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Peptostreptococcal pericarditis complicating anti-tumour
necrosis factor α treatment in rheumatoid arthritis
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Rheumatoid arthritis (RA) is a common cause of disability

and deformity for which treatment is often of limited

value in controlling the disease process and outcome.1

Infliximab (chimeric antibody to tumour necrosis factor α
(TNFα)) is clearly efficacious in up to 70% of patients, but treat-

ment may be complicated by the development of infections that

are occasionally serious and life threatening. Pooled analysis

reported a 21% incidence of infection among 453 patients

treated with infliximab compared with an 11% incidence in 109

placebo recipients.2 Infections considered serious occurred in

3.4% and 1.8% of patients, respectively. As of August 2001, 84 of

170 000 patients treated with infliximab world wide had devel-

oped active tuberculosis, including 14 deaths.

CASE REPORT
Here we present the case of a 57 year old man with a five year

history of RA who was admitted with a two week history of

anorexia and nausea accompanied by pale stools and dark

urine. Previous treatment for RA had included Salazopyrin (3

g/day), methotrexate (20 mg/week), cyclosporin (5 mg/kg),

and a matrix metalloproteinase inhibitor (Trocade), with

inadequate response to each of these agents..

Treatment with infliximab at a dose of 3 mg/kg was started

in combination with methotrexate 7.5 mg/week and Deltacor-

tril 5 mg/day. He responded well to this treatment regimen.

Three weeks before his admission, he reported feeling very

well. He had low grade synovitis in his metacarpophalangeal

joints only, both erythrocyte sedimentation rate (ESR) and C

reactive protein (CRP) were normal, as were full blood count

and liver function studies. The patient’s occupation was that of

a distributor of farm equipment.

On admission, he was apyrexial, tachycardiac, and normo-

tensive. He was icteric with a 5 cm hepatomegaly. Clinical

examination, including cardiovascular and respiratory sys-

tems, was normal. Poor oral hygiene was noted. Initial inves-

tigations showed a raised white cell count of 13.5×109/l with

a neutrophilia; ESR 78 mm/1st h, CRP 159 mg/l, and

transaminases were grossly abnormal with an aspartate

aminotransferase of 1558 U/l and an alanine aminotrans-

ferase of 1525 U/l. An electrocardiogram was normal and a

chest radiograph was also normal apart from showing cardi-

omegaly. Abdominal ultrasound showed hepatomegaly with

minimal ascites. The initial diagnosis was drug induced

hepatitis. He admitted to consumption of 20–25 units of alco-

hol weekly.

The day after admission, the patient collapsed and became

hypotensive. An echocardiogram showed a large pericardial

effusion. A computed tomographic (CT) scan of the thorax (fig

1) confirmed the effusion and also showed bilateral pleural

effusions. He proceeded to pericardiocentesis and one litre of

purulent fluid was drained. Treatment was started empirically

with teicoplanin and gentamicin. Pericardial fluid subse-

quently grew peptostreptococci, and the antibiotics were

changed to amoxycillin 2 g four times a day based on

sensitivities. A repeat echocardiogram and CT scan at two

weeks showed a residual pericardial effusion, and a fenestra-

tion procedure was carried out before the patient’s discharge.

Three months after discharge a further echocardiogram

showed pericardial thickening, but no effusion was present.

Treatment with infliximab and methotrexate was withheld

at the time of the patients’ presentation with purulent

pericarditis, but within two months his arthritis flared, neces-

sitating an increase in steroids and the introduction of

leflunomide.

His presentation initially suggested a drug-induced hepati-

tis. The subsequent development of pericardial tamponade

was fortunately promptly recognised and treated, leading to a

satisfactory outcome in this patient.

DISCUSSION
Peptostreptococcus is a rare anaerobe most commonly isolated

from peritoneal fluid, followed by joint fluid, abscess and

endometrial materials, soft tissue biopsy, and draining

material.3 To date, no cases of pericarditis caused by this

organism have been reported. Although poor oral hygiene was

evident, it is possible that this patient’s occupation exposed

him to the organism.

With increased use of anti-TNFα treatment, serious infec-

tions have been increasingly recorded. Although treatment

successfully controlled the infection, this serious adverse

event further highlights concerns about anti-TNFα treat-

ment and emphasises the need for vigilance and prompt

treatment.
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Figure 1 CT scan of the thorax showing marked pericardial
effusion (arrow) and bilateral pleural effusions (left greater than right)
(arrow): mediastinal windows.
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Alopecia is not a distinctive clinical sign in Wegener’s

granulomatosis and, as far as we know, to date no cases

have been published describing this phenomenon.

CASE REPORT
We present the case of a 54 year old woman diagnosed with

Wegener’s granulomatosis, who in the first stage of her disease

had alopecia and improved after treatment with cyclophos-

phamide and prednisone.

Nine months before her admission to our service, she had

had paraesthesias, and leg pain and dysfunction. Electromyog-

raphy showed some signs of sensorimotor polyneuropathy.

She was given prednisone for 10 days (90 mg/day) and

improved partially. Five months later, she started coughing up

haemoptysic sputum, and had arthralgias in both hands, con-

stitutional symptoms, and intense and diffuse hair loss (trac-

tion positive). Her temperature was 36.5ºC, blood pressure

130/60 mm Hg, respirations 16, pulse 80 beats/min, and her

weight was 44 kg.

Physical examination showed 2 cm abdomen hepatomegaly

and leg distal muscular atrophy. 4/5 upper limb distal weakness,

normal positional and vibratory sensitivity, paretic-spastic walk,

and deep tendon reflexes increased diffusely with clonic reply.

The erythrocyte sedimentation rate was 91 mm/1st h, platelets

678×109/l, C reactive protein 229 mg/l, rheumatoid factor 1 U/ml.

A chest x ray examination showed a bilateral interstitial pattern

with multiple fibre tracts of hilar origin and ulterior segment

atelectasis. Chest computed tomography showed three small

nodules located in the front segment of the right upper lobe and

right middle lobe—one was 5 cm and the other two were 1 cm.

We also noted scarring fibre tracts in the left upper lobe and

lower lobe back basal regions. The antineutrophil cytoplasmic

antibody cANCA titre was 1/160 U/ml (normal range 0–20),

proteinase 3 was 133 U/l, and myeloperoxidase, antinuclear

antibodies, SSA/Ro, SSB/La, RNP, and Scl-70 were negative. ECA

was 23 U/l (normal range 8–55).

A diagnosis of Wegener’s granulomatosis was made. The

patient was treated with prednisone (60 mg/day) with normal

tapering and 10 monthly cyclophosphamide pulses (each 500

mg/m2 each). The patient’s symptoms, including respiratory,

neurological involvement, and alopecia, improved. As Lang-

ford et al have described,1 after the last pulse of cyclophospha-

mide we added methotrexate (10 mg/week); the patient’s

condition deteriorated and she had mild atrophy on her right

leg lateral side and slight alopecia, and the proteinase 3 level

reached 100 U/l. We stopped methotrexate and gave oral

cyclophosphamide (2 mg/kg/day); the neurological symptoms

and alopecia then improved (traction negative) and proteinase

3 became normal.

DISCUSSION
Wegener’s granulomatosis is one type of vasculitis whose

mortality rate, if not treated, can be high (82%) with a survival

rate of 5–12 months.2 Treatment of this disease with

cyclophosphamide has increased the survival rate of

patients,3 and the daily combination of high doses of

prednisone and oral cyclophosphamide has proved to be very

effective in more than 90% of cases, especially when used

from its initial stage to its remission,.1 Because this combina-

tion has many side effects (in 42% of cases), other

alternatives may need to be used, such as high doses of daily

prednisone and monthly cyclophosphamide pulses, which

have a higher degree of remission with fewer side effects, but

also more relapses.4 The use of methotrexate for maintenance

of remission is a successful alternative to oral cyclophospha-

mide with a lower percentage of relapses (16%),1 but in our

patient that regimen was ineffective. Cyclophosphamide is an

alkylating agent with cytotoxicity and immunosuppressive

activity. Its main side effects are leucopenia, infections,

vomiting5 and haemorrhagic cystitis.6 Alopecia is deemed

to be one of the most common side effects of

cyclophosphamide.5 The side effects are directly related to

the doses given, so that these can be reduced with a weekly

dose of a 500 mg pulse given for three months2; the length

of exposure to the drug may be another factor to take

into account.1 In our patient, alopecia appeared during the

active stage of the disease. Once corticosteroids and

cyclophosphamide were given, we were able to control the

disease activity and cranial hair loss. We believe that the

pilose follicle is another organ which nay be affected in

Wegener’s granulomatosis by a vasculitis of the scalp vessels;

and although we did not perform a scalp biopsy, it seems

likely that this disease might have caused the patient’s hair

loss.

The interesting aspect of this case is that the patient had

Wegener’s granulomatosis and alopecia and she improved

with a treatment which included prednisone and cyclophos-

phamide.
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Our objective was to assess the increase in the number

of children with Behçet’s disease in France. To our

knowledge, this survey is the most extensive reported

from a single country.

Children with Behçet’s disease from any part of France were

referred to one of three medical centres: Marseille, Montpel-

lier, and Paris. Information was obtained from the medical

charts and from the patient’s interview. A specific question-

naire was designed to determine the following demographic

features: sex, age, city of residence, ethnicity, and familial his-

tory with complete pedigree; and the clinical variables: oral

aphthous ulcers, genital ulceration, skin lesion, skin hypersen-

sitivity plus other organ involvement—nervous system,

gastrointestinal tract, eye, vessels, lungs, heart, joints, genito-

urinary tract, and fever. The date of onset of the disease was

recorded together with the date of appearance of each symp-

tom, and the date at which the patient met the international

criteria for Behçet’s disease.1 A specific database was set up.

Fifty five children with Behçet’s disease met the inter-

national criteria before the age of 16 years: 33 white subjects

(27 French), nine North Africans, five Turks, three West Indi-

ans, three mixed white/North African subjects, one Asian, and

one Ashkenazi Jew. The male to female ratio was 0.89. The

mean age of onset was 7.5 years (median 8 years, SD 4.3). The

mean age at which patients met the criteria for Behçet’s

disease was 11.6 years (median 12, SD 3.7; fig 1). The mean

time between the appearance of the first and last criterion was

3.5 years (median 3, SD 3.7).

Initial symptoms were oral ulcers in 41 (74%) (at a mean

age of 6.8 years), genital ulcers in 13 (24%) (at a mean age of

6.8 years), bipolar aphthosis in nine (16%), skin lesions in

eight (14%), and uveitis in two (4%). At least two criteria were

present in nine (16%) patients.

Recurrent oral ulcers were present at a mean age of 7.44

years. Genital ulceration occurred in 43 (79%) patients, at a

mean age of 10.8 years. Cutaneous signs included erythema

nodosum (26%), necrotic folliculitis (38%), and aphthosis

(14%). Ocular signs were uveitis (36%), retinal vasculitis

(24%), conjunctivitis (17%), papilloedema (7%), and keratitis

(3%). Arthralgia was the main articular sign, arthritis was

present in 17% of patients. Headaches were common (35%)

and associated with aseptic meningitis (10%), benign

intracranial hypertension (10%), and hemiparesis in two

patients. Abdominal pain was reported in 40% of cases, with

digestive ulceration in 14%. Ulcerative colitis was diagnosed in

one patient. Venous thrombosis occurred in 21% of patients.

Figure 1 Age at which the first symptom appeared and age at which the children satisfied the criteria for Behçet’s disease.
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One 13 year old boy died of multiple deep vein thrombosis.

Familial aggregation was present in four families which

included eight patients (9%).

The epidemiology of paediatric Behçet’s disease is difficult

to evaluate because there is no formal agreement about the

age of onset or the age of completed disease.2 3 Previous epide-

miological studies have shown that the proportion of patients

in whom the onset of symptoms occurs under the age of 16

years varies from 3% to 24%.4–7

Selection of patients according to international criteria gave

high percentages of patients with mucocutaneous and ocular

symptoms (reaching 60%, of which 36% were uveitis). The

spread of clinical signs in our patients was similar to that

obtained by other studies for patients of the same mean age

and recruited similarly. The familial occurrence of BD, 9%, has

been reported to be high in children and also in patients from

endemic areas such as Turkey, Korea, and Tunisia.8–10 Therefore

genetic linkage studies are needed to examine the genetic

component of Behçet’s disease further.

The number of recognised cases of Behçet’s disease in chil-

dren in France is increasing, probably reflecting an increase in

doctors’ awareness of this disease. Worldwide collaborations

are now needed to delineate this subgroup of patients and to

establish accurate sets of criteria.
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Local steroid injections have traditionally been given by
doctors in rheumatology practice, with varying accuracy
and success.1–3 The first joint injection course for nurses

approved by the English National Board (ENB) was estab-
lished at Cannock Chase Hospital in 1995, jointly led by a
rheumatology consultant and nursing sister, and has run
annually since then (ENB-N78).4 Over 50 nurses have
completed the course, including many from this unit. They
now give an increasing proportion of these injections at this
hospital (following medical prescription), releasing doctors
for other activities. Our audit assessed this service increasingly
provided by nurses, measuring the frequency and type of
nurse injection and patient satisfaction. Injections given by
nurses and doctors at this unit were compared, as we required
a standard of service from the nurses at least equal to that of
the doctors.

The audit included all patients who underwent an
intra-articular or soft tissue cortiocosteroid injection at this
hospital over one calendar month. Injectors recorded their
professional background and the site of injection(s). After the

Table 1 Number of local corticosteroid injection at
different anatomical sites performed by nurses and
doctors

Site Nurse Doctor Total

Subacromial space 32 18 50
Glenohumeral joint 5 4 9
Elbow joint 3 2 5
Wrist joint 14 5 19
Carpometacarpal joint 0 2 2
Knee joint 35 12 47
Ankle joint 14 2 16
Subtalar joint 0 4 4
Trochanteric bursa 1 1 2
Other 10 6 16

Total 114 56 170
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injection, the patient completed an anonymous questionnaire

in their home within 3–7 days for return by prepaid envelope.

This also recorded the injector’s professional background; the

patient’s opinion of the adequacy of the information given

before and after the injection (on a four point scale, from “no

information” to “very detailed information”); the comfort (on

a four point scale, from “very comfortable” to “very

uncomfortable”) and efficacy (on a four point scale, from

“very helpful” to “made worse”) of the procedure; their over-

all satisfaction (marked on a 10 cm visual analogue scale

(VAS)); and the professional group from whom they would

prefer to receive any future injections. The approval of the local

research ethics committee was given for this audit.

In one month, 170 corticosteroid injections were given to

103 patients: trained nurses gave 114 (67%) of these injections

to 63 patients. Nurses gave a mean (range) of 1.8 (1–8) injec-

tions to each patient compared with 1.4 (1–4) given by

doctors. Nurses gave most of the ankle, knee, wrist, elbow,

glenohumeral, and subacromial injections (table 1). Doctors

gave all subtalar and carpometacarpal joint injections. Ninety

three (90%) completed questionnaires were returned by

patients. Almost all (96%) described preinjection information

as “adequate” or “very detailed”, but more described it as

“very detailed” when given by a nurse (48%) than when given

by a doctor (32%) (fig 1). A greater proportion also described

postinjection information as “very detailed” when given by a

nurse (47% v 34%) (fig 1). Most (93%) described the injection

as “fairly comfortable” or “very comfortable” but were more

likely to have described the injection given by a nurse as “very

comfortable” (61% v 43%). Almost all the injections given by

both nurses and doctors were described as “helpful” or “very

helpful” (93% and 88%, respectively). Overall satisfaction of

injections given by nurses and doctors was similar (mean

(range) VAS 8.0 (1.1–10.0) cm and 7.8 (0.6–10) cm,

respectively). Only one patient injected by a nurse expressed a

preference for any future injections to be given by a doctor; the

rest preferred a nurse (38%) to give any future injections or

had no preference.

This audit confirmed that trained nurses were performing

the vast majority of local corticosteroid injections at this unit

and that their standards were at least as good as those of doc-

tors. Patients felt well informed by nurse injectors, found their

injections were effective, were highly satisfied with their

treatment, and were willing to have further treatment from

nurses, if necessary. The results show that trained nurses can

deliver a service previously provided by doctors in training,

whose working hours are now greatly restricted.

There might be concerns about the experience acquired by

such doctors during their rheumatology attachment, but fur-

ther audit has shown that they now learn the techniques of

steroid injection largely from trained nursing staff (results not

shown). Rheumatology nurses now fulfil a wide range of roles

in education, counselling, monitoring, and giving treatment.5

Debate continues over whether such developments represent

progress or a dilution of the nurturing role traditionally

ascribed to nurses.6 7 The cost effectiveness of an injection

service provided by nurses was not considered by this audit

and would be influenced by salary and patient throughput.

The length of time spent with patients during this audit was

not recorded, but it is worth noting that nursing staff were

performing multiple intra-articular injections on some pa-

tients, which is time-consuming in itself and certainly does

not represent “cherry picking” the easy cases.
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Figure 1 Quality of information provided to a patient by a nurse or doctor injector as rated by the patient before (A) or after (B) local
corticosteroid injection. Ratings were provided by 38 patients who received their injections from doctors and 58 patients who received their
injections from trained nurses.
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Manual jobs increase the risk of patients with ankylosing
spondylitis withdrawing from the labour force, also when
adjusted for job related withdrawal in the general
population
A Boonen, A Chorus, R Landewé, D van der Heijde, H Miedema, H van der Tempel,
Sj van der Linden
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In 1997 we studied labour force participation among 658

Dutch patients with ankylosing spondylitis (AS).1 In those

who had a paid job before onset of disease (n=529), age and

sex adjusted withdrawal rate was 3.0 times (95% CI 2.5 to 3.6)

higher than expected in the general Dutch population.2 Within

patients with AS, those with a manual job had a 2.3 (95% CI

1.5 to 3.4) times increased risk of withdrawal compared with

those with a non-manual job after correction for age at onset

of disease, gender, educational level, and coping strategies.2

However, the question remained whether a manual job was a

specific risk factor for withdrawal from work in patients with

AS or if a manual job is a non-specific risk factor for

withdrawal in every working subject.

Recently, Dutch population figures for 1998 on withdrawal

from the labour force, for the same work categories as used in

our study, became available (Dutch Bureau of Statistics).

Therefore, we were then able to calculate the job adjusted

ratios for withdrawal from the labour force in patients with AS

by comparing the job-specific annual withdrawals in patients

with those from the general population. Five major classes of

work were distinguished: agriculture, industry, transport,

commerce, and services/management. The first three classes

were later grouped as manual jobs and the last two classes as

non-manual jobs. This classification has some limitations

because jobs like housekeepers and waiters are also included

within the servicing jobs and therefore considered as

non-manual jobs. However, this was similar in patients and in

controls. All data were stratified by gender. The 95% CIs for the

ratios were calculated using Poisson’s distribution.

Table 1 presents for each job class, the observed rates of

withdrawal from the labour force as well as the ratios when

compared with the general population. While the overall risk

for a patient with AS to withdraw from the labour force is 3.0

(95% CI 2.5 to 3.6) times higher than expected in the general

population, this risk is 4.9 (95% CI 3.5 to 5.9) times higher for

those with a manual job versus 2.2 (95% CI 1.6 to 2.7) times

higher for those with a non-manual job. The observed effect

was stronger in male than in female patients, probably

because of the smaller number of female patients in the study

sample. In the general population withdrawal rates were not

significantly different among the professional classes studied

either for men or for women.
We conclude that patients with AS with a manual job have an

increased risk for withdrawal from the labour force, also when

adjusted for job related withdrawal in the general population.
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Table 1 Annual withdrawal rate from the labour force due to official work disability in patients with ankylosing
spondylitis for five classes of work and ratios when compared with the general population

Male patients Female patients All patients

Withdrawal rate (%) SIR Withdrawal rate (%) SIR (95% CI) Withdrawal rate (%) SIR (95% CI)

Manual job 3.9 5.2 (3.6 to 6.4) 3.5 2.4 (0.1 to 4.7) 4.2 4.9 (3.5 to 5.9)
Agriculture 0 – 11.6 5.4 1.3 1.0
Industry 4.1 5.3 3.2 2.2 4.3 4.9
Transport 4.5 7.2 0 – 4.9 6.8

Non-manual job 1.3 2.1 (1.3 to 2.8) 2.8 2.2 (1.3 to 3.1) 2.0 2.2 (1.6 to 2.7)
Commercial 1.0 1.9 3.5 3.0 1.9 2.3
Service 1.4 2.1 2.7 2.1 2.1 2.1

All jobs 2.3 3.4 (2.6 to 4.1) 2.9 2.2 (1.4 to 3.1) 2.7 3.0 (2.5 to 3.6)

SIR, standardised incidence ratios of withdrawal.
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Breast implants and illness: a model of psychological
illness
M Ahern, M Smith, H Chua, P Youssef
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We read with interest the hypothesis of Dush in the

Annals of the Rheumatic Diseases1 and provide some

evidence to support it. Dush suggested that many of

the symptoms of women with silicone breast implants might

be attributed to somatisation, stress, and mass somatisation.

We recently reviewed 179 women with silicone breast

implants who were involved in product liability and litigation.

Their ages ranged from 29 to 74 years (mean (SD) 46.8

(8.1)). The indications for surgery were cosmetic in 146 (82%),

followed by cancer in 17 (9%), fibrocystic disease in 12 (7%),

and congenital hypoplasia in 4 (2%) women. The most

common symptoms were burning breast pain in 142 (79%),

chronic fatigue in 142 (79%), arthralgia in 134 (75%), sleep

disturbance in 127 (71%), cognitive dysfunction in 102 (57%),

sicca symptoms in 100 (56%), night sweats in 97 (54%), and

myalgia in 91 (51%). Findings on clinical examination were

few, including chest wall abnormalities in 60 (34%), tender

trigger points in 31 (17%), and carpal tunnel syndrome in 6

(3%) women. Sixty five (36%) women had radiological and/or

surgical proof of implant leakage or rupture and 61 (34%) had

signs of implant contractures. We found no evidence of

increased occurrence of any connective tissue disorder such as

rheumatoid arthritis (RA), systemic lupus erythematosus

(SLE), or Sjögren’s syndrome.

The women were asked to complete two questionnaires and

return them by mail: (a) the General Health Questionnaire

(GHQ), possibly the most widely used and extensively

validated screening test for functional psychiatric illness—a

score above 12 denoting significant psychiatric morbidity; (b)

the Speilberger State-Trait Anxiety Inventory (STAI). This

comprises two self report scales for measuring two distinct

anxiety concepts: (i) state anxiety (A state), which may vary

over time and (ii) trait anxiety (A trait), a relatively enduring

personality characteristic which does not tend to change

much over time.

Of the 179 questionnaires sent, 117 were returned, giving a

response rate of (65%). The women had a mean (SD) score of

18.3 (8.2) on the GHQ; 75% of women having scores above 12.

Table 1 shows the means (SD) of the A state and A trait.

Patients with breast implant had significantly higher A
state and A trait scores than female undergraduate students
(p<0.001) and medical/surgical inpatients (p<0.001) and as
much anxiety reaction as psychiatric patients with anxiety
disorders.

Thus these women were found to have significant psychiat-
ric morbidity and to show significant state and trait anxiety.
The causes for these high anxiety levels may be related to the
reasons these women sought breast implants—for example,
poor self esteem, interpersonal and psychological problems.
Possibly, these high anxiety levels are exacerbated by the liti-
gation and media attention. The raised trait-anxiety levels
maybe a risk factor for somatisation.

We attempted to reassure these women that there was no
evidence of any underlying connective tissue disorder or
systemic disease but could not allay their fears. Nevertheless,
we identified the fact that these woman were distressed and
required medical and psychological rehabilitation. Unfortu-
nately, many of these women had been “dismissed” and their
symptoms not taken seriously by their treating doctors
because epidemiological research had not shown any associ-
ation with recognisable systemic disease.

Because of the uncontrolled nature of our observations we
can only propose a hypothesis for the causes of their
symptoms. As rheumatologists encountering women with
silicone breast implants, we need to reassure them that they
are unlikely to have an underlying connective tissue disorder.
We also must provide access to treatments that will alleviate
their anxiety and distress, as suggested by Dush.
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Table 1 A state and A trait scores, mean (SD)

Silicone breast
implant (n=116)

Female
undergraduate
students (n=231)

Medical/surgical
patients (n=161)

Anxious psychiatric
patients (n=60)

A trait 51.5 (14.3) 38.25 (9.14) 41.91 (12.7) 48.08 (10.61)
A state 53.1 (13.6) 35.16 (9.3) 43.28 (13.8) 49.02 (11.6)
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Fibromyalgia in patients with rheumatoid arthritis is
associated with higher scores of disability
A Naranjo, S Ojeda, F Francisco, C Erausquin, I Rúa-Figueroa, C Rodríguez-Lozano
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Rheumatoid arthritis (RA) is a chronic polyarticular

disease characterised by pain in peripheral joints accom-

panied by swelling, stiffness, and functional impairment.

In some cases it is associated with fibromyalgia (FM), a

syndrome defined by chronic, widespread pain, asthenia, and

sleep disorders. When a patient has both RA and FM,

determining the degree of RA activity may be difficult, because

these patients typically have higher scores for pain and

disability.

This study aimed at evaluating whether there were

differences in functional disability, extra-articular manifesta-

tions, and use of disease modifying antirheumatic drugs

(DMARDs), between patients with RA with and without FM.

PATIENTS AND METHODS
A cross sectional study was conducted with 386 patients with

RA, 94 men and 292 women, with a mean age of 53 years. All

the patients met the criteria of the American College of Rheu-

matology (ACR) for the diagnosis of the disease.1 The mean

duration of the disease was nine years. All the patients

received treatment in a hospital outpatient clinic and were

included in a database between 1991 and 2000. To diagnose

FM, ACR criteria had to be fulfilled on at least two consecutive

visits.2 The following assessment was made in all patients par-

ticipating in the study: a clinical history, evaluation of

functional status using the Health Assessment Questionnaire

(HAQ),3 conventional laboratory measurements, and evalua-

tion of the rheumatoid factor. In addition to these assess-

ments, extra-articular manifestations were diagnosed. Sec-

ondary Sjögren’s syndrome was diagnosed when, in addition

to subjective xerophthalmia and xerostomia, Schirmer’s test or

the rose bengal staining were pathological.4 The number of

previous DMARDs was counted, independently of whether the

patient received a single drug or a combination.

Contingency tables were used to compare the frequency of

categorical variables among the different groups. To compare

numerical variables we used Student’s t test when the data

followed a normal distribution and the equivalent Wilcoxon

non-parametric test when they did not.

RESULTS
Of the total, 57 (14.8%) patients fulfilled FM criteria. No

differences were found in age or disease duration between

patients with RA without FM (RA group) and patients with RA

and FM (RA-FM group) (table 1). In the RA-FM group there

was a higher percentage of women (p=0.03); HAQ scores

(p=0.002) were also higher. The incidence of extra-articular

manifestations such as serositis, pneumonitis, or Sjögren’s

syndrome was similar in both groups. Rheumatoid nodules

and the rheumatoid factor were more common in the RA

group, although differences were not significant. The RA-FM

group had received a greater number of DMARDs (p=0.04).

DISCUSSION
The results of this study indicate that patients with RA who

also have FM are more often women, have higher disability

scores, and receive DMARDs more frequently.

Wolfe et al studied 242 patients with RA and 38 who had FM

occurring in association with RA. The RA-FM group had more

abnormal measures of function, pain, disease activity, and

psychological status, but the disease severity in RA-FM and

RA was similar.5 In patients with RA, FM tender points have

been found to correlate mainly with daily stress and with

higher joint tenderness count scores, indicating that patients

with RA and FM have a lower pain threshold.6 7 Patients with

RA and depression often perform fewer daily life activities.8

In summary, FM is found to be associated in one of seven

patients with RA; the presence of FM may constitute a marker

of a worse prognosis for subjective functional disability.

. . . . . . . . . . . . . . . . . . . . .
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Table 1 Comparison of patients with rheumatoid arthritis (RA) and rheumatoid
arthritis and fibromyalgia (RA-FM)

RA-FM RA p Value

Number of patients 57 329
Women (No (%)) 50 (88) 242 (74) 0.03
Mean (SD) age (years) 52 (9.6) 53 (15) 0.42
Duration of RA disease (SD), years 8 (8) 9 (9) 0.35
HAQ (mean (SD)) 1.62 (0.70) 1.21 (0.77) 0.002
Patients with rheumatoid factor (No (%)) 37 (65) 247 (75) 0.13
Extra-articular manifestations

Rheumatoid nodules (No (%)) 10 (18) 82 (25) 0.36
Secondary Sjögren’s syndrome (No (%)) 15 (26) 80 (24) 0.97
Serositis (No (%)) 3 (5) 12 (4) 0.99
Interstitial lung disease (No (%)) 0 17 (5)

Number of DMARDs (mean (SD)) 2.64 (1.6) 2.17 (1.5) 0.04
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Shingles following infliximab infusion
D C Baumgart, A U Dignass
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Infliximab is a chimeric IgG1κ monoclonal antibody that

binds specifically to human tumour necrosis factor alpha

(TNFα). Infliximab, in combination with methotrexate, is

approved for reducing signs and symptoms and inhibiting the

progression of structural damage in patients with moderately

to severely active rheumatoid arthritis who have had an inad-

equate response to methotrexate. It will also reduce the signs

and symptoms of Crohn’s disease in patients with moderately

to severely active Crohn’s disease who have had an inadequate

response to conventional treatment and will reduce the

number of draining enterocutaneous fistulas in patients with

fistulising Crohn’s disease.1 2 Owing to its mechanism of

action infliximab can lead to a number of complications.

CASE REPORT
Here we report a case of shingles, an infectious complication,

currently not included in the product labelling.

A 45 year old man with steroid dependent Crohn’s disease

presented to the outpatient clinic with an acute flare up. At

that time he had already been receiving 150 mg of

azathioprine and 1000 mg mesalamine by mouth three times

a day for about 17 months. Prednisolone had been tapered to

5 mg a day. High resolution intestinal ultrasound showed a

subtotal small bowel stenosis. Power Doppler demonstrated

mucosal hyperaemia, suggesting an inflammatory process.

It was therefore decided to switch his treatment to

infliximab. His condition slightly improved, but after the third

course of 5 mg/kg bodyweight infliximab he developed a pain-

ful, pustular skin rash on the left side of his chest involving

several dermatomas. Varicella zoster IgM titres were raised,

confirming an acute shingles infection. He was treated intra-

venously with 5 mg/kg bodyweight acyclovir every eight hours

for seven days. He recovered and was later referred for surgery

to resect the inflamed segment.

DISCUSSION
Adult varicella can be a severe illness complicated by

pneumonia, encephalitis, hepatitis, thrombocytopenia, and

prolonged fever.3 Blood levels of TNFα have been shown to be

raised in patients with acute varicella infection.4 In vitro stud-

ies have shown that replication of varicella zoster virus and

varicella zoster virus antigen expression are inhibited by TNFα
and that this antiviral activity can be completely blocked by

monoclonal antibodies against TNFα.5

The use of monoclonal antibodies against TNFα in patients

with inflammatory bowel disease increases the risk of viral

infections by inhibiting an adequate TNFα response. Doctors

should be cautious when prescribing infliximab for patients

who are already receiving immunosuppressant drugs. We sug-

gest that varicella zoster virus infection should be included as

an infectious complication in the drug labelling.
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Self limiting lupus-like symptoms in patients with
parvovirus B19 infection
E Tóvári, I Mezey, K Hedman, L Czirják
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Parvovirus B19 causes polyarthritis in adults.1 Several

observers have noted a lupus-like syndrome2 3 and

production of autoantibodies associated with this

infection.4 We describe here two white patients with acute

parvovirus B19 infection and a transient lupus-like syndrome.

CASE REPORTS
Case 1
A 41 year old woman had a transient polyarthritis of the

metacarpophalangeal (MCP) and proximal interphalangeal

(PIP) joints after her first delivery at the age of 30, and she

developed photosensitivity, and reported dryness of the eyes

for some years.

In 1998 she had an influenza-like illness with polyarthral-

gia, myalgia, and fever. She also had a massive UV light expo-

sure with tanning. Two days later she developed polyarthritis

of the wrists, MCP, and PIP joints. Her 4 year old child had a

fever and facial skin rash just before her disease.

One week after the start of her polyarthritis she had a nor-

mal blood count, erythrocyte sedimentation rate (ESR), rheu-

matoid factor, complement, immunoglobulin levels, urine

analysis, liver enzymes, creatinine kinase, and slightly raised

(15 mg/l) C reactive protein (CRP). Anti-dsDNA, anticardioli-

pin, IgG and IgM were increased, and anti-SS-A, anti-SS-B

antibodies were also detected by enzyme linked immuno-

sorbent assay (ELISA). An antinuclear antibody (ANA) test

was negative, with an anti-cytoskeletal staining on HEp-2

cells. Both IgM and IgG antibodies to human parvovirus B19

were positive, and parvovirus DNA was detected by nested

polymerase chain reaction (PCR) in serum.

After eight weeks the autoantibody tests became negative,

and her symptoms completely resolved. At two years follow up

she remained asymptomatic, and the parvovirus PCR was

negative.

Case 2
A 34 year old woman was examined in June 1998 with an

acute painful occipital lymph node and polyarthritis in the

MCP and PIP joints. She had had photosensitivity from the

age of 10. Two weeks before symptoms, her child had a rash

and flu-like illness, and in the meantime she was exposed to

UV light with tanning.
Urine analysis, blood count, liver enzymes were normal, but

the ESR and CRP were slightly raised (22 mm/1st h, and 11

mg/l, respectively). No rheumatoid factor was detected.

Anti-dsDNA and anti-Sm autoantibody were positive by

ELISA. An ANA test was negative on HEp-2 cells, with an

atypical cytoplasmic staining. IgM and IgG antibodies to

human parvovirus B19 were present, and parvovirus DNA was

detected by PCR in serum. The patient was three weeks’ preg-

nant but she decided to terminate the pregnancy. After 10

weeks the autoantibody ELISA became negative, but the ANA

test became positive with homogeneous staining pattern.

Apart from periodic myalgia and arthralgia the patient

remained without symptoms for two years. The diagnosis may

be systemic lupus erythematosus (SLE) in view of the photo-

sensitivity, polyarthritis, ANA, and anti-dsDNA positivity. At

500 days after the onset PCR was positive in serum.

DISCUSSION
After the infection four criteria of SLE were fulfilled in case 2,

and case 1 was compatible with the diagnosis of undifferenti-

ated connective tissue disease.5 The autoimmune process was

self limited in both patients.

The patients’ children had symptoms of erythema infectio-

sum, and the mothers were examined for parvovirus B19.

They were IgM and IgG positive (table 1). The VP1-IgG

avidity6 and VP2-IgG epitope type specificity7 results (table 1)

confirmed acute B19 infection in our patients. Nested PCR was

performed on the patients’ sera.8 Both patients were PCR

positive in the acute phase (table 1). In immunocompetent

patients PCR may remain positive for four months, but more

prolonged persistence in healthy subjects is unusual. Parvo-

virus DNA was not detectable in the first patient after 400

days, but in patient 2 the blood sample taken at 500 days was

positive.

Table 1 Antibodies and nested PCR findings of two patients with parvovirus B19
infection

Days after onset
of polyarthritis VP2-IgM EIA VP2-IgG EIA VP2-ETS ratio

VP1-IgG
avidity (%) PCR

Case 1 7 Pos Pos 0.38 6.3 +
20 ND Pos 0.41 6.6 +

400 Neg Pos 232.57 52.8 –

Case 2 4 Pos Pos 0.28 – +
24 ND Pos 0.49 6.2 ND
47 Pos Pos 0.81 11.8 +

110 Neg Pos 4.98 24.7 +
144 – Pos 13.42 26.5 +
500 ND ND ND ND +

VP2, major capsid protein; VP1, minor capsid protein; ETS, epitope type-specific IgG; pos, positive; neg,
negative; ND, not determined.
Zone of acute infection in VP2/ETS ratio 0–10; zone of past immunity >10.
Zone of acute infection in VP1 IgG avidity 0–15%; borderline zone 16–25%, zone of past immunity: >25%.
Signs of acute parvovirus infection are shown in bold.
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At the time of the infection other provoking factors for SLE

could also be identified. The second patient had an early phase

pregnancy. Although the patients had earlier had photosensi-

tivity, they were tanning during the initial period of infection.

The typical rash of parvovirus infection, like the skin manifes-

tations of SLE, can be provoked by UV light. Possibly, the virus

and the UV light had additional effects on the autoimmune

process.

Typing for HLA-A, B, C, and DR, DQ showed common alle-

les. They had DR2 (DRB1*1501) and DQ6 (DQB1*0602) with

the same subtypes (table 2). Four HLA alleles of the patients

have been previously described as associated with SLE.9

In conclusion, we have found several common provoking

factors of the autoimmune process in our cases. The patients

had a genetic predisposition to lupus and also signs of

autoimmune diseases in the past. They had also been exposed

to UV light and pregnancy, which are known provoking factors

for SLE. Furthermore, parvovirus infection seemed to be also

a provoking factor for the development of SLE and lupus-like

disease, although the symptoms of connective tissue diseases

were transient.

. . . . . . . . . . . . . . . . . . . . .
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Dermatomyositis in a patient with adenocarcinoma of the
gall bladder
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Ann Rheum Dis 2002;61:663–664

Acase of dermatomyositis in an elderly woman, found to

have gall bladder adenocarcinoma, is presented. As far

as we know this is the first report of an association

between the myopathy and this specific malignancy.

CASE REPORT
A 75 year old white woman was admitted to our department,

with a seven month history of proximal muscle weakness,

dysphagia, dysphonia, facial erythema, and oedema of the

eyelids. Atypical dyspeptic symptoms had been present for the

same time period. At that time, an abdominal ultrasound

showed, besides multiple gall stones, increased echogenicity of

the gall bladder content. Simultaneous routine laboratory

tests were normal, except for a minimal increase of serum

aspartate aminotransferase (AST) and alanine aminotrans-

ferase (ALT) and a creatine kinase (CK) value of 350 IU/ml

(upper normal 190). Apparently, that had gone unnoticed,

until her admission.

On physical examination, she was found to be a relatively

obese elderly woman, in no distress, with normal vital signs. A

“heliotrope” rash was present in her eyelids, and Gottron’s

papules were noticed on the dorsal surface of her metacar-

pophalangeal and proximal interphalangeal joints bilaterally.

Proximal muscle weakness of the neck, shoulder, and pelvic

girdles was prominent. The rest of the physical examination

was unremarkable.

Routine laboratory tests, including CK, were normal, except

for a mild increase of AST and lactate dehydrogenase (LDH).

Table 2 HLA types of patients

Patient HLA-A HLA-B HLA-C HLA-DR DRB1 DRw DQ DQA1 DQB1

1 1 8(Bw6) 7 2 1501 51 6 0101-05 0602/10-11/13
37(Bw4) 13 1302 52 6 0101-05 0603-09/12/14

2 2 18(Bw6) 2 2 1501 51 6 0101-05 0602/10-11/13
9 7(Bw6) 7 11 1104 52 7 0501-04 0301

HLA haplotypes, which have been described as associated with SLE are shown in bold.
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Thyroid function was within the normal range. Serum

antinuclear antibodies were positive at a titre of 1/160 with a

fine speckled pattern. The rest of the serological profile was

normal.

A chest x ray examination was unremarkable. Gastroscopy

showed mild gastritis. Abdominal ultrasound was essentially

the same as the one performed seven months previously. An

electromyogram of the proximal muscles disclosed decreased

amplitude and duration of motor unit action potentials and an

increased proportion of polyphasic potentials, increased inser-

tional activity and fibrillation. A deltoid muscle biopsy showed

typical findings of dermatomyositis.

The patient was treated with methylprednisolone 48 mg

daily, and asked to be discharged. We continued the investiga-

tions to detect a possible underlying malignancy, during a

close follow up. She improved clinically with methylpred-

nisolone, and the steroid dose was gradually tapered.

Meanwhile, a bone scan and a mammogram were read as

normal. However, an abdominal computed tomography (CT)

scan showed thickening of the gall bladder wall and enlarge-

ment of the lymph nodes around the portal vein and hepatic

artery.

Two months after her initial presentation to us, she was

admitted to the surgical department for exploratory

laparotomy; her muscle strength had improved, and she had

no rash or jaundice, while taking methylprednisolone 16

mg/day. At that time, her alkaline phosphatase and

γ-glutamyltransferase (γGT) were markedly raised, by three

and eight times normal, respectively. At surgery, cancer of the

gall bladder was found, with intrahepatic metastases and

involvement of the lymph nodes of the hepatoduodenal

ligament; a cholecystectomy was performed. The specimen

disclosed a moderately differentiated adenocarcinoma, affect-

ing most of the gall bladder wall, and at its full thickness

expanding to the surrounding fatty tissue (fig 1).

Ten weeks after discharge, she was readmitted to the medi-

cal service, severely debilitated, with profound muscle

weakness and jaundice, nodular hepatomegaly, and oedema.

Laboratory tests showed mild anaemia, markedly raised alka-

line phosphatase, γGT, and LDH, bilirubin of 548 µmol/l, but

normal CK. The patient’s already serious condition deterio-

rated further, she developed a left lower lobe pneumonia and

died 10 days after her admission.

DISCUSSION
A number of studies have suggested an association between

inflammatory myopathy and malignancy, which seems

stronger with dermatomyositis and weaker with

polymyositis.1–4 A temporal relationship has also been sug-

gested, with the diagnosis of malignancy coinciding with, pre-

ceding, or following that of myositis, usually within two

years,2 3 5 although longer periods of surveillance have been

recommended.4

With the exception of gastric and ovarian carcinoma, which

seem to more commonly underlie myositis, the spectrum of

the various kinds of cancer in patients with inflammatory

myopathy is similar to that in the general population.3

However, an association of dermatomyositis with tumours of

the biliary tract is extremely rare. According to the available

published reports, there are only three cases of dermatomyosi-

tis in patients with cholangiocarcinoma (two of them in non-

English literature),6–8 and in no patient with gall bladder car-

cinoma has inflammatory myopathy been described.

Furthermore, in a recent excellent population based study9 of

618 patients with dermatomyositis, of whom 198 were found

to have cancer, no gall bladder carcinoma was identified.

Therefore, our patient seems to be the first report of an associ-

ation between dermatomyositis and adenocarcinoma of the

gall bladder. Her myopathy responded initially to steroids,

despite the advanced stage of her cancer, in accordance with

some observations, suggesting occasionally independent

courses of dermatomyositis and malignancy.10

In conclusion, carcinoma of the gall bladder should be

added to the list of malignancies, which dermatomyositis can

complicate, as a paraneoplastic process.

. . . . . . . . . . . . . . . . . . . . .
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Figure 1 Histology of the surgical specimen of the patient
(haematoxylin and eosin, ×200), showing moderately differentiated
adenocarcinoma of the gall bladder.
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Coincidence of asymptomatic avascular necrosis and
fracture of the femoral neck: a rare combination of
glucocorticoid induced side effects
K Loddenkemper, C Perka, G-R Burmester, F Buttgereit
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Ann Rheum Dis 2002;61:665–666

Glucocorticoids have profound anti-inflammatory and

immunosuppressive actions when used therapeuti-

cally. Unfortunately, these drugs have adverse

effects—for example, on bone metabolism. Osteoporosis is

well known to be a common side effect, whereas a glucocorti-

coid associated avascular osteonecrosis is rarely diagnosed.

However, as far as we know, the coincidence of manifest

osteoporosis with fracture and avascular osteonecrosis in the

same area is unique.

CASE REPORT
We present the case of a 47 year old postmenopausal woman

who had had mixed connective tissue disease (MCTD) for

more than 20 years. The MCTD was complicated by

progressive vasculitis, and had required immunosuppressive

treatment with prednisolone (maximum dose 500 mg/day

(pulse therapy; average dose 15 mg/day) for 20 years and aza-

thioprine (75 mg/day). In 1995, she complained for the first

time of severe back pain and noticed a height loss of 10 cm

within two years. There was no history of previous fractures.

Glucocorticoid induced osteoporosis was suspected. Indeed,

bone densitometry (DXA-LUNAR) showed decreased bone

mineral density (BMD) of the lumbar spine (L2–4) and left

femoral neck (table 1). An x ray examination demonstrated

osteoporotic changes—for example, end plate fractures, osteo-

penia. Treatment with fluorides, vitamin D, and calcium was

started. One year later the BMD of the lumbar spine had

increased, whereas the BMD of the femoral neck and back

pain remained unchanged. Consequently, the treatment was

changed to bisphosphonates (alendronate) supplemented by

calcium and vitamin D. Another year later her back pain was

reduced. The BMD of lumbar spine had become stable while

decreasing by 30% at the femoral neck (table 1). No evidence

of fluorosis, secondary hyperparathyroidism, or abnormal

vitamin D metabolism was found.

Shortly after this visit the patient was admitted to hospital

for alprostadil treatment of her Raynaud’s phenomenon asso-

ciated with the MCTD. She complained of sudden severe pain

in her left hip during a forest walk. Surprisingly, an x ray

examination showed left femoral head fracture and avascular

necrosis (early radiological Ficat stage IV) (fig 1).1 After

successful hip replacement, the patient was able to walk with-

out pain.

DISCUSSION
This patient with MCTD demonstrates typical side effects of

long term glucocorticoid treatment, but several points are of

particular interest:

(1) Osteoporosis treatment had been started at a time when

the BMD was already decreased. Other risk factors were early

menopause without hormone replacement therapy and

inflammatory rheumatic disease (cytokines can affect bone

turnover). Official guidelines for the prevention of glucocorti-

coid induced osteoporosis were published by the American

Table 1 Bone mineral density of lumbar spine and
femoral neck over the course of three years

1995 1996 1997

Lumbar spine (mg/cm2) 0.800 0.875 0.874
Lumbar spine (t score) −3.33 −2.71 −2.83
Femoral neck (mg/cm2) 0.538 0.549 0.381
Femoral neck (t score) −3.68 −3.68 −4.99

Figure 1 An x ray image of the left hip showing femur head
necrosis (early radiological Ficat stage IV) and fracture of the left
femoral neck.
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College of Rheumatology in 1996.2 Today it is clear that early

prophylaxis can prevent manifest osteoporosis. Potent drugs

for the prevention and treatment of osteoporosis are bisphos-

phonates and substitution of calcium and vitamin D.3

(2) Another important aspect is osteoporosis with intercur-

rent avascular osteonecrosis of the left femoral head. The

absence of pain in this condition is uncommon. To the best of

our knowledge, unilateral osteonecrosis of the hip at an

advanced stage without pain has not been previously

reported. Only early stage forms or one hip without pain in

bilateral osteonecrosis have been described.4 5 Avascular

necrosis is not a specific disease entity. Predisposing factors

are trauma, glucocorticoids, alcohol abuse, and connective tis-

sue disorders. It may also be idiopathic.6 Avascular necrosis is

a rare side effect of glucocorticoid treatment and is normally

painful. In autoimmune diseases a correlation has been shown

between glucocorticoids and bone death, which appears to be

due to blood stasis and ischaemia in the trabecular bone.

Theories of thrombotic formation or fat embolism have proved

to be invalid.7 A further suspected mechanism could be the

increase of osteocyte apoptosis owing to microdamage in the

bone.8 Ischaemic vasculopathy as part of the underlying

disease may also have a role.9 However, if these mechanisms

are correct, then the association reported here should occur

more often than it does. Active vasculitis or mechanical ortho-

paedic factors were excluded in our case. The absence of pain

might be the result of peripheral nerve dysfunction secondary

to polyneuropathy caused by previous MCTD associated

vasculitis. Glucocorticoid treatment might also have decreased

the pain by reducing femoral head synovialitis.

(3) The simultaneous occurrence of osteonecrosis and

atraumatic fracture of the femoral neck was even more

surprising than the rare occurrence of severe, yet asympto-

matic, osteonecrosis. Revascularisation of dead bone begins

shortly after interruption of the blood supply. It promotes

removal of necrotic bone by osteoclasts while inducing osteo-

blasts to synthesise new bone, thus creating more stability.9

The combination of osteonecrosis and fracture in the same

region is therefore extremely rare.

In conclusion, osteoporosis is a common side effect of

glucocorticoid treatment, and early prevention and treatment

are necessary. Osteonecrosis and osteoporosis with a fracture

in the same area as the side effects of glucocorticoid treatment

is extremely rare. Only imaging techniques will allow differentia-

tion.
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