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much as 65% of patients (1). Therapeutic ap-
proaches proposed to reduce the incidence
of steroid-related side effects include differ-
ent administration schemes of steroids or
alternative drugs with a possible steroid-
sparing effect. Steroids have been used by
shoulder injection (2) or weekly depot in-
jections (3). Steroid-sparing therapies stud-
ied so far include methotrexate (4), azathio-
prine (5), and tenidap (6), but their efficacy
is not clear.
Our hypothesis was that steroid pulses ad-
ministered in the early phase of the disease
c o u l d induce remission by aborting inflam-
mation. The recently described mechanisms
of action, such as inhibition of nuclear fac-
tor-κB resulting in decreased transcription
for expression of pro-inflammatory genes
(7) and non-genomic physicochemical ac-
tions (8), are probably active only when
steroid pulses are used. Steroid pulses are
not associated with the side effects common-
ly reported with chronic administration. In
this pilot study, administration of pulse ster-
oids to PMR patients, at doses roughly
equivalent to those assumed in the first 2
months of standard therapy, was attempted.
Four patients affected by untreated PMR
(9) (mean disease duration 64.8 days, range
49-90 days) were studied. The study was
performed according to the declaration of
Helsinki and was approved by the relevant
ethical committees. PMR recurrences and
relapses were defined as signs or symptoms
of the disease associated with increased
ESR or CRPappearing, respectively, during
treatment or after its discontinuation.
ESR, CRP, and IL-6 (R&D Systems, Min-
neapolis, MN, USA) were evaluated before
treatment and after 7 and 15 days from the
first corticosteroid bolus. Bolus i.v. injec-
tions of methylprednisolone (250 mg in 250
cc of saline) were administered on 3 con-
secutive days. If PMR relapsed, oral pred-
nisone was given with the rapidly decreas-
ing dosage previously used in a controlled
trial on the efficacy of methotrexate as
steroid-sparing agent (4). End points of the
study were the time between the last steroid

bolus and the relapse of PMR, if any, as
well as the dosage of steroids eventually
needed after the 3-day course. In addition,
the number of recurrences and relapses
occurring during and after oral steroid treat-
ment respectively was calculated and com-
pared with those of the control group of the
previously cited therapeutic trial, consisting
of 31 patients with PMR treated with pred-
nisone alone (4).
PMR symptoms disappeared and laboratory
signs of inflammation improved in 3/4
patients during i.v. treatment, but recurred
in all patients after a mean time of 6.4 days
(range 3-14 days) from the last steroid
bolus. The mean dosage of oral prednisone
taken after the boli was 2237 ± 213 mg, a
value which was not different from the
2832 ± 750 mg taken by controls. Recur-
rences were seen in 1 out of 4 (25%)
patients in the first group and in 22 out of
31 (71%) patients in the second group (ns).
The median follow-up period after the initi-
ation of steroid treatment was 19 months
(range 12-22 months). After completion of
the treatment, no pulse-treated patient suf-
fered relapses in comparison with 10/31
(32.3%) controls (ns). IL-6 concentrations
dramatically decreased after the bolus treat-
ment but returned to the initial values 2
weeks later in all but one patient (Fig.1).
This patient did not improve after the boli
and therefore received oral steroids earlier
than the other patients, a fact that probably
kept the IL-6 concentration low.
In conclusion, 3 pulses of i.v. methylpred-
nisolone failed to induce remission in PMR
and to show any steroid-sparing effect in
our small, uncontrolled study. Similarly, no
significant corticosteroid-sparing effect has
been described after a single pulse with 240
mg of methylprednisolone in patients with
GCA(10).
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-thalassaemic trait and
systemic lupus erythematosus

Sirs, 
The coexistence of haemoglobinopathies
and connective tissue disorders has rarely
been investigated and published data relat-
ing to this matter are only anecdotal. In 1975
we demonstrated that the incidence of the β-
thal trait in patients with RA coming from
an area in which haemoglobinopathy is en-
demic, such as Ferrara and Rovigo (the Po
Delta, northern Italy), is higher than would
be expected based on its occurrence in the
general population (19.8% vs 13.1% of a ran-
dom population from the same two areas)
( 1 ) .
In SLE, varying degrees of anaemia are
quite a common finding but only rarely has
the issue of concomitant haemoglobinopa-
thies been addressed. To the best of our
knowledge 16 reported cases have describ-
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Fig. 1. IL-6 concentration before (week 1) and
after 2 and 3 weeks from the administration of
i.v. steroid boli in the 4 patients with recent onset
polymyalgia rheumatica. The mean IL-6 concen-
tration plus 3 standard deviations in 43 healthy
age- and sex-matched controls was < 4 pg/mL.
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ed the coexistence of sickle cell disease
(SCD) and SLE (2), but only Kaloterakis et
al. (3) described a case of sickle cell/β –
thalassaemia in a SLE patient. 
In a study conducted by Montecucco et al.
(4) it was stated that the prevalence of the
β-thal trait in patients with connective tis-
sue diseases and seronegative spondyloar-
thropathies is similar to that expected for
the whole population according to their ge-
ographic distribution, but the conclusion was
not supported by consistent data. 
Previously we observed a markedly lower
incidence of the β-thal trait among a lupus
population born in Ferrara and Rovigo ar-
eas compared to a control population com-
ing from the same two areas (5). However,
these findings were historical and remained
unpublished because of the lack of a rigor-
ous methodological approach to gathering
and analysing the data. 
We have now prospectively studied the pre-
valence of β-thal minor in 177 consecutive
SLE patients from the Ferrara and Rovigo
areas (32 males and 145 females, mean age
54 years, range 20-89) diagnosed according
to the 1997 revised ACR criteria (6, 7) and
followed by our Department from 1998 to
the present. Their β-thal status was suspect-
ed based on findings of a low mean corpus-
colar volume, low haemoglobin value, and
increased number of red blood cells; the
condition was confirmed in all the cases by
haemoglobin electrophoresis. In this patient
population we found 17 SLE patients (all
female, mean age 53 years, range 20-88) with
β-thal minor (9.6% of the cases). T h i s
prevalence was 0.7 times lower than the
expected rate of 13.1% of the control popu-
lation and almost half of the prevalence pre-
viously observed in RA patients (19.8%)
coming from the same areas (Table I). 
These data suggest that β-thal subjects
exhibit a particular immunological reactivi-
ty of different circulating lymphocyte T-
cells subpopulations. If we consider that
RA is a prevalently Th1-oriented disease
and SLE is a prevalently Th2-oriented dis-
ease, it could be argued that β-thal might
modify the immunological profile of circu-
lating T cells through a different immune
reactivity. Obviously confirmation of this
hypothesis will require further studies on T-
cell subpopulations and their functioning in

β-thal subjects.
On the basis of these data we conclude that
the prevalence of the β-thal trait is higher in
our RA patients and lower in our SLE
patients compared with the normal popula-
tion. The reasons for this different frequen-
cy and the way in which the β-thal trait
interferes with the clinical characteristics of
RAand SLE remains a matter of discussion.
L a rge prospective epidemiologic studies
will be necessary to determine if the preva-
lence of serologic and clinical features of
immune complex diseases such as SLE is
influenced by the coexistence of a haemo-
globinopathy. 
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Monolateral coxitis as a unique
o s t e o a rt i c u l a r manifestation of
Parvovirus B19 infection

Sirs,
Since its discovery (1), human parvovirus
B19 (B19) has been linked with a broad
spectrum of clinical syndromes, the most
common of which are erythema infectio-
sum, aplastic crisis complicating chronic
hemolytic anemia and hydrops fetalis (2).
The articular manifestations, though less
commonly recognised, have received in-
c r e asing attention recently. The recent stud-
ies have shown that B19 infection can cause
acute arthritis both in children and adults,
although its prevalence in adults with arth-
ralgia and acute arthritis has been reported
to be 80% (3) while in children it is 21.2%
(4) or 21.6% (5). In order to provide further
insights into the various clinical manifesta-
tions of acute arthritis in children with B19
infection we would like to report a 13-year-
old male child with monolateral coxitis.
The patient was admitted to our unit be-
cause of remittent fever lasting for 20 days
associated with pain and restricted left hip
motion. The boy held his left hip flexed and
abducted, with no internal rotation and no
objective evidence of local inflammation.
Laboratory investigations revealed leuko-
cytosis (13,600 cells/ml) with normal neu-
trophils (60%), high ESR levels (62/hr) and
positive C reactive protein CRP(20.7 mg/l;
normal range 0-3 mg/l).
ANA, nDNA, HLA-B27, ASO, the Mantoux
test and serologic tests for Cytomegalovirus,
Epstein-Barr virus, rubella, M y c o p l a s m a
pneumoniae and brucella were all negative.
B19 infection was diagnosed on the basis of
the specific presence of IgM antibody (en-
zyme immunoassay: IgM 92.5 U/ ml; nor-
mal < 30 U/ml) and was confirmed by sero-
conversion during a 6-month follow-up. 
Ultrasound evaluation and computerized to-
mography of the left hip confirmed the pre-
sence of synovial fluid. After 2 days of
treatment with Flurbiprophene (5 mg/kg/
day) the fever disappeared and the articular
symptomatology slowly improved; after 15
days of therapy CRPand leucocytosis were
normalized. Flurbiprophene therapy was
continued for 3 months, with final normal-
ization of the ESR and complete recovery
of hip motion. 
According to a very recent pediatric study,
the most frequently involved joints associ-
ated with B19 infections are the knee, wrist,
ankle and interphalangeal joints, whereas
the elbow, shoulder and cervical vertebrae
are less frequently affected (5). To the best
of our knowledge coxitis had never been re-
ported hitherto in the literature. Another a-
typical finding in the present case is the mo-
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Table I. Prevalence of Beta-thalassaemic trait in patients with RAand SLE compared to the
control population (data referring to the Ferrara and Rovigo areas of Italy).

Expected prevalence Observed Ratio of
Total no. of β-thal in the prevalence β-thal observed/ 
subjects geographic area studied of β-thal β-thal expected

RA 146 13.1% 19.8% 1.5
SLE 177 13.1% 9.6% 0.7


