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Supplemental material placed on this supplemental material which has been supplied by the author(s) Reg Anesth Pain Med
PNB versus no PNB for THA/TKA 23-Feb-2021
1.1 Mortality | GA/NA (THA/TKA)
PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%ClI M-H, Fixed, 95% CI ABCDEFG
1.1.2GA +NA
Amundson 2017 0 50 0 107 Not estimable (1111 X1]]
Lovald 2015 3 3425 23 30272  06%  1.15[0.35, 3.84] e CEEY )
Mclsaac 2017 156 61588 282 116626 26.3%  1.05[0.86, 1.27] " eeee
Memtsoudis 2016 82 110237 408 609189 16.9%  1.11[0.88, 1.41] * 22@72
Memtsoudis 2016 14 24839 289 317887 57%  0.62[0.36, 1.06] — 22@72
Peters 2006 (1) 0 50 1 50 02%  0.33[0.01,8.21] 0000
Wall 2017 1 127 1 130 0.1%  1.02[0.06, 16.55] ©020272@
Subtotal (95% CI) 200316 1074261 49.9%  1.02 [0.88, 1.18] )
Total events 256 1004
Heterogeneity: Chi? = 4.40, df = 5 (P = 0.49); I> = 0%
Test for overall effect: Z = 0.25 (P = 0.80)
1.1.2NAonly
Akkaya 2014 0 12 0 15 Not estimable (11 1)
Barrington 2005 0 53 0 55 Not estimable (II1 1 LT T
Campbell 2008 0 26 1 30  02%  0.37[0.01,9.51] ®2720006
Wu 2014 0 30 0 30 Not estimable ©000:66¢
Subtotal (95% CI) 121 130 0.2%  0.37[0.01,951] ——so—
Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.60 (P = 0.55)
1.1.2 GA
Amundson 2017 0 50 0 107 Not estimable (11111 7])]
Lovald 2015 3 3425 23 30272 06%  1.15[0.35, 3.84] — ®220
Mclsaac 2017 156 61588 282 116626 26.3%  1.05[0.86, 1.27] = eeee
Memtsoudis 2016 82 110237 408 609189 16.9%  1.11[0.88, 1.41] * 22@72
Memtsoudis 2016 14 24839 289 317887 57%  0.62[0.36, 1.06] — 22@72
Peters 2006 (2) 0 50 1 50 02%  0.33[0.01,8.21] 0000
Wall 2017 1 127 1 130 0.1%  1.02[0.06, 16.55] ®09272@
Subtotal (95% Cl) 200316 1074261 49.9%  1.02 [0.88, 1.18] 4
Total events 256 1004
Heterogeneity: Chi? = 4.40, df = 5 (P = 0.49); 1> = 0%
Test for overall effect: Z = 0.25 (P = 0.80)
Total (95% Cl) 400753 2148652 100.0%  1.02[0.92, 1.13]
Total events 512 2009
Heterogeneity: Chiz = 9.19, df = 12 (P = 0.69); I = 0% 0'_01 0?1 1 1'0 10'0

Test for overall effect: Z = 0.34 (P = 0.74)

Test for subgroup differences: Chi? = 0.37, df =2 (P = 0.83), I’ = 0%

Eootnotes

(1) Peters excluded as PNB in both groups
(2) Peters excluded as PNB in both groups

Review Manager 5.4.1

Favours PNB Favours NO-PNB

Risk of bias legen

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bi
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appr
(I) Observational Study: Flawed measurement of exposure
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for ¢
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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(1) Peters excluded as PNB in both groups

Review Manager 5.4.1

Supplemental material placed on this supplemental material which has been supplied by the author(s) Reg Anesth Pain Med
PNB versus no PNB for THA/TKA 23-Feb-2021
1.2 Mortality | THA
PNB NO-PNB Odds Ratio Odds Ratio R

Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%ClI M-H, Fixed, 95% CI ABCDETFGEH

1.2.2 THA | Observational

Memtsoudis 2016 14 24839 289 317887 96.6% 0.62 [0.36, 1.06] ?? . ?

Peters 2006 (1) 0 50 1 50  34%  0.33[0.01, 8.21] 0000

Subtotal (95% CI) 24889 317937 100.0%  0.61 [0.36, 1.04] L

Total events 14 290

Heterogeneity: Chiz = 0.15, df = 1 (P = 0.70); I2= 0%

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

Total (95% Cl) 24389 317937 100.0% 0.61 [0.36, 1.04] L

Total events 14 290

i Chi2 = = = - 12 = 09 + t t t

Heterogeneity: Chi? = 0.15, df = 1 (P = 0.70); 1> = 0% 001 01 1 10 100

Test for overall effect: Z = 1.83 (P = 0.07) Favours PNB Favours NO-PNB

Test for subgroup differences: Not applicable

Eootnotes Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply approp
(I) Observational Study: Flawed measurement of exposure or
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for cont
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(0) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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Test for overall effect: Z = 0.85 (P = 0.40)

Test for subgroup differences: Chi? = 0.24, df = 1 (P = 0.63), I = 0%

Footnotes
(1) Peters excluded as PNB in both groups

Review Manager 5.4.1

Supplemental material placed on this supplemental material which has been supplied by the author(s) Reg Anesth Pain Med
PNB versus no PNB for THA/TKA 23-Feb-2021
1.3 Mortality | TKA
PNB NO-PNB Odds Ratio Odds Ratio

Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95% Cl ABCDETFG
1.3.2 TKA | Observational
Akkaya 2014 0 12 0 15 Not estimable (11 ] )
Lovald 2015 3 3425 23 30272 1.4%  1.15[0.35, 3.84] — @220
Mclsaac 2017 156 61588 282 116626 59.3%  1.05[0.86, 1.27] = eeee
Memtsoudis 2016 82 110237 408 609189 38.1%  1.11[0.88, 1.41] 22@7
Peters 2006 (1) 0 50 1 50 05%  0.33[0.01,821] 0000
Subtotal (95% CI) 175312 756152 99.3%  1.07 [0.92, 1.24] )
Total events 241 714
Heterogeneity: Chi? = 0.67, df = 3 (P = 0.88); I> = 0%
Test for overall effect: Z = 0.89 (P = 0.38)
1.3.2TKA|RCT
Amundson 2017 0 50 0 107 Not estimable (111111
Barrington 2005 0 53 0 55 Not estimable 00000
Campbell 2008 0 26 1 30  04%  0.37[0.01,9.51] 2720000
Wall 2017 1 127 1 130 0.3%  1.02[0.06, 16.55] 092720
Wu 2014 0 30 0 30 Not estimable ©000:60
Subtotal (95% Cl) 286 352 0.7%  0.64 [0.08, 4.99] —l—
Total events 1 2
Heterogeneity: Chi? = 0.22, df = 1 (P = 0.64); 1> = 0%
Test for overall effect: Z = 0.42 (P = 0.67)
Total (95% Cl) 175598 756504 100.0%  1.07 [0.92, 1.24] )
Total events 242 716
Heterogeneity: Chi2 = 1.09, df = 5 (P = 0.96); I12 = 0% 0:.01 0f1 ] 1=0 10=0

Favours PNB Favours NO-PNB

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bia
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appro
(I) Observational Study: Flawed measurement of exposure ¢
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for co
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

Memtsoudis SG, et al. Reg Anesth Pain Med 2021;0:1-15. doi: 10.1136/rapm-2021-102750



Supplemental material

BMJ Publishing Group Limited (BMJ) disclaims al liability and responsibility arising from any reliance

placed on this supplemental material which has been supplied by the author(s)

PNB versus no PNB for THA/TKA

1.4 Mortality | Total

23-Feb-2021

PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%ClI M-H, Fixed, 95% CI A
Akkaya 2014 0 12 0 15 Not estimable .
Amundson 2017 0 50 0 107 Not estimable .
Barrington 2005 0 53 0 55 Not estimable .
Campbell 2008 0 26 1 30 0.4% 0.37[0.01, 9.51] @7
Lovald 2015 3 3425 23 30272 1.3% 1.15[0.35, 3.84] T @7
Mclsaac 2017 156 61588 282 116626 52.6% 1.05[0.86, 1.27] @®
Memtsoudis 2016 14 24839 289 317887 11.3% 0.62[0.36, 1.06] "I ?
Memtsoudis 2016 82 110237 408 609189 33.8% 1.11[0.88, 1.41] ? 7
Peters 2006 (1) 0 50 1 50 0.4% 0.33[0.01, 8.21]  J
Wall 2017 1 127 1 130 0.3% 1.02 [0.06, 16.55] @®
Wu 2014 0 30 0 30 Not estimable @
Total (95% Cl) 200437 1074391 100.0% 1.02 [0.88, 1.17] ]
Total events 256 1005

Heterogeneity: Chi? = 4.78, df = 6 (P = 0.57); 1= 0%
Test for overall effect: Z = 0.22 (P = 0.82)

Eootnotes
(1) Peters excluded as PNB in both groups

Review Manager 5.4.1

0.01 0.1 1 10 100
Favours PNB Favours NO-PNB

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bi
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appr
(I) Observational Study: Flawed measurement of exposure
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for ¢
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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Supplemental material placed on this supplemental material which has been supplied by the author(s) Reg Anesth Pain Med
PNB versus no PNB for THA/TKA 23-Feb-2021
1.5 Cardiac Composite without MI| GA/NA (THA/TKA)
PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%ClI M-H, Fixed, 95% CI ABCDEFG
1.5.2GAonly
Bogoch 2002 0 57 2 58  0.0%  0.20[0.01,4.18] ¢ 2060000606
Widmer 2012 0 27 0 28 Not estimable
Subtotal (95% Cl) 84 86  0.0%  0.20 [0.01, 4.18] ——snN———
Total events 0 2
Heterogeneity: Not applicable
Test for overall effect: Z = 1.04 (P = 0.30)
1.5.2 GA
Bogoch 2002 0 57 2 58  0.0%  0.20[0.01,4.18] ¢ 2000006
DeRuyter 2006 0 24 0 26 Not estimable @200
Memtsoudis 2016 451 24839 6818 317887 9.2% 0.84[0.77, 0.93] - 22@7?
Memtsoudis 2016 2139 110237 14243 609189 40.7% 0.83[0.79, 0.87] | ?2? . ?
Peters 2006 (1) 0 50 2 50 0.0%  0.19[0.01,4.10] * 0000
Wall 2017 1 127 0 130 0.0%  3.09[0.12, 76.68] ®®97272@
Widmer 2012 0 27 0 28 Not estimable
Subtotal (95% ClI) 135361 927368 50.0% 0.83 [0.80, 0.86]
Total events 2591 21065
Heterogeneity: Chi? = 2.52, df = 4 (P = 0.64); 1> = 0%
Test for overall effect: Z = 8.85 (P < 0.00001)
1.5.2GA +NA
DeRuyter 2006 0 24 0 26 Not estimable ®©200
Memtsoudis 2016 451 24839 6818 317887 9.2% 0.84[0.77,0.93] - 22@7?
Memtsoudis 2016 2139 110237 14243 609189 40.7% 0.83[0.79, 0.87] | ?2? . ?
Peters 2006 (2) 0 50 2 50 0.0%  0.19[0.01,4.10] * 0200
Wall 2017 1 127 0 130 0.0%  3.09[0.12, 76.68] @®?2@272@
Subtotal (95% CI) 135277 927282 49.9% 0.83 [0.80, 0.86] [
Total events 2591 21063
Heterogeneity: Chi? = 1.67, df = 3 (P = 0.64); 1= 0%
Test for overall effect: Z = 8.84 (P < 0.00001)
1.5.2NAonly
Akkaya 2014 0 12 0 15 Not estimable (11 1)
Baranovi 2011 0 35 2 36 00%  0.19[0.01,4.20] * @® (11
Campbell 2008 0 26 1 30 0.0% 0.37[0.01, 9.51] @
Niskanen 2005 1 25 0 24 0.0% 3.00[0.12, 77.31]
Wu 2014 0 40 1 36 0.0% 0.29[0.01, 7.40]
Subtotal (95% Cl) 138 141 0.1% 0.49 [0.12, 2.01] ‘
Total events 1 4
Heterogeneity: Chi2 = 1.67, df = 3 (P = 0.64); I2= 0%
Test for overall effect: Z = 0.99 (P = 0.32)
Total (95% Cl) 270860 1854877 100.0% 0.83 [0.81, 0.85] [
Total events 5183 42134
Heterogeneity: Chi? = 7.13, df = 13 (P = 0.90); I? = 0% f f y |
Test fo? ovegll effect: Z = Y12.54 (P(< 0.00002) 0.01 041 1 10 100
Favours PNB Favours NO-PNB
Test for subgroup differences: Chi? = 1.38, df = 3 (P = 0.71), 7= 0%
Footnotes Risk of bias legen
(1) Peters excluded as PNB in both groups (A) Random sequence generation (selection bias)
(2) Peters excluded as PNB in both groups (B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bi
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appr
(l) Observational Study: Flawed measurement of exposure
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for ¢
N DOT. Calaativim Ardanman ramavki;~
Review Manager 5.4.1 6
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Supplemental material placed on this supplemental material which has been supplied by the author(s) Reg Anesth Pain Med

PNB versus no PNB for THA/TKA 23-Feb-2021
(L) U 1. Oelecuve vulsullie repuiuny
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
(R) RCT: Incomplete outcome data

Review Manager 5.4.1 7
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Supplemental material placed on this supplemental material which has been supplied by the author(s) Reg Anesth Pain Med
PNB versus no PNB for THA/TKA 23-Feb-2021
1.6 Cardiac Composite without MI | THA
PNB NO-PNB Odds Ratio Odds Ratio R
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%ClI M-H, Fixed, 95% CI ABCDETFGEH
1.6.2 THA | Observational
Memtsoudis 2016 451 24839 6818 317887 99.5% 0.84[0.77, 0.93] ?2? . ?
Peters 2006 (1) 0 50 2 50 03%  0.19[0.01,4.10] * 0000
Subtotal (95% Cl) 24889 317937  99.7% 0.84 [0.76, 0.93] ‘
Total events 451 6820
Heterogeneity: Chi? = 0.90, df = 1 (P = 0.34); I?= 0%
Test for overall effect: Z = 3.50 (P = 0.0005)
1.6.2THA|RCT
Bogoch 2002 0 57 2 58  03%  0.20[0.01,4.18] * 200006006
Subtotal (95% CI) 57 58  0.3%  0.20 [0.01, 4.18] e
Total events 0 2
Heterogeneity: Not applicable
Test for overall effect: Z = 1.04 (P = 0.30)
Total (95% Cl) 24946 317995 100.0%  0.84 [0.76, 0.93] ()
Total events 451 6822
ity: Chi? = = = 2= QY ; t t {

e N e o G o

est for overall effect: Z = 3.55 (P = 0. ) Favours PNB Favours NO-PNB
Test for subgroup differences: Chi? = 0.87, df = 1 (P = 0.35), I = 0%
Footnotes Risk of bias | n
(1) Peters excluded as PNB in both groups (A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply approp
(I) Observational Study: Flawed measurement of exposure or
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for cont
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

Review Manager 5.4.1 8
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Supplemental material

placed on this supplemental material which has been supplied by the author(s)

PNB versus no PNB for THA/TKA

1.7 Cardiac Composite without MI | Total

23-Feb-2021

PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95% Cl ABCDETFG
Akkaya 2014 0 12 0 15 Not estimable ©000
Baranovi 2011 0 35 2 36  00%  0.19[0.01,4.20] * @® oee
Bogoch 2002 0 57 2 58  0.0%  0.20[0.01,4.18] * 70000600
Campbell 2008 0 26 1 30 00%  0.37[0.01,9.51] 2720000
DeRuyter 2006 0 24 0 26 Not estimable @200
Memtsoudis 2016 451 24839 6818 317887 18.4%  0.84[0.77, 0.93] " 22@7
Memtsoudis 2016 2139 110237 14243 609189 81.3%  0.83[0.79, 0.87] [ ] 22@72
Niskanen 2005 1 25 0 24 00%  3.00[0.12, 77.31] 277200000
Peters 2006 (1) 0 50 2 50 0.0%  0.19[0.01,4.10] * 0000
Wall 2017 1 127 0 130 0.0% 3.00[0.12, 76.68] 022720
Widmer 2012 0 27 0 28 Not estimable
Wu 2014 0 40 1 36 00%  0.29[0.01,7.40] 0000:60
Total (95%Cl) 135499 927509 100.0%  0.83 [0.80, 0.86] |
Total events 2592 21069

Heterogeneity: Chi? = 4.61, df = 8 (P = 0.80); I> = 0%
Test for overall effect: Z = 8.88 (P < 0.00001)

Eootnotes
(1) Peters excluded as PNB in both groups

Review Manager 5.4.1

001 01 1 10 100
Favours PNB Favours NO-PNB

Risk of bias legen

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bia
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appro
(l) Observational Study: Flawed measurement of exposure ¢
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for co
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

Memtsoudis SG, et al. Reg Anesth Pain Med 2021;0:1-15. doi: 10.1136/rapm-2021-102750
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placed on this supplemental material which has been supplied by the author(s)

PNB versus no PNB for THA/TKA 23-Feb-2021
1.8 Cardiac Composite without Ml | TKA
PNB NO-PNB Odds Ratio Odds Ratio

Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95% Cl ABCDETFG
1.8.2 TKA | Observational
Akkaya 2014 0 12 0 15 Not estimable (11 ] )
DeRuyter 2006 0 24 0 26 Not estimable @200
Memtsoudis 2016 2139 110237 14243 609189 99.7%  0.83[0.79, 0.87] B 22@72
Peters 2006 (1) 0 50 2 50 01%  0.19[0.01,4.10] * 0000
Subtotal (95% CI) 110323 609280 99.8%  0.83 [0.79, 0.86] |
Total events 2139 14245
Heterogeneity: Chi? = 0.87, df = 1 (P = 0.35); I> = 0%
Test for overall effect: Z = 8.15 (P < 0.00001)
1.8.2TKA|RCT
Baranovi 2011 0 35 2 36 01%  0.19[0.01,4.20] * ( 1 1]
Bogoch 2002 0 57 2 58  01%  0.20[0.01,4.18] * 20000606
Campbell 2008 0 26 1 30  0.0%  0.37[0.01,9.51] 2720000
Niskanen 2005 1 25 0 24 00%  3.00[0.12, 77.31] 22000060
Wall 2017 1 127 0 130 0.0% 3.09[0.12, 76.68] 022720
Widmer 2012 0 27 0 28 Not estimable
Wu 2014 0 40 1 36  00%  0.29[0.01,7.40] 00000
Subtotal (95% CI) 337 342 02%  0.55[0.18, 1.67] e
Total events 2 6
Heterogeneity: Chi? = 3.24, df = 5 (P = 0.66); I> = 0%
Test for overall effect: Z = 1.05 (P = 0.30)
Total (95%Cl) 110660 609622 100.0%  0.83 [0.79, 0.86] |
Total events 2141 14251
Heterogeneity: Chi2 = 4.46, df = 7 (P = 0.73); I2= 0% =0_ 01 0? ] ; 150 ] 00=

Test for overall effect: Z = 8.19 (P < 0.00001)
Test for subgroup differences: Chi? = 0.50, df = 1 (P = 0.48), I = 0%

Eootnotes
(1) Peters excluded as PNB in both groups

Review Manager 5.4.1

Favours PNB Favours NO-PNB

Risk of bias legen

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bia
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appro
(l) Observational Study: Flawed measurement of exposure ¢
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for co
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.9Myocardialinfarction| GA/INA (THA/TKA)
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.9.2GA
Bogoch 2002 0 57 1 58 11.8%  0.33[0.01, 8.35] - 2000000
Chelly 2001 0 29 1 63 76% 0.71[0.03,17.86] 200000
Duncan 2013 0 54 0 54 Not estimable 2000
Wall 2017 0 127 1130 11.9%  0.34[0.01, 8.39] - 92072720
Subtotal (95% Cl) 267 305 31.3% 0.43 [0.07, 2.73] ‘
Total events 0 3
Heterogeneity: Chiz = 0.14, df = 2 (P = 0.93); I? = 0%
Test for overall effect: Z = 0.90 (P = 0.37)
1.9.2NAonly
Barrington 2005 1 53 0 55 38% 3.17[0.13, 79.60] 20006066
Bron 2018 1 82 0 80 40% 296[0.12,73.82] (T T T 11
Campbell 2008 0 26 130 11.0% 0.37 [0.01, 9.51] - @2720000
Gmez 2017 1 492 0 8 6.9% 0.50[0.02 12.47] @20222@
Niskanen 2005 0 25 1 25 11.8% 0.32[0.01, 8.25] - 27700000
Subtotal (95% ClI) 678 272  37.5% 0.94 [0.26, 3.46] ’
Total events 3 2
Heterogeneity: Chi? = 1.92, df = 4 (P = 0.75); 1> = 0%
Test for overall effect: Z = 0.09 (P = 0.93)
1.9.2GA +NA
Chelly 2001 0 29 1 63 76% 0.71[0.03,17.86] 2002000
Duncan 2013 0 54 0 54 Not estimable 2000
Wall 2017 0 127 1130 11.9%  0.34[0.01, 8.39] - 9272720
Subtotal (95% Cl) 210 247 19.4% 0.48 [0.05, 4.68] ’
Total events 0 2
Heterogeneity: Chiz = 0.10, df = 1 (P = 0.75); I? = 0%
Test for overall effect: Z = 0.63 (P = 0.53)
1.9.2GAonly
Bogoch 2002 0 57 1 58 11.8%  0.33[0.01, 8.35] - 2000000
Subtotal (95% Cl) 57 58 11.8% 0.33 [0.01, 8.35] -—’—
Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.67 (P = 0.50)
Total (95% Cl) 1212 882 100.0% 0.62 [0.25, 1.52] ‘
Total events 3 8
e Chi2 = = - L2 =09 t t t |
S MU L ST
) ' : Favours PNB Favours NO-PNB
Test for subgroup differences: Chi? = 0.74, df = 3 (P = 0.86), I = 0%
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
/DN DOAT. lnammanlata Avdbannman Adada
Review Manager 5.4.1 11

Memtsoudis SG, et al. Reg Anesth Pain Med 2021;0:1-15. doi: 10.1136/rapm-2021-102750



BMJ Publishing Group Limited (BMJ) disclaims al liability and responsibility arising from any reliance

Supplemental material placed on this supplemental material which has been supplied by the author(s) Reg Anesth Pain Med
PNB versus no PNB for THA/TKA 23-Feb-2021
(X)) U L. HICUTTIpIgLle vuLsuliie udld

1.10 Myocardial infarction | THA

PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95% CI ABCDEFGHI
1.10.2THA |RCT

Bogoch 2002 0 57 1 58 748%  0.33[0.01,8.35] | 20000606
Bron 2018 1 82 0 80 252%  2.96[0.12,73.82] = CT T LT T )
Subtotal (95% CI) 139 138 100.0%  1.00 [0.14, 7.19] el

Total events 1 1

Heterogeneity: Chi? = 0.89, df = 1 (P = 0.35); I = 0%

Test for overall effect: Z = 0.00 (P = 1.00)

Total (95%Cl) 139 138 100.0%  1.00 [0.14, 7.19]

Total events 1 1

Heterogeneity: Chiz = 0.89, df = 1 (P = 0.35); I = 0%

Test for overall effect: Z =0.00 (P = 1.00)

Test for subgroup differences: Not applicable

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

001 01 1 10 100
Favours PNB Favours NO-PNB
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1.11 Myocardial infarction | Total
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
Barrington 2005 1 53 0 55 56% 3.17[0.13 79.60] 200066
Bogoch 2002 0 57 1 58 17.2%  0.33[0.01, 8.35] = 20000600
Bron 2018 1 82 0 80 58% 296[0.12,73.82] (T T T 1T 1)
Campbell 2008 0 26 1 30 16.0%  0.37[0.01, 9.51] = 2720000
Chelly 2001 0 29 1 63 11.0%  0.71[0.03, 17.86] - 2002000
Duncan 2013 0 54 0 54 Not estimable 2000
Gmez 2017 1 492 0 82 100%  0.50[0.02, 12.47] - @202272@
Niskanen 2005 0 25 1 25 172%  0.32[0.01, 8.25] = 27700000
Wall 2017 0 127 1130 172%  0.34[0.01, 8.39] = 0202720
Total (95%Cl) 945 577 100.0%  0.71 [0.25, 2.00] -
Total events 3 5
ity 2 = = = - 12 = OY t t } |

_I;_iet?rfogeneltyilcpfl t-zz.‘ts’(]dé5 ;(—P0 5()1.93), 12=0% 001 04 1 10 100

est for overall effect: Z = 0.65 (P = 0.51) Favours PNB Favours NO-PNB
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.12 Myocardial infarction | TKA
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.12.2 TKA | Observational
Duncan 2013 0 54 0 54 Not estimable 2000
Subtotal (95% CI) 54 54 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.12.2TKA|RCT
Barrington 2005 1 53 0 55 59% 3.17[0.13,79.60] 20006066
Bogoch 2002 0 57 1 58 183%  0.33[0.01, 8.35] = 20000600
Campbell 2008 0 2 1 30 17.0%  0.37[0.01,9.51] . @2720000
Chelly 2001 0 29 1 63 11.7%  0.71[0.03, 17.86] - 20072000
Gmez 2017 1 492 0 82 10.6%  0.50[0.02, 12.47] - @2@27272@
Niskanen 2005 0 25 1 25 18.2% 0.32[0.01, 8.25] = 277200000
Wall 2017 0 127 1130 18.3%  0.34[0.01, 8.39] = 222720
Subtotal (95% Cl) 809 443 100.0% 0.57 [0.18, 1.78] P
Total events 2 5
Heterogeneity: Chi2 = 1.51, df = 6 (P = 0.96); I = 0%
Test for overall effect: Z = 0.97 (P = 0.33)
Total (95%Cl) 863 497 100.0% 0.57 [0.18, 1.78] e
Total events 2 5
Heterogeneity: Chiz = 1.51, df = 6 (P = 0.96); 12 = 0% =0‘01 0f1 ; 1=0 100=
Test for overall effect: Z = 0.97 (P = 0.33) Favours PNB Favours NO-PNB
Test for subgroup differences: Not applicable
Risk of bias legen
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
(R) RCT: Incomplete outcome data
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1.13 Atrial fibrillation | Total

PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight 1V,Fixed,95%ClI IV, Fixed, 95% CI
Campbell 2008 0 26 1 30 24.8% 0.37[0.01,9.51] =
Niskanen 2005 1 25 0 24 248% 3.00[0.12,77.31] =
Wall 2017 1 127 0 130 25.4% 3.09[0.12,76.68] =
Wu 2014 0 40 1 36 25.0% 0.29[0.01, 7.40] ol

Total (95% Cl) 218 220 100.0% 1.00 [0.20, 5.06]
Total events 2 2

ity 2 = - = -2 = 09 I t 1 y d
I{_iete:(ogeneltyilcrfl 128_3 df1 l?;(_P1 0.61); I7=0% 001 04 1 10 100
est for overall effect: Z = 0.01 (P = 1.00) Favours PNB  Favours NO-PNB

Risk of bias legen

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.14 Atrialfibrillation | TKA
PNB NO-PNB Odds Ratio Odds Ratio Risk o
Study or Subgroup Events Total Events Total Weight 1V,Fixed,95%ClI IV, Fixed, 95% CI ABCDEFGH.I
1.14.2TKA|RCT
Campbell 2008 0 26 1 30 24.8% 0.37[0.01,9.51] = ®2720000
Niskanen 2005 1 25 0 24 248% 3.00[0.12,77.31] = 2200000
Wall 2017 1127 0 130 254% 3.00[0.12, 76.68] = 9202720
Wu 2014 0 40 1 36 250% 0.29[0.01,7.40] = ©200:600
Subtotal (95% CI) 218 220 100.0% 1.00 [0.20, 5.06] ~—
Total events 2 2
Heterogeneity: Chi? = 1.83, df = 3 (P = 0.61); 2= 0%
Test for overall effect: Z = 0.01 (P = 1.00)

Total (95% Cl) 218 220 100.0% 1.00 [0.20, 5.06]
Total events 2 2

Heterogeneity: Chi? = 1.83, df = 3 (P = 0.61); I = 0% r T ) y i

Test fo?ovegll effect: Z=0.01 (P(= 1.00) ) 0.01 01 1 10 100
Favours PNB Favours NO-PNB

Test for subgroup differences: Not applicable

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria

(I) Observational Study: Flawed measurement of exposure or outcome

(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding

(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.15 Atrialfibrillation| GA/NA (THA/TKA)

PNB NO-PNB Odds Ratio Odds Ratio Risk ¢

Study or Subgroup Events Total Events Total Weight 1V,Fixed,95%ClI 1V, Fixed, 95%CI ABCDEFGH.I
1.15.2 NA only

Campbell 2008 0 26 1 30 19.8% 0.37[0.01,9.51] = ®2720000
Niskanen 2005 1 25 24 19.7% 3.00[0.12,77.31] = 2200000
Wu 2014 0 40 1 36 20.0% 0.29[0.01,7.40] = 200600
Subtotal (95% CI) 91 90 59.5% 0.69 [0.11, 4.45] —~l

Total events 1 2

Heterogeneity: Chi? = 1.20, df = 2 (P = 0.55); I = 0%

Test for overall effect: Z = 0.40 (P = 0.69)

1.15.2 GA

Wall 2017 1 127 0 130 202% 3.09[0.12, 76.68] = 020220
Subtotal (95% CI) 127 130 20.2% 3.09 [0.12, 76.68] ——e

Total events 1 0

Heterogeneity: Not applicable

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

1.15.2 GA + NA

Wall 2017 1 127 0 130 202% 3.09[0.12, 76.68] = 22720
Subtotal (95% CI) 127 130 20.2% 3.09 [0.12, 76.68] e

Total events 1 0

Heterogeneity: Not applicable

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

Total (95% Cl) 345 350 100.0% 1.26 [0.30, 5.34]

Total events 3 2

Heterogeneity: Chiz = 2.21, df = 4 (P = 0.70); I2 = 0% =0 0 0=1 ; 1=0 100=

Test for overall effect: Z = 0.32 (P = 0.75) ’ Favoﬁrs PNB Favours NO-PNB

Test for subgroup differences: Chi? = 1.01, df = 2 (P = 0.60), I = 0%

Risk of bias legen

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria

(I) Observational Study: Flawed measurement of exposure or outcome

(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding

(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
Review Manager 5.4.1 17

Memtsoudis SG, et al. Reg Anesth Pain Med 2021;0:1-15. doi: 10.1136/rapm-2021-102750



BMJ Publishing Group Limited (BMJ) disclaims al liability and responsibility arising from any reliance

Supplemental material placed on this supplemental material which has been supplied by the author(s) Reg Anesth Pain Med
PNB versus no PNB for THA/TKA 23-Feb-2021
1.16 Pulmonary Composite | THA
PNB NO-PNB Odds Ratio Odds Ratio R
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%ClI M-H, Fixed, 95% CI ABCDETFGEH
1.16.2 THA | Observational
Memtsoudis 2016 187 24839 3337 317887 94.8% 0.72[0.62, 0.83] ?2? . ?
Peters 2006 1 50 2 50 04%  0.49[0.04, 5.58] — 0000
Subtotal (95% Cl) 24889 317937 95.2% 0.71 [0.62, 0.83] ’
Total events 188 3339

Heterogeneity: Chi? = 0.09, df = 1 (P = 0.76); I? = 0%
Test for overall effect: Z = 4.47 (P < 0.00001)

1.16.2THA|RCT

Bogoch 2002 0 57 1 58  0.3% 0.33[0.01, 8.35]

Hua 2017 11 30 14 30 1.8% 0.66 [0.24, 1.86] T
Hua 2017 3 30 14 30 25% 0.13[0.03, 0.51] —_—
Kearns 2016 0 52 0 51 Not estimable

Siddiqui 2007 0 17 1 17 0.3% 0.31[0.01, 8.27]

Subtotal (95% Cl) 186 186  4.8%  0.34[0.16, 0.73] <o
Total events 14 30

Heterogeneity: Chi? = 3.51, df = 3 (P = 0.32); I2= 15%
Test for overall effect: Z =2.79 (P = 0.005)

Total (95% Cl) 25075 318123 100.0% 0.70 [0.60, 0.81] )
Total events 202 3369

i Chi2 = = = .2 = 999 I + y |
Heterogeneity: Chi? = 6.38, df = 5 (P = 0.27); 1> = 22% 0.01 01 1 10 100
Test for overall effect: Z = 4.88 (P < 0.00001) Favours PNB Favours NO-PNB

Test for subgroup differences: Chi? = 3.51, df = 1 (P = 0.06), I = 71.5%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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PNB versus no PNB for THA/TKA

1.17 Pulmonary Composite | TKA

23-Feb-2021

PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95% Cl ABCDETFG
1.17.2 TKA | Observational
DeRuyter 2006 0 24 0 26 Not estimable @200
Memtsoudis 2016 1088 110237 7119 609189 98.3%  0.84[0.79, 0.90] B 22@ 2
Peters 2006 1 50 2 50 01%  0.49[0.04, 5.58] —_—t 0000
Schmidt 2009 1100 5 100 02%  0.19[0.02, 1.67] — 20@2
Sugar 2011 1 14 0 14 00%  3.22[0.12, 86.09] ®ee-
Subtotal (95% Cl) 110425 609379 98.6%  0.84 [0.79, 0.90] )
Total events 1091 7126
Heterogeneity: Chi? = 2.62, df = 3 (P = 0.45); I? = 0%
Test for overall effect: Z = 5.27 (P < 0.00001)
1.17.2TKA|RCT
Andersen 2012 0 20 1 20 01%  0.32[0.01,8.26] (ITI1T 1T T
Bogoch 2002 0 57 1 58  01%  0.33[0.01,8.35] 200006006
Campbell 2008 0 26 1 30 01%  0.37[0.01,9.51] 2720000
Chan 2013 0 65 0 66 Not estimable 00007200
Chan 2013 0 69 0 66 Not estimable 00060200
Chelly 2001 0 29 3 63 01%  0.29[0.01, 5.86] 2002000
Fan 2017 2 35 6 30 0.3% 0.24 [0.04, 1.31] B — 22272000
Good 2007 0 22 1 20 01%  0.29[0.01,7.51] 20000606
Lee 2012 0 20 0 20 Not estimable 22272000
Lu 2017 0 28 2 29 01%  0.19[0.01,4.20] * 200000
Ng 2001 0 36 0 12 Not estimable 000606060
Peng 2014 0 127 2 123 01%  0.19[0.01,4.01] * 00000
Sites 2004 3 20 7 20 03%  0.33[0.07,1.52] e 22000
Spangehl 2015 2 79 2 81  01%  1.03[0.14,7.47) 00006066
Toftdahl 2007 1 37 1 40 0.0%  1.08[0.07, 17.97] 00272000
Wall 2017 6 127 2 130  0.1%  3.17[0.63, 16.03] - 02720
Wu 2014 1 30 0 30  00%  3.10[0.12, 79.23] 00000
Subtotal (95% Cl) 827 838  1.4%  0.57 [0.32, 1.03] @
Total events 15 29
Heterogeneity: Chi? = 9.02, df = 12 (P = 0.70); I? = 0%
Test for overall effect: Z = 1.85 (P = 0.06)
Total (95%Cl) 111252 610217 100.0%  0.84 [0.79, 0.89] )
Total events 1106 7155
Heterogeneity: Chiz = 13.03, df = 16 (P = 0.67); I2= 0% =0 o1 0=1 ; 140 100=

Test for overall effect: Z = 5.44 (P < 0.00001)

Test for subgroup differences: Chi? = 1.61, df = 1 (P = 0.20), I> = 38.0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)
(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding

(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

O
P
Q
(R

RCT: Allocation concealment
RCT: Incomplete outcome data

Review Manager 5.4.1

RCT: Blinding of outcome assessors
RCT: Blinding of participants and personnel

Favours PNB Favours NO-PNB
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1.18 Pulmonary Composite | Total
PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95% Cl ABCDETFG
Andersen 2012 0 20 1 20 01%  0.32[0.01, 8.26] [(ITTTITITTT]
Bogoch 2002 0 57 1 58  01%  0.33[0.01,8.35] 2000006
Campbell 2008 0 26 1 30 0.1% 0.37 [0.01, 9.51] ®@2720000
Chan 2013 0 65 0 66 Not estimable 0000200
Chan 2013 0 69 0 66 Not estimable 000602600
Chelly 2001 0 29 3 63 01%  0.29[0.01,5.86] 20072000
DeRuyter 2006 0 24 0 26 Not estimable @200
Fan 2017 2 35 6 30 02%  0.24[0.04,1.31] —_— 22272000
Good 2007 0 22 1 20 01%  0.29[0.01,7.51] 200600606
Hua 2017 1 30 14 30 0.3% 0.66 [0.24, 1.86] —T @27272000
Hua 2017 3 30 14 30 05%  0.13[0.03,0.51] BE— @222000
Kearns 2016 0 52 0 51 Not estimable (T T T TTY
Lee 2012 0 20 0 20 Not estimable 22272000
Lu 2017 0 28 2 29 01%  0.19[0.01,4.20] * 20060600
Memtsoudis 2016 187 24839 3337 317887 17.8% 0.72[0.62, 0.83] = ?7? . ?
Memtsoudis 2016 1088 110237 7119 609189 80.0% 0.84 [0.79, 0.90] . ?7? ' ?
Ng 2001 0 36 0 12 Not estimable 0000660
Peng 2014 0 127 2 123 041%  0.19[0.01,4.01] * 000000
Peters 2006 1 50 2 50 01%  0.49[0.04, 5.58] —_— 0000
Schmidt 2009 1 100 5 100 0.2% 0.19[0.02, 1.67] L ? . ?
Siddiqui 2007 0 17 1 17 01%  0.31[0.01, 8.27] ec0060e
Sites 2004 3 20 7 20 0.2% 0.33[0.07, 1.52] — T @90272000
Spangehl 2015 2 79 2 81  01%  1.03[0.14,7.47] e B 0006066
Sugar 2011 1 14 0 14 00%  3.22[0.12, 86.09] eee-
Toftdahl 2007 1 37 1 40 0.0% 1.08[0.07,17.97] — ] @027200
Wall 2017 6 127 2 130 01%  3.17[0.63, 16.03] N @®2@22
Wu 2014 1 30 0 30 00%  3.10[0.12,79.23] 200606
Total (95% Cl) 136220 928232 100.0% 0.81 [0.77, 0.86] ‘
Total events 1307 10521
Heterogeneity: Chi? =_ 24.17,df =20 (P =0.23); P=17% '0.01 0:1 1 1'0 100'
Test for overall effect: Z = 7.00 (P < 0.00001) Favours PNB Favours NO-PNB
Risk of bias | n
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
(R) RCT: Incomplete outcome data
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1.19 Pulmonary Composite | GA/NA (THA/TKA)
PNB NO-PNB Odds Ratio Odds Ratio

Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%ClI M-H, Fixed, 95% CI ABCDEFG

1.19.2 GA only

Bogoch 2002 0 57 1 58 0.0% 0.33[0.01, 8.35]

Fan 2017 2 35 6 30 0.1% 0.24[0.04, 1.31]

Hua 2017 11 30 14 30 02% 0.66 [0.24, 1.86]

Hua 2017 3 30 14 30 02% 0.13[0.03, 0.51]

Lee 2012 0 20 0 20 Not estimable

Ng 2001 0 36 0 12 Not estimable

Peng 2014 0 127 2 123 0.0% 0.19[0.01, 4.01] ¢

Siddiqui 2007 0 17 1 17 0.0% 0.31[0.01, 8.27]

Spangehl 2015 2 79 2 81 0.0% 1.03 [0.14, 7.47]

Subtotal (95% Cl) 431 401 0.6% 0.35 [0.19, 0.66]

Total events 18 40

Heterogeneity: Chi? = 4.96, df = 6 (P = 0.55); I = 0%
Test for overall effect: Z = 3.27 (P = 0.001)

1.19.2GA

Bogoch 2002 0 57 1 58 0.0% 0.33[0.01, 8.35]
Chan 2013 0 65 0 66 Not estimable
Chan 2013 0 69 0 66 Not estimable
Chelly 2001 0 29 3 63 0.0% 0.29[0.01, 5.86]
DeRuyter 2006 0 24 0 26 Not estimable
Fan 2017 2 35 6 30 0.1% 0.24 [0.04, 1.31]
Hua 2017 11 30 14 30 0.2% 0.66 [0.24, 1.86]
Hua 2017 3 30 14 30 0.2% 0.13[0.03, 0.51]
Lee 2012 0 20 0 20 Not estimable
Lu 2017 0 28 2 29 0.0% 0.19[0.01, 4.20] ¢
Memtsoudis 2016 187 24839 3337 317887 8.9% 0.72[0.62, 0.83]
Memtsoudis 2016 1088 110237 7119 609189 40.1% 0.84[0.79, 0.90]
Ng 2001 0 36 0 12 Not estimable
Peng 2014 0 127 2 123 0.0% 0.19[0.01, 4.01] ¢
Peters 2006 1 50 2 50 0.0% 0.49[0.04, 5.58]
Schmidt 2009 1 100 5 100 0.1% 0.19[0.02, 1.67]
Siddiqui 2007 0 17 1 17 0.0% 0.31[0.01, 8.27]
Spangehl 2015 2 79 2 81 0.0% 1.03[0.14, 7.47]
Wall 2017 6 127 2 130 0.0% 3.17[0.63, 16.03]
Subtotal (95% Cl) 135999 928007 49.9% 0.81 [0.77, 0.86]
Total events 1301 10510

Heterogeneity: Chi? = 20.51, df = 13 (P = 0.08); 1> = 37%
Test for overall effect: Z = 6.95 (P < 0.00001)

1.19.2GA+NA

Chan 2013 0 65 0 66 Not estimable
Chan 2013 0 69 0 66 Not estimable
Chelly 2001 0 29 3 63 0.0% 0.29[0.01, 5.86]
DeRuyter 2006 0 24 0 26 Not estimable
Lu 2017 0 28 2 29 0.0% 0.19[0.01, 4.20] *
Memtsoudis 2016 187 24839 3337 317887 8.9% 0.72[0.62, 0.83]
Memtsoudis 2016 1088 110237 7119 609189 40.1% 0.84[0.79, 0.90]
Peters 2006 1 50 2 50 0.0% 0.49[0.04, 5.58]
Schmidt 2009 1 100 5 100 0.1% 0.19[0.02, 1.67]
Wall 2017 6 127 2 130 0.0% 3.17[0.63, 16.03]
Subtotal (95% ClI) 135568 927606 49.3% 0.82 [0.77, 0.87]
Total events 1283 10470

Heterogeneity: Chiz = 9.90, df = 6 (P = 0.13); I = 39%
Test for overall effect: Z = 6.67 (P < 0.00001)

1.19.2 NA only

Andersen 2012 0 20 1 20 0.0% 0.32[0.01, 8.26]
Campbell 2008 0 26 1 30 0.0% 0.37 [0.01, 9.51]
Kearns 2016 0 52 0 51 Not estimable
Qitae 2NNA 2 an 7 an n 10L n22 1M N7 1 E21
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VICD LU v FAv) 1 rAv) v. 1 /0 V.Vv |V.VI, 1.ug)
Sugar 2011 1 14 0 14 00% 3.22[0.12, 86.09] ?
Toftdahl 2007 1 37 1 40 00% 1.08[0.07, 17.97] B — @8272006@
Wu 2014 1 30 0 30 0.0%  3.10[0.12, 79.23] ®©000:066
Subtotal (95% Cl) 199 205 0.2%  0.64[0.25, 1.67] o
Total events 6 10

Heterogeneity: Chi? = 3.00, df = 5 (P = 0.70); 1> = 0%
Test for overall effect: Z = 0.90 (P = 0.37)

Total (95% Cl) 272197 1856219 100.0% 0.81 [0.78, 0.85] |
Total events 2608 21030

Heterogeneity: Chi? = 44.30, df = 33 (P = 0.09); I> = 26%

Test for overall effect: Z = 9.85 (P < 0.00001)

Test for subgroup differences: Chi? = 7.14, df = 3 (P = 0.07), I*> = 58.0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

0.01 0.1 1 10 100
Favours PNB Favours NO-PNB
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1.20 Respiratory failure (composite) | THA
PNB NO-PNB Odds Ratio Odds Ratio Risk

Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I

1.20.2 THA | Observational

Peters 2006 1 50 2 50 7.9%  0.49[0.04,5.58] — 0®00

Subtotal (95% Cl) 50 50 7.9% 0.49 [0.04, 5.58] —~—

Total events 1 2

Heterogeneity: Not applicable

Test for overall effect: Z = 0.57 (P = 0.57)

1.20.2THA|RCT

Hua 2017 11 30 14 30 35.6% 0.66 [0.24, 1.86] —

Hua 2017 3 30 14 30 50.6% 0.13[0.03, 0.51] —a—

Kearns 2016 0 52 0 51 Not estimable

Siddiqui 2007 0 17 1 17 59% 0.31[0.01, 8.27]

Subtotal (95% CI) 129 128  92.1% 0.35 [0.16, 0.75] <@

Total events 14 29

Heterogeneity: Chi? = 3.51, df =2 (P = 0.17); 12 = 43%

Test for overall effect: Z =2.71 (P = 0.007)

Total (95%Cl) 179 178 100.0% 0.36 [0.17, 0.74] <@

Total events 15 31

Heterogeneity: Chiz = 3.56, df = 3 (P = 0.31); I2= 16% =0 0 0=1 ] 1=0 100=

Test for overall effect: Z =2.76 (P = 0.006)

Test for subgroup differences: Chi? = 0.07, df = 1 (P = 0.79), I = 0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome

(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding

(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors
P
(Q
(R

RCT: Allocation concealment
RCT: Incomplete outcome data

Review Manager 5.4.1
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1.21 Respiratory failure (composite) | GA/NA (THA/TKA)
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.21.2 NA only
Kearns 2016 0 52 0 51 Not estimable (I1XI T 117
Sites 2004 3 20 7 20 67%  0.33[0.07, 1.52] —_—
Sugar 2011 1 14 0 14 05% 3.22[0.12, 86.09]
Wu 2014 130 0 30 05% 3.10[0.12,79.23]
Subtotal (95% CI) 116 15  7.8%  0.71[0.22, 2.24] o
Total events 5 7
Heterogeneity: Chi? = 2.59, df = 2 (P = 0.27); I = 23%
Test for overall effect: Z = 0.59 (P = 0.56)
1.21.2GA + NA
Chan 2013 0 65 0 66 Not estimable 09200
Chan 2013 0 69 0 66 Not estimable 09200
DeRuyter 2006 0 24 0 26 Not estimable 2 @0
Lu 2017 0o 28 2 29 27%  0.19[0.01,4.20] ¢ 200000
Peters 2006 1 50 2 50 22%  0.49[0.04,5.58] _— [ 1)
Schmidt 2009 1100 5 100 56%  0.19[0.02,167] ————T @~
Subtotal (95% Cl) 336 337  10.5%  0.25[0.06, 1.04] -~
Total events 2 9
Heterogeneity: Chi? = 0.37, df =2 (P = 0.83); 1= 0%
Test for overall effect: Z = 1.90 (P = 0.06)
1.21.2 GA
Chan 2013 0 65 0 66 Not estimable 09200
Chan 2013 0 69 0 66 Not estimable 09200
DeRuyter 2006 0 24 0 26 Not estimable @0
Fan 2017 2 35 6 30 6.9% 0.24[0.04, 1.31] R — 2272000
Hua 2017 1 30 14 30 10.0% 0.66 [0.24, 1.86] — 2272000
Hua 2017 3 30 14 30 142% 0.13[0.03, 0.51] —_— 2272000
Lee 2012 0 20 0 20 Not estimable 2272000
Lu 2017 0 28 2 29 27%  0.19[0.01,4.20] * A I 1117
Ng 2001 0 36 0 12 Not estimable (1T 113
Peng 2014 0 127 2 123 29%  0.19[0.01,4.01] * 02000
Peters 2006 1 50 2 50 22%  0.49[0.04,5.58] —_— 0000
Schmidt 2009 1100 5 100 56%  0.19[0.02,167] —————1 @~
Siddiqui 2007 0 17 117  16%  0.31[0.01,8.27] 000066
Subtotal (95% CI) 631 509 46.1%  0.30 [0.16, 0.55] <&
Total events 18 46
Heterogeneity: Chi? = 4.27, df =7 (P = 0.75); I = 0%
Test for overall effect: Z = 3.86 (P = 0.0001)
1.21.2 GA only
Fan 2017 2 35 6 30 6.9%  0.24[0.04,1.31] — 22272000
Hua 2017 11 30 14 30 10.0%  0.66[0.24, 1.86] — ®@2272000
Hua 2017 330 14 30 142%  0.13[0.03, 0.51] —_— 2272000
Lee 2012 0 20 0 20 Not estimable 22272000
Ng 2001 0 36 0 12 Not estimable (11T 1117
Peng 2014 0 127 2 123 29%  0.19[0.01,4.01] * 00000
Siddiqui 2007 0 17 117  16%  0.31[0.01, 8.27] 2200060
Subtotal (95% CI) 295 262 35.6%  0.31[0.16, 0.62] > 3
Total events 16 37
Heterogeneity: Chi? = 3.82, df = 4 (P = 0.43); 1= 0%
Test for overall effect: Z = 3.35 (P = 0.0008)
Total (95% Cl) 1378 1313 100.0%  0.33 [0.22, 0.50] <&
Total events 41 99
Heterogeneity: Chiz = 12.21, df = 18 (P = 0.84); 12 = 09 f t t |
T:;ng?ivzzlliﬁect: z= 5i3dg P f (().ooooo?) Ko 001 0.1 ! 1o 100
) i Favours PNB Favours NO-PNB
Test for subgroup differences: Chi? = 1.94, df = 3 (P = 0.58), I = 0%
Risk of bias legen
IR DAanAdanmsa Ammnmitmman mmamaratiam (aalaaticn; khiaa)
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PNB versus no PNB for THA/TKA 23-Feb-2021

(A) Rdliiyuin seyuerlice yelieiduurl (seiecsuull vids)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.22 Respiratory failure (composite) | TKA
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.22.2TKA|RCT
Chan 2013 0 65 0 66 Not estimable 000602600
Chan 2013 0 69 0 66 Not estimable 00060200
Fan 2017 2 35 6 30 23.1% 0.24[0.04, 1.31] — 22272000
Good 2007 0 22 1 20 58%  029[0.01,7.51] 20000600
Lee 2012 0 20 0 20 Not estimable 27727000
Lu 2017 0o 28 2 29 92%  0.19[0.01,4.20] * - ®200000
Ng 2001 0 36 0 12 Not estimable (IIX1 1117
Peng 2014 0 127 2 123 96%  0.19[0.01,4.01] * ®00:0600
Sites 2004 3 20 7 20 22.6% 0.33[0.07, 1.52] — & 77000
Wu 2014 130 0 30 18% 3.10[0.12, 79.23] 20007206
Subtotal (95% CI) 452 416  721% 0.33 [0.14, 0.79] -
Total events 6 18
Heterogeneity: Chi? = 2.21, df = 5 (P = 0.82); 1> = 0%
Test for overall effect: Z = 2.48 (P = 0.01)
1.22.2 TKA | Observational
DeRuyter 2006 0 24 0 26 Not estimable
Peters 2006 1 50 2 50 7.4% 0.49[0.04, 5.58] I
Schmidt 2009 1 100 5 100 18.8% 0.19[0.02, 1.67] L
Sugar 2011 1 14 0 14 1.7%  3.22[0.12, 86.09]
Subtotal (95% CI) 188 190 27.9% 0.46 [0.13, 1.66] P
Total events 3 7
Heterogeneity: Chi? = 1.98, df =2 (P = 0.37); I = 0%
Test for overall effect: Z = 1.19 (P = 0.23)
Total (95%Cl) 640 606 100.0% 0.37 [0.18, 0.75] <o
Total events 9 25
ity: Chiz = = = S 2= Q9 I t t {
o O o o W
) ) . Favours PNB Favours NO-PNB
Test for subgroup differences: Chi? = 0.16, df = 1 (P = 0.69), I = 0%
Risk of bias legen
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
(R) RCT: Incomplete outcome data
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1.23 Respiratory failure (composite) | Total
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI A CDEFGH.I
Chan 2013 0 65 0 66 Not estimable 00060200
Chan 2013 0 69 0 66 Not estimable 00002600
DeRuyter 2006 0 24 0 26 Not estimable @200
Fan 2017 2 35 6 30 12.4% 0.24[0.04, 1.31] — 22272000
Good 2007 0 22 120 31%  0.29[0.01,7.51] 20000600
Hua 2017 1 30 14 30 18.0% 0.66 [0.24, 1.86] —= @2272000
Hua 2017 330 14 30 256% 0.13[0.03, 0.51] — @2272000
Kearns 2016 0 52 0 51 Not estimable (I X ITT1T)]
Lee 2012 0 20 0 20 Not estimable 22272000
Lu 2017 0 28 2 29  49%  0.19[0.01,4.20] ¢ @200000
Ng 2001 0 36 0 12 Not estimable (11111717
Peng 2014 0 127 2 123  51%  0.19[0.01,4.01] * ®00000
Peters 2006 1 50 2 50 40%  0.49[0.04,5.58] _— 0000
Schmidt 2009 1 100 5 100 10.0% 0.19[0.02, 1.67] L . ? . ?
Siddiqui 2007 0 17 117  3.0%  0.31[0.01,8.27] 00000606
Sites 2004 320 720 121% 0.33[0.07, 1.52] S 9272000
Sugar 2011 1 14 0 14 09% 3.22[0.12, 86.09] (11 X
Wu 2014 1 30 0 30 10% 3.10[0.12,79.23] 2006006
Total (95% Cl) 769 734 100.0% 0.36 [0.21, 0.60] ‘
Total events 23 54
itv: Chi2 = = = 2= 09 } } ! {
e o R
) : . Favours PNB Favours NO-PNB
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
(R) RCT: Incomplete outcome data
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1.24 Pneumonia | THA
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed, 95% CI ABCDEFGHI
1.24.2THA|RCT
Bogoch 2002 0 57 1 58 100.0%  0.33[0.01, 8.35] l 2000000
Subtotal (95% CI) 57 58 100.0% 0.33 [0.01, 8.35]
Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.67 (P = 0.50)
Total (95% CI) 57 58 100.0% 0.33 [0.01, 8.35] —~onsustRRNRNROn--—
Total events 0 1
Heterogeneity: Not applicable t f f |
Test for overall effect: Z = 0.67 (P = 0.50) 0'01Fav2ﬂ1rs PNB ! FavourlONO-lg’z?B
Test for subgroup differences: Not applicable
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
(R) RCT: Incomplete outcome data
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1.25Pneumonia| GA/NA (THA/TKA)
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.25.2 GA only
Bogoch 2002 0 57 1 58 10.3%  0.33[0.01, 8.35] - 2000000
Spangehl 2015 2 79 2 81 134%  1.03[0.14,7.47] —_— 2000606
Subtotal (95% CI) 136 139 23.7% 0.73 [0.14, 3.74] i
Total events 2 3
Heterogeneity: Chi? = 0.34, df = 1 (P = 0.56); I? = 0%
Test for overall effect: Z = 0.38 (P = 0.70)
1.25.2 GA
Bogoch 2002 0 57 1 58 10.3% 0.33[0.01, 8.35]
Spangehl 2015 2 79 81 13.4% 1.03[0.14, 7.47] . E—
Wall 2017 6 127 2 130 13.1% 3.17 [0.63, 16.03] T
Subtotal (95% CI) 263 269 36.9% 1.60 [0.54, 4.73] P
Total events 8 5
Heterogeneity: Chi? = 1.79, df =2 (P = 0.41); 1= 0%
Test for overall effect: Z = 0.85 (P = 0.40)
1.25.2 GA + NA
Wall 2017 6 127 2 130 13.1%  3.17[0.63, 16.03] B . — 92072720
Subtotal (95% CI) 127 130 13.1%  3.17 [0.63, 16.03] ~l—
Total events 6 2
Heterogeneity: Not applicable
Test for overall effect: Z = 1.40 (P = 0.16)
1.25.2 NA only
Andersen 2012 0 20 1 20 102%  0.32[0.01, 8.26] - (I 11T 117
Campbell 2008 0 26 1 30 96%  0.37[0.01,9.51] 2720000
Toftdahl 2007 1 37 1 40 65%  1.08[0.07, 17.97] N @922000
Subtotal (95% Cl) 83 90 26.3% 0.53 [0.09, 2.95] ’
Total events 1 3
Heterogeneity: Chi? = 0.39, df =2 (P = 0.82); I>= 0%
Test for overall effect: Z = 0.73 (P = 0.47)
Total (95% CI) 609 628 100.0% 1.32 [0.66, 2.61] <>
Total events 17 13
Heterogeneity: Chiz = 5.12, df = 8 (P = 0.74); 2= 0% No1 o1 ; o 100

Test for overall effect: Z = 0.79 (P = 0.43)

Test for subgroup differences: Chi? = 2.85, df = 3 (P = 0.42), I = 0%

Risk of bias legen

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome

(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding

(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.26 Pneumonia | TKA
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.26.2TKA |[RCT
Andersen 2012 0 20 1 20 162%  0.32[0.01, 8.26] . (11T 1117
Bogoch 2002 0 57 1 58 16.3%  0.33[0.01, 8.35] = 200006006
Campbell 2008 0 26 130 151%  0.37[0.01, 9.51] " ®2720000
Spangehl 2015 2 79 2 81 213%  1.03[0.14,7.47] —— 000600606
Toftdahl 2007 1 37 1 40 10.3%  1.08[0.07, 17.97]  — 0272000
Wall 2017 6 127 2 130 20.8%  3.17[0.63, 16.03] T 92072720
Subtotal (95% Cl) 346 359 100.0%  1.15 [0.47, 2.80] o
Total events 9 8
Heterogeneity: Chi? = 3.16, df = 5 (P = 0.68); 1> = 0%
Test for overall effect: Z = 0.31 (P = 0.76)
Total (95%Cl) 346 359 100.0%  1.15 [0.47, 2.80]
Total events 9 8

0.01 01 1 10 100
Favours PNB Favours NO-PNB

Heterogeneity: Chi? = 3.16, df = 5 (P = 0.68); 1> = 0%

Test for overall effect: Z = 0.31 (P = 0.76)

Test for subgroup differences: Not applicable

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.27 Pneumonia | Total

PNB NO-PNB Odds Ratio

Study or Subgroup Events Total Events Total Weight

M-H, Fixed,95%CI

Odds Ratio
M-H, Fixed, 95% CI

23-Feb-2021

Andersen 2012 0 20
Bogoch 2002 0 57
Campbell 2008 0 26
Spangehl 2015 2 79
Toftdahl 2007 1 37
Wall 2017 6 127

Total (95% Cl) 346
Total events 9

1

1
1
2
1
2

8

20
58
30
81
40
130

359

Heterogeneity: Chi? = 3.16, df = 5 (P = 0.68); 1> = 0%

Test for overall effect: Z = 0.31 (P = 0.76)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

16.2%
16.3%
15.1%
21.3%
10.3%
20.8%

100.0%

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)
(G) Other bias

0.32[0.01, 8.26]
0.33[0.01, 8.35]
0.37[0.01, 9.51]
1.03[0.14, 7.47]

1.08 [0.07, 17.97]

3.17 [0.63, 16.03]

1.15 [0.47, 2.80]

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome

(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding

(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

O
P
Q
(R

RCT: Allocation concealment
RCT: Incomplete outcome data

Review Manager 5.4.1

RCT: Blinding of outcome assessors
RCT: Blinding of participants and personnel

—

T

0.01 01 1 10 100
Favours PNB Favours NO-PNB
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1.28 Cognitivedysfunction(composite)| GA/NA (THA/TKA)
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.28.2 GA only
Chen 2017 0 45 4 45 27%  010[0.01,194] &——— ®020000
Fan 2017 3 35 8 30 47% 0.26 [0.06, 1.08] B 22272000
Hua 2017 2 30 15 30 84% 0.07[0.01,0.35) ————— @2272000
Hua 2017 13 30 5 30 51% 0.76 [0.28, 2.11] —T @2272000
Stevens 2000 130 1 30 06% 1.00[0.06, 16.76] e 2720200
Subtotal (95% Cl) 170 165 21.4%  0.31[0.16, 0.58] L 2
Total events 19 43
Heterogeneity: Chiz = 7.55, df = 4 (P = 0.11); I? = 47%
Test for overall effect: Z = 3.61 (P = 0.0003)
1.28.2 GA + NA
Chelly 2001 0 29 5 63 21%  0.18[0.01,3.37] ¥——————— 200000
Duncan 2013 2 54 5 54 29%  0.38[0.07,2.03] —_— 2000
Kinjo 2012 7 28 31 51 99%  0.22[0.08,0.60] —_— (11 K
Peters 2006 3 50 2 50 11%  1.53[0.24, 9.59] R — 000
Subtotal (95% Cl) 161 218 15.9%  0.33 [0.16, 0.69] L 2
Total events 12 43
Heterogeneity: Chi? = 3.55, df = 3 (P = 0.31); 1= 16%
Test for overall effect: Z = 2.94 (P = 0.003)
1.28.2 NA only
Campbell 2008 1 26 0 30 03% 3.59[0.14, 91.94] @2720000
Chaumeron 2013 130 1 29 06%  0.97[0.06, 16.20] (I 11T 117
Gmez 2017 7 492 0 8 05% 2.55[0.14, 45.05] — T @®7?2®727272@
Kim 2012 1 40 1 40 06% 1.00[0.06, 16.56] —
Lee 2011 2 38 1 40 61%  0.15[0.03,0.71] B —
Lee 2011 8 38 1 40 05% 10.40[1.23,87.75] _—
Marino 2009 0 75 8 75 50%  0.05[0.00,093 —————— 220000
Marino 2009 175 8 75 47%  0.11[0.01,0.93] 220000
Sahin 2014 7 51 10 53 51%  0.68[0.24, 1.96] —T
Yamamoto 2019 2 25 4 28 21%  0.52[0.09,3.13] —_— o000000e
Subtotal (95% Cl) 890 492 254%  0.57 [0.35, 0.93] <&
Total events 30 44
Heterogeneity: Chi? = 17.56, df = 9 (P = 0.04); I? = 49%
Test for overall effect: Z = 2.24 (P = 0.03)
1.28.2 GA
Chelly 2001 0 29 5 63 21%  018[0.01,337] & — 20072000
Chen 2017 0 45 4 45 27%  010[0.01, 194 & ®020000
Duncan 2013 2 54 5 54  29%  0.38[0.07,2.03] — 2000
Fan 2017 3 35 8 30 47%  0.26[0.06, 1.08] — 22272000
Hua 2017 2 30 15 30 84%  0.07[0.01,035] ————— @222000
Hua 2017 13 30 15 30 5.1% 0.76[0.28, 2.11] —T @27272000
Kinjo 2012 7 28 31 51  99%  0.22[0.08, 0.60] — (11 K
Peters 2006 3 50 2 50 11%  1.53[0.24, 9.59] R — 0®00
Stevens 2000 130 1 30 06% 1.00[0.06, 16.76] — 27207200
Subtotal (95% Cl) 331 383  37.3%  0.32[0.20, 0.51] &
Total events 31 86
Heterogeneity: Chi? = 11.06, df = 8 (P = 0.20); I = 28%
Test for overall effect: Z = 4.66 (P < 0.00001)
Total (95% CI) 1552 1258 100.0%  0.38 [0.29, 0.50] *
Total events 92 216
Heterogeneity: Chi2 = 41.76, df = 27 (P = 0.03); I> = 35% =0 0 0=1 ] 1=0 100=
Test for overall effect: Z = 6.76 (P < 0.00001) ’ Favoﬁrs PNB Favours NO-PNB
Test for subgroup differences: Chi? = 3.61, df = 3 (P = 0.31), I = 16.8%
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
IO\ DhimAdinman Af martiai;manta And mAaraame~ I fnmvbmvimnmman hima)
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(V) Dinuiny vl pdiudipdiits did peirsuriiiel (periviiiidiice vids)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.29 Cognitive dysfunction (composite) | THA
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.29.2 THA | Observational
Peters 2006 3 50 2 50 38%  1.53[0.24,9.59] — 0®00
Subtotal (95% Cl) 50 50 3.8%  1.53[0.24, 9.59] il
Total events 3 2
Heterogeneity: Not applicable
Test for overall effect: Z = 0.46 (P = 0.65)
1.29.2THA |RCT
Chen 2017 0 45 4 45 90%  0.10[0.01,194 2020006
Hua 2017 2 30 15 30 282% 0.07[0.01,0.35) —®&—— @2272000
Hua 2017 13 30 15 30 17.1% 0.76 [0.28, 2.11] — @27272000
Marino 2009 0 75 8 75 17.0%  0.05[0.00,093 = 2020006
Marino 2009 175 8 75 159%  0.11[0.01,093] ——=—— 220000
Stevens 2000 130 1 30 1.9%  1.00[0.06, 16.76] 2720200
Yamamoto 2019 2 25 4 28 70%  0.52[0.09,3.13] —_— CL LT 1T T )
Subtotal (95% Cl) 310 313 96.2% 0.25 [0.14, 0.46] ‘
Total events 19 55
Heterogeneity: Chiz = 10.56, df = 6 (P = 0.10); I = 43%
Test for overall effect: Z = 4.45 (P < 0.00001)
Total (95% Cl) 360 363 100.0% 0.30 [0.17, 0.53] ‘
Total events 22 57
Heterogeneity: Chiz = 13.17, df = 7 (P = 0.07); 12 = 47% =0‘01 0f1 ; 1=0 100=
Test for overall effect: Z = 4.20 (P < 0.0001) Favours PNB Favours NO-PNB
Test for subgroup differences: Chi? = 3.34, df = 1 (P = 0.07), > = 70.1%
Risk of bias legen
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
(R) RCT: Incomplete outcome data
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1.30 Cognitive dysfunction (composite) | TKA
PNB NO-PNB Odds Ratio Odds Ratio Risk

Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I

1.30.2 TKA | Observational

Duncan 2013 2 54 5 54 7.8%  0.38[0.07,2.03] — 2000

Kim 2012 1 40 1 40 16%  1.00[0.06, 16.56] ——

Kinjo 2012 7 28 31 51 26.8% 0.22[0.08, 0.60] —a (11 K

Peters 2006 3 50 2 50 31%  1.53[0.24, 9.59] — 0000

Subtotal (95% Cl) 172 195 39.2%  0.38 [0.18, 0.79] <@

Total events 13 39

Heterogeneity: Chi? = 3.87, df = 3 (P = 0.28); I = 22%
Test for overall effect: Z = 2.59 (P = 0.010)

1.30.2TKA|RCT

Campbell 2008 1 26 0 30 0.7% 3.59[0.14, 91.94]

Chaumeron 2013 1 30 1 29 1.6% 0.97 [0.06, 16.20]

Chelly 2001 0 29 5 63 5.6% 0.18[0.01,337] 1 —

Chen 2017 0 45 4 45 7.2% 0.10[0.01,1.94] 71—

Fan 2017 3 35 8 30 12.8% 0.26 [0.06, 1.08] —

Gmez 2017 7 492 0 82 1.4% 2.55[0.14, 45.05] -
Lee 2011 2 38 11 40 16.5% 0.15[0.03, 0.71] -

Lee 2011 8 38 1 40 12% 10.40[1.23, 87.75] -
Sahin 2014 7 51 10 53 13.7% 0.68[0.24, 1.96] T

Subtotal (95% Cl) 784 412 60.8% 0.62 [0.37, 1.03] ‘

Total events 29 40

Heterogeneity: Chi? = 15.64, df = 8 (P = 0.05); 1> = 49%
Test for overall effect: Z = 1.85 (P = 0.07)

Total (95% Cl) 956 607 100.0% 0.52 [0.34, 0.80] <
Total events 42 79

Heterogeneity: Chi? = 20.19, df = 12 (P = 0.06); I = 41%

Test for overall effect: Z = 3.02 (P = 0.002)

Test for subgroup differences: Chiz = 1.11,df =1 (P =0.29), > =9.7%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

0.01 0.1 1 10 100
Favours PNB Favours NO-PNB

Review Manager 5.4.1 35

Memtsoudis SG, et al. Reg Anesth Pain Med 2021;0:1-15. doi: 10.1136/rapm-2021-102750



Supplemental material

BMJ Publishing Group Limited (BMJ) disclaims al liability and responsibility arising from any reliance

placed on this supplemental material which has been supplied by the author(s)

Reg Anesth Pain Med

PNB versus no PNB for THA/TKA

1.31 Cognitive dysfunction (composite) | Total

Study or Subgroup

PNB
Events Total

NO-PNB
Events Total Weight

Odds Ratio
M-H, Fixed,95%ClI

23-Feb-2021

Odds Ratio
M-H, Fixed, 95% CI

Campbell 2008 1 2 0 30 04%  3.59[0.14, 91.94]

Chaumeron 2013 130 129  09%  0.97[0.06, 16.20]

Chelly 2001 0 29 5 63 33%  018[0.01,337] ¢ —

Chen 2017 0 45 4 45  42%  0.10[0.01,1.94]

Duncan 2013 2 54 5 54 46%  0.38[0.07,2.03] —_—

Fan 2017 3 35 8 30 7.5%  0.26[0.06 1.08] —

Gmez 2017 7 492 0 82 08% 2.55[0.14, 45.05] e e—

Hua 2017 2 30 15 30 134%  0.07[0.01,035 —=——

Hua 2017 13 30 15 30 81%  0.76[0.28, 2.11] —

Kim 2012 140 1 40 09%  1.00[0.06, 16.56] —

Kinjo 2012 7 28 31 51 157%  0.22[0.08, 0.60] —

Lee 2011 2 38 11 40 97%  0.15[0.03,071] —————

Lee 2011 8 38 1 40 07% 10.40 [1.23, 87.75] —_—

Marino 2009 0 75 8 75 81%  0.05[0.00,093 ————— 220000
Marino 2009 175 8 75 75%  0.11[0.01,093] —————— ®®20000
Peters 2006 3 50 2 50 18%  1.53[0.24, 9.59] R e — 000

Sahin 2014 7 51 10 53  81%  0.68[0.24, 1.96] —

Stevens 2000 130 130 09%  1.00][0.06, 16.76] —_—t 2207200
Yamamoto 2019 2 25 4 28 33%  0.52[0.09,3.13] B 000060
Total (95% Cl) 1221 875 100.0%  0.42 [0.30, 0.59] <

Total events 61 130

Heterogeneity: Chiz = 30.30, df = 18 (P = 0.03); I2=41% =0‘01 0f1 ; 1=0 100=

Test for overall effect: Z = 4.97 (P < 0.00001) Favours PNB Favours NO-PNB
Risk of bias legen

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome

(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding

(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.32 Delirium | THA
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.32.2 THA | Observational
Peters 2006 3 50 2 50 38%  1.53[0.24,9.59] — 0®00
Subtotal (95% Cl) 50 50 3.8%  1.53[0.24, 9.59] —al—
Total events 3 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.46 (P = 0.65)

1.32.2THA|RCT

Chen 2017 0 45 4 45 90%  0.10[0.01,1.94] ———— ®020000
Hua 2017 2 30 15 30 282% 0.07[0.01,0.35) —®&—— @2272000
Hua 2017 13 30 15 30 17.1%  0.76[0.28, 2.11] —e— ®222000
Marino 2009 175 8 75 159%  0.11[0.01,093] ——=—— 220000
Marino 2009 0o 75 8 75 17.0%  0.05[0.00,0.93 —=——— 9200606
Stevens 2000 1 30 1 30 19%  1.00[0.06, 16.76] S A 2207200
Yamamoto 2019 2 25 4 28 70%  0.52[0.09,3.13] —_— CL LT T
Subtotal (95% CI) 310 313 96.2%  0.25 [0.14, 0.46] <

Total events 19 55

Heterogeneity: Chi? = 10.56, df = 6 (P = 0.10); 1> = 43%
Test for overall effect: Z = 4.45 (P < 0.00001)

Total (95% Cl) 360 363 100.0% 0.30 [0.17, 0.53] <o
Total events 22 57

Heterogeneity: Chi? = 13.17, df = 7 (P = 0.07); 1= 47%

Test for overall effect: Z = 4.20 (P < 0.0001)

Test for subgroup differences: Chi? = 3.34, df = 1 (P = 0.07), > = 70.1%
Risk of bias legen

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

0.01 01 1 10 100
Favours PNB Favours NO-PNB

Review Manager 5.4.1 37

Memtsoudis SG, et al. Reg Anesth Pain Med 2021;0:1-15. doi: 10.1136/rapm-2021-102750



BMJ Publishing Group Limited (BMJ) disclaims al liability and responsibility arising from any reliance

Supplemental material placed on this supplemental material which has been supplied by the author(s) Reg Anesth Pain Med
PNB versus no PNB for THA/TKA 23-Feb-2021
1.33 Delirium | TKA
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.33.2 TKA | Observational
Kinjo 2012 7 28 31 51 684%  0.22[0.08, 0.60] —— (11 ki
Peters 2006 3 50 2 50 7.8%  1.53[0.24,9.59] — 0000
Subtotal (95% Cl) 78 101 76.2%  0.35[0.15, 0.82] -
Total events 10 33

Heterogeneity: Chi? = 3.36, df = 1 (P = 0.07); I = 70%
Test for overall effect: Z = 2.43 (P = 0.02)

1.33.2TKA|RCT

Campbell 2008 1 26 0 30 1.8%  3.59[0.14, 91.94]
Chen 2017 0 45 4 45 18.5% 0.10[0.01,1.94] €= —

Gmez 2017 7 492 0 82 3.5%  2.55[0.14, 45.05] Y
Subtotal (95% CI) 563 157 23.8% 0.73 [0.21, 2.51]
Total events 8 4

Heterogeneity: Chi? = 3.37, df =2 (P = 0.19); 2= 41%

Test for overall effect: Z = 0.50 (P = 0.62)

P9
=) .'\’
~®®
~90
~®®
L 1 1

CEOES

Total (95% Cl) 641 258 100.0% 0.44 [0.22, 0.88] <o
Total events 18 37

Heterogeneity: Chi? = 7.65, df = 4 (P = 0.11); 1> = 48%

Test for overall effect: Z = 2.34 (P = 0.02)

Test for subgroup differences: Chi? = 0.92, df = 1 (P = 0.34), I? = 0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

0.01 0.1 1 10 100
Favours PNB Favours NO-PNB
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1.34 Delirium | Total
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
Campbell 2008 1 26 0 30 07% 3.59[0.14, 91.94] @2720000
Chen 2017 0 45 4 45 66%  010[0.01, 194 &—————" 900600
Gmez 2017 7 492 0 82 13%  255[0.14, 45.05] — T @®7?2®7222@
Hua 2017 2 30 15 30 20.8% 0.07[0.01,0.35) ——=—— @222000
Hua 2017 13 30 15 30 12.6% 0.76 [0.28, 2.11] — 222000
Kinjo 2012 7 28 31 51 245%  0.22[0.08, 0.60] — (11 X
Marino 2009 175 8 75 117%  0.11[0.01,093] ————— 2200600
Marino 2009 0 75 8 75 125%  0.05[0.00,093 —=————— 020000
Peters 2006 3 50 2 50 28%  153[0.24, 9.59] —_— 0000
Stevens 2000 130 1 30 14%  1.00[0.06, 16.76] e 27207200
Yamamoto 2019 2 25 4 28 52%  0.52[0.09,3.13] —T 2000006
Total (95% Cl) 906 526 100.0% 0.33 [0.21, 0.52] ‘
Total events 37 88
e Chi2 = - - L 12 = 420 I t t d
e T 0 =% o o
) ’ . Favours PNB Favours NO-PNB
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
(R) RCT: Incomplete outcome data
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1.35Delirium|GA/NA (THA/TKA)

PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.35.2GA+NA
Kinjo 2012 7 28 31 51 145% 0.22 [0.08, 0.60] — (11 ki
Peters 2006 3 50 2 50 17%  1.53[0.24, 9.59] R — 0000
Subtotal (95% CI) 78 101  16.2%  0.35[0.15, 0.82] -
Total events 10 33
Heterogeneity: Chi? = 3.36, df = 1 (P = 0.07); I = 70%
Test for overall effect: Z = 2.43 (P = 0.02)
1.35.2 NA only
Campbell 2008 1 26 0 30 04% 3.59[0.14, 91.94] @2720000
Gmez 2017 7 492 0 8 07% 255[0.14, 45.05] — ) @2@222@
Marino 2009 1 75 8 75 69%  011[0.01,093 —————— 2020006
Marino 2009 0 75 8 75 74%  0.05[0.00,093 ————— 220000
Yamamoto 2019 2 25 4 28 31%  0.52[0.09,3.13] —_— 000000
Subtotal (95% CI) 693 290 18.6%  0.33 [0.14, 0.74] L 2
Total events 11 20
Heterogeneity: Chi? = 6.86, df = 4 (P = 0.14); 12 = 42%
Test for overall effect: Z =2.66 (P = 0.008)
1.35.2 GA
Chen 2017 0 45 4 45 39%  0.10[0.01,194 @020000
Hua 2017 2 30 15 30 12.3% 0.07[0.01,0.35) —=—— @2272000
Hua 2017 13 30 15 30 7.5% 0.76[0.28, 2.11] —T @2272000
Kinjo 2012 7 28 31 51 145%  0.22[0.08, 0.60] — (11 K
Peters 2006 3 50 2 50 17%  1.53[0.24, 9.59] R e — 0000
Stevens 2000 1 30 1 30 09% 1.00[0.06, 16.76] —] 2207200
Subtotal (95% ClI) 213 236 40.7% 0.33 [0.19, 0.57] ‘
Total events 26 68
Heterogeneity: Chi? = 10.69, df = 5 (P = 0.06); I = 53%
Test for overall effect: Z = 3.95 (P < 0.0001)
1.35.2 GA only
Chen 2017 0 45 4 45 39%  010[0.01, 194 ¥———— 91006006
Hua 2017 2 30 15 30 12.3% 0.07[0.01,0.35) —=—— @222000
Hua 2017 13 30 5 30 75%  0.76[0.28,2.11] —T @27272000
Stevens 2000 1 30 1 30 0.9%  1.00[0.06, 16.76] ] 27207200
Subtotal (95% CI) 135 135 24.6%  0.32[0.16, 0.66] . 2
Total events 16 35
Heterogeneity: Chi? = 7.40, df = 3 (P = 0.06); I> = 59%
Test for overall effect: Z = 3.11 (P = 0.002)
Total (95% Cl) 1119 762 100.0% 0.33 [0.23, 0.47] ‘
Total events 63 156
Heterogeneity: Chi? = 28.23, df = 16 (P = 0.03); I = 43% f t t |
Test fo? ovegll effect: Z = 6r18 P< (().00001) ) 0.01 01 ! 10 100
. . Favours PNB Favours NO-PNB
Test for subgroup differences: Chi? = 0.03, df = 3 (P = 1.00), I = 0%
Risk of bias legen
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
AN DOT. Milhar Aaniirana ~AFf khiaa
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(N) RU 1. UUIEl sSuuites vl vids

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

1.36 Stroke | THA

PNB NO-PNB Odds Ratio Odds Ratio Ris
Study or Subgroup Events Total Events Total Weight 1V,Fixed,95%CI 1V, Fixed, 95% CI ABCDETFGH
1.36.2 THA | Observational
Memtsoudis 2016 21 24839 325 317887 100.0% 0.83[0.53, 1.29] 22@72
Subtotal (95% Cl) 24839 317887 100.0% 0.83 [0.53, 1.29]
Total events 21 325

Heterogeneity: Not applicable
Test for overall effect: Z = 0.84 (P = 0.40)

Total (95% CI) 24839 317887 100.0% 0.83 [0.53, 1.29]
Total events 21 325

Heterogeneity: Not applicable

Test for overall effect: Z = 0.84 (P = 0.40)

Test for subgroup differences: Not applicable

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(

(

(

(

(

(

(

0.01 041 1 10 100
Favours PNB Favours NO-PNB

L) RCT: Selective outcome reporting

M) RCT: Sequence Generation

N) RCT: Other sources of bias

0O) RCT: Blinding of outcome assessors

P) RCT: Blinding of participants and personnel
Q) RCT: Allocation concealment

R) RCT: Incomplete outcome data
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1.37 Stroke | TKA
PNB NO-PNB Odds Ratio Odds Ratio F
Study or Subgroup Events  Total Events Total Weight IV,Fixed,95%CI IV, Fixed, 95% CI ABCDETFGI
1.37.2 TKA | Observational
Memtsoudis 2016 89 110237 525 609189 98.6% 0.94[0.75, 1.17] ?27? . ?
Subtotal (95% Cl) 110237 609189 98.6% 0.94 [0.75, 1.17]
Total events 89 525

Heterogeneity: Not applicable
Test for overall effect: Z = 0.57 (P = 0.57)

1.37.2TKA|RCT

Campbell 2008 1 26 0 30 0.5% 3.59[0.14, 91.94]

Chelly 2001 0 29 1 63 0.5% 0.71[0.03, 17.86]

Spangehl 2015 1 79 0 81 0.5% 3.11[0.12, 77.61]

Subtotal (95% ClI) 134 174 1.4% 1.99 [0.31, 12.85] ‘
Total events 2 1

Heterogeneity: Chi? = 0.60, df = 2 (P = 0.74); 1> = 0%
Test for overall effect: Z = 0.72 (P = 0.47)

Total (95% Cl) 110371 609363 100.0% 0.95 [0.76, 1.18] ¢
Total events 91 526

Heterogeneity: Chi? = 1.22, df = 3 (P = 0.75); 1> = 0%

Test for overall effect: Z = 0.48 (P = 0.63)

Test for subgroup differences: Chiz = 0.62, df = 1 (P = 0.43), I = 0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

0.01 0.1 1 10 100
Favours PNB Favours NO-PNB
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1.38 Stroke | Total
PNB NO-PNB Odds Ratio Odds Ratio R
Study or Subgroup Events  Total Events Total Weight IV,Fixed,95%CI IV, Fixed, 95% CI ABCDETFGLE
Campbell 2008 1 26 0 30 0.4% 3.59[0.14, 91.94] ®2720000
Chelly 2001 0 29 1 63  0.4% 0.71[0.03, 17.86] 2002000
Memtsoudis 2016 89 110237 525 609189 78.5% 0.94[0.75, 1.17] [ | 22@2
Memtsoudis 2016 21 24839 325 317887 20.3% 0.83[0.53, 1.29] - 22@2
Spangehl 2015 1 79 0 81  04% 3.11[0.12, 77.61] (11 I L1 17
Total (95% Cl) 135210 927250 100.0% 0.92 [0.75, 1.12] 4
Total events 112 851
Heterogeneity: Chi? = 1.50, df = 4 (P = 0.83); I?= 0% '0_01 0?1 1 1'0 100'
Test for overall effect: Z = 0.81 (P = 0.42) Favours PNB Favours NO-PNB
Risk of bias legen
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
(R) RCT: Incomplete outcome data
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1.39 Stroke | GA/NA (THA/TKA)
PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight 1V,Fixed,95%CI IV, Fixed, 95% CI ABCDETFG
1.39.2 NA only
Campbell 2008 1 26 0 30  0.2% 3.59[0.14, 91.94] 2720000
Subtotal (95% CI) 26 30 0.2% 3.59 [0.14, 91.94]
Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.77 (P = 0.44)

1.39.2 GA
Chelly 2001 0 29 1 63  02% 0.71[0.03, 17.86] 20020060
Memtsoudis 2016 89 110237 525 609189 39.3%  0.94[0.75, 1.17] ] 22@7
Memtsoudis 2016 21 24839 325 317887 102%  0.83[0.53, 1.29] —r 22@72
Spangehl 2015 1 79 0 81  02% 3.11[0.12, 77.61] eoe0000e
Subtotal (95% CI) 135184 927220 49.9% 0.92 [0.75, 1.12] 4

Total events 111 851

Heterogeneity: Chi? = 0.83, df = 3 (P = 0.84); 1= 0%
Test for overall effect: Z = 0.86 (P = 0.39)

1.39.2 GA only

Spangehl 2015 1 79 0 81 02% 3.11[0.12, 77.61] eoe006ee
Subtotal (95% Cl) 79 81  0.2% 3.11[0.12, 77.61] e —

Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.69 (P = 0.49)

1.39.2 GA + NA
Chelly 2001 0 29 1 63  02% 0.71[0.03, 17.86] 72002000
Memtsoudis 2016 21 24839 325 317887 102%  0.83[0.53, 1.29] — 22@7
Memtsoudis 2016 89 110237 525 609189 39.3%  0.94[0.75, 1.17] 22@72
Subtotal (95% CI) 135105 927139  49.7% 0.91 [0.75, 1.11]

Total events 110 851

Heterogeneity: Chi? = 0.27, df =2 (P = 0.87); I?= 0%
Test for overall effect: Z = 0.90 (P = 0.37)

Total (95% Cl) 270394 1854470 100.0% 0.92 [0.80, 1.06]
Total events 223 1702

Heterogeneity: Chi? = 2.33, df = 8 (P = 0.97); I>= 0% '0_01 0!1 i 1'0 100'
Test for overall effect: Z = 1.18 (P = 0.24) Favours PNB Favours NO-PNB
Test for subgroup differences: Chi? = 1.24, df = 3 (P = 0.74), I = 0%

Risk of bias legen

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria

(I) Observational Study: Flawed measurement of exposure or outcome

(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding

(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.40 Perioperative Nerve Injury | THA
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.40.2 THA | Observational
Jacob 2011a 8 1989 52 7855 84.8% 0.611[0.29, 1.28] - 20®2
Singelyn 1999 3 1142 0 132 36%  0.81[0.04, 15.84] —_— ®o0e
Subtotal (95% Cl) 3131 7987 88.5% 0.61 [0.30, 1.26] S
Total events 11 52

Heterogeneity: Chi? = 0.04, df = 1 (P = 0.85); I> = 0%
Test for overall effect: Z = 1.32 (P = 0.19)

1.40.2THA |RCT

Johnson 2017 1 50 3 105 77%  0.69[0.07,6.84] i (11 L1117
Kearns 2016 1 B2 0 51 20% 3.00[0.12, 75.37] (11T 11717
Siddiqui 2007 117 0 17 19%  3.18[0.12, 83.76] 00000600
Subtotal (95% CI) 119 173 11.5%  1.49 [0.34, 6.52] e

Total events 3 3

Heterogeneity: Chi? = 0.82, df = 2 (P = 0.66); 1> = 0%
Test for overall effect: Z = 0.53 (P = 0.59)

Total (95% Cl) 3250 8160 100.0% 0.72 [0.38, 1.35] <>
Total events 14 55

Heterogeneity: Chi? = 1.76, df = 4 (P = 0.78); 1> = 0%

Test for overall effect: Z = 1.03 (P = 0.30)

Test for subgroup differences: Chiz = 1.12, df = 1 (P = 0.29), I = 10.8%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

0.01 0.1 1 10 100
Favours PNB Favours NO-PNB
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1.41 Perioperative Nerve Injury | TKA
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.41.2 TKA | Observational
Jacob 2011 21 3175 35 5415 91.9% 1.02[0.59, 1.76] ®ee~
Subtotal (95% CI) 3175 5415 91.9% 1.02 [0.59, 1.76]
Total events 21 35
Heterogeneity: Not applicable
Test for overall effect: Z = 0.08 (P = 0.93)
1.41.2TKA|RCT
Andersen 2012 120 0 20 17% 3.15[0.12, 82.16] (T T T T 1T
Fan 2016 178 0 79 17%  3.08[0.12,76.70] (1T 1T 1T
Rizk 2017 1 34 0 41 16%  3.72[0.15 94.22] ®022000
Spangehl 2015 9 77 179  314% 10.32[1.28, 83.58] — 00006606
Subtotal (95% CI) 209 219  81%  6.01[1.54, 23.49] -
Total events 12 1
Heterogeneity: Chi? = 0.66, df = 3 (P = 0.88); 1> = 0%
Test for overall effect: Z = 2.58 (P = 0.010)
Total (95% Cl) 3384 5634 100.0% 1.43 [0.89, 2.29] »
Total events 33 36

Heterogeneity: Chi? = 5.66, df = 4 (P = 0.23); 1> = 29%

Test for overall effect: Z = 1.47 (P = 0.14)

Test for subgroup differences: Chi? = 5.60, df = 1 (P = 0.02), I = 82.1%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

0.01 0.1 1 10 100
Favours PNB Favours NO-PNB
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1.42 Perioperative Nerve Injury | GA/NA (THA/TKA)
PNB NO-PNB Odds Ratio Odds Ratio Risl
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%Cl M-H, Fixed,95%CI ABCDETFGH.
1.42.2GA
Amundson 2017 0 50 0 107 Not estimable
Fan 2016 1 78 0 79 0.8% 3.08[0.12, 76.70]
Jacob 2011 21 3175 35 5415 412% 1.02 [0.59, 1.76] -
Johnson 2017 1 50 3 105 3.0% 0.69[0.07, 6.84] I B
Rizk 2017 1 34 0 41 0.7% 3.72[0.15, 94.22]
Siddiqui 2007 1 17 0 17 0.7% 3.18[0.12, 83.76]
Singelyn 1999 3 1142 0 132 14%  0.81[0.04, 15.84] (1171 )
Spangehl 2015 9 77 179  1.4% 10.32[1.28, 83.58] 000060606
Subtotal (95% CI) 4623 5975 49.2% 1.36 [0.86, 2.16] ‘
Total events 37 39
Heterogeneity: Chi? = 6.00, df = 6 (P = 0.42); I> = 0%
Test for overall effect: Z=1.33 (P = 0.18)
1.42.2 NA only
Andersen 2012 1 20 0 20 07% 3.15[0.12, 82.16] (I I 1T T 17
Kearns 2016 1 B2 0 51 08% 3.00[0.12 75.37] (T T LT T T
Subtotal (95% Cl) 72 7 1.5% 3.07 [0.31, 30.44] ’
Total events 2 0
Heterogeneity: Chi? = 0.00, df = 1 (P = 0.98); I = 0%
Test for overall effect: Z = 0.96 (P = 0.34)
1.42.2 GA only
Fan 2016 1 78 0 79 08% 3.08[0.12, 76.70] (11111
Rizk 2017 1 34 0 41 07%  3.72[0.15, 94.22] @07272000
Siddiqui 2007 117 0 17 07% 3.18[0.12, 83.76] (1111117
Spangehl 2015 9 77 179  1.4% 10.32[1.28, 83.58] — 0000060
Subtotal (95% CI) 206 216 3.6% 6.03 [1.54, 23.57] -
Total events 12 1
Heterogeneity: Chi? = 0.65, df = 3 (P = 0.88); 1> = 0%
Test for overall effect: Z = 2.58 (P = 0.010)
1.42.2GA+NA
Amundson 2017 0 50 0 107 Not estimable 0000060
Jacob 2011 21 3175 35 5415 412%  1.02[0.59, 1.76] - @ee-
Johnson 2017 1 50 3 105 30%  0.69[0.07,6.84] e 0000666
Singelyn 1999 3 1142 0 132 14%  0.81[0.04, 15.84] (1 1 1)
Subtotal (95% CI) 4417 5759 45.6% 0.99 [0.59, 1.67] ‘
Total events 25 38
Heterogeneity: Chi? = 0.12, df =2 (P = 0.94); I = 0%
Test for overall effect: Z = 0.02 (P = 0.98)
Total (95% Cl) 9318 12021 100.0% 1.39 [1.01, 1.91] l‘
Total events 76 78
e Chi2 = - - L2 = 09 I + t d
Tt for overal ofect 22 202 P 008) oot o1 T o 100
) ' ) Favours PNB Favours NO-PNB
Test for subgroup differences: Chi? = 6.44, df = 3 (P = 0.09), I = 53.4%
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
/AA DOAT. Camiimman D ammva i~
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(V) U 1. Oeyuelite uoerierauvunl

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.43 Perioperative Nerve Injury | Total

PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%Cl M-H, Fixed,95%CI
Amundson 2017 0 50 0 107 Not estimable
Andersen 2012 1 20 0 20 0.9% 3.15[0.12, 82.16]
Fan 2016 1 78 0 79 0.9% 3.08[0.12, 76.70]
Jacob 2011 21 3175 35 5415 48.8% 1.02 [0.59, 1.76] o
Jacob 2011a 8 1989 52 7855 39.8% 0.61[0.29, 1.28] —&T
Johnson 2017 1 50 3 105 3.6% 0.69[0.07, 6.84] - 1
Kearns 2016 1 52 0 51 0.9% 3.00[0.12, 75.37]
Rizk 2017 1 34 0 41 0.8% 3.72[0.15, 94.22]
Siddiqui 2007 1 17 0 17 0.9% 3.18[0.12, 83.76]
Singelyn 1999 3 1142 0 132 1.7% 0.81[0.04, 15.84]
Spangehl 2015 9 77 1 79 1.7% 10.32[1.28, 83.58]
Total (95% Cl) 6684 13901 100.0% 1.09 [0.75, 1.58] 2 2
Total events 47 91

Heterogeneity: Chi? = 9.22, df = 9 (P = 0.42); I = 2%

Test for overall effect: Z = 0.47 (P = 0.64) 001 01 ! 1o 100

Favours PNB Favours NO-PNB

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.44 Sepsis | THA
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.44.2 THA | Observational
Peters 2006 0 50 1 50 49.8%  0.33[0.01, 8.21] u 0®00
Subtotal (95% Cl) 50 50 49.8% 0.33[0.01, 8.21] oo —
Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.50)
1.44.2THA|RCT
Kearns 2016 0 52 1 51 502%  0.32[0.01, 8.06] = e000eee
Subtotal (95% Cl) 52 51  50.2%  0.32[0.01, 8.06] ——enm———
Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.69 (P = 0.49)
Total (95% Cl) 102 101 100.0% 0.32 [0.03, 3.16] —l
Total events 0 2
Heterogeneity: Chiz = 0.00, df = 1 (P = 0.99); I2= 0% =0_01 0f1 ; 1=0 100=
Test for overall effect: Z = 0.97 (P = 0.33) Favours PNB Favours NO-PNB
Test for subgroup differences: Chi? = 0.00, df = 1 (P = 0.99), I = 0%
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
(R) RCT: Incomplete outcome data
Review Manager 5.4.1 50

Memtsoudis SG, et al. Reg Anesth Pain Med 2021;0:1-15. doi: 10.1136/rapm-2021-102750



BMJ Publishing Group Limited (BMJ) disclaims al liability and responsibility arising from any reliance

Supplemental material placed on this supplemental material which has been supplied by the author(s) Reg Anesth Pain Med
PNB versus no PNB for THA/TKA 23-Feb-2021
1.45 Sepsis | TKA
PNB NO-PNB Odds Ratio Odds Ratio Risk

Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I

1.45.2 TKA | Observational

Peters 2006 0 50 1 50 59.9%  0.33[0.01, 8.21] B 0®00

Subtotal (95% CI) 50 50 59.9% 0.33 [0.01, 8.21] s RE—

Total events 0 1

Heterogeneity: Not applicable

Test for overall effect: Z = 0.68 (P = 0.50)

1.45.2TKA|RCT

Wall 2017 1127 0 130 19.7%  3.09[0.12, 76.68] = @02@272@

Wu 2014 1 40 0 36 204% 2.77[0.11,70.23] = ®200-:600

Subtotal (95% Cl) 167 166  40.1%  2.93 [0.30, 28.58] —l

Total events 2 0

Heterogeneity: Chi? = 0.00, df = 1 (P = 0.96); I> = 0%

Test for overall effect: Z = 0.93 (P = 0.35)

Total (95% Cl) 217 216 100.0% 1.37 [0.27, 7.05]
Total events 2 1

Heterogeneity: Chi? = 1.19, df = 2 (P = 0.55); I> = 0% f f t 1

Test fo?ovegll effect: Z=0.38 (P(= 0.71) ) 0.01 o041 1 1o 100
Favours PNB Favours NO-PNB

Test for subgroup differences: Chiz = 1.19, df =1 (P = 0.28), 2 = 15.7%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria

(I) Observational Study: Flawed measurement of exposure or outcome

(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding

(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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Test for overall effect: Z = 0.02 (P = 0.98)

Test for subgroup differences: Chi? = 0.00, df = 2 (P = 1.00), I = 0%

Risk of bias legen
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome

(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding

(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

Review Manager 5.4.1
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1.46 Sepsis | GA/NA (THAITKA)
PNB NO-PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.46.2 GA
Peters 2006 0 50 1 50 249%  0.33[0.01, 8.21] = 0®00e
Wall 2017 1 127 0 130 82%  3.09[0.12, 76.68] - 272720
Subtotal (95% CI) 177 180 33.2%  1.01[0.14, 7.23] i
Total events 1 1
Heterogeneity: Chi = 0.94, df = 1 (P = 0.33); I> = 0%
Test for overall effect: Z = 0.01 (P = 0.99)
1.46.2 GA + NA
Peters 2006 0 50 1 50 249%  0.33[0.01, 8.21] = 0000
Wall 2017 1127 0 130 82%  3.09[0.12, 76.68] ®0202720
Subtotal (95% CI) 177 180 33.2%  1.01[0.14, 7.23] i
Total events 1 1
Heterogeneity: Chi? = 0.94, df = 1 (P = 0.33); 1= 0%
Test for overall effect: Z = 0.01 (P = 0.99)
1.46.2 NA only
Kearns 2016 0 52 1 51 252%  0.32[0.01, 8.06] = (ITIT T 1117
Wu 2014 1 40 0 36 85% 277[0.11,70.23] - 20060
Subtotal (95% CI) 92 87 33.7%  0.94[0.13, 6.85] —l—
Total events 1 1
Heterogeneity: Chi? = 0.86, df = 1 (P = 0.35); 1= 0%
Test for overall effect: Z = 0.06 (P = 0.95)
Total (95% Cl) 446 447 100.0% 0.9 [0.32, 3.09]
Total events 3 3
ity 2 = - - - 12 = 0O k t 1 t d
Heterogeneity: Chi2 = 2.74, df = 5 (P = 0.74); I = 0% o1 o : 00

Favours PNB Favours NO-PNB
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1.47 Sepsis | Total

PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI
Kearns 2016 0 52 1 51 37.7% 0.32[0.01, 8.06] =
Peters 2006 0 50 1 50 37.3% 0.33[0.01, 8.21] L]
Wall 2017 1 127 0 130 12.3%  3.09[0.12, 76.68] i
Wu 2014 1 40 0 36 12.7%  2.77[0.11,70.23] -

Total (95% Cl) 269 267 100.0% 0.98 [0.24, 3.95]
Total events 2 2

ity 2 = - = -2 = 09 t t T t d
I{_iete:cogeneltyilcrfl 128_0 df4 l?;(_P (;62),I 0% 001 01 1 10 100
est for overall effect: Z = 0.04 (P = 0.97) Favours PNB Favours NO-PNB

Risk of bias legen

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.48 Thromboembolism (composite) | THA
PNB NO-PNB Odds Ratio Odds Ratio R
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%ClI M-H, Fixed, 95% CI ABCDETFGEH
1.48.2 THA | Observational
Memtsoudis 2016 62 24839 1081 317887 99.1% 0.73[0.57, 0.95] 22@72
Subtotal (95% Cl) 24839 317887 99.1% 0.73 [0.57, 0.95]
Total events 62 1081

Heterogeneity: Not applicable
Test for overall effect: Z = 2.37 (P = 0.02)

1.48.2THA|RCT

Aksoy 2014 0 35 0 35 Not estimable

Kearns 2016 1 52 1 51 0.6% 0.98[0.06, 16.11] D
Kuchlik 2017 1 27 0 29 0.3% 3.34[0.13, 85.56] -1
Subtotal (95% CI) 114 115 0.9% 1.73 [0.22, 13.27] -~
Total events 2 1

Heterogeneity: Chi? = 0.32, df = 1 (P = 0.57); 1= 0%
Test for overall effect: Z = 0.52 (P = 0.60)

Total (95% Cl) 24953 318002 100.0% 0.74 [0.58, 0.96] ¢
Total events 64 1082

i Chi2 = = = L2 = QY t t y u
Heterogeneity: Chi _0.87, df =2 (P =0.65); I2= 0% 0002 o1 1 10 500
Test for overall effect: Z = 2.30 (P = 0.02) Favours PNB Favours NO-PNB

Test for subgroup differences: Chi? = 0.66, df = 1 (P = 0.41), I = 0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.49 Thromboembolism (composite) | TKA
PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95% Cl
1.49.2TKA|RCT
Beausang 2016 0 50 0 46 Not estimable
Campbell 2008 1 26 0 30 0.0%  3.59[0.14, 91.94] -1
Chan 2013 0 69 0 66 Not estimable
Chan 2013 1 65 0 66  0.0%  3.09[0.12, 77.33] -1
Chaumeron 2013 6 30 2 29 0.1%  3.38[0.62, 18.33] T
Chelly 2001 0 29 3 63  0.1% 0.29 [0.01, 5.86] -1
Fan 2016 1 78 1 79  0.0% 1.01[0.06, 16.49] D
Li 2017 0 24 0 26 Not estimable
Li 2017 0 27 0 26 Not estimable
Long 2006 0 35 0 35 Not estimable
Nader 2012 0 31 4 31 0.2% 0.10[0.00, 1.88] I
Reinhardt 2014 3 49 0 45 0.0% 6.85][0.34, 136.38] -
Sogbein 2017 1 35 0 35 0.0% 3.09[0.12, 78.41] -
Spangehl 2015 1 79 0 81 0.0%  3.11[0.12, 77.61] -1
Stathellis 2017 0 25 0 25 Not estimable
Wall 2017 1 127 0 130 0.0%  3.09[0.12, 76.68] -1
Widmer 2012 0 27 0 28 Not estimable
Wu 2014 2 40 4 39  0.2% 0.46 [0.08, 2.67] I
Zinkus 2017 0 27 0 27 Not estimable
Subtotal (95% CI) 873 907 0.8% 1.27 [0.66, 2.44] >
Total events 17 14
Heterogeneity: Chi? = 9.19, df = 10 (P = 0.51); 1= 0%
Test for overall effect: Z=0.71 (P = 0.48)
1.49.2 TKA | Observational
Asakura 2011 4 25 7 15 04%  0.22]0.05,0.95] — (117 ]
Duncan 2013 0 54 0 54 Not estimable 2000
Lovald 2015 192 5370 1041 30272 14.5% 1.04 [0.89, 1.22] " @220
Lovald 2015 108 3425 1041 30272 9.8% 0.91[0.75, 1.12] b @220
Memtsoudis 2016 802 110237 5113 609189 74.6% 0.87[0.80, 0.93] [ | 22@2
Rajeev 2016 0 48 0 66 Not estimable (I 17 )
Sugar 2011 0 14 0 14 Not estimable eee-
Subtotal (95% CI) 119173 669882 99.2% 0.89 [0.84, 0.95] |
Total events 1106 7202
Heterogeneity: Chi? = 7.91, df = 3 (P = 0.05); I = 62%
Test for overall effect: Z = 3.44 (P = 0.0006)
Total (95% Cl) 120046 670789 100.0% 0.90 [0.84, 0.96] f
Total events 1123 7216
Heterogeneity: Chi? = 18.28, df = 14 (P = 0.19); 2= 23% 0,002 o1 1 10 500
Test for overall effect: Z = 3.36 (P = 0.0008) Favours PNB Favours NO-PNB
Test for subgroup differences: Chi? = 1.09, df = 1 (P = 0.30), I = 7.9%
Risk of bias legen
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
[N DAT. Allanntina Anmann ot
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(R) RCT: Incomplete outcome data
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1.50 Thromboembolism (composite) | GA/NA (THA/TKA)
PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%ClI M-H, Fixed, 95% CI ABCDEFG
1.50.2 GA
Asakura 2011 4 25 7 15 0.2% 0.22[0.05, 0.95]
Chan 2013 0 69 0 66 Not estimable
Chan 2013 1 65 0 66 0.0% 3.09[0.12, 77.33] -1
Chelly 2001 0 29 3 63 0.0% 0.29[0.01, 5.86] - 1
Duncan 2013 0 54 0 54 Not estimable
Fan 2016 1 78 1 79 0.0% 1.01[0.06, 16.49] -1
Lovald 2015 192 5370 1041 30272 6.8% 1.04 [0.89, 1.22]
Lovald 2015 108 3425 1041 30272 4.6% 0.911[0.75, 1.12] 7
Memtsoudis 2016 62 24839 1081 317887 3.5% 0.73[0.57, 0.95] ™
Memtsoudis 2016 802 110237 5113 609189 34.8% 0.87[0.80, 0.93] L
Rajeev 2016 0 48 0 66 Not estimable
Spangehl 2015 1 79 0 81 0.0% 3.11[0.12, 77.61] -1
Stathellis 2017 0 25 0 25 Not estimable
Wall 2017 1 127 0 130 0.0% 3.09[0.12, 76.68] - 1
Widmer 2012 0 27 0 28 Not estimable
Subtotal (95% ClI) 144497 988293 49.9% 0.88 [0.83, 0.94] ‘
Total events 1172 8287
Heterogeneity: Chi? = 12.40, df =9 (P = 0.19); I? = 27%
Test for overall effect: Z = 3.92 (P < 0.0001)
1.50.2 GA + NA
Chan 2013 0 69 0 66 Not estimable 00060266
Chan 2013 1 65 0 66 00%  3.09[0.12,77.33] S e — ©0060:66
Chelly 2001 0 29 3 63 0.0%  0.29[0.01, 5.86] s 20072006
Duncan 2013 0 54 0 54 Not estimable 2000
Lovald 2015 192 5370 1041 30272  6.8% 1.04 [0.89, 1.22] @220
Lovald 2015 108 3425 1041 30272 4.6% 0.911[0.75, 1.12] 7 . ?2? .
Memtsoudis 2016 62 24839 1081 317887 3.5% 0.73[0.57, 0.95] ™ ?? . ?
Memtsoudis 2016 802 110237 5113 609189 34.8% 0.87[0.80, 0.93] L] ?2? . ?
Rajeev 2016 0 48 0 66 Not estimable (I 17 )
Wall 2017 1 127 0 130 0.0%  3.09[0.12, 76.68] B B — ®®©7272@
Subtotal (95% Cl) 144263 988065 49.7% 0.89 [0.83, 0.94]
Total events 1166 8279
Heterogeneity: Chi? = 8.31, df = 6 (P = 0.22); 1> = 28%
Test for overall effect: Z = 3.86 (P = 0.0001)
1.50.2 GA only
Asakura 2011 4 25 7 15  02% 0.22[0.05, 0.95] I
Fan 2016 1 78 1 79 0.0% 1.01[0.06, 16.49] -1
Spangehl 2015 1 79 0 81 0.0% 3.11[0.12,77.61] S BE—
Stathellis 2017 0 25 0 25 Not estimable
Widmer 2012 0 27 0 28 Not estimable
Subtotal (95% Cl) 234 228 0.2% 0.47 [0.15, 1.43] -
Total events 6 8
Heterogeneity: Chi? = 2.66, df = 2 (P = 0.26); I1> = 25%
Test for overall effect: Z = 1.34 (P = 0.18)
1.50.2 NA only
Beausang 2016 0 50 0 46 Not estimable
Campbell 2008 1 26 0 30 0.0% 3.59[0.14,91.94]
Chaumeron 2013 6 30 2 29 0.0% 3.38[0.62, 18.33]
Kearns 2016 1 52 1 51 0.0% 0.98[0.06, 16.11]
Kuchlik 2017 1 27 0 29 0.0%  3.34[0.13, 85.56]
Long 2006 0 35 0 35 Not estimable
Nader 2012 0 31 4 31 0.1% 0.10[0.00, 1.88]
Reinhardt 2014 3 49 0 45 0.0% 6.85[0.34, 136.38]
Sogbein 2017 1 35 0 35 0.0% 3.09[0.12, 78.41]
Sugar 2011 0 14 0 14 Not estimable
Wu 2014 2 40 4 39 0.1% 0.46 [0.08, 2.67]
Zinlkiie 7N17 n 27 n 27 NAt Actimahla
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LNINUD 2V L T v 4 v 4
Subtotal (95% CI) 416 41
Total events 15 11
Heterogeneity: Chi? = 7.70, df =7 (P = 0.36); I? = 9%

Test for overall effect: Z =0.70 (P = 0.48)

0.3%

Total (95% Cl) 289410

Total events 2359 16585
Heterogeneity: Chi? = 33.59, df = 27 (P = 0.18); I = 20%

Test for overall effect: Z = 5.50 (P < 0.00001)

Test for subgroup differences: Chi? = 2.33, df =3 (P = 0.51), I> = 0%
Ri f bi

A) Random sequence generation (selection bias)

) Allocation concealment (selection bias)
)
)

1976997 100.0%

Blinding of participants and personnel (performance bias)
D) Blinding of outcome assessment (detection bias)
E) Incomplete outcome data (attrition bias)
F) Selective reporting (reporting bias)
G) Other bias

1) Observational Study: Flawed measurement of exposure or outcome
J) Observational Study: Incomplete follow-up
K) Observational Study: Failure to adequately control for confounding
L) RCT: Selective outcome reporting
M) RCT: Sequence Generation
N) RCT: Other sources of bias
) RCT: Blinding of outcome assessors
P) RCT: Blinding of participants and personnel
Q) RCT: Allocation concealment
R) RCT: Incomplete outcome data

(
B
(€
(
(
(
(
(
(
(
(
(
(
(
©
(
(
R

Review Manager 5.4.1

23-Feb-2021

INUL Sauliavic

1.30 [0.63, 2.69]

0.88 [0.85, 0.92] (

0002 01 1 10 500
Favours PNB Favours NO-PNB

H) Observational Study: Failure to develop and apply appropriate eligibility criteria
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1.51 Thromboembolism (composite) | Total
PNB NO-PNB Odds Ratio Odds Ratio

Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95% Cl A E FG
Aksoy 2014 0 35 0 35 Not estimable @® @ee
Asakura 2011 4 25 7 15 03%  0.22[0.05, 0.95] @®
Beausang 2016 0 50 0 46 Not estimable eee
Campbell 2008 1 26 0 30  0.0%  3.59[0.14, 91.94] —_—t ® 2 oee
Chan 2013 0 69 0 66 Not estimable @® 200
Chan 2013 1 65 0 86 0.0%  3.09[0.12, 77.33] s @® 200
Chaumeron 2013 6 30 2 29  01%  3.38[0.62, 18.33] — @® @ee
Chelly 2001 0 29 3 63 01%  0.29[0.01, 5.86] —_— ? 2000
Duncan 2013 0 54 0 54 Not estimable O .
Fan 2016 1 78 1 79 00%  1.01[0.06, 16.49] e @® (1 1]
Kearns 2016 1 52 1 51 0.0%  0.98[0.06, 16.11] B E— @® (111
Kuchlik 2017 1 27 0 29 0.0%  3.34[0.13, 85.56] B E— @® (111
Li 2017 0 24 0 26 Not estimable (1111117
Li 2017 0 27 0 26 Not estimable (I 1T T T
Long 2006 0 35 0 35 Not estimable 2222@2@
Lovald 2015 192 5370 1041 30272 13.5%  1.04[0.89, 1.22] . @220
Lovald 2015 108 3425 1041 30272 9.1%  0.91[0.75, 1.12] - @220
Memtsoudis 2016 62 24839 1081 317887 7.0%  0.73[0.57,0.95] = 22@7
Memtsoudis 2016 802 110237 5113 609189 69.3%  0.87[0.80, 0.93] [ | 22@72
Nader 2012 0 31 4 31 02%  0.10[0.00, 1.88] — @@
Rajeev 2016 0 48 0 66 Not estimable o o
Reinhardt 2014 3 49 0 45  0.0% 6.85[0.34, 136.38] e @® @
Sogbein 2017 1 35 0 35 0.0%  3.00[0.12, 78.41] B B — @® ®
Spangehl 2015 1 79 0 81  00% 3.11[0.12, 77.61] S B — @ o
Stathellis 2017 0 25 0 25 Not estimable .
Sugar 2011 0 14 0 14 Not estimable
Wall 2017 1 127 0 130 0.0% 3.00[0.12, 76.68] s
Widmer 2012 0 27 0 28 Not estimable
Wu 2014 2 40 4 39 02%  0.46[0.08, 2.67] —_—
Zinkus 2017 0 27 0 27 Not estimable
Total (95% Cl) 144999 988791 100.0%  0.89 [0.83, 0.94] f
Total events 1187 8298

Heterogeneity: Chiz = 21.19, df = 17 (P = 0.22); I2 = 20%

Test for overall effect: Z = 3.85 (P = 0.0001) 0.002 01 1 10 500

Favours PNB Favours NO-PNB

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.52 Hematoma | THA
NO-PNB PNB 0Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed, 95% CI ABCDEFGHI
1.52.2THA|RCT
Bron 2018 1 82 0 80 100.0%  2.96[0.12,73.82] l CT T LT
Subtotal (95% CI) 82 80 100.0%  2.96 [0.12, 73.82]
Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z =0.66 (P = 0.51)

Total (95% Cl) 82 80 100.0%  2.96 [0.12, 73.82] e

Total events 1 0

Heterogeneity: Not applicable

Test for overall effect: Z=0.66 (P = 0.51)

Test for subgroup differences: Not applicable

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

001 041 1 10 100
Favours PNB Favours NO-PNB
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1.563 Hematoma | Total
NO-PNB PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI A CDEFGH.I
Antoni 2014 1 49 1 49 205%  1.00[0.06, 16.45] —_——— [ ITTT]
Bron 2018 1 82 0 80 104%  296[0.12,73.82] - LT 11T )
Duncan 2013 1 54 1 54 20.5% 1.00 [0.06, 16.41] D D 2000
Gmez 2017 1 492 0 82 17.8%  0.50[0.02, 12.47] = @2@27272@
Kampitak 2018 0 29 0 28 Not estimable oc00060e
Lee 2012 0 20 0 20 Not estimable 22272000
Long 2006 0 35 0 35 Not estimable 2222072@
Rajeev 2016 0 48 0 66 Not estimable (1171 ]
Stathellis 2017 0 25 0 25 Not estimable @0272000
Wall 2017 0 127 1 130 30.8% 0.34[0.01, 8.39] = 0720220
Total (95%Cl) 961 569 100.0% 0.91 [0.25, 3.32]
Total events 4 3
ity: Chiz = = = S 2= Q9 I t f t {
o O g o o W
) ) . Favours PNB Favours NO-PNB
Risk of bias legen
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
(R) RCT: Incomplete outcome data
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Total events 6 6
Heterogeneity: Chi? = 1.36, df =7 (P = 0.99); I> = 0%

Test for overall effect: Z = 0.36 (P = 0.72)

Test for subgroup differences: Chi? = 0.35, df = 3 (P = 0.95), I = 0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome

(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding

(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias

/A DOAT. Dlindina ~Af Aidanman ~An~~n~~ar~

Review Manager 5.4.1
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1.54Hematoma| GA/NA (THA/TKA)
NO-PNB PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.54.2 NA only
Bron 2018 1 82 0 80 6.0% 2.96[0.12 73.82]
Gmez 2017 1 492 0 82 104%  0.50[0.02, 12.47] -
Kampitak 2018 0 29 0 28 Not estimable
Long 2006 0 35 0 35 Not estimable
Subtotal (95% Cl) 638 225 16.4%  1.41[0.15, 13.52] el
Total events 2 0
Heterogeneity: Chi? = 0.60, df = 1 (P = 0.44); I = 0%
Test for overall effect: Z = 0.30 (P = 0.77)
1.54.2 GA + NA
Duncan 2013 1 54 1 54 11.9%  1.00[0.06, 16.41] 2000
Rajeev 2016 0 48 0 66 Not estimable (117 ]
Wall 2017 0 127 1130 18.0%  0.34[0.01, 8.39] = ®e2@2720
Subtotal (95% CI) 229 250 29.9%  0.60 [0.08, 4.63] —l—
Total events 1 2
Heterogeneity: Chi? = 0.25, df = 1 (P = 0.62); 1> = 0%
Test for overall effect: Z = 0.49 (P = 0.63)
1.54.2 GA only
Antoni 2014 1 49 1 49 11.9%  1.00[0.06, 16.45] (I 1 1)
Lee 2012 0 20 0 20 Not estimable 22272000
Stathellis 2017 0 25 0 25 Not estimable ®e72000
Subtotal (95% CI) % 94 11.9%  1.00 [0.06, 16.45] e
Total events 1 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
1.54.2 GA
Antoni 2014 1 49 1 49 11.9%  1.00[0.06, 16.45] (11T}
Duncan 2013 1 54 1 54 11.9%  1.00[0.06, 16.41] 2000
Lee 2012 0 20 0 20 Not estimable 22272000
Rajeev 2016 0 48 0 66 Not estimable (1171
Stathellis 2017 0 25 0 25 Not estimable 090272000
Wall 2017 0 127 1130 18.0%  0.34[0.01, 8.39] = 9202720
Subtotal (95% Cl) 323 344 41.8%  0.72[0.14, 3.68] i
Total events 2 3
Heterogeneity: Chi? = 0.32, df = 2 (P = 0.85); I = 0%
Test for overall effect: Z = 0.40 (P = 0.69)
Total (95% Cl) 1284 913 100.0%  0.83 [0.30, 2.28]

0.01 0.1 1

10

100

Favours PNB Favours NO-PNB
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(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.565 Hematoma | TKA
NO-PNB PNB Odds Ratio Odds Ratio Risk
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI ABCDEFGH.I
1.55.2TKA|RCT
Gmez 2017 1 492 0 82 19.9%  0.50[0.02, 12.47] = @2@27272@
Kampitak 2018 0 29 0 28 Not estimable LT T 111
Lee 2012 0 20 0 20 Not estimable 2222000
Long 2006 0 35 0 35 Not estimable 2222072@
Stathellis 2017 0 25 0 25 Not estimable @0272000
Wall 2017 0 127 1 130 34.4%  0.34[0.01, 8.39] = 72072720
Subtotal (95% CI) 728 320 54.3% 0.40 [0.04, 3.78] —l
Total events 1 1
Heterogeneity: Chi? = 0.03, df = 1 (P = 0.86); 1> = 0%
Test for overall effect: Z = 0.80 (P = 0.42)
1.55.2 TKA | Observational
Antoni 2014 1 49 1 49 22.8%  1.00[0.06, 16.45] —_— 0®ee
Duncan 2013 1 54 1 54 22.9% 1.00 [0.06, 16.41] . 2000
Rajeev 2016 0 48 0 66 Not estimable (L1}
Subtotal (95% CI) 151 169 45.7% 1.00 [0.14, 7.24] —l
Total events 2 2
Heterogeneity: Chi? = 0.00, df = 1 (P = 1.00); I> = 0%
Test for overall effect: Z = 0.00 (P = 1.00)
Total (95%Cl) 879 489 100.0% 0.67 [0.15, 2.94]
Total events 3 3
Heterogeneity: Chi? =_0.36, df =3 (P =0.95); I?= 0% '0_01 0?1 1' 1'0 100'
Test for overall effect: Z = 0.53 (P = 0.60) Favours PNB Favours NO-PNB
Test for subgroup differences: Chi? = 0.36, df = 1 (P = 0.55), I = 0%
Risk of bias legen
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
(R) RCT: Incomplete outcome data
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1.56 Surgical site infection | Total
PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95% Cl
Amundson 2017 2 50 4 107  0.1% 1.07 [0.19, 6.06]
Bali 2016 0 33 0 35 Not estimable
Bron 2018 0 82 1 80 0.1% 0.32[0.01, 8.00]
Campbell 2008 0 26 1 30 0.1% 0.37[0.01, 9.51]
Chan 2013 0 69 0 66 Not estimable
Chan 2013 0 65 0 66 Not estimable
Chaumeron 2013 2 30 0 29 0.0% 5.18[0.24, 112.57] >
Duncan 2013 1 54 0 54 0.0%  3.06[0.12,76.70]
Fan 2016 0 78 0 79 Not estimable
Fukuda 2020 31 2547 24 2547  0.9% 1.30[0.76, 2.21] T
Johnson 2017 0 50 2 105 0.1% 0.411[0.02, 8.70]
Kearns 2016 1 52 1 51 0.0%  0.98[0.06, 16.11]
Li 2017 0 24 0 26 Not estimable
Li 2017 0 27 0 26 Not estimable
Long 2006 1 35 0 35 0.0% 3.09[0.12, 78.41]
Lovald 2015 13 5370 86 30272 1.0% 0.85[0.48, 1.53] -
Lovald 2015 17 3425 86 30272 0.7% 1.75[1.04, 2.95] —
Luezner 2020 0 70 4 69  0.2% 0.10[0.01,1.95] ———————
Memtsoudis 2016 169 24839 3901 317887 21.4% 0.55[0.47, 0.64] =
Memtsoudis 2016 990 110237 6481 609189 75.1% 0.84[0.79, 0.90] |
Moghtadaei 2014 0 18 1 18  0.1% 0.32[0.01, 8.27]
Nader 2012 3 31 0 31 0.0% 7.74[0.38, 156.36] -_—
Ng 2012 0 16 0 16 Not estimable
Peters 2006 1 50 1 50 0.0% 1.00 [0.06, 16.44]
Rajeev 2016 0 48 0 66 Not estimable
Spangehl 2015 0 79 2 81 0.1% 0.20[0.01, 4.23] ¢
Stathellis 2017 0 25 0 25 Not estimable
Suthersan 2015 2 22 2 24 0.1% 1.10[0.14, 8.56] .
Toftdahl 2007 0 37 1 40  0.1% 0.35[0.01, 8.89]
Wall 2017 0 127 1 130  0.1% 0.34[0.01, 8.39]
Wu 2014 1 30 1 30 0.0% 1.00 [0.06, 16.76]
Zinkus 2017 0 27 0 27 Not estimable
Total (95% Cl) 147673 991563 100.0% 0.79 [0.74, 0.84] |
Total events 1234 10600
Heterogeneity: Chi? = 46.04, df = 21 (P = 0.001); I? = 54% 001 o4 1 10 100
Test for overall effect: Z = 7.70 (P < 0.00001) Favours PNB Favours NO-PNB
Risk of bias legen
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
(R) RCT: Incomplete outcome data
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1.57 Surgical site infection | TKA

23-Feb-2021

PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95% Cl ABCDETFG
1.57.2 TKA | Observational
Duncan 2013 1 54 0 54 00% 3.06[0.12, 76.70] 2000
Fukuda 2020 31 2547 24 2547 1.2% 1.30[0.76, 2.21] N (
Lovald 2015 13 5370 86 30272 1.3% 0.85[0.48, 1.53] - . ?2? .
Lovald 2015 17 3425 86 30272 0.8% 1.75[1.04, 2.95] _'_ . ?2? .
Memtsoudis 2016 990 110237 6481 609189 95.7% 0.84[0.79, 0.90] . 22@2
Peters 2006 1 50 1 50 0.0%  1.00[0.06, 16.44] 0000
Rajeev 2016 0 48 0 66 Not estimable (I 17 )
Suthersan 2015 2 22 2 24 01%  1.10[0.14, 8.56] B E— @eee-?
Subtotal (95% CI) 121753 672474 99.1% 0.86 [0.80, 0.91] ‘
Total events 1055 6680
Heterogeneity: Chiz = 10.40, df = 6 (P = 0.11); I = 42%
Test for overall effect: Z = 4.63 (P < 0.00001)
1.57.2TKA|RCT
Amundson 2017 2 50 4 107 01%  1.07[0.19, 6.06] —_— eee
Bali 2016 0 33 0 35 Not estimable (111
Campbell 2008 0 26 1 30 01%  0.37[0.01,9.51] oee
Chan 2013 0 69 0 66 Not estimable ? ..
Chan 2013 0 65 0 66 Not estimable ? ..
Chaumeron 2013 2 30 0 29 0.0% 5.18[0.24, 112.57] > 000
Fan 2016 0 78 0 79 Not estimable [ I J
Li 2017 0 24 0 26 Not estimable (1 1]
Li 2017 0 27 0 26 Not estimable (11 ]
Long 2006 1 35 0 35 0.0% 3.09[0.12, 78.41] 2@2@®
Luezner 2020 0 70 4 69 02%  0.10[0.01,1.95) ¥—————— eee
Moghtadaei 2014 0 18 1 18  0.1% 0.32[0.01, 8.27] 200
Nader 2012 3 31 0 31 0.0% 7.74[0.38, 156.36] L 2000
Ng 2012 0 16 0 16 Not estimable
Spangehl 2015 0 79 2 81 01%  0.20[0.01,4.23] * eco0000e
Stathellis 2017 0 25 0 25 Not estimable 00722000
Toftdahl 2007 0 37 1 40  01%  0.35[0.01, 8.89] 00272000
Wall 2017 0 127 1 130 0.1%  0.34[0.01, 8.39] 0220
Wu 2014 1 30 1 30 00% 1.00[0.06, 16.76] 00006
Zinkus 2017 0 27 0 27 Not estimable
Subtotal (95% Cl) 897 966 0.9% 0.79 [0.39, 1.61] ‘
Total events 9 15
Heterogeneity: Chiz = 8.1, df = 10 (P = 0.62); I = 0%
Test for overall effect: Z = 0.64 (P = 0.52)
Total (95% Cl) 122650 673440 100.0% 0.86 [0.80, 0.91] ’
Total events 1064 6695
Heterogeneity: Chi2 = 18.55, df = 17 (P = 0.36); 12 = 8% b t y |
Test for overall effect: Z = 4.66 (P < 0.00001) 0.01Fav2ﬁ1rs PNB 1 FavourlONO-IJ’I(\)l%
Test for subgroup differences: Chi? = 0.05, df = 1 (P = 0.83), I = 0%
Risk of bias | nd
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
/N DOT. Dhiwmdina Af Aldamiman Amnma~ana~ara
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(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.58 Surgical site infection | GA/NA (THA/TKA)
PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%ClI M-H, Fixed, 95% CI ABCDEFG
1.58.2 GA only
Bali 2016 0 33 0 35 Not estimable (11 11T 1)
Fan 2016 0 78 0 79 Not estimable CLT LT LT )
Fukuda 2020 31 2547 24 2547  05%  1.30[0.76, 2.21] T
Ng 2012 0 16 0 16 Not estimable
Spangehl 2015 0 79 2 81  0.0%  0.20[0.01,4.23] ¢ 0000666
Stathellis 2017 0 25 0 25 Not estimable 0022006
Subtotal (95% Cl) 2778 2783  0.5%  1.19 [0.71, 2.00] »
Total events 31 26
Heterogeneity: Chi? = 1.41, df = 1 (P = 0.24); 1> = 29%
Test for overall effect: Z = 0.66 (P = 0.51)
1.58.2 GA
Amundson 2017 2 50 4 107 0.0%  1.07[0.19, 6.06] —_— (I 11T TTT)
Bali 2016 0 33 0 35 Not estimable (II 1T T T)
Chan 2013 0 69 0 66 Not estimable 0002 0@
Chan 2013 0 65 0 66 Not estimable (11 IR T
Duncan 2013 1 54 0 54  0.0%  3.06[0.12, 76.70] 20600
Fan 2016 0 78 0 79 Not estimable CLL T LT )
Fukuda 2020 31 2547 24 2547 05%  1.30[0.76, 2.21] T
Johnson 2017 0 50 2 105  0.0%  0.41[0.02, 8.70] (11111 T]
Lovald 2015 13 5370 86 30272 05%  0.85[0.48, 1.53] - @220
Lovald 2015 17 3425 86 30272 0.3%  1.75[1.04,2.95] — @220
Memtsoudis 2016 169 24839 3901 317887 10.7%  0.55[0.47, 0.64] - 22@7
Memtsoudis 2016 990 110237 6481 609189 37.7%  0.84[0.79, 0.90] | 22@2
Ng 2012 0 16 0 16 Not estimable
Peters 2006 1 50 1 50  0.0%  1.00[0.06, 16.44]
Rajeev 2016 0 48 0 66 Not estimable
Spangehl 2015 0 79 2 81  0.0%  0.20[0.01,4.23] *
Stathellis 2017 0 25 0 25 Not estimable
Suthersan 2015 2 22 2 24 0.0%  1.10[0.14, 8.56] e
Wall 2017 0 127 1 130 0.0%  0.34[0.01, 8.39]
Subtotal (95% Cl) 147184 991071  49.9%  0.79 [0.74, 0.84] {
Total events 1226 10590
Heterogeneity: Chiz = 38.79, df = 11 (P < 0.0001); I = 72%
Test for overall effect: Z =7.69 (P < 0.00001)
1.58.2 NA only
Bron 2018 0 82 1 80 0.0%  0.32[0.01,8.00] 0006066
Campbell 2008 0 26 1 30 0.0%  0.37[0.01,9.51] @
Chaumeron 2013 2 30 0 29 0.0% 5.18[0.24, 112.57] >
Kearns 2016 1 52 1 51  0.0% 0.98[0.06, 16.11]
Long 2006 1 35 0 35  0.0%  3.09[0.12, 78.41]
Moghtadaei 2014 0 18 1 18 0.0%  0.32[0.01,8.27]
Nader 2012 3 31 0 31 0.0% 7.74[0.38, 156.36] —_—
Toftdahl 2007 0 37 1 40  00%  0.35[0.01, 8.89]
Wu 2014 1 30 1 30 0.0%  1.00[0.06, 16.76]
Zinkus 2017 0 27 0 27 Not estimable
Subtotal (95% Cl) 368 3711 0.2%  1.23 [0.52, 2.95] -
Total events 8 6
Heterogeneity: Chi? = 5.07, df = 8 (P = 0.75); I2 = 0%
Test for overall effect: Z = 0.47 (P = 0.64)
1.58.2 GA + NA
Amundson 2017 2 50 4 107 0.0%  1.07[0.19, 6.06] e
Chan 2013 0 69 0 66 Not estimable
Chan 2013 0 65 0 66 Not estimable
Duncan 2013 1 54 0 54  0.0%  3.06[0.12, 76.70]
Johnson 2017 0 50 2 105  0.0%  0.41[0.02, 8.70]
Lovald 2015 13 5370 86 30272 05%  0.85[0.48, 1.53] —r
I Avald 2N1ER 17 Q2ATOR Qr 2aNI79 n 204 1 7R 11 NnA 2 QR1 —
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Luvaiu v v LN arav] v A NS V.V /0 IO 1.VUs, £.0V] - . -
Memtsoudis 2016 169 24839 3901 317887 10.7% 0.55[0.47, 0.64] 'J
Memtsoudis 2016 990 110237 6481 609189 37.7% 0.84[0.79, 0.90]
Peters 2006 1 50 1 50 0.0%  1.00[0.06, 16.44]
Rajeev 2016 0 48 0 66 Not estimable
Suthersan 2015 2 22 2 24 0.0% 1.10[0.14, 8.56] T
Wall 2017 0 127 1 130  0.0% 0.34[0.01, 8.39]
Subtotal (95% Cl) 144406 988288  49.4% 0.79 [0.74, 0.83] )
Total events 1195 10564

Heterogeneity: Chi? = 34.87, df = 9 (P < 0.0001); I> = 74%
Test for overall effect: Z = 7.80 (P < 0.00001)

Total (95% Cl) 294736 1982513 100.0% 0.79 [0.76, 0.83] |
Total events 2460 21186

Heterogeneity: Chi? = 82.94, df = 32 (P < 0.00001); I = 61% 001 o1 1 10 100
Test for overall effect: Z = 10.85 (P < 0.00001) Favours PNB Favours NO-PNB
Test for subgroup differences: Chi? = 3.44, df =3 (P = 0.33), > = 12.7%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria

(I) Observational Study: Flawed measurement of exposure or outcome

(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding

(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.59 Surgical site infection | THA
PNB NO-PNB Odds Ratio Odds Ratio R
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%ClI M-H, Fixed, 95% CI ABCDETFGEH
1.59.2THA |RCT
Bron 2018 0 82 1 80 03%  0.32[0.01,8.00] (11111
Kearns 2016 1 B2 1 51 02%  0.98[0.06, 16.11] e I— 0000060
Subtotal (95% CI) 134 131 0.4% 0.58 [0.08, 4.47] —~li—
Total events 1 2

Heterogeneity: Chi? = 0.26, df = 1 (P = 0.61); I = 0%
Test for overall effect: Z = 0.52 (P = 0.60)

1.59.2 THA | Observational

Memtsoudis 2016 169 24839 3901 317887 99.4% 0.55[0.47, 0.64] . ?7? ?
Peters 2006 1 50 1 50 02%  1.00[0.06, 16.44] e — %00
Subtotal (95% ClI) 24889 317937 99.6% 0.55 [0.47, 0.64] ‘
Total events 170 3902

Heterogeneity: Chi? = 0.17, df = 1 (P = 0.68); 1> = 0%

Test for overall effect: Z = 7.55 (P < 0.00001)

Total (95% Cl) 25023 318068 100.0% 0.55 [0.47, 0.64] ¢
Total events 171 3904

Heterogeneity: Chi? = 0.44, df = 3 (P = 0.93); 1= 0%

Test for overall effect: Z = 7.56 (P < 0.00001)

Test for subgroup differences: Chi? = 0.00, df = 1 (P = 0.96), I = 0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data

0.01 01 1 10 100
Favours PNB Favours NO-PNB
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1.60 Infection (composite) | Total
PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95% Cl ABCDETFG
Andersen 2012 0 20 1 20 00%  0.32[0.01, 8.26] [(ITITTTITIT]
Bali 2016 0 33 1 35 00%  0.34[0.01,873] 0000006
Bogoch 2002 0 57 1 58  00%  0.33[0.01,8.35] 20000606
Campbell 2008 0 26 1 30  0.0% 0.37[0.01, 9.51] 2720000
Good 2007 0 22 2 20 00%  0.16[0.01,3.64] * 20000606
Lovald 2015 53 5370 328 30272 1.8% 0.91[0.68, 1.22] - @220
Lovald 2015 39 3425 328 30272 1.2% 1.05[0.75, 1.47] T @220
Memtsoudis 2016 453 24839 8068 317887 21.3% 0.71[0.65, 0.78] u 22@2
Memtsoudis 2016 1863 110237 13518 609189 75.4% 0.76[0.72, 0.80] [ | 22@7?
Raimer 2007 0 21 0 21 Not estimable @80~
Spangehl 2015 4 79 2 81 00%  2.11[0.37, 11.84] —_— (111117
Toftdahl 2007 1 37 3 40 0.1% 0.34[0.03, 3.45] - 1 @922000
Wall 2017 7 127 2 130 0.0% 3.73[0.76, 18.33] — 022720
Total (95%Cl) 144293 988055 100.0% 0.76 [0.72, 0.79] |
Total events 2420 22255
Heterogeneity: Chi? = 14.27, df = 11 (P = 0.22); I = 23% '0_01 071 1 1'0 100'
Test for overall effect: Z = 12.93 (P < 0.00001) Favours PNB Favours NO-PNB
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
(H) Observational Study: Failure to develop and apply appropriate eligibility criteria
(I) Observational Study: Flawed measurement of exposure or outcome
(J) Observational Study: Incomplete follow-up
(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting
(M) RCT: Sequence Generation
(N) RCT: Other sources of bias
(O) RCT: Blinding of outcome assessors
(P) RCT: Blinding of participants and personnel
(Q) RCT: Allocation concealment
(R) RCT: Incomplete outcome data
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Test for overall effect: Z = 18.24 (P < 0.00001)

Test for subgroup differences: Chiz = 1.14, df =3 (P = 0.77), > = 0%

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria

(I) Observational Study: Flawed measurement of exposure or outcome

VA AW o VOAPOPN timmnl O4ide.

Review Manager 5.4.1

Tammmanlata fallac, von

Favours PNB Favours NO-PNB
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1.61Infection (composite) | GA/NA (THA/TKA)
PNB NO-PNB Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%ClI M-H, Fixed, 95% CI ABCDEFG
1.61.2GA + NA
Lovald 2015 53 5370 328 30272 0.9%  0.91[0.68, 1.22] -t @220
Lovald 2015 39 3425 328 30272 06%  1.05[0.75, 1.47] + @220
Memtsoudis 2016 453 24839 8068 317887 10.6%  0.71[0.85,0.78] . 22@72
Memtsoudis 2016 1863 110237 13518 609189 37.8%  0.76[0.72, 0.80] u 22@7?
Raimer 2007 0 21 0 21 Not estimable (11 X
Wall 2017 7 127 2 130 0.0%  3.73[0.76, 18.33] — ®®29272@
Subtotal (95% CI) 144019 987771  49.9%  0.76 [0.72, 0.79] 1
Total events 2415 22244
Heterogeneity: Chi? = 10.60, df = 4 (P = 0.03); I = 62%
Test for overall effect: Z = 12.89 (P < 0.00001)
1.61.2 NA only
Andersen 2012 0 20 1 20 00%  0.32[0.01, 8.26] (I T T TTT)
Campbell 2008 0 26 1 30  0.0%  0.37[0.01, 9.51] 2720008
Toftdahl 2007 1 37 3 40  00%  0.34[0.03, 3.45] _— 0022006
Subtotal (95% CI) 83 9  01%  0.34[0.07, 1.75] i
Total events 1 5
Heterogeneity: Chi? = 0.00, df = 2 (P = 1.00); I> = 0%
Test for overall effect: Z = 1.29 (P = 0.20)
1.61.2 GA
Bali 2016 0 33 1 35 0.0%  0.34[0.01,8.73] (1T 1T T 1)
Bogoch 2002 0 57 1 58 0.0%  0.33[0.01,8.35] 1000006
Lovald 2015 53 5370 328 30272 0.9%  0.91[0.68, 1.22] -t @220
Lovald 2015 39 3425 328 30272 06%  1.05[0.75, 1.47] T ®220
Memtsoudis 2016 453 24839 8068 317887 10.6%  0.71[0.65,0.78] . 22@7?
Memtsoudis 2016 1863 110237 13518 609189 37.8%  0.76[0.72, 0.80] u 22@72
Raimer 2007 0 21 0 21 Not estimable (11 X
Spangehl 2015 4 79 2 81  00% 2.11[0.37, 11.84] B E— (111 LT T
Wall 2017 7 127 2 130 0.0%  3.73[0.76, 18.33] — ®92®272@
Subtotal (95% CI) 144188 987945 50.0%  0.76 [0.72, 0.79]
Total events 2419 22248
Heterogeneity: Chi? = 12.43, df =7 (P = 0.09); I? = 44%
Test for overall effect: Z = 12.88 (P < 0.00001)
1.61.2 GA only
Bali 2016 0 33 1 35 0.0%  0.34[0.01,8.73]
Bogoch 2002 0 57 1 58  0.0%  0.33[0.01,8.35]
Spangehl 2015 4 79 2 81 0.0%  2.11[0.37, 11.84] S
Subtotal (95% Cl) 169 174 0.0%  1.03[0.29, 3.63] P
Total events 4 4
Heterogeneity: Chi? = 1.57, df = 2 (P = 0.46); I> = 0%
Test for overall effect: Z = 0.05 (P = 0.96)
Total (95%Cl) 288459 1975980 100.0%  0.76 [0.73, 0.78] 1
Total events 4839 44501
(T 2 = - - <12 = 209 I t t d
Heterogeneity: Chi? = 25.78, df = 18 (P = 0.11); 12 = 30% 0T o1 ; Py
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(V) wvuservauvlidl Swudy. 1micurtpietle iunow-up

(K) Observational Study: Failure to adequately control for confounding
(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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Reg Anesth Pain Med

PNB versus no PNB for THA/TKA

1.62 Infection (composite) | TKA

23-Feb-2021

PNB NO-PNB Odds Ratio Odds Ratio

Study or Subgroup Events  Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95% Cl ABCDETFG
1.62.2 TKA | Observational

Lovald 2015 53 5370 328 30272 2.3% 0.91[0.68, 1.22] @220
Lovald 2015 39 3425 328 30272 1.6% 1.05[0.75, 1.47] @220
Memtsoudis 2016 1863 110237 13518 609189 95.8% 0.76 [0.72, 0.80] 22@2
Raimer 2007 0 21 0 21 Not estimable @00~
Subtotal (95% Cl) 119053 669754 99.7% 0.77 [0.73, 0.80] |

Total events 1955 14174

Heterogeneity: Chi? = 5.00, df = 2 (P = 0.08); I = 60%

Test for overall effect: Z = 10.97 (P < 0.00001)

1.62.2TKA|RCT

Andersen 2012 0 20 1 20 00%  0.32[0.01,8.26] (1131117
Bali 2016 0 33 1 35  0.0% 0.34[0.01, 8.73] e
Bogoch 2002 0 57 1 58  0.0% 0.33[0.01, 8.35]

Campbell 2008 0 26 1 30 0.0% 0.37[0.01, 9.51]

Good 2007 0 22 2 20 0.1% 0.16[0.01, 3.64] ¢

Spangehl 2015 4 79 2 81 0.0%  2.11[0.37, 11.84] -

Toftdahl 2007 1 37 3 40 0.1% 0.34[0.03, 3.45] R

Wall 2017 7 127 2 130 0.0% 3.73[0.76, 18.33] D R — 022720
Subtotal (95% CI) 401 414 0.3% 0.96 [0.46, 1.99] <@

Total events 12 13

Heterogeneity: Chi? = 7.18, df =7 (P = 0.41); 1= 3%

Test for overall effect: Z=0.11 (P = 0.91)

Total (95% Cl) 119454 670168 100.0% 0.77 [0.73, 0.80] |

Total events 1967 14187

Heterogeneity: Chiz = 12.50, df = 10 (P = 0.25); I = 20% =0 o1 0=1 ] 1=0 100=

Test for overall effect: Z = 10.96 (P < 0.00001) ’ Favdurs PNB Favours NO-PNB

Test for subgroup differences: Chi? = 0.37, df = 1 (P = 0.54), I = 0%

Risk of bias legen

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(H) Observational Study: Failure to develop and apply appropriate eligibility criteria

(I) Observational Study: Flawed measurement of exposure or outcome

(J) Observational Study: Incomplete follow-up

(K) Observational Study: Failure to adequately control for confounding

(L) RCT: Selective outcome reporting

(M) RCT: Sequence Generation

(N) RCT: Other sources of bias

(O) RCT: Blinding of outcome assessors

(P) RCT: Blinding of participants and personnel

(Q) RCT: Allocation concealment

(R) RCT: Incomplete outcome data
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1.63 Infection (composite) | THA
PNB NO-PNB Odds Ratio Odds Ratio R
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%ClI M-H, Fixed, 95% ClI ABCDETFGEF
1.63.2 THA | Observational
Memtsoudis 2016 453 24839 8068 317887 99.9% 0.71[0.65, 0.78] ?? . ?
Subtotal (95% Cl) 24839 317887 99.9% 0.71 [0.65, 0.78]
Total events 453 8068

Heterogeneity: Not applicable
Test for overall effect: Z =6.93 (P < 0.00001)

1.63.2THA|RCT

Bogoch 2002 0 57 1 58  0.1%  0.33[0.01, 8.35] 20000660
Subtotal (95% Cl) 57 58  0.1%  0.33 [0.01, 8.35] R N———
Total events 0 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.67 (P = 0.50)

Total (95% CI) 24896 317945 100.0% 0.71 [0.65, 0.78] t
Total events 453 8069

Heterogeneity: Chiz = 0.21, df = 1 (P = 0.64); I = 0%
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