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Is there 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 py l o ri h ave been suggested to be
associated with the risk of atherosclerotic
diseases (2), although the significance of
this is still 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 eva l u ated the possible associat i o n s
b e t ween these infections and marke rs 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 atherosclerosis in RA (4). One year later,
30 patients (23 women, 7 men) agreed to
p a rt i c i p ate in the present study toge t h e r
with 30 age- and sex-matched controls from
the same region. The groups were similar in
terms of the traditional cardiovascular risk
factors (4).
Antibodies (Ab) of the IgG and IgA classes
against C. pneumoniae we re measure d
using microimmunofluorescense and DNA
of the bacterium was detected with a nested
p o ly m e rase chain reaction (nPCR) (5).
Antibodies of the IgG class against H .
py l o ri we re measured using ELISA (Py-
loriset EIA-G III, Orion Diagnostic, Trosa,
Sweden). ESR and CRP were measured by
routine pro c e d u res. Other infl a m m at o ry
m a rke rs (IL-6 and IL-2sRα) and solubl e
adhesion molecules (sICAM-1) were mea-
s u red using ELISA (R&D Systems, M a ,
USA). We measured the disease activ i t y
over time according to an accumulated dis-
ease activity score (6). The intima-media-
t h i ckness (IMT) of the common caro t i d
a rt e ri e s , as measured by B-mode ultra-
sound, was reported formerly (4). 
D i ffe rences in continuous data betwe e n
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.

Th e re we re no significant diffe re n c e s
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
b e t ween those positive and negat ive fo r
IgG-Ab against C. pneumoniae considering
any of the other measured variables. How-
ever, in the patient group we found a posi-
t ive corre l ation between the titres of C .
p n e u m o n i a e IgA-Ab and sICAM-1 (RS=
0.36, p < 0.05). The two patients with high
t i t res (≥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). In H. pylori
a n t i b o dy positive pat i e n t s , t h e re was a
direct correlation between the titre and IL-
2 s Rα ( Rs= 0 . 6 2 8 , p = 0.047). Ap a rt fro m
these results we did not find any positive
associations between titres of Ab against
either of the two bacteria and IMT or any of
the marke rs of infl a m m at i o n , among the
patients or controls (data not shown).
There is an increasing body of evidence that
chronic infections may be associated with
atherosclerosis (2). We found no increased
prevalence of C. pneumoniae or H. pylori
i n fection in patients with RA. Howeve r,
patients with high titres of C. pneumoniae
I g A - A b, 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 is regarded to be a sensitive
marker of the early sub-clinical phase of
atherosclerosis (7). We also found a correla-
tion between the titre of C. pneumoniae
IgA-Ab and sICAM-1 in patients with RA.
In one report C. pneumoniae was shown to
induce ICAM-1, as well as other adhesion
molecules, on endothelial cells in vitro (8).
In our earlier study on the prevalence of
at h e ro s cl e rosis in RA, we demonstrat e d
i n c reased levels of sICAM-1 in pat i e n t s
with at h e ro s cl e rotic plaque (4). Furt h e r-
more, sICAM-1 has been shown to predict
f u t u re myo c a rdial infa rction in healthy
females (9). Taken together, these facts give
some support to a re l ationship betwe e n
infection with C. pneumoniae and endothe-

lial cell activation leading to atherosclerosis
in patients with RA. 
The cor relation between titres of H. pylori
Ab and IL-2sRa among the patients could
be expected since IL-2sRα 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
m a n i fe s t ations of at h e ro s cl e ro s i s , f u rt h e r
investigations are needed to clarify these
observations.

A. YXFELDT1, MD
J. BOMAN2, MD, PhD
S, WÅLLBERG-JONSSON1, MD, PhD
1Department of Rheumatology, 2Department
of Virology, Umeå University, Umeå, Sweden.

Address correspondence and reprint requests
to: Solveig Wållberg-Jonsson, Department. of
Rheumatology, Umeå University Hospital, SE
901 85 Umeå, Sweden. E-mail: solveig.wall-
berg.jonsson@medicin.umu.se

References
1. WÅLLBERG-JONSSON S, JOHANSSON H,

ÖHMAN M-L, R A N TAPÄÄ DAHLQVIST S:
Extent of inflammation predicts cardiovascu-
lar disease and overall mortality in seroposi-
tive rheumatoid arthritis. A retrospective co-
hort study from disease onset. J Rheumatol
1999; 26: 2562-71.

2. LEINONEN M, SAIKKU P: Evidence for in-
fectious agents in cardiovascular disease and
at h e ro s cl e rosis. Lancet Infe c tD i s 2 0 0 2 ;2 :1 1 - 7 .

3. BO M A N J, H A M M M E R S C H L AG M R: C h l a -
mydia pneumoniae and atherosclerosis:Criti-
cal assessment of diagnostic methods and rel-
evance to treatment studies. Clin Microbiol
Rev 2002; 15: 1-20.

4. W ÅLLBERG-JONSSON S, BACKMAN C,
JOHNSON O et al.: Increased prevalence of
atherosclerosis in patients with medium-term
rheumatoid arthritis. J Rheumatol 2001; 28:
2597-602.

5. BOMAN J, ALLARD A, PERSSON K, LUND-
BORG M, JUTO P, WADELL G: Rapid diag-
nosis of respiratory Chlamydia pneumoniae
infection by nested touchdown polymerase
chain reaction compared with culture and
antigen detection by EIA. J Infect Dis 1997;
175: 1523-6.

6. BAECKLUND E, EKBOM A, SPAREN P, FEL-

Table I. Levels of ESR, CRP, accumulated disease activity score  and the presence of antibodies (Ab)
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Positive C. pneumoniae IgG-Ab2 14 (47%) 14 (47%) ns
Positive C. pneumoniae IgA-Ab2 2 (7%) 1 (3%) ns
Positive C. pneumoniae nPCR 0 (0%) 0 (0%) ns
Positive H. pylori IgG-Ab3 11 (37%) 13 (43%) ns

1Acumulated disease activity according to Baecklund et al. (6); 2A titre of ≥1/16 was used as the cut-off point;
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Letters to the Editor

677

TELIUS N, KLARESKOG L: Disease activity
and risk of lymphoma in patients with rheu-
matoid arthritis: Nested case-control study.
BMJ 1998; 317: 180-1.

7. SALONEN JT, SALONEN R: Ultrasonograph-
ically assessed carotid morphology and the
risk of coro n a ry heart disease. A rt e rio Th ro m b
1991; 11: 1245-9.

8. KOL A, BOURCIER T, LICHTMAN AH, LIBBY
P: Chlamydial and heat shock protein 60s ac-
tivate human vascular endothelium, smooth
muscle cells, and macrophages. J Clin Invest
1999; 103: 571-7.

9. RIDKER PM, HENNEKENS CH, BURING JE,
RIFAI N: C-reactive protein and other markers
of inflammation in the prediction of cardio-
vascular disease in women. N Engl J Med
2000; 342: 836-43.

10. RUBIN LA, NELSON DL: The soluble IL-2-
receptor: Biology, function and clinical ap-
plication. Ann Intern Med 1990; 113:619-27.

Spondyloepiphyseal dysplasia
tarda simulating juvenile
chronic arthritis

Sirs,
We describe three patients with spondy l o ep i-
p hyseal dysplasia tarda with progre s s ive
arthropathy (SEDT-PA) in two Turkish fam-
ilies who had earlier been mistakenly diag-
nosed as having juvenile ch ronic art h ri t i s
( J C A ) .
Case 1, the sister of Case 2, first developed
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 dors a l
swelling and tenderness, and the right and
left elbow lacked 15% of the ex p e c t e d
range of extension. Both knees showed soft
tissue swelling with moderate eff u s i o n s .
Synovial cell count was 800 mm3.
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. A c c o rd i n g ly, she wa s
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 synovial hypertrophy.
Her synovial cell count was 1300 mm3. 
The parents of case 3 were first degree cou-
sins with a negative family history of preco-
cious osteoarthritis. The patient developed
f u s i fo rm swelling of the metacarp o p h a-
l a n geal and interp h a l a n geal 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-
t i nued 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 all the 3 cases
were negative or within normal ranges. All
the 3 cases had generalised flattened verte-
b ral bodies (plat y s p o n dy ly) of va ry i n g
degrees at the endplate irregularity (Fig. 1).
The phalangeal ep i p hyses we re enlarge d
along with osteoarthritic changes being pre-
sent in the interphalangeal joints. 
S p o n dy l o ep i p hyseal dysplasia tarda with
p rogre s s ive art h ro p at hy (SEDT- PA) wa s
described as an inherited skeletal dysplasia
with striking progre s s ive impairment of
joint mobility, osseous swelling of the
joints, best seen in the fingers and short
stature in older patients (1, 2). Autosomal
re c e s s ive, 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-
l o ep i p hyseal dysplasia tarda (SEDL) is
caused by mutations in the SEDL gene (4).
El-Shanti et al. showed strong evidence for
localisation of a gene for 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 fi rst two cases had non-
inflammatory synovial fluid and synovial
hypertrophy in both knees, we were unable
to support the presence of an inflammatory
condition in our cases. Previous reports also
emphasised that SEDT- PA may pre s e n t
with soft tissue swelling in association with
effusions (6). Effusions are usually reported
to be non-infl a m m at o ry 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 is more frequent in Arabic countries,the
reason being the large family sizes and high
consanguinity rate (7). Th e re have been
s eve ral rep o rts of cases with SEDT and

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. 
S E D T- PA might be mistaken for JCA, wh i ch
could result in overtreatment with immuno-
s u p p re s s ive drugs. Th e re fo re, we sugge s t
that SEDT-PA also be considered for the
differential diagnosis of JCA particularly in
countries with high consanguinity rate.
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