Revman Plots: Topical anesthetics child 0-12 years

Pain

Topical anesthetic Control/Placebo

Std. Mean Difference

Std. Mean Difference

Study or Subgroup 5td. Mean Difference  SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI

Casgsidy 2001 -0.47 016 a3 TE 36.8% -0.47 [-0.78, -0.16] —

Cohen 1899 {2) 003 017 34 34 354% 0.03 [0.30,0.36] —

Cohen Reis 1987 (2) -0.47 023 hal 21 2T T% -0.47 [-0.92,-0.02] L

Total (95% CI) 138 131 100.0% 0.29 [-0.64, 0.05] ~

Heterogeneity: Tau®= 0.06; Chif= 542, df= 2 (P = 0.07); F= 3% =1 -D= 5 015 t

Testfor overall effect Z=1.67 (F = 0.09) Favours Topical anestheti  Favours Control/Placebo

(Without data from study by Cohen 1999)

Topical anesthetic ControllPlacebo

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Std. Mean Difference  SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI

Cassidy 2001 -0.47 016 83 TEH BT.A% -0.47 [-0.78, -0.16]

Cohen 1898 (2) 003 017 34 34 0.0% 0.03 [-0.30, 0.36]

Cohen Reis 1997 (2) -0.47 023 21 21 326% -0.47 [-0.92,-0.02] —

Total {95% Cl) 104 97 100.0% -0.47 [0.73, 0.21] .

Heterogeneity: Tau®= 0.00; Chi*= 0.00, df= 1 (P = 1.00); F= 0% 51 -DI 5 055 15

Testfor overall effect: 2= 3.58 (F = 0.0003) Favours Topical anestheti Favours Control/Placebo
Pain (yes/no)

Topical anesthetic  ControliPlacebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cassidy 2001 14 a3 33 TE 100.0% 0.39[0.23, 067

Total (95% CI) 83 76 100.0% 0.39 [0.23, 0.67] S

Total events 14 33

Heterogeneity: Mot applicable
Testfor averall effect 2= 3.42 (P = 0.0008)

Fear

Topical anesthetic Control

Std. Mean Difference

10 100
Favours Control/iPlacebo

0.m 0.1
Favours Topical anestheti

Std. Mean Difference

Study or Subgroup  5td. Mean Difference  SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Cohen 1999 (2 004 017 34 34 100.0% 0.04 [-0.29,0.37]
Total (95% CI) 34 34 100.0% 0.04 [-0.29, 0.37]
Heterogeneity: Mot applicable 52 51 ; 15 é
Testior overall efiect: 2= 0.24 (P = 0.81) Favours Topical anestheti Favours Control/iPlacebo
Distress Pre-procedure
Topical anesthetic Control/Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CIl IV, Random, 95% CI
Cassidy 2001 1.64 1.4 21 185 143 71 100.0% -0.22[-0.54,010] —
Total (95% CI) Y| 71 100.0% -0.22 [-0.54, 0.10] il

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.34 (P=0.18)

4 08 0 05 1
Favours Topical anestheti  Favours ControliPlacebo



Distress Pre-procedure + Acute

Topical anesthetic

Control/Placebo

5td. Mean Difference

Std. Mean Difference

Study or Subgroup Mean S0 Total Mean S0 Total Weight IV, Random, 95% Cl I, Random, 95% Cl
Cohen 2006 (3) 53 1.63 28 405 144 28 BE.6% 016 [-0.36, 0.68]
Zahen 2006 {4) a08 118 14 4493 184 14 33.4% 0.09 [-0.648, 0.83]
Total (95% CI) 42 42 100.0% 0.14 [-0.29, 0.56]

Heterogeneity: Tau®=0.00; Chi*=0.02, df=1 {(F=0.88); F=0%

Testfor overall effect 2= 0.63 (F = 0.593)

Distress Acute

Topical anesthetic ControliPlacebo

Favours Topical Anestheti

Std. Mean Difference

}
-1 a 1 2
Favours Placebo

-2

Std. Mean Difference

Study or Subgroup Std. Mean Difference  SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Abuelkheir 2014 -1.08 015 107 109 8.5% -1.08 [1.38,-0.80] I
Acherna 2011 {2y -0.8 033 20 20 4% -0.90 [-1.55,-0.25]
Basiri-Moghadam 2014 (1) -1.04 037 16 18 TA% -1.04 [1.77,-0.31]
Cassidy 2001 -0.81 017 83 Ta 8.4% -0.81[1.14,-0.48] -
Cohen 1999 (2) 046 018 34 34 8.3% 0.46 [0.11, 0.81] -
Dilli 2009 (2) -4.77 119 7 7 26% SATTFTI0,-2.44] +
Gupta 2013 (1) o 026 30 30 T.9% 0.00 081, 0.51] 1
Halperin 2000 0.34 016 ao ao 8.4% -0.34 [-0.65,-0.03] /]
Halperin 2002 0.46 016 73 ao 8.4% -0.46 [0.77,-0.15] —
Kumar 2014 -29 023 7a 7a 21% -2.90 [2.35,-2.45] +
O'Brien 2004 0.46 019 61 549 8.3% -0.46 [-0.83,-0.09] —
Taddio 1994 0488 0.1 49 47 8.2% -0.98 [1.39,-0.57] e
Uhari 1993 1.27 018 74 ThH 8.3% -1.27 [1.62,-0.82] —
Total (95% CI) 714 710 100.0% -0.91 [-1.36, -0.47] -~
Heterogeneity: Tau® = 0.68; Chi*= 18010, df=12 (P < 0.00001); F= 93% 12 =1 b 1= %
Testfor overall effect 2= 4.02 (F = 0.0001) Favours Topical anestheti Favours Control/Placebo
Funnel plot
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Distress Acute (yes/no)

Topical anesthetic  Control/iPlacebo

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events  Total Weight M-H, Random,95% Cl M-H, Random, 95% CI
Dilli 2008 (2) 1 7 7 7 100.0% 0.20 [0.05, 0.86]

Total (95% CI) 7 7 100.0% 0.20 [0.05, 0.86] —e

Total events 1 7

Heterogeneity: Mot applicable o o n Py

Testfor overall effect 2= 217 (F=0.03)

Distress Acute + Recovery

Topical anesthetic Control/Placebo

Std. Mean Difference

Favours Topical anestheti

Favours Control/Placebo

Std. Mean Difference

Study or Subgroup Mean SD  Total Mean SO Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
Ahuelkheir 2014 4.8 206 107 433 205 108 250% -0.80 [-1.18,-0.62] -

Dilli 2009 (2} 166 063 7 BEGE 1445 v 5.5% -419[-6.30,-2.08 &——

Gupta 2013 (1) G.1 364 o BT 269 30 11.8% -0.83 [-1.36,-0.30] —

Halperin 2000 817 1.6 a0 53 154 80 246% -0.08 [[0.38, 0.23] -

Taddio 1534 2146 248 49 244 203 47 23.4% -0.12[-0.52, 0.28] -

Total (95% CI) 273 273 100.0% -0.68 [-1.24, -0.13] <

Heterogeneity: Tau®= 0.30; Chi*= 31.31, df= 4 (P = 0.00001), F=87% 54 !2 b é i

Testfor overall effect Z=2.40 (F=0.02)

Distress Acute + Recovery (yes/no)

Favours Topical anestheti

Favours Control/Placebo

Topical anesthetic  Control/Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Ahuelkheir 2014 a3 107 101 109  87.9% 0.84 [0.75, 0.94]
O'Brien 2004 32 61 ar 59 12.1% 0.24 [0.61,1.14] L
Total (95% CI) 168 168 100.0% 0.84 [0.75, 0.93] <
Total events 115 138
Heterogeneity: Tau?= 0.00; Chif= 0.00, df=1 (P =1.00) F=0% t t f f
Test for overall effect £= 2.24 (P = 0.001} D'S- 0.7 ] 15 :

' ' : Favours Topical anestheti Favours Control/iPlacebo
Distress Recovery

Topical anesthetic Control/Placebo Std. Mean Difference $td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Gupta 2013 (1) 817 333 0 rEI 273 30 G0.0% -0.86 [1.35,-0.33] ——
Kurnar 2014 245 064 A 475 064 75 50.0% -3.44 385 293 ——
Total {95% CI) 105 105 100.0% 215[-4.68,0.37] e —

Heterogeneity: Tau®= 3.25, Chi*= 47.26, df=1 (F = 0.00001); F= 88%
Test for averall effect Z2=1.67 (P = 0.04)

Distress Pre-procedure + Acute + Recovery

Topical anesthetic Control/Placebo

-4 -2

Favours Topical anestheti

Std. Mean Difference

]

2

4
Favours Control/Placebo

Std. Mean Difference

Study or Subgroup _ Std. Mean Difference  SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Cohen 1998 (2) 018 017 a4 0 100.0% 019014, 0.52]
Total (95% CI) 34 0 100.0% 0.19 [-0.14, 0.52]

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.12 (P = 0.26)

-2

Favours Topical anestheti

0 1 ?
Favours Confrol/Placebo



Distress Acute (Observer-rated for child)

Topical anesthetic Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Cohen Reis 1997 () 268 2122 21 481 1.4 21 100.0% -1 A3 1.78,-047]
Total (95% CI) 21 21 100.0% AA3[1.78, 047] -
Heterogeneity: Mat applicable |2 51 1 15 é
Testfor overall effect: Z= 3.37 (P = 0.0008) Favours Topical Anestheti Favours Control

Pallor or Erythema or other
Topical anesthetic  Control/Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Gupta 2013 (1) g 30 1] 30 47.T% 1.20[0.41,3.41] L
Taddio 1954 45 a0 1] 49 A423% V.35 [3.45,15.64] —
Total (95% CI) 80 79 100.0%  3.09 [0.51,18.59] ——
Total events 51 11
Heterogeneity: Tau®=1.4%; Chi*=7.48, df=1 (P =0.006), F=87% 0= o' 3 :

Testfor overall effect Z=1.23(F=0.232)

Pallor

(includes data from 1 study in adults — Taddio 1992)

Favours Control/Placebo  Favours Topical anestheti

Topical anesthetic  Control/Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Ahuelkheir 2014 3 107 ] 108 13.2% 6.32[2.85,15.63] I —
Cassidy 2001 52 83 33 a8 M.I% 1.48[1.049, 2.01] -
Halperin 2000 349 g0 g g0 16.0% 488243877 —
Halperin 2002 15 82 10 82 15.4% 1.50[0.72,3.14] -
O'Brien 2004 24 1 16 59 18.9% 1.7501.07,2.87] ——
Taddio 1982 21 24 G 31 18.2% 374176, 7.94] —
Total (95% Cl) 442 439 100.0% 2.59 [1.56, 4.29] -
Tatal ewents 187 Ta
Heterogeneity: Tau®= 0.29; Chi*=21.71, df= 5(P = 0.0006); F=77% 'D.D1 Df'l 110 1DD'

Test for overall effect 2= 3.68 (P = 0.0002)

Erythema

(includes data from 1 study in adults — Taddio 1992)

Favours Control/Placebo  Favours Topical anestheti

Topical anesthetic  Control/Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ahuelkheir 2014 0 107 1] 108 Mot estimable
Cassidy 2001 14 83 14 78 16.9% 0.88[0.45,1.70] I
Halperin 2000 40 a0 3z 80 29.0% 1.25[0.88,1.77] T
Halperin 2002 16 a2 G 82 11.5% 2ET 110,647 e —
O'Brien 2004 52 61 26 59 30.9% 1.83[1.42, 2.63] —
Taddio 1952 T 24 a 31 11T% 0.84 [0.39, 2.25] —
Total (95% Cl) 442 439 100.0% 1.42 [0.99, 2.03] L
Total events 125 ar
Heterogeneity: Tau®= 0.08; Chi®=9.07, df= 4 (P = 0.06); F= 56% T oh 0 o0

Testfor overall effect Z=1.93 (P =0.05)

Favours Control/Placebo  Favours Topical anestheti



Parent Fear

Topical anesthetic Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 50 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Cahen Reis 1997 {3 1.21 1.88 21 2 209 21 100.0% -0.50F1.11,013] —.—'
Total (95% CI) 21 21 100.0% -0.50 [-1.11,0.12] B .
Heterogeneity: Mot applicahle 52 51 B 15 é

Testior overall effiect: Z= 1.58 (F=0.11) Favours Topical anestheti Favours Control

Parent Preference

Topical anesthetic Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Zaohen Reis 1897 (& 225 31a M 317 347 2 100.0% -0.26 [-0.87, 0.35]
Total (95% CI) 21 21 100.0% -0.26 [-0.87, 0.35]
1 1
T T T

Heterogeneity: Mot applicakle I2 I1 p 1 1
Testfor overall effact 2= 0.83 (F =0.41) Favours Topical anestheti Favours Control



