e

Mawijn etal, Feh 2019 14 a1 7 20 11.6% 0.70[0.23,213] — 1

Ogilvie et al, 2008 13 134 1 16 4.5% 1.61[0.20,13.21]

Palmer etal, 1995 10 21 3 9 0.0% 1.82[0.36, 8.27]

Parketal, 2016 4 20 3 10 6.1% 0.8 [0.10, 3.33] E—

Stephenson et al, 1952 2 7 12 22 0.0% 0.33[0.05, 2.10]

Wang etal, 1992 3 14 3 4 0.0% 0.09[0.01,1.23]

Yuetal, 2004 2 10 o 3 20% 2.06[0.08, 54.80]

Total (95% CI) 817 398 100.0% 0.85 [0.53, 1.38] -

Total events 134 68

Heterageneity: Tau®= 0.20; Chi*=18.31, di= 10 (P = 0.12); F= 35% I t t {

Testfor overall effect: Z= 0.64 (P = 0.52) 0.0 0.1 i 1.0 7 100

Favours surgery within24h  Favours surgery after 24h
Subgroup analysis: Excluding studies limited to specific microbial types of NSTI

Surgery within 24h Surgery after 24h Odds Ratio Odds Ratio

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

Bair et al, 2009 g 38 10 B3 126% 1.55[0.585, 4.33] e e —

Balci et al, 2008 1 8 1 3 1.3% 0.29[0.01, 6.91]

Boyer et al, 2009 23 32 1 1 1.2% 0.82[0.03, 22.09]

Chaoetal, 2013 20 90 15 3 0.0% 0.30[0.13,0.73]

Corona etal, 2016 B 18 0 2 1.3% 260011, 62.57]

George etal, 2009 g 1 0 11 1.6% 3.65[0.20,67.92]

Huang etal, 2008 2 14 1 2 1.3% 017 [0.01,3.69] 4

Huang etal, 2011 38 280 18 182 391% 1.43 [0.80, 2.56] T

Kaiseretal 1981 B 17 2 3 2.0% 0.27[0.02, 3.67]

Kalaivani et al, 2012 10 35 g 25 8.9% 1.60 [0.47, 5.44] e

Leeetal 2014 12 a1 B 18 0.0% 0.38[0.12,1.18]

Mawijn et al, Feb 2019 14 81 7 20 10.9% 0.70[0.23, 2.12] —_—

Ogilvie et al, 2006 13 134 1 16 3.0% 1.61[0.20,13.21]

Palmer etal, 1995 10 21 3 9 5.0% 1.82[0.36, 8.27] I B —

FParketal, 2016 4 20 3 10 4.4% 0.58 [0.10, 3.33]

Stephenson et al, 1952 2 7 12 22 39% 0.33[0.05, 2.10] e — E—

Wang etal, 1992 3 14 3 4 2.0% 0.09[0.01,1.22] 4

Yu etal, 2004 2 10 1] 3 1.2% 2.06 [0.08, 54.80]

Total (95% CI) 760 391 100.0% 1.11 [0.77, 1.60] -

Total events 140 68

Heterogeneity: Tau®= 0.00; Chi*=12.61, di=15 (P =063);, F=0% 'D.m 0'1 1'0 1DD'

Test for overall effect: Z= 0.54 (F = 0.549)

Favours sL|rg-3ry within24h Favours surgery after 24h



Surgery within 24 hours after presentation - amputation as outcome

Surgery within 24h Surgery after 24h Odds Ratio Odds Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Corona et al, 2016 4 18 1] 2 12.6% 1.55 [0.06, 38.65]
Huang et al, 2008 4 14 a 2 12.48% 2.14[0.08, 54.22]
Kaiser et al, 1881 0 8 1 2 10.0% 0.06[0.00,2.24] +
Mittapalli et al, 20148 3 12 2 12 301% 1.67 [0.22,12.39] ol
Mawijn et al, Feb 2014 4 25 3 7o3449% 0.25[0.04,1.60] e
Total (95% CI) 7 25 100.0% 0.63 [0.20, 2.05] —~ei———
Total events 14 4
Heterogeneity: Tau®=0.15; Chi®= 4.34, df= 4 (P = 0.36); F= 8% ID.D1 0?1 WID 1DD=
Testfor overall effect 2= 0.78 (F = 0.45) Favours surgery within24h  Favours surgery after 24h

Subgroup analysis: High-quality studies

Surgery within 24h  Surgery after 24h Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Corona etal, 2016 4 18 a 2 0.0% 1.85[0.06, 38.65)
Huang et al, 2008 4 14 0 2 0.0% 2.14[0.08,54.22]
Kaiser et al, 1981 a g 1 2 0.0% 0.06 [0.00, 2.24]
Mittapalli et al, 2015 3 12 2 12 0.0% 1.67 [0.22,12.38]
Mawijn etal, Feb 2014 4 25 3 7 100.0% 0.25[0.04, 1.60] +—
Total (95% CI) 25 7 100.0% 0.25 [0.04, 1.60] ——e R —
Total events 4 3
Heterogeneity: Mot applicable ID.D1 0?1 150 1DD=
Testfor overall eflect 2= 1.46 (P =0.14) Favours surgery within24h  Favours surgery after 24h

Subgroup analysis: Studies published 22009

Surgery within 24h Surgery after 24h Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Coronaetal, 2016 4 18 0 2 158% 1.55 [0.06, 38.65]
Huang et al, 2008 4 14 0 2 0.0% 2.141[0.08, 54.22]
Kaiser et al, 1881 0 8 1 7 0.0% 0.06[0.00, 2.24]
Mittapalli et al, 2015 3 12 2 12 38.8% 1.67[0.22,12.35] =
Nawijn et al, Fel 2014 4 25 3 7 45.4% 0.25[0.04, 1.60] —_——
Total (85% CI) 55 21 100.0% 0.70 [0.19, 2.58] —e———
Total events 11 ]
Heterogeneity: Tau®= 0.09; Chi*= 213, df= 2 (P=034); F= 6% I t t |
Testfo?overgll effect Z= 0153 {F= D.Sé) ( g u.0 - b1 N - 1.0 Too
Favours surgery within24h Favours surgery after 24h

Subgroup analysis: Studies without limitation on affected body region by NSTI

Surgery within 24h Surgery after 24h Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Coronaetal, 2016 4 18 a 2 0.0% 1.55 [0.06, 38.65]
Huang et al, 2008 4 14 0 2 0.0% 2.14[0.08, 54.22]
Kaiser etal, 1981 a g 1 2 17.4% 0.06[0.00,2.24] ¢
Mittapalli et al, 2015 3 12 2 12 39.4% 1.67 [0.22,12.35] L]
Mawijn et al, Feb 2014 4 25 3 7o431% 0.25[0.04, 1.60] L
Total (95% CI) 45 21 100.0% 0.41[0.08, 2.26] ——e i ——
Total events 7 4
Heterogeneity: Tau®= 0.86; Chi*= 3.22, df= 2 (P = 0.20%; F= 38% I t t {
Test for overall effect Z=1.02 (F=0.31) 0.01 01 N 1.0 100
Favours surgery within24h Favours surgery after 24h

Subgroup analysis: Excluding studies limited to specific microbial types of NSTI

Surgery within 24h Surgery after 24h Odds Ratio Odds Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Coronaetal, 2016 4 18 a 2 156% 1.5 [0.06, 38.65]
Huang et al, 2008 4 14 a 2 0.0% 2.14[0.08, 54.22]
Kaiser etal, 1981 a g 1 2 12.48% 0.05[0.00,2.24] +
Mittapalli et al, 20148 3 12 2 12 337% 1.67 [0.22,12.39] ol
Mawijn et al, Feb 2014 4 25 3 7O381% 0.25[0.04, 1.60] e
Total (95% CI) 63 23 100.0% 0.53[0.14, 2.06] ——e
Total events 11 3]
Heterogeneity Tau®= 0.38, Chi*= 3.71,df= 3 (P=0.29); F=19% 'D.D1 0'1 1'0 1DD'

Testfor overall effect Z=0.92 (P = 0.36) Favours surgery within24h Favours surgery after 24h



Surgery within 3 days after onset symptoms - mortality as outcome

Surgery within 3 days Surgery after 3 days Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Knutson et al, 1983 4 B 2 3 11.5% 1.00[0.05, 18.91]
Leeetal, 2014 11 78 G 21 TE6E% 0.41[0.13,1.29] ——
Liu etal, 2012 0 14 10 a0 11.9% 0.13[0.01,2.42] +
Total (95% CI) 98 74 100.0% 0.40 [0.15, 1.08] e
Total events 14 18
_Il-_letﬂogenemfl:lT?ru :ZDP?;;WP:_DD.QDS?, df=2 (P =061)F=0% o 0 10 100
estfor overall effect Z=1.81 (P = 0.07) Favours surgery =3 days Favours surgery =3 days

Subgroup analysis: High-quality studies

Surgery within 3 days Surgery after 3 days Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Knutson etal, 1983 4 3] 2 3 Mot estimable
Lee atal, 2014 1 78 B 21 100.0% 0.41[013,1.29] ——
Liuetal, 2012 1] 14 10 50 0.0% 0.13[0.01,2.42]
Total (95% CI) 78 21 100.0% 0.41 [0.13,1.29] el
Total events 1" 4
Heterogeneity: Mot applicahle ID.DW 0?1 150 1DD=
Testfor overall effect Z=1483{FP=0.13) Favours surgery <3 days Favours surgery >3 days

Subgroup analysis: Studies published 22009

Surgery within 3 days Surgery after 3 days Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
knutson etal, 1983 4 B 2 3 0.0% 1.00[0.05,18.81]
Lee etal, 2014 11 78 B 21 6E% 0.41 [0.13, 1.28] ——
Liuetal, 2012 0 14 10 a0 13.4% 013[0.01,2.42] ¢
Total (95% Cl) 92 71 100.0% 0.35[0.12,1.02] —~el—
Total events 11 16
_Il-_let??genemfl:lT?ru ;ZDP?;E(’DEWP:_DD.SDSS, df=1(P=045); F=0% o o1 10 100
estfor overall effect 2=1.92 (F = 0.05 Favours surgery =3 days Favours surgery =3 days

Subgroup analysis: Studies without limitation on affected body region by NSTI

Surgery within 3 days Surgery after 3 days Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
kKnutson et al, 1983 4 4] 2 3 131% 1.00[0.05, 18.91]
Leeetal, 2014 11 78 G 21 B6O9% 0.41[0.13,1.29] —.——
Liuetal, 2012 1] 14 10 a0 0.0% 013 [0.01,2.43]
Total (95% CI) 84 24 100.0% 0.46 [0.16, 1.34] -
Total events 14 g
_!l—_iehta;ugenemrl.lT?ru :ZDP?,th\P=_DD.3115, df=1(P=0458), F=0% ID.D1 051 1‘0 1DDI
estfor overall effect Z=1.43 (P = 015 Favours surgery =3 days Favours surgery =3 days

Subgroup analysis: Excluding studies limited to specific microbial types of NSTI

Surgery within 3 days Surgery after 3 days Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
knutson etal, 1983 4 B 2 3 0.0% 1.00[0.05,18.81]
Lee etal, 2014 11 T8 3] ey 0.0% 0.41 [0.13,1.28]
Liu etal, 2012 0 14 10 50 100.0% 0.13[0.01,242) * B
Total (95% Cl) 14 50 100.0% 0.13[0.01,242] e —
Total events 1] 10
Heterogeneity: Mot applicable 'D.D1 Df1 1.D 1DD'

Test for overall effect Z=1.36 (P=017) Favours surgery <3 days Favours surgery =3 days



Hospital presentation within 3 days after onset symptoms -

mortality as outcome

Presentation within 3days  Presentation after 3 days Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Barupal etal, 2019 T 14 ] 35 19.0% 2.53100.71,8.497] -
Bover et al, 2009 25 65 18 41 22.6% 0.80 [0.36, 1.77] —a
Catena et al, 2004 1 4 & T 8.3% 008 [0.00,1.23] #
Ferretti etal, 2017 3 14 1] G 8.2% 396 [0.18,89.19]
Huang etal, 2008 1 14 2 2 TA% 0.02([0.00,0.72) +
Knutson et al, 1983 &} 8 1 1 T1% 0.52[0.02,16.83]
Les et al, 2014 12 an 5 9 17.E% 0,12 [0.03, 0.52] —_—
u et al, 2004 1 & 2 9 10.1% 0,70 [0.05, 10.01]
Total (95% CI) 216 110 100.0% 0.49 [0.16, 1.44] ——elil—
Total events 85 43
Heterogeneity: Tau®=1.19;, Chi*=17.11, df =7 (P = 0.02); F= 55% I t t i
Testforgo\rergll effect: Z= 1I.30 P= D.19)I ( g 0.01 01 . p 1o y o0
Favours surgery <3 days Favours surgrery =3 days
Subgroup analysis: High-quality studies
Presentation within 3Jdays  Presentation after 3 days Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Earupal etal, 2019 7 15 ] 5 32.2% 253 [0.71, 8.97] —_
Bayer etal, 2009 28 |44} 18 41 37.8% 0.80 [0.36,1.77] —
Catena et al, 2004 1 4 ] T 0.0% 0.06 [0.00,1.23]
Ferretti et al, 2017 3 14 0 B 0.0% 396 [0.18,89.19]
Huang et al, 2008 1 14 2 7 0.0% 0.02 [0.00, 0.72]
Knutson et al, 1983 3 a 1 1 Mot estimable
Leeetal, 2014 12 90 ] 9 30.0% 0121003, 0.52] - &
Yuetal, 2004 1 B 2 9 0.0% 0.70 [0.04, 10.01]
Total (95% CI) 170 85 100.0% 0.66 [0.15, 2.83] e ——
Total events 44 3z
Heteroneneity: Tau®=1.29; Chi*=9.56, df= 2 (P = 0.008); F=79% I t t |
Test forgovergll effect: Z= DI.SB F= D.Sé) ( g o.m o1 . . 10 . o
Favours surgery <3 days Favours surgrery =3 days
Subgroup analysis: Studies published 22009
Presentation within 3days  Presentation after 3 days Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% CIl
Earupal etal, 2018 7 15 ] 25 29.2% 253 [0.71, 8.97] —_
Eioyer et al, 2009 25 5 18 41 33.5% 0.80 [0.26, 1.77] ——
Catena et al, 2004 1 4 ] 7 0.0% 0.06 [0.00,1.23]
Ferretti et al, 2017 3 14 1} B 12.2% 386 1[0.18,858.19]
Huahg et al, 2008 1 14 2 2 0.0% 0.02 [0.00, 0.72]
knutson et al, 1983 ] 8 1 1 0.0% 0.52[0.02,16.83]
Leeetal, 2014 12 90 ] 9 261% 0121003, 0.52] -
Yuetal, 2004 1 b 2 9 0.0% 0.70[0.05,10.01]
Total (95% CI) 184 91 100.0% 0.82 [0.22, 3.09] —-*-—
Total events 47 az
Heterogeneity: Tau®=1.20; Chi*=10.64, df =3 (P =0.01); F=72% I t T |
Test TDrgDVErEI effect 7= DIZEI (F=0 ?B)I ( g 0.0 o n 1oo
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Subgroup analysis: Studies without limitation on affected body region by NSTI
Presentation within 3days  Presentation after 3 days Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Barupal etal, 2019 T 14 ] 34 2T.E% 2.53100.71,8.497] - =
Boyer et al, 2009 25 65 18 41 0.0% 0.80 [0.36, 1.77]
Catena et al, 2004 1 4 & T o151% 0.08 [0.00,1.23] #
Ferretti etal, 2017 3 14 1] G 0.0% 396 [0.18,89.19]
Huang et al, 2008 1 14 2 2 0.0% 0.02[0.00,0.72]
Knutson et al, 1983 &} 8 1 1 13.3% 0.52[0.02,16.83]
Lee stal, 2014 12 e} ] 9 36.3% 013003, 0.52] - &
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Subgroup analysis: Excluding studies limited to specific microbial types of NSTI

Presentation within 3days  Presentation after 3 days Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Barupal et al, 2019 7 15 g 35 29.6% 253 [0.71,8.97] —_1—
Bover et al, 2009 25 65 18 4 41.5% 0.80 [0.36, 1.77] ——
Catena et al, 2004 1 4 & 7 9.8% 0.0 [0.00,1.23] #
Ferretti etal, 2017 3 14 1] 4] g.8% 396018, 89.19]
Huang etal, 2008 1 14 2 2 0.0% 0.02[0.00,0.72]
Knutzon et al, 1983 a 2 1 1 0.0% 0.52[0.02,16.83]
Leeetal, 2014 12 90 ] 9 0.0% 0121003, 0.52]
Yuetal, 2004 1 B 2 9 11.3% 0.70[0.05,10.01]
Total (95% CI) 104 98 100.0% 1.01 [0.37, 2.74] e
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