
Rheumatology 2000;39:1286–1305

Letters to the Editor

Rheumatology 2000;39:1286–1287 may modify the immunological profile of circulating
T cells in patients with RA through a different back-Rheumatoid arthritis in b-thalassaemia trait ground immune reactivity. Further studies with more
modern techniques concerning T-cell subpopulationsS, We read with great interest the letter by Montecucco
and their functions will be necessary to determineet al. [1]. They concluded that subjects with the
whether b-thal subjects have a specific T-cell defectb-thalassaemia (b-thal ) trait have a high prevalence of
related to the aetiopathogenesis of RA. Studies exploringpolyarthritis resembling rheumatoid arthritis (RA), but
polymorphonucleate functions have not shown anynot of other inflammatory rheumatic diseases, such as
particular alteration [7].connective tissue disease and seronegative spondylo-

As Montecucco et al. suggested, another interestingarthrytis. They also stated that the so-called arthritis of
issue is whether RA patients with b-thal have a particularthe b-thal trait is probably not a distinct clinical entity,
HLA haplotype. In order to investigate this relationship,as previously thought, and may be regarded as a mild
we studied the frequency of class II HLA antigens DR1,form of seronegative RA. We reached the same conclu-
2, 3, 4, 5 and 7 in 59 RA subjects (28 of whom hadsion in our own studies of this topic.
b-thal ) matched with a control population of 71 normalIn our original report, published in 1975 [2], we
subjects. We did not find any significant differencestudied the incidence of the b-thal trait (confirmed by
between the probands and the controls [8].haemoglobin electrophoresis) in 146 RA patients consec-

In 1984 we conducted another study in 58 RA b-thalutively admitted to the hospital, and compared it with
patients (12 males and 46 females, average age 56.4 yr,that of the control population of the Ferrara and Rovigo
mean duration of disease 6.8 yr) to assess if there wereareas of Italy, where the prevalence of thalassaemia is
clinical differences compared with RA patients withouthigh. We found a significant increase in thalassaemia in
the b-thal trait [9]. The onset, course, type and severitya rheumatoid series. The frequency of the b-thal trait
of joint involvement and clinical features did not differreached 19.8% among patients with RA compared with
significantly between the two groups. However, we13.4% and 11.3% in the random population of the same
obtained some noteworthy results. There was a reduc-two areas, respectively, and was 1.5 times greater than
tion in the number of the systemic complications thatthe expected prevalence rate of 13.1%.
are usually seen in RA, in particular of rheumatoidIn the series described by Montecucco et al. the
nodules, in b-thal carriers, and there was a more severefrequency of the b-thal trait in RA patients is also
degree of osteoporosis and a lower value of ESR (relatedelevated (three times higher than the expected fre-
to the severity of the disease) in b-thal RA patientsquency), reaching the 6.4% in RA patients compared
compared with non-b-thal RA patients.with 2.1% of the control population, taking the in-

On the basis of our data we conclude that subjectspatients of the general medicine department as the
with the b-thal trait have a higher prevalence of a mildcontrol population. This may be misleading, because
form of RA compared with the normal population. Theb-thalassaemic subjects can be considered as a popula-
way in which the b-thal trait interferes with the appear-tion with its own biology, which is still not fully under-
ance of RA remains a matter of speculation. It may bestood. It is well known that b-thal exerts a protective
related to the action of some environmental factorsor a facilitating role in certain diseases: in particular,
which alter host susceptibility and facilitate the develop-individuals with the b-thal trait are more resistant to
ment of RA, or it could be secondary to the particular,malaria, tubercolosis and essential hypertension and
unknown biology of the b-thal population which predis-more susceptible to gastroduodenal ulcers and liver
poses towards diseases such as RA.cirrhosis than non-thalassaemic subjects [3]. For this

These findings have been confusing, and have ledreason, the hospitalized control population can be con-
some authors to assume the existence of an ‘arthritis ofsidered a selected population. Surprisingly, but in agree-
b-thal subjects’ [10], which can be considered as a mildment with previous data [4], we found a lower frequency
form of inflammatory arthritis affecting b-thal subjects.of the b-thal trait in patients affected with other connect-

ive tissue diseases. Among 240 lupus patients living in G. C, M. G, F. Tthe Ferrara and Rovigo areas, the frequency of the
Divisione di Reumatologia, Azienda Ospedalierab-thal trait was 4%, which is much lower than the 13%
Arcispedale Sant’ Anna, Ferrara, Italyprevalence of the trait in the control population (unpub-
Accepted 3 March 2000lished data). We still have no explanation for these data.

Correspondence to: G. Castellino, Corso GioveccaThere have been few studies of the immunological
203, 44100 Ferrara, Italyreactivity of heterozygous b-thal subjects. In 1985 we

demonstrated a different behaviour of circulating T-cell
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A longitudinal study of clinical symptoms and sleepWe thank Drs Castellino et al. for their interest in our
parameters in rheumatoid arthritispaper. These colleagues work in a district with a very

high prevalence of b-thalassaemia (b-thal ) and have S, Sleep complaints are reported by more than half of
great experience in this field. We are pleased to know the patients with rheumatoid arthritis (RA) [1], and in
that they agree with our conclusions. several studies disturbances of the sleep architecture

As for the specific points raised in their letter, we are have been documented in these patients. In a previous
aware that the in-patients of a Department of General paper we reported a close relationship between pain,
Medicine may not be representative of the whole popula- morning stiffness and homeostatic sleep patterns [2]. To
tion. Since a higher than expected frequency of b-thal further elucidate this finding, the present study was
trait in rheumatoid arthritis (RA) was reported by conducted to follow up the clinical and ambulatory
Marcolongo et al. [1], the main aim of our work has polysomnographic (PSG) parameters in the same
been to demonstrate that the prevalence of b-thal trait patients. The dynamics of this study allowed us to
was higher in RA patients than in patients with other extend the knowledge obtained in the previous study [2].
inflammatory rheumatic diseases. The frequency of Thirty-five outpatients with RA [nine males and 26
b-thal in patients with connective tissue diseases and females, mean age 50.6 yr (.. 13.9) and mean duration
seronegative spondyloarthropathies was similar to that of disease 164.2 months (115.7)] were included. After a
expected for the whole population according to their baseline PSG, the second recording was performed after
geographic distribution. Nevertheless, the unpublished a mean of 175.8 (70.9) days. The patients had a clinical
observations by Castellino et al. suggesting that b-thal examination in the evening before the sleep recordings
may be less frequent in systemic lupus erythematosus and completed various questionnaires as in the previous
patients than in the general population should stimulate study [2]. Medication was unchanged in the study
further research. period. All PSG data were scored manually and blindly

The studies reported by Castellino et al. on in 30 s epochs according to standard criteria and the
T lymphocytes and HLA antigens are interesting, but F1–A2 lead was selected for frequency analysis. The
do not give any additional information about whether distribution of normalized power in the electroenceph-
RA and b-thal are linked by genetic factors, by environ- alography was calculated using autoregressive model-
mental factors or by both. ling. As the preliminary statistical tests indicated

Finally, an important question is how ‘rheumatoid’ is complex relationships between the individual variables,
RA in b-thal patients? In our study, the frequency of a graphical chain model was selected for final analysis
rheumatoid factor was similar in patients with and and interpretation of data. Details regarding the model
without b-thal. Castellino et al. state that the onset, were given previously [2].
course, joint involvement and clinical features do not During the study period, a deterioration in disease
significantly differ between the two groups; however activity was reflected in the Ritchie score (14.5 vs 16.7
b-thal patients show ‘a reduction of systemic complica- at baseline and follow-up, P= 0.033) and the Health
tions, in particular rheumatoid nodules’ and ‘a lower Assessment Questionnaire score (6.2 vs 7.0, P= 0.048),

and a corresponding increase in erythrocyte sedimenta-value of erythrocyte sedimentation rate (related to the


