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E:eoxagxﬁ a new &m:&%\m&ai that %m&?n&@ inhibits serotonin " re-
uptake, was studied in 272 outpatients 'in _a six-week &Qtﬁmixw trial in
Belgium. On the Hamilton U%xm‘ﬁoa Scale; the mean score &\&%m& from
25.2 to 8 after six weeks (p << 0.00001). The Clinical Global Impression scores
showed similar evolution.

Fluvoxamine is a redl ai&gxmaai with a marked effect on mood. Its
effective &ogww is 100 mg to 200 mg/day. Its tolerance, aogw@ at the cardio-
vascular level, is excellent [Acta psychiat. Belg., 85, 636-643 (1985)1.
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Introduction

Fluvoxamine is a new antidepressant -that is quite distinct from all
other categories of antidepressants. It specifically inhibits serotonin re-
uptake. A large number of open as.well as double-blind clinical trials
have clearly shown. its efficacy to be at least comparable with imi-
pramine and clomipramine and its tolerance-to be excellent, par-
ticularly with respect to cardiovascular effects (Klok et a4l., 1981;
Lapierre et al., 1981 ; De Wilde and Doogan, 1982 ; Feldmann and
Denber, 1982 ; Claassen, 1983 ; De Wilde ef 4l., 1983 ; Dick and Ferrero,
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1983 ; Geukens-Foppen et al., 1983 ; Guelfi et al.,, 1983 ; Itl et al.,

1983 ; Roos 1983 ; Saletu and OE:_uman 1983 ; dq__mos et al., 1983 ;

Guy et al., 1984); 650 patients have been treated é:r fluvoxamine E&Q.
strict protocol conditions involving rigorous Bmﬁrom&o%n& criteria.’

The objective of this study was to confirm’ the efficacy and tolerance
of fluvoxamine in a @owcr_cos of outpatients. It is. generally »nnmwﬂmm
that ‘there is a marked difference” between inpatients and outpatients as
regards conditions of treatment. Outpatients tend to comply less
strictly with the prescription (number of daily doses, interaction with
other drugs, alcohol intake, etc.). In view of this, a multicentre open
trial appeared to be the best way of assessing a drug in daily n_::nm_
practice.

“ Subjects and methods

The trial included 272 patients over a six-week period, with clinical
assessments before treatment and after 1, 2, 4 and 6 weeks of treatment.
Patients were of either sex, aged over 18 years and .diagnosed as suffering
from depression with somatic symptoms either with or without anxiety.

Exclusion criteria were : pregnancy or tisk of pregnancy ; lactation ;
clinically relevant impairment of renal or hepatic function ; high suicide
risk ; concurrent treatment with MAOI or lithium (a washout period
of 2 and 1 week tespectively was required).

The initial daily dose was 100 mg fluvoxamine divided into 50 mg in
the morning and 50 mg at night. After 1 or 2 weeks of treatment this
dosage could be raised to a maximum of 300 mg/day in function of
the ' therapeutic response. When additional medication proved to be
necessaty, only benzodiazepines were allowed.

The following clinical assessments were carried out before treatment
and after 1, 2, 4. and. 6 weeks of treatment : . Hamilton Deptession
Scale — 17 items ; Hamilton Anxiety Scale — 7 somatic items ; Clinical
Global Impression ; vital signs (heart rate, Eoom wnmmm:nmf m&m effects ;
concurrent medication.

The average age of the wmcw:ﬁm was NG 9'(£13); 29.5 % were ,B&n
mbm 70.5 % émnm female. - , ‘

‘The results were analysed by means Om a one-way analysis Om <mEm:nm
with repeated measures.

Results
On the 272 patients entering the study, 58 dropped out and 214 com-

pleted the trial. The efficacy results relate to the patients who have com-
pleted the trial. The drop-outs will be considered separately.

~
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1. Efficacy.

a) Hamilton &m.wxm&wo,u scale (17 items). , -

The .scores (fig. 1) showed an improvement from the first .week: of
fluvoxamine treatment, with a 19 % decrease between the mean pre-
treatment score and the mean score after one week of treatment
(p < 0.00001). k>mﬁ,m;n, six weeks of treatment, the mean score dropped
from 252 to 8, which represents an improvement of 68.3 %
(p << 0.00001). , : .
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FIG. 1. — Eams mooumm o:, the Hamilton Depression Scale before,
o during and at the end of treatment (p < 0.00001).

b) Somatic symptoms scores. - ‘ ,

This 7-item scale is made us of the somatic symptoms of the Hamilton
Anxiety Rating Scale. The mean scores are shown in table I. There was
a striking parallelism between the scores on this scale and those on the
Hamilton Depression Scale. . :

c) Clinical Global Impression scores.

The scores are shown in table II. An adjusted percentage of improve-
ment has been added because the minimum score of this scale is 1'instead
of 0 -as on the previous two scales. This adjustment - allows a stricter
comparison between the various scores. The improvement in time again
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TABLE 1

Mean scores on the Somatic Symptoms Scale

_ Score _ sD _ % improvement ,
Pretreatment . . . . . 10,5 _ 5,2 3 P
1 week . . . . . .o 8,5 5,0, .19 (p << 0.00001}
2 weeks ... . . . A 4,6 . 44
4 weeks . . . . . . 43 3,7 : 59
6 weeks . . . . . . 37 | 38 | 64 (p<<0.00001)"
TABLE 1I

Mean n::mnm_:n_orw_ Impression Scores

_ Nm_wwww ) sSD % improvement % adjusted
Pretreatment - 4,5 ~ 0,94 .
1 week \ 4,05 - 1,1 ; 10 13
2 weeks 31 ‘ 1,2 22 40
‘4 weeks 2,6 1,2 43 55
6 weeks 2,3 w 1,2 - : 49 63

cotresponded strikingly with the one nonoaom on the Hamilton Depres-
sion' Scale, the statistical significance being identical (after 7 days
p << 0.0001; after 6 weeks p << 0.00001). -

2. Dosage.

Most mb<mmamw8nm started the treatment by prescribing the recom-
mended dosage of 100 mg/day in 2 intakes of 50 mg (morning and
night). The mean dosage throughout the trial is shown in table III.

‘In interpreting this table, it must be added that after one week of
treatment the majority of patients were in fact prescribed either 100 mg

or 200 mg fluvoxamine, which explains the mean dosage ‘of 150 mg

TABLE III

Mean daily dosage

_ Mean &ewn..cw ) SD
‘Start of treatment . . . . . .. .1 1016 o 133
Start of 2nd week . . . . . . . . 154,4 499
Start of 4th week . . . . . . . .| 1573 : 64,2
Start of 6th week .. ... . . .| 1529 64
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throughout the trial. Practically, this means that actually only few patients
took 150 mg/day. ‘

w m_n_o mzmn»u.

~ Among the 272 patients included in Hrn trial, 80" Amo 9% ) never showed
any untoward effects. :

Table IV lists the 19 most frequent mwam:oam msm &mmnobcmﬁnm ﬁrw
patients who completed the trial from the drop-outs. It should be mmmnm
that. two patients shifted into a manic episode

TABLE 1V
,mEm effects
““Total Completed ™ “Drop-outs

(n=272) (n = 214) {n = 58)

G IR .7 A R Vi
Nausea 48 (17,6) 27/ 12,6 5 21/ 36,2
mmmfl.n,vwd.s . 42 (15,4) 25/°13 . 14/:24
Somnolence : 25 (19,1) 20/ 9,3 5/ 8,6
Dry mouth 21 (.7,7) 19/ 4,8 21 3,4
Dizziness 14 ( 5,8) 10/ 4,6 6/ 10,3
Headaches . 14 ( 5,1) 12/ 5,6 2/ 3,4
,<o=11:m ] . : 13 ( 4,7) 6/ 2,8 7/ 12
G.1. complaints 11 (4w | 6/ 2,8 5/ 8,6
Tachycardia - - 10 (°3,6) 7/ 3,7 2/ .34
Perspiration 7 (2,5) -| 6/ 2,8 1/-1,7
Tremor 7{ 2,5) 5/ 2,3 2/ ‘3,4
Agitation 7 ( 2,5) 5/ 2,3 2/ 3,4.
Insomnia 6 (2,2) 6/ 2,8 ‘
Anxiety 5(1,8) | 4/ 1,9 1/ 1,7
Constipation ‘5 (1,80 | 5/ 2,3 s 0
Diarrhoea 5(1,8) 47 1,9 1/ 1,7
Fatigue 5 (1,8) 5/ 2,3 R
Pyrosis 5 (. 1,8): 47 1,9 S1/.001,7
Hypotension - 5.(1,8) .| .4/ 1,9 11,7

4. Drop-outs.
Fifty-eight patients failed to compléte the trial :

— 6 for administrative reasons (they failed to return);

— 10 (i.e. 27 % of the drop- outs) vmnmcmo of gastro- Eﬁmmsz& com-
plaints alone ;

— 6 because of inefficacy ;

— 2 because of gastro-intestinal noBEmEﬁm and inefficacy ; -

STUDY OF FLUVOXAMINE 641

13 because of the following symptoms : paranoid-development (1)}
epilepsy (1), impotence (1), prostate complaints (1), suicide
‘attempt (1), suicidal thoughs (2), anxiety (1), nervousness (1),
agitation (1), euphoria (1), somnolence (1), coma (1):(the coma
was a consequence. of the patient’s’ general condition and. must not
vo attributed - to the “action: of m:<oxm85ov . e

— 9 .for several %B?oBm.

All side nmmoﬁm nmcmEm the &%o:ﬂb:»ﬁon of »rm Qn&Basﬁ mw@nmn&
in the first two weeks of the treatment, the majority even during. the
first émow Tt was _Bvomm:&o in the course of this study to relate the
side effects with the dosage, because 32 patients (55 % Om ﬁro mnow
outs) ﬁoow only 100 mg fluvoxamine per day.

7 Discussion”

The essential question whether fluvoxamine is a real antidepressant; in
regard to the. three target scheme proposed by Kielholz, is answeted
straightaway by stating that fluvoxamine has an undeniably excellent
effect on mood. Its effect on the other two target symptoms, i.c. anxiety
and psychomotor 5??50: is observed within the context of mood
improvement. ~ Consequently . fluvoxamine - is a real m:cmownommmbﬁ
Fluvoxamine is similar ‘to:. other - antidepressants- as to. the. types™ of
depression that respond best to it. It appears that major depressions with-
anxiety and moBm:mmnob are:! &oc_u&nmm ﬂrgm armn 3%05& men to- mz-
voxamine. s Erach ! S

" However, m:<oxmBEn has vng mcnnnmmm::% tested on severe mo?nmmom
neurotics. Its good ‘tolerance “in-'those patients: makes it an ‘important
tool in the treatment of neurosis. >:ro:mr 70 % of the patients in the
study combined fluvoxamine ‘with - wgwo&mwaEmmv the ~ investigators
believe that fluvoxamine can be presctibed as monotherapy. The high
incidence of benzodiazepine -intake is. not the consequence of the
fluvoxamine treatment, but of the fact that prior to the fluvoxamine
treatment, most ' patients. ‘were ‘already on 1" ot~2  benzodiazepines
and a withdrawal is not recommended in view of the' risk of
rebound anxiety. On the other hand, .in the course of the fluvoxamine
treatment, a decreased mmambm for benzodiazepines has been  observed.
Patients . treated solely with- mm<oxmBSm have not - mmﬁmowom &mnmgmw
from the others. . 1, b 5y i S

_The majority of the 5<mmamm88 Tmﬁ mocn& %n 8?3:8 mo_.; flus
voxamine: quite satisfactory: The: gastro-intestinal ‘side effects’ are:probably

~re

related to *the ~fluvoxaiine. treatment,” “although here ﬁrm mnwnmmmZn

" context and its usual somatisation mist be"taken into account. The ad:

~
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ditional prescription of a classic anti-emetic .may generally suppress this
untoward effect.- - . . .. 5 A "k,
. The excellent : cardiovascular tolerance is appreciated by all investi-
gators. Sleep seems to be-favourably affected by fluvoxamine. Patients
fall readily asleep and their sleep is not agitated. - = . |

In conclusion, fluvoxamine can be regarded as a good . antidepressant,
with a marked effect on mood, complemented by a light anxiolytic com-
ponent. The drug is well tolerated in spite of the relatively fre-
quent incidence ‘of nausea at the start of the treatment, which in most
cases,” however, recedes spontaneously. Besides, its cardiovascular toler-
ance is remarkable. The efficient dosage is about 150 mg/day (100 mg
to 200 mg). R ThR R R 0 IT T T S
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RESUME -

m.@.&w Q&:.%ns&wmlw&mw de la ,\Eeoxaﬁu.:w. chez  des wimmw&,, nﬁw&?nﬁ
déprimés.. s

: Un - nouvel .antidépresseur, la fluvoxamine; “inhibiteur spécifique ' du “recap-
tage de-la sérotonine; .a été étudié: en Relgique au ccurs d’un’ essai’ multi-
centrique incluant 272 patients- traités - ambulatoirement; L’étude portait : sur
une durée de six semaines. La note 4 I’échelle de Hamilton pour la dépression
est passée d’une moyenne de 25,2 4 8 en fin de traitement (p << 0.00001) ;
échelle -d’impression - clinique - globale suivit la méme  évolution, La . flu-
40»»850,\,8:" un, antidépresseur S.mw.w, action évidente sur I'humeur, ammnmnn
4 une dose variant de 100 2 200 mg par jour, bien toléré, notamment sur
le plan cardiovasculaire. = . L B ,
.+ SAMENVATTING .
Een - belgische multicenter studie met - fluvoxamine bij ambulante depressieve

patiénten.. . . o : Y

Fluvoxamine, een nieuw -antidepressivum dat specifiek de serotonine re-
uptake inhibeert werd in Belgi¢ bestudeerd 'bij 272 ambulante patiénten tij-
dens een ‘multicenter onderzoek. De studie duurde zes weken. De ‘score” van
de Hamilton depressie schaal daalde van gemiddeld 25,2 naar'8 na zes weken
(p =.0,00001) ;" de clinical global impression’ schaal volgde dezelfde.evolutie.
- Fluvoxamine is- een ' echt: antidepressivum met uitgesproken effect op het
gemoed, werkzaam bij een dosering van: 100 4 200 mg per- dag, zeer goed
getolereerd, . onder andere op cardiovasculair gebied.
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