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Abstract Reactive arthritis (ReA) is definitely caused by an infection. Several observa-

tions suggest that the triggering microbe may persist in the tissues of the patient
for a prolonged time. The obvious conclusion is to consider antibacterial treat-
ment. In two instances antibacterial agents are of definite value: in the primary
and secondary prevention of rheumatic fever and for early eradication of Borrelia
burgdorferi in order to prevent development of the arthritis associated with Lyme
disease. Altogether, clinical and experimental data exist to indicate that if anti-
bacterial treatment of ReA can be started very early during the pathogenetic
process, the disease can be prevented or the prognosisimproved. In fully devel-
oped ReA, the value of antibacterial agentsislesscertain. All available evidence
indicates that short term antibacteria treatment has no effect on the prognosis
and final outcome of ReA, and the results with long term administration of anti-
bacterials are also overall poor. In some instances sulfasal azine appears useful,
rather as aresult of itsantirheumatic effect or influence on an underlying inflam-
matory bowel disease than its action as an antibacterial agent. Tetracyclineshave
also been found to have an effect on ReA, but again, thisis probably due to their
anti-inflammatory action rather than any antibacterial effect.

Reactivearthritis(ReA) isaninfectiousdisease.
A healthy individual who is genetically predis-
posed may develop this syndrome after contracting
asuitable triggering infection. The prominent role
of HLA-B27 in ReA iswell established. However,
HLA-B27-negative individuals do also develop

the disease, and even after a suitable triggering in-
fection some HLA-B27—positive individuals do
not. It has been proposed that ReA should be di-
vided into an HLA-B27—-associated and a HLA-
B27-nonassociated form. [

The list of bacteriaable to cause ReA islong.[?
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Enteroarthritis, inwhichtheinitial infection affects
the digestive tract, is most often linked to bacteria
such as species of Salmonella, Shigella, Yersinia and
Campylobacter, and Clostridium difficile. Uroarth-
ritisin turn devel ops after urogenital infection, and
the responsible bacteria include most commonly
Chlamydia trachomatis, Neisseria gonorrhoeae and
Ureaplasma urealyticum. Although the pathoge-
netic mechanisms are not yet well understood, im-
portant new information has been obtained during
the last few years. Components of the triggering
microbes can be demonstrated at the site of inflam-
mation, e.g. inthe synovium and synovial fluid.[3-]
Bacterial DNA and RNA of C. trachomatis has
been found by several groups'®-8l andin afew cases
even bacterial isolation has been positive.[%1% How-
ever, it is not certain whether and how often Sal-
monella DNA occurs in the synovial fluid cells of
patientswith ReA .[11.121 On the other hand, the per-
sistence and maturation of antibodies against the
triggering bacteriaindicate that possibly the bacte-
riapersist somewhere at adistant sitein the patient,
maintaining an immune response.[*3l For entero-
arthritis, such persistence might occur in theintes-
tinal epithelium or close to it, and some evidence
for this has been presented.[*4 In one series of 83
patients with oligoarthritis studied by Weyand and
Goronzy,[*3 an asymptomatic urogenital infection
was detected in 69% of patients. A logical question
iswhether the eradication of the infection with an-
tibacterial therapy would be the a proper approach.
Several questions remain regarding the treat-
ment of ReA. Although the disease mostly is self-
limiting, and the patient recovers within months
even in clinically aggressive cases, the long term
outcomeis problematic. Relapsesare common, and
up to 60% of the patients experience relapses or
variousarthral gias and enthesopathies.[16-19 Further-
more, it has become clear that ReA may develop
into ankylosing spondylitis and even fatal cases
have been described.[2021] Relapses may be as a
result of new triggering infections,[22 but the pos-
sibility that apersisting focal infection playsarole
in some cases cannot be excluded. Again, antibac-
terials appear to be alogical choice for therapy.
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In Finland, and probably also elsewhere, clini-
cal practitioners have become more aware of ReA
and about theroleof infectioninitsaetiology. Con-
sequently patients with symptoms applicable to
ReA in outpatient care or in the care of their family
practitioner usually receive a short course of anti-
bacterials. However, there is no solid evidence to
support this practise and there are few well-designed,
prospective, randomised studies on the subject. In
this article, the currently available knowledge re-
garding antibacterial treatment of ReA isreviewed.

1. Situations in Which the Value of
Antibacterials is Established

In two forms of ReA the use of antibacterial
agentsiswell established. These are rheumatic fever
and Lyme disease.

1.1 Rheumatic Fever

Rheumatic fever develops after a throat infec-
tion with the Group A B-haemolytic Streptococcus
pyogenes. Thus, it can be considered a form of
ReA. Since the classica Jones criteria are not al-
ways met, some authors have suggested that ReA
and rheumatic fever represent different postinfec-
tious complications of astreptococcal throat infec-
tion,[23-2%] however, this question isnot of practical
importance when considering the use of antibacte-
rialsin thetreatment of the disease. In the devel op-
ing countries, rheumatic fever is still amajor prob-
lem, but occasional cases are also seen in societies
with high hygiene and health standards.[26-28] The
disappearance of rheumatic fever from Western
countries is often attributed to improved living
standards and to vigorous treatment of streptococ-
cal throat infections with penicillin or erythromy-
cin, although factorslinked to the pathogenetic po-
tential of the bacteria may aso be associated.[?9]
Regardless, eradication of the triggering strepto-
cocci in the early induction phase of rheumatic fe-
ver is generally accepted as standard treatment, as
is prophylaxis for recurrences with antibacterials,
sometimesfor several years. It should be noted that
the antibacterial agentsare used for primary or sec-
ondary prevention, not actually for thetreatment of
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ongoing rheumatic fever. For secondary preven-
tion, intramuscular penicillin every 3 or 4 weeksis
recommended in the first instance, but several other
agents have also proven effective.l2230 |f post-
streptococcal ReA and rheumatic fever are consid-
ered separate clinical entities, the possible value of
penicillin prophylaxis for ReA needs further pro-
spective investigations before it is accepted as
common treatment.[34

1.2 Lyme Disease

Lyme diseaseis caused by Borrelia burgdorferi
but thisinfection can giverisetotwo different clin-
ical entities. The infectious arthritis with persist-
ence of viable spirochetes in the joints and a wide
spectrum of clinical manifestations must be con-
sidered aform of sepsis, to be treated with an ap-
propriate antibacterial agent. In addition, antibac-
terials given immediately after atick bite or at an
early phase of the infection can prevent further
development of the disease. Antibacterialsarerec-
ommended after a tick bite in the absence of any
clinical symptoms if ticks in the area often carry
spirochetes, i.e. if therisk of borreliosisis high.[32
The agents recommended for use include doxycy-
cline, amoxicillin, cefuroxime and ceftriaxone, but
minocycline, azithromycin and penicillin are also
valuable.[33

In addition to the bacterial (spirochetal) arth-
ritis, infections with B. burgdorferi can also result
in ReA.l[2 Conversely, in a series of 51 patients
with ReA not associated to dysentery, Weyand and
Goronzy!34 found 9 in whom the disease was most
probably triggered by B. burgdorferi; of them 5
were HLA-B27 positiveand 4 HLA-B27 negative.

About 10% of patients with Lyme arthritis de-
velop antibacterial-resistant Lyme arthritis.[3 It is
possible that in some instances the explanation is
that the spirocheteis not eliminated, even if the anti-
body titres suggest s0.13438 Apparently, another
mechanism is aso involved, since a lack of re-
sponse to antibacterial therapy and the develop-
ment of chronic arthritis following infection with
B. burgdorferi is associated with HLA-DR4 and
HLA-DR2 alleles.[37 Furthermore, arolefor cross-

0 Adis International Limited. All rights reserved.

reactive autoantigens has been suggested.[3® With
such a mechanism playing arole in the pathogen-
esisitisunderstandablethat any late effortsto treat
this chronic condition with antibacterials is not
successful.

2. Antibacterials in Enteroarthritis
or Uroarthritis

The value of antibacterial agents in ReA has
been tested using 2 schedules: conventional short
term treatment in order to eradicate the triggering
infection and long term treatment usually spanning
for 3 months, with the aim of eradicating possible
persisting bacteria. For clarity, these 2 modalities
will be discussed separately in sections2.1 and 2.2.

2.1 Short Term Antibacterial Treatment

Hoogkamp-Korstanje et al.l*4 demonstrated per-
sistence of Yersinia enterocolitica in the intestinal
mucosa and in the lymphoid tissue of the submu-
cosa in patients with prolonged symptoms of the
infection. Treatment with cotrimoxazole (trime-
thoprim-sulfamethoxazole€), tetracycline or cipro-
floxacin led to recovery or improvement in several
patients, 4 of whom apparently had ReA. L ater, the
same group demonstrated that an antibacterial
course of 4to 6 weekswas effectivein eliminating
Y. enterocolitica from the intestinal mucosa of pa-
tients with Y. enterocolitica-triggered ReA. The
effects on the course of arthritis were not fol-
lowed.[38] These results are of certain interest but
the studieswerebasically not designed to elucidate
the value of antibacterial treatment of ReA.

In a non-blind, prospective study, Frydén et
al.[39 consecutively treated 40 patients with en-
teroarthritis who were randomi sed to treatment with
or without antibacterials. Thetriggering agentshad
been Y. enterocolitica, Salmonella or Campylo-
bacter, and the antibacterial agents used included
pivampicillin and pivmecillinam, doxycycline,
erythromycin, cotrimoxazol e or cinoxacin. Several
clinical and laboratory parameters were used to
evaluate the effect of treatment. No difference was
observed concerning duration of arthritis, grade of
inflammation or number of jointsaffected between
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those treated and not treated with antibacterials.
Furthermore, the laboratory tests (ESR and hapto-
globin, IgA and 1gG level measurements) did not
reveal any significant difference between the 2
groups. The authors conclude that short term anti-
bacteria treatment has no beneficia effect on the
clinical outcome of ReA associated with entericin-
fection.

Another interesting study was carried out when
atotal of 126 participants at a radiology sympo-
sium held in Sweden contracted a S. enteritidisin-
fection, and 108 had enterocalitis. The high rate of
enterocolitis was, according to the authors, proba-
bly attributable to a heavy bacterial contamination
of thefood. 17 patients devel oped ReA. 58% of the
126 patients received antibacterials for the intesti-
nal infection. The treatment lasted for an average
of 9.1 days, and included ciprofloxacin, norfloxa-
cin, doxycycline, cotrimoxazol e or pivmecillinam-
pivampicillin. Ten of 65 patients treated with anti-
bacterials and 7 of 48 untreated patients reported
of joint symptoms. The authors conclude that al-
though the treatment was initiated only afew days
after the first symptoms of diarrhoea, it was not
sufficient to prevent the development of arthritis,
suggesting that the pathological event leading to
ReA must take place at a very early stage during
theinfection.[40] A similar negative experiencewas
reported after alarge single-source Salmonella out-
break caused by a rare serovar Bovismorbificans.
Altogether, 210 people who had a positive stool
culture were later contacted and the 66 who re-
ported articular symptoms were either examined
clinically or contacted by telephone. 94 patients
(49%) had received antibacterials for their enteri-
tis. 14 of the patients with ReA had taken fluoro-
quinolones before the joint or tendon symptoms
manifested.[41

Reports on the effects of antibacterials in uro-
arthritis are somewhat controversial. In an early
study involving 82 patientswith Reiter’s syndrome
who were divided in 2 groups, those designated to
the treatment group received oxytetracycline for 5
days combined with prostatic massage daily for 14
days. Compared with an untreated control group,

0 Adis International Limited. All rights reserved.

no influence on the course of the disease was seen
in thetreatment group.[*d Thisresult haslater been
questioned, since the duration of antibacterial treat-
ment was too short to eradicate C. trachomatis.[43]

A study by Bardin et al.[*¥ demonstrated the
effect of prompt and proper antibacterial treatment
in preventing recurrences of postvenereal ReA.
They carried out a retrospective evaluation of the
medical charts of Inuit patientsin Greenland. The
setup wasfavourable, sincethe healthcareishighly
centralised and the population relatively stable. A
group of 109 patients with postvenereal Reiter’s
syndrome was identified and their medical infor-
mation was collected for a36-month period. A total
of 224 episodes of genitourinary tract infections
occurred in 60 out of the 109 patients studied. In
59 episodes no treatment was given, 97 were
treated with penicillin only, and 68 received either
erythromycin or tetracycline for at least 10 days.
Thus, the antibacterial agent was given before the
arthritis had developed. The results were quite
clear: 37% of the patients who were not treated or
were treated with penicillin developed ReA, com-
pared with 10% of thosetreated with erythromycin
or tetracycline.

In summary, ashort conventional course of anti-
bacterials may eradicate the triggering infection in
the majority of patients and it appears to be effec-
tive preventing the development of ReA, if given
early enough. In an established arthritis, no definite
effect has been proven.

2.2 Long Term Antibacterial Treatment

The obvious question derived from the results
discussed in section 2.1 is whether intensive anti-
bacterial treatment over an extended period of time
would, possibly by also eliminating ‘inactive’ bac-
teriahiding in thetissues, break theimmunol ogical
mechanism that maintainsthe ReA. Severa studies
are on-going and some results have aready been
published.

In 1989, the favourable effect of a 3-month
course of tetracyclines (minocycline) on ReA was
reported. This nonblind study included 10 patients
with C. trachomatis-induced uroarthritis. An im-
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provement was observed in theclinical parameters
used.[*3] The main parameters examined were avi-
sual analogue scale for pain and for well-being,
duration of early morning stiffness, number of in-
flamed joints, overall spinal movement, Schober
index and ESR. There are 2 pointsto be considered
in regard to these results. First, thereis atendency
to aspontaneous recovery in ReA, at least in short
term. Therefore, as the authors point out, a proper
control group would be essential for any further
conclusions. Secondly, minocycline may have im-
munosuppressive properties.

Later a double-blind, placebo-controlled, ran-
domised study of a 3-month course of lymecycline
in ReA was carried out by Lauhio et al.[48] A total
of 40 patients were included: 21 of whom had
Chlamydial-triggered disease and 2 a preceding
uroarthritisof unknown aetiology; and 17 of whom
had enteroarthritis, triggerd by Yersinia in 8 pa-
tients, by Campylobacter in 3 and in 6 by an un-
identified gastroenteritis. 21 patients were ran-
domly assigned to lymecycline and 19 to placebo.
The adverse effects associated with lymecycline
were mild and few. The time point at which 50%
of the patients had recovered was 26.5 weeksin the
treatment group and 29.0 weeks in the placebo
group. This difference was not statistically signif-
icant. A statistically significant effect of lymecycl-
ine could be detected only when the patients with
Chlamydial-triggered disease receiving lymecycl-
ine (n=12) were compared with those receiving
placebo (n = 9). Therewere, however, only 12 such
patientsinthetreatment and 9 in the placebo group.
Taken together, clinical and laboratory parameters
suggested that the 3-month course of lymecycline
had a favourable effect in Chlamydial-triggered
ReA but not in other groups of patients. In alater
article the same group suggests that the effect may
at least partialy be due to other, non-antibacterial
features of lymecycline, such as suppression of
neutrophil function and an anticollagenolytic po-
tential .[47]

A double-blind, placebo-controlled study in-
cluded 32 patientswith Chlamydial-triggered ReA
that had lasted for at least 6 months. They were

0 Adis International Limited. All rights reserved.

treated with doxycycline either for 2 weeks or 4
months. Four of 15 patients treated for 4 months,
and 3 of 17 who received thedrug for 2 weekswent
into remission. The authors conclude that long
term treatment is not superior to short term treat-
ment.[48] Two patients with chronic ReA who had
received intensive and prolonged antibacterial treat-
ment were shown to still have chlamydial RNA and
DNA in their joint tissue, demonstrating how dif-
ficult its eradication from the joints may be.[*9]

More recently, another double-blind, placebo-
controlled study on the effects of a3-month course
of ciprofloxacin on ReA has been reported.[59 Al-
together 116 patients were included, most of them
with uroarthritis. No differencein the outcome be-
tween ciprofloxacin and placebo treatment in the
whole group or in any other separately analysed
subgroups was found. The authors conclude that
even long term ciprofloxacin is not effective in
ReA or undifferentiated oligoarthritis. In patients
with Chlamydial-triggered ReA, ciprofloxacin
seemed to be better than placebo. However, the
difference was not statistically significant proba-
bly because of the small sample size.[5%!

Our group has aso tried to evaluate the effect
of long term ciprofloxacin treatment on ReA. Ci-
profloxacin was chosen because it is effective
against many of the bacteria linked to the patho-
genesis of ReA, is well tolerated, penetrates the
tissues well and has a bactericidal effect in vitro.
In the first phase, 36 patients with prolonged or
chronic ReA were included. 32 patients had en-
teroarthritis, and 4 had Chlamydial-triggered dis-
ease. Using adouble-blind study design, they were
randomised to receive ciprofloxacin or placebo for
3 months, and a number of laboratory and clinical
parameters were followed for atotal of 9 months.
The group with active treatment showed signifi-
cant improvement according to many of the param-
eters used, but so also did those receiving placebo
and no definite advantage of ciprofloxacin could
be demonstrated. 51

A prospective, randomised, placebo-controlled
study on the effect of a 3-month course of cipro-
floxacin in acute ReA was recently completed. Al-
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together 71 patients participated and after the 1-
year follow-up period, 30 patients in the cipro-
floxacin and 32 in the placebo group could be in-
cluded in the efficacy and safety analysis. 30 patients
in the ciprofloxacin group and 30 in the placebo
group had enteroarthritis, 6 in the former and 5
in thelatter group had uroarthritis, thus, the major-
ity had enteroarthritis. The treatment-associated
adverse effects were mild and few. Both groups
showed improvement during the follow-up period.
In such clinical parameters as number of swollen
joints, patient global assessment using avisual an-
alogue scale, or complete recovery as well as the
laboratory parameters, no statistically significant
differences between the 2 groups could be de-
tected. Further, no difference was seen when the
enteroarthritis and uroarthritis groups were an-
alysed separately.[52 In a double-blind random-
ised, placebo-controlled trial ciprofloxacin was
given to patients with ReA and anterior uveitis for
a year; the antibacterial had no significant ef-
fect.[5]

Taken together, the evidencewould indicatethat
long term antibacterial treatment of ReA does not
have a definite effect on the course or prognosis of
the disease. However, some suggestive evidence of
improvement due to antibacterial therapy has been
obtained for uroarthritis. The possibility that sexu-
ally acquired Chlamydia persisting intracellularly
inthe urogenital tract can be eradicated by antibac-
terials in some patients, resulting in a favourable
result in ReA, cannot be excluded.[> Obviously,
more research is needed, and in fact, alarge multi-
national collaborative study with azithromycin is
currently organised under the auspices of the Euro-
pean League Against Rheumatism (EULAR). It is
probable that a good number of patients with
uroarthritisareincluded, and theresultsare eagerly
awaited.

2.3 Sulfasalazine

Sulfasal azine has antibacterial potential andisa
well recognised antirheumatic agent. Considering
the role of inflammatory bowel diseases in both
ReA and ankylosing spondylitis, it appearstheoret-
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ically useful in both of these diseases.[20%%] |n an
early nonblind study, 15 young HLA-B27—positive
patients with ReA who did not improve on conven-
tional treatment with nonsteroidal anti-inflamma-
tory drugs were given sulfasalazine. Inflammatory
bowel disease was suspected to be the background
factor in the arthritis and it was verified by ileo-
colonoscopy in 7 patients. A long-lasting remission
was obtained after 3 to 12 months of treatment in
11 patientsand asignificant improvement was seen
intheremaining 4. No significant adversereactions
were reported.[58 In a later study by the same
group, 48 patientswith ReA or ankylosing spondy-
litis were treated with sulfasalazine when conven-
tional therapy proved unsuccessful. 33 of the 37
patients who underwent ileocol onoscopy had signs
of inflammation of theileum or ileocecal valve. 32
patients had asymmetrical pauciarticular arthritis,
compatible with the diagnosis of ReA. After 3 to
12 months treatment, 42 patients improved and
50% of the 42 went into remission. No separate
analysis of the 2 patient groups, i.e. those with and
without Gl inflammation, wascarried out. Adverse
reactions were rare and did not necessitate inter-
ruption of treatment.[571 Encouraging results were
also obtained by Trnavsky et al.[58 who treated 18
patients with severe ReA not improving with non-
steroidal anti-inflammatory agents or corticoste-
roids. 15 patients showed definite improvement
and were able to discontinue the other drugs. The
suppression of disease activity persisted even after
sulfasalazine treatment was stopped after 9 months.
Three patients had haematological adverse effects
and 2 had mild GI disturbances. A case report of
successful treatment of HlV-associated Reiter’s
disease with sulfasal azine has been published more
recently.[59 All these positive reports were non-
blind studies and the influence of spontaneous re-
covery could not be excluded.

A systematic collaborative study of 6-months
duration using a double-blind, placebo-controlled
design was published in 1997. Thetreatment group
included 37 patients and the placebo group 42 pa-
tients, and the parameters measured included the
number of swollen joints, the patient’s estimate of
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pain using avisual analogue scale, duration of sick
leave, and completerecovery, inadditiontolabora-
tory parameters. Although the sulfasalazine treat-
ment was started slowly, there were severe adverse
effects and 9 patients in the sulfasalazine group
withdrew because of them. Both groups showed
definite improvement with time and there were no
significant differences between them after 6 months.
Of those patients who had completed the trial ac-
cording to the protocol, persistent completeremis-
sion had occurred within 2 monthsin 5 of the ac-
tively-treated but in none of the placebo-treated
patients.[89 A reanalysis of alarge multicentre study
which included 619 patients with seronegative
spondylathropathy, 134 of them with ReA, wasre-
cently carried out to evaluate the benefit of sulfa-
salazine. In patients with persistently active pe-
ripheral arthritis the drug appeared to be well
tolerated and effective.[61]

Thus, experience with sulfasalazine in ReA is
controversial. Possible beneficial effect can, accor-
ding to thereportspresented here, be expected only
after aat least 2 months and adverse reactions may
necessitate interruption of the treatment in a con-
siderable number of patients. Sulfasalazine should
be tried in patients with ReA resistant to conven-
tional treatment and in those with inflammatory
bowel disease as a background factor. The obser-
vations of Mielants and Veyd?d that intestinal le-
sions are common in ReA and other spondylo-
arthropathies al so suggest that an ileocol onoscopic
search for bowel lesions should be carried out more
frequently than is the case at present.

3. Lessons from Experimental Work

A beneficia effect of antibacterialsis not nec-
essarily dueto their antibacterial effect, ashasbeen
pointed out regarding minocycling!4s! and lyme-
cycline*”] The same may be true also for cipro-
floxacin, which hasbeen found to haveaprotective
effect against type Il collagen induced arthritisin
rats. The authors suggest that this may be duetoits
capacity toinhibit the production of interleukin-13
and tumour necrosis factor-a.1%2 Thisdoes notim-
ply any drawback for the drug in the treatment of
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arthritic disease with an autoimmune background,
rather the contrary.

Studies on ReA were for along time hampered
by alack of a suitable experimental model, how-
ever, when arat model using Y. enterocolitica O:8
became available,[6364 we applied it to study the
effect of ciprofloxacin treatment on arthritis.[65.66]
Arthritisdevelopsin about 70% of therats, starting
usually on days 6 to 7 after administration of the
bacteria. It subsides in approximately 40 days but
exacerbations occur in some animals. In the first
phase ciprofloxacin was administered for 7 daysin
2 dosages, 20 mg/kg/day or 100 mg/kg/day. Four
different schedules in relation to the injection of
the bacteria were used: starting on day 3, 5, 10 or
13. The animals were monitored daily and the fol-
low-up was for 60 days. A 7-day course of cipro-
floxacin with 100 mg/kg/day, started on day 3 after
bacterial inoculation before any signs of arthritis
had appeared, completely prevented the devel op-
ment of arthritisand eliminated Y. enterocolitica as
assessed by faecal culture. If adosage of 20 mg/kg/
day was used, development of arthritis was pre-
vented but some animals had positive faecal cul-
tures at the end of the experiment. If ciprofloxacin
was started on day 5, a preventive effect was still
observed but it was less pronounced. If the treat-
ment was started at the peak of the arthritis, no
treatment effect could be detected.[6%]

A second set of experiments with a similar de-
sign but giving the ciprofloxacin for 3 weeksin a
dose of 20 mg/kg/day was then carried out. This
dosage was chosen as it is approximately equal to
that used in human medicine. The results were
again quite straightforward. If ciprofloxacin was
started on day 3, before any signs of joint inflam-
mation had developed, arthritis could be com-
pletely prevented and no late exacerbations oc-
curred in this group. If the drug was started on day
10o0r 13,i.e. a thetime of well developed arthritis,
no beneficial effect could be seen; rather, increased
faecal excretion of Y. enterocolitica followed.[56]
The observation that unsuccessful antibacterial
therapy led to prolonged faecal excretion of the
causative bacteriaisalarming. Itisgeneral clinical
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knowledge that failed antibacterial therapy of Sal-
monella enteritis may also lead to a carrier state.

4. Conclusions

Although the role of infection in the pathogen-
esis of ReA isindisputable, the value of antibacte-
rial therapy isnot clear. In 2 forms of ReA their use
isgenerally accepted: in eradication of streptococ-
cal infections for primary or secondary prevention
of rheumatic fever, and in borreliosis or Lyme dis-
ease. Some encouraging experiences with sulfa-
salazine have been published in ReA associated
with inflammatory bowel disease. However, expe-
rience in other forms of ReA are rather negative.

The pathogenesis of ReA can be divided into 4
stages. an incubation time after contracting the in-
fection, the more or less clear clinical manifesta-
tion of the infection, an asymptomatic interval pe-
riod and then the ReA. Most reports cited in this
review indicate that antibacterial therapy is only
effective when given early enough during this patho-
genetic chain of events. This creates adilemmaas
patients mostly seek medical help at thetime when
arthritis has developed and, according to current
knowledge, this is too late. Antibacterial agents
could — and should — be given if there are signs of
active infection at this time, in accordance with
normal clinical practise, but thisshould not be con-
fused with an effort to treat the ReA.
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