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Figure S1. Inconsistency plots of direct and indirect comparisons for the entire network. Triangular
loops are formed by three interventions all compared with each other and quadratic loops are
formed by four interventions that each one is compared exactly with two other interventions in the
loop. Inconsistency factor (IF) means the absolute difference between direct and indirect estimates
for each paired comparison in the loop. (A). Pain at rest 6 h after surgery, (B). Postoperative cumu-
lative 24 h morphine equivalent consumption, (C). Pain at rest 24 h after surgery, (D). Dynamic pain
at 6 h after surgery, (E). Dynamic pain at 24 h after surgery, (F). The time to first analgesic request.

J. Pers. Med. 2022, 12, 634. https://doi.org/10.3390/jpm12040634 www.mdpi.com/journal/jpm



J. Pers. Med. 2022, 12, 634 2 of 130

A Con EDMP ESP L N B Con EDMP L} e ITMP + Il-aTAP
o o ot a 0 o o o . s
vt ot o vl o o a e
o a4 o4 b7l o o4 I o1 o <
02 N\ 02 024 02 02 02 02 02 02 — ~Ne O\
° QR e — o i e commm———— ° o o °
iR s s s SR
e 1TMP + llaTAP 1TMP + IiH 1TMP + IPLA 1TMP + RS 1TMP + K ITMP + IPLA ITMP + RS 1TMP + Wi ITMP + (TAP
o o o o 0 o o o o s
o s \ o o i o6 o8 o8 a e
o o NG o o o o “ o s
% ‘0 % % O —— he—1 g s
it e s
0
Qo ITMP + ITAP ITMP + pQL RS TFP WC_above RS TFP WC_above WC_below w
= =
= o o o o o o H b
el o o o6 o8 o o [ ©
o4 ot o4 o o o o4 <
_g A~ 02 02 02 02 02 02 — — o
° [} 0 [ = —. ———. Rl cmm—— [ °
g s R o oo R o o
'WC_below w eQL aTAP apQL el apQL QL AP paL
or or o an . a o o o b
o o o o . o8 o b vl °
ot 04 o1 i o o o I o4 <
02 02 02 02 02 02 02 02 02 N
i ——— 0] ———" 0 ) 0 . o (2R B —— R — ol —
Rttt st e s S s g
L AP paL PTAP SITAP PTAP
o o o1 o a o
o6 o o o6
ot ot o4 ot o o
02 7 02 — 02 02 02 02
C S & S 9, S 0 S & S & S
ittt ittt ittt ittt ittt T resaeeeea:
Rank Rank
Graphs by Treatment Graphs by Treatment

. ' ' | | ' ' . . ' i
o8 o os 0 o bad o8 o8 1] o8
s 04 “ “ Ll o6 o6 o5 s o
o4 04l o4 o ot o o4 o i i o“
02 02 02 02 02 02 02 02 02 02
° . N — B I —— ° ° o 0
RS sttt g s g
e TP« aTAP NP+ N TP+ PLA WP « RS e ew e ITMP + ll-aTAP ITMP + IPLA ITMP + RS ITMP + ITAP
. ' . ' . . '
o o] o8 ) o o o or o o o
o o6 s o o6 o o o o o
0t 04l 04 o o o o o o1 b o“
02 02 02 02 02 e —————— H A
o ——— R B— % ) p— g g g g g
iR s e A st
7]
1] e « me e+ pa RS e we_svove WC_betow E TP + paL RS P WC_above WC_below
= ' . \ \ .
= o 0 o o Ed o o o 2
0 (T8 [ o o o 0 s o8 o o o
@ o o4 o4 o o o ] i o i i i
02 02 02 02 02 02
R E— J N g‘m'm"m'm L
g S st st bt T
" o e w saL aTAP spaL aL
. T . 5 ' '
o o] o o o o o
o o8] o6 o o o e
o4 o4 ] 04 o o o o1
02 024 02 3 02 02 02
0 — 9 4 e\ [ ° ° o °
Rittesso g s e R g
paL PTAP §TAP ITAP paL PTAP SITAP
. 4 .
o o] o o o o o
o8 o] o8 s o
I 04l o4 5 o I o
“5 [ p——— L  —— g — e g
ittt st jitttas ittt
Rank Rank
Graphs by Treatment Graphs by Treatment
Con EOMP EsP H "~ F Con ESP H 1IN
o os an o8 11 ' 4 '
o os o6 o o L1} o o
o4 a4 o o .l “ o] o
02 k 02 02 02
s - o e 044 o 04 0
it i ittt it L Ty 0] _— 2]~
TP ITMP + l-aTAP 1TMP + IPLA ITMP + RS 1T™MP + W1 121¢5l1ltﬂﬂuuv'nu| 1234567 8910121011816 12345678090M20115% 123456780WNINUNN
' ' | . '
- o o " " ITAP ™P ITMP + ITAP ITMP + WC_above
o o4 o4 a4 o s | .
R _— L5 °§ - H 7] 0 [ [
Ly Lo — e S ] ]
| R fttt——" it TR st - » ) o o
o ITMP + TAP TP + pal RS TP WC_above L e — i | —— | —
= . ' ' | s 0 0 0 0
= o o 3 . =
3 :: 25 ;: :5 T ThGsTiaenmnume 13345478 smonanese TI30507 8 ammmase TII0567 8 s
© A ©
a 2 2 02 2y a ITMP + Wi TFP WC_above WC_below
2 . 25 / !
o o 04 (1] o o
06 4 “ o o
. WC_bolow . w ) aaL . aTAp ) apaL " " o by
ui N uy/ \ ey o w o~
o o8 o8 o o
3 o8 o8 [ o L] 0 [ 0
o o o o o
02 02 02 02 02 12345678 90NN 123458789101121341516 123456789W0M2131415%8 1234567890NMR20WISN
e — | p———— g .
e e et
it it —— it s——— it TR a0l aTAP paL pTAP
14 ' 4 '
. o . e . oL , e 084 % 014 o8
o o8 o8 o8 o “ o [}
o o 3 o8 044 " 04 0
o o4 a4 o 7z
02 ] o0 02
e i
U — e (P | 04 0 ] 0
" S ———— " T 12345678 smnmanuse 12345678 sm0nanuse 113456788 mmanumse 1345678 sennnums
Rank Rank

Graphs by Treatment Graphs by Treatment

Figure S2. The rankograms of all outcomes. A rankogram for each specific intervention is a plot of
the probability of assuming each of the possible rank. Each number on the X-axis means the possible
rank among the total number of interventions in each network. (A). Pain at rest 6 h after surgery,
(B). Postoperative cumulative 24 h morphine equivalent consumption, (C). Pain at rest 24 h after
surgery, (D). Dynamic pain at 6 h after surgery, (E). Dynamic pain at 24 h after surgery, (F). The
time to first analgesic request.
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Figure S3. The cumulative ranking curves of all outcomes. Each one present the cumulative ranking
probability. The numbers on the X-axis are the possible rank of each intervention and the numbers

on the Y-axis mean the cumulative probability for each intervention to be the best option, among
the two options, three options, and so on. (A). Pain at rest 6 h after surgery, (B). Postoperative cu-
mulative 24 h morphine equivalent consumption, (C). Pain at rest 24 h after surgery, (D). Dynamic
pain at 6 h after surgery, (E). Dynamic pain at 24 h after surgery, (F). The time to first analgesic
request.
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Figure S4. Comparison—adjusted funnel plots. The red line means the null hypothesis that the
study-specific effect sizes are not different with the respective comparison-specific pooled effect
estimates. In the presence of small study effects, the plot is asymmetric around the red line. (A). Pain
at rest 6 h after surgery, (B). Postoperative cumulative 24 h morphine equivalent consumption, (C).
Pain at rest 24 h after surgery, (D). Dynamic pain at 6 h after surgery, (E). Dynamic pain at 24 h after
surgery, (F). The time to first analgesic request.
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(A) Trace plot and density plot in fixed effect model.
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(B) Trace plot and density plot in random effect model.
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(E) Forest plot comparing with control in random effect model.

Mean Difference (95% Crl)

Compared with Con
aoliL —s 226581, 1.24)
alil — 04972 (-358 1.70)
arAF —er— 06478 251
EDMF —e— -209(-4 85, 0526)
ESF —s— S3T T, 0.710)
H —& S138(-387,133)
IINE —s— -0550 (-3.17,2.01)
[ThAP - -229(-3.83, 0630
TMP_IlaTAP —_— S982 (149,458
ITrAF_IIH —s— -384 (-6 86, -0 BBT)
IThAP_IPLA —s— S35 (715, 0.848)
TP _ITAP —5— S319(-528,-117)
TWP_pal —e—r -245(-536,0761)
TWP_RS —s— -380(-7.84,0.285)
laL —s -145(-4.12,1.35)
TAP ks -185 (266, -0.640)
pll & S124(-2892,0470)
nTAR —— S101 (428, 1.54)
RS —&—— DIB5(-376,4.15)
sITAP —sT 24811, 1.70)
TFF —&— 00191 (-2 66,2 51)
WC_above —&r -1.32(-3.48,0.5388)
WIC_below —&— -185(-3.59,-0329)
Wl [ - | S113(-2.40,00228)
J20 o5

(F) Node splitting plot in random effect model.

Study P- value Mean Difference (95% Crl)
Con vs aQL
direct i 1.2(-25,5.2)
indirect 0.8045 — 0.64 (-3.3, 4.4)
network = 0.97 (-1.6, 3.5)
EDMP vs aQL
direct —a— =29 (-6.2, 0.40)
indirect 0.047 ——a———— 3.0(=-1.7.7.8)
network i -1.2{-4.3, 1.9)
pQL vs aGL
direct ——— 0.98 (-2.3,4.3)
indirect 0.5185 —— -0.61(-4.1, 3)
network " -0.29(=3,2.3)
IlIH v= Con
direct —a— =1.1(-4.9, 2.6)
indirect 0.816 —_—e— -1.7(-5.8,22)
netwark —a—— 1.4 (-4.2, 1.3)
ITMP vs Con
direct —a— -2.0(-4.2, 0.23)
indirect 0.6355 —— =28 (-54, -0.30)
netwark S -23(=39 -0.79)
ITMP_ITAP vs Con
direct = -1.9(-5.7.1.9)
indirect 0.4935 —— -3.5(-5.9, -0.92)
network —E— =3.2(-52,-1.2)
¢ Y
-8 0 8

Figure S5. Cont.




J. Pers. Med. 2022, 12, 634

24 of 130

Study P-value
ITAP vs Con

direct
indirect
network
pQL vs Con
direct
indirect
network
WC_below vs Con
direct
indirect
network

Wi vs Con

direct
indirect
network

pQL vs EDMP

direct
indirect
network

WC_below vs EDMP

direct
indirect
network

0.153

0.0575

0.509

0.983

0.006

0.009

Study

ITAP vs llIH
direct
indirect
network
Wivs lINB
direct
indirect
network
ITAP vs ITMP
direct
indirect
network
pQL vs ITMP
direct
indirect
network
ITAP vs ITMP_ITAP

direct

indirect
network
WC_below vs ITAP

direct
indirect
network

P-value

08355

0.734

0.5335

0821

0.358

0.0185

Figure S5. Cont.

Mean Difference (95% Crl)

-1.2(-24,0.12)
=27 (-4.4,-0.94)
-1.7 (-2.7, -0.66)

-2.(-3.9, -0.090)
25(-1.6,6.7)
-1.2(-2.9,0.41)

-25(-4.6,-0.16)
-14(-39,1.1)
-2.(-3.6,-0.30)

-12(-27,0.017)
-12(-4.4,1.8)
-1.2 (-2.4,-0.027)

4.0(0.75,7.2)
-35(-7.2,0.31)
0.94 (-1.8,3.8)

-3.0(-6.2,0.21)
4.1(0.43,7.6)
0.24 (2.5, 3.1)

Mean Difference (95% Crl)

—pe -0.024 (=38, 3.7)
S K -0.53 (4.6, 3.3)
a3 -0.29(-3.,.24)
—— =0.30 (-4.4, 3.8)
SRR 0 S -1.3(-5.3, 2.5)
—e— -0.57 (-3.3, 2.1)
i 1.1({-1.2,3.2)
—— 0.11(-2.4, 2.5)
e 0.65 (-0.94, 2.2)
e 0.87 (-2.,3.7)
——— 1.3(-1.8,4.5)
e 1.1 (-0.81, 3.0)
+—e—— 32(-0.71,69)
o 1.1(-1.3,3.5)
R 1.5(-048, 3.5)
R 2.0(-0.37, 4.4)
—a— =-2.0 (-4.1, 0.037)
s o -0.26 (-2.0,1.4)
| 1
-5 0 8



J. Pers. Med. 2022, 12, 634

25 of 130

08

a6

04

a2

00

Mean Difference (95% Crl)

Study F-value
Wil vs ITAP
direct —e—
indirect 0.9995 —e—
network —fE—

I

(G) Rankogram in random effect model.

%44J¥L¥4@5L¥L%L¥444J¥J‘11

049 (-2.2, 3.2)
0.49(-1.3,2.2)
0.50 (-0.99. 1.9}

eae oo

Figure S5. Pain at rest 6 h after surgery. (A) Trace plot and density plot in fixed effect model; (B)
Trace plot and density plot in random effect model; (C) Gelman-Rubin-Brooks plot in fixed effect
model; (D) Gelman-Rubin-Brooks plot in random effect model; (E) Forest plot comparing with con-
trol in random effect model; (F) Node splitting plot in random effect model; (G) Rankogram in ran-

dom effect model.



J. Pers. Med. 2022, 12, 634 26 of 130

(A) Trace plot and density plot in fixed effect model.
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(B) Trace plot and density plot in random effect model.
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(C) Gelman-Rubin-Brooks plot in fixed effect model.
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(E) Forest plot comparing with control in random effect model.
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(F) Node splitting plot in random effect model.
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Figure S6. Postoperative cumulative 24 h morphine equivalent consumption. (A) Trace plot and
density plot in fixed effect model; (B) Trace plot and density plot in random effect model; (C) Gel-
man-Rubin-Brooks plot in fixed effect model; (D) Gelman-Rubin-Brooks plot in random effect
model; (E) Forest plot comparing with control in random effect model; (F) Node splitting plot in
random effect model; (G) Rankogram in random effect model.
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(A) Trace plot and density plot in fixed effect model.
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(B) Trace plot and density plot in random effect model.
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(D) Gelman-Rubin-Brooks plot in random effect model.
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(E) Forest plot comparing with control in random effect model.
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(F) Node splitting plot in random effect model.
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(G) Rankogram in random effect model.
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Figure S7. Pain at rest 24 h after surgery. (A) Trace plot and density plot in fixed effect model; (B)
Trace plot and density plot in random effect model; (C) Gelman-Rubin-Brooks plot in fixed effect
model, (D) Gelman-Rubin-Brooks plot in random effect model; (E) Forest plot comparing with con-
trol in random effect model; (F) Node splitting plot in random effect model; (G) Rankogram in ran-
dom effect model.
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(A) Trace plot and density plot in fixed effect model.
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(B) Trace plot and density plot in random effect model.
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(D) Gelman-Rubin-Brooks plot in random effect model.
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(E) Forest plot comparing with control in random effect model.
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(F) Node splitting plot in random effect model.
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(G) Rankogram in random effect model.
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Figure S8. Dynamic pain at 6 h after surgery. (A) Trace plot and density plot in fixed effect model;
(B) Trace plot and density plot in random effect model; (C) Gelman-Rubin-Brooks plot in fixed effect
model; (D) Gelman-Rubin-Brooks plot in random effect model; (E) Forest plot comparing with con-
trol in random effect model; (F) Node splitting plot in random effect model; (G) Rankogram in ran-
dom effect model.
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(B) Trace plot and density plot in random effect model.
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(D) Gelman-Rubin-Brooks plot in random effect model.
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(E) Forest plot comparing with control in random effect model.
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(F) Node splitting plot in random effect model.
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(G) Rankogram in random effect model.
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Figure S9. Dynamic pain at 24 h after surgery. (A) Trace plot and density plot in fixed effect model;
(B) Trace plot and density plot in random effect model; (C) Gelman-Rubin-Brooks plot in fixed effect
model; (D) Gelman-Rubin-Brooks plot in random effect model; (E) Forest plot comparing with con-
trol in random effect model; (F) Node splitting plot in random effect model; (G) Rankogram in ran-
dom effect model.
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(A) Trace plot and density plot in fixed effect model.
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(B) Trace plot and density plot in random effect model.
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(C) Gelman-Rubin-Brooks plot in fixed effect model.
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(D) Gelman-Rubin-Brooks plot in random effect model.
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(E) Forest plot comparing with control in random effect model.
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Figure S10. The time to first analgesic request. (A) Trace plot and density plot in fixed effect
model; (B) Trace plot and density plot in random effect model; (C) Gelman-Rubin-Brooks plot in
fixed effect model; (D) Gelman-Rubin-Brooks plot in random effect model; (E) Forest plot compar-
ing with control in random effect model.



J. Pers. Med. 2022, 12, 634 121 of 130

Table S1. Summary of risk of bias assessment (RoB 2).

ID Author, Year Randomization Intended Intervention Missing Outcome Data Measurement of the Selection of the Overall
Process Outcome Reported Result RoB
random
Aydin et al. defined
1 OYCMEaA oW numbersealed low  bothblinded low  noexclusion low blinded low predefine low
2020 [16] outcomes
envelops
no statement for different PNB,
Some . . . Some - Some
Aydogmus et allocation no information . no specific . . Some
2 concer ncer . low  noexclusion concer . concer no information
al., 2014 [17] concealment about trial information concerns
ns ns ns
random code context
. Some . Some . Some
Baajetal,, no specific . . no specific . . Some
3 concer . low  bothblinded low  noexclusion concer . . concer no information
2010 [18] information ns information s concerns
Bamigboye et random Some Some
4 E20Y low numbersealed low  bothblinded low  noexclusion low blinded concer no information
al., 2008 [19] concerns
envelops ns
random 6/77 dropped, .
5 Barney etal, low number central low  bothblinded low unrelated tothe low blinded low predefined low
2020 [20] . outcomes
allocation outcome
block 3/50 dropped, 1
Bel t al. domizati in int ti defined
6 CAY Aoy TANCOMEZANON o0 pothblinded  low o oo oy blinded low precetine low
2009 [21] table central doe to outcomes
allocation complication
computer—gene 11/90 dropout Some 3 Some
Bell etal., rated code . (6 in study and no specific . . Some
7 low low  bothblinded low . concer . concer no information
2002 [22] central 5 in control ns information ns concerns
allocation group)
no statement for
Bensghir et sequence Some Some
8 & ow generation low  bothblinded low noexclusion low blinded concer no information
al., 2008 [23] concerns
envelope ns
technique
no statement for
Bessmertnyj sequence Some - Some - Some noblockin  Some
. no specific no specific . . Some
9 etal, 2015 low generation  concer . concer . concer control, may be concer no information
information information . concerns
[24] random ns ns ns influenced ns
envelope
random 2/50 excluded Some . .
Blanco et al.,, . .. no specific predefined Some
10 low number sealed low  bothblinded low before receiving concer . lo
2015 [25] . . information outcomes  concerns
envelops intervention ns
no statemfent for different PNB,
Some allocation Some . . .
Blanco et al., no information . . predefined Some
11 concer concealment concer . ow  noexclusion low blinded low
2016 [26] . about trial outcomes  concerns
ns internet ns
context
software
t —
Bollag et al Cl(');lerc)iun?mglf;e 9/%0 excluded Some Some
12 5 7 low low bothblinded low  duetoblock low blinded concer no information
2012 [27] central . concerns
. failure ns
allocation
different
ding t d 4/84 excluded
Canakdi et . accor. 1n$ o Some Proce ur? no /84 exclude objective data/ Some . . .
13 high patient’s concer information low  duetoblock  low concer no information  high
al., 2018 [28] . . self-reported
preference ns about trial failure
context
different
no statement for
. Some procedure no Some
Canovas et allocation . . . . . . Some
14 concer concer information low  noexclusion low blinded concer no information
al., 2013 [29] concealment . concerns
ns ns about trial ns
random code
context
random different PNB
Chandon et number scratch no information . 10/39 and 5/41 . predefined .
15 al.,, 2014 [30] low card with block <" about trial high dropped low blinded low outcomes high

of 6

context
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computerized
16 Corsinietal, o randomization 0y blinded  low  2/l40excluded low  blinded low ~ Predefined
2013 [31] central outcomes
allocation
no statement for
Costello et Some allocation Some Some
17 concer concealment low bothblinded low 4/100 excluded low blinded concer no information
al., 2009 [32] concerns
ns random ns
number table
random
Demiraran et number table Some Some
18 ow low  bothblinded low noexclusion low blinded concer no information
al., 2013 [33] sealed opaque ns concerns
envelops
computerized
. 16/182 dropped, .
19 Dereu etal, low randomization low bothblinded low unrelatedto  low blinded low predefined Some
2019 [34] central outcomes  concerns
. true value
allocation
no statement for
sequence Some - Some
Ducarme et . . . no specific . . Some
20 low generation low  bothblinded low  noexclusion concer . concer no information
al., 2012 [35] information concerns
sealed ns ns
envelopes
no statement for
sequence Some
21 Eldaba et al, low generation low  bothblinded low noexclusion low blinded concer no information Some
2013 [36] concerns
central ns
allocation
no statement for
X Some allocation 2/50 excluded Some  noblockin  Some
Eslamian et . . . . Some
22 concer concealment low  bothblinded low due tosurgical concer control, may be concer no information
al., 2012 [37] . . concerns
ns computer-gene complications  ns influenced ns
rated list
no statement for .
Some . Some i within Some . .
Fakor et al., allocation no specific . no specific predefined Some
23 concer concer . low  pre-defined concer . low
2014 [38] concealment information information outcomes  concerns
ns ns dropoutrange ns
random block
computerized
24 Fusco etal, low random block low bothblinded low noexclusion low blinded low predefined low
2016 [39] sealed outcomes
envelopes
different PNB
Some . Some . eren . Some - Some noblockin  Some
Ganta et al., no specific no information no specific . . Some
25 concer . concer . concer concer control, may be concer no information
1994 [40] information about trial statement . concerns
ns ns ns ns influenced ns
context
no block in
Some - Some control group, 3/103 excluded Some  noblockin  Some
Gao et al., no specific . R X . Some
26 concer . concer no information low  duetolossof concer control, may be concer no information
2019 [41] information . . concerns
ns ns about trial records ns influenced ns
context
t —
Givens et al Comprl;teeii s Some no specific Some Some
27 7 low L low  bothblinded concer p . low blinded concer no information
2002 [42] randomization information concerns
ns ns
sealed packets
computer—gene
Hansen et al., rated blocks, . 2/72 exclud.ed R predefined
28 low low  bothblinded low due tosurgical low blinded low low
2019 [43] sealed opque o outcomes
complications
envelopes
t —
computer-gene 1/45 and 3/45
. rated number, Some . Some
Irwin et al., . excluded due to no specific X . Some
29 low numbered low  bothblinded low oncer . . concer no information
2020 [44] protocol information concerns
opaque L s ns
violation
envelops
30 Jadon et al., low random low  bothblinded  low 3/70 and 2/69 (1 me no specific o predefined Some

2018 [45] number sealed due to information outcomes  concerns
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opaque complication) concer
envelopes excluded ns
no procedure in
random some the control, no Some  no block in .
Jolly et al., . . . . predefined Some
31 low number list concer information low  noexclusion concer control, may be low
2015 [46] . . outcomes  concerns
sealed envelope ns about trial ns influenced
context
Some . some . Some . Some
Kagwaetal, no specific . no specific no specific . . Some
32 concer . low  bothblinded concer . concer . concer no information
2015 [47] information information information concerns
ns ns ns ns
no statement for
. 6/66 excluded,
. Some allocation Some - Some
Kainu et al., no specific unrelated . . . Some
33 concer concealment concer . lo . low blinded concer no information
2012 [48] information reason with concerns
ns random ns ns
outcome
number
computer-gene s
within Some
K ietal. ted tabl
34 Hanaziertal, o, rated table, bothblinded low  pre-defined low blinded concer no information Some
2010 [49] sealed opaque concerns
dropout range ns
envelopes
random blinding
tient: 1 ithi
Kang et al., Some sequenceno Some patients only no within Some no specific predefined Some
35 concer statement for concer information low  pre-defined concer . lo
2019 [50] . . information outcomes  concerns
ns allocation ns about trial dropout range  ns
concealment context
random
K ¢ Some  number no within defined S
36 OUSE oncer statementfor low  bothblinded  low pre-defined  low blinded lo precetine ome
al., 2012 [51] . outcomes  concerns
ns allocation dropout range
concealment
computer—gene different PNB
. . . Some
Kiran et al., rated random no information X X . . Some
37 low . low  noexclusion low blinded concer no information
2017 [52] table, closed about trial ns concerns
envelopes context
random table different PNB .
Some . . within .
Klasen et al., no statement for no information . . predefined Some
38 concer . . low  pre-defined low blinded low
2016 [53] allocation about trial outcomes  concerns
dropout range
concealment context
blocks of 8
Krohg et al. defined
39 OB E A 0w sealed opaque low  bothblinded low noexclusion low blinded low precetine low
2018 [54] outcomes
envelopes
random
Some generator no
Kwikiriza et defined
40 WHHZACL oncer statementfor low  bothblinded low  noexclusion  low blinded low precetine Some
al., 2019 [55] . outcomes  concerns
ns allocation
concealment
Lalmand et Some Iizr;cti:::rfggr flzsr within redefined Some
41 concer . low  bothblinded low  pre-defined low blinded low P
al., 2017 [56] allocation outcomes  concerns
dropout range
concealment
random
Lavand’hom Some numbers no Some S
42 meetal, concer statementfor low  bothblinded low no exclusion low blinded concer no information ome
. concerns
2007 [57] ns allocation ns
concealment
random single
Lee et al Some block no Some Some
43 "’ concer statementfor low bothblinded low 1/50 excluded low blinded concer no information
2013 [58] . concerns
ns allocation ns
concealment
computer—gene
3/69 excluded
L tal. ted tabl defined
gq OIS ow T able, low  bothblinded low due to protocol low blinded low precetine low
2012 [59] sealed violation outcomes

envelopes
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random block S bhnd:d (;nly m
Lui et al., of 6 numbered “OC .pa rent, ,no
45 low concer information low
2017 [60] sealed opaque .
ns about trial
envelope
context
46 Magnani et no specific Some no specific
al., 2006 [61] concer information concer information concer
ns ns
blO,Ck . different PNB
randomization Some . .
Malawat et no information
47 low numbered  concer . low
al., 2020 [62] about trial
sealed opaque  ns
context
envelopes
random
Mankikar et number table .
48 al,, 2016 [63] low sealed low  bothblinded low
envelopes
random block
McKeen et table numbered .
49 al, 2014 [64] low sealed opaque both blinded  low
envelopes
no statement for
sequence
50 I\:IC ,I\ggﬁo[vg;t low generation low  bothblinded low
central
allocation
random Some
Mecklem et number table .
51 al,, 1995 [66] low central low  bothblinded concer
. ns
allocation
random no block in
Mieszkowski Some number table Some control group
52 etal.,, 2018 concer no statement for concer no information low
[67] ns allocation ns about trial
concealment context
no block in
Naghshineh Some o ifi Some control group,
53 etal., 2015 concer . o speCI. ¢ concer noinformation low
information .
[68] ns ns about trial
context
random block
Niklasson et .
al,, 2012 [69)] low sealed opaque low  bothblinded low
envelopes
computer—gene different PNB
55 O’Neill et al., 1 rated random no information 1
2012 [70] " humber opaque about trial ow
envelopes context
random
number
Pateletal, low generator low  bothblinded low
2017 [71]
sealed
envelopes
Rackelboom 0 x:]lgnc:on;l d
57 etal, 2010 low umber seale low  bothblinded low
opaque
[72]
envelopes
block
Reinikainen randomization
58 etal, 2014 low numbered low  both blinded low
[73] sealed
envelopes
Salama et al., random Some  no blockin
low concer control group, low

2020 [74]

number sealed . .
ns no information

38/40 enrolled
in one group

. Some
no specific
. . concer
information
ns
early

terminated, but

no exclusion  low
after
intervention
no exclusion  low
within
pre-defined  low
dropout range
no exclusion  low
no specific
. P . low
information
Some

ns

Some
no exclusion

Some S
. . . ome
blinded concer no information
concerns
ns
” Some
no specific . . Some
. . concer no information
information concerns
ns
. redefined Some
blinded lo P
outcomes  concerns
Some S
. . . ome
blinded concer no information
concerns
ns
. redefined
blinded low P low
outcomes
Some
. . . Some
blinded concer no information
concerns
ns
Some
. . . Some
blinded concer no information
concerns
ns
no blockin ~ Some S
. . ome
2/60 excluded concer control, may be concer no information
. concerns
influenced ns
no blockin ~ Some
. . Some
concer control, may be concer no information
. concerns
ns influenced ns
within
. . redefined
pre-defined  low blinded low P low
outcomes
dropout range
within Some
. . . . Some
pre—defined  low blinded concer no information
concerns
dropout range ns
within
. . redefined
pre—defined  low blinded low P low
outcomes
dropout range
Some S
. . . . ome
no exclusion  low blinded concer no information
concerns
ns
within
. . redefined
pre—defined  low blinded low P low
outcomes
dropout range
Some . 3
. no specific predefined Some
no exclusion concer . low
information outcomes  concerns
ns
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opaque
envelopes
random
Sekhavat et o number sealed
al., 2011 [75] opaque
envelopes
no statement for
2020 [76]
sealed
envelopes
random
Shahin et al., low number sealed
2010 [77] opaque
envelopes
random
Singh et al., low number table
2013 [78] sealed opaque
envelopes
random
Srivastava et low number table
al.,, 2015 [79] sealed opaque
envelopes
computer—gene
Staker et al., low rated sequence
2018 [80] sealed
envelopes
no statement for
66 Svirskii et al., low ;:r?;‘z?;en
2012 [81]
envelope
technique
randomization
Some table no
Pavy etal, concer statement for
1994 [82] .
allocation
concealment
computer—gene
Some rated, no
68 Tamura etal, concer statement for
2019 [83] .
ns allocation
concealment
random
Tan et al., o number table
2012 [84] sealed opaque
envelopes
random
70 Tawfik et al., low number table
2017 [85] sealed opaque
envelopes
no statement for
71 Telnes et al., low gseercll;ealsicoen
2015 [86]
central
allocation
. block
Triyasunant randomization
72 etal., 2015 low
sealed
[87]
envelopes
Trotter et al., no statement for
ow

1991 [88] sequence

about trial
context
within
both blinded low  pre-defined
dropout range
no block in
Some control group,
concer no information low  no exclusion
ns about trial
context
within
low  bothblinded low  pre-defined
dropout range
within
low bothblinded low  pre-defined
dropout range
within
low  bothblinded low  pre-defined
dropout range
low bothblinded low  no exclusion
no block in
Some control group Some -
. . no specific
concer no information concer .
K information
ns about trial ns
context
low bothblinded low  no exclusion
30/176
excluded, even
th
low bothblinded low o008 €
group,
unrelated to
true value
no block in
Some control group,
concer no information low  no exclusion
ns about trial
context
different PNB -
. . within
no information .
. low  pre-defined
about trial
dropout range
context
different PNB
Som . . within
no information .
concer . low  pre-defined
about trial
ns dropout range
context
no block in
Some control group,
concer no information low  no exclusion
ns about trial
context
ifi
low bothblinded some o °Pecic

information

low

Some

concer control, may be

ns

low

low

low

low

Some

concer control, may be

ns

low

low

Some

ns

low

low

low

low

Some S
. . . ome
inde concer no information
blinded f ti
concerns
ns
no block in .
1 predefined Some
ow
infl d outcomes  concerns
influence
Some S
. . . ome
blinded concer no information
concerns
ns
Some S
. . . ome
blinded concer no information
concerns
ns
Some S
. . . ome
blinded concer no information
concerns
ns
Some S
. . . ome
blinded concer no information
concerns
ns
no blockin  Some S
. . ome
concer no information
. concerns
influenced ns
Some S
. . . ome
blinded concer no information
concerns
ns
blinded ) predefined Some
inde ow
outcomes  concerns
no blockin ~ Some S
. . ome
concer control, may be concer no information
. concerns
influenced ns
blinded 1 predefined Some
inde ow
outcomes  concerns
blinded ) predefined Some
inde 0
outcomes  concerns
blinded ) predefined Some
inde o
outcomes  concerns
. . . some
blinded some no information
concerns
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generation concer concer
central ns ns
allocation
candom table
. Some Some o Some
Vallejo et al., no statement for . . no specific . . Some
concer . bothblinded low  noexclusion concer . concer no information
2012 [89] ns allocation ns information ns concerns
concealment
no statement for
Wagner- sequence .
75 Kovacecet low generation low  bothblinded low noexclusion low blinded low p:jiif;fj low
al., 2018 [90] sealed
envelopes
random single
Wolfson et block sequential . . . Some . . Some
ow low bothblinded low noexclusion low blinded concer no information
al., 2012 [91] sealed concerns
envelopes i
Table S2. Network diagnostic for Bayesian analysis.
Outcome Effect Dbar pD DIC PSRF 12(%)
Pain at rest 6 h after surgery Fixed 4804.71 108.52 4913.23 1.07 97%
Random 172.22 125.58 297.81 1.01 26%
Postoperative cumulative 24 h Fixed 1624.74 463.05 2087.79 1.7 94%
morphine equ“(’::;‘t consumption Random 95.22 87.89 183.11 1.01 3%
Pain at rest 24 h after surgery Fixed 1058.75 180.82 1239.58 1.15 88%
Random 131.65 124.09 255.74 1.02 3%
Dynamic pain at 6 h after surgery Fixed 2380.54 83.94 2463.49 1.1 97%
Random 83.11 82.75 165.86 1.02 1%
Dynamic pain 24 h after surgery Fixed 1044.79 82.13 1126.93 1.02 91%
Random 96.23 94.54 190.77 1.01 0.1%
The time to first analgesic request Fixed 778.62 92.80 871.41 1.02 94%
(hours) Random 50.65 49.56 100.21 1.01 1%

Dbar: posterior mean of the deviance, pD: adequate number of parameters, DIC: deviance infor-
mation criterion, sum of Dbar and PD, PRSF: Potential Scale Reduction Factor.
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Table S3. Network league tables for all the postcesarean analgesic strategies regarding. (A) pain at 6 h after surgery and (B) postoperative cumulative 24 h
morphine equivalent consumption (mg).
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885 -425 -231 -275 -222 -209 -149 -125 -134 -123 -1.02 -119 -072 -037 -027 -0.19

(~14.33,~ (-8.54,0. (-5.20,0. (-7.01,1. (-6.68,2. (~6.34,2. (-5.38,2. (-3.71,1. (-5.57,2. (~4.97,2. (~4.17,2. (-5.77,3. (-3.53,2. (-3.86,3. (-3.34,2. (-3.19,2. pTAP

338) 03) 58) 51) 25) 15) 40) 20) 90) 51) 13) 40) 10) 11)  79)  82)

884 -424 230 -274 -220 -208 -147 -124 -132 -122 -101 -117 -070 -036 -026 -0.17 0.2

(~14.45,~ (-8.70,0. (-5.35,0. (~7.18,1. (~6.53,2. (~6.50,2. (-5.22,2. (~3.99,1. (-4.57,1. (~4.09,1. (-3.76,1. (-5.56,3. (~3.30,1. (-3.55,2. (~2.80,2. (-2.86,2. (-3.67,3. aQL

322) 22) 75 70) 13)  34) 28) 52) 93) 66) 75 21)  89)  84)  29)  52)  70)

886 -426 -232 276 -222 -210 -149 -126 -134 -124 -103 -119 -072 -038 -028 -0.19 -0.00 -0.02

(-14.31,~ (-8.52,0. (-5.06,0. (-6.99,1. (~6.28,1. (~6.31,2. (~5.08,2. (-3.67,1. (-5.18,2. (~4.49,2. (-3.53,1. (~5.35,2. (-2.83,1. (-3.26,2. (~2.82,2. (-2.49,2. (-3.45,3. (-3.21,3. IIIH

340)  00) 42) 48) 84) 12) 09 16) 49 02) 48 97) 39) 51) 26  10)  44)  17)

897 -437 -243 287 -233 -221 -161 -137 -145 -135 -114 -130 -083 -049 -039 -030 -0.12 -013 -0.11

(-14.97,~(-9.30,0. (~6.13,1. (=7.79,2. (~7.11,2. (-7.11,2. (-5.96,2. (~4.84,2. (-6.01,3. (~5.44,2. (—4.67,2. (~6.14,3. (~4.12,2. (-4.28,3. (-3.93,3. (-3.68,3. (-4.37,4. (—4.16,3. (-3.30,3. aTAP

207) 57) 27)  05) 44) 69 75 10) 11) 74) 39  53) 45  30) 15)  07) 13)  90)  08)

919 -459 -265 -309 -255 -243 -183 -159 -167 -157 -136 -152 -1.05 -071 -061 -052 -034 -035 -033 —0.22

(~14.81,~(=9.06,-0 (-5.70,0. (~7.54,1. (~6.85,1. (~6.86,2. (-5.63,1. (~4.35,1. (-5.71,2. (~5.07,1. (~4.19,1. (-5.80,2. (~3.60,1. (-3.85,2. (-3.45,2. (-3.03,1. (-4.03,3. (-3.78,3. (-3.47,2. (-4.21,3. IIN

357) 12) 40) 36) 75 00) 98 17) 37) 93) 47) 75 49  43)  23) 98) 36) 07) 81)  77)

978 518 -324 -368 -314 -302 -242 -218 -226 -216 -195 -211 -164 -130 -120 -111 -093 -094 -092 -081 -0.59
(-15.43,~(-9.69,~0(~6.35,-0 (~8.16,0. (~7.49,1. (-7.49,1. (6.27,1. (-5.00,0. (-6.34,1. (=5.71,1. (~4.84,0. (~6.50,2. (~4.27,0. (-4.48,1. (~4.10,1. (-3.80,1. (~4.67,2. (-4.42,2. (-4.11,2. (—4.84,3. (-4.01,2. TFP

413) 67) 13) 80) 20) 45 43) 64) 81) 38 94 27) 98 89) 69 57) 8) 53) 27)  22)  83)

-10.10 -550 -356 -4.00 -346 -334 274 -250 -258 248 -227 243 -196 -162 -152 -143 -125 -126 -124 ~-113 -091 —0.32
(-16.11,~(~10.45,~ (-7.37,0. (~7.48,~0 (-8.57,1. (-8.26,1. (~7.35,1. (~6.00,1. (-7.50,2. (~6.97,2. (~6.28,1. (~7.65,2. (~5.72,1. (-5.90,2. (~5.47,2. (-5.33,2. (-5.52,3. (-5.71,3. (-5.49,3. (~6.06,3. (-5.37,3. (-4.81,4. RS

409) 055) 25) 52) 65) 58)  88) 00) 33 Ol) 74) 78 79  66) 43) 46) 02) 190 00) 79 55  17)

978 518 -324 -368 -314 -302 -242 218 -226 -216 -195 -211 -l64 -130 -120 -111 -093 -094 -092 -081 -059 -0.00 0.32
(~14.87,~(~8.96,~1(~5.15,~1 (~7.44,0. (~6.73,0. (~6.75,0. (~5.39,0. (~3.59,~0 (~5.52, 1. (~4.72,0.(-3.47,-0 (-5.75,1. (~2.58,~0 (~3.34,0. (~2.74,0.(~2.21,-0 (~3.76,1. (-3.40,1. (-2.97,1. (~4.01,2. (-2.98,1. (-2.45,2. (-3.45,4. Con
469) 40) 33) 08) 45 71) 55 77) 00) 40) 42) 52) 71) 74)  34) 02 90) 52 12)  39)  80)  45)  09)
-1025 -565 -371 -415 -361 -349 -289 265 -273 263 -242 -259 211 -177 -167 -159 -140 -141 -139 -128 -106 -047 -015 -047
(-15.91,~(=10.17,~(~6.84,~0 (~8.65,0. (~7.97,0. (-7.97,0. (~6.75,0. (~5.50,0. (-6.83,1. (~6.19,0. (-5.33,0. (~6.98,1. (~4.76,0. (-4.98,1. (~4.59,1. (-4.29,1. (~5.16,2. (~4.90,2. (-4.60,1. (-5.33,2. (-4.50,2. (~3.95,3. (-4.66,4. (-2.952. 1QL
459) 113) 58) 35  75)  99) 98  20) 36) 93) 49) 81) 53) 43) 25 12) 36) 08) 8) 76) 38  01) 36) 0
(B)
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-6.20

(-28.30,15. 1QL

91)

737  -1.18

(-28.81,14.(-22.71,20. ITMP+RS

06) 36)

797  -177 059

(~29.74,13.(-23.64,20.(~21.80,20. ITMP+WI

81) 10) 61)

872 252  -134 075
(-30.15,12.(~24.05,19.(~22.19,19.(-21.95,20. TMEHPL

72) 01) 51) 45)

-826  -207 089  -030 045
(~34.93,18.(-27.28,23.(~27.09,25.(~26.77,26.(-25.74,26.  TITH

40) 14) 31) 18) 65)
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(-26.27,4.8(-20.21,11.(~18.08,11.(~17.98,12.(-16.73,12.(-24.10,19.
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-1200 -581  -463  -403  -328  -3.74
(-29.17,5.1(~19.81,8.2(~21.06,11.(-20.91,12.(-19.71,13.(-24.85,17.(-8.55,5.97 ITAP

7) 0) 81) 84) 14) 37)

-1162  -542  -425 365 290  -3.36 038 o
(-30.87,7.6(~24.79,13.(~22.85,14.(~22.64,15.(-21.50,15.(-27.80,21.(~12.25,10. (-13.08,13

3) 94) 35) 34) 69) 08) 84)
-1319  -700 -58  -522  -448  -493 -119  -157

(-37.41,11.(-29.68,15.(-29.52,17.(-29.24,18.(-28.18,19.(-31.51,21.(-21.04,16.(-19.14,16 (-23.32,20 EDMP

03) 68) 89) 79) 22) 65) 76) 18)
-12.82  -662 544 485  -410  -455 082 <120 037 o0
(-35.73,10.(-29.63,16.(-27.81,16.(-27.54,17.(-26.46,18.(-31.97,22.(-18.92,14.(-19.13,17 (-21.48,19 (-24.67,25 ",
09) 38) 92) 84) 26) 86) 50) .09) 42)
-1459 -840 722 662 588  -6.33 259 297  -140  -1.77
(~38.81,9.6(-31.08,14.(-30.93,16.(~30.64,17.(~29.58,17.(-32.91,20.(~22.45,14. (-20.55,15 (~24.72,18 (-16.16,13 (-26.82,23 apQL
3) 29) 49) 39) 83) 25) 37) 78) 36) 28)
-1547  -928  -810 750 -676  -7.21 347 385  -228 265  —0.88

(~38.70,7.7(~30.93,12.(-30.78,14.(~30.51,15.(-29.44,15.(~32.89,18.(~22.00,12. (-20.07,13 (-24.48,16 (-16.72,12 (~26.74,21 (-15.32,13
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-15.51 -9.31 -8.14 -7.54 -6.79 -7.25 -4.80 -3.51 -3.89 -2.32 -0.92 -0.04
(-35.78,4.7(-27.64,9.0(-27.79,11.(-27.56,12.(-26.44,12.(-30.27,15.(-17.79,8.1 (-15.58,8. (-21.13,13 (-22.46,17 (-23.94,18 (-21.06,19 (-18.97,18  TFP
6) 1) 51) 47) 85) 77) 9) 56) .35) .82) 22) .89)
-15.41 -9.22 -8.04 -7.45 -6.70 -7.15 -4.70 -3.41 -3.79 -2.22 -0.82 0.06 0.10
(-32.88,2.0(—24.52,6.0(—24.78,8.7(-24.62,9.7(-23.43,10.(-28.23,13.(-12.64,3.2 (-9.92,3.0 (-17.63,10 (-20.12,15 (-21.19,16 (-18.72,17 (-16.47,16 (-11.91,12  WI
5) 9) 1) 3) 04) 93) 4) 9) .05) .68) .08) .59) A1)
-16.84  -10.64 -9.47 -8.87 -8.12 -8.58 -6.13 -4.84 -5.22 -3.65 -2.25 -1.37 -1.33 -1.43
(-35.59,1.9(-29.51,8.2(-27.54,8.6(27.35,9.6(-26.20,9.9(-32.62,15.(-16.59,4.3 (-17.57,7. (-20.64,10 (-24.95,17 (-23.83,15 (-23.56,19 (-21.53,18 (-18.00,15 (-14.56,11 pTAP
1) 2) 1) 1) 5) 47) 3) 89) 21) .66) .06) .80) .34) .70)
-17.37  -11.18  -10.00 -9.41 -8.66 -9.11 -6.66 -5.37 -5.75 -4.18 -2.78 -1.90 -1.86 -1.96 -0.53
(-38.81,4.0(-32.72,10.(-24.75,4.7(-30.61,11.(-29.51,12.(-35.31,17.(-21.41,8.0 (-21.82,11 (-24.36,12 (-27.89,19 (-26.93,17 (-26.49,20 (-24.59,20 (-21.52,17 (-18.71,14 (-18.62,17 RS
7) 36) 5) 80) 19) 09) 9) .07) .85) .53) .93) .79) .79) .79) .55)
-18.73 -1253 -11.35 -10.76  -10.01 -10.46 -8.02 -6.73 -7.11 -5.54 -4.14 -3.25 -3.22 -3.31 -1.89 -1.35 WC belo
(-36.26,~1.(-27.93,2.8(-28.17,5.4(-28.01,6.4(-26.82,6.8(-31.72,10.(-16.10,0.0 (-13.47,0. (-21.03,6. (-23.68,12 (-24.57,12 (-22.29,14 (-20.07,13 (-15.54,9. (-10.96,4. (-15.11,11 (-18.18,15 -
19) 7) 7) 9) 0) 80) 7) 02) 82) .61) .02) .56) 11) 33) .33) A7) w
-20.11 -13.91 -12.74  -12.14  -11.39  -11.85 -9.40 -8.11 -8.49 -6.92 -5.52 —-4.64 -4.60 -4.70 -3.27 -2.74 -1.38
(—40.05,-0.(-31.91,4.0(-32.05,6.5(-31.83,7.5(-30.70,7.9(-34.59,10.(-21.87,3.0 (-19.64,3. (-25.34,8. (-21.36,7. (-28.23,13 (-19.96,8. (-18.08,8. (-19.32,10 (-16.15,6. (-19.55,13 (-22.05,16 (-13.19,10  pQL
17) 8) 7) 4) 1) 89) 7) 42) 36) 52) 92) 80) 12) 76) .00) .58) A42)
-21.50 -1530 -14.12 -1353 -12.78 -13.24  -10.79 -9.50 -9.88 -8.31 -6.91 -6.03 -5.99 -6.09 -4.66 -4.12 -2.77 -1.39 WC abov
(-41.89,-1.(-33.75,3.1(-33.90,5.6(-33.67,6.6(=32.55,6.9(-36.36,9.8(-23.97,2.3 (-21.76,2. (-27.26,7. (-28.58,11 (-30.05,12 (-27.19,13 (-25.11,13 (-21.31,9. (-18.30,6. (-21.48,12 (-23.91,15 (-15.29,9. (-16.28,13 -
11) 4) 5) 1) 9) 9) 9) 77) 51) .97) .38) .06) 33) 13) 17) .66) 75) 51)
-2726  -21.07 -19.89 -19.30 -1855 -19.00 -16.55 -15.26 -15.64 -14.07 -1267 -11.79 -11.75 -11.85 -1042 -9.89 -8.54 -7.15 -5.76

(-44.47,~1 (-35.91,-6.(~36.36,-3.(-36.21,-2.(-35.01,2.(~39.37,1.3(~23.89,-9. (-20.80,-9 (-29.15,-2 (-31.14,3. (-32.79,3. (~29.75,4. (-27.43,3. (-22.47,~1 (~17.28,~6 (~23.20,2. (~26.37,6. (-14.62,-2 (-17.252. (-16.71,5. Con

0.06) 22) 42) 39) 08) 7) 21) 72) 14) 00)

40) 85) 03) 42) 35) 59) 45) 95) 18)

Estimates are presented as mean difference (95% confidence interval). Abbreviations: ITMP = intrathecal morphine; EDMP = epidural morphine; ESP = erector
spinae plane block; TFP = transverse fascial plane block; AQL = anterior quadratus lumborum block; pQL = posterior QL; apQL = combined anterior and posterior
quadratus lumborum block; IQL = lateral QL block; ITAP = lateral TAP block; pTAP = posterior TAP block; sITAP=combined subcostal and lateral TAP block;
II-aTAP = combined ilioinguinal and anterior TAP block; IIIH = ilioinguinal-iliohypogastric block; IIN = ilioinguinal nerve block; RS=rectus sheath block; IPLA =
intraperitoneal local anesthetics instillation; WC_below = wound continuous infusion below the fascia; WC_above = wound continuous infusion above the fascia;

WI = wound infiltration; Con = control.



