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Abstract. Reactive arthritis of I or more peripheral joints developed 
after an enteric infection with Campylobacter ieiuni in 6 adult pa
tients. Other reactive signs, such as conjunctivitis, aphthous stomatitis, 
stranguria and sterile lcukocyturia occurred in 4 patients. Five of 
the 6 patients possessed the HLA-B27 antigen. The history indicated 
previous joint disease in 4 of the 6 patients. The short-term follow-up 
showed a benign course of the arthritis. When a reactive arthritis 
syndrome is clinically suspected, investigations should include a search 
for Campylobacter ieiuni infection by culture of the stool and by 
serological tests to demonstrate antibodies against Campylobacter jejimi. 
(! Rheumatol 7: 531-535, 1980) 
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Reactive arthritis can follow enteric infec
tions with Y ersinia enterocolitica, Salmonella 
and Shigella flexneri1. Most of the patients 
with this reactive arthritis syndrome possess 
the HLA-B27 antigen1

• We have recently 
described a patient with reactive arthritis 
following Campylobacter jejuni enteritis:i. 
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This patient was also HLA-B27 positive. Five 
additional cases from different areas in The 
Netherlands have since come to our attention, 
suggesting that Campylohacter jejuni enteritis 
is not a rare cause of reactive arthrilis, at 
least in this country. The clinical, laboratory 
and short-term follow-up data on these 6 
patients are presented. 

CASE REPORTS 

The 6 patients included in this study were 
seen at the university hospital in Nijmegen 
(Patients A and B), Leiden (Patients C and 
D) and A:i~ste~·dam (Patient E) and at a 
hospital in Enschede (Patient F) within a 
2-yr period (August, 1977-August, 1979). Pa
tient A has been previously described~. All 
patients had an enteric infection with 
Campylohacter jejuni, proved by 1 or more 
positive stool cuLures. The enteritis was 
followed by apparently non-infective arthritis. 
There was no history of sore throat or uro
genital infoc~ion preceding the arthritis. Stool 
cultures were negative for other infectious 
microorganisms that can give rise to reactive 
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arthritis, i.e. Y ersinia enterocolitica, Salmon
ella and Shigella flexneri. Serological tests 
were negative for agglutinating antibodies 
against Y ersinia enterocolitica (Patients A, B, 
C, D and E), Salmonella (Patients A, B, C, 
D and E) and Shigella (Patients A, B and 
E) and for complement-fixing antibodies 
against Neisseria gonorrhoeae (Patients A, B 
and C); the titer of antibodies against strepto~ 
cocci (Patients A, B, C, D and F) was not 
elevated. Agglutinating antibodies against 
the isolated strain of Campylobacter fejuni 
were studied in 1 patient (Patient A) priQ1r 
to and during the arthritis. They were not 
detectable at the time of enteritis,, rose to a · 
titer of 111,280 by the time the enteritis was 
over, and had declined to a titer of 11 160 
a month later. Serological tests for IgM 
rheumatoid factor and antinuclear antibodies 
were negative in all patients. 

The main clinical characteristics of the 
patients are summarized in Table 1. The 
interval between the onset of enteritis and 
the first signs of arthritis could not be deter
mined in Patient F, since she had a positive 
stool culture but no signs of enteritis about 
2 wk before signs of arthritis developed. 
Stool cultures were performed in this case 
because the husband had a Campylobacter 
jefuni enteritis. He, however, did not de
velop arthritis. In all patients the arthritis 
had an acute onset and was often very 
painful. Four patients (Patients B, C, D and 
E) showed 1 or more signs of Reiter's syn
drome. None showed any sign of kidney, 
skin, nail or cardiac involvement. It is of 
interest that, in 4 patients (A, B, C and D), 
the history indicated previous joint disease. 
The family history was negative for arthritis 
and chronic back pain. At the end of the 
follow-up period, signs and symptoms of ar
thritis had disappeared in all 6 patients with
out any residual joint lesion. Some relevant 
laboratory data are summarized in Table 2. 
Synovial fluid was available for study in 5 
patients. Cultures remained sterile in all, 
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and Gram stains revealed no microorganisms. 
No crystals were demonstrable by polarized 
light microscopy. 

DISCUSSION 

Although Campylobacter ;e;uni enteritis is 
frequently associated with arthralgia and 
myalgia3

, a reactive arthritis syndrome caused 
by this microorganism has only recently been 
reported in a few cases2

•
4

•5• Our data indicate 
that the syndrome is comparable to the re
active arthritis following enteric infections 
with Salmonella, Shigella flexneri and Yer
sinia enterocolitica6, both in its clinical pre
sentation and its predominant occurrence in 
genetically susceptible individuals. 

The term reactive arthritis indicates sterile 
arthritis preceded by infection elsewhere in 
the body7• Synovial fluid was obtained in 
5 of the 6 patients in this series and showed 
no evidence of microorganisms. In the re
maining patient, both the clinical picture and 
follow-up study virtually excluded infectious 
arthritis. One problem of the reactive ar
thritis concept is that the non-infectiveness 
of the arthritis is difficult to prove, since 
sterile synovial fluid cultures do not rule out 
the presence of microorganisms in the joint. 
In our study, however, other facts. make a 
bacterial infection less likely. Synovial fluid 
leukocyte counts were low or only moderately 
increased, and signs of arthritis gradually 
disappeared without antibiotic treatment at 
the onset of the arthritis and without ap
parent residual joint lesion. Moreover, ar
thritis was polyarticular in 3 patients (pa
tients C, D and F) and associated with 
extraarticular signs in 4 patients (patients 
B, C, D and E). 

When compared with reactive arthritis 
following infections with other enteric patho
gens, our data indicate several similarities. 
There also exists a time interval of 1 to 2 
wk between the onseit of the enteritis and 
that of arthritis6, and the clinical picture 
often includes extraartioular signs6 • We did 
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I § Table 1. Clinical characteristics of the patients 
~ 

~ Interval Previous history Follow-up: 

.1? enteritis Extraarticular of rheumatic duration 
Patient Age Sex arthritis Arthritis signs disease Therapy (months) Result 

"" "" 
~ A 20 M 14 d ankles none meniscectomy no 2 NA after 
::i::i (1975) 2 months 
"" a B 21 F 10 d left kne~ conjunctivitis seronegative NSAID 3 NA after e 
"" non-erosive 3 months 
I':> polyarthritis s. .... (1973); dis-
~ o;· appeared after 
~ 4 months 
"" "" .... 
(') c 31 M 8 d left knee, aphthous sto- meniscectomy NSAID 2 NA after 

"' elbow and matitis, con- (1976) erythromycine" 2 months 
~ wrist; right junctivitis, <:: 
0 CMG 1 and strangury 
t:l" 

"' IP 1 (Reiter's) 
~ .... 

6 d left ankle, D 43 F sterile seronegative NSAID 2 NA after 
second toe leukocyturia non-erosive 2 months 
and index polyarthritis 

fingers (1955); dis-
appeared after 

several yr 
without residue 

E 45 F 7 d right knee aphthous no NSAID 4 NA after 
stomatitis 3 months 

F 39 F not PIP 3 and 4 none no NSAID 25 NA after 
known left hand, 23 months 

MTPs 

NSAID: nonsteroidal antiinflammatory drugs. 
NA: no abnonnalities. 

IJl I "see text. c.; 
c.; 
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Table 2. Laboratory (UJta 

Pat. 

A 

B 

c 

D 

E 

F 

Synovial fluid 
leukocytes (x109/l) 

smear: "no 
leukocytes" 

2.2, later 10.7 
predominantly 

PMNs 

1.5 
predominantly 

PMNs 

16.0 
predominantly 

PMNs 

0.5 
predominantly 

PMNs 

ND 

Initial 
ESR 0 

(Westergren) 

40 

115 

130 

64 

32 

not known 

0 At the onset of the reactive arthritis . 
.\JA: no abnormalities. 
:'liD: not clone. 

not find evidence in our series of more 
serious extraarticular signs, such as carditis, 
which has been observed in some patients 
with arthritis following Y ersinia enterocolitica 
enteritis8 • 

As in other studies on reactive arthritis, 
the majority of our patients were HLA-B27-
positive1·6. However, in a recently published 
case report on reactive arthritis associated 
with Campylobacter fefuni enteritis, both 
patients were HLA-B27-negative4

• In our 
series the genetic predisposition to develop 
arthritis was underscored by the fact that 
2 of the 6 patients had suffered from poly
arthritis in the past. Within the limits of 
the relative short-term follow-up of this study, 
it seems likely that arthritis following 
Campylobacter fefuni infection, like that 
following the other enteric infections, runs a 
similar benign course, although symptoms 
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HLA phenotypes 

A2, 28 B 12, 27 

A2, 3 B27 
CW2, CW3 

A2, 9, B7, 27 
CWI 

A2, 11, B7, 27 
CW2 

HLA-B27 negative 

HLA-B27 positive 

Radiology 
Peripheral 
arthritic Sacroiliac 

joints joints 

NA 

NA 

NA 

NA 

NA 

NA 

sclerosis, 
few erosions 

ND 

NA 

NA 

NA 

ND 

and signs of arthritis can persist for many 
months, as in other forms of reactive ar
thritis7. 

In view of the benign course of this type 
of m-thritis, there seems to be no need for 
drugs othe1· than nonstcmidal antiinflamma
tory drugs. Our data permit no conclusion 
on the usefulness of early antibiotic treat
ment of the enteritis to influence the reac~ive 
syndrome. In most instances stool cultures 
became negative spontaneously. One patient 
in our series (Patient C) had prolonged posi
tive stool cultures and was finally success
fully b·eated with antibiotics. There was, 
however, no apparent improvement in joint 
inflammation related to antibiotic treatment 
in this patient. So far there are no hard 
data showing any influence of antibiotic treat
ment on the development or expression of 
the reactive arthritis syndrome. 
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Our data link another Gram negative in
fective enteric microorganism to a reactive 
arthritis syndrome in genetically susceptible 
individuals. Campylobacter feittni is not a 
rare enteric infective microorganism:;; in a 
recent study9 it accounted for 11 % of positive 
diarrheal stool cultures in The Netherlands, 
approximately half of the patients being 
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