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ABSTRACT 

Petrie, W.M., W.H. Wilson, R.C. Jamieson, and T.A. Ban: Viloxazine and Amitriptyline 
in Endogenous Depression. Drug Dev. Res. 2:215-218, 1982. 

In a double-blind clinical trial carried out on 20 outpatients with the diagnosis of endo- 
genous depression, amitriptyline (75-225 mg) was found to be somewhat faster in its 
therapeutic effects on depression than viloxazine (150-450 rng), whereas viloxazine was 
somewhat faster in its therapeutic effect on anxiety. Cardiovascular adverse effects 
were only encountered with arnitriptyline, whereas gastrointestinal side effects were 
present with viloxazine. 
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INTRODUCTION 

Viloxazine, a bicyclic oxazine structurally distinct from tricyclic antidepressants, was de- 
veloped to explore the central nervous system activity of the aryloxypropanolamine type of p -  
adreno-receptor antagonists [Mallion et al., 19721. It is an adrenergic agonist with some simi- 
larities to amphetamine [Mallion et al., 19721 and virtually without cardiotoxic effects in ani- 
mal experiments [Brosnan et al., 19761. Preliminary efficacy studies have indicated therapeutic 
effects comparable to standard antidepressants [Pichot et al., 1975; Floru et al., 19761. 

To test the hypothesis that viloxazine has a therapeutic effect in patients suffering from 
endogenous depression, a 4-week double-blind standard controlled (amitriptyline) clinical trial 
was designed. 

PATIENT POPULATION 

Twenty psychiatric outpatients with a clinical diagnosis of endogenous depression and a 
score of six or  more on the Neurotic Endogenous Rating Scale [Johnston and March, 1973; 
Carney and Sheffield, 1972; Bech et al., 19801 were admitted to this double-blind clinical trial. 
Another admission criteria was a minimum total score of 20 on the Hamilton Psychiatric 
Rating Scale for Depression (HAMD). 
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PROCEDURE AND ASSESSMENTS 

Before inclusion in the study, patients were taken off all medication for 3 days and were 
randomly assigned to  one of two treatment regimes. Treatment consisted of the double-blind 
administration of either amitriptyline (75-225 mg/day) or viloxazine (150-450 mglday) for 28 
days on the basis of a fixed-changing dosage schedule, starting at the minimum and increasing 
to  the maximum dose over the first 3 weeks of treatment. This schedule was altered only in case 
of adverse effects or a 40% reduction in total scores of the HAMD. 

Patients were assessed on the basis of clinical interviews, self-evaluations, and physical 
examinations with laboratory studies. The HAMD, Hamilton Psychiatric Rating Scale for 
,4nxiety (HAMA), the Zung Self-Rating Depression Scale (SDS), the Clinical Global Impres- 
sion Scale (CGI), and the Dosage Record and Treatment Emergent Symptom Scale (DOTES) 
were completed prior to commencement of treatment (Day 0) and at weekly intervals subse- 
quently (Days 7, 14, 21, and 28). 

Data analysis utilized analysis of variance (repeated measures model) as well as the New- 
man-Keuls method of  multiple comparisons. Two analytical procedures were followed. First, 
the two groups were compared in an analysis employing all assessments periods (Days 0, 7, 14, 
21, and 28). In this analysis any missing assessments due to  early termination were “estimated” 
by continuing to the end of the trial the last assessment for that patient. The second analysis 
procedure used only the first and last assessment regardless of when the last assessment was per- 
iformed. 

COURSE 

Seven of the nine viloxazine patients and nine of the 11 amitriptyline patients completed 
the clinical trial. One patient from each group was withdrawn because of adverse effects (par- 
oxysmal atrial tachycardia at 17 days -amitriptyline; vomiting at 4 days -viloxazine), and one 
From each group was terminated because of clinical deterioration requiring hospitalization. 
‘The patient on viloxazine was terminated after 25 days and the patient on amitriptyline after 7 
(days. The patient who was discontinued at 4days for vomiting was included only in the analysis 
of side effects. 

RESULTS 

Analysis of Clinical Global lmpressions at the time of termination of the trial revealed 
that six of  the viloxazine-treated patients (75%) and nine of the amitriptyline-treated patients 
(82%) were improved; one patient on viloxazine (12.5%) was unchanged, and one patient on 
viloxazine (12.5%) and two patients on amitriptyline (18Vo) were worse. 

There was improvement in both groups on the HAMD total score which was statistically 
significant (P < 0.01), but there was no statistically significant difference between the groups at 
baseline or any time during the trial. Analyses conducted on the separate groups (Newrnan- 
Keuls) determined that statistically significant improvement first occurred at Week 1 for the 
amitriptyline group and at Week 2 for the viloxazine group (Table I). Improvement for both 
groups was statistically significant for all factors, but none of the factors revealed any differ- 
ences between the groups. Improvement on the HAMA occurred slightly earlier for the viloxa- 
zine than for the amitriptyline group (Table 1). 

Analysis of the self-ratings (SDS) showed improvement in both groups, without signifi- 
cant differences between the groups (Table I). 

The profile of adverse effects that emerged during treatment indicated that gastrointes- 
tinal complaints (nausea, epigastric pain, diarrhea) were noted in patients receiving viloxazine, 
but not noted with amitriptyline; whereas orthostatic hypotension, syncope, tremor, and par- 
oxysmal atrial tachycardia were noted with amitriptyline but not with viloxazine. Autonomic 
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TABLE I. Mean Total Scores for the Hamilton Depression and Anxiety Scales and Zung 
Self-Rating Scales 

Davs 

Scale 0 7 14 21 28 

HAM-D 
Viloxaline 25.3 22.5 19.5 15.4 15.6 
Amitriptyline 27.3 20.6 16.8 14.5 14.7 

HAM-A 
Viloxazine 20.0 17.4 12.2 11.2 11.8 
Amitriptyline 17.8 16.4 13.8 11.4 11.2 

SDS 
Viloxazine 76.3 69.6 62.6 63.3 62.1 
Amitriptyline 73.8 70.1 65.7 65.5 66.7 

TABLE 11. Number and Percentage Occurrence of Adverse Effects and Persistence of Symptom 

Symptom 

Dry mouth 
Blurred vision 
Sweating 
Constipation 
Drowsiness 
Diarrhea 
Nausea 
Epigastric pain 
Orthostatic hypotension 
Dizziness 
Syncope 
Tremor 
Paroxysmal atrial 

Viloxazine 

(No.) (To) (Persistence) 

4 44 Pa 
1 11 Ob 
2 22 P 
1 11 0 
2 22 0 
3 33 P 
3 33 P 
1 11 0 
0 0 
3 33 P 
0 0 
0 0 
0 0 

- 

- 

- 
- 

Amitriptyline 

- (No.) (070)  Persistence) 
__- 

4 36 P 
3 27 P 
2 18 P 
3 27 P 
7 64 P 
0 0 
0 0 
0 0 
1 9 P 
4 36 0 
1 9 0 
3 27 P 
1 9 

- 
- 

- 

- 

tachycardia 

aP = Reported more than once by at least one patient. 
bO = Reported only once by any patient. 

symptoms (dry mouth, constipation, sweating, and blurred vision) occurred in both groups but 
were more persistent in the amitriptyline group (Table 11). 

DISCUSSION 

In a group of endogenously depressed outpatients, the therapeutic efficacy of viloxazine 
was comparable to that of the standard, amitriptyline. However, onset of therapeutic effects 
and adverse effects were different with the two drugs. These differential effects may be utilized 
in practice in the selection of the more suitable drug for individual patients. 
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