L ettersto the Editor

Isthere an increased
prevalence of C. pneumoniae
and H. pylori in patients with
rheumatoid arthritis?

Sirs,

Increased mortality due to cardiovascular
disease (CVD) in patients with rheumatoid
arthritis (RA) has been demonstrated (1).
The reason for this is not fully understood.
However, the inflammatory reaction seems
to increase the risk (1). Chronic infections
with Chlamydia pneumoniae and Helico-
bacter pylori have been suggested to be
associated with the risk of atherosclerotic
diseases (2), adthough the significance of
thisisstill under debate (2, 3).

The aim of this study was to evaluate the
prevalence of serologic signs of C. pneumo -
niae or H. pylori infection in patients with
RA and age- and sex-matched controls. We
also evaluated the possible associations
between these infections and markers of
inflammation and soluble adhesion mole-
cules, as well as the presence of ultrasound
measured atherosclerosis.

From a retrospective inception cohort (1)
constituted of all patients with early sero-
positive RA between 1974-79 (n= 211), all
patients with a maximum age of 65 years (n
=39) were enrolled in an ultrasound study
on atherosclerosisin RA (4). Oneyear later,
30 patients (23 women, 7 men) agreed to
participate in the present study together
with 30 age- and sex-matched controlsfrom
the same region. The groups were similar in
terms of the traditional cardiovascular risk
factors (4).

Antibodies (Ab) of the IgG and I1gA classes
against C. pneumoniae were measured
using microimmunofluorescense and DNA
of the bacterium was detected with a nested
polymerase chain reaction (nPCR) (5).
Antibodies of the IgG class against H.
pylori were measured using ELISA (Py-
loriset EIA-G |11, Orion Diagnostic, Trosa,
Sweden). ESR and CRP were measured by
routine procedures. Other inflammatory
markers (IL-6 and IL-2sRa) and soluble
adhesion molecules (SICAM-1) were mea-
sured using ELISA (R&D Systems, Ma,
USA). We measured the disease activity
over time according to an accumulated dis-
ease activity score (6). The intima-media-
thickness (IMT) of the common carotid
arteries, as measured by B-mode ultra-
sound, was reported formerly (4).
Differences in continuous data between
patients and controls were tested statistical -
ly with the Wilcoxon signed rank test and
between sub-groups with the Mann-Whit-
ney U-test. Category data were tested with
the Chi-square test. Correlations between
variables were tested for using Spearman’s
rank correlation test.

Tablel. Levelsof ESR, CRP, accumulated disease activity score and the presence of antibodies (Ab)
to C. pneumoniae and H. pylori in 30 RA patients (mean age 56 yrs, range 39-66) and 30 age- and sex-
matched controls. Results presented as means (+ SEM) and numbers of individuals (%), respectively.

RA (n=30) Controls (n=30) p values
ESR, mm/h 26 (£4) 7 (1 0.0001
CRP, mg/L 17 (£3) 10 (+0.1) 0.002
Acc disease activity score! 454 (+0.14) - -
Positive C. pneumoniae 1gG-Ab? 14 (47%) 14 (47%) ns
Positive C. pneumoniae IgA-Ab? 2 (%) 1 (3%) ns
Positive C. pneumoniae nPCR 0 (0%) 0 (0%) ns
Positive H. pylori IgG-Ab? 11 (37%) 13 (43%) ns

*Acumulated disease activity according to Baecklundet al. (6); 2A titre of 3 1/16 was used as the cut-off point;
3A titre of 3 1/20 was used as the cut-off point; ns = not significant.

There were no significant differences
between patients and controls in the preva-
lence of antibodies against C. pneumoniae
and H. pylori (Table I). Within the patient
group, there were no significant differences
between those positive and negative for
1gG-Ab against C. pneumoniae considering
any of the other measured variables. How-
ever, in the patient group we found a posi-
tive correlation between the titres of C.
pneumoniae 1gA-Ab and SICAM-1 (Rg=
0.36, p<0.05). The two patients with high
titres (3 1/64) of C. pneumoniae IgA-Ab had
higher values of mean IMT of their CCA
than those with negative titres (medians 1.1
mm versus 0.75 mm,p=0.050). InH. pylori
antibody positive patients, there was a
direct correlation between the titre and IL-
2sRa (R~0.628, p=0.047). Apart from
these results we did not find any positive
associations between titres of Ab against
either of thetwo bacteriaand IMT or any of
the markers of inflammation, among the
patients or controls (data not shown).

Thereisanincreasing body of evidence that
chronic infections may be associated with
atherosclerosis (2). We found no increased
prevalence of C. pneumoniae or H. pylori
infection in patients with RA. However,
patients with high titres of C. pneumoniae
IgA-Ab, i.e, a sign that may indicate a
chronic infection (2), had higher levels of
mean IMT-CCA than those patients with
low titres. IMT isregarded to be a sensitive
marker of the early sub-clinical phase of
atherosclerosis (7). We also found acorrela
tion between the titre of C. pneumoniae
IgA-Ab and sICAM-1 in patients with RA.
In onereport C. pneumoniae was shown to
induce ICAM-1, as well as other adhesion
molecules, on endothelia cells in vitro (8).
In our earlier study on the prevalence of
atherosclerosis in RA, we demonstrated
increased levels of SICAM-1 in patients
with atherosclerotic plaque (4). Further-
more, sICAM-1 has been shown to predict
future myocardial infarction in healthy
females (9). Taken together, these facts give
some support to a relationship between
infection with C. pneumoniae and endothe-
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lial cell activation leading to atherosclerosis
in patients with RA.

The correlation between titres of H. pylori
Ab and IL-2sRa among the patients could
be expected since IL-2sRa is raised in
patients with autoimmune inflammation or
infection (10).

Since the present study is relatively small,
and very few of the patients had clinical
manifestations of atherosclerosis, further
investigations are needed to clarify these
observations.
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Spondyloepiphyseal dysplasia
tarda simulating juvenile
chronic arthritis

Sirs,

We describe three patients with spondyloepi-
physeal dysplasia tarda with progressive
arthropathy (SEDT-PA) intwo Turkish fam-
ilies who had earlier been mistakenly diag-
nosed as having juvenile chronic arthritis
(JCA).

Case 1, the sister of Case 2, first devel oped
pain and stiffness in her finger joints at the
age of 13 years. She underwent corrective
surgery for coxa vara at age 15. Moderate
effusions developed in both knees when she
was 16. Therefore, she was diagnosed to
have polyarticular JCA by a paediatrician,
with 20 mg prednisolone being added to her
treatment. On examination, her height was
146 cm (5th percentile) with an arm span of
158 cm. The fingers showed mild flexion
deformities in the proximal interphalangeal
(PIP) joints. The wrists showed dorsal
swelling and tenderness, and the right and
left elbow lacked 15% of the expected
range of extension. Both knees showed soft
tissue swelling with moderate effusions.
Synovial cell count was 800 mmg.

Case 2, the sister of Case 1, was diagnosed
as having genu varus and operated on in
another hospital at the age of 5. Involve-
ment of the hand joints, knees and ankles
ensued with time. Accordingly, she was
diagnosed as having JCA by a paediatrician
and was put on non-steroid anti-inflamma-
tory drugs (NSAID). She was referred to
our clinic at the age of 15. On examination,
she had a short neck and prominent chest.
Her height was 143 cm (5th percentile) with
an arm span of 158 cm. The fingers showed
mild flexion deformities of the PIP joints.
The wrists showed dorsal swelling and ten-
derness, and the right and left elbow lacked
30% of the expected range of extension.

She also had a moderate effusion of her
knee joints besides synovia hypertrophy.
Her synovial cell count was 1300 mm?.
The parents of case 3 were first degree cou-
sins with a negative family history of preco-
cious osteoarthritis. The patient developed
fusiform swelling of the metacarpopha-
langeal and interphalangeal joints with
moderate limitation of extension of the fin-
gers at the age of 8. She was diagnosed as
having JCA in another hospital, and put on
methotrexate (7.5 mg/ per week), predniso-
lone (10 mg/day), and NSAID. She discon-
tinued these drugs after 6 months and
received only NSAID. On examination, she
had a relatively short trunk with scoliosis,
increased dorsal kyphosis and barrel shaped
chest. Her height was 138 cm (5th percen-
tile) with an arm span of 152 cm. Her wrist
showed mild dorsal swelling and both el-
bows lacked 40% of the expected range of
extension.

The laboratory findings of al the 3 cases
were negative or within normal ranges. All
the 3 cases had generalised flattened verte-
bral bodies (platyspondyly) of varying
degrees at the endplate irregularity (Fig. 1).
The phalangeal epiphyses were enlarged
aong with osteoarthritic changes being pre-
sent in the interphalangeal joints.
Spondyloepiphyseal dysplasia tarda with
progressive arthropathy (SEDT-PA) was
described as an inherited skeletal dysplasia
with striking progressive impairment of
joint mobility, osseous swelling of the
joints, best seen in the fingers and short
stature in older patients (1, 2). Autosomal
recessive, autosomal dominant, and X
linked recessive patterns of inheritance in
SED have been reported (3). Gedeon et al.
showed that the X-linked form of spondy-
loepiphyseal dysplasia tarda (SEDL) is
caused by mutations in the SEDL gene (4).
El-Shanti et al. showed strong evidence for
localisation of agenefor SEDT-PA to chro-
mosome 6q (5). Although we could not per-
formed any genetic analysis in our cases,
based on clinical, laboratory and radiologi-
cal findings, our cases were concluded to
bear typical features of SEDT-PA.
Although the first two cases had non-
inflammatory synovia fluid and synovial
hypertrophy in both knees, we were unable
to support the presence of an inflammatory
condition in our cases. Previous reports aso
emphasised that SEDT-PA may present
with soft tissue swelling in association with
effusions (6). Effusions are usually reported
to be non-inflammatory unless calcium
pyrophosphate dihydrate crystals are pre-
sent (1). We were unable to show any crys-
tal in synovial fluid in our cases. The disor-
der ismorefreguentin Arabic countries,the
reason being the large family sizes and high
consanguinity rate (7). There have been
severa reports of cases with SEDT and
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SEDT-PA in Turkey up to the present time
(8, 9), even though we are unsure of its
prevalence yet. Still, because consanguinity
rate is also rather high in our country (1-
47%) (10), prevalence of SEDT-PA might
actually be more common than it is thought
in Turkey. So, we could expect more cases
of SEDT-PA provided that atypical rheuma
toid arthritis cases are fully reviewed and
more precise diagnoses are made.

SEDT-PA might be mistaken for JCA, which
could result in overtreatment with immuno-
suppressive drugs. Therefore, we suggest
that SEDT-PA also be considered for the
differential diagnosis of JCA particularly in
countries with high consanguinity rate.
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