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This group of rheumatologists gathered in
Vienna out of concern about the absence of a
uniform view and guidance on the introduction
of tumour necrosis factor (TNF)-blocking
therapies in our clinics. With our growing
experience, evaluation of drug treatment of
rheumatoid arthritis (RA), and previous par-
ticipation in consensus statements,1 we have
had the opportunity of discussing the accrued
knowledge as well as personal experiences in
the use of TNF-blocking agents and of formu-
lating our jointly shared views on:
+ Indications for starting TNF-blockade

therapy
+ Deciding what levels of disease activity

would be most appropriate to continue (or
discontinue) TNF-blocking therapy.
For the present, TNF blockade should be

reserved for patients with RA whose symptoms
and signs are resistant to disease modifying
antirheumatic drug (DMARD) treatment. It is
generally agreed that all patients with active
disease should be treated with DMARDs, as
such treatment ameliorates symptoms and
slows progression of structural damage.2 How-
ever, long term eYcacy of DMARDs is limited
and toxicity accumulates.3 Currently, two
TNF-blocking agents, etanercept and inflixi-
mab, have received regulatory authority ap-
proval for the treatment of RA. Both com-
pounds, alone or in combination with
methotrexate, have proved to be successful in
significantly reducing inflammatory activity
and increasing the quality of life.4–8 In addition,
infliximab in combination with methotrexate
has been shown to arrest radiographic progres-
sion over one year in up to 50% of patients,9

while etanercept has been shown to retard
radiographic progression significantly in
DMARD-naive patients.10 Nevertheless, in
early RA, the superiority of TNF-blocking
agents over DMARD treatment has not yet
been clearly demonstrated.

At present, patients eligible for TNF-
blocking agents are those with an inadequate
response to one or more DMARDs, including
methotrexate. Before treatment, an individual
goal should be established for each patient by
the treating physician (who should be experi-
enced in the diagnosis and treatment of RA,

including the use of immunoregulatory
agents), and this goal should aim at achieving
low disease activity or even remission. Patients
generally should have active disease defined,
for example, by the Disease Activity Score,
DAS28 >3.211 or a combination of five or more
swollen and painful joints as well as an abnor-
mal acute phase response. It should be noted
that individual patients experience varying
degrees of aggressive disease as well as
symptoms and signs and impact of the disease
on their quality of life. All these factors must be
taken into account when considering TNF
blockade, as must the limitations of previous
DMARD treatment due to toxicity. TNF-
blocking agents can be added to pre-existing
methotrexate treatment. Patients with insuY-
cient response to a single DMARD other than
methotrexate should not be treated with TNF-
blocking agents before methotrexate has been
tried, unless contraindicated. Methotrexate
should be used in adequate doses before its
ineYcacy is declared—that is, in current prac-
tice up to 25 mg a week,12 if tolerated. Also,
patients whose earlier DMARD treatment had
been discontinued because remission had been
achieved should be retreated with this previ-
ously eVective DMARD.

Initiation of TNF-blocking therapy should
be accompanied by a complete physical exami-
nation and a chest x ray examination to exclude
contraindications. x Rays of hands and feet
performed at baseline and at yearly intervals
are useful to monitor structural damage to
joints. Contraindications to TNF-blocking
therapy, listed in the package inserts or
summaries of product characteristics, provide
the necessary guidance on which patients
should not be treated. In particular, patients
with acute or chronic infections, such as tuber-
culosis, or with recent malignancies, should be
excluded.

Response to TNF-blocking therapy should
be assessed by validated response criteria—for
example, the EULAR or ACR response
criteria.13 14 These require numerical evaluation
of the number of tender and swollen joints (for
example, using the 28 joint count) and an acute
phase response (for example, erythrocyte sedi-
mentation rate or C reactive protein, or both),
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and other appropriate measurements—for ex-
ample, patient and/or physician global assess-
ments (visual analogue scale (VAS) or five
point scale), pain assessment (100 mm VAS),
and functional assessment (such as the Health
Assessment Questionnaire). As a guideline we
suggest that the decision to continue TNF-
blocking therapy requires minimum improve-
ment in the DAS28 score of >1.2 or a DAS28
<3.2 or at least a 20% improvement by ACR
improvement criteria.

Non-responders should discontinue TNF-
blocking therapy. A patient should be regarded
as a non-responder, if the response criteria are
not met within an observation period of eight
to 16 weeks from the start of treatment accord-
ing to recommended dosing schedules of
drugs, and every 16 weeks thereafter. Major
adverse events attributable to TNF-blocking
therapy obviously require prior termination. At
the present time, it is not known if lack of
response to one anti-TNF treatment principle
will equate with a lack of response to another.

Clearly, at present, TNF-blocking agents do
not cure RA and their discontinuation is
usually associated with a relapse of RA after
varying periods of time.15 It has not been inves-
tigated yet, whether TNF blockade can be used
to induce significant improvement or remission
and then be replaced by conventional
DMARD treatment. Also, it has not yet been
established, if and how, dose and interval may
be adapted during long term treatment with
TNF-blocking agents. Such questions clearly
have to be included in a future research agenda.

The group was aware that healthcare systems
diVer widely between countries. Therefore this
consensus and opinion of experts, most of
whom have long term experience with one or
more TNF-blocking compound, should only
be regarded as a general framework for the ini-
tiation and continuation of TNF-blocking
agents in RA, from which specific conclusions
that better fit the situations in individual coun-
tries can be derived. A standardised approach
for the indication of, and evaluation of the
clinical response to, TNF-blocking therapy in
RA could constitute an important advance-
ment towards improved overall quality of man-
agement of this crippling disease.

The meeting was supported by an unrestricted educational
grant from Schering-Plough Corporation.
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