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Positive Features:

2002:7310 ADISCTI

800920886

Fluoxetine v. placebo in prevention of relapse in
post-traumatic stress disorder.

ADIS TITLE: Fluoxetine: therapeutic use
Post-traumatic stress disorder

Prevention of relapse

Martenyi F; Brown E B; Zhang H; Koke S C; Prakash A
Lilly Research Laboratories, Lilly Corporate Center
Indianapolis, Indiana, USA

British Journal of Psychiatry (Oct 1, 2002), Vol. 181,

pp. 315-320

Best Evidence

22 Oct 2002

Anxiety Disorders

English

842

ADISINSIGHT 2000000281

Entered STN: 25 Oct 2002

Last Updated on STN: 25 Oct 2002

placebo comparison to control for variation; double-blind study design to
control for bias; well defined study purpose; well defined patient inclusion
and exclusion criteria and patient demographical data; adequate patient
numbers; patients randomised to comparable treatment groups; appropriate drug
dosage and study duration; methods, results and adverse events adequately
reported; valid study conclusions

Negative Features:

intercentre comparability not assessed; no information on concomitant

medication

ADIS Evaluation: 80
CLINICAL RELEVANCE: B

TEXT - Global Study Outcome:

Efficacy: Fluoxetine > Placebo

Tolerability: Fluoxetine = Placebo

TEXT - Study Message:

Efficacy:

Fluoxetine is effective in the prevention of relapse in patients with
post-traumatic stress disorder

Tolerability:

Fluoxetine is well tolerated in patients with post-traumatic stress disorder
TEXT — Results Highlights:

Efficacy: Fluoxetine was effective in the prevention of relapse in patients with
post-traumatic stress disorder. Fluoxetine was significantly superior to
placebo with regard to time to relapse (p < 0.05). The occurrence of relapse
was greater in placebo compared with fluoxetine recipients (16 vs 6% of
patients; 0.05 < p < 0.10)

Tolerability:

Fluoxetine was well tolerated in patients with post-traumatic stress disorder.
Adverse events were observed in 39% of fluoxetine and 24% of placebo recipients
and included insomnia, anxiety, headache and pain

TEXT — Purpose:

Post-traumatic stress disorder (PTSD) is a psychopathological response to a
traumatic experience, and can persist for up to 10 years in some patients
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Selective serotonin reuptake inhibitors (SSRIs) are known to be effective in
PTSD in the short term, but few studies have assessed the efficacy of long-term
treatment in preventing relapse of PTSD

This study assessed the efficacy and tolerability of fluoxetine in the
prevention of relapse in patients with PTSD.
TEXT - Author Comments:
“The findings demonstrate the efficacy of pharmacotherapy with fluoxetine, an
SSRI [selective serotonin reuptake inhibitor], in the prevention of PTSD
[post-traumatic stress disorder] relapse and continual improvement in PTSD
symptoms for up to 6 months following response to 12 weeks of acute treatment.”
“Safety and tolerability of fluoxetine in this study were comparable to
previous studies of fluoxetine in PTSD and to fluoxetine trials for other
indications.”
TEXT - Subject Details:
Type: patients
No: 131
Age: 18-65 (mean 38) years
Sex: male & female
Location: Belgium, Bosnia-Herzegovina, Croatia, Israel, South-Africa, Yugoslavia
Disease: Post-traumatic-stress-disorder
Characteristics: patients had post-traumatic stress disorder according to
DSM-IV criteria. Patients also had a Clinician-Administered PTSD Scale -
Diagnostic Version (CAPS-DX) score >=50, a CGl severity score of >=4 and a
Montgomery-Asberg Depression Rating Scale (MADRS) score <=20. Trauma type was
either combat (n = 62) or non-combat related (69) and had been experienced a
mean of 5 years previously

Fluoxetine
Drug/Treatment Dose Route Frequency Duration
Fluoxetine 20-80 mg/day PO not stated 12-36 weeks

The mean final dosage of fluoxetine after 36 weeks was 53 mg/day

Placebo
Placebo
Results:
Efficacy analysis Placebo Fluoxetine
basel ine change at baseline change at
(week 12 of endpoint (week 12 of endpoint
acute acute
treatment) treatment)
CGl severity score 1.9 +0.3 1.9 -0.2 sup(a)
CGl improvement score 2.8 2.4
CAPS-DX score:
total 29.6 -0.9 31.3 -6.2 sup(b)
intrusive 8.5 +0.2 9.0 -1.6 sup(b)
avoidance 11.2 -0.8 12.3 -3.7 sup(c)
hyperarousal 9.9 -0.2 10.0 -1.0
DTS score:
total 32.3 -5.0 34.9 -8.7
intrusive 9.7 2.4 10.5 -2.5
avoidance 1.5 2.7 13.8 4.1
hyperarousal 10.8 -0.4 10.3 -1.9
SCL-90-R score 85.8 -5.3 113.9 -13.1
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HARS score 1.2 +0.6 1.2 -1.8 sup(c)
MADRS score 6.8 +0.7 1.2 -1.8 sup(c)
TOP-8 score 6.1 +0.05 6.6 -1.8 sup(c)

DTS = Davidson Trauma Scale; SCL-90-R = Symptom Check!ist 90-item Revised; HARS
= Hami lton Anxiety Rating Scale
ap<0.01 vs placebo; b p 0.05 < p < 0.10 vs placebo; ¢ p < 0.05 vs placebo

Fluoxetine was significantly superior to placebo with regard to time to relapse
(p < 0.05). The occurrence of relapse was greater in placebo compared with
fluoxetine recipients (16 vs 6% of patients; 0.05 < p < 0.10)

An assessment of trauma type (combat vs non-combat) in relation to efficacy of
fluoxetine revealed a significant treatment times trauma type times visit
effect (p < 0.01). Similar improvements were observed in fluoxetine recipients
with combat or non-combat PTSD, but placebo recipients with non- combat PTSD
improved slightly whereas placebo recipients with combat PTSD demonstrated a
worsening of symptoms

worsening of symptoms

TEXT — Age Key: adult,elderly

TEXT - Study Details:

Design: multicentre, randomised, double-blind

Control: baseline comparison, placebo comparison

Phase: Phase ||

Methodology: Patients were randomised to fluoxetine or placebo for 12 weeks
After the 12 weeks, fluoxetine recipients who had a >=50% decrease in the 8-
item Treatment Outcome PTSD scale (TOP-8), a Clinical Global Impressions scale
(CGI) severity score <=2 and who did not meet DSM-IV criteria for PTSD were
re-randomised to fluoxetine or placebo for a further 24 weeks

EndPoints: Assessment scale scores, Clinical-Global-Impressions—Scale
Clinical-relapse-rate, Clinician-Administered-Post-Traumatic-Stress-Disorder—
Scale, Hamilton—-Anxiety-Rating-Scale, Montgomery-Asberg-Depression—-Rating-
Scale, Symptom-Check | ist-(SCL-90)

Companies: Eli Lilly

SIDE EFFECTS:
Side Effects Table:

Side effects (% of patients) Placebo (n = 62) Fluoxetine (n = 69)

Withdrawal due to adverse 0 1
events
>=1 adverse event 24 39
Insomnia 10 15
Anxiety 6
Headache 5 6
Pain 5
Serious adverse events 3
NO. OF PATIENTS: 131
THERAPEUTIG CDE: NO6A (EphMRA) ; NO6ABO3 (WHO)
CONTROLLED TERM: Drug Descriptors: Fluoxetine, therapeutic use
CONTROLLED TERM: Disease Descriptors: Post traumatic stress disorder
treatment
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