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Sla Time until Bowels
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There were 7 studies with a total of 325 patients

Time until resumption of Bowels

Study ID, Year IV Lidocaine

Placebor

Mean SD Total Mean SD Total Weight WMD [95% Cl]
Laparoscopic colorectal resection :
Elhafz,2012 61495 9 823101 9 —_— 5.59% -20.90 [-29.96, -11.84]
Kaba,2007 28 9.6 20 51 21.5 20 —_— 12.42% -23.00 [-33.32, -12.68]
Kim,2014 78 25.6 32 735 44.1 36 = 19.88% 4.50[-12.42, 21.42]
Tikuisis, 2014 27 23 30 329 29 30 - 18.63% -5.90[-7.22, -4.58]
RE Model for Subgroup — -12.10 [-23.60, -0.59]
Open Colorectal resection :
Harvey,2009 88.320.2 11 116.233.5 11 6.83% -27.90 [-51.02, —4.78]
Herroeder,2007 66.626.4 31 82.1 33.8 29 —_—— 19.25% -15.50 [-30.92, —0.08]
Ho,2018 80.142.2 28 825 404 29 - 17.39% -2.40[-23.86, 19.06]
RE Model for Subgroup — -14.87 [-25.92, -3.81]
RE Model 100.00% -9.54 [-18.72, -0.36]
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« Bowels: Overall Results
— Hetrogeneity 12 = 74.89 %
— WMD = -9.54

Lower CI = -18.72

— Upper CI =-0.36

pValue = 0.04
Funnel Plot Asymmetry pValue = 0.88

Mean Difference

e Bowels: Open Surgery: IV Lidocaine Versus Placebo
— Hetrogeneity 12 = 0.66 %

— WMD = -14.87

Lower CI = -25.92
Upper CI = -3.81
pValue = 0.008

e Bowels: Laparoscopic Surgery: IV Lidocaine Versus Placebo

— Hetrogeneity 12 = 87.42 %

WMD = -12.1
Lower CI = -23.6
Upper CI = -0.59
pValue = 0.04



S1b Time until Flatus

There were 8 studies with a total of 345 patients

Time until resumption of Flatus

Study ID, Year IV Lidocaine Placebo
Mean SD TotalMean SD Total

Weight WMD [95% CI]

Laparoscopic colorectal resection

Elhafz,2012 39.612.7 9 514142 9 —_—
Kaba,2007 17 9.6 20 28 5.9 20 ——

Kim,2014 58 18.4 32 48 27.8 36 ——
RE Model for Subgroup -

Open Colorectal resection
Harvey,2009 68.232.2 11 86.945.1 11

5.26% -11.80 [-24.25, 0.65]
11.70% -11.00 [-15.94, -6.06]
18.71% 10.00 [ -1.10, 21.10]
-4.58 [-18.22, 9.07]

6.43% -18.70 [-51.45, 14.05]

Ho,2018 70 31.2 28 64.738.5 29 P 16.37%  5.30 [-12.86, 23.46]
Herroeder,2007 51.420.3 31 60 28.2 29 ._.__. 18.13% -8.60[-21.11, 3.91]
Kuo,2006 60.2 5.8 20 71.7 4.7 20 —.— 11.70% -11.50[-14.77, -8.23]
Staikou,2014 724 65 20 73.6 21 20 — 11.70% -1.20 [-10.83, 8.43]
RE Model for Subgroup — -7.07 [-13.58, -0.57]
RE Model 100.00% -3.42[-10.41, 3.58]

[ [ [ [ [ |
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Mean Difference

e Flatus: Overall Results
— Hetrogeneity 12 = 72.11 %
WMD = -3.42
— Lower CI = -10.41
Upper CI = 3.58
pValue = 0.338666
— Funnel Plot Asymmetry pValue = 0.98

o Flatus: Open Surgery: IV Lidocaine Versus Placebo
— Hetrogeneity 12 = 43.72 %
— WMD = -7.07

Lower CI = -13.58

— Upper CI = -0.57

pValue = 0.0331305

e Flatus: Laparoscopic Surgery: IV Lidocaine Versus Placebo
— Hetrogeneity 12 = 84.43 %
— WMD = -4.58

Lower CI = -18.22

— Upper CI = 9.07

pValue = 0.5109973



S1c Time until Diet

There were 3 studies with a total of 188 patients
Time until resumption of Diet

Study ID, Year
IV Lidocaine Placebo
Mean SD TotalMean SD Total

Weight  WMD [95% CI]

Laparoscopic colorectal resection

Kim,2014 70 27.2 32 725139 36 e
Tikuisis, 2014 31 1.8 30 37 1.8 30 b
RE Model for Subgroup -

Open Colorectal resection

Herroeder,2007 74.3 232 31 98.7 27.1 29

34.41% -2.50[-12.96, 7.96]
32.26% -6.00[-6.91, -5.09]

-5.97 [-6.88, -5.07]

33.33% -24.40[-37.21, -11.59]

RE Model

100.00% -10.93 [-23.03, 1.17]

-40 -30 -20 -10 0

Mean Difference

e Diet: Overall Results
— Hetrogeneity 12 = 83.89 %
— WMD = -10.93
— Lower CI = -23.03
— Upper CI = 1.17
— pValue = 0.0766014
— Funnel Plot Asymmetry pValue = 0.51

e Diet: Laparoscopic Surgery: IV Lidocaine Versus Placebo
— Hetrogeneity 12 = 0 %
— WMD = -5.97
— Lower CI = -6.88
— Upper CI = -5.07
— pValue = 4.3907807 x 10738
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S2 Nausea and Vomiting

There were 5 studies with a total of 271 patients

study ID, Year

IV Lidocaine Placebo

Events Total

Events Total

Nausea and Vomiting

Weight

Odds Ratio [95% Cl]

Laparoscopic colorectal resection

Kaba,2007 0 20 2 20 4.76% 0.18[0.01, 4.01]
Kim,2014 3 38 10 36 : 22.34% 0.22[0.06, 0.89]
Tikuisis,2014 5 30 6 30 -—I—- 24.72% 0.80[0.22, 2.97]
RE Model for Subgroup 0.40 [0.05, 3.00]
Open Colorectal resection
Ho,2018 6 28 5 29 -—I—- 24.45% 1.31[0.35, 4.90]
Kuo,2006 5 20 9 20 -—I—- 23.73% 0.41[0.11, 1.56]
RE Model for Subgroup : 0.73[0.00, 1221.03]
RE Model —. 100.00% 0.54[0.21, 1.41]
| | | i |
0 0.02 0.14 1 7.39

Odds Ratio (log scale)

e Nausea and vomiting: Overall Results
— Hetrogeneity 12 = 6.7 %

OR = 0.54
Lower CI = 0.21
Upper CI = 1.41
pValue = 0.15

Funnel Plot Asymmetry pValue = 0.48

e Nausea and vomiting: Laparoscopic Surgery: IV Lidocaine Versus Placebo
— Hetrogeneity 12 = 0.38 %

- OR=04

— Lower CI = 0.05
— Upper CI = 3

— pValue =0.19

e Nausea and vomiting: Open Surgery: IV Lidocaine Versus Placebo
— Hetrogeneity 12 = 32.3 %

OR =10.73

Lower CI =0
Upper CI = 1221.03
pValue = 0.69



S3 Ileus

There were 5 studies with a total of 256 patients

IV Lidocaine

Study ID, Year Events Total

Placebo

Events Total

lleus

Weight Odds Ratio [95% ClI]

Laparoscopic colorectal resection

Kim,2014 1 38 4 36 17.32% 0.22[0.02, 2.03]
Tikuisis,2014 3 30 5 30 —— 37.13% 0.56 [0.12, 2.57]
RE Model for Subgroup 0.41 [0.00, 109.58]
Open Colorectal resection

Harvey,2009 0 11 1 11 - 7.96% 0.30[0.01, 8.32]
Herroeder,2007 2 31 8 29 -—I—- 32.05% 0.18[0.03, 0.94]
Staikou,2014 0 20 0 20 : 5.53% 1.00 [0.02, 52.85]
RE Model for Subgroup 0.24 [0.04, 1.34]
RE Model _— 100.00% 0.32[0.15, 0.71]

I I I
0.02 0.14 1 54.6

¢ Ileus: Overall Results
— Hetrogeneity 12 = 0 %

— OR =0.32

— Lower CI = 0.15

— pValue = 0.02

Upper CI = 0.71

Odds Ratio (log scale)

— Funnel Plot Asymmetry pValue = 0.77

e lleus: Laparoscopic Surgery: IV Lidocaine Versus Placebo

— Hetrogeneity 12 = 0 %

— OR =041
Lower CI = 0

— Upper CI = 109.58

pValue = 0.29

e lIleus: Open Surgery: IV Lidocaine Versus Placebo
— Hetrogeneity 12 = 0 %

— OR =0.24

Lower CI = 0.04

— Upper CI = 1.34

pValue = 0.07



S4 Pain scores at Rest at 24 hours

There were 7 studies with a total of 280 patients

Pain Score at Rest 24hrs

IV Lidocaine Placebo
Study ID, Year Mean SD Total Mean SD Total Weight ~ WMD [95% ClI]

Laparoscopic colorectal resection :
Elhafz,2012 27 16 9 41 1.2 9 .—-—. 6.00% -1.40[-2.71, -0.09]

Kim,2014 56 15 32 55 18 36 -—I—- 21.33% 0.10[-0.68, 0.88]
Tikuisis,2014 26 0.7 30 4 1.2 30 —— 20.00% -1.40[-1.90, -0.90]
RE Model for Subgroup - —0.88 [-1.89, 0.14]
Open Colorectal resection :

Harvey,2009 26 26 11 45 21 11 7.33% -1.90[-3.88, 0.08]
Ho,2018 3 22 28 4 3 29 -—I—-—c 18.67% -1.00[-2.36, 0.36]
Kuo,2006 25 05 20 29 03 20 -—-—- 13.33% -0.40[-0.66, -0.14]
Staikou,2014 1 1 20 1 07 20 —— 13.33% 0.00 [-0.53, 0.53]
RE Model for Subgroup - —0.36 [-0.66, —0.06]
RE Model 100.00% -0.72 [-1.31, -0.13]

Mean Difference

e PainRest24hrs: Overall Results
— Hetrogeneity 12 = 77.03 %
— WMD = -0.72
Lower CI = -1.31
— Upper CI =-0.13
pValue = 0.02
Funnel Plot Asymmetry pValue = 0.28

e PainRest24hrs: Open Surgery: IV Lidocaine Versus Placebo
— Hetrogeneity 12 = 14.45 %
— WMD = -0.36
— Lower CI = -0.66

Upper CI = -0.06

— pValue = 0.02

e PainRest2/hrs: Laparoscopic Surgery: IV Lidocaine Versus Placebo
— Hetrogeneity 12 = 78.82 %
— WMD = -0.88
— Lower CI =-1.89

Upper CI = 0.14

— pValue = 0.09



S5 Pain scores on Movement at 24 hours

There were 4 studies with a total of 133 patients

Pain Score on Movement 24hrs

IV Lidocaine Placebo

Study ID, Year Mean SD Total Mean SD  Total

Weight WMD [95% CI]

Laparoscopic colorectal resection

Elhafz,2012 35 23 9 52 27 9

11.39% -1.70 [-4.02, 0.62]

Tikuisis,2019 31 08 30 48 11 30
RE Model for Subgroup

Open Colorectal resection

Kuo,2006 38 08 20 45 0.7 20
Staikou,2014 2 0.7 20 2 1.2 20
RE Model for Subgroup

—— 37.97% -1.70[-2.19, -1.21]

— : -1.70 [-2.18, -1.22]
—.— 25.32% -0.70 [-1.17, -0.23]
— 25.32% 0.00 [-0.61, 0.61]

—_— -0.38 [-1.06, 0.31]

RE Model

100.00% -1.02 [-1.89, -0.14]

« PainMove24hrs: Overall Results
— Hetrogeneity 12 = 84.85 %
— WMD = -1.02

Lower CI =-1.89

— Upper CI = -0.14

pValue = 0.02

Mean Difference

— Funnel Plot Asymmetry pValue = 0.69

e PainMove24hrs: Open Surgery: IV Lidocaine Versus Placebo

— Hetrogeneity 12 = 68.78 %
— WMD = -0.38

— Lower CI = -1.06

Upper CI = 0.31

— pValue = 0.28

e PainMove24hrs: Laparoscopic Surgery: IV Lidocaine Versus Placebo

— Hetrogeneity 12 = 0 %
— WMD = -1.7

Lower CI = -2.18
Upper CI = -1.22

— pValue = 2.65e — 12



S6 Opiate Comsumption Day One

There were 5 studies with a total of 205 patients

Opiate Day One

IV Lidocaine Placebo

Study ID, Year Mean SD  Total Mean SD  Total Weight WMD [95% CI]
Laparoscopic colorectal resection
Elhafz,2012 34 51 9 42 23 9 — 9.00% -8.00 [-11.66, -4.34]
Kaba,2007 8 96 20 22 163 20 —— 20.00% -14.00[-22.29, -5.71]
Kim,2014 63 52 32 59 55 36 -l—- 32.00% 0.40[-2.14, 2.94]
RE Model for Subgroup ___ -6.52 [-14.52, 1.48]
Open Colorectal resection
Harvey,2009 116 126 11 84 6 11 -—-—c 11.00% 3.20[-5.05, 11.45]
Ho,2018 10 844 28 143 793 29 -—I—- 28.00% —4.30[-8.55, —0.05]
RE Model for Subgroup ——— -1.42 [-8.57,5.73]
RE Model 100.00% -4.24[-9.86, 1.38]

¢ OpiateDayOne: Overall Results

— Hetrogeneity 12 = 84.83 %

e OpiateDayOne: Laparoscopic Surgery: IV Lidocaine Versus Placebo

WMD = -4.24
Lower CI = -9.86
Upper CI = 1.38
pValue = 0.14

Funnel Plot Asymmetry pValue = 0.36

Hetrogeneity 12 = 91.04 %

WMD = -6.52
Lower CI = -14.52
Upper CI = 1.48
pValue = 0.11

I I I I
-20 -10 0 10

Mean Difference
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S7 Total Opiate Consumption

There were 7 studies with a total of 305 patients

Total Opiate

IV Lidocaine Placebo

Study ID, Year Mean SD TotalMean SD Total Weight  WMD [95% Cl]

Laparoscopic colorectal resection

Elhafz,2012 115 153 9 152 153 9 —_— : 5.96% -37.00 [-51.14, -22.86]
Kim,2014 162 3.7 32 97 52 36 o 21.19% 6.50[ 4.37, 8.63]
RE Model for Subgroup . -14.67 [-57.28, 27.95]

Open Colorectal resection

Harvey,2009 47.2 272 11 39.7 176 11 —_— 7.28%  7.50 [-11.65, 26.65]
Herroeder,2007  106.4 80.4 31 105.3101.9 29 = 20.53%  1.10 [-45.55, 47.75]
Ho,2018 15.720.46 28 27.326.29 29 -—-—.- 18.54% -11.60 [-23.81, 0.61]
Kuo,2006 55 53 20 81.6 65 20 —— : 13.25% -26.60 [-30.28, —22.92]
Staikou,2014 27 1 20 34 1 20 . 13.25% -0.70 [ -1.32, -0.08]
RE Model for Subgroup ———— -8.47 [-21.96, 5.02]
RE Model - 100.00% -5.82 [-22.32, 10.67]

I I I I I I I

-60 -40 -20 0 20 40 60

Mean Difference

e TotalOpiate: Overall Results
— Hetrogeneity 12 = 98.99 %
— WMD = -5.82
— Lower CI = -22.32
Upper CI = 10.67
— pValue = 0.49
— Funnel Plot Asymmetry pValue = 0.84

e TotalOpiate: Open Surgery: IV Lidocaine Versus Placebo
— Hetrogeneity 12 = 96.47 %
— WMD = -8.47

Lower CI = -21.96

— Upper CI = 5.02

pValue = 0.22

e TotalOpiate: Laparoscopic Surgery: IV Lidocaine Versus Placebo
— Hetrogeneity 12 = 97.19 %
— WMD = -14.67

Lower CI = -57.28

— Upper CI = 27.95

pValue = 0.5
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S8 Length of Stay

There were 7 studies with a total of 347 patients

Length of Stay

IV Lidocaine Placebo

Study ID, Year Mean SD Total Mean SD Total

Weight ~ WMD [95% CI]

Laparoscopic colorectal resection

Kaba,2007 48 178 20 72 178 20 —— 11.63% -24.00 [-35.03, -12.97]
Kim,2014 216 1156 32 192 711 36 L 18.60% 24.00 [-22.30, 70.30]
Tikuisis,2014 112.8 31 30 141.6 47.3 30 —— 17.44% -28.80 [-49.04, -8.56]
RE Model for Subgroup — —23.04 [-32.52, -13.56]
Open Colorectal resection

Harvey,2009 90.2 19.1 11 1183334 11 — 6.40% -28.10 [-50.84, —5.36]
Herroeder,2007 168 356 31 192 71.1 29 -—I—- 18.02% -24.00 [-52.75, 4.75]
Ho,2018 216 106.7 28 264 711 29 - 16.28% -48.00 [-95.24, -0.76]
Kuo,2006 165.6 19.2 20 170.419.2 20 -—-—-—- 11.63% -4.80[-16.70, 7.10]
RE Model for Subgroup - -19.62 [-36.66, —2.59]
RE Model : 100.00% ~-17.84 [-32.95, —2.74]

| | i | |
-100 -50 0 50 100

e LoS: Overall Results
— Hetrogeneity 12 = 45.94 %
— WMD = -17.84
Lower CI = -32.95
— Upper CI = -2.74
pValue = 0.02
— Funnel Plot Asymmetry pValue = 0.66

e LoS: Open Surgery: IV Lidocaine Versus Placebo

— Hetrogeneity 12 = 50.33 %
— WMD = -19.62

— Lower CI = -36.66

Upper CI = -2.59

— pValue = 0.02

Mean Difference

e LoS: Laparoscopic Surgery: IV Lidocaine Versus Placebo

Hetrogeneity 12 = 0 %
— WMD = -23.04

Lower CI = -32.52
Upper CI = -13.56

— pValue = 1.91e — 06
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S9 Sensitivity Analysis 1; Time until Bowels, Infusion duration

Sensitivity Analysis 1: Bowel function — Duration of Infusion

1V lidocaine Comparator
Study ID, Year  Mean SD_Total Mean SD Total Weight  WMD [95% CI

Postoperative infusion
Laparoscopic colorectal resection

Elhafz,2012 61.4 95 9 82.3 10.1 9 —_— 5.59% -20.90 [-29.96, -11.84]
Kaba,2007 28 9.6 20 51 21.5 20 —_— : 12.42% -23.00 [-33.32, -12.68]
Kim,2014 78 256 32 735 44.1 36 — 19.88% 4.50[-12.42, 21.42]
Tikuisis,2014 27 2.3 30 329 2.9 30 - 18.63% -5.90 [-7.22, -4.58]
RE Model for Subgroup : -12.10 [-23.60, -0.59]
Open Colorectal resection :
Harvey,2009  88.320.2 11 1162335 11 : 6.83% -27.90 [-51.02, -4.78]
Ho,2018 80.142.2 28 825 404 29 - 17.39% -2.40[-23.86, 19.06]
RE Model for Subgroup : -19.32 [-32.14, -6.49]
RE Model for Subgroup —_— -8.12 [-18.87, 2.64]
Intraoperative infusion only (Open Surgery) :
Herroeder,2007 66.6 26.4 31 82.1 33.8 29 — . 19.25% -15.50 [-30.92, -0.08]
RE Model for Subgroup —_— -15.50 [-30.92, -0.08]
RE Model 100.00% -9.54 [-18.72, -0.36]
I I I I I I
-60 -40 -20 0 20 40

Mean Difference

o Time until Bowels: Post-op infusion
— Hetrogeneity 12 = 80.15 %
— WMD = -8.12

Lower CI = -18.87

— Upper CI = 2.64

pValue = 0.139

o Time until Bowels: Intra-Op infusion only
— Hetrogeneity 12 = 0 %
— WMD = -15.5

Lower CI = -30.92

— Upper CI = -0.08

pValue = 0.049
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