Supplemental Table 1. 2h morphine consumption (mg), with clonidine.
A weighted mean difference less than 0 indicates less morphine consumption with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Clonidine Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95%C IV, Fixed, 95% Cl
Rohrbach 1999 174 68 20 173 46 20 104% 0.10(-3.50,3.70] "
Striebel 1993 63 27 30 721 30 89.6% -0.70(-1.92,0.52) l
Total (95% Cl) 50 50 100.0% <0.62 [-1.78, 0.54] q
Heterogenety: Chi* = 0.17, df = 1 (P = 0.68); I = 0% %4 l? i jl

Test for overall effect: Z = 1,04 (P = 0.30) Favours experimental Favours contro



Supplemental Table 2. 12h morphine consumption (mg), with clonidine.
A weighted mean difference less than 0 indicates less morphine consumption with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Clonidine Control Mean Difference Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95%Cl IV, Random, 95% CI
Bernard 1991 38 5 25 108 6 25 27.3%  -7.00(-10.06, -3.94 —+
De Kock 1992 197 111 96 276 181 91 25.7% -7.90(-12.23,-3.57| —+—
Jeffs 2002 3213 30 36 15 30 214%  -4.00(-11.10,3.10 —
Marinangeli 2002 13.07 7.66 60 326 9.1 20 25.6% -19.53(-23.96,-15.10] —%—
Total (95% Cl) 211 166 100.0% -9.79(-16.20,-3.38 <

T 1. Chi? o . R | | : :
Heterogeneity: Tau* = 36.70; Chi° = 25.00, df = 3 (P < 0.0001); I = 88% 0 0 01 %

Test for overall effect: Z = 2.99 (P = 0.003)

Favours experimental Favours control



Supplemental Table 3. 24h morphine consumption (mg), with clonidine.

A weighted mean difference less than 0 indicates less morphine consumption with active compared with control.

Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Clonidine Control Mean Difference Mean Difference

Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Dimou 2003 6.5 49 18 113 7 20 25.3% -4.80(-8.61,-0.99] —+—
Owen 1997 53.4 213 14 499 232 14 14% 3.50(-13.00, 20.00)
Sung 2000 75 65 43 11 65 65 587% -3.50(-6.00,-1.00] ——
Yu 2003 161 56 15 22 82 15 14.6% -5.90(-10.93,-0.87] ’
Total (95% CI) 90 114 100.0% =-4.08 [-6.00, ~2.17] <

s Chi? o - - T | : | :
Heterogeneity: Chi° = 1.66, df = 3 (P = 0.65); I' = 0% T 5 0 i

Test for overall effect: Z = 4.17 (P < 0.0001)

Favours experimental Favours control



Supplemental Table 4. 2h morphine consumption (mg), with dexmedetomidine.
A weighted mean difference less than 0 indicates less morphine consumption with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Dexmedetomidine Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Bakhamees 2007 S L4 40 102 13 40 41.6% -5.20(-5.79, -4.61 I
Gurbet 2006 1207 25 195 1 25 421% -7.501(-7.98,-7.02 0
Scheinin 1992 58 58 12 156 97 12 8.5% -9.80(-16.19,-3.41) ¢
Unlugenc 2005 14 123 30 153 144 30 7.7% -130(-8.08,5.48
Total (95% CI) 107 107 100.0% -6.26 [-8.34, -4.18 <&
Heterogeneity: Tau’ = 2.62; Chi’ = 38.38, df = 3 (P < 0.00001); I' = 92% _io _:5 " §' 1%0

Test for overall effect: Z = 5.90 (P < 0.00001) Favours experimental Favours control



Supplemental Table 5. 12h morphine consumption (mg), with dexmedetomidine.
A weighted mean difference less than 0 indicates less morphine consumption with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Dexmedetomidine Control Mean Difference Mean Difference
Study orSubgroup  Mean 5D Total Mean SO Total Weight IV, Fixed, 95%Cl IV, Fixed, 95% C|

Atindis 2008 140 307 20 1327 593 20 98.6%  -5.85(-8.80,-2.90) ‘l'
Unlugenc 2005 06 568 30 348386 30 146 -1420(-38.77,1037) ¢

Total (95%Cl) 50 50 1000%  «5.97(-8.89, 3,04 ¢
Heterogenety. Chi* = 0.4, df = 1 (P-= 0.51), = 0% '> 0 _1'0
Test for overall effect: = 4.00 (P < 0.0001)

|
|

|
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Favours experimental Favours control




Supplemental Table 6. 24h morphine consumption (mg), with dexmedetomidine.
A weighted mean difference less than 0 indicates less morphine consumption with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Heterogeneity: Tau’ = 69.44; Chi* = 55.47, df = 5 (P < 0.00001); I' = 91%
Test for overall effect: Z = 3.71 (P = 0.0002)

Dexmedetomidine Control Mean Difference Mean Difference
_Study or Subgroup  Mean  SD Total Mean  SD Total Weight 1V, Random, 95% Cl IV, Random, 95% Cl
Altindis 2008 1037 449 20 175 772 20 20.8% -7.13[-11.04,-3.22 -
Bakhamees 2007 354 64 40 478 § 40 21.2% -12.40[-15.57,-9.23] -
Gunes 2008 16.03 855 32 46.37 12.05 32 20.0% -30.34 [-35.46,-25.22] ——
Lin 2009 233 10 S0 328 124 48 204% -9.50(-13.97,-5.03) ——
Tufanoqullari 2008 38 2923 57 49 26 20 12.9% -11.00(-24.69, 2.69) —
Unlugenc 2005 238 695 30 44 52 30 4.8% -20.20(-51.26, 10.86) ¢
Total (95% CI) 229 190 100.0% ~-14.49[-22.14, -6.84] <

20 -10 0 10 20
Favours experimental Favours control



Supplemental Table 7. 1h VAS pain score (cm), with clonidine.
A weighted mean difference less than 0 indicates less pain with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Clonidine Control Mean Difference Mean Difference
_Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Pawlik 2005 21 14 15 28 1.8 IS  9.3% -0.70 [-1.85, 0.45)
Rohrbach 1999 275 1.8 20 3.125 2 20 8.9% -0.38(-1.55,0.80]
Striebel 1993 39 L1 30 42 1.1 30 40.0% -0.30(-0.86, 0.26) —
Sung 2000 36 1.8 43 36 1.2 65 33.1% 0.00[-0.61,0.61) ——
Wright 1990 52 2.3 30 524 30 8.8% 0.20][-0.99, 1.39)
Total (95% Cl) 138 160 100.0% =0.20 [-0.55, 0.15] q
Heterogeneity: Chi* = 1.77, df = 4 (P = 0.78); I = 0% 52 -=l ] 1' 2‘

Test for overall effect: 2 = 1.12 (P = 0.26) Favours experimental Favours control



Supplemental Table 8. 2h VAS pain score (cm), with clonidine.
A weighted mean difference less than 0 indicates less pain with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Clonidine Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95%CI IV, Random, 95% Cl
Dimou 2003 56 21 18 524 20 23.6% 0.60(-0.83, 2.03 s
Rohrbach 1999 2 LS 20 L7513 20 33.9%  0.25(-0.62, 112 .
Sung 2000 24 11 43 33 1 65 42.5% -0.90(-1.31,-0.49 ——

Total (95%C) 81 105 1000% -0.16 [-115, 0.84 ?
Heterogeneity. Tau’ = 0.57; Chi = 8.43, df = 2 P = 0.01): = 76% — T

_ VST S
Test for overall effect: Z = 0.31 (P = 0.76) Favours experimental Favours control



Supplemental Table 9. 4h VAS pain score (cm), with clonidine.

A weighted mean difference less than 0 indicates less pain with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Clonidine Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% C|
Dimou 2003 48 22 18 46 27 20 244% 0.20(-1.36,1.76 .
Park 1996 33 013 20 46 13 19 A4L8% -1.30(-2.12,-0.48 i
Rohrbach 1999 1125 200 1223 20 33.8% 0.00[-1.12, 112 .
Total (95% Cl) 58 59 100.0% -0.49(-1.51,0.52 *
Heterogeneity: Tau' = 0.47: Chi‘ = 4.85, df = 2 (P = 0.09); I = 59% l? -=l 0 i 5

Test for overall effect: Z = 0.95 (P = 0.34)

Favours experimental Favours control



Supplemental Table 10. 12h VAS pain score (cm), with clonidine.
A weighted mean difference less than 0 indicates less pain with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Clonidine Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% C
Benhamou 1994 33 24 20 3724 2 13.9% -040(-1.89,1.09 g
Bernard 1991 26 165 25 4925 25 223% -230(-347,-113) —F—
Park 1996 36 1 20 S1 12 19 63.7% -150(-2.20,-0.80 i
Total (95% CI) 65 64 100.0% -1.53(-2.08, <097 > 2
Heterogeneity: Chi‘ = 3.88, df = 2 (P = 0.14); I = 48% l? _%1 i 1' 2‘

Test for overall effect: = 5.39 (P < 0.00001) Favours experimental Favours control



Supplemental Table 11. 24h VAS pain score (cm), with clonidine.
A weighted mean difference less than 0 indicates less pain with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Test for overall effect: Z= 2.44 (P = 0.01)

Clonidine Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95%Cl IV, Fixed, 95% CI
Benhamou 1994 25 L7 20 24 2 20 21.8% 0.10(-1.05, 1.25) .
Dimou 2003 321 18 3121 20 16.1% -0.10(-1.44,1.24) &
Owen 1997 119 14 5317 14 16.2% -0.20(-1.54, 1.14) &
Park 1996 28 L1 20 42 14 19 45.9% -1.40(-2.19,-0.61) i
Total (95% CI) 72 73 100.0% =0.67 [-1.21, <0.13] <
Heterogeneity: Chi’ = 6.15, df = 3 (P = 0.10); I' = 51% ' | ' '

2 -1 0 1

Favours experimental Favours control
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Supplemental Table 12. 48h VVAS pain score (cm), with clonidine.

A weighted mean difference less than 0 indicates less pain with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Clonidine Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% C
Dimou 2003 2718 18 31 2 20 20.9% -0.40(-1.61,0.81 g
Owen 1997 3518 14 35 2 14 153% 0.00[-141 141
Park 1996 1L 20 28 L1 19 63.8% 0.30(-0.39,0.99 —i—
Total (95% CI) 52 53 100.0% 0.11(-0.44, 0.66 ?
Heterogeneity: Chi* = 100, df = 2 (P = 0.61); I' = 0% _%2 -=1 6 i

Test for overall effect: Z = 0.38 (P = 0.70)

Favours experimental Favours control



Supplemental Table 13. 1h VAS pain score (cm), with dexmedetomidine.
A weighted mean difference less than 0 indicates less pain with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Dexmedetomidine Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Gurbet 2006 2105 25 2505 25 29.9% -0.40(-0.68, -0.12 #
Lin 2009 45 18 S0 49 19 48 275% -0.40(-1.13,0.33 —r
Ozkose 2006 14 21 20 5625 20 21.6% -4.20(-5.63,-2.77) —*—
Tufanoqullari 2008~ 4.67 275 57 6 3 20 2L.0% -1.33[-2.83,0.17 ——
Total (95% CI) 152 113 100.0% -1.42[-2.65,-0.18 <
Heterogeneity: Tau’ = 1.31; Chi* = 27.32, df = 3 (P < 0.00001); I’ = 89% I4 12 0 5 A

Test for overall effect: Z = 2.25 (P = 0.02) Favours experimental Favours control



Supplemental Table 14. 2h VAS pain score (cm), with dexmedetomidine.
A weighted mean difference less than 0 indicates less pain with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Dexmedetomidine ~ Control Mean Difference Mean Difference
Study orSubgroup  Mean D Total Mean SD Total Weight IV, Random, 95%C IV, Random, 95% CI
Gurbet 2006 L1045 2304 25 7L -0.20(-042,0.02 L |
Lin 2009 3416 S0 4118 48 28.8% -0.70[-1.38,-0.02] i
Total (95%Cl) 75 73 1000% =0.34(-0.79,0.10} <5
Heterogeneity. Tau’ = 0.06; Chi' = 1.90, df = 1 (P = 0.17); = 47% _:2 -=l i i

Test for overall effect; 2= 1,52 (P = 0.13) Favours experimental Favours control



Supplemental Table 15. 24h VAS pain score (cm), with dexmedetomidine.
A weighted mean difference less than 0 indicates less pain with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Dexmedetomidine Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95%Cl IV, Random, 95% Cl
Gurbet 2006 L4 03 25 1904 25 67.5% -0.50(-0.70,-0.30 ! 3
Lin 2009 22 L2 50 31 L6 48 27.4% -0.90(-1.46, -0.34 ——
Tufanoqullari 2008 433 3.04 57 4 3 20 SI% 0.33[-1.20,1.86
Total (95% CI) 132 93 100.0% -0.571(-0.92, <0.21 &
Heterogeneity: Tau' = 0.04; Chi‘ = 2.96, df = 2 (P = 0.23); I = 33% l? _:l i i él

Test for overall effect: 2= 3.11 (P = 0.002) Favours experimental Favours control



Supplemental Table 16. 48h VAS pain score (cm), with dexmedetomidine.
A weighted mean difference less than 0 indicates less pain with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Dexmedetomidine ~ Control Mean Difference Mean Difference
Study or Subgroup ~ Mean ~ SD Total Mean SD Total Weight IV, Random, 95%Cl IV, Random, 95% CI
Gurbet 2006 L2 02 25 1603 25 83.4% -0.40(-0.54,-0.2)
Tufanogullari 2008 267 275 57 4 3 20 16.6% -133[-2.83,0.17) g
Total (95%Cl) 82 45 100.0% -055(-123,0.12] q
Heterogenety: Tau' = 0.14; Chi* = 147, df = 1 (P = 0.23); = 324 I? _:1 i i j'

Test for overall effect = 1,60 (P = 0.11) Favours experimental Favours control



Supplemental Table 17. Postoperative early nausea, with clonidine.
Arisk ratio less than 1 indicates less nausea with active compared with control.
Cl = Confidence Interval. M-H = Mantel-Haenszel

Test for overall effect: Z = 2.40 (P = 0.02)

Clonidine Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Striebel 1993 4 30 4 30 13.8% 1.00(0.28,3.63] 1
Sung 2000 343 10 65 27.5% 0.45(0.13, 1.55) o
Wright 1990 730 17 30 S587% 0.411(0.20,0.85] [
Total (95% CI) 103 125 100.0%  0.50(0.29, 0.88] S
Total events 14 31

s Chi? o - - . 2= 0 : : | |
Heterogeneity: Chi* = 1.41, df = 2 (P = 0.49); I = 0% o5 1 :

Favours experimental Favours control



Supplemental Table 18. Postoperative early vomiting, with clonidine.
Arisk ratio more than 1 indicates more vomiting with active compared with control.

Cl = Confidence Interval. M-H = Mantel-Haenszel

Clonidine Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Striebel 1993 0 30 0 30 Not estimable
Sung 2000 2 43 365 323% 1.01(0.18,5.78] #
Wright 1990 11 30 5 30 67.7% 2.20[0.87,5.57) [
Total (95% CI) 103 125 100.0%  181(0.81,4.08] <+l
Total events 13 8
s Chi? o - - : 2= 0 } : | |
Heterogeneity: Chi‘ = 0.60, df = 1 (P = 0.44); I = 0% o o5 1 :

Test for overall effect: Z = 1.44 (P = 0.15)

Favours experimental Favours control




Supplemental Table 19. Postoperative early nausea, with dexmedetomidine.
Arisk ratio less than 1 indicates less nausea with active compared with control.

Cl = Confidence Interval. M-H = Mantel-Haenszel

Dexmedetomidine  Control Risk Ratio Risk Ratio

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

Lin 2009 20 50 22 48 41.8% 0.87(0.55, 1.38) i

Scheinin 1992 3 12 2 12 3.7% 1.50(0.30,7.43]

Tufanoqullari 2008 20 57 13 20 35.8% 0.54(0.33,0.87] —a—

Yildiz 2006 6 25 10 25 18.6% 0.60(0.26, 1.40) 2

Total (95% Cl) 144 105 100.0%  0.73 (0.53, 0.99] <

Total events 49 47

- 2. - - ; 2: : : : ]
Heterogeneity: Chi® = 3.08, df = 3 (P = 0.38); I' = 3% 07 1 150

Test for overall effect: Z = 2.05 (P = 0.04)

Favours experimental Favours control



Supplemental Table 20. Postoperative early vomiting, with dexmedetomidine.
Arisk ratio less than 1 indicates less vomiting with active compared with control.

Cl = Confidence Interval. M-H = Mantel-Haenszel

Dexmedetomidine  Control Risk Ratio Risk Ratio

_Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Lin 2009 9 50 9 48 40.6% 0.96(0.42,2.21] ——
Tufanoqullari 2008 3 57 320 19.6% 0.35(0.08, 1.60]
Yildiz 2006 3 25 9 25 39.8% 0.33(0.10, 1.09] i
Total (95% CI) 132 93 100.0%  0.59(0.32, 1.08] <
Total events 15 21

T - - . 2= 0 : : = | ] :
Heterogeneity: Chi° = 2.65, df = 2 (P = 0.27); I' = 25% 0107 05 1 3 ¢ 1

Test for overall effect: Z= 1.71 (P = 0.09)

Favours experimental Favours control



Supplemental Table 21. Postoperative late nausea, with dexmedetomidine.
Arisk ratio less than 1 indicates less nausea with active compared with control.

Cl = Confidence Interval. M-H = Mantel-Haenszel

Dexmedetomidine  Control Risk Ratio Risk Ratio

_Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Gunes 2008 2 32 13 32 257% 0.15(0.04,0.63 ——
Lin 2009 30 50 33 48 66.5% 0.87(0.65, 1.17 B
Unlugenc 2005 2 30 4 30 7.9% 0.50(0.10, 2.53 y
Total (95% Cl) 112 110 100.0%  0.66 [0.48, 0.90 ¢
Total events 34 50

ity Chi’ = =2 (P=0.02) = 74% : : | |
Heterogeneity: Chi* = 7.69, df = 2 (P = 0.02); I' = 74% 0L 01 ]. 100

Test for overall effect: Z = 2.67 (P = 0.008)

Favours experimental Favours control



Supplemental Table 22. Postoperative late vomiting, with dexmedetomidine.
Arisk ratio less than 1 indicates less vomiting with active compared with control.
Cl = Confidence Interval. M-H = Mantel-Haenszel

Dexmedetomidine  Control Risk Ratio Risk Ratio
_Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

Gunes 2008 2 32 4 32 17.9% 0.501(0.10, 2.54) 2
Lin 2009 15 50 18 48 82.1% 0.80(0.46, 1.40] -
Unlugenc 2005 0 30 0 30 Not estimable
Total (95% CI) 112 110 100.0%  0.75(0.44, 1.27) <
Total events 17 22

ity Chi’ = - - = : { : ' l :
Heterogeneity: Chi° = 0.29, df = 1 (P = 0.59); I = 0% 0107 05 1 3t

Test for overall effect: Z = 1.08 (P = 0.28) Favours experimental Favours control



Supplemental Table 23. Intraoperative bradycardia, with clonidine.

A risk ratio more than 1 indicates more bradycardia with active compared with control.

Cl = Confidence Interval. M-H = Mantel-Haenszel

Clonidine Control Risk Ratio Risk Ratio
_Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

Bernard 1991 0 25 0 25 Not estimable
De Kock 1992 0 96 0 91 Not estimable
Morris 2005 4 21 3 18 37.9% 1.14(0.29, 4.44) —a—
Owen 1997 8§ 14 4 14 46.9% 2.00(0.78, 5.14) L
Pawlik 2005 2 15 0 15 5.9% 5.00(0.26, 96.13]
Sung 2000 2 43 1 65 9.3% 3.02(0.28,32.32)
Total (95% CI) 214 228 100.0%  1.95[0.95, 3.98] @
Total events 16 8

(. 2 L1 1 | | |
Heterogeneity: Chi* = 1,12, df = 3 (P = 0.77); I = 0% 00l 01 I 5 Too

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

Favours experimental Favours control



Supplemental Table 24. Intraoperative hypotension, with clonidine.
A risk ratio more than 1 indicates more hypotension with active compared with control.

Cl = Confidence Interval. M-H = Mantel-Haenszel

Test for overall effect: Z = 3.89 (P = 0.0001)

Favours experimental Favours control

Clonidine Control Risk Ratio Risk Ratio
_Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Bernard 1991 3 25 0 25 7.3% 7.00(0.38, 128.87]
De Kock 1992 0 96 0 91 Not estimable
Morris 2005 5 21 3 18 47.3% 1.43 [0.40, 5.17) —i—
Owen 1997 5 14 1 14 14.7% 5.00[0.67,37.51] .
Sung 2000 4 43 2 65 23.3% 3.02(0.58, 15.79] &
Wright 1990 14 30 0 30 7.3% 29.00[1.81, 465.07] >
Total (95% CI) 229 243 100.0%  4.75(2.17, 10.43] <
Total events 31 6
- 2 T | | | |
Heterogeneity: Chi* = 5.35, df = 4 (P = 0.25); I’ = 25% do0I o1 ] T Toh



Supplemental Table 25. Intraoperative hypertension, with clonidine.

Arisk ratio less than 1 indicates less hypertension with active compared with control.
Cl = Confidence Interval. M-H = Mantel-Haenszel
Clonidine Control Risk Ratio Risk Ratio
_Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bernard 1991 0 25 125  8.5% 0.33(0.01, 7.81]
Morris 2005 4 21 4 18 26.1% 0.86 [0.25, 2.95] —r—
Owen 1997 5 14 6 14 31.2% 0.83(0.33, 2.11} —H
Sung 2000 6 43 51 65 34.1% 0.18 (0.08, 0.38] ——
Total (95% Cl) 103 122 100.0% 0.46 [0.16, 1.29] S
Total events 15 62
T 2 CChi® = - - P = R7Y | | | |
Heterogeneity: Tau® = 0.66; Chi* = 9.01, df = 3 (P = 0.03); I = 67% 002 01 | <o

Test for overall effect: Z= 1.48 (P = 0.14)

Favours experimental Favours control




Supplemental Table 26. Intraoperative hypertension, with dexmedetomidine.
Arisk ratio less than 1 indicates less hypertension with active compared with control.
Cl = Confidence Interval. M-H = Mantel-Haenszel

Dexmedetomidine  Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Ci M-H, Fixed, 95% C
Tufanoqullari 2008 4 60 5 20 28.3% 0.27(0.08,0.90 y
Yildiz 2006 S 5 19 25 7L7% 02600.02,059 —H—
Total (95% CI) 85 45 100.0%  0.26(0.13,0.52 <4
Total events 9 24

i Chid o - - ' 2= 0 : : : | | :
Heterogeneity: Chi‘ = 0.00, df = 1 (P = 0.99); I' = 0% s T T P

Test for overall effect Z = 3.85 (P = 0.0001) Favours experimental Favours control



Supplemental Table 27. Postoperative bradycardia, with clonidine.
A risk ratio more than 1 indicates more bradycardia with active compared with control.

Cl = Confidence Interval. M-H = Mantel-Haenszel

Risk Ratio
M-H, Fixed, 95% CI

Clonidine Control Risk Ratio

_Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl
De Kock 1992 0 96 0 91 Not estimable
Marinangeli 2002 0 20 0 20 Not estimable
Owen 1997 4 14 3 14 100.0% 1.33(0.36, 4.90]
Striebel 1993 0 30 0 30 Not estimable
Total (95% CI) 160 155 100.0%  1.33[0.36, 4.90]
Total events 4 3

Heterogeneity: Not applicable
Test for overall effect: Z = 0.43 (P = 0.66)

—~atl—

0.1 02 05 1 2 5 10

Favours experimental Favours control



Supplemental Table 28. Postoperative hypotension, with clonidine.
A risk ratio more than 1 indicates more hypotension with active compared with control.
Cl = Confidence Interval. M-H = Mantel-Haenszel

Clonidine Control Risk Ratio Risk Ratio
_Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
De Kock 1992 0 96 0 91 Not estimable
Marinangeli 2002 3 60 0 20 17.5% 2.411(0.13, 44.74] &
Owen 1997 9 14 3 14 70.7%  3.00(1.02, 8.80] —l—
Striebel 1993 0 30 0 30 Not estimable
Wright 1990 330 0 30 11.8% 7.00(0.38,129.93] . g
Total (95% ClI) 230 185 100.0%  3.37[1.27, 8.92] S
Total events 15 3
(- 2 T 1 1 ] |
Heterogeneity: Chi® = 0.34, df = 2 (P = 0.85); I = 0% TR I o0

Test for overall effect: Z= 2.44 (P = 0.01) Favours experimental Favours control



Supplemental Table 29. Postoperative hypertension, with clonidine.
Arisk ratio less than 1 indicates less hypertension with active compared with control.
Cl = Confidence Interval. M-H = Mantel-Haenszel

Clonidine  Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Ci M-H, Random, 95% C
De Kock 1992 0 96 0 91 Not estimable
Pawlik 2005 0 1§ § 15 100.0%  0.061(0.00,0.94) l
Total (95% CI) 111 106 100.0% 0.06(0.00,094] o
Total events 0 §

Heterogeneity: Not applicable
Test for overall effect: Z= 2.01 (P = 0.04)

0002 01 1
Favours experimental Favours control
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Supplemental Table 30. Postoperative bradycardia, with dexmedetomidine.
A risk ratio more than 1 indicates more bradycardia with active compared with control.

Cl = Confidence Interval. M-H = Mantel-Haenszel

Dexmedetomidine  Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H,Fixed, 95%CI M-H, Fixed, 95% CI
Lawrence 1997 14 25 025 50.0% 29.00(1.82, 461.09 [
Yildiz 2006 . 25 0 25 50.0% 5.000.25,99.16 0
Total (95% CI) 50 50 100.0% 17.00 (235, 123.10 .
Total events 16 0

ity: Chi‘ = =1(P=037) 1 =0 : | : :
Heterogeneity: Chi° = 0.79, df = 1 (P = 0.37); I = 0% T T

Test for overall effect: Z = 2.80 (P = 0.005)

Favours experimental Favours control



Supplemental Table 31. Time to response to verbal command (min), with clonidine.
A weighted mean difference more than 0O indicates more time with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Clonidine Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
De Deyne 2000 §.7 31 30 7533 30 83.1% 1.20(-0.42 282 --l—
Morris 2005 153 81 21 13256 18 IL7% 2.10(-2.22,6.42 y
Seqal 1991 5561 28 11 12 15 5.2% -5.50(-11.98,0.98] ¢
Total (95% CI) 79 63 100.0% 096 [-0.52, 243

Heterogeneity: Chi* = 4.17, df = 2 (P = 0.12); I = 52%
Test for overall effect: Z= 1.27 (P = 0.20)

. *

40 00

Favours experimental Favours control



Supplemental Table 32. Time to extubation (min), with dexmedetomidine.
A weighted mean difference less than 0 indicates less time with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Dexmedetomidine Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Bakhamees 2007 107 40 7513 40 3L8% -2.40(-2.86,-1.94 -+
Ozkose 2006 39 LS 20 718 20 27.6% -3.10(-4.13,-2.07) —%—
Tufanoqullari 2008 6.67 482 60 7 3 20 20.6% -0.33[-2.12, 1.46 g
Unlugenc 2005 6.3 43 30 5729 30 200% 0.60(-1.26,2.46 &
Total (95% CI) 150 110 100.0% =1.57[-2.89,-0.24 S
Heterogeneity: Tau’ = 1.38; Chi* = 16.50, df = 3 (P = 0.0009); I’ = 82% %4 I? 0 jl 4'

Test for overall effect: Z = 2.32 (P = 0.02) Favours experimental Favours control



Supplemental Table 33. Time to spontaneous eye opening (min), with dexmedetomidine.
A weighted mean difference less than 0 indicates less time with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Dexmedetomidine Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95%Cl IV, Random, 95% CI
Lawrence 1997 35 25 25 3229 25 335% 030(-1.20, 1.80 —
Ozkose 2006 38 16 20 6925 20 34.6% -3.10(-4.40,-1.80] —#—
Tufanoqullari 2008 633 468 60 6 3 20 3L9% 0.33[-1.44 210 &

Total (95% Cl) 105 65 100.0% -0.87(-3.25, 152 ’
Heterogeneity: Tau* = 3.84; Chi’ = 14.90, df = 2 (P = 0.0006); I' = 87% — —

I _14 _12 0 é 4
Test for overall effect 2= 0.71 (P = 0.48) Favours experimental Favours control



Supplemental Table 34. Time to response to verbal command (min), with dexmedetomidine.
A weighted mean difference less than 0 indicates less time with active compared with control.
Cl = Confidence Interval. IV = Inverse Variance. SD = Standard Deviation.

Dexmedetomidine Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Bakhamees 2007 3.5 06 40 39 1.2 40 21.7% -0.40(-0.82,0.02 —
Lawrence 1997 56 3.2 25 5133 25 16.5% 0.50(-1.30,2.30] '
Ozkose 2006 42 13 20 75 21 20 19.7% -3.30(-4.38,-2.22) —*—
Scheinin 1992 91 36 12 78 28 12 13.0% 1.30[-1.28,3.88 g
Tufanogullari 2008 7 473 60 6 3 20 16.6% 1.00(-0.78, 2.78] #
Unlugenc 2005 11.7 6 30 103 46 30 12.5% 1.40(-131,4.11]
Total (95% CI) 187 147 100.0%

Heterogeneity: Tau’ = 2.48; Chi* = 33.48, df = 5 (P < 0.00001); I = 85%
Test for overall effect: Z= 0.19 (P = 0.85)

-0.14 [-1.60, 1.31] ?

4 2 0 2

Favours experimental Favours control
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