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Meta-analysis of Efficacy and Safety of Duloxetine in Treatment of Generalized Anxiety Disorder

LIU Hai-lin"*, ZHANG Si-si', WU Qi-hong', LIU Ying-ju' (1.Dept. of Pharmacology, Chongging Medical Univer-
sity, Chongqing 400016, China; 2.Dept. of Pharmacy, the First People’ s Hospital of Chongqing New North
Zone, Chongging 401121, China)

ABSTRACT OBIJECTIVE: To systematically evaluate the efficacy and safety of duloxetine in the treatment of generalized anxi-
ety disorder (GAD) and provide evidence-based reference for the clinical treatment. METHODS: PubMed, EMBase, Cochrane Li-
brary, CBM and VIP Database were retrieved to collect the randomized controlled trials (RCT) of duloxetine (test group) versus
placebo (control group) in the treatment of GAD. After information collection and quality evaluation, Rev Man 5.2 was conducted
for Meta-analysis. RESULTS: There were totally 5 RCTs, including 1 465 patients. Meta-analysis results showed that the GAD HA-
MA total score [MD=3.16,95%CI(2.31,4.01),P<<0.000], HAMA somatization score [MD=1.13,95%CI(0.64,1.63),P<<0.000],
HAMA psychiatric score [MD=2.15, 95% CI(1.58,2.73) , P<<0.000], HADS anxiety score [MD=2.16,95% CI(1.63,2.69) , P<<
0.000] and self-rating depression scale score[MD=2.54,95% CI(1.67,3.42),P<<0.000] in test group were significantly lower than
control group, the adverse reaction(ADR) incidencelRR=1.19,95%CI(1.10,1.28),P<<0.000] and ADR exit rate [RR=2.85,95%
CI(1.18,6.86) , P=0.02] were significantly higher than control group. CONCLUSIONS: Duloxetine is an efficacious drug for
GAD, but it needs to monitor the ADR. Due to the limitation of included studies, it remains to be verified by RCT with large sam-
ple and high quality.

KEYWORDS Duloxetine; Generalized anxiety disorder; Meta-analysis; Efficacy; Safety
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Tab 1 General information of included studies
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Tab 2 Results of methodological quality evaluation of in-

cluded studies
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Duloxetine Placebo Mean Difference Mean Difference
—StudyorSubgroup _ Mean  SD Total Mean  SD Total Weight IV, Fixed, 95%Cl IV, Fixeq

Hartford 2007 118 8782 162 9.19 8501 161 202% 261(0.73,4.49) -
Karla 2014 159 7.373 151 117 8283 140 220% 4.20[2.39,6.01) —
Mahableshwarkar 2013 13.87 7.931 156 11.27 7455 157 24.7% 2.60[0.89,4.31] -
Nicolini 2008 153 8799 158 116 9127 170 19.1% 3.70(1.76,5.64) —
Wu 2011 1431 8314 108 11.75 8383 102 14.1% 2.56(0.30,4.82) -
Total (95% CI) 735 730 100.0% 3.16 [2.31,4.01) L 4
Heterogeneity: Chi* = 2.58, df = 4 (P = 0.63); F = 0%

Test for overall effect: Z = 7.30 (P < 0.00001) FH—‘;&!!‘;}?R J'H?—&i;?ﬁﬂ?ﬂ
Bl WWASREHAMA 2iF5H) Meta S Hr 7R E
Fig 1 Meta-analysis forest plot of HAMA total score in 2
groups

AT 1152 Bl E ", A HETE R G2 S Bk (P=0.51,
1°=0) , R I O A Y 23 A, T LI 2. Metaéﬂ‘ﬁ HAR
7R IRBZH B HAMA SRIRPESp 25 T X0 BRZEL, 2 e 2
A E X [MD=1.13,95%CI(0.64,1.63),P<0.000].

Duloxetine Placebo Mean Difference Mean Difference
Hartford 2007 474 4327 162 4.08 4.187 161 285% 0.66[-0.27,1.59) =
Karta 2014 73 3686 151 56 4733 140 255% 1.70(0.72,268] ——
Nicolini 2008 66 5028 158 55 3912 170 255% 1.10[0.12,2.08) =
WU 2011 626 4053 108 5.4 404 102 205% 1.12[0.03,221) =
Total (95% CI) 579 573 100.0% 1.13[0.64,1.63] *
Heterogeneity: Chi* = 2.29, df = 3 (P = 0.51); 1= 0%

Test for overall effect: Z = 4.48 (P < 0.00001) g&'—ﬁgmjﬂl *Jf“zﬁﬂv"i‘”!ﬂ
B2 WWHEBEHAMA REGERITSH Meta 2347 7R
Fig 2 Meta-analysis forest plot of HAMA somatization

score in 2 groups
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it X [MD=2.15,95%CI(1.58,2.73),P<0.000].

Duloxetine Placebo Mean Difference Mean Difference
Hartford 2007 701 5346 162 5.13 5075 161 257% 1.88(0.74,3.02] -
Karla 2014 86 4915 151 62 4733 140 27.0% 240(1.29,3.51] -
Nicolini 2008 87 5028 158 6 5215 170 27.0% 270(1.59,3.81] —
Wwu 2011 805 4677 108 661 4747 102 204% 1.44(0.16,2.72] —
Total (95% CI) 579 573 100.0% 2.15[1.58,2.73) *
Heterogeneity: Chi* = 2.55, df = 3 (P = 0.47); P = 0%

Test for overall effect: Z = 7.32 (P < 0.00001) *JT;”;J& *szllﬁ‘ﬁmﬂ
B3 PHEEHAMA TS H Meta ST 7R K E
Fig 3 Meta-analysis forest plot of HAMA psychiatric symp-

toms score in 2 groups
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it X [MD=2.16,95%CI1(1.63,2.69) , P<<0.000].

Duloxetine Placebo Mean Difference Mean Difference
Hartford 2007 622 4709 162 404 4441 161 282% 218[1.18,3.18] -
Karla 2014 78 4915 151 56 4733 140 228% 2.20[1.09,331) -
Mahableshwarkar 2013~ 554 4800 156 4 4523 157 262% 1.54[051,257] -

Nicolini 2008 77 5028 158 49 5215 170 228% 280(1.69,391] -
Total (95% CI) 627 628 100.0% 216 [1.63,2.69] *

Heterogeneity: Chit = 2.67, df = 3 (P = 0.45); I = 0%

Test for overall effect: Z = 7.99 (P < 0.00001) Hﬂeﬂ.;m H.ﬁ&;ﬁ”m
B4 PHEE HADS RIS Meta 5347 FR AR E
Fig 4 Meta-analysis forest plot of HADS anxiety score in 2

groups
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2.54,95%CI(1.67,3.42),P<<0.000]s
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Duloxetine Placebo Mean Difference Mean Difference
Karla 2014 86 7373 151 54 7000 140 274% 320(1.54,4.86) ——
Mahableshwarkar 2013~ 8.81 8431 156 635 7.804 157 232% 246 (0.65,4.27) ——
Nicolini 2008 89 7542 158 62 7828 170 274% 270(1.04,4.36) ——
WU 2011 929 6850 108 767 6868 102 220% 162(-024,348) =
Total (95% CI) 573 569 100.0% 2.54 [1.67,3.42) L 4
Heterogeneity: Chi* = 1.5, df = 3 (P = 0.66); = 0% S S A S

Test for overall effect: Z = 5.73 (P < 0.00001) FH'—;!!.;J!E HTFREHHTA
5 FiZHEE SDSITSHI Meta 2347 ZR AR E
Fig5 Meta-analysis forest plot of SDS score in 2 groups
B2 R E AN RO R A A R TN IR, AL e A
it X [RR=1.19,95%CI(1.10,1.28),P<0.000].

aduloxetine  Placebo Risk Ratio Risk Ratio
Hartford 2007 136 162 117 161 438% 1.16 (1.03, 1.30) -

Karla 2014 91 151 71 140 136% 1.19(0.96, 1.46) —
Mahableshwarkar 2013 126 156 107 157 34.2% 1.191.04, 1.35) —-—

WU 2011 65 108 45 102 83% 1.36(1.04, 1.78) —_—
Total (95% CI) 577 560 100.0% 1.9 [1.10, 1.28) <

Total events

Heterogeneity: Tau? = 0.00; Chl’ 1 34,df = 31P 072) ?=0%

Test for overalleffect: Z = 4.36 (P < 0.0001) 08

6 MABENRRINEZ%EZEN Meta 3 7R E
Fig 6 Meta-analysis forest plot of ADR incidence in 2 groups
237 ANRJVERHR  SHHFGERIE TA KR R &
P11 465 5] B SR R Ge vl S e (P=0.001, 7 =
8% ), B ALTY 4387, TE UL BN 7, Meta 43 #7745 2
A TR AR AN RSO AR 2% 2 i T IR PR LA
AR X [RR=2.85,95%CI(1.18,6.86) , P=0.02].

aduloxetine Placebo Risk Ratio Risk Ratio
Hartford 2007 23 162 3 161 18.0% 7.62(2.33, 24.88) ——
Karla 2014 15 151 15 140 23.0% 0.93(0.47, 1.83) -
Mahableshwarkar 2013 23 156 3 157 18.0% 7.72(2.36, 25.17) —
Nicolini 2008 20 158 15 170 234% 1.43(0.76, 2.70] T
WU 2011 13 108 3 102 17.6% 4.09(1.20, 13.94] —
Total (95% C1) 738 730 100.0% 2.85[1.18, 6.86] -
Total events 94
Heterogeneity: Tau® = 0.75; Chi* = 18.23, df = 4 1P 0.001); I* = 78% W_am

Test for overall effect: Z = 2.34 (P = 0.02) Duloxetine Placebo

B7 WHABERRKIRHZERN Meta 53 H7RMHE
Fig 7 Meta-analysis forest plot of ADR exit rate in 2 groups
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