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SSRls are In effective doses. Dosing pattems suggesting titration to higher
doses are evident during the study period, showing the least dose titration
with fluoxetine and the greatest with sertrallne. This pattem of prescribing
may have both clinical and economic Implications.

Naturalistic studies reveal differences between drugs which may not be
apparent in clinical trials. In particular, an effective dose may be achieved
eariier in treatment with fluoxetine, and the Incidence of side effects may
be less. These are significant advantages which may simplify treatment
and result In Improved outcomes. Because sertrallne Is prescribed in higher
doses, this may Increase the cost of treatment slgniflC81ltly.

In MC1 trial MADAS scores (mean ± SO) decreased from 34.7 ± 6.1 to
20.6 ± 12.2 In the SAMe group and from 34.8 ± 6.8 to 26.1 ± 12.6 In the
placebo group (p .0.025, SAMe vs placebo); similariy the scores (mean ±
SO) of depressive core of HAM-D (items 1,2,3,7 and 8) improved from
11.6 ± 1.8 to 6.2 ± 4.2 with i.v. SAMe and from 11.5 ± 1.8 to 8.4 ± 4.2 with
i.v. placebo (p < 0.05, SAMe vs placebo). In the MC2 trial the drug-related
adverse events and drop-outs for adverse events were significantly lower in
SAMe than In CIMI (p < 0.05). The review of these 2 studies shows that i.v.
SAMe has an Intermediate antidepressant activity between i.v. placebo and
i.v. CIMI and Is better tolerated than elMI.

190-561 Meta-analysis of 2 European multicenter controlled
trials with ademetionlne (SAMe) In major
depression

A. Delle Chiaie, G. Boissard'. JI/ Clinics PsichlatTics, Univers/tA 'La
Sapienza' Rome, Italy. , Knoll Farmaceuticl Spa, Uscate, Milan, Italy

The antidepressant activityof Ademetionlne (SAMe). an endogenous methyl•
donor, was tested In 2 double blind, controlled studies (MC1 and MC2). MC1
was a placebo-controlled trial and SAMe (800 mglday) was administered by
I.v. route for 3 wks; MC2 compared i.v. SAMe for 3 wks (800 mglday) with
i.v. Clomipramine (eIMI) (100 mglday). The combined analysis of the results
In pts with basal HAM-D ~ 26 are shown in the table.
HAM-O ICOrfl (17 nems) pre and post-lreatment and % changes

190-571 Feasibility of one year treatment of depression by
pharmacotherapy or pharmacotherapy plus
psychotherapy

L Bosma, F. De Jonghe. Psychiatric Hospital Amsterdam. The Netherlands

Methods: Randomized study comparing pharmacotherapy (Phn (n = 57)
with combined therapy (CT, I.e. pharmacotherapy plus psychotherapy) (n
=72) in psychiatric outpatients (age 1lHSO YEl8lS) with DSM-III-R Major
Depression and a 17-1tem HDRS baseline score of at least 1. points. In both
conditions, patients were treated according to a pharmacotherapy algorithm
(fluoxetlne-amitrlptyllne-moclobemlde). Pharmacotherapy was intended to
be continued 1 year at full dose. In the CT condition, psychodynamic
supportive psychotherapy protocol (23 sessions) was added to the phar•
macotherapy. Efficacy was detennined after 1/2 and 1 year according to
remission rates (HDRS 0-7), response rates (500/0 reduction In HDRS
scores) and CGI·lmprovement scores. Feasibility was defined as taking the
medication according to the algorithm.

Results: After 2.6 and 12 months pharmacotherapy was feasible In 92%,
67% and 45% respectively. Remission rates in feasible versus not feasible
treatment were: 37% versus 28% after 1/2 year and 59% versus 46% after 1
year. Response and Improvement rates showed slmilar patterns. Feasibility
wes always greater In the CT condition.

Conclusions: Pharmacotherapy being feasible improves the efficacy
after 1/2 and 1 year. Addition of psychotherapy enhances the feasibility of
antidepressant therapy.

27.6%
40.8%
36.5%
488%

%AN PrHreatment POS!-lreatment
mean % SO mean % SO

Placebo 35 30.0 % 3.2 21.7 % 9.7
SAMe 40 29.9 % 4.0 17.7 % 8.6'
SAMe 57 29.6 % 2.9 18.8 % 8.2
CIMI 6S 29.3 % 3.5 15.0 % 6.8'

Mel

'p. 0.05 SAMe ys placebo; 'p • 0,01 CIMI YS SAMe

~0-54] Effects of once-dally extended release (XR)
venlafaxlne on anxiety In patients with major
depression

R.L Rudolph, A.A. Entsuah. ~th-Ayerst Research. Philadelphia,
Pennsylvania, USA

ObjeCtIve: Evaluate the effects 01 onca-daily venlafaxlne extended release
(XR) and venlafaxine on symptoms 01 anxiety In patients with depression
and associated anxiety.

Methods: Study 1 was a 12-week, randomized, double-blind, placebo•
controlled trial. Patients received venlafaxlne 37.5 mg twice dally, venlafaxlne
XR 75 mg once dally, or placebo. The venlafaxlne or venlafaxine XR dose
could be Increased to 150 mg daily after 2 weeks to Increase the response.
StudY 2 was an S-week, randomized, double-blind, placebo-controlled trial.
Patients received venlalaxine XR 75 rng once daily or placebo. The ven•
Iafaxine XR doSe could be Increased to a maximum of 225 mglday. Moderate
or greater anxiety was defined as a HAM-D anXiety-psychic Item score ~2

and severe anxiety was a score ~3.
Resulte: Study 1: Among patients with moderate or greater anxiety (n

• 252) or severe anxiety (n • 96) at baseline, a Significant reduction (p :s
005 to ::s 0.001) In the HAM-D anxlety-psychlc Item scores occurred with
v~lafaxine XR compared with placebo from weeks. through 12. A similar
response was observed with venlafaxlne. Study 2: Among patients with
moderate or greater anxiety (n. 161) or severe enxiety (n. 60) at baseline,
a signiflC8nt reduction (p :s 0.05 to :s 0.001) In HAM-D anxlety-psychlc Item
scores occurred with venlafaxlne XA compared with placebo from weeks 1
through 8.

conclusion: Venlafaxine XR Is effective for the reduction 01 symptoms
of anxiety at doses of 75 to 225 mgldally In depressed outpatients with
associated anxiety.

~-5§J Prescribing patterns of selective serotonin reuptake
Inhibitors In primary care In the United Kingdom

J.M. Donoghue. Clstterbridge Hospital, Bebingfon, UK

The aim of thIs study was to Investigate the prescribing of selective serotonin
reuptake InhibnOrs (SSAls) for the treatment 01 depression during the Defeat
Depression campaign.

Method: Cross sectional data for prescriptions for SSAls for patients
.th a diagnosis of depression were obtained from a large primary care

:n,puterised database (750,000 patients) for four consecutlve twelve month
periOds ending June 1993,1994,1995 and 1996.

ResUltS: Analysis 01 the prescnblng pattems 01 SSRls shows that their
prescribing pattems are consistent over time. tOO% of prescriptions for

190-531 A double-blind, placebo-c:ontrolled comparison of
venlafaxlne and once-dally venlafaxlne XR In
patients with major depression

A.T. Derivan, L Aguiar for the Venlafaxlne XA 208 Study Group.
Wyeth-Ayerst Research, Philadelphia, Pennsylvania, USA

ObJective: Compare the efficacy and safety of venlafaxlne and once-daily
venlafaxine extended release (XR) with that of placebo In outpatients with
major depression.

Methods: This was a randomized, double-blind, placebcH:ontrolled com•
parison of the effICaCY and safety of venlafaxine and venlafaxine XA.
Outpatients with DSM-III-R major depression were randomly assigned to
venlafaxine 37.5 mg twice daily, venlafaxine XA 75 mg once daily, or placebo
'or a maximum of 12 weeks. If the response was Inadequate after 2 weeks,
the dosage of venlafaxine or venlafaxine XR could be increased to 150 mg
daily. Of 278 patients evaluated, 87 received venlafaxine XA, 92 venlafaxlne,
and 99 placebo.

Resulte: Venlafaxine XA was superior (p < 0.05) to placebo at weeks 2,
3 and 4 and continuing through week 12 for all primary efficacy variables.
Similar1y, venlafaxine was superior (p < 0.05) to placebo beginning at week 2
on the HAM·D total and depressed mood Item, week 3 on the MADAS total,
and week 6 on the CGI severity scales. Venlafaxine XA exhibited superiority
(p < 0.05) over venlafaxine at week 12 lor all primary efficacy variables. The
most common adverse event with venlafaxlne XA was neusea, which was
highest during the first 2 weeks with a rapid decrease thereafter.

conclusions: Venlalaxlne XR Is effective and well tolerated for the
treatment of major depression at once daily doses ranging from 75 to 150
mg.




