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Increased incidence of urinary tract infection in
patients with rheumatoid arthritis and secondary
Sjogren's syndrome

Moshe Tishler, Dan Caspi, Yehoshua Almog, Rafael Segal, Michael Yaron

Abstract
The incidence of lower urinary tract infection
in 120 women with rheumatoid arthritis and
secondary Sjogren's syndrome was evaluated
retrospectively. Thirty one patients (26%) had
secondary Sjogren's syndrome. Recurrent
urinary tract infection was significantly more
common in these patients (11/31) than in
patients without Sjogren's syndrome (4/89).
Habitual leucocyturia was also more common
in patients with secondary Sjogren's syndrome
(18/31) than in patients with rheumatoid
arthritis without Sjogren's syndrome (8/89).
Ofseven patients with vaginal sicca symptoms,
six had recurrent urinary tract infection.
Urinary 24 hourmucopolysaccharide excretion
in 20 patients with Sjogren's syndrome was
similar to the excretion in 10 patients without
Sjogren's syndrome. These results show that
recurrent urinary tract infection is signi-
ficantly more common in women with
rheumatoid arthritis and secondary Sjogren's
syndrome. A local deficit in protective urinary
mucosal secretion or other immune mech-
anisms may be responsible for this suscep-
tibility.
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Sjogren's syndrome is a chronic autoimmune
disorder with various clinical presentations.
Extraglandular manifestations of the disease
may include focal or diffuse lymphocytic
infiltration in different tissues and a variety of
autoimmune phenomena. In primary Sjogren's
syndrome renal disease is well documented and
consists primarily of latent or overt interstitial
disease.' In patients with secondary Sjogren's
syndrome, however, renal disease is usually not
related to Sjogren's syndrome and develops as a
result of the underlying autoimmune disorder.
Infection of the lower urinary tract in either
primary or secondary Sjogren's syndrome has
not been reported previously. Following patients
with rheumatoid arthritis, we had the clinical
impression that women with Sjogren's syndrome
had frequent infections of the lower urinary
tract. The purpose of this study was to evaluate
the incidence of urinary tract infection in
patients with rheumatoid arthritis and secondary
Sjogren's syndrome.

Patients and methods
One hundred and twenty women with rheuma-
toid arthritis diagnosed according to the
American Rheumatism Association criteria,2
attending our outpatient clinic, were randomly
included in the study. A detailed questionnaire

on the symptoms and signs ofSjogren's syndrome
in several systems was completed. Patients were
asked specifically about urinary and vaginal
manifestations, episodes ofurinary tract infection
treated in other hospitals, drug allergies, and
the use of other drugs which might cause
dryness of the mucosal membrane. Urinary
tract infection was diagnosed by the clinical
symptoms of frequency, dysuria, and urgency
associated with a bacterial culture of more than
100 000 colonies per millilitre and pyuria (more
than five white blood cells per high power
field). Schirmer's test was performed without
anaesthesia on all patients.3 Patients with a
positive (less than 5 mm) or borderline test
(between 5 and 10 mm) but definite sicca
symptoms were examined ophthalmologically,
including break up time, tear level, and a slit
lamp examination.3

Urine analysis, including pH, osmolality, and
direct microscopy, was performed. Twenty four
hour excretion of urinary proteins, electrolytes,
calcium, and phosphorus was measured, and
the creatinine clearance test was performed in
all patients. Urinary mucopolysaccharides were
evaluated according to a method described by
Anderson and Machagan.4

Diagnosis of secondary Sjogren's syndrome
in our patients was based on the criteria
proposed by Daniels and Talal5 and included:
(a) typical symptoms of xerostomia and xeroph-
thalmia; (b) keratoconjunctivitis sicca diagnosed
by a pathological Schirmer's test, characteristic
slit lamp examination, and abnormal break up
time; and (c) existence of another collagen
disease (rheumatoid arthritis).

Results
The table gives the characteristics of the 120
patients with rheumatoid arthritis studied.
Thirty one patients (26%) had secondary
Sjogren's syndrome. There were no statistical
differences in age, disease duration, and presence
of rheumatoid factor between the 31 patients
with secondary Sjogren's syndrome and 89

Characteristics of 120 patients with rheumatoid arthritis
studied

Rheumatoid arthritisRheumatoid arthnitis
with Sjogren's without Sjogren's
syndrome syndrome
(n=31 (26%)) (n=89 (74%))

Age (years) (range) 61-2 (40-70) 60-4 (34-80)
Disease duration

(years) (range) 13 7 (2-48) 9-4 (1-45)
Seropositive 23/31 (74%) 58/89 (65%)
Mean (SD) serum

creatinine (Rmol/1) 79-6 (8-8) 79-6 (17 7)

604



Urinary tract infection in Sjogren's syndrome
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oups and no because of the loss of the lubricant and anti-
)nal class IV. bacterial activities of tears.6 Oral and vaginal
as defined as mucosa were found to be infected by candida
infection per species7 whereas the frequency of recurrent
-ally and by respiratory infection is under debate.8 9
antibiotics. Interstitial nephritis has been reported as the
was signi- most common nephrological feature in primary

vith rheuma- Sjogren's syndrome,' usually manifested by
i's syndrome type I renal tubular acidosis. Furthermore,
rheumatoid renal function abnormalities were found to be

Lrome (4/89) confined to distal and proximal tubules.'0
was defined Although renal tubular acidosis could be detected
ian 10 white in 22-30% of these patients," urinary findings
ld and was have been unimpressive and the occurrence of
atients with urinary infections has not been described. In
1) compared patients with secondary Sjogren's syndrome the

iritis without situation is more complicated, as renal disease is
001) (fig 1). typically related to the underlying disease
in was not process-for example, lupus nephritis, amy-
n respiratory loidosis, or scleroderma kidney. The group of

women patients with rheumatoid arthritis
reported by described here could be said to have 'sicca
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nolality, and by the California or the Copenhagen groups.'2 13
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10 patients rent urinary tract infection and secondary
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are not fully this observation. As the use of corticosteroids
pisodes were and immunosuppressive drugs was similar in
iost common the two groups, it would not seem to increase
ures available the rate of infection in patients with Sjogren's

syndrome. We suspect that a deficit in protective
mucosal secretions in the lower urinary tract
may contribute to the susceptibility to infection.
To evaluate the mucus content of the urinary
tract, excretion of mucopolysaccharides in urine
(which reflects local and systemic production of
mucopolysaccharides) was measured. Never-
theless, differences between patients with
Sjogren's syndrome and urinary tract infection

p < 0 001 and patients with rheumatoid arthritis without
Sjogren's syndrome or urinary tract infection

SS non-SS could not be detected. The presence of recurrent
urinary tract infection in six of seven patients
with vaginal dryness may further direct attention
towards a local predisposing factor. The possi-
bility of mucosal atrophy cannot be ruled out as
a trigger for infection, as such atrophy has been
described in other organs, such as the gastric
imucosa.

Another possible explanation for our clinical
observation might be connected with secretory
IgA levels in urine. Several papers have reported
lower levels of secretory IgA in women with

Habitual recurrent urinary tract infection and postulated
leucocyturia that the deficient production of IgA increases

mand the susceptibility of these women to infections. 5
ut (non-SS) This observation of increased occurrence of

urinary tract infection in patients with secondary
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Sjogren's syndrome increases the number of
systems affected by this syndrome and calls for
further study.
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