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Ethische beoordeling Niet van toepassing
Status Werving nog niet gestart
Type aandoening -
Onderzoekstype Interventie onderzoek

Samenvatting

ID

NL-OMON19866

Bron
Nationaal Trial Register

Verkorte titel
COBRA T2T

Aandoening

Patients with early rheumatoid arthritis

Ondersteuning

Primaire sponsor: VU University Medical Center
Overige ondersteuning: Pfizer BV

Onderzoeksproduct en/of interventie

Uitkomstmaten

Primaire uitkomstmaten

The primary outcome is the difference in disease activity in the two randomisation arms of
both groups, measured by the percentage of patients that reach an EULAR good response at
26 weeks. EULAR good response is reached when the DAS44-score is &#8804;2.4 and has
improved &#8805;1.2 points compared to baseline.
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Toelichting onderzoek

Achtergrond van het onderzoek

The objective of this study is twofold. First, we want to investigate the effectiveness of a
COBRA-plus therapy after incomplete response on COBRA-light therapy after 13 weeks to
improve the percentage of RA-patients with a high disease activity and/or unfavourable
prognostic factors that reach a good response to treatment. Second, we want to investigate
the effectiveness of adding prednisone to MTX monotherapy in RA-patients with initial low
disease activity failing MTX monotherapy after 13 weeks. By using treat-to-target strategies,
this study aims a high percentage of all early RA patients with a good response to treatment
at 26 weeks. A secondary objective of this study is to study the psychometric properties of
patient reported outcomes in low disease activity and remission and investigate the validity
of the outcomes that have been shown to be important to patients in defining remission.

This is a multicenter study containing a randomisation step after incomplete response at 13
weeks and with two strategy arms: one arm of patients with unfavourable prognostic factors,
the so-called ‘high risk group’ (group 1), and in the other study arm patients without
unfavourable prognostic factors, the ‘low risk group’ (group 2). This study includes early RA
patients of 18 years and above, who enter one of the two study arms based on disease
activity and the presence or absence of prognostic factors. Group 1 (‘high risk group’)
consists of patients with moderate to high disease activity (based on the disease activity
score (DAS44) >3.7); or DAS44 ≤3.7 combined with an unfavourable prognosis (presence of
at least two out of the four following factors: CRP≥35 mg/l OR ESR≥50 mm/h; IgM-
rheumatoid factor positive; aCCP positive; at least one erosion). Group 2 (‘low risk group’)
consists of patients with low to moderate disease activity (DAS44 ≤3.7 and a maximum of
one out of the four following factors: CRP≥35 mg/l OR ESR≥50 mm/h; IgM-rheumatoid factor
positive; aCCP positive; at least one erosion).

Patients are treated according to a treat-to-target protocol, using mono- and combination
therapy commonly used in clinical practice. In case of suboptimal response after 13 weeks,
patients are randomised to continue initial therapy or intensified therapy. Treatment is
protocolised for 26 weeks and patients are followed for 52 weeks. After 26 weeks, the
treating rheumatologist is at liberty to make an own treatment decision.

The primary outcome is the difference in disease activity in the two randomisation arms of
both groups, measured by the percentage of patients that reach an EULAR good response at
26 weeks. EULAR good response is reached when the DAS44-score is ≤2.4 and has improved
≥1.2 points compared to baseline.
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Onderzoeksopzet

At baseline, and after 4, 13, 17, 26, 39, and 52 weeks, patients will visit their treating
rheumatologist where usual measurements will take place (i.e. number of tender and swollen
joints, lab tests, x-rays of hand and feet, patient reported outcomes in the form of
questionnaires on perceived pain, global wellbeing, and physical functioning). In addition,
research questionnaires will be collected on additional patient reported outcomes including
fatigue, sleep, stiffness, and employment.

Onderzoeksproduct en/of interventie

This is a multicenter study containing a randomisation step after incomplete response at 13
weeks and with two strategy arms: one arm of patients with unfavourable prognostic factors,
the so-called ‘high risk group’ (group 1), and in the other study arm patients without
unfavourable prognostic factors, the ‘low risk group’ (group 2). Patients are treated according
to a treat-to-target protocol, using mono- and combination therapy commonly used in clinical
practice. In case of a moderate or non response according to European response criteria
(EULAR criteria) after 13 weeks, treatment is randomised to continue initial therapy or to
intensification of the therapy. At baseline, the high risk group starts with COBRA-light therapy
(a combination of MTX 25 mg per week and initially 30 mg prednisolone per day tapered to
7.5 mg prednisone per day in eight weeks). If EULAR response after 13 weeks is good,
COBRA-light therapy will be continued. If EULAR response is moderate or none, patients will
be randomised to continue COBRA-light therapy or to intensification to COBRA-plus therapy
(a combination of MTX 25 mg per week, initially 60 mg prednisolone per day tapered to 7.5
mg prednisone per day in seven weeks, sulfasalazine 2000 mg per day, and
hydroxychloroquine 400 mg per day). The low risk group starts with MTX monotherapy
(started with 10 mg MTX per week increased to 25 mg per week in eight weeks). After 13
weeks, EULAR response will be determined. If EULAR response is good, initial medication will
be continued. If EULAR response is moderate or none, patients will be randomised to
continue MTX mono-therapy or to intensification to COBRA-light therapy. Treatment is
protocolised for 26 weeks and patients are followed for 52 weeks. After 26 weeks, the
treating rheumatologist is at liberty to make an own treatment decision.

Contactpersonen

Publiek

VU Medical Center
depatment of rheumatology 4a-42
Boelelaan 1117
W.F. Lems
Amsterdam 1081 HV
The Netherlands
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+31 20-4443432

Wetenschappelijk

VU Medical Center
depatment of rheumatology 4a-42
Boelelaan 1117
W.F. Lems
Amsterdam 1081 HV
The Netherlands
+31 20-4443432

Deelname eisen

Belangrijkste voorwaarden om deel te mogen nemen
(Inclusiecriteria)

1) RA according to the 2010 classification criteria of the American College of Rheumatology
(ACR) and the European League Against Rheumatism (EULAR)

2) Age of 18 years and older

3) Early RA: disease activity of less than 2 years

4) Active RA, the patient must meet at least one of the following unfavourable prognostic
markers: DAS44 score >3.7 OR presence of at least two of the four following features
(CRP≥35 mg/l OR ESR≥50 mm/h; IgM-RF positive; aCCP positive; at least 1 erosion) Patients
meeting the first three criteria, but not the criteria for active RA, can participate in the group
of patients with a high probability of a mild disease course (low risk group). Patients meeting
all four inclusion criteria, including the active RA criterion, can participate in the group of
patients with a potentially severe course of the disease (high risk group).

Belangrijkste redenen om niet deel te kunnen nemen
(Exclusiecriteria)

- Prior treatment DMARDs (except hydroxychloroquine)

- Insulin-dependent Diabetes mellitus

- Uncontrollable non-insuline dependent diabetes mellitus

- Heart failure NYHA class 3-4
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- Uncontrollable hypertension

- ALAT/ASAT >3 times normal values

- Reduced renal function

- Contra-indications for methotrexate, sulphasalazine or prednisolone

- Indications of probable tuberculosis

- Increased risk of harm due to contraindications to the study drugs

- Language problems

Onderzoeksopzet

Opzet

Type: Interventie onderzoek

Onderzoeksmodel: Parallel

Toewijzing: Gerandomiseerd

Blindering: Open / niet geblindeerd

Controle: N.v.t. / onbekend

Deelname

Nederland
Status: Werving nog niet gestart

(Verwachte) startdatum: 15-05-2014

Aantal proefpersonen: 190

Type: Verwachte startdatum

Ethische beoordeling

Niet van toepassing
Soort: Niet van toepassing
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Registraties

Opgevolgd door onderstaande (mogelijk meer actuele) registratie

ID: 44989
Bron: ToetsingOnline
Titel:

Andere (mogelijk minder actuele) registraties in dit register

Geen registraties gevonden.

In overige registers

Register ID
NTR-new NL4393
NTR-old NTR4524
CCMO NL45991.029.13
OMON NL-OMON44989

Resultaten


