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TasLE 1. Clinico-serological features in three SSc patients before and after 1yr of leflunomide treatment
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VAS, visual analogue scale; ESR, erythrocyte sedimentation rate; CRP, C-reactive protein; ACA: anticentromere antibody; SI70, antitopoisomerase antibody; MCP, metacarpophalangeal;

PIP, proximal interphalangeal.

Letters to the Editor

The authors have declared no conflicts of interest.

M. SeBasTiaNI, D. Giucaiorr, E. VEsprint!, A. CAruso, C. FERRI

Rheumatology Unit, University of Modena and Reggio Emilia and
' Rheumatology Unit, University of Pisa, Pisa, Italy
Accepted 8 November 2005

Correspondence to: C. Ferri, Cattedra e Servizio di
Reumatologia, Universita di Modena e Reggio Emilia,
Policlinico di Modena, Via del Pozzo 71, 41100 Modena, Italy.
E-mail: clferri@unimo.it

1. Medsger TA Jr. Systemic sclerosis (scleroderma): clinical aspects.
In: Koopman WIJ, Arthritis and allied conditions. A textbook
of rheumatology ;Vol. 2Philadelphia: Williams and Wilkins,
1997;1433-65.

2. Ferri C, Valentini G, Cozzi F et al. Systemic Sclerosis Study Group of
the Italian Society of Rheumatology (SIR-GSSSc). Systemic sclerosis:
demographic, clinical, and serologic features and survival in 1012
Italian patients. Medicine (Baltimore) 2002;81:139-53.

3. La Montagna G, Sodano A, Capurro V, Malesci D, Valentini G. The
arthropathy of systemic sclerosis: a 12 month prospective clinical and
imaging study. Skeletal Radiol 2005;34:35-41.

4. Sanders S, Harisdangkul V. Leflunomide for the treatment of
rheumatoid arthritis and autoimmunity. Am J Med Sci
2002;323:190-3.

5. Tam LS, Li EK, Wong CK, Lam CW, Szeto CC. Double-blind,
randomized, placebo-controlled pilot study of leflunomide in systemic
lupus erythematosus. Lupus 2004;13:601-4.

6. Metzler C, Fink C, Lamprecht P, Gross WL, Reinhold-Keller E.
Maintenance of remission with leflunomide in Wegener’s granuloma-
tosis. Rheumatology 2004;43:315-20.

7. Subcommittee for Scleroderma Criteria of the American Rheumatism
Association Diagnostic and Therapeutic Committee. Preliminary
criteria for the classification of systemic sclerosis (scleroderma).
Arthritis Rheum 1980;23:581-90.

8. Kraan MC, Smeets TJ, van Loon MJ, Breedveld FC, Dijkmans BA,
Tak PP. Differential effects of leflunomide and methotrexate on
cytokine production in rheumatoid arthritis. Ann Rheum Dis
2004;63:1056-61.

9. Fujii H, Hasegawa M, Takehara K, Mukaida N, Sato S. Abnormal
expression of intracellular cytokines and chemokine receptors in
peripheral blood T lymphocytes from patients with systemic sclerosis.
Clin Exp Immunol 2002;130:548-56.

10. Martinez JA, Nishimura C, Guatura SB, Sato E, King TE Jr.
Elevation of soluble interleukin-2 receptor levels in the broncho-
alveolar lavage from patients with systemic sclerosis. Rheumatol Int
2001;21:122-6.

Rheumatology 2006;45: 11761177
doi:10.1093 /rheumatology/kel181
Advance Access publication 4 July 2006

BSR guidelines for TNF blockers in ankylosing
spondylitis—how useful are they?

Sir, We are writing in response to the British Society of
Rheumatology (BSR) guidelines for prescribing tumour necrosis
factor (TNF) blockers in adults with ankylosing spondylitis
(AS) [1]. There are several points that we would like to make.
The first issue relates to the ongoing reliance on the modified
New York criteria [2] for the diagnosis of AS and eligibility for
treatment. They have largely been the criteria employed in trials
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of anti-TNF therapy in AS to date, but appear increasingly
outdated. The attitude to this disease has greatly changed with the
role of imaging modalities such as magnetic resonance imaging in
early diagnosis and recognition of the potential for early
treatment. Recently published data [3] show that a shorter disease
duration is one of the main predictors of a major clinical Bath
Ankylosing Spondylitis Disease Activity Index (BASDAI 50)
response to anti-TNF.

Looking at the clinical part of the criteria, relevance and
applicability must be put in question, as they call for subjective
assessments of ‘limited’ range of motion of lumbar spine and chest
expansion compared to ‘normal’ values for sex and age. We have
not encountered these values in everyday practice. When first
drawn up, they were evaluated in people with established disease
and may perform well in this group, but studies have shown that
they are not sensitive when applied to those with shorter symptom
duration [4, 5]. It has also been shown that the specificity of
‘restriction of spinal mobility’ can vary as much as 37-75%.

Using the modified New York criteria, the radiological
criterion of grade 2 sacroiliitis bilaterally or grades 3 or 4
unilaterally infers ongoing disease, on average, of 9 yrs, according
to one series [6]. Surely a set of guidelines that aims to be relevant
to clinical practice should be recommending treatment before
they reach such an advanced stage; these criteria are not sensitive
enough in diagnosis of ‘pre-radiographic’ AS. There is also the
issue of the specificity of diagnosing radiographic sacroiliitis,
especially differentiating between grade 1 and 2, which constitutes
the difference between ‘no disease’ and ‘disease’.

There is no stipulation in the guidelines as to the use of MRI for
early diagnosis instead of applying the New York criteria.

Perhaps, the working group, when they review the guidelines
next year, should consider an alternative set of criteria for
diagnosis, such as the one proposed by Rudwaleit et al. [7]. They
propose a model for early diagnosis of axial spondyloarthopathy,
in patients with inflammatory back pain but normal X-rays, using
clinical features, laboratory findings and skeletal imaging.

Regarding the criteria for withdrawal of therapy, the recom-
mendation laid down is to withdraw treatment if proven to be
‘ineffective’ after 3 months as judged by lack of reduction in
scores such as the BASDAI and visual analogue scores (VSA).
There is no firm recommendation for using an alternative
biological agent or shortening the interval between treatment
if using infliximab. A recent study from Spain [8] showed that
there may be benefit to patients with persistent disease in
reducing the dosage interval from 8 to 6 weeks for those on
infliximab 5Smg/kg.

Finally, with regard to periodic review of the need for
continued treatment and possible dose reduction, the guidelines
are not very clear. This really reflects the lack of adequate
evidence on this issue. Baraliakos er al. [9] have, however,
recently published data on a group of patients with established
AS who had received 3yrs of continuous infliximab treatment,
which was then stopped to see if remission was sustainable. Of 42
patients, 41 were restarted on therapy within a year because of
relapse.
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BSR guidelines for TNF blockers in ankylosing
spondylitis: reply

Sir, We are pleased to receive comment on the BSR guidelines for
treating ankylosing spondylitis (AS) with tumour necrosis factor-o
(TNF-«) blocking drugs [1]. We entirely accept that the guidelines
are to some extent simplistic and we included in the report a
comment to the effect that they may need subsequent updating
in the light of new data and experience. They are, however, based
on the best evidence from clinical studies and we did not
extrapolate from that evidence to make recommendations not
supported by a firm evidence base. Nor did we inject our own
clinical opinions.

To take the points raised in turn:

We agree that the modified New York criteria may well not
meet the needs of the clinicians who need to diagnose and treat AS
early. Nonetheless, these are the only criteria that have under-
pinned almost all clinical trials in this area and thus the data on
which the guidance is based. Moreover, we agree that there is an
urgent need to develop stringent criteria for ‘early AS’, which
takes into account the role of magnetic resonance imaging
scanning. Such information is emerging, but it will take time
before the necessary consensus, essential as the basis of a national
guideline, develops. We agree that the logic of treating early
disease is undeniable; however, it is clearly important to build up
data before advocating treatment of early disease without
evidence on which sound clinical decisions, balancing efficacy,
risk and cost, can be based.

The group did not find a sufficient evidence base for
recommendations about dose or treatment intervals other than
those used in the majority of clinical trials and in manufacturers’
recommendations. Similarly, we did not find any evidence on which
to base the guidance with respect to dose changes or drug switching.
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