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Abstract  Objective  To assess the effectiveness and safety of Shenfutuodu capsule in the treatment of opioid
withdrawal syndrome. Methods We searched The Cochrane Library Issue 1 2005 MEDLINE 1966 —2005
EMBASE 1974 —2005 and some Chinese databases for additional articles ~CBMdisc CMCC VIP CNKI

1980 —2005 . The quality of included randomized controlled trials was evaluated and meta-analysis was performed.
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Results Our initial search identified just three studies involving 293 patients met the inclusion criteria and were of higher
quality. There was a statistical difference between Shenfutuodu capsule and clonidine groups on the fifth day in withdrawl
symptom score with weight mean difference  WMD  —3.14 and 95% confidence interval CI —6.28 to —0.01.

And no statistical difference was detected between the two groups in withdrawal symptom score on the 0"—4" day and the

6"=10" day with WMD 58.45 95% CI 53. 88 to 63.02 —-1.15 95% CI —=5.69 to 3.40 —0.42 95% CI
—4.55t03.70 —0.77 95% CI —4.37 to 2.84 —1.54 95% CI —4.78 to 1. 69 —-1.76 95% CI —4.25
to 0.74 —1.74 95% CI —3.89 to 0. 41 —1.24 95% CI —3.28 to 0. 80 —0.52 95% CI —1.96 to 0. 92

and —0.27 95% CI —1.64 to 1.11 respectively. There was no statistical difference on effectiveness between the two
groups on the third day with WMD 1.52  95% CI 0.79 to 2. 95 . There was no statistical difference between the two
groups in HAMA score on the first  fifth and tenth day with WMD —0.55 95% CI —3.74t02.64 0.34 95% CI
—2.02t02.70  0.63 95% CI —0.21 to 1.47 respectively. There was a statistical difference between the two
groups in dizziness rate with RR 0.73 95% CI 0. 62 to 0. 87 . No statistical difference was detected between the two
groups in dry mouth with RR 1.11 95% CI 0.95 to 1.29  somnolence with RR 0.99 95% CI 0. 82 to 1. 21
and blurred vision with RR 0.92 95% CI 0.70 to 1. 19 . Statistical difference was detected between the two groups in
side effect score on the second day with WMD —1.26 95% CI —2.40 to —0.12 . No statistical difference was detec-
ted between the two groups in side effect score on the first day the third to tenth day with WMD —0.55 95% CI
—1.48 t00.38  —0.63 95% CI —1.67t00.42 —0.84 95% CI —1.77t00.09 —0.29 95% CI —1.09
to 0.51  0.15 95% CI —0.52t00.81 0.22 95% CI —0.22t00.67 0.09 95% CI —0.25 t00.44 0.03
95% CI —0.21 to 0.27 —0.03 95% CI —0.33 to 0.26 respectively. Conclusions Based on the current evi-
dence Shenfutuodu capsule may be an effective and safe drug or abstinence of drug addiction. More well designed ran-
domized controlled trials are required .
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Study Treatment Control WMD(fixed) Weight WMD(fixed)
or sub-category N Mean(SD) N Mean(SD) 95%CI % 95%CI
01 Scale for Withdrawal Symptoms-d0
Li2002™ 30 92.00(35.20) 30 90.73(20.99) 10.41 1.27(-12.90,15.44)
Wang 2002 86 73.23(26.96) 29 72.27(29.99) 13.78 0.96( 11.35,13.27)
Zhang 2002" 78 84.06(11.76) 28 7.30(12.30) - 75.80  76.76(71.51,82.01)
Subtotal (95%CI) 197 87 > 100.00  58.45(53.88,63.02)

Test for heterogeneity: x'=193.06, df=2 (P<0.00001), I'=99.0%
Test for overall effect: Z=25.06 (P<0.0001)

02 Scale for Withdrawal Symptoms-d1

Li2002™ 33 68.63(26.99) 30 69.30(26.78) 11.70 -0.67(-13.96,12.62)
Wang 2002 86 69.14(24.53) 29 69.57(27.86) 15.94 -0.43(-11.82,10.96)
Zhang 2002™ 78 36.99(13.98) 28 38.37(11.75) —_—— 72.36 -1.38(-6.72,3.96)
Subtotal (95%CI) 197 87 =T 100.00 -1.15(-5.69,3.40)
Test for heterogeneity: '=0.03, df=2 (P=0.99), '=0%
Test for overall effect: Z=0.49 (P=0.62)
03 Scale for Withdrawal Symptoms-d2
Li2002"™ 30 52.54(27.01) 30 52.30(24.33) 10.59 0.24(-12.44,12.92)
Wang 2002 86 54.28(24.23) 29 56.53(229T) ——ef—— 1771 -2.25(-12.05,7.55)
Zhang 2002™ 78 29.76(13.68) 28 29.83(10.29) 7170 -0.07(-4.94,4.80)
Subtotal (95%CI) 197 87 : 100.00 -0.42(-4.55,3.70)

Test for heterogeneity: y'=0.16, df=2 (P=0.92), I'=0%
Test for overall effect: Z=0.20 (P=0.84)

04 Scale for Withdrawal Symptoms-d3

Li 2002™ 30 39.54(25.85) 30 39.96(23.18) 8.86  -0.42(-12.53,11.69)
Wang 2002 86 38.63(21.27) 29 44.83(20.64) —— 16.95  -6.20(-14.95,2.55)
Zhang 2002 78 24.03(13.33) 28 23.60(7.99) r 74.19 0.43(-3.75,4.61)
Subtotal (95%CT) 197 87 100.00  -0.77(-4.37,2.84)
Test for heterogeneity: y'=1.80, df=2 (P=0.41), I'=0%
Test for overall effect: Z=0.42 (P=0.68)
05 Scale furWlthdmwal Symptoms-d4
Li2002" 30 31.33(23.94) 30 28.96(20.44) _—— 8.69 2.37(-8.59,13.33)
Wang 2002" 86 27.52(19.34) 29 35.07(18.31) ——t 17.09  -7.55(-15.37,0.27)
Zhang 2002" 78 19.45(11.82) 28 20.07(7.24) 7422 -0.62(-4.37,3.13)
Subtotal (95%CI) 197 87 r 100.00  -1.54(-4.78,1.69)
Test for heterogeneity: y*=2.99, df=2 (P=0.22), I'=33.1%
Test for overall effect: Z=0.94 (P =0.35)
06 Scale for Withdrawal Symptoms-d5
Li2002™ 30 22.15(23.41) 30 21.13(18.33) —— 9.21 1.02(-9.32,11.36)
Wang 2002* 86 19.88(16.35) 29 28.43(18.02) —— 17.91  -8.55(-15.96,-1.14)
Zhang 2002™ 78 14.49(10.42) 28 16.83(7.71) ——— 72.88  -2.34(-6.01,1.33)
Subtotal (95%CI) 197 87 — 100.00  -3.14(-6.28, 0.01)
Test for heterogeneity: r'=2.85, df=2 (P =0.24), I'=29.8%
Test for overall effect: Z=1.96 (P =0.05)
07 Scale for Withdrawal Symptoms-dé
Li2002™ 30 15.06(16.71) 30 14.03(12.14) —_— 12.14 1.03(-6.14,8.20)
Wang 2002" 86 14.57(14.26) 29 22.00(14.94) —— 16.14  -7.43(-13.66,-1.21)
Zhang 2002" 78 10.25(8.30) 28 11.20(6.22) ——— 7171 -0.95(-3.90,2.00)
Subtotal (95%CI) 197 87 —— 100.00  -1.76(-4.25,0.74)
Test for heterogeneity: ¥*=4.07, df=2 (P=0.13), I'=50.8%
Test for overall effect: Z=1.38 (P =0.17)
08 Scale for Withdrawal Symptoms-d7
Li2002" 30 12.71(18.05) 30 9.31(10.29) 1t 9.00 3.40(-3.78,10.58)
Wang 2002" 86 11.06(12.37) 29 18.43(14.10) —— 13.96  -7.37(-13.13, L.61)
Zhang 2002" 78 7.28(6.75) 28 8.60(5.24) —m— 77.04  -1.32(-3.77,1.13)
Subtotal (95%CI) 197 87 === 100.00  -1.74(-3.89,0.41)
Test for heterogeneity: '=5.75, df=2 (P=0.06), '=65.2%
Test for overall effect: Z=1.58 (P=0.11)
09 Scale for Withdrawal Symptoms-d8
Li2002™ 30 10.31(14.96) 30 6.11(7.56) +— 12.41 4.20(-1.58,9.98)
Wang 2002" 86 8.08(10.44) 29 11.48(10.93) —_— 20,02 -3.40(-7.95,1.15)
Zhang 2002" 78 4.53(5.46) 28 6.13(5.83) —a—r 67.57  -1.60(-4.08,0.88)
Subtotal (95%CI) 197 87 ~r- 100.00  -1.24(-3.28,0.80)
Test for heterogeneity: ¥'=4.35, df=2 (P=0.11), I'=54.1%
Test for overall effect: Z=1.19 (P=0.23)
10 Scale for Withdrawal Symptoms-d9
Li2002™ 30 8.96(14.36) 30 4.61(7.31) T—— 6.71 4.35(-1.20,9.90)
Wang 2002" 86 6.51(9.48) 29 8.00(6.51) —_— 21.51  -1.49(-4.59,1.61)
Zhang 2002™ 78 2.91(4.70) 28 3.60(3.62) t 7177 -0.69(-2.39,1.01)
Subtotal (95%CI) 197 100.00  -0.52(-1.96,0.92)

87
Test for heterogeneity: '=3.37, df=2 (P=0.19), I'=40.6%
Test for overall effect: Z=0.71 (P=0.48)

11 Scale for Withdrawal Symptoms-d10

Li2002"™ 30 6.90(11.80) 30 4.50(6.85) —_—— 8.47 2.40(-2.31,7.11)
Wang 2002 86 5.21(8.51) 29 6.79(6.77) — 20.23  -1.58(-4.63,1.47)
Zhang 2002 78 2.09(3.60) 28 2.30(3.82) t 71.30  -0.21(-1.83,1.41)
Subtotal (95%CI) 197 100.00  -0.27(-1.61,1.11)

87
Test for heterogeneity: y'=1.95, df=2 (P=0.38), I'=0%
Test for overall effect: Z=0.38 (P=0.70)
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Figl Meta-analysis for Shenfutuodu capsule vs. clonidine in the treatment of acute opioid withdrawal syndrome score
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Study Trial Control OR (fixed) Weight OR (fixed)

or sub-category n/N n/N 95%CI % 95%CI

Li™ 19/33 14/30 —_— 44.17 1.55(0.57,4.20)
Wang" 64/90 18/29 — 55.83 1.50(0.63,3.62)
Total(95% CI) 123 59 eI 100.00 1.52(0.79,2.95)

Total events: 83(Trial), 32(Control)
Test for heterogeneity: ¥'=0.00, df=1 (P=0.96), I'=0%
Test for overall effect: Z=1.26 (P=0.21)

01 02 05 1 2 5 10
Favours trial Favours control

I I

2 3
Fig 2 The effective power of Shenfutuodu capsule vs. clonidine in the treatment of acute opioid withdrawal syndrome on the third day

Study Treatment Control WMD(fixed) Weight WMD(fixed)
or sub-category N Mean(SD) N Mean(SD) 95%CI % 95%CI
01 Score of HAMA-dO
Zhang 2002" 78 22.68(6.56) 28 23.23(7.65) 100.00 -0.55(-3.74,2.64)
Subtotal (95%CI) 78 28 100.00 -0.55(-3.74,2.64)

Test for heterogeneity: not applicable
Test for overall effect: Z=0.34 (P=0.74)

02 Score of HAMA-d5

Zhang 2002" 78 9.27(5.13) 28 8.93(5.59) —— 100.00 0.34(-2.02,2.70)
Subtotal (95%CI) 78 28 i 100.00 0.34(-2.02,2.70)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.28 (P=0.78)

03 Score of HAMA-d11

Zhang 2002" 78 1.77(2.47) 28 1.14(1.72) - 100.00 0.63(-0.21,1.47)

Subtotal (95%CI) 78 28 > 100.00 0.63(-0.21,1.47)

Test for heterogeneity: not applicable
Test for overall effect: Z=1.47 (P=0.14)

" L 1 L
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3 HAMA
Fig3 HAMA of Shenfutuodu capsule vs. clonidine in the treatment of acute opioid withdrawal syndrome

Study Treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95%CI % 95%Cl1
01 Dry mouth
Li2002™ 26/33 19/30 T-— 23.63 1.24(0.90,1.72)
Wang 2002" 63/86 20/30 o 35.21 1.10(0.83,1.46)
Zhang 2002" 65/78 24/30 - 41.16 1.04(0.85,1.28)
Subtotal(95% CI) 197 90 » 100.00 1.11(0.95,1.29)
Total events: 154(Treatment), 63(Control)
Test for heterogeneity: y'=0.85, df=2 (P=0.65), I'=0%
Test for overall effect: Z=1.34 (P=0.18)
02 Somnolence
Li2002™ 24/33 19/30 S 27.35 1.15(0.81,1.62)
Wang 2002" 56/86 23/30 — 46.85 0.85(0.66,1.09)
Zhang 2002™ 37/78 13/30 —_—— 25.80 1.09(0.68,1.75)
Subtotal(95% CI) 197 90 L 4 100.00 0.99(0.82,1.21)
Total events: 117(Treatment), 55(Control)
Test for heterogeneity: y'=2.35, df=2 (P=0.31), I'=15.0%
Test for overall effect: 2=0.06 (P=0.96)
03 Dizziness
Li2002"™ 14/33 17/30 — - 19.90 0.75(0.45,1.24)
Wang 2002" 43/86 24/30 —— 39.76 0.63(0.47,0.82)
Zhang 2002 54/78 25/30 - 40.34 0.83(0.67,1.03)
Subtotal(95% CI) 197 90 > 100.00 0.73(0.62,0.87)
Total events: 111(Treatment), 66(Control)
Test for heterogeneity: '=2.55, df=2 (P=0.28), '=21.6%
Test for overall effect: Z=3.55 (P=0.0004)
04 Blurred vision
Li 2002 12/33 11/30 19.73 0.99(0.52,1.90)
Wang 2002" 33/86 17/30 —— 43.16 0.68(0.45,1.02)
Zhang 2002 45/78 15/30 —— 37.10 1.15(0.77,1.73)
Subtotal(95% CI) 197 90 - 100.00 0.92(0.70,1.19)
Total events: 90(Treatment), 43(Control)
Test for heterogeneity: ¥'=3.37, df=2 (P=0.19), I'=40.7%
Test for overall effect: Z=0.65 (P=0.52) . )
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4
Fig4 The incidence rate of adverse effect of Shenfutuodu capsule vs. clonidine in the treatment of acute opioid withdrawal syndrome
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Study Treatment Control WMD(fixed) Weight WMD(fixed)
or sub-category N Mean(SD) N Mean(SD) 95%CI % 95%CI
01 Score of Scale for Side Effect-d1
Li2002™ 33 3.46(3.44) 30 4.20(3.80) —a 27.06 -0.74(-2.54,1.06)
Zhang 2002" 78 2.15(2.37) 28 2.63(2.59) : 72.94 -0.48(-1.57,0.61)
Subtotal (95%CI) 111 58 100.00 -0.55(-1.48,0.38)
Test for heterogeneity: '=0.06, df=1 (P=0.81), I'=0%
Test for overall effect: Z=1.15 (P=0.25)
02 Score of Scale for Side Effect-d2
Li2002™ 33 4.40(3.88) 30 5.40(4.03) — 33.89 -1.00(-2.96,0.96)
Zhang 2002" 78 2.08(2.63) 28 4.37(3.44) B-B 66.11 -1.39(-2.79,0.01)
Subtotal (95%CI) 111 58 > 100.00 -1.26(-2.40,-0.12)
Test for heterogeneity: '=0.10, df=1 (P=0.75), '=0%
Test for overall effect: Z=2.16 (P=0.03)
03 Score of Scale for Side Effect-d3
Li 2002™ 33 4.40(3.85) 30 5.70(4.22) —a 27.42 -1.30(-3.30,0.70)
Zhang 2002" 78 2.90(2.27) 28 3.27(3.03) 1— 72.58 -0.37(-1.60,0.86)
Subtotal (95%CI) 111 58 100.00 -0.63(-1.67,0.42)
Test for heterogeneity: ¥'=0.60, df=1 (P=0.44), I'=0%
Test for overall effect: Z=1.17 (P=0.24)
04 Score of Scale for Side Effect-d4
Li2002™ 33 4.09(3.34) 30 6.16(4.74) —n— 20.66 -2.07(-4.11,-0.03)
Zhang 2002 78 2.15(1.88) 28 2.67(2.58) :— 79.34 -0.52(-1.56,0.52)
Subtotal (95%CI) 111 58 100.00 -0.84(-1.77,0.09)
Test for heterogeneity: ¥'=1.75, df=1 (P=0.19), I'=43.0%
Test for overall effect: Z=1.77 (P=0.08)
05 Score of Scale for Side Effect-d5
Li2002" 33 4.09(3.75) 30 4.73(4.34) —.— 15.81 -0.64(-2.65,1.37)
Zhang 2002" 78 1.85(1.87) 28 2.07(2.07) 84.19 -0.22(-1.09,0.65)
Subtotal (95%CI) 111 58 100.00 -0.29(-1.09,0.51)
Test for heterogeneity: y'=0.14, df=1 (P=0.71), =0%
Test for overall effect: Z=0.70 (P=0.48)
06 Score of Scale for Side Effect-d6
Li2002" 33 3.46(3.49) 30 3.73(4.96) 9.62 -0.27(-2.41,1.87)
Zhang 2002" 78 1.49(1.92) 28 1.30(1.49) 90.38 0.19(-0.51,0.89)
Subtotal (95%CI) 111 58 4 100.00 0.15(-0.52,0.81)
Test for heterogeneity: '=0.16, df=1 (P=0.69), '=0%
Test for overall effect: Z=0.43 (P=0.67)
07 Score of Scale for Side Effect-d7
Li20027 33 3.03(3.59) 30 2.17(2.38) — 8.99 0.86(-0.63,2.35)
Zhang 2002 78 0.93(1.13) 28 0.77(1.07) [ 91.01 0.16(-0.31,0.63)
Subtotal (95%CI) 111 58 4 100.00 0.22(-0.22,0.67)
Test for heterogeneity: y'=0.77, df=1 (P=0.38), '=0%
Test for overall effect: Z=0.98 (P=0.33)
08 Score of Scale for Side Effect-d8
Li2002™ 33 2.22(2.95) 30 1.46(2.19) S 7.39 0.76(-0.52,2.04)
Zhang 2002 78 0.51(0.97) 28 0.47(0.78) [ ] 92.61 0.04(-0.32,0.40)
Subtotal (95%CI) 11 58 ) 100.00 0.09(-0.25,0.44)
Test for heterogeneity: y'=1.13, df=1 (P=0.29), I'=11.8%
Test for overall effect: Z=0.53 (P=0.60)
09 Score of Scale for Side Effect-d9
Li2002™ 33 2.32(3.08) 30 0.81(1.38) —-— 4.26 1.51(0.35,2.67)
Zhang 2002 78 0.23(0.53) 28 0.27(0.58) | 95.74 -0.04(-0.28,0.20)
Subtotal (95%CI) 111 58 y 100.00 0.03(-0.21,0.27)
Test for heterogeneity: y'=6.55, df=1 (P=0.01), I'=84.7%
Test for overall effect: Z=0.21 (P=0.83)
10 Score of Scale for Side Effect-d10
Li2002™ 13 1.93(2.94) 30 0.42(0.98) - 7.55 1.51(0.45,2.57)
Zhang 2002 78 0.11(0.42) 28 0.27(0.78) | ] 92.45 =0.16(-0.46,0.14)
Subtotal (95%CI) 111 58 100.00 =0.03(-0.33,0.26)
Test for heterogeneity: y'=8.77, df=1 (P=0.003), I'=88.6%
Test for overall effect: Z=0.23 (P=0.82) . . s .
-10 -5 1 5 10
Favours treatment Favours control
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Fig 5 Meta-analysis for the score of adverse effect of Shenfutuodu capsule vs. clonidine in the treatment of acute opioid withdrawal syndrome
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