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HONORARY EDITORIAL BOARD

Our first review article in this issue of the Australasian

Journal of Bone and Joint looks at the gastrointestinal
tolerability of a bisphosphonate. The article evaluates
several randomised controlled trials involving thou-
sands of patients and points out that there is little or no
difference between alendronate and placebo in terms of
an increase in upper GI events. It goes on to argue that
in the context of the consequences of osteoporosis and
its devastating effect on the quality of life, the risks of
upper GI effects are low compared to the benefits.

We continue the theme of GI tolerability and safety in
another review article, this time looking at some of the
data that might help determine therapeutic decisions in
patients with osteoarthritic paih who may also be at
risk for cardiovascular disease and or/GI complications.
The article examines choices of coxibs, NSAIDs and
aspirin for analgesic and anti-inflammatory treatment
and cardiovascular prevention in patients with differ-
ent levels of risk.

We also bring you highlights from two recent confer-
ences: the European Congress of Rheumatology held in
Lisbon in June, and the 1st Joint Meeting of the
International Bone and Mineral Society for Bone and
Research which took place in Osaka, Japan, in the same
month.

And finally, don’t forget the Great Australian Bush
Bash on Saturday 16 August at Darling Harbour to
raise support for Medical Research Fellowships at the
Institute of Bone and Joint Research at the Royal North
Shore Hospital. The organisers promise a spectacular
evening of wining, dining, bush dancing, side shows,
sheep shearing, riding the bucking mechanical broncho
and playing games of skill and chance. For more infor-
mation, call the organisers (02) 9926 7399 or e-mail
sambrook@med.usyd.edu.au.
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UPDATE

INTERNATIONAL NEWS

Moderate to severe migraine
pain relief -

Results of a new study presented at the American
Academy of Neurology Annual Meeting earlier this year,
show that rofecoxib (25 mg once daily and 50 mg once
daily) relieves acute moderate to severe migraine pain
within two hours, with pain relief extending out to 24
hours in approximately one-third of patients.

The placebo-controlled, double-blind, multi-centre study
of 557 patients with acute migrair?e, randomised patients
to take rofecoxib 25 mg (n = 183), rofecoxib 50 mg (n = 192)
or placebo (n = 182) once daily.

The primary endpoint of migraine ﬁain relief (mild or no
headache pain) at two hours after dosing was experienced
by 54% of patients on rofecoxib (25 mg), 56.7% of patients
on rofecoxib (50 mg) and 34.3% of patients on placebo;
p < 0.001 for both comparisons. The 50-mg drug dose was
also found to provide statistically more patients with
headache relief compared with placebo at 30 minutes (p
= 0.026), and the 25-mg dose provided more pain relief at
one hour compared with placebo (p < 0.001).

Rofecoxib was also found to provide more pain relief at
24 hours after dosing compared with placebo. At 24 hours,
33.5% of patients on the 25-mg dose had sustained
headache relief, while 37.5% of patients on the 50-mg
dose had pain relief, compared with 17.1% on placebo;
p < 0.001. Other measures of efficacy such as use of res-
cue medication, sensitivity to light and sound were also
improved with rofecoxib compared with placebo.

[Rofecoxib is not indicated in Australia for the treatment
of migraine pain.]

Two-fold greater increases in
BMD at 12 months

Results from the Efficacy of FOSAMAX versus Evista
Comparison Trial (EFFECT) showed significantly greater
increases in bone mineral density (BMD) of the lumbar
spine and total hip following one-year treatment with
once-weekly Fosamax (alendronate sodium) compared to
once-daily Evista (raloxifene). The study was the first
head-to-head trial comparing al?ndronate sodium 70 mg
once-weekly and raloxifene 60 mg once-daily, in 456 post-
menopausal women with osteopor?sis.

The preliminary results were pfesented at the 51st
Annual Meeting of the American College of Obstetricians
and Gynecologists (ACOG), 26-30 April, by Dr Risa
Kagan, co-medical director, FORE-Foundation for
Osteoporosis Research and Education, California, USA.

The primary endpoint of the study (percent change in

BMD at the lumbar spine after one year) showed more
than a two-fold increase in BMD at the lumbar spine in
patients receiving alendronate once-weekly as compared
to patients receiving raloxifene (4.4% and 1.9%, respec-
tively; p < 0.001).

Results for the secondary endpoint (BMD at the hip)
showed that alendronate significantly increased BMD at
the hip to a greater extent than did raloxifene. Bone min-
eral density at the hip trochanter significantly increased
3.2% for patients treated with alendronate versus 1.8%
for patients on raloxifene at 12 months; p < 0.001. Total
hip BMD increased 2.0% for patients taking alendronate
versus 1.0% for patients on raloxifene at 12 months; p <
0.001. Data for BMD of the lumbar spine and total hip
also showed significant increases with alendronate com-
pared to raloxifene at the six-month data point.

At 12 months, the percentage of patients maintaining or
increasing BMD at the lumbar spine was greater for alen-
dronate (94%) than for raloxifene (75%). While alen-
dronate also resulted in grealer reductions in bone
turnover markers at six and 12 “han occurred with ralox-
ifene.

Benefits of combination therapy
in osteoporosis

Patients can experience a greater increase in density
(BMD) at one year by using both raloxifene and alen-
dronate together, compared to either drug alone.

Dr Glenn Braunstein, Professor of Medir.ine, University of
California, reviewed the results of a he:.d-to-head study at
the Annual Session of the American C)llege of Physicians,
3-5 April 2003.

The study tested a combination of ti.e two osteoclastic bone
resorption inhibitors for one year. The 133 post-
menopausal women with osteoporosis were randomised to
raloxifene, alendronate, a combir ation of the two, or place-
bo at doses of 60-mg/day for raloxifene and 10 mg/day for
alendronate.

Femoral neck BMD increased by 3.7% with the two drugs
combined, at one year, compared to increases of 2.7% for
alendronate alone (p = 0.02) or 1.7% for raloxifene alone
(p = 0.001). Lumbar spine BMD increased by 5.3%, 4.3%,
and 2.1% from baseline for the combination, alendronate
alone, and raloxifene alone, respectively (not statistically
significant), and for all three groups, markers of bone
resorption decreased within 30 days.

The study authors concluded that rzioxifene and alen-
dronate together decreased bone reorption more than
either drug alone. A remaining que:stion is whether the
BMD data advantage of combining; the drugs will trans-
late into a reduction of incidence of fractures.
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Diagnostic usefulness of routine Lyme serology
in patients with early inflammatory arthritis in nonendemic areas
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Abstract

Objective. - To evaluate the diagnostic usefulness of routine Lyme serology in patients who live in nonendiemic areas and present with early

inflammatory joint disease.

Methods. — All patients admitted to a rheumatology department of a nonendemic area of France for evaluation of joint disease with onset
within the last year. The evaluation included a medical history, a thorough physical examination, an electrocardiogram, and an ELISA for

antibodies to Borrelia burgdorferi.

Results. — We included 90 patients, 51 women and 39 men, with a mean age of 48.1  17.9 years. M.ean duration of joint symptoms was 4.3
+ 4.3 months, with a median of 3 months. A patient (1.1%) reported a tick bite and no patients hzd a history of erythema migrans. Lyme

serology was negative in all 90 patients.

Conclusion. — These results do not support routine Lyme serology in patients living in non¢ndemic areas and p-esenting with early
inflammatory joint disease. However, Lyme serology remains appropriate in patients with featurc:s suggestive of Lyr-: disease. Given that
Lyme disease is amenable to curative treatment, a larger study is in order to confirm our findings.

© 2003 Editions scientifiques et médicales Elsevier SAS. All rights reserved.

Keywords: Arthritis; Polyarthritis; Lyme diseasc; Borrelia burgdorferi; Diagnosis

The optimal combination of investigations for evaluating
early inflammatory joint disease is not agreed on, and wide
variations exist in the investigations ordered by rheumatolo-
gists [1].

Lyme disease is a multiorgan infection communicated to
humans by tick bites [2]. The causative organism is Borrelia
burgdorferi in most cases, although other Borrelia species
have been incriminated in Europe. Chronic erythema mi-
grans is the typical but not invariable initial symptom. A
variable combination of neurological, cardiac, dermatologi-
cal, and articular symptoms can occur subsequently [2].
Accurate data on the rate of occurrence of arthritis in Europe
are not available. Monoarthritis, usually of knee, and oligoar-
thritis are the most common patterns. However, polyarthral-

* Corresponding author. Service de Rhumatologie, Hopital Général, 3,
rue du Fb Raines, 21000 Dijon, France.

E-mail address: christian.tavernicr@chu-dijon.fr (C. Tavernier).
1]

gia (particularly early in the disease), polyarthritis, and
fibromyalgia-liKE zyndromes hav-: been reported [3].

Whether routine Lyme serolcgy is useful in patients with
early inflammatory joint disease remains unclear. Berglund
et al. [4] reported that Lym« disease was not exceptional
among patients presenting with arthritis and living in an area
of high endemicity. Limbach et al. [5] obtained similar find-
ings in patients with monwarthritis or oligoarthritis living in
an endemic area. Others have recommended that, in endemic
areas, Lyme serology skould be reserved for patients with a
history of exposure [¢]. Finally, studies in regions of low
endemicity suggest that Lyme serology may be appropriate
only in patients with suggestive clinical manifestations [7,8].
The duration of inflamnatory arthritis in these studies varied
widely but often exceeded several years. Thus, the results
may not apply to patients with early inflammatory joint
disease. T
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The objective of this study was to evaluate the usefulness
of routine Lyme serology in establishing the diagnosis of
early inflammatory joint disease in patients hvmg in a non-
endemic area. i

1. Methods
1.1. Patients

All patients who underwent evgiuation of early inflamma-
tory joint disease, as inpatients in a theumatology department
located in a nonendemic area of France, between April 1996
and April 2000, were included in the study, provided they
resided in that area. “Early inﬂammé’tory joint disease” was
defined as onset within the last year of monoarthritis, oligoar-
thritis, polyarthritis, or polyarthralgla with an inflammatory
time pattern. . o3

he %
1.2. Evaluation

A detailed medical history was obtained from each pa-
tient. Patients were asked about prior tick bites or erythema
migrans. A thorough physical examination was performed,
with special attention to dermatological, cardiological, and
neurological manifestations, potentially suggestive of Lyme
disease. The following investigations were performed rou-
tinely: electrocardiogram, erythrocyte sedimentation rate
and serum C-reactive protein level, an immunoenzymatic
assay for IgM rheumatoid factors, and an indirect immunof-
luorescent assay on Hep-2000 cells, for antinuclear antibod-
ies (cutoff, 80). Finally, an ELISA (M¢ridian, Nice, France)
for antibody to B. burgdorferi was done routinely. This
ELISA uses a mixture of antigens from B. burgdorferi stricto
sensu (genogroup I) and B. afzelii (genogroup III), from
Switzerland (strain IRS) and Germany (strain VS 461), re-
spectively. Its high sensitivity makes it an excellent test for
screening. However, since its specificity is limited, sera posi-
tive by ELISA were to be confirmed by western blot.

3
2. Results ’y;

Ninety patients were ificluded, 51 women and 39 men,
with a mean age of 48.1 17‘.9 years (range 15-84 years). The
presenting manifestation was. 1nﬂammatory polyarthralgia in
37 patients, monoarthritis 1nk13 oligoarthritis in 11, and
polyarthritis in 29. Mean duratloin of the joint symptoms was
4.3 + 4.3 months, and median dgration.was 3 months. One
patient had a high-risk occupation. A patient (1.1%) reported
a history of tick bites, and none‘remembered skin lesions
consistent with erythema migrans. None of the patients had
dermatological or neurological manifestations suggestive of
Lyme disease, and none had an atrioventricular block. The
erythrocyte sedimentation rate was elevated (>10 mm/h) in
59 patients (65.6%) and the C- reactive protein level was high
(>5 mg/l) in 51 patients (56.7%). Findings were positive

\ - 1}

from tests for rheumatoid factors in 15 patients (16.7%) and
for antinuclear antibodies in 42 patients (46.7%).

The ELISA for Lyme disease was negative in all 90
patients (0%, 95% confidence interval by the exact binomial
method, 0-4%). Consequently, no western blot tests were
done. The final diagnosis was niade at discharge or at the first
postdischarge outpatient visit, based on clinical findings,
results of investigations, and the short-term course. This
diagnosis was rheumatoid arthritis in 15 patients, spondy-
loarthropathy in 16 patients, systemic lupus erythematosus in
six patients, polymyalgia rheumatica in five patients, crystal
deposition disease in four patients, miscellaneous diseases in
14 patients, and unclassifiable joint disease in 30 patients.

3. Discussion

In this study, Lyme disease serology performed routinely
in patients with early inflammatory joint disease living in a
nonendemic area was consistently negative.

Antigenic variants are common zmong Borrelia and un-
evenly distributed across genogroups, geographic areas (with
greater diversity in reaction profi'es in Europe than in the
US), and bacterial proteins. Thus, reactivityof a European
serum can depend in large part o'1 the source of the antigens
used in the test. The sensitivity of testing varies with the
nature and number of antigens used, particularly in Europe.
These considerations prompted us to use an ELISA based on
antigens from two European strains not yet affected by anti-
genic drift. The test did not include antigens from B. garinii.
To our knowledge, no ELISAs including B. garinii antigens
are licensed for use in France.

Our study has two mrain limitations. First, patients with
any pattern of inflammatory joint disease: were included,
although the joint manifestations of Lyn.e disease usually
consist in monoarthriti:; or oligoarthritis [ 5,7,8]. Our decision
to include patients with polyarthritis war. based on reports of
polyarticular involvement in Lyme ditease [7], sometimes
mistaken for theumatoid arthritis [2]. tlowever, polyarticular
involvement seems more common ir: chronic Lyme disease.
Furthermore, limiting our study por.ulation to patients with
monoarthritis or oligoarthritis wou'd not have allowed us to
answer the question of our study. We believe this question
was worthwhile: in a recent study conducted by the Rheu-
matic Diseases and Inflammation Group of the French Soci-
ety of Rheumatology to evaluate practices by presenting a
random sample of French rheumatologists with fictional
cases, 13% of participants indicated that they would obtain a
serological test for Lyme disease to investigate recent-onset
polyarthritis without extraarticular manifestations (as com-
pared to only 2% for polyarthritis highly suggestive of rheu-
matoid arthritis) [ 1]. Finz lly, our decision to include patients
with inflammatory polvarthralgia may seera open to criti-
cism. However, the seusitivityof physical examination for
detecting arthritis is limited and varies with the experience of
the physician, and mo:ern imaging techaiques have shown
that arthritis in patients classified clinicsily as having arthral-
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