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[Abstract] Objective To determine the efficacy and safety of trazodone in the treatment of
benzodiazepine dependence. Methods Forty insomnia patients who met the Classification and Diagnostic
Criteria of Mental Disorders in China Third Edition (CCMD - 3) of dependence syndrome due to
benzodiazepine were involved in the study. Patients were randomly assigned to trazodone group and
placebo group for 3 months. The efficacy were assessed by Withdrawal Symptoms Checklist, Hamilton
Anxiety Rating Scale (HAMA) and polysomnography (PSG). Adverse events were assessed by Treatment
Emergent Symptom Scale (TESS). Results The Withdrawal Symptoms Checklist of trazodone group was
significantly lower after 7 d treatment than that of placebo group (P = 0.000), and HAMA score of the
trazodone group was also significantly lower after 15 d treatment than that of placebo group (P = 0.000).
There were no difference in Withdrawal Symptoms Checklist and HAMA of placebo group before and after
treatment. Withdrawal Symptoms Checklist and HAMA of the trazodone group were decreased after
treatment (P =0.000). In comparison with placebo group, sleep parameters of the trazodone, including total
sleep time (TST), sleep efficiency (SE), sleep latency (SL) and slow wave sleep (SWS) time presented
improvement after 7 d treatment (P =0.000, for all). After trazodone treatment, total sleep time, slow wave
sleep time, sleep efficiency and sleep latency were improved (P = 0.000, for all). No obvious adverse
reaction occurred. There were no significant differences in TESS scores between pre- and post-treatment in
both groups (P > 0.05). Conclusion Trazodone is markedly effective and safe in the treatment for
benzodiazepine dependence.
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Table 1. Comparison of Withdrawal Symptoms Checklist and HAMA score between

trazodone group and placebo group (x s, score)

After treatment

Group N Before treatment
15d 30d 90 d

Withdrawl Symptoms Checklist

Placebo 18 30.86+1.55 30.76 +1.36 31.06 +1.88 30.76 +1.08 31.02+0.78

Trazodone 20 30.03+1.09 29.98 £0.78 22.67+0.73 15.33+0.73 11.24+£0.70
HAMA

Placebo 18 25.93+0.81 26.08 +5.42 26.21+0.72 26.04+0.71 25.83+0.78

Trazodone 20 25.73 +0.63 24.92+0.66 20.43+0.70 14.98+0.73 7.60+0.68

HAMA , Hamilton Anxiety Rating Scale, DU /R i fE [ 5 % . The same as Table 2

R2 PR E TR T HAMA W23 85 42 I 4k e i #9528 0 B 3
Table 2. Analysis of variance for repeated measurement of Withdrawal Symptoms Checklist and HAMA of both groups

Source SS df MS Fvalue P value || Source sS df MS Fvalue P value
Withdrawl Symptoms Checklist HAMA
Group 3872.384 1 3872.384 816361  0.000 Group 2515.633 1 2515.633 1506.801  0.000
Time 2703.687 4 675922 292.877  0.000 Time 2202.139 4 550.535 2344.877 0.000
Group x time 2768.400 4  692.100 303.983  0.000 Groupxtime  2126.617 4  530.654 2260.200 0.000
Error (group) 170.765 36 4.743 Error (group) 60.103 36 1.670

327.855 144 2.277

Error (time)

Error (time) 33.809 144 0.235
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Table 3. Comparison of sleep parameters between trazodone group and placebo group (x *s)

After treatment

Group N Before treatment
7d 15d 30d 90 d

Total sleep time (min)

Placebo 18 335.00+ 18.26 330.39 +£20.20 327.44 +20.74 327.39+18.93 321.06 +16.97

Trazodone 20 330.45+13.02 360.45+14.14 374.00+15.16 384.45+14.70 410.10 +24.81
Sleep efficiency (%)

Placebo 18 0.55+ 0.04 0.52+ 0.37 0.51+ 0.03 0.47+ 0.03 0.46+ 0.03

Trazodone 20 0.56+ 0.04 0.67+ 0.03 0.68+ 0.02 0.72+ 0.02 0.75+ 0.02
Sleep latency (min)

Placebo 18 65.11+ 2.35 67.33+ 2.17 69.44+ 2.09 7139+ 2.12 7344+ 1.92

Trazodone 20 66.10+ 2.32 49.40+ 3.03 46.35+ 3.07 3795+ 2.21 34.05+ 2.09
Slow wave sleep (min)

Placebo 18 43.70+ 2.20 4351+ 2.34 4243+ 2.46 4254+ 1.69 4238+ 1.34

Trazodone 20 43.64+ 2.93 52.09+ 2.83 62.70+ 3.05 71.44+ 3.60 82.02+ 4.96

R4 PILURFE 2 5 0 IR PR 00 2 M0 A 0 e T 1 28 23 Mk

Table 4. Analysis of variance for repeated measurement of sleep parameters of both groups

Source SS df MS F value P value | Source SS df MS Fvalue P value
Total sleep time Sleep latency
Group 90224.552 1 90224.552 147.507 0.000 Group 24139.210 1 24139.21 3331.688 0.000
Time 22588.220 4 5647.055 22.699 0.000 Time 3302.596 4 825.649 157.025 0.000
Group X time ~ 45295.822 4 11323955 45.519 0.000 Group x time  9265.164 4 2316.29  440.520 0.000
Error (group)  22019.79 36 611.611 Error (group) 260.832 36 7.245
Error (time) 35823.704 144 248.776 Error (time) 757.162 144 5.258
Sleep efficiency Slow wave sleep
Group 1.332 1 1.332  907.24  0.000 Group 17 946.628 1 17946.628 932.079 0.000
Time 0.560 4 0.014  17.000  0.000 Time 8117.073 4 2029.268 336.151  0.000
Group X time 0.427 4 0.107 129.339  0.000 Group xtime ~ 9439.876 4 2359.969 390.932 0.000
Error (group) 0.053 36 0.001 Error (group) 693.144 36 19.254
Error (time) 0.119 144 0.001 Error (time) 869.296 144 6.037

F6  PILLEH TESS P4y B A0 & i 111 U7 22 40 B
x5 WA TESS PP 1 A (x x5, 1F4)) Table 6. Analysis of variance for repeated measurement

Table 5. Comparison of Treatment Emergent Symptom of Treatment Emergent Symptom Scale of both groups

Scale between both groups (x s, score) Source SS df MS Fvalue P value
After treatment Group 0.049 1 0.049 0.889 0.352
Group N
7d 15d 30d 90d Time 410.673 4 102.668 1766.429 0.000
Placebo 18 3.78+0.21 3.72+0.27 3.67+0.13 3.61+0.17 Group x time 0.197 4 0.049 0.847 0.498
Trazodone 20 3.73+0.26 3.68+0.13 3.63+0.17 3.73+0.20 Error (group) 2.000 36 0.056

Error (time) 8.370 144 0.058
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