5 APPENDIX E: Forest plots
5.1 MIDAZOLAM

PLACEBO COMPARISONS

Oral Midazolam vs. placebo/no drug treatment

Oral Midazolam Placeho Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.1.1 painful procedures
Martazavi 2009 (dental) i 20 8 20 1000% 216 [1.34, 3.47] i
Subtotal (95% Cl) 20 20 100.0%  2.16[1.34, 3.47]
Total events 20 9

Heterageneity: Mot applicahla
Testfor averall effect £=3.17 (P =0.002)

Total {(95% CI) 20 20 100.0%  2.16[1.34, 3.47] B
Total events 20 9
Heterogeneity: Mot applicahle

Test for overall effect; Z=3.17 (P = 0.003)

0102 05 2 RT
Placeho Qral Midazolam

Figure 1 Mortazavi 2009: Completion of procedure [low quality evidence]

Oral Mid PlaceboMo treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% Cl M-H, Fized, 95% ClI
1.1.1 painful procedures
Liacouras 1998 (W place) a4 f2 47 61 100.0% 1.241.07,1.43]
Subtotal (95% Cl) 62 61 1000%  1.24[1.07,1.43]
Total events a4 47

Heterogeneity: Mot applicable
Testfor averall effect: 2= 2.80 (F = 0.005)

Total (95% Cly 62 61 100.0% 1.24 [1.07, 1.43] .
Total events ] 47
Heterogeneity: Mot applicable

Test for averall effect: 2= 2.80 (F = 0.005)

Testfor subaroup differences: Mot applicable

01 0.2 05 510
FlaceboiMo treatrment  Cral Midazolam

Figure 2 Liacouras 1998: Completion of procedure [moderate quality evidence]

Oral Midazolam + analgesia vs. placebo + analgesia

Sedation in children and young people: full guideline appendix E DRAFT (May 2010)
Page 1 of 40



Oral Mid + analgesia  Placebo + analyesia Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.1.1 painful procedures
Luhman 2001 {suturing) 51 52 a0 50 100.0% 0.98[0.93,1.04]
Subtotal (95% CI) 52 50 100.0%  0.98[0.93, 1.04]
Total events a1 a0
Heterogeneity: Not applicable
Test for overall effect: £ = 0.69 (F = 0.49)
Total (95% CI) 52 50 100.0%  0.98[0.93, 1.04]
Total events a1 a0

Heterogeneity: Not applicable
Test for overall effect: £ = 0.69 (F = 0.49)

o1 0z o0& 1 2 5§ 10
Flacebo + analgesia  Oral Mid + analgesia

Figure 3 Luhman 2001: Completion of procedure [moderate quality evidence]

Oral Mid + analgesia  Placebo + analgesia Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
2.2.1 painful procedures
Fatavich 1995 afsuturing) 19 32 16 23 54.8% 0.85[0.58,1.27] ——
Fatavich 1995 b{suturing) 14 5 16 27 45.2% 0.94 [0.59,1.51] T
Subtotal (95% CI) 57 50 100.0%  0.89 [0.66, 1.21]
Total events 33 32
Heterogeneity, Chi*= 011, df=1{P=074);, F=0%
Testfor averall effect: Z2=0.72 (P =0.47)
Total {95% CI) 57 50 100.0%  0.89 [0.66, 1.21] <
Total events 33 32

Heterogeneity, Chi*= 011, df=1{P=074);, F=0%
Testfor averall effect: Z2=0.72 (P =0.47)

, , , , | ,
01 02 05 2 BT
Cral Mid + analgesia Placebo + analgesia

Figure 4 Fatovich 1995: Anxiety (no. of patients) assessed by observers using the

Venham scale [moderate quality evidence]

Oral Mid + analgesia Placebo + analgesia

Mean Difference Mean Difference

Study or Subgroup Mean SD  Total Mean 5D  Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

2.3.1 painful procedures

Fatovich 1995 a+hi{suture) 3.2 249 a7 448 34 50 100.0% -1.60[2.81,-0.349] t

Subtotal (95% CI) 57 50 100.0% -1.60[-2.81,-0.39]

Heterogeneity: Mot applicahle

Test for overall effect: £= 2.60 (P = 0.009)

Total {95% Cl) 57 50 100.0% -1.60[-2.81,-0.39] ‘

Heterogeneity: Mot applicakle _.1 o _.5 b :'3 1D'

Test for overall effect: Z= 2.60 (P = 0.009)
Testfor subgroup differences: Mot applicable

Figure 5 Fatovich 1995: Distress assessed by parents
[moderate quality evidence]

Oral Mid + analgesia Placebo + analgesia

using the VAS scale
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Oral Midazolam + non-pharmacological vs. placebo + non-pharmacological

Oral Mid + non-pharma  Placebo + non-pharma Risk Ratio Risk Ratio
Stuidy or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
3.1.1 painful procedures
Kapur 2004 (dental) 18 20 T 20 100.0% 287 [1.39, 4.76] i
Subtotal (95% Cly 20 20 100.0%  2.57[1.39, 4.76]
Total events 18 7
Heterogeneity: Mot applicahle
Testfor overall effect: Z= 3.01 (P =0.003)
Total (95% Cl) 20 20 100.0%  2.57[1.39,4.76] —~ i
Total events 18 7
Heterogeneity: Nat applicable 50.1 0?2 0?5 é é 1D=

Testfor overall effect: Z= 3.01 (P =0.003) Placehn + non-pharrna  Oral Mid + non-pharrma

Figure 6 Kapur 2004: Completion of procedure [low quality evidence]

Oral Mid + non-pharma Placebo+ non-pharma Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% Cl

3.2.1 painful procedures
Kapur 2004 {dental) 2588 T 200 3571 1511 20 100.0% -9.83[17.22-2.44] i
Subtotal {(95% Cly 20 20 100.0% -9.83[-17.22,-2.44]
Heterogeneity: Mot applicable
Testfor overall effect: £= 2.61 (P = 0.009)
—~e——

Total {95% CI) 20 20 100.0% -9.83[-17.22,.2.44]
Heterogeneity, Mot applicable

_ -20 -0 0 10 20
Test for averall effect: Z=2.61 {F = 0.009) Oral Mid + non-pharma  Placeha+ non-pharma
Testfor subgroup differences: Mot applicable

Figure 7 Kapur 2004: Duration of procedure [low quality evidence]
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Intranasal midazolam vs. placebo

Intranasal Midazolam Placeho Risk Ratio Risk Ratio
Study or Subgroup Events Total Pvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
4.1.1 painful procedures
Fishbein 1997 b (Wenipuncture) 14 149 16 19 100.0% 0.94 069, 1.27]
Subtotal {95% Clj 10 19 100.0%  0.94 [0.69, 1.27]
Total events 14 16

Heterogeneity: Mot applicable
Testfor overall effect £=0.42 (P = 0.68)

Total {95% CI) 19 19 100.0%  0.94 [0.69, 1.27]
Tatal events 14 16

Heterogeneity: Mot applicable

0102 08 1 2
Testfar overall effect: Z = 0.42 (P = 0 68) iranasal Midaelar  Flaceho

Figure 8 Fishbein 1997: Distress assessed by an observer using the OBRS scale
[low quality evidence]
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Intranasal midazolam + analgesia vs. placebo + analgesia

Intranasal Mid + analgesia  Placebo + analgesia Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.1.1 painful procedures
Thearux 1992 {suturing) 15 22 9 27 100.0% 2048112 3.79] i
Subtotal (95% CIy 22 27 100.0%  2.05[1.12,3.75]
Total events 14 9
Heterogeneity: Mot applicable
Testfor overall effect 2= 232 (P =002
Total {95% Cl) 22 27 100.0%  2.05[1.12,3.75] —~i——
Total events 14 9

2

Heterogeneity: Mot applicable
Testfor overall effect 2= 232 (P =002

Figure 9 Theroux 1992:

0.1

Flacebo + analgesia

510
Intranasal Mid + analgesia

02 05

Parents’ satisfaction (no. of patients) [low quality

evidence]
Intranasal Mid + analgesia  Placebo + analgesia Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
5.2.1 painful procedures
Liungman 2000 xo {needle) 3 148 0 10 100.0%  4.81[0.28, 84.20]
Subtotal (95% CI) 15 10 100.0% 4.81[0.28, 84.20]
Total events 3 1]
Heterogeneity: Mot applicable
Test for overall effect Z=1.08 (F=0.28)
Total {95% Cly 15 10 100.0% 4.81[0.28, 84.20]
Total events 3 1]

Heterogeneity: Mot applicable
Test for overall effect Z=1.08 (P = 0.28)

0.01

\ \
01 1 10 100
Placebo + analgesia Intranasal Mid + analgesia

Figure 10 Ljungman 2000: Patients' preference (no. of patients) [very low

quality evidence]

Intranasal Mid + analgesia

Study or Subgroup Events

Total

Placebo + analgesia
Events

Risk Ratio
Total Weight  M-H, Fized, 95% CI

Risk Ratio
M-H, Fized, 95% CI

4.3.1 painful procedures

Ljungman 2000 x0 {needle)

Subtotal {95% CI)

Total events

Heterogeneity: Mot applicable

Testfor overall effect Z= 219 (P = 0.03)

13

13

Total (95% CI)

Total events

Heterogeneity. Mot applicable

Test for overall effect: Z=219 (P =0.03)

27
27

27

22 100.0% 2218[1.39,353.33]
22 100.0% 22.18[1.39, 353.32]

22 100.0% 22.18[1.39, 353.32]

— =

e

b.01

10 100

Intranasal Mid + analgesia

|
0.1
Flacebno + analgesia

Figure 11 Ljungman 2000: Parents' preference (no. of patients) [low quality

evidence]
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HEAD to HEAD COMPARISONS

Oral midazolam vs. oral triclofos sodium

Oral midazolam Oral triclofos Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CIl
23.2.1 painful procedures
Singh 2002 {dentaly 1912 372 30 3532 4232 30 1000% -16.10[18.11,-14.09] !
Subtotal (95% CI) 30 30 100.0% -16.10[-18.11, -14.00]

Heterogeneity; Mot applicable
Test for overall effect Z=15.68 (P = 0.00001)

Total {95% CI) 30 30 100.0% -16.10[-18.11,-14.00] +
Heterogeneity: Mot applicable } 1 1 t
Testfor averall effect: £2=15.68 (F = 0.00001} Sgral miﬁgzolamu oral trizc?ofos 50
Test for subaroup differences: Mot applicable

Figure 12 Singh 2002: Length of induction [low quality evidence]

Oral midazolam Oral triclofos Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fized, 95% CI IV, Fized, 95% CI
23.3.1 painful procedures
Singh 2002 (dentaly 92.88 1265 30 13111 13886 30 100.0% -38.23[44.94 -31.52) !
Subtotal (95% CI) 30 30 100.0% -38.23 [-344.94, -31.52]

Heterogeneity: Kot applicahle
Test for overall effect: Z=11.16 (F = 0.00001)

Total (95% CI) 30 30 100.0% -38.23[-44.94, 31.52] '
Heterogeneity: Mot applicable t + } }
Test for averall effect Z= 11.16 (F < 0.00001 -200 -0 0 100 200

) ) Oral midazolam  Oral triclofos
Test for subgroup differences: Mot applicable

Figure 13 Singh 2002: Recovery tine [low quality evidence]

Sublingual midazolam vs. oral chloral hydrate

Sublingual Mid  ©Oral Chloral hydrate Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total \Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
20.1.1 painless procedures
Layangool 2008 (ECHO) 127 132 131 132 100.0% 0.87 [0.83,1.01]
Subtotal (95% CI) 132 132 100.0% 0.97 [0.93, 1.01]
Tatal events 127 131

Heterogeneity: kot applicable
Testfor overall effect: Z=1.64 (P=010)

Total {95% CI) 132 132 100.0% 0.97 [0.93, 1.01]
Total events 127 13
Heterogeneity: Mat applicable t I ! !

o _ 01 02 05 1 2 5 10
Testfor overall effect Z=1.64 (P =010 Sublingual Mid Oral Chioral hydrate

Figure 14 Layagool 2008: Completion of procedure [very low quality]
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Sublingual Mid Oral Chloral hydrate Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight I, Fizxed, 95% CI I, Fixed, 95% C1
20.2.1 painless procedures
Layangool 2008 (ECHO) 1.3 86 131 251 202 131 100.0% -13.80[17.56,-10.04] 1
Subtotal (95% CI) 131 131 100.0% -13.80[-17.56, -10.04]
Heterogeneity: Mot applicable
Test for overall effect £=7.19 (P = 0.00001)

Total (85% CIj 13 131 100.0% -13.80[-17.56,-10.04] <@
Heterogeneity: Mot applicable B t - } t +
Test for averall effect Z=7.19 (F < 0.00001) w A0 0 20

8 _ Sublingual Mid  Qral Chloral hydrate
Test for subgroup differences: Mot applicable

Figure 15 Layagool 2008: Induction time [low quality]

Sublingual Mid Oral Chiloral ydrate Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
20.3.1 painless procedures
Layangool 2008 (ECHO) 102 48 131 10.6 ] 131 1000% -0.40[1.59 0.79]
Subtotal (95% CI) 131 131 100.0% -0.40[-1.59,0.79]

Heterogeneity: Mot applicable
Testfor overall effect; Z= 0.66 {F = 0.51)

Total (95% CIy 131 131 100.0% -0.40[-1.59,0.79]

Heterogeneity: Mot applicable t } 1 t }
w _ -20 -10 0 10 20

Test for overall effect: Z= 0.66 (F = 0.51) Sublingual Mid  Oral Chloral hydrate

Test for subdgroup differences: Mot applicable

Figure 16 Layagool 2008: Duration of procedure [low quality]

Sublingual Mid Oral Chloral ydrate Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight I, Fized, 95% Cl I, Fixed, 95% Cl
20.4.1 painless procedures
Layangoaol 2008 (ECHO) 789 293 131 401 14.8 131 100.0% 35.80([33.18, 44.432] !
Subtotal {95% Cl) 131 131 100.0% 38.80[33.18, 44.42]

Heterogeneity: Mot applicahle
Test for overall effect: £=13.53 (P = 0.00001)

Total (95% Cly 13 131 100.0% 38.80 [33.18, 44.42] <
Heterogeneity: Mot applicahle B t - 1 t t
Testfor overall effect 7 = 13.53 (F = 0.00001) b o-z5 0 25 4D

) ) Sublingual Mid  Oral Chloral hydrate
Test for subgroup differences: Mot applicable

Figure 17 Layagool 2008: Total time [low quality]

Sublingual Mid  ©Oral Chloral hydrate Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total \Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
20.1.1 painless procedures
Layangool 2008 (ECHO) 1 132 14 132 100.0% 0.07 [0.01, 0.54] E
Suhtotal (95% CI) 132 132 100.0%  0.07 [0.01, 0.54]
Total events 1 14

Heterogeneity: Mot applicable
Testfor overall effect 2= 247 (P=0.01)

Total {95% Cl) 132 132 100.0%  0.07 [0.01, 0.54] [

Total events 1 14

Heterogeneity: Mot applicable t + t t } }
Testfor overall effect 7= 2.57 (P = 0.01) 01 0.2 0.4 2 5 10

Sublingual Mid  Oral Chioral hydrate

Figure 18 Layangool 2008: Vomiting [low quality evidence]
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Rectal midazolam + placebo (for nitrous oxide) + topical anaesthesia + non-
pharmacological intervention (distraction) vs. nitrous oxide (70%) + placebo

(for midazolam) + topical anaesthesia + non-pharmacological intervention
(distraction)

Rectal Mid + pacebn + topical ansesthosia + distraction N0 (70%] + Placobo + 1npical anacsthosia + distraction sk Fatio Bk Ratia
Events Total

Tatal Welght MM, Fiaed, 95% C MM, Fineel, 95% C1

0 2% 1 25 1000% 01100119 t

25 25 100.0%  0.91[0.04, 1.98]
0 [
n
Total (5% CI) 5 5 1000% 0410001, 1.96) E—
Totsl events 0 ]
H t agplicatle
0.0: 02 1 L K

T : 3 Fiitetal Wit + Flacebo + TA + distraction N20 » Placeln » TA + dissachor
Tattfor subigroup direncas: Mot apgik:asile

Figure 19 Zier 2008: Vomiting during drug nitrous oxide administration
[moderate quality evidence]
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COMBINATION COMPARISONS

Oral midazolam + topical anaesthesia + local anaesthesia vs. oral
midazolam + nitrous oxide/oxygen + topical anaesthesia + local

.
anaesthesia
Oral Mid + TA + LA Oral Mid + N20/02 + TA + LA Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
21.2.1 painful procedures
Alzahrani 2009 {dental) 275 4.2 30 282 a2 30 100.0% -0.70 [F2.59,1.19]
Subtotal (95% CI) 30 30 100.0% -0.70[-2.59,1.19]

Heterogeneity: Not applicable
Testfor overall effect: Z=0.73{P = 0.47)

Total (95% Cly 30 30 100.0% -0.70[-2.59,1.19]
Heterogeneity: Mot applicable t 1

\ \
} 1 }
=20 -10 1] 10 20
Testfor overall effect Z=0.73 (P =0.47) Oral Wi + TA + LA Oral Mid + N20/02 + TA +
Testfor suboroup differences: Not applicable

Figure 20 Al-zahrani 2009: Induction time [low quality evidence]

Oral Mid + TR+ LA Oral Mid + N20/02 + TR +LA Mean Difference Mean Difference
Study or Subgroup Mean  SD_ Total Mean sD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
21.3.2 painful procedures

Al-zahrani 2008 (dental 333 55 30 332 59 30 100.0% 0.10[2.79, 2.99]

Subtotal (95% CI) 30 30 100.0% 0.10[-2.79, 2.99]

Heterogeneity: Mot applicahle
Testfor averall effect: 7= 0.07 (P = 0.95)

Total (95% CI) 30 0 100.0% 0.10[-2.79, 2.99]

Heterogeneity: Nmappllcable } 2 R ; 4 %
Testfor overall effect: Z= 0.07 (P = 0.95) Oral Mid + TA + LA Oral Mid + 2002 + TA +
Testtor subgroup diferences: Not applicable

7]

Figure 21 Al-zahrani 2009: Duration of procedure [low quality evidence]

Oral midazolam + nitrous oxide + analgesia vs. nitrous oxide + placebo +
analgesia

Oral Mid + N20 + analgesia  N20 + Placebo + analgesia Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
6.3.1 painful procedures

Luhman 2001 (suturing) 1 52 5 51 100.0%  0.20[0.02,1.62]
Subtotal {95% CI) 52 51 100.0%  0.20 [0.02, 1.62] —
Total events 1 g

Heterageneity: Not applicable
Testfor overall effect Z=1.51(P=013

Total {95% CI) 52 1 1000%  0.20 [0.02, 1.62] e—
Total events 1 5
Heterogeneity: Mot applicable

Testfor overall effect Z=1.51 (P=013)

01 02 05 H 5 10
Oral Mid+ N20 + analgesia M20 + Placebo + analgesia

Figure 22 Luhman 2001: Vomiting [low quality evidence]

Sedation in children and young people: full guideline appendix E DRAFT (May
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Oral midazolam + intravenous propofol + lidocaine vs. intfravenous propofol
+ lidocaine

Oral or I/ Mid + IV Propofol + lidocaine I Propaofol + lidocaine

Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% C1
8.1.1 painful procedures
Paspatis 2008 (endoscopy) 101 4.2 26 10 55 26 100.0% 0.40[250,2.70]
Subtotal (95% CI) 26

28 100.0% 0.10[-2.50, 2.70]
Heterogeneity: Mot applicable

Testfor overall effect 7= 008 (P =0054)

Total (95% CI) 26 28 100.0% 0.10[-2.50, 2.70]

Heterogeneity: Mot applicable _110 55 3 é 16
Testfor overall effect Z= 0.08 (P =0 94_) Cral or Y Mid + ¥ Propofol + lidocaine [V Propofol + lidocaine

Testfor subaroup differences: Mot applicable

Figure 23 Paspatis 2006: Duration of procedure [low quality evidence]

Oral or IV Mid + IV Propofol + lidocaine IV Propofol + lidocaine

Mean Difference Mean Difference
Studhy or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
8.2.1 painful procedures
Faspatis 2006 (endoscopy) 2589 41 26 77 36 23 1000% 18.20[16.14, 20.26] t
Subtatal (95% Cly 26 28 100.0% 18.20 [16.14, 20.26]
Heterageneity: Mot applicable

Testfor averall effect 7= 17 28 (P = 0.00001)

| 20

B -0 10
aral ar 4 Mid + IV Propofol + lidocaine IV Propofol + lidocaine

Figure 24 Paspatis 2006: Recovery time [moderate quality evidence]

Sedation in children and young people: full guideline appendix E DRAFT
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Intfravenous midazolam + intravenous meperidine vs. placebo + intravenous

. ge
meperidine
I/ Mid + IV Meperidine  Placebo + IV Meperidine Risk Ratio Risk Ratio

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

10.1.1 painful procedures

Fishbein 1997 a (EGD) 18 20 19 20 100.0% 0.95[0.79,1.13]

Subtotal (95% CI) 20 20 100.0% 0.95 [0.79, 1.13]

Total events 18 14

Heterogeneity: Mot applicable

Testfor overall effect 2= 0.60 (P = 0.55)

Total {95% CI) 20 20 100.0% 0.95 [0.79, 1.13]

Total events 18 19

Heterogeneity: Mot applicable
Test for averall effect Z2=0.60 (P = 0.55)

01 Dz R 2 510
I Ml + 1 Meperldlne Flaceho + IV Meperldlne

Figure 25 Fishbein 1997: Distress assessed by observer using OBRS [moderate

quality evidence]

IV Mid + IV Meperidine Placebo + IV Meperidine Mean Difference Mean Difference
Study or Subgroup Mean Total Mean SD Total Weight IV, Fized, 95% CI I, Fized, 95% CI
10.2.1 painful procedures
Fighbein 1997 a (EGD) 7.7 20 7.3 28 20 100.0% 0.40[1.22, 2.03]
Subtotal (95% CI) 20 20 100.0% 0.40[-1.22, 2.02]
Heterogeneity: Mot applicable
Testfor overall effect 2=0.49 (P = 0.63)
Total {95% CI) 20 20 100.0% 0.40[-1.22,2.02]
Heterogeneity: Mot applicable o £ b A 5

Testfor overall effect Z=0.49 {P = 0.63)

Testfor suboroup diffierences: Mot apnlicable

Figure 26 Fishbein 1997: Duration

[i Mict + I Meperidine  Placebo + I Meperidine

of procedure [low quality evidence]
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Intfravenous midazolam + intravenous propofol + lidocaine vs. intravenous
propofol + lidocaine

I Mid + IV Pro + Lido N Pro + Lido Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fized, 95% Cl I, Fixed, 95% Cl
9.2.1 painful procedures
Disma 2005 {endoscopy) 73 25 78 78248 80 100.0% -0.20[-0.98, 0.58]
Subtotal (95% CI) 78 80 100.0% -0.20 [-0.98, 0.58]

Heterogeneity: Nat applicable
Testfor owerall effect £=0450(FP =062

Total (95% Cly 78 80 100.0% -D.20 [-0.98, 0.58]
Heterogeneity: Mot applicable t |

; ,

-10 -5 0 5 1
Testfor owerall effect 2= 0,60 (F = 0.62) I Mid + v Pro + Lido I Pra + Lida
Testfor subaroup differences: Mot applicable

Figure 27 Disma 2005: Duration of procedure [moderate quality evidence]

o4

Y Mid + Y Pro + Lido ¥ Pro + Lido Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight I, Fized, 95% CI I, Fixed, 95% CI
9.3.1 painful procedures
Disma 2005 {endoscopy) 54 8.9 78 5815 497 80 100.0% 2.50[-0.40, 5.40] 't
Subtotal (95% CI) 78 80 100.0% 2.50 [-0.40, 5.40] 1

Heterogeneity: Mot applicable
Test for overall effect: Z=1.69 (P = 0.0&)

A0 5 0 5 10
I Mid + I¥ Pro + Lido  1¥ Pro + Lido

Figure 28 Disma 2005: Recovery time [low quality evidence]

Oral or I/ Mid + I Propofol + li i I Props
Study or Subgroup Events Total Ewvents

.l

i Risk Ratio Risk Ratio
Total _Weight M-H, Fixed, 95% CI M_-H, Fixed, 95% CI

5.1.1 painful procedures
Disrna 2006 (endoscopy) i 78 5 80 100.0%  0.08[0.01,1.66] t—
Subtotal (95% CIy 7% 80 100.0%  0.09 [0.01, 1.66] —

Total evenis i} 8

Heterogeneity: Mot applicable
Testfor overall effect Z=1.62 (P=0.11)

Total (95% CI) 78 80 100.0%  0.09 [0.01, 1.66] EE————

Total events o &l

Heterogeneity: Mot applicable Il 4 4 t ' '

. } t } }
01 0.z 0.5 2 i 10
Testfor averall effect 2= 1.62 (F = 0.11) Oral ot ¥ Mid + IV Propofol + lidocaine ¥ Propofal + lidocaine

Figure 29 Disma 2005: Assisted ventilation (bag-valve mask) [low quality

.
evidence]
Oral or Iv Mid + I/ Propofol + lidocaine v Propofol + lidocaine Risk Ratio Risk Ratio
Study or Subgroup Fvents Total Fvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
5.2.1 painful procedures
Disrma 2005 {endoscopy) 2 78 3 80 100.0% 0.68[0.12,3.88]
Subtotal (95% CIy 78 80 100.0%  0.68[0.12,3.98]
Total evenls 2 3

Heterogeneity; Mot applicable
Testfor overall effect Z= 042 (P = 0.67)

Total (95% CI) 78 80 100.0% 0.68[0.12,3.98]
Total events 2 3
Heterogeneity: Mot applicable + } } } 4 t

,
} }
01 0.2 0.4 1 2 a 10
Testforaverall effect 2= 0.42 (F = 0.67) Gral of IV Wig + ¥ Propofol + idocaine IV Propofol + lidocaine

Figure 30 Disma 2005: Oxygen desaturation <90% [low quality evidence]

Sedation in children and young people: full guideline appendix E DRAFT
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Intravenous midazolam + intravenous morphine + intravenous bolus-
infusions placebo vs. Intravenous bolus infusion propofol + intravenous
morphine + intravenous placebo + lidocaine

IV M ¢ I Mor + P Placebo IV PRO 2 IV Mor « 1 Lido + IV Placebo Mean Difference Maan Diffarance
Study or Subygroup Kisan &n Tatal Kiran. Lt Tofal Weight IV, Fisoend, 5% C1 I, Fixend, 95% C1
4.1 paintul procedures
el 1 duclion) fna 47 48 e 53 43 1000% 020[18
sulitatal ! i A0 UMLIEE L1
Histirang

I
Testtor overall eflect = 014 {F = 0.8%)
Tulal (95% C1) a8 43 100.0% D20-1.80,2.29]
Heterogeneity: Mot spplicable N
Tuessd for overall effect 7= 018 (P = 0 85)
Tes10r subaroun diflerances: Mot aoolicable

[ H 10
JMicd + IV Mor + 1 Pliacoba 1 PRO » B Mor » I Licho + I Blaceboly PR « I Mor

Figure 31 Havel 1999: Induction time [low quality evidence]

I Mied + IV Mor + IV Placabo W PRO + IV Mor + IV Lido + IV Placabo Mean Difference Maan Diffarence

Stuty or Subyroug Hisan SO Tatal Hisan sn Totl Whight IV, Fioe, 95% C1 IV, Fiad, 05% C1
7,21 painiul procedires

vl 1 duttion) /8 174 48 251 "2 43 1000% 070534674

sttt al i - i 43 MLFEE o 4, 6.74]
Hutoran et
Testfor overall efiect 2= 0.23 1P = 1.82)
Total (9% €1 1 43 100.0% 07015348741
Heterogeneity: Mot spplicable N ) 3 T
Tostfor evarall effpct Z= 0.23 (= 082) el + 0 Mlar + 0 Plicoba 1 PRO » W Mor = B Lido + I Placeholy RO + 1 Mor
Testfor subarouo dMerences: Not aoolicable

Figure 32 Havel 1999: Duration of procedure [low quality evidence]

I Mid + IV Mor + IV Placebo I/ PRO + IV Mor + IV Lido + I/ Placebo Odds Ratio Odds Ratio
Studhy or Subgroup Fvents Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.3.1 painful procedures
Havel 1994 (reduction) 2 46 3 43 100.0% 0.61[010,3.82]
Subtatal (95% Cly 46 43 100.0%  0.61[0.10, 3.82]
Total events 2 3

Heterageneity: Mot applicable
Testfor averall effect 7= 053 (P = 0.53)

Total (95% CIy 46 43 100.0%  0.61]0.10, 3.82]

Total events 2 3

Heterogeneity: Mat applicable + + t T t t +
Testfor overall effect: 2= 0.53 (P = 0.50) or 02 ne 1 2 5

I Mid + I Mar + IV Placeho IV PRO + W Mar + I Lido + IV Place
Testfor subgroup diferences: Not applicable

Figure 33 Havel 1999: Pain (no. of patients) [very low quality evidence]

IV Mid = I Maor + IV Placebo I PRO + IV Mor = IV Lido * IV Placebo Mean Diiference Mean Diference
Study o Subigroup Mean S0 Total Mean S0 Total Weight I, Fied, 85% CI M, Fioced, 95% C1
740 painful procedurn s
Havel 1999 (reduction) ns 174 45 51 1.2 43 1000% 46,80 [40.76, 52 84] i
Sublotal (95% CH 16 43 10000% 46.80 [40.76, 52.04]
Heterogeneity. ot applicable
Test for overall effect Z= 1518 (P « 0.00001)
Total {95% CTp a6 A3 W00 6B 4075, 52.84] i
Heterogensity. Mot applicable pr 3 r =
TR S Cvies Z=15.18 ¢ ~ 0.50001) W Miid = IV Mor + I Placebo WV PRO « I Mor + I Lido + M Placebold PRO + I Mor
Test for suboroun differences: Mot acolicable

Figure 34 Havel 1999: Recovery time [low quality evidence]

I il + I Mor + IV Placebo ¥ PRO * IV Mor + IV Lido + IV Placebo Hean DiTerance Fean Difference
Study o Subgr oup Han 1) Total Hean D Total Weight IV, Fioed, 95% CI I, Firoud, 95% C1
751 paintul proceduras
Hirtl 1884 (neduction) M43 LI 48 1an % 482 43 1000% 73 80 D43 4R ET)
Subluotal (95% C1) 46 43 1000% 2380 (1A%, 44.A7)
Heterogeneity. Mot applicable
Tarsd for erveraall effiect 7= 2 04 (B = 0.04)
Total (#5% CI 16 43 100.0% 2280 (0.9, 46.67) e
sheragenily. Nol | t [
Hitermgeneity No = o 5

IV Mid+ [V Mor « IV Placebo v PRO « IV Mor + [ Lido = Iv Placebor

Figure 35 Havel 1999: Total time [low quality evidence]
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Intfravenous midazolam + intravenous fentanyl (analgesic) vs. intravenous

fentanyl (analgesic)

I Mid + IV Fentama I Fentamsd Mean Difference Mean Difference
Study or Subgroup Mean S0  Total Mean SD Total Weight I, Fized, 95% Cl I, Fixed, 95% CI
11.2.1 painful procedures
Antment 2005 (honemarrow) 8.3 1.41 20 A45 148 20 1000% -0.15[-1.05 0.75]
Subtotal {95% CI) 20 20 100.0% -D.15[-1.05,0.75]
Heterogeneity: Mot applicable
Testfor overall effect Z=033(F=0.74)
Total (95% CI) 20 20 100.0% -D.15[-1.05,0.75]
Heterogeneity: Mot applicable t } T t !
o _ -20 -10 0 10 20
Test for overall eﬁec_t. Z=033(F= D.?4) I Mid + IV Fentaryl IV Fertanyl
Test for subgroup differences: Not applicable
Figure 36 Antment 2005: Pain assessed by the anaesthetist using CHEOPS scale
[very low quality evidence]
I Mid + IV Alfentamqd IV Alfentamd Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
11.3.1 painful procedures
Antment 2005 (honemarrow) R 2.849 20 3.8 1.82 20 100.0% -0.30[1.80,1.20]
Subtotal {95% CIy 20 20 100.0% -0.30[-1.80, 1.20]
Heterogeneity: Mot applicable
Test for overall effect £=0.39 (F = 0.69)
Total (95% CI) 20 20 100.0% -0.30[-1.80, 1.20]
Heterogeneity: Mot applicable _|1 0 _|5 ﬁ :'3 1ﬁ

Test for overall effect £=0.39 (P = 0.69)
Test for subaroup diffierences: Not applicable

Figure 37 Antment 2005: Pain assessed by the
[very low quality evidence]

I Mid + IV Alfentanyl 1Y Alfentanyl

anaesthetist using the VAS scale

Sedation in children and young people: full guideline appendix E DRAFT
(May 2010)
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Intravenous midazolam + intravenous remifentanil (analgesic) vs.
intfravenous remifentanil (analgesic)

Y Mid + Y Remi i Y Remi i Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
12.2.1 painful procedures
Antment 2005 (honermarrow) 47 0.92 20 475 1M 20 100.0% -0.05[-0.68, 0.58]
Subtotal (95% Cly 20 20 100.0% -0.05[-0.68, 0.58]

Heterogeneity: Mot applicable
Testfor averall effect 2= 016 (P = 0.88)

Total {95% CI) 20 20 100.0% -0.05[-0.68, 0.58]
Heterogeneity: Mot applicable 1

PRE ~ 20 10 0 10 20
Testforavarall efiact Z= 016 (P = 0.8&) I Mid + I¥ Remifentanil v Remifentanil
Testfor suboroup differences: Mot applicable

Figure 38 Antment 2005: Pain assessed by the anaesthetist using the CHEOPS
scale [very low quality evidence]

Y Mid + Y Remi i Y Remi i Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
12.3.1 painful procedures
Antment 2005 (honermarrow) 1.75 1.37 20 1.8 1.23 20 100.0% -0.05[-0.86, 0.76]
Subtotal (95% Cly 20 20 100.0% -0.05[-0.86, 0.76]

Heterogeneity: Mot applicable
Testfor averall effect 2= 012 (P = 0.80)

Total (95% Cly 20 20 100.0% -0.05 [-0.86, 0.76]

Heterogeneity: Mot applicable t 1 1 1
Testfor averall effect 2= 012 (P = 0.80)
Testfor suboroup differences: Mot applicable

-10 -5 5 10
I¥ Mid + [¥ Remifentanil v Remifentanil

Figure 39 Antment 2005: Pain assessed by the anaesthetist using the VAS scale
[very low quality evidence]

Sedation in children and young people: full guideline appendix E DRAFT (May
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Intravenous midazolam + intravenous ketamine vs. intavenous ketamine +

placebo
I Mid + 'V Ketamine IV Ketamine + Placeho Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
12.2.1 painful procedures
Dilli 2008 {LumbarPunct) 26 1.1 48 34 1.7 51 100.0% -0.80 [-1.36,-0.24] !
Subtotal (95% Cly 48 51 100.0% -0.80 [-1.36, -0.24]

Heteroneneity: Mot applicable
Testfor overall effect: 7= 2 80 (P = 0.005)

Total (95% CI) 48 51 100.0% -0.80 [-1.36, -0.24] &

Heterogeneity: Not applicable + + T | :
Test for overall effect Z= 2.80 (P = 0.005) 10 5 u 5 10
Testfor subgroup differences: Mot applicable

I Wi + IV Ketamine [V Ketamine + Placebo

Figure 40 Dilli 2008: Induction time [very low quality evidence]

Y Mid + I Ketamine ¥ Ketamine + Placebo Mean Difference Mean Difference
Studhy or Subgroup Mean SD  Total Mean SD Total Weight IV, Fized, 95% CI IV, Fized, 95% CI
12.4.1 painful procedures
Dilli 2008 {LumbarPunct) 181 7.3 48 124 74 51 100.0% 2.20[-0.79,5.189] —t
Subtotal (95% CI) 48 51 100.0% 2.20[-0.79,5.19] -
Heterogeneity: Mot applicable
Test for overall effect £=1.44 (P=0.14)
Total {95% Cly 48 51 100.0% 2.20[-0.79, 5.19] —regi——
Heterogeneity: Mot applicable !

10 -5 0 5 10

Test for overall effect: Z=1.44 (P=0.15) I Mid + IV Ketarnine [V Ketamine + Placebo

Test for subaroup differences: Mot annlicable

Figure 41 Dilli 2008: Recovery time [very low quality evidence]

Intr: Mid + IV i ") ine + Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
12.3.1 painful procedures
Wathen 2000 (mixed) 113 137 1148 128 100.0% 0.821[0.83,1.01]
Subtotal (95% Cly 137 129 100.0%  0.92 [0.83, 1.01]
Total events 112 115

Heterogeneity: Mot applicable
Testfor overall effect £2=1.71 (P = 0.09)

Total (95% Cl) 137 129 100.0% 092 [0.83, 1.01]
Total events 112 114

Heterogeneity: ot applicable

Testfor overall effect Z=1.71 (P = 0.09)

01 02 s 1 2 5 0
¥ ketamine + Placebo  Intravenous Mid + IV Ketamin

Figure 42 Wathen 2000: Parents' satisfaction [moderate quality evidence]

I Mid + Y Ketamine IV Ketamine + Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
7.5.1 painful procedures
Sherwin 2000 {catheter) 1 53 [ 51 19.2% 016[0.02,1.29) +—*————
Wathen 2000 (mixed) 13 137 25 129 80.8% 0.49 [0.26, 0.92] ——
Subtotal (95% Cly 190 180 100.0%  0.43[0.24,0.77]
Total events 14 x|

Heterogeneity: Chif= 1.04, df= 1 (F = 0.31); F= 3%
Testfar overall effect: £=2.81 (P = 0.005)

Total {95% CI) 190 180 100.0%  D0.43[0.24, 0.77] ~l—
Total events 14 H
Heterogeneity: Chi*=1.04, df=1 {P=0.31); F= 3%

Testfar overall effect: £=2.81 (P = 0.005)

01 02 05 2 510
[¥ Mid + [V Ketamine IV Ketamine + Placebo

Figure 43 Sherwin 2000; Wathen 2000: Vomiting (during visit and at home 12
hrs after discharge and well into recovery) [low quality evidence]

Sedation in children and young people: full guideline appendix E DRAFT
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Y Mid + IV Ketamine IV Ketamine + Placebo Risk Ratio Risk Ratio

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

7.3.1 painful procedures

Sherwin 2000 {catheter) 1] a3 1] a1 MNat estimahle

Wathen 2000 {mixed) 1 137 1 129 100.0% 0.94 [0.08, 14.90] + +
Subtotal (95% CI) 190 180 100.0% 0.94 [0.06, 14.90]

Total events 1 1

Heterogeneity: Mot applicahle
Test for overall effect Z=0.04 (P =097}

. .
01 02 05 1 2 510
I¥ Ketamine + Placeho v Ketamine + Placebo

Figure 44 Sherwin 2000; Wathen 2000: Assisted ventilation (bag mask) [low
quality evidence]

I Mid + '/ Ketamine IV Ketamine + Placebo Risk Ratio Risk Ratio
Study or Subgroup Ewvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
7.4.1 painful procedures
Dilli 2008 (LumbarPunct) 3 48 0 51 13.6% 7.43[0.39,140.15]
Shenwin 2000 (catheter) 1 53 1 81 28.6% 0.96 [0.06,14.98]
Wathen 2000 {mixed) 10 137 2 129 57.8% 4.71[1.05, 21.08] —
Subtotal (95% Cly 238 231 100.0% 4.01[1.27, 12.68] e
Total events 14 3
Heterogeneity: Chi*=1.25 df=2{P=0.53); F=0%
Testfor overall effect Z=2.36 (P =0.02)
Total (95% CI) 238 231 100.0% 4.01[1.27,12.68] ——e—
Total events 14 3
Heterogeneity: Chi®=1.25, df= 2 (P = 0.63); F= 0% D=1 DI2 DIS é % 1=D

Testfor overall effect 7= 2.36 (F = 0.02) Favours ¥ Mid + v Ket Favours 1 Ket + Placebo

Figure 45 Sherwin 2000; Wathen 2000; Dilli 2008: Oxygen desaturation
<90% [low quality evidence]

Sedation in children and young people: full guideline appendix E DRAFT (May
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ROUTE OF ADMINISTRATION

Oral midazolam vs. intranasal midazolam

Oral midazolam Intranasal midazolam Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fized, 95% CI
13.2.1 painful procedures
Everitt 2002 (suturing) 30 30 45 43 31 42 100.0% -13.00[-25.83,-017] i
Subtotal (95% Cly 45 42 100.0% -13.00[-25.83, -0.17]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.98 (P =0.05)

Total (95% CI) 45 42 100.0% -13.00 [-25.83, -0.17] —ou—
_Il-_letni;ogenemrl:leortatpgllc?bgllz o005 o 70 ) A 5
estfor overall effect 2= 1.93 (P = 0.05) Oral midazolarm  Intranasal midazolam

Test for subgroup diffierences: Mot applicable

Figure 46 Everitt 2002: Distress assessed by observer using the VAS scale [very
low quality evidence]

Oral midazolam Intranasal midazolam Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
13.4.1 painful procedures
Connars 1934 (suturing) a7 16 26 54 15 28 IB.7% 3.00[-5.29,11.29] =
Everitt 2002 (suturing) 51 13 45 43 12 42 71.3% 3.00[-2.25 8.29] ——
Subtotal (95% CI) 71 70 100.0% 3.00 [-1.44, 7.44] —~
Heterogeneity: Chi*= 0.00, df=1 (P =1.00); F= 0%
Testfor overall effect Z=1.33 (F=015)
Total {95% CI) 71 70 100.0% 3.00 [-1.44, 7.44] -*'—
Heterogeneity: Chi# = 0.00, df=1 (P = 1.00); F= 0% t t i t
Testf Il effect Z=1.33 (P=0.19 10 5 b 5 10

estforoverall effect 2=1.33 (P =014 Oral midazalam  Intranasal midazalarm

Testfor subgroup differences: Mot applicable

Figure 47 Connors 1994; Evertitt 2002: Total time [very low quality evidence]

Sedation in children and young people: full guideline appendix E DRAFT
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Oral midazolam + nitrous oxide (40/45%) + lidocaine vs. intranasal
midazolam + nitrous oxide (40/45%) + lidocaine

Oral Mid + N20 {40/45%) + lidocaine

Study or Subgroup Events Total

Intranasal Mid + N20 (40/45%) + lidocaine
Events Total

14.1.1 painful procedures
Hartgraves 1934 (dertal)
Subtotal (95% CI)

Total events

Heterogeneity: Mot applicable

Testfor overall effect 7= 0.74 (P = 0. 46)

a0
50

Total (95% CI)

Total events

Heterogeneity: Not applisable

Testfor overall effect Z= 0.74 (P = 0.46)

Figure 48 Hartgraves 1994:

50
50

50

Oral Mid + N20 {40/45%) + lidocaine

Risk Ratio
Weight M-H, Fized, 95% CI

Risk Ratio
M-H, Figed, 95% CI

100.0%  0.95(0.85,1.08)
100.0%  0.96 [0.85, 1.08]
100.0%  0.96 [0.85, 1.08]

i 02 5 1 H 10
Intranasal Mid + N20 (40/45%] + idocaine  Oral Mid + N20 (40/45%) + lidocaine

Completion of procedure [low quality evidence]

Intranasal Mid + N20 (40/45%) + lidocaine Mean Difference Mean Difference
Study or Subgroup Mean Total Mean SD Total Weight IV, Fized, 95% CI IV, Fized, 95% ClI
14.2.1 painful procedures
Lee-Kim 2004 {dental) 155 5 20 5565 23 20 1000% 9.95 [7.56,12.34] 1
Subtotal (95% Cly 20 20 100.0% 9.95[7.56, 12.34]
Heterogeneity: Nat applicable
Testfor overall effect Z= 816 (F < 0.00001)
Total (95% CI) 20 20 100.0% 9.95[7.56, 12.34] -

Heterogeneity: Not applicable
Testior overall effect: Z=8.15 (P = 0.00001)
Testfor subsroun diffierences: Not apnlicable

Figure 49 Lee-Kim 2004:

Oral Mid + N20 {40/45%) + lidocaine

- - 0 10
Oral Mid + N20 (40045%) + lidocaing  Intranasal Mid + N20 (40/45%) + lidocaing

Induction time [moderate quality evidence]

Intranasal Mid + N20 (40/45%) + lidocaine

Study or Subgroup Mean Total Mean SD Total
14.3.1 painful

Lee-Kim 2004 (dental) 381 758 20 293 e 20
Subtotal (95% Cly 20 20
Heterogeneity: Mot applicable

Testfor overall effect 7= 2 84 (P = 0.00%)

Total (95% Cly 20 20

Heterogeneity: Nat applicable
Testfor overall effect 2= 284 (P = 0.005)
Test for subgroup differences: Mot applicable

Mean Difference Mean Difference
Weight IV, Fized, 95% CI IV, Fixed, 95% CI
100.0% 8.80[2.73,14.87] i
100.0% 8.80[2.73, 14.87]
100.0% 8.80[2.73, 14.87] ————

=20 -10 a 10 20
Oral Mid + N20 (40/45%) + lidocaine  Intranasal Mid + N20 (40/45%) + lidocaine

Figure 50 Lee-Kim 2004: Total time [low quality evidence]

Oral Midazolam + nitrous oxide (40/45%) + lidocaine vs. Intranasal
Midazolam + nitrous oxide (40/45%) + lidocaine

Oral Mid + N20 {40/45%) + lidocaine

Intranasal Mid + N20 (10/45%) + lidocaine
Study or Subgroup Events Total Events Total
9.1.1 painful procedures
Hartgraves 1984 (deral) 2 50 1 50
Subtotal (95% Cl) 50 50
Total events 2 1
Heterogeneity: Mot applicable
Testfor overall effect Z= 0.57 (P=0.57)
Total (95% Cly 50 50

Total events

Heterogeneity: Not applicable

Testior overall effect Z= 0.57 (P = 0.57)
Testfor suboroun differences: Mot anplicable

Risk Ratio Risk Ratio
Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
100.0%  2.00[0.18,21.36]

100.0%  2.00 [0.19, 21.36]

100.0%  2.00 [0.19, 21.36]

05 02 H n
Oral Mid + N20 (40/45%;) + lidocaine  Intranasal Mid + MN20 (40/45%) + lidocaine

Figure 51 Hartgraves 1994: Oxygen desaturation < 90% [very low quality

evidence]

Intranasal midazolam + analgesia vs. inframuscular midazolam+ analgesia

Sedation in children and young people: full guideline appendix E DRAFT (May
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Intranasal Mid + Intr: Mid + Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% Cl IV, Fixed, 95% CI
15.1.1 painful procedures
Sashikran 2006 {dental) 10.8 2 20 157 20 100.0% -4.90[-6.14,-3.66] 1
Subtotal (95% CI) 20 20 100.0% -4.90[-6.14,-3.66]
Heterogeneity: Mot applicable
Testfor overall effect Z= 7.75 (P = 0.00001})
Total (95% Cly 20 20 100.0% -4.90[-6.14,-3.66] -
Heterogeneity: Mot applicable T 5 7 t 7

Testfor overall effect Z= 7.75 (P = 0.00001})
Testfor subgroup differences: Mot applicable

Figure 52 Sashikran 2006:

Intranasal Mid + analgesia Intramuscular Mid + analgesia

Induction time [moderate quality evidence]

Mean Difference

Intranasal Mid + Intr: Mid + Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fixed, 95% CI
15.2.1 painful procedures
Sashikran 2006 (dental) et} 36 20 624 31 20 100.0% -2440[26.48,-22.32] !‘
Subtotal (95% CI) 20 20 100.0% -24.40[-26.48, -22.32]
Heterogeneity: Mot applicable
Testfor averall effect 7= 232.87 (P = 0.00001)
Total (95% CIy 20 20 100.0% -24.40[-26.48, -22.32] <
Heterogeneity: Mot applicable 30 a0 0 30

Testfor averall effect 7= 232.87 (P = 0.00001)
Testfor subgroup differences: Mot applicable

Intranasal Mid + analgesia Intramuscular Mid + analgesia

Figure 53 Sashikran 2006: Recovery time [moderate quality evidence]
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DOSE COMPARISONS

Intranasal midazolam 0.3mg/kg + nitrous oxide vs. intranasal midazolam
0.2 mg/kg + nitrous oxide

Intranasal Mid 0.3mg/kg + N20

Intranasal Mid 0.2 mg/kg + N20

Risk Ratio

Risk Ratio

Study or Subgroup Fvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
16.2.1 painful procedures

Fukuta 1934 (dental) m 7 18 77 1000%  1.31[1.00,1.77] t
Subtotal (95% CI) 21 22 100.0%  131[1.00,1.72]

Total events 0 16

Heterogensity, Mot applicable

Testfor overall effct Z=1.93 (P = 0.05)

Total (95% CI) 21 22 100.0%  1.31[1.00,1.72] o
Total events n 16

Heterogeneity: Not applicable
Testfor overall effect Z=1.93 (P =005

011 0.2 05 2 [ 10
Intranazal Mid 0.3 megka + N20 - Intranasal Mid 0.3moikg + N20

Figure 54 Fukuta 1994: Completion of procedure [low quality evidence]

Intranasal Mid 0.3mgkg + N20O
Study or Subgroup Mean SO Total
16.3.1 painful procedures
Fukuta 19934 (dental) 358 126 21
Subtotal (95% CI) 21
Heterogengity: Mot applicable
Testfar overall effect: 7=0.15 (P = 0.88)
Total (95% CI) 21

Heterageneity: Mat applicable
Testfor overall effect: 7= 015 {F = 0.88)
Test for suboroup differences: Mot anplicahle

Intranasal Mid 0.2 mgkg + N20O

Mean S0 Total
35 13.6 22

22

22

Mean Difference

Weight IV, Fixed, 95% Cl

Mean Difference
I, Fized, 95% CI

100.0% 0.60 [7.23, 8.43]
100.0% 0.60[-7.23,8.43]

100.0% 0.60[-7.23, 8.43]

10

Intranasal hiid 0

1} a 10
Jmofkg + N20  Intranasal Mid 0.2 mofkg + M20

Figure 55 Fukuta 1994: Duration of procedure [low quality evidence]

Intranasal Mid 0.3mgkg + N20  Intranasal Mid 0.2 mg/&g + N20 Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fized, 95% C1
11.3.1 painful procedures
Fukuta 1394 {dental} 1 N 0 22 100.0% 314013, 72.96)
Subtotal (95% CI) 21 22 100.0% 3.14 [0.13, 72.96]
Total events 1 a
Heterogeneity: Mot applicable
Testfor overall effect Z=0.71 (P=048)
Total (95% CI) 21 22 100.0% 3.14 [0.13, 72.96]
Total events 1 o

Heterogeneity: Mot applicable
Testfor overall effect Z=0.71 (P = 0.48)

0.01 01 1 10 100
Intranasal Mid 0.3mofkg + M20  Intranasal Mid 0.2 maikg + K20

Figure 56 Fukuta 1994: Oxygen desaturation <90% [very low quality evidence]

Intranasal Mid 0.3mg/kg + N20
Events Total

Intranasal Mid 0.2 mg/kyg + N20
Events Taot:

Weight

Risk Ratio
M-H, Fized, 95% CI

Risk Ratio
M-H, Fixed, 95% Cl

Study or Subgroup

11.4.1 painful procedures

Fukuta 1994 {dentaly 1
Subtotal (95% CI)

Total events 1

Heterageneity: Mot applicable
Testfor overall effect Z=0.71 (P = 0.48)

Total (95% CI)

Total events 1
Heterogeneity: Mot applicable

Testfor overall effect Z=0.71 (P = 0.48)
Test for subgroup differences: Not applicable

Figure 57 Fukuta 1994: Vomiting [very low quality evidence]

n
21

21

al
a 221

22
a

22
a

100.0%
100.0%

100.0%

3.14[0.13,72.96)
3.14 [0.13, 72.96]

3.14 [0.13, 72.96]

L
0.01

Intranasal Mid 0.3malky + M20

0.1

|
i 1 100
Intranags| Mid 0.2 mike + N20
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Rectal midazolam 2mg/kg + lidocaine vs. rectal midazolam 1mg/kg +

. .
lidocaine
Rectal Mid 2mgkg + lidocaine  Rectal Mid 1mgkg + lidocaine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% C1
17.1.1 painful procedures
Kanegaye 2003 {suturing) 24 28 18 26 100.0% 1.24 [0.92, 1.67] ’t
Subtotal (95% CI) 28 26 100.0%  1.24[0.92, 1.67] -
Total events 24 18
Heterogenaity: Mot applicable
Testfor overall effect: Z=1.41 (P=0.16)
Total {95% Cly 28 26 100.0% 1.24[0.92, 1.67] <~
Total events 24 18

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.41 (P=016)

01 02 05 ] 10
Rectal Mid Tmiks + lidocaine Rectal Mid 2mefke + licocaine

Figure 58 Kanegaye 2003: Parents’ satisfaction [low quality evidence]

Rectal Mid 2mg/kg + lidocaine

Rectal Mid 1mgkg + lidocaine

Mean Difference

Mean Difference

Study or Mean S0 Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fized, 95% CI
17.2.1 painful procedures

Kanegaye 2003 (suturing) ag a0 33 a3 33 32 100.0% 6.00[8.35 21.35)

Subtotal {95% CI) 33 32 100.0% 6.00 [9.35,21.35]

Heterogeneity: Mot applicable

Test for overall effect Z= 0.77 (P = 0.44)

Total (95% CI) 33 32 100.0% 6.00 [9.35,21.35]

Heterogeneity: Mot applicable
Testfor averall effect: 7= 0.77 (P = 0.44)
Testfor subgroup differences: Mot applicable

-0 B ] 10 2
Rectal Mid 2muoikg + lidocaine  Rectal Mid 1muoikg + lidocaine

Figure 59 Kanegaye 2003: Total time [low quality evidence]

Rectal Mid 2mg/kg + lidocaine

Rectal Mid 1mgikg + lidocaine
Sl

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean Total WWeight IV, Fixed, 95% CI I, Fixed, 95% C|
17.4.1 painful procedures

Kanegaye 2003 (suturing) a7 ek} ek} a2 25 32 1000% -1.00[1521,13.21]

Subtotal (95% CI) 33 32 100.0% -1.00[-15.21, 13.21]

Heterogeneity: Mot applicable

Testfor overall effect Z=0.14 (P = 0.89)

Total (95% Cly 33 32 100.0% -1.00[-15.21, 13.21]

Heterogeneity. Mot applicable
Testfor overall effect: Z=014 (P =0.889)
Test for subgroup differences: Not applicable

-20 -10 i} 10 20
Rectal Mid Zmafka + lidocaine  Rectal Mid 1mo/ky + lidocaine

Figure 60 Kanegaye 2003: Recovery time [low quality evidence]
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5.2 TRICLOFOS SODIUM

HEAD to HEAD COMPARISON

Oral triclofos sodium vs. oral midazolam

Oral Triclofos Oral Midazolam Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI I, Fized, 95% CI
2.2.1 painful procedures
Singh 2002 {dentaly 3522 4322 30 1812 372 30 1000% 161001408 18.11] !
Subtotal (95% CI) 30 30 100.0% 16.10[14.09,18.11]

Heterogeneity: Mot applicable
Test for overall effect: 7= 14568 (P = 0.00001)

Total (95% CI) 30 30 100.0% 16.10 [14.09, 18.11] +
Heterogeneity: Mot applicahle } t + t
Tast for overall efiect Z= 1568 (P < 0.00001) 0 .28 4 Al

i X Cral Triclofos  Oral Midazolam
Test for subaroup differences: Mot applicable

Figure 61 Singh 2002: Induction time [low quality evidence]

Oral Triclofos Oral Midazolam Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fixed, 95% CI
2.3.1 painful procedures
Singh 2002 {dental) 131111 1386 30 4288 1265 3 1000% 3B8.23([31.52, 4494)] !
Subtotal (95% CI) 30 30 100.0% 38.23[31.52, 44.94]

Heterogeneity: Mot applicahle
Testfor overall effect Z=11.16 {F = 0.00001)

Tatal (95% CI) 30 30 100.0% 38.23[31.52, 44.94] ‘
Heterogeneity; Mot applicahle t } } }
Testfor overall efect Z= 11.16 (F = 0.00001) -200 1000100 200

; ; Oral Triclofos  Oral Midazalam
Test for subgroup differences: Mot applicable

Figure 62 Singh 2002: Recovery time [low quality evidence]
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5.3 NITROUS OXIDE

Nitrous oxide vs. behavioural management

Nitrous oxide Behavioural management Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Welght IV, Fixed, 85% CI IV, Fixed, 95% CI
Veerkamp 1993 155 092 27 216 0.8 25 526% -0.61[-1.08,-0.14]
Veerkamp 1985 0982 082 23 1.39 0.94 26 474% -0.47[-0.96, 0.02]
Total (95% CI) 50 51 100.0% -0.54 [-0.88, -0.20]

400 50 0 50 100
Favours experimental Favours control

Heterogenetty: Chi? = 0.16, df = 1 (P= 0.69); I = 0%
Test for averall effect Z = 3.14 (P = 0.002)

Figure 63 Veerkamp 1993; Veerkamp 1995: Anxiety assessed using the
Venham scale [very low quality evidence]

Nitrous oxide vs. oral midazolam

30% nitrous oxide/70% oxygen oral midazolam Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 85% CI M-H, Fixed, 85% CI
Wilson 2002 Anesthesia 18 Ll 22 41 54.1% 0.82[0.52, 1.28]
Wilson 2006 21 # 19 32 459% 1.14 [0.78, 1.66]
Total (95% CI) 72 73 100.0%  0.97[0.72, 1.29]
Total events 38 41

L 5

o001 01 1 10 100
Favours experimental Favours control

Heterogeneity: Chi® = 1.28, df = 1 (P = 0.26); I = 22%
Test for averall effect: Z = 0.23 (P = 0.82)

Figure 64 Wilson 2002; Wilson 2006: Patients’ preference [moderate quality
evidence]
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5.4 SEVOFLURANE

COMBINATION COMPARISONS

Sevoflurane + nitrous oxide + intravenous midazolam vs. medical air +
intfravenous midazolam

sevoflurane + HO2 + midaz air + midaz Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Averley 2004 (D 486) 249 267 94 174 100.0% 1.73[1.50,1.949]
Total (95% CI) 267 174 100.0%  1.73[1.50, 1.99] +
Total events 244 a4
Heterogeneity: Mot applicable 'D.D1 Df1 1.D 1DD'

Testfor overall effect: Z= 7.60 (F < 0.00001) sevoflurane + MO2 + mid  air + midazolam

Figure 65_Averley 2004: Completion of procedure [High quality evidence]

sevoflurane + NO2 + midaz air + midaz Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fized, 95% CI IV, Fixed, 95% CI
Averley 2004 (1D 486) 74 42 249 8.2 56 94 100.0% -0.30[1.55, 0.95]
Total {95% Cl) 249 94 100.0% -0.30 [-1.55, 0.95]

Heterogeneity: Mot applicable

Testfor overall effect: Z= 0.47 (P= 0.64) 100 -0 v 50 100

sevoflurane + MO2 + midaz  air + midazalam

Figure 66 Averley 2004: Recovery time [moderate quality evidence]

sevoflurane + NO2 + midaz air + midaz Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
Averley 2004 (D 486) 0.4 1.4 249 0.4 11 94 100.0% 0.00[-0.28, 0.28]
Total {(95% CI) 249 94 100.0% 0.00[-0.28,0.28]

Heterogeneity: Mot applicable

Test for averall effect: Z= 0.00 (P = 1.00) o0 - -a0 v 5 100

sevoflurane + NO2 + midaz  air + midaz

Figure 67 Averley 2004: Pain assessed by children using VAS [moderate quality

evidence]
sevoflurane + NO2 + midaz air + midaz Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% Cl
Averley 2004 (1D 486) 0.8 1.3 249 0.8 1.3 94 100.0% 0.00[0.31,0.31]
Total (95% CI) 249 94 100.0% 0.00[-0.31,0.31]

00 -50 0 50 100
sevoflurane + MO2 + midaz  air + midaz

Heterogeneity: Mot applicable
Testfor overall effect Z=0.00 (P = 1.00)

Figure 68 Averley 2004: Anxiety assessed by children using VAS [moderate
quality evidence]
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sevoflurane + NO2 + midaz air + midaz Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% C|
Averley 2004 (1D 486) 448 0.4 2449 47 07 94 100.0% 0.10[-0.05,0.25]
Total {95% CI) 249 94 100.0% 0.10[-0.05, 0.25]
Heterogeneity: Mot applicable [ t T + |
-100 -4l 0 a0 100
Testfor overall effect 7= 1.27 (P = 0.20) sevoflurane + NO2 + midaz air + midazolam
Figure 69 Averley 2004: Parents’ satisfaction [moderate quality evidence]
sevoflurane + HO2 + midaz ~ air + midaz Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total \Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Averley 2004 (D 486) 3 249 i G4 100.0%  4.94 [0.28, 86.84]
Total (95% CI) 249 94 100.0% 4.94 [0.28, 86.84] e —
Total events [} 1]
Heterogeneity: Not applicable I t t |
) 0.m 0.1 10 100
Testfor overall effect 2=1.09 (F = 0.27) sevoflurane + NOZ + midaz air + midazalam
Figure 70 Averley 2004: Vomiting [very low quality evidence]
Sevoflurane + nitrous oxide + intravenous midazolam vs. nitrous oxide +
infravenous midazolam
sevoflurane + NO2 + midaz ~ NO2 + midaz Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Averley 2004 (D 486) 244 267 204 256 100.0% 117 [1.09,1.29]
Total (95% CI) 267 256 100.0% 1.17 [1.09, 1.25] U
Total events 244 204
. . | | , |
Heterogeneity: Notappllcable 'D.D1 DH 'i 1'D 1DD'
Testfor overall effect: 7= 4.42 (F = 0.00001) sevoflurane + MO2 + mid  MO? + mid
Figure 71 Averley 2004: Completion of procedure [High quality evidence]
sevoflurane + NO2 + midaz HO2 + midaz Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
Awverley 2004 (1D 486) 79 4.2 249 74 35 204 1000% O0580[0.21,1.21]
Total (95% CI) 249 204 100.0% 0.50[-0.21,1.21]
Heterogeneity: Mot applicable t t T t |
-100 -0 0 a0 100
Testfor overall effect Z=1.38(P=017) sevaflurane + MO + midaz  air + midaz
Figure 72_Averley 2004: Recovery time [moderate quality evidence]
sevoflurane + NO2 + midaz HO2 + midaz Mean Difference Mean Difference
Study or Subgroup Mean Sh Total Mean SD Total Weight [V, Fixed, 95% Cl IV, Fized, 95% CI
Averley 2004 (D 486) 0.4 1.4 2449 04 1.2 204 100.0% O0.00[-0.24,0.24]
Total (95% Cly 249 204 100.0% 0.00[-0.24,0.24]
Heterogeneity: Mot applicahle '-100 -E:U ﬁ 5'0 100-

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

Favours experimental  Favours control

Figure 73 Averley 2004: Pain assessed by children using VAS [moderate quality

evidence]
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sevoflurane + NO2 + midaz HO2 + midaz Mean Difference Mean Difference
Study or Subgroup Mean Sh Total Mean SD Total Weight [V, Fixed, 95% Cl IV, Fized, 95% CI
Averley 2004 (1D 486) ne 1.3 249 08 1.3 204 1000% 0.00[F0.24,0.24]
Total (95% CI) 249 204 100.0% 0.00 [-0.24, 0.24]

Heterogeneity: Mot applicahle

100

+
-&0

t
a0

PPIE _ 0 100
Testforoverall effect Z=0.00 (P =1.00) Favours experimental Favours control
Figure 74 Averley 2004: Anxiety assessed by children using VAS [moderate
quality evidence]
sevoflurane + NO2 + midaz HO2 + midaz Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fized, 95% Cl IV, Fixed, 95% CI
Ayerley 2004 (D 486) 4.8 0.4 249 48 06 204 100.0% 0.00F0.10,010]
Total {(95% Cly 249 204 100.0% 0.00[-0.10,0.10]
Heterogeneity: Not applicable t 1 T } |
me _ -100 -&0 0 80 100
Testfor overall effect 2= 0.00 (F =1.00) Favours experimental Favours control
Figure 75_Averley 2004: Parents’ satisfaction [moderate quality evidence]
sevoflurane + NO2 + midaz ~ NO2 + midaz Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
Averley 2004 (D 486) [} 249 0 204 100.0% 10.66[0.60,188.11] 1
Total {95% CI) 249 204 100.0% 10.66 [0.60, 188.11] — e ——
Total events [} 0
Heterogeneity: Mot applicable I t } |
e _ 001 04 10 100
Testfor overall effect: 2= 1.62 (F=0.11) Favours experimental  Favours control
Figure 76 Averley 2004: Vomiting [very low quality evidence]
Sevoflurane + nitrous oxide vs. nitrous oxide
sevoflurane + NO2 NO2 Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
Lahoud 2002 1D 739 215 241 89 170 100.0% 1.70[1.47,1.98]
Total (95% CI) 241 170 100.0%  1.70[1.47, 1.98] [}
Total events 215 a9
Heterogeneity: Mot applicable ) } } {
0.01 1N 10 100
Testfor overall effect: £= 6.97 (P = 0.00001) Favaurs sevoilurane + MO2  Favaurs MO2
Figure 77 Lahoud 2002: Completion of procedure [moderate quality evidence]
sevoflurane + NO2 NO2 Hisk Ratio Risk Ratio
Study or Subgroup Fvents Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CIl
Lahoud 2002 1D 7349 i} 215 2 89 100.0% 008[0.00,172] 4
Total (95% Cl) 215 89 100.0%  0.08[0.00, 1.72] = ——
Total events 1} 2
Heterogeneity: Mot applicable 'IZI.D1 DH 1-0 1IZID'

Test for overall effect: Z=1.61 (P=0.113

Figure 78 Lahoud 2002: Anxiety (no. of patients) assessed using the Venham

scale [very low quality evidence]

Favours sevoflurane + NO2  Favaurs MO2
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sevoflurane + NO2 NO2 Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% C1

Lahoud 2002 1D 734 188 215 T4 89 100.0% 1.05[0.95,1.17]

Total (95% CIy 215 89 1000%  1.05[0.95, 1.17]

Total events 188 74

Heterogeneity: Mot applicable I f T t |
Test for averall effect: Z= 093 (P =0.35) 0.0 o1 1 1o 10

Favours experimental  Fawours control

Figure 79 Lahoud 2002: Patients’ satisfaction (no. of patients) [low quality
evidence]
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5.5 PROPOFOL

COMBINATION COMPARISONS

Intravenous propofol + propofol maintenance + local anaesthesia vs.
intravenous midazolam + intravenous ketamine + intravenous fentanyl

I PRO + [V PRO maintenance + LA {Lido) I M + IV Keta + I Fenta Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
2.2.1 painful procedures
vardi 2002 (mixed) 22 20 L] 24 18 47 1000% -2.00[8.28, 528
Subtotal (95% CI) 58 47 100.0% -2.00[-9.28, 5.28]

Heterogeneity: Mot applicable
Testfor overall effect: £= 054 (P = 0.59)

Total (95% Cly 58 47 100.0% -2.00[9.28,5.28]
Heterngeneity. Mot applicable 7250 7150 5 + 250
Testfor overall effect 7= 054 (P = 0.5) W PRO + [V PRO maintenance + LA (Lida) 1 M + I Keta + [V Fenta
Test for subgroup differences: Not applicable
. . . . .
Figure 80 Vardi 2002: Duration of procedure [low quality evidence]
I PRO + ¥ PRO maintenance + LA (Lido) IV M + [/ Keta + [V Fenta Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
2.3.1 painful procedures
Wardi 2002 (mixed) 23 11 58 a0 7 47 1000% -27.00F35.22,-18.78) t
Subtotal (95% CIy 58 47 100.0% -27.00 [-35.22, -18.78]
Heterogeneity. Mot applicable
Test for overall effect Z= .44 (P = 0.00001)
Total (95% Cly 58 47 100.0% -27.00[-35.22,-18.78] e
Heterogeneity: Mot applicable ! " ! 5‘0

Testfor overall effect 7= 6.44 (P = 0.00001)
Test for subgroup differences: Mot applicable

Figure 81 Vardi 2002: Recovery time [low quality evidence]

t
-60 -25 25
¥ PRO + ¥ PRO maintenance + LA {Lido) IV M + v Keta + [V Fenta

I PRO + [V PRO maintenance + LA {Lido) N M + v Keta + IV Fenta Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Wweight IV, Fixed, 95% CI I, Fixed, 95% CI
3.4.1 painful procedures
vardi 2002 (mixed) 6.625 0.2628 58 6,367 0878 47 1000% 0.26[0.08 0.59]
Subtotal (95% CI) 58 47 100.0% 0.26 [-0.08, 0.59]

Heterogeneity: Mot applicable
Testfor overall effect Z=1.591 (P=0.13)

Total (95% CIy 58 47 100.0% 0.26 [0.08,0.59]
, ,

Heterogeneity. Mot applicable + t + |

,

B 5 0 5 10
Testfor averall effect 7= 151 (P=0.13) I 1+ IV Keta + I Fenta 1 PRO « v PRO maintenance + L&
Test for subgroup differences: Mot applicable

Figure 82 Vardi 2002: Satisfaction at induction period assessed by four
observers using the Ramsay scale [very low quality evidence]

I/ PRO + IV PRO maintenance + LA {Lido) N M + I/ Keta + [V Fenta Mean Difference Mean Difference
Studhy or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
3.5.1 painful procedures
Vardi 2002 (mixed) 5758 0.4934 58 55 06448 47 1000% 0.25[0.03, 0.47]
Subtotal (95% CI) 58 47 100.0% 0.25[0.03,0.47]

Heterogeneity: Mat applicable
Testfor overall effect: Z= 218 (P =0.03)

Total (95% CIy 58 47 100.0% 0.25[0.03,0.47]

Heterngeneity Not applicable 7110 15 b 51
Testfor overall effect Z= 219 (P=003)

Testfor subgroup differences: Mot applicable

- 10
I+ I Keta + [ Fenta W PRO + IV PRO maintenance + LA

Figure 83 Vardi 2002: Satisfaction scores at sedation period assessed by four

observers using the Ramsay scale [very low quality evidence]
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IV PRO + IV PRO maintenance + LA (Lido) IV M + I/ Keta + I/ Fenta Risk Ratio Risk Ratio
Study or Subgroup Evenhts Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

2.6.1 painful procedures
Yardi 2002 {mixec) 10 58 3 47 100.0% 2.70[0.79, 9.26] l

Subtotal (95% CI) 58 47 100.0%  2.70[0.79,9.26] —

Total events 10 3

Heterageneity: Mot applicable
Test for overall effect: 2=1.58 (P = 0.11}

Total (95% CI) 58 47 100.0%  2.70[0.79,0.26] e —
Total events 10 2

Heterogeneity: Mot applicable t + + t
Testfor overall effect Z=1.58 (P = 0.11)

b1 0.2 05 F] 5 10
IV PRO + IV PRO maintenance + LA (Lido) W M+ IV Keta + IV Fenta

Figure 84 Vardi 2002: Assisted ventilation (bag mask) [very low quality

.
evidence]
IV PRO + IV PRO maintenance + LA (Lido) IV M + I/ Keta + I/ Fenta Risk Ratio Risk Ratio

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

2.7.1 painful procedures

vardi 2002 (mixec) 0 56 1 47 100.0% 027 [0.01,651] #

Subtotal {(95% Cl) 58 47 100.0%  0.27 [0.01, 6.51] P —

Total ewents 0 1

Heterogeneity: Mot applicable

Testfor overall effect: Z=0.80 (F = 0.42)

Total (95% CI) 58 47 100.0%  0.27[0.01,6.51] e S —

Total events 0 1

' ' ; ' ; ;
Heterogeneity: Mot applicable i 07 ) & T

5
Testioroverall effect 2=0.80 (F = 0.42) I¥ PRO + I PRO maintenance + LA (Lidoy 14 b + I Kata + IV Fenta

Figure 85 Vardi 2002: Endotracheal intubation [very low quality evidence]
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5.6 OPIOIDS

COMBINATION COMPARISONS

Intravenous fentanyl + intravenous propofol versus intravenous propofol +

placebo
W Fenta+ W PRO + 0, + TA Placebo + W PRO + 0+ TA Mean Difference Mean Difference
Study or Subgroup Rean SD Total Mean SD Total Weight I, Fized, 95% CI I, Fixed, 95% CI
1.4.1 painful procedures
Cechvala 2008 (urnbarpuny 26.36 16.4 2z 38.86 171 22 100.0% -12.50[-22.40,-2.60] t
Subtotal (95% CI) 22 22 100.0% -12.50[-22.40, -2.60]

Heterogeneity: Mot applicable
Testfor overall effect: Z= 247 (P=0.01)

IR 510
I Fenta + IV PRO ¥ PRO + Placebn

Figure 86 Cechvala 2008; Hollman 2008: Recovery time [moderate quality

evidence]
IV Fenta + W PRO + 02 +TA  Placebo + IV PRO + 02 +TA Risk Ratio Risk Ratio
Study or Subygroup Events Total Events Total Weight M-H, Fixed, 95% C| M-H, Fixed, 85% CI
1.3.1 painful procedures
Cechvala 2002 (umbarpun) 16 2 5 21 1000%  3.20[1.44,7.43] i
Subtotal (95% CI) 21 21 1000%  3.20[1.44, 7.13]
Total events 16 5
Heterogeneity: Mot applicable
Test for overall effect: Z=2.84 (P = 0.004)
Total (95% CI) 21 21 100.0%  3.20[1.44,7.13] -
Total events 16 ]
Heterngeneity: Mot applicanle 1 1 1 1 1 1
Test for overall effect: Z=2.84 (P = 0.004) 1 02 05 : 5 1o

I PRO + Placeho I Fenta + IV PRO

Figure 87 Cechvala 2008; Hollman 2008: Parents’ preference [moderate
quality evidence]

IV Fenta + W PRO + 02 +TA  Placebo + IV PRO + 02 +TA Risk Ratio Risk Ratio
Study or Subygroup Events Total Events Total Weight M-H, Fixed, 95% C| M-H, Fixed, 85% CI
1.5.1 painful procedures
Cechvala 2008 (umbarpun) 1 22 1 22 100.0% 1.00[0.07,15.00] *
Subtotal (95% CI) 22 22 100.0% 1.00 [D.07, 15.00]
Tatal events 1 1

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

Total (95% CI) 22 22 100.0% 1.00 [D.07, 15.00]
Tatal events 1 1
Heterogeneity: Mot applicable t 4 y |

\ \
} t 1 t }

01 0.2 05 1 2 4 10

Test for overall effect: Z=0.00 (P =1.00) Iv PRO + Placeho 4 Fenta + v PRO

Figure 88 Cechvala 2008; Hollman 2008: Assisted ventilation (assisted
ventilation by flow inflating anaesthesia bag) [low quality evidence]
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WFenta+ MPRO+0_+TA  Placebo + W PRO + 0+ TA Risk Ratio Risk Ratio

Study or Subygroup Events Total Events Total Weight M-H, Fixed, 95% C| M-H, Fixed, 85% CI
1.7.1 painful procedures

Cechvala 2008 (umbarpun) 0 22 1 22 100.0%  0.33[0.01,7.76

Subtotal (95% CI) 22 22 100.0%  0.33[0.01,7.76]

Tatal events a 1

Heterogeneity: Mot applicable
Test for overall effect: Z=0.68 (P = 0.43)

Total (95% CI) 22 22 100.0%  0.33[0.01, 7.76]
Tatal events ] 1

Heterogeneity: Mot applicable

Test for overall effect: Z=0.68 (P = 0.43)

, ,
102 05 1 2 5 10
W PRO + Placebo IV Fenta + IV PROC

— o

Figure 89 Cechvala 2008; Hollman 2008: Oxygen desaturation [low quality
evidence]

IV Fenta + W PRO + 02 +TA  Placebo + IV PRO + 02 +TA Risk Ratio Risk Ratio
Study or Subygroup Events Total Events Total Weight M-H, Fixed, 95% C| M-H, Fixed, 85% CI
1.8.1 painful procedures
Cechvala 2008 (umbarpun) 0 22 1 22 100.0%  0.33[0.01,7.76
Subtotal (95% CI) 22 22 100.0%  0.33[0.01, 7.76]
Tatal events a 1

Heterogeneity: Mot applicable
Test for overall effect: Z=0.68 (P = 0.43)

Total (95% CI) 22 22 100.0%  0.33[0.01, 7.76]
Tatal events ] 1
Heterogeneity: Mot applicable t b

\ \ \ \
} t t 1 t }

01 0.2 05 1 2 4 10

Test for overall effect: 2= 068 (P = 0.4%) IV Fenta + IV PRO [V PRO + Placebo

Figure 90 Cechvala 2008; Hollman 2008: Vomiting [low quality evidence]
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Intravenous fentanyl + intravenous propofol + topical anaesthesia versus
intravenous propofol + topical anaesthesia

I Fenta + I PRO + TA {Lido/cream)

N PRO + TA (Lido/cream)

Mean Difference

Mean Difference

Study or Subgroup Meanh SD Total Meanh 5D Total Weight IV, Fixed, 95% CI IV, Fied, 95% CI
2.2.1 painful procedures

Disma 2005 (endoscopy) 6.9 24 a2 7h 24 80 100.0% -0.60[-1.37 0.17]

Subtotal (95% Cly 82 80 100.0% -0.60[-1.37,0.17]

Heterogeneity: Mot applicahle

Testfor overall effect Z=153 (F=013)

Total (95% Cly 82

Heterogeneity: Mot applicable
Testfor overall effect Z=1.53 (F=0.13)
Testfor subgroup differences: Mot applicable

80 100.0% -0.60[-1.37,0.17]

It

0 5 0 H 10
Fenta + IV PRO + TA (Lido/crearn) IV PRO + TA (Lido/cream)

Figure 91 Disma 2005: Duration of procedure [low quality evidence]

I Fenta + IV PRO + TA (Lido/cream) I PRO + TA (Lidoicream) Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight N, Fixed, 95% CI IV, Fized, 95% CI
2.3.1 painful procedures
Disma 2005 {endoscapy) 5349 [ az 515 97 80 100.0% 2400009 4.89] t
Subtotal (95% CI) a2

80 100.0% 2.40 [-0.09, 4.89]

Heterogeneity: Mot applicable
Test for overall effect: 7=1.89 (P = 0.06)

Stuidy or Subgroup

I/ Fenta + IV PRO + TA {Lido/cream)
Ewents Total

IV PRO + Th {Lidoicream})
Events

-0 -1 10 ]
IV Fenta + ¥ PRO + TA {Lidofcream) W PRO + TA {Lido/cream)

Figure 92 Disma 2005: Recovery time (Aldrete score > 8) [low quality evidence]

Risk Ratio

Total Weight M-H, Fixed, 95% CI

Risk Ratio
M_H, Fixed, 95% Cl

2.5.1 painful procedures

Disma 2005 iendoscopy) a

Subtotal (95% Cly

Total events a

Heterogeneity, Mot applicable
Testfor averall effect =165 (F=010)

Total {95% CI}
Total events a
Heterogeneity, Mot applicable

az
82

82

5 a0 100.0%
80 100.0%
&
80 100.0%
&

n.0ao.0n,1.58 |

0.09 [0.00, 1.58]

0.09[0.00, 1.58] | IE—

01 0z 04 2 g 10
Testfor overall effect 7= 1.65 (7 = 0.10) I Fenta + I PRO + TA (Lidojcream) ¥ PRO + TA (Lidofeream)
. . . . . . .
Figure 93 Disma 2005: Assisted ventilation (bag mask) [low quality evidence]
I Fenta + Y PRO + TA (Lido/cream) W PRO + TA (Lidoicream) Risk Ratio Risk Ratio

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

2.4.1 painful procedures

Disma 2005 {endoscopy) 2 az 3 a0 100.0% 0.65[0.11,3.79]

Subtotal (95% Cly 82 80 100.0%  D.65[0.11,3.79]

Total events 2 3

Heterogeneity, Mot applicable

Testfor averall effect: 7= 048 (P = 0.63)

Total {95% CI} 82 80 100.0%  D.65[0.11,3.79]

Total events 2 3

Heterogeneity: Mot applicakle + t t T t t 1=n
Testfor averall effect: 7= 048 (P = 0.63)

01 0z s 1 H 5
W Fenta + I PRO + TA (Lidofeream) W PRO + TA iLidoicreamn)

Figure 94 Disma 2005: Oxygen desaturation <90% [low quality evidence]
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Intravenous fentanyl + intravenous propofol + topical anaesthesia versus
intfravenous midazolam + intravenous propofol + topical anaesthesia

IV Fenta + IV PRO + TA (Lido/cream)

I Mz + IV PRO + TA {Lido/cream)

Mean Difference

IV, Fixed, 95% CI I, Fisted, 95% C

Study or Subgroup Mean SD Total
3.2.1 painful procedures

Disrma 2005 (endoscopy) 6.8 25 a2
Subtotal (95% Cl) 82

Heterogeneity: Mot applicable
Testfor overall effect Z=1.01 (P=0.31)

Total (95% Cl) 82
Heterogeneity: Mot applicable

Testfor overall effect Z=1.01 (P=031)

Test for subgroup differences: Mot applicable

040[117,0.37]
0.40[-1.17,0.37]

0.40[-1.17,0.37]

M’ + t +

- 5 10
I Fenta + IV PRO + TA (Lidoicream) IV Mz + IV PRO + TA (Lido/cream)

Figure 95 Disma 2005: Duration of procedure [moderate quality evidence]

IV Fenta + ¥ PRO + TA (Lido/cream)

I Mz + W PRO + TA (Lido/cream)
Total Weight IV, Fixed, 95% CI

Study or Subgroup Mean SD Total
3.3.1 painful procedures

Disma 2005 (endoscopy) 53.9 B 82
Subtotal (95% CI) 82

Heterogeneity: Mot applicable
Testfor gverall effect Z=0.08 (P=093)

Mean Difference
I, Fized, 95% CI

78 100.0% -D.10[-2.46, 2.26]

-in -0 ] 0 0
I Fenta + IV PRO + TA (Lidoicream) IV Mz + IV PRO + TA (Lido/cream)

Figure 96 Disma 2005: Recovery time (Aldrete score = 8) [moderate quality

Weight M-H, Fixed, 95% C1

.
evidence]
IV Fenta + W PRO + TA (Lido/cream) IV Mz + IV PRO + TA iLidoicream)
Study or Subgroup Events Total
3.4.1 painful procedures
Dizsma 2005 (endoscopy) 2 82
Subtotal (95% Cly 82
Total events 2

Heterogeneity: Mot applicable
Test for overall effect: Z=0.05 (P = 0.96)

Total (95% Cly 82
Total events 2

Heterogeneity: Mot applicable

Test for overall effect: Z=0.05 (P = 0.96)

Risk Ratio
M-H, Fixed, 95% CI

0.1 el 3 1 2 [ 10
IV Fenta + [V PRO + TA (Lidojcrearn) [V Mz + v PRO + TA (Lidofcream)

Figure 97 Disma 2005: Oxygen desaturation <90% [very low quality evidence]
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Intravenous fentanyl + intfravenous midazolam vs. intravenous midazolam

+ intravenous ketamine

IV Mid + IV Fentamd IV Mid + IV Ketamine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
6.1.1 painful procedures
Kennedy 1998{orthopaedic) 127 130 129 130 100.0% 0.98[0.85,1.01]
LucasDaSilva 2007 {cathet) 28 28 24 24 Mot estimahle
Subtotal (95% Cl) 158 159 100.0%  0.98 [0.95, 1.01] \
Total events 155 158
Heterogeneity: Mot applicable
Testfor averall effect Z=1.01 (P=0.31)
Total {(35% Cl) 158 159  100.0% 0.98 [0.95, 1.01] f
Total events 145 148

Heterogeneity: Mot applicable
Testfor overall effect Z=1.01 (P =031}

01 02 05 2 5 10
I Mhid + IV Ketaming W Mid + 1 Fentanyl

Figure 98 LucasDaSilva 2007; Kennedy 1998: Completion of procedure [low

quality evidence]

I Mid + Y Fenta IV Mid + IV Ketamine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI
4.16.1 painful procedures
LucasDaSilva 2007 (cathet) a 28 2 29 100.0% 0.21 [0.01,4.13] ti
Subtotal {95% CI) 28 29 100.0%  0.21[0.01, 4.13] —
Total events 1] 2
Heterogeneity: Mot applicable
Testfor overall effect: £=1.03 (P = 0.30)
Total (95% CI) 28 29 100.0%  0.21[0.01,4.13] IEE—
Total events 1] 2

Heterogeneity. Mot applicable
Testfor overall effect: Z=1.03 (P = 0.30)

01 02 05 2 510
W hlid + 1 Fenta IV blid + [V Ketamine

Figure 99 LucasDaSilva 2007: Oxygen desaturation <90% [low quality

evidence]
IV Mid + IV Fentamd IV Mid + IV Ketamine Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D  Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
6.5.1 painful procedures
Kennedy 1998(orthopaedic) 134 91 130 131 1348 130 100.0% 0.30[2.50, 3100
Subtotal (95% Cl) 130 130 100.0% 0.30[-2.50, 3.10]
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.21 (F=0.83)
Total (95% Cly 130 130 100.0% 0.30[-2.50, 3.10]
Heterogeneity: Mot applicable |_1 oo -5'0 ﬁ 5'0 1DD'

Testfor overall effect: Z=0.21 (F=0.83)
Testfor suboroun differences: Mot applicable

I Mid + IV Fentanyl IV Mid + [V Ketamine

Figure 100 Kennedy 1998: Induction time [low quality evidence]

Sedation in children and young people: full guideline appendix E DRAFT

(May 2010) Page 35 of 40



IV Mid + IV Fentamd IV Mid + IV Ketamine Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D  Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
6.6.1 painful procedures
Kennedy 1998{orthopaedic) 27 216 130 1.08 112 130 100.0% 1.62[1.20,2.04] !
Subtotal (95% Cly 130 130 100.0% 1.62[1.20, 2.04]
Heterogeneity: Mot applicable
Testfar overall effect: Z=7.59 (P = 0.00001)
Total {95% CI) 130 130 100.0% 1.62[1.20, 2.04] +
Heterogeneity: Mot applicable -1'0 _|5 b é 1'0

Testfar overall effect: Z=7.59 (P = 0.00001)
Testfor suboroun differences: Mot applicable

I Mid + IV Fentanyl IV Mid + [V Ketamine

Figure 101 Kennedy 1998: Distress assessed by observer using the OBSDR scale

[low quality evidence]

IV Mid + IV Fentamd IV Mid + IV Ketamine Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D  Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
6.7.1 painful procedures
Kennedy 1998{orthopaedic) 549 326 130 448 326 130 100.0% 1.01[0.22,1.80]
Subtotal (95% Cly 130 130 100.0% 1.01[0.22, 1.80]
Heterogeneity: Mot applicable
Testfor overall effect: Z= 250 (F = 0.01)
Total {95% CI) 130 130 100.0% 1.01[0.22, 1.80] &
Heterogeneity: Mot applicable -1'0 _|5 ﬁ é 1'0

Testfor overall effect: Z= 250 (F = 0.01)
Testfor subgroup differences: Mot applicable

Figure 102 Kennedy 1998: Anxiety assessed by parent using

quality evidence]

I Mid + IV Fentanyl IV Mid + [V Ketamine

the VAS scale [low

IV Mid + IV Fentamd IV Mid + IV Ketamine Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D  Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
6.8.1 painful procedures
Kennedy 1998{orthopaedic) 555 333 130 421 33 130 100.0% 1.34[0.53, 2.15] ’
Subtotal (95% Cly 130 130 100.0% 1.34 [0.53, 2.15]
Heterogeneity: Mot applicable
Testfor averall effect: 2= 3.26 (P = 0.001)
Total {95% CI) 130 130 100.0% 1.34 [0.53, 2.15] L 2
Heterogeneity: Mot applicable -1'0 _|5 b é 1'0

Testfor averall effect: 2= 3.26 (P = 0.001)
Testfor suboroun differences: Mot applicable

Figure 103 Kennedy 1998: Pain during procedure

VAS scale [low quality evidence]

I Mid + IV Fentanyl IV Mid + [V Ketamine

assessed by parent using the

IV Mid + IV Fentamd I Mid + IV Ketamine Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD  Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
6.9.1 painful procedures
Kennedy 1988(orthopaedics 1137 368 130 1276  56.2 130 100.0% -13.90 [25.46,-2.34] !
Subtotal {95% Cly 130 130 100.0% -13.90 [-25.46, -2.34]
Heterogeneity: Mot applicable
Test for averall effect Z= 236 (P =0.02)
Total (95% Cly 130 130 100.0% -13.90 [-25.46, -2.34] L 2

Heterogeneity: Mot applicable
Test for averall effect Z= 236 (P =0.02)
Testfor subaroun differences: Not applicahle

Figure 104 Kennedy 1998: Total time [low quality evidence]

-0 -50 0 50 100
I¥ Wid + I Fentanyl [ Mid + [V Ketamine
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I Mid + I/ Fentamd IV Mid + IV Ketamine Risk Ratio Risk Ratio

Stuiy or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI

6.15.1 painful procedures

Kennedy 1 398(orthopaedic) Y 130 8 130 1000%  3.88[1.85,8.11] i
Subtotal (95% CI) 130 130 100.0% 3.88[1.85, 8.11]

Total events K| g

Heterageneity: Mot applicable

Test for overall effect Z= 3,60 (P = 0.0003)

Total (95% CI) 130 130 100.0% 3.88[1.85, 8.11] ""'
Total events K g

Heterogeneity: Naot applicable t t t t t }
Test for averall effect. £= 360 (F = 0.0003) D1 032 o5 2 5 10

I Mid + v Fenta Iy Mid + [V Ketamine

Figure 105 Kennedy 1998: Oxygen desaturation <90% [low quality evidence]

IV Mid + IV Fentamd IV Mid + IV Ketamine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
6.11.1 painful procedures

Kennedy 1398(orthopaedic) 0 130 2 130 100.0% 0.20[0.01,4.13] .
Subtotal (95% Cly 130 130 100.0% 0.20 [0.01, 4.13]
Total events 1] 2

Heterogeneity: Mot applicable
Test for averall effect £=1.04 (F=0.30)

Total {95% CI) 130 130 100.0%  0.20 [0.01, 4.13] ——

Total events a 2

Heterageneity: Mot applicable t t t 1 | 1
Test for overall effect Z=1.04 (F = 0.30) 01 03 0.4 2 4 10

I Wi + IV Fenta IV Wid + IV Ketamine
Figure 106 Kennedy 1998: Assisted ventilation (bag mask) [low quality

evidence]
IV Mid + IV Fentamd IV Mid + [V Ketamine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
6.13.1 painful procedures
Kennedy 1398(orthopaedic) 0 130 1 130 100.0% 0.33[0.01,811] #
Subtotal (95% Cly 130 130 100.0% 0.33 [0.01, 8.11]
Total events 1] 1

Heterageneity, Mot applicable
Test for overall effect, Z= 0,67 (P =050}

Total (95% CI) 130 130 100.0%  0.33[0.01,8.11]
Total events 1] 1
Heterogeneity: Mot applicable t

——t — }
o1 02 05 1 2 5 10
Test for overall effect: Z=0.67 (P = 0.50) It Mid + ¥ Fenta 1% Mid + IV Ketamine

Figure 107 Kennedy 1998: Vomiting during procedure [low quality evidence]

IV Mid + IV FentamAd IV Mid + [V Ketamine Risk Ratio Risk Ratio
Stuiy or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI
6.14.1 painful procedures
Kennedy 1 398(orthopaedic) 3 130 11 130 1000% 027 [0.08, 0.95] i
Subtotal (95% CI) 130 130 100.0% 0.27 [0.08, 0.96]
Total events 3 11
Heterageneity: Mot applicable
Test for overall effect Z=2.03 (P =0.04)
Total (95% CI) 130 130 100.0% 0.27 [0.08, 0.96] -*-—
Total events 3 11
Heterogeneity: Naot applicable ——Ht t t —t
Test for averall effect £=2.03 (F=0.04) 01 0.2 05 2 5 10

I hdidd + IV Fenta  [% Mid + [V lKetamine

Figure 108 Kennedy 1998: Vomiting during recovery [low quality evidence]
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SHORTITUEGRGUIENNE - (DrarT For ConsuLTATION)

Intravenous fentanyl + intravenous propofol + topical anaesthesia versus
intravenous propofol + intravenous ketamine + topical anaesthesia

IV PRO + IV Fenta + TA (Lidocaine) IV PRO + IV Ketamine + TA (Lidocaine)

Study or Subgroup Mean Total Mean

5.2.1 painful procedures

Tosun 2007 (endoscopy) 10.7 2 44 108 31
Subtatal (95% Cly 44

Heterogeneity. Mot applicable
Test for overall effect Z=037 (F=071)

Total Weight IV, Fixed, 95% CI

45 100.0%
46 100.0% -0.20[-1.27,0.87]

Mean Difference
WV, Fized, 95% CI

Mean Difference

-0.20 .27, 0.87)

-2

i)
PRO + IV Fenta + TA (Lidocaing) IV PRO + W Ketamine + TA (Lidocaing)

Figure 109 Tosun 2007: Duration of procedure [moderate quality evidence]

I PRO + [V Fenta + TA (Lidocaine)
Events Total

N PRO + IV Ketamine + TA {Lidocaine)
Study or Subgroup Events
5.6.1 painful procedures

Tosun 2007 (endoscopy)

Subtotal (95% Cly

Total events

Heterogeneity: Mot applicable

Testfor overall effect: 2= 2.98 (P = 0.003)

22 44 g
a4

22 )

16

Total (95% CI) a4 a6

Total events
Heterogeneity: Mot applicable
Testfor overall effect: Z= 2.8 (P =0.003)

Total Weight M-H, Fixed, 95% CI

46 100.0%

Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

———

288 [1.43,5.76]

1000% 288 [1.43,5.76]

1000% 288 [1.43,5.76]

01 1.2 05 1 H 5 10
I PRO + I Ketamine + TA (Lidocaine) IV PRO + IV Fenta + TA (Lidocaine)

Figure 110 Tosun 2007: Pain (no. of patients) during induction [low quality evidence]

I PRO + [V Fenta + TA (Lidocaine)
Study or Subgroup Events Total Events
5.7.1 painful procedures
Tosun 2007 (endoscopy)
Subtotal (95% Cly
Total events
Heterogeneity: Mot applicable
Testfor overall effect: 2= 2.77 (P = 0.008)

N PRO + IV Ketamine + TA {Lidocaine)

44

44 a6

Total (95% CI) a4 a6

Total events
Heterogeneity: Mot applicable
Testfor overall effect: Z= 2.77 (P = 0.008)

Total Weight M-H, Fixed, 95% CI

46 100.0%

Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

8 S

1.34[1.09, 1.65]

1000% 134 [1.09, 1.65]

-

1000%  1.34[1.09,1.65]

01 1.2 05 1 H 5 10
I PRO + I Ketamine + TA (Lidocaine) IV PRO + IV Fenta + TA (Lidocaine)

Figure 111 Tosun 2007: Pain (no. of patients) during procedure [low quality evidence]

N PRO + IV Fenta + TA (Lidocaine) I PRO + I Ketaming + TA (Litocaine)

Study or Subgroup Mean SD Total Mean SD Total
5.3.1 painful procedures

Tosun 2007 (endoscomy) 16.2 281 44 1155 298 46
Subtatal (95% Cly 44 46

Heterogeneity: Not applicable
Test for owerall effect: Z= 013 (P = 0.90)

Figure 112 Tosun 2007: Recovery time [low

I PRO + [V Fenta + TA (Lidocaine)
Study or Subgroup Events Total Events
5.4.1 painful procedures
Tosun 2007 (endoscopy) 4 44 3
Subtotal (95% Cly a4
Total events 4 3
Heterogeneity: Mot applicable
Testfor overall effect: 2= 0.45 (P = 0.65)

N PRO + IV Ketamine + TA (Lidocaine)
Total

Total (95% CI) a4

Total events 4 3
Heterogeneity: Mot applicable

Testfor overall effect: Z= 0.45 (P = 0.65)

Mean Difference
IV, Fized, 95% C1

Mean Difference

Weight IV, Fixed, 95% CI

100.0% 0.80 F11.16,12.76]
100.0% 0.80[-11.16, 12.76]

-20 -10 a 10 10
IV PRO + W Fenta + TA (Lidocaing) IV PRO + IV Ketamine + TA (Lidocaing)

quality evidence]

Risk Ratio
Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

1000%  1.39(0.33,5.88]
1000%  1.39[0.33,5.88]
1000%  1.39[0.33,5.88]

01 0z 05 1 5 10
Iv¥PRO + [¥ Fenta + TA (Lidocaine) IV PRO + IV Ketamine + TA (Lidocaine)

Figure 113 Tosun 2007: Oxygen desaturation <90% [low quality evidence]
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2 SHORTITUEGRGUIENNE - (DrarT For ConsuLTATION)

I PRO + IV Fenta + TA (Lidocaine) IV PRO + [V Ketamine + TA {Lidocaine) Risk Ratio Risk Ratio

Study or Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.5.1 painful procedures

Tosun 2007 (endoscopy) 0 44 T 46 100.0% 0.07 [0.00,1.18]

Subtotal (95% Cl) a4 46 100.0%  0.07[0.00, 1.15] [ IEEE—

Total events i} 7

Heterogeneity. Mot applicable
Test for overall effect Z=1.84 (P=0.07)

Total (95% Cly 14 46 100.0%  0.07[0.00,1.15] [ I—

Total events 0 T

Heterogeneity. Mot applicable EI}W 2 % 1E
Test for overall effect Z=1.84 (P = 0.07) I PRO + IV Fenta + TA (Lidocaine) vV PRO + IV Ketamine + TA (Lidocaine)

Figure 114 Tosun 2007: Vomiting [low quality evidence]
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