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Tablel. 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
Tota no. of b-thal in the prevalence b-thal observed/
subjects geographic area studied of b-thal b-thal expected
RA 146 13.1% 19.8% 15
SLE 177 13.1% 9.6% 0.7
ed the coexistence of sickle cell disease  b-thal subjects.

(SCD) and SLE (2), but only Kaloterakis et
al. (3) described a case of sickle cell/b —
thalassaemiain a SLE patient.

In a study conducted by Montecucco et al.
(4) it was stated that the prevalence of the
b-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 b-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unpublished because of the lack of arigor-
ous methodological approach to gathering
and analysing the data.

We have now prospectively studied the pre-
valence of b-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 b-thal status was suspect-
ed based on findings of alow 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
b-thal minor (9.6% of the cases). This
prevalence was 0.7 times lower than the
expected rate of 13.1% of the control popu-
lation and amost half of the prevalence pre-
viously observed in RA patients (19.8%)
coming from the same areas (Table1).
These data suggest that b-tha subjects
exhibit a particular immunological reactivi-
ty of different circulating lymphocyte T-
cells subpopulations. If we consider that
RA is a prevalently Thl-oriented disease
and SLE is a prevalently Th2-oriented dis-
ease, it could be argued that b-thal might
modify the immunological profile of circu-
lating T cells through a different immune
reactivity. Obviously confirmation of this
hypothesis will require further studieson T-
cell subpopulations and their functioning in

On the basis of these data we conclude that
the prevalence of theb-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 b-tha trait
interferes with the clinical characteristics of
RAand SLE remains a matter of discussion.
Large 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 coxitisasa unique
osteoarticular 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-
creasing attention recently. The recent stud-
ies have shown that B19 infection can cause
acute arthritis both in children and adults,
athough its prevalence in adults with arth-
ralgia and acute arthritis has been reported
to be 80% (3) whilein 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 hisleft hip flexed and
abducted, with no internal rotation and no
objective evidence of loca inflammation.
Laboratory investigations revealed leuko-
cytosis (13,600 cellsyml) 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, Mycoplasma
pneumoniae and brucellawere 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 eval uation 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 &
typical finding in the present caseisthe mo-
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nolateral joint involvement, which have
been reported to be very low in the overall
literature (5-7). Another unusual feature in
our case history was the dramatic clinical
picture. The absence of a skin rash, on the
contrary, cannot be considered an unexpect-
ed finding, since its prevalence in a pedi-
atric population with B19-associated arthri-
tis has been recently reported to be lower
than 50% (5).

In this case the overal clinical picture, the
laboratory tests demonstrating abnormal
indices of inflammation and the rapid re-
sponse to anti-inflammatory therapy could
suggest the hypothesis of a rheumatic-like
disease. It is known that both in children
and adults B19 infection has been implicat -
ed as a possible triggering factor of autoim-
mune diseases affecting the joints, connec-
tive tissue and large and small vessels, thus
confirming that B19 may contribute to the
induction of autoimmune reactions (8, 9).
Therefore, we can underline, on the basis of
our atypical case report, the conclusions by
Oguz et al. (5) that B19 IgM have to be
searched for in children who present with
acute monoarthritis, whatever the clinical
picture and localization.

C. RUGGERI, MD

M. WASNIEWSKA, MD PhD
G. CRISAFULLI, MD

F. DE Luca, MD

Department of Pediatrics, University of
Messina, Italy.

Corresponding author: Dott.ssa Caterina
Ruggeri, Dipartimento di Scienze Pediatriche
Mediche e Chirurgiche, Paliclinico
Universitario, Viale Gazzi, 98100 Messina,
Italy. E-mail : wasniewska@yahoo.it

References

1. COSSART YE, FIELD AM, CANT B, WID-
DOWSD: Parvovirus-like particles in human
sero. Lancet 1975; 1: 72-3.

2. MEYER O: Parvovirus B19 and autoimmune
diseases. Joint Bone Spine 2003; 70: 6-11.

3. WOOLF AD, COHEN BJ: Parvovirus B19 and
chronic arthritis — cause or casual association
? Ann Rheum Dis 1995; 54: 535-6.

4, NOCTON JJ, MILLER LC, TUCKER LB,
SCHALLER JG: Human parvovirus B19-asso-
ciated arthritis in children. J Pediatr 1993;
122: 186-90.

5. OGUZ F, AKDENIZ C, UNUVAR E, KUCUK-
BASMACI O, SIDAL M: Parvovirus B19 in
the acute arthropathies and juvenile rheuma-
toid arthritis. J Paediatr Child Health 2002;
38: 358-62.

6. RIVIER G, GERSTER JC, TERRIER P, CHES-
EAUX JJ Parvovirus B19 associated mono-
arthritis in a 5-year-old boy. J Rheumatol
1995; 22: 766-7.

7. FREITASRB, MONTEIRO TA, SILVA FILHO
MG, LINHERAS AC: Association between
human parvovirus B19 and arthropathy
Belen, Para, North Brasil. Rev Inst Med Trop
Sao Paulo 2002; 44: 17-22.

8. LEHMANN HW, VON LANDENBERG P, MOD-
ROW S: Parvovirus B19 infection and auto-
immune disease. Autoimmun Rev 2003; 2:
218-23.

9. LEHMANN HW, KNOLL A, KUSTER RM,
MODROW S: Frequent infection with a viral
pathogen, parvovirus B19, in rheumatic dis-
eases of children. Arthritis Rheum 2003; 48:
1631-8.

Comparison of serum IgE
levels between female and male
SLE patients, with referenceto
gender differencesin theinci-
denceof SLE

Sirs,

Several studies have been performed to
investigate the importance of the serum IgE
level in systemic lupus erythematosus
(SLE) (1-3). It has been reported that serum
IgE levels are significantly higher in the
active stage of SLE when compared with
the level during remission (1). Our recent
study of 51 patients with SLE (45 women
and 6 men) revealed significantly higher
IgE levels in SLE patients compared with
normal controls (450.5+1136 1U/ml in 51
SLE patientsvs. 72.7+87 IlU/ml in 391 con-
trols, p =0.007) independent of disease ac-
tivity (2). In general, the IgE level in SLE
patients does not appear to be related to the
development of atopic diseases (3).

As shown in Table |, 7 out of 12 mae pa-
tients (58%) in our SLE cohort showed high
serum IgE levels (> 250 IU/ml) compared
with normal controls (normal £ 250 1U/ml).
In contrast, 21% (10/47) of our female SLE
patients showed high IgE levels (>250 1U/
ml). There was asignificant differencein the
prevalence of high serum IgE levels be-
tween male and female SLE patients (p =
0.011 by the chi-squared test performed
with SPSS software; Chicago, USA). In
contrast, asignificant difference was not ob-
served in the average amounts of IgE levels
between male and female SLE patients (399
+372 IU/ml in 12 male patients vs. 330 +
755 [U/ml in 47 female patients, p= 0.66),
probably because certain female patients
showed extremely high levels of IgE. In our
male patients, no significant correlation

their high serum levels of IgE did not seem
to result from polyclonal B cell activation.
A history of atopic disease in 12 male pa
tients was only obtained in one patient.

The prevalence of SLE is significantly
higher in females than in males, and thisis
probably due to promotion of the immune
response by sex hormones (especially estro-
gen), including the production of severa
cytokines (such as interleukin (IL)-1, -6,
and -10) and antibodies mediated by these
T helper-2 (Th-2) cytokines (4). Estrogens
are also reported to contribute to an in-
crease in the transcription of autoantigens
(5), such as human endogenous retroviruses
(HERV) that may be a plausible causative
agent of SLE (6). Thus, female hormones
such as estrogen appear to cause a decrease
in the threshold for responsiveness to auto-
antigens and/or production of autoantigens,
and that thisisrelated to a higher incidence
of SLE in females. In addition, DNAmeth-
ylation seems to play an important role in
the induction of autoimmunity in SLE. Low
levels of cytosine methylation (indicated by
low activity of DNA methyltransferase-1
(DNMT-1), a methylation-regulating en-
zyme) in the regulatory sequences of DNA
leads to transcriptional activation of genes,
and DNA methylation is decreased in both
male and female SLE patients (7). DNAhy-
pomethylation (implied by low DNMT-1
activity) isthought to contribute to hyperre
sponsiveness to autoantigensin SLE patients
and to the production of autoantigens, in-
cluding HERV (7). It has been reported that
IgE production is contributed by DNA hy-
pomethylation and is also enhanced by es-
trogens (8, 9). The levels of IgE production
mediated by IL-4 are known to be closely
associated with the estrogen level (4). Thus,
high IgE levels in male SLE patients may
reflect stronger hyperresponsiveness due to
DNAhypomethylation that is not related to
the influence of sex hormones.

Further precise clinical and/or laboratory in-
vestigations of male SLE, aswell asfemale
patients with the postmenopausal onset of
SLE (10), may make an important con-
tribution to elucidation of the reason for the
gender bias of this disease.

1 2
was observed between IgE and other serum l. SEK'GAWAl H. HASHI MBOTO
parameters such as immunoglobulins (IgG, M. YAMADA'  H. OGAWA
IgA, and IgM) and autoantibodies. Thus,  N. lIDA?

Tablel.Serum IgE levelsin male and female SLE patients.
Sex No. of IgE Pvalue
pts. High (> 250 1U/ml) Low (£ 250 IU/ml) (malevs. female)
Mae 12 7 (58%) 5 (42%)
<0.05
Female 47 10 (21%) 37 (79%)

IgE was measured by chemiluminescent enzyme immunoassay (CLEIA; Fuji Levio Co., Inc. Tokyo, Japan).
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