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Table 4 

Discontinuation-emergent adverse events after long-term treatment 

fur which the incidence was at least 2% 

Event 

Patients with;;:: 1 DEAE 
Di.zzin.ess ( excluding vertigo) 

Anxiety NEC 

Nausea 
Headache NOS 

Insomnia 

Irritability 
Vomiting NOS 

Nightmare 

Paraesthesia 
Tinnitus 

Crying 

Depressed mood 

Depression NOS 
Anorexia 

Diarrhea NOS 

M),algia 
Tremor 

Nervousness 

Duloxetine (N=553; n (%)) 

281 (50.8) 
106 (19.2) 

55 (9.9) 

54 (9.8) 
40 (7.2) 

37 (6.7) 

33 (6.0) 
24 (4.3) 

16 (2.9) 

16 (2.9) 
16 (2.9) 

15 (2.7) 

15 (2.7) 

15 (2.7) 
14 (2.5) 

14 (2.5) 

13 (2.4) 
12 (2.2) 

11 (2.0) 

NEC=not elsewhere classified; NOS=not otherwise specified. 

7 days, and 36.3% after 7 days but prior to final study 
contact. 

4. Discussion

The pattern of DEAEs seen across all 3 groups of 
studies (short-term placebo-controlled, long-tenn pla
cebo-controlled, and the long-term open-label study) 
was similar (Tables 2�). In all 3 groups, dizziness 

was the most common DEAE in duloxetine-treated 
patients, with nausea and headache also consistently 
reported. This symptom profile is similar to that 
reported with SSRis and venlafaxine (Haddad, 2001). 
A majority of patients who experienced DEAEs 
described them as mild to moderate in severity. 
Consistent with this and across all 9 studies, only 22 
(1.7%) patients out of the total of 1285 who entered 
the lead-out phases discontinued study participation 
due to DEAEs. 

When the pooled incidence rate for DEAEs in the 6 
short-term studies was compared with that seen in the 
3 long-term studies, a slightly higher rate was observed 
in the 52-week open-label study. This may be 
explained in part by the absence of blinding in the 
long-term open-label study and the fact that patients 
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therefore knew for certain when active drug was being 
discontinued (unique to this study). The proportions of 
DEAEs rated as severe by duloxetine-treated patients 
were similar in both short-term and long-term placebo
controlled studies. Overall, the comparisons suggest 
that the incidence and severity of DEAEs is not 
increased significantly when the duration of duloxetine 
treatment is extended beyond 8 or 9 weeks. This 
finding is consistent with data report ed for 
other antidepressants (Baldwin et al., 2005). 

Overall, 45.l % of DEAEs had resolved prior to 
final contact with study patients receiving duloxetine, 
and of these resolved DEAEs, 68.2%, 47. l %, and 
63.7% had resolved within 7 days of duloxetine 
discontinuation in studies 1-6, 7 and 8, and 9, 
respectively. It is of note that the proportion of 
DEAEs resolved at the final study contact was similar 
for duloxetine and placebo regardless of duration of 
treatment. 

Given that the majority of duloxetine DEAEs were 
rated as mild to moderate in severity, reassurance by 
the clinician may be all that is required for most 

patients (Haddad, 2001; Rosenbaum and Zajecka, 
1997). For more severe symptoms the prescribing 
clinician may wish to consider reinstating the original 
dose and slowing the rate of taper. Consistent with 
this, the current European Union Summary of Product 
Characteristics for duloxetine recommends a gradual 
reduction in the dose over no less than 2 weeks before 
discontinuation, while the U.S. Product Information
for duloxetine recommends a gradual reduction of the 
dose whenever possible. The main limitation of this 

review is that DEAEs were assessed by means of 
spontaneous reports rather than a symptom checklist. 
The lat ter might be expected to produce higher 
incidence rates. The occurrence of DEAEs in the 
placebo arms emphasizes the importance of using 
placebo-controlled studies to assess DEAEs. 
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