Effectiveness of infliximab (TNF-alpha
antagonist) in the treatment of late-
onset depressive spectrum disorder in
patients of 60 years and above.

No registrations found.

Ethical review Positive opinion
Status Recruitment stopped
Health condition type -

Study type Interventional
Summary

ID

NL-OMON21203

Source
NTR

Brief title
N/A

Sponsors and support

Primary sponsor: Department of Psychiatry, Leiden University Medical Centre.
Source(s) of monetary or material Support: None

Intervention
Outcome measures

Primary outcome

Severity of depression according to the Montgomery-Asberg Depression Rating Scale, 8
weeks after infliximab infusion.

Secondary outcome
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1. Presence and severity of apathy, 8 weeks after infliximab infusion;

2. Change in plasmaconcentration of CRP, from baseline till 8 weeks after infliximab infusion;
3. Association of LPS induced production capacity at baseline and outcome of depression, 8
weeks after infliximab infusion;

4. Association of circadian cortisol rhythm at baseline and outcome of depression, 8 weeks
after infliximab infusion.

Study description

Background summary

Background: Aetiology of late-onset depressive spectrum disorders may be different from the
aetiology of early-onset depression. Concordant with the supposed aetiology of dementia, it
has been postulated that chronic low grade immune activation plays a role in the aetiology of
late-onset depressive spectrum disorders. Also, administration of a TNF-alfa antagonist in
psoriasis was associated with increased wellbeing and decreased depressive symptoms,
independent of improvement of the psoriasis. Therefore, we think that administration of the
TNF-alpha antagonist infliximab may be effective in the treatment of late-onset depressive
spectrum disorders.

Aim of this study: to determine the effectiveness of infliximab compared to placebo in the
treatment of late-onset (first depressive episode above the age of 55 years), antidepressant
resistant (one antidepressant) depressive spectrum disorders in patients of 60 years and
above. Moreover, we want to investigate the effects of 1. LPS induced production capacity of
cytokines in whole blood at baseline and 2. saliva cortisol concentrations at baseline, on
outcome. Further, we will look into the influence of infliximab on presence and severity of
apathy, and CRP plasmaconcentrations.

Design of the study: randomized placebo controlled double-blind study.

Methods: The Structured Clinical Interview for DSM-IV-TR (SCID) is used to confirm late-onset
depressive spectrum disorder. Patients with bipolar disorder, psychotic features, severe
suicidal thoughts or actions, severe cognitive impairment (MMSE<22/30), infection,
tuberculosis and cardiac failure will be excluded. Patients are randomized into two groups,
one receiving infliximab 3mg/kg intravenously (n=25), the other receiving placebo
intravenously (n=25). Primary outcome is the effect on depressive symptoms 8 weeks after
infusion, as assessed with the Montgomery-Asberg Depression Rating Scale (MADRS). Apathy
is measured using Starkstein’s Apathy Scale. Follow-up is done during 24 weeks.

Study objective

Aetiology of late-onset depressive spectrum disorders may be different from the aetiology of
early-onset depression. Concordant with the supposed aetiology of dementia, it has been
postulated that chronic low grade immune activation plays a role in the aetiology of late-
onset depressive spectrum disorders.

Also, administration of a TNF-alfa antagonist in psoriasis was associated with increased
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wellbeing and decreased depressive symptoms, independent of improvement of the
psoriasis.

Therefore, we think that administration of the TNF-alpha antagonist infliximab may be
effective in the treatment of late-onset depressive spectrum disorders.

The aim of this study is to determine the effectiveness of infliximab compared to placebo in
the treatment of late-onset, antidepressant resistant (one antidepressant) depressive
spectrum disorders in patients of 60 years and above.

Intervention

One intravenous administration of infliximab 3mg/kg or placebo

Contacts

Public

Leiden University Medical Center (LUMC), Department of Psychiatry, B1-P,
P.O. Box 750

D.W. Maas

Leiden 2300 RC

The Netherlands

+31 (0)71 5263785

Scientific

Leiden University Medical Center (LUMC), Department of Psychiatry, B1-P,
P.O. Box 750

D.W. Maas

Leiden 2300 RC

The Netherlands

+31 (0)71 5263785

Eligibility criteria

Inclusion criteria

1. Patients with depressive spectrum disorders (dysthymia, minor and major depression)
using Standardised Clinical Interview for DSM-IV disorders;

2. Age > 60 years;

3. Late onset of depressive spectrum disorder (age > 55 years);

4. Resistant to at least 1 reqular antidepressant drug, used for at least 6 weeks and in
sufficient doses; or suffering from too many side effects of the antidepressant.
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Exclusion criteria

. Psychotic features;
. Bipolar disorder;

. Allergy to infliximab;
. MMSE
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Study design

Design

Study type:
Intervention model:
Allocation:

Masking:

Control:

Recruitment

NL
Recruitment status:

Start date (anticipated):

Enrollment:

Type:

Ethics review

Positive opinion
Date:

Application type:
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. Severe suicidal thoughts or actions;

. Serious infectious diseases;

. (Suspicion of) tuberculosis;

. Serious cardiac failure;

. Prior treatment with recombinant antibodies;

Interventional

Parallel

Randomized controlled trial
Double blinded (masking used)

Placebo

Recruitment stopped
21-11-2006

50

Actual

06-11-2006

First submission
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Study registrations

Followed up by the following (possibly more current) registration
No registrations found.

Other (possibly less up-to-date) registrations in this register

No registrations found.

In other registers

Register ID

NTR-new NL790

NTR-old NTR802

Other : PO4.061
ISRCTN ISRCTN65900535
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