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The Scandinavian Congress of Rheu-
matology has been held every other year
since 1946 in one of the five Scandina-
vian countries: Sweden, Norway, Den-
mark, Iceland and Finland. These
congresses focus on clinical and basic
research in Scandinavian countries,
with a strong history of research in epi-
demiology, diagnosis and treatment of
rheumatic diseases.

The 32nd Scandinavian Congress of
Rheumatology, named ‘Northern High-
Lights in Rheumatology’, was held in
Levi, Lapland. The meeting covered
important clinical topics such as diag-
nostics, monitoring, imaging modalities
and treatment strategies for rheumatic
diseases. Work disability and its preven-
tion, chronic widespread pain, updates
of rheumatologic ‘emergencies’ and
pediatric rheumatology were discussed.
Topics in the basic science lessons
included the role of T cells in chronic
inflammation, lymphocyte tracking in
arthritis and other autoimmune diseases,
gene polymorphisms and the role of adi-
pokines in inflammation and rheumatic
diseases. More than 50 abstracts were
selected for oral presentations. Some of
the highlights of the congress are
presented in this report.

Decreased low-back pain &
osteoarthritis in the general
population of Finland

Markku Helidvaara (National Public
Health Institute, Helsinki, Finland)
presented epidemiological research con-
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cerning trends in  musculoskeletal
health in Finland over the past three
decades [1], based on the Mini-Finland
Health Survey in 1978-1980 [2], and
the Heal th 2000 Survey in 2000 [3].
Both studies included approximately
8000 individuals.

In the period 1978-1980, the age-
adjusted prevalence of chronic low-back
syndrome was 18% in men and 17% in
women. In 2000-2001, this condition
was diagnosed in 11% of both genders.
The downward trend was even more
marked in the prevalence of chronic neck
pain syndrome, with a 50% reduction
over the 20 years.

In the period 1978-1980, knee
osteoarthritis was diagnosed in 6% of
men and 15% of women, whereas in
2000-2001, the prevalence rates were 6
and 8%, respectively. The reduction
among women occurred mainly in
those aged under 75 years. No substan-
tial change was observed in the preva-
lence of hip osteoarthritis or chronic
shoulder syndrome.

An interview concerning symptoms
was carried out in both surveys. No
change in the age-adjusted prevalence of
back, neck or knee complaints had
occurred. However, a clear-cut cohort
effect was observed: a reduction in the
report of symptoms was seen in the
younger population, whereas the com-
plaints continued to increase in the
older population.

These data suggest that musculo-
skeletal health in the Finnish population
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is improving [3]. This development may
reduce the burden of aging on healthcare
and social insurance. Reasons for the
improvement remain unclear. Improve-
ments have occurred in the known risk
factors for musculoskeletal diseases,
including the physical demands of work,
the number of work-related accidents,
and poor living conditions, resulting in
better health in the younger age group.
On the other hand, obesity in men has
become increasingly common, which
may explain why the prevalence of knee
osteoarthritis is not decreasing in men,
in contrast to women.

Helidvaara’s plenary presentation con-
cerning the trends in musculoskeletal
health was of special interest as the data
are unique; similar epidemiology research
is uncommon in other countries.

Data from the FIN-RACo trial
Observations from the Finnish Rheu-
matoid Arthritis (RA) Combination
Therapy Trial (FIN-RACO) [4] were pre-
sented by several investigators.

In the opening plenary session, Mar-
jatta Leirisalo-Repo (Helsinki Univer-
sity Central Hospital, Helsinki,
Finland) (5] reviewed results of clinical
trials that defined the treatment goal as
remission or low disease activity, includ-
ing FIN-RACo (41, as well as Tight
Control for Rheumatoid Arthritis
(TICORA) [6], BeSt [71, and Computer
Assisted Management in Early Rheuma-
toid Arthritis (CAMERA) [s]. Based on
the results of these studies, she con-
cluded that, to achieve the best out-
come, the treatment should be targeted
at remission. Factors contributing to
good long-term outcomes include early
institution of treatment and strict mon-
itoring of the treatment response, with
flexible dosing of, and switching
between, drugs. Early suppression of
inflammation is crucial to prevent radi-
ographic destruction, work disability
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and high costs of the disease to society.
She concluded that induction of a cure
in RA with new interventions may be a
realistic possibility in the future.

Vappu Rantalaiho (Tampere University
Hospital, Tampere, Finland) presented
11-year results of the FIN-RACo study
19]. FIN-RACo enrolled 195 patients with
early RA in 18 rheumatology clinics in
1993-1995 (4. The patients were rand-
omized to two treatment arms for 2 years;
97 received a combination of methotrex-
ate, sulfasalazine, hydroxychloroquine
and prednisolone, while 98 received mon-
otherapy with sulfasalazine (with or with-
out prednisolone), in which methotrexate
was later substituted in 51 patients. The
treatment goal was remission and doses of
DMARDs were required to be adjusted to
reach this goal if possible. The primary
outcome measure of the FIN-RACo
study was a tight ACR remission, which
was met by 37% of patients in the combi-
nation group and by 18% in the mono-
therapy group (p =0.003) at 2 years [4],
whereas the rate of remission was 68% in
the combination group and 41% in the
monotherapy group according to a Dis-
ease Activity Score (DAS28) remission of
less than 2.6 [10].

The FIN-RACo patients were invited
to continue in a longitudinal observa-
tional study after the 2-year study
period [9]. At 11 years, 67 patients from
the original combination group and
70 patients from the original mono-
therapy group were assessed. In these
patients, the prevalence of minimal dis-
ease activity (MDA) at 2 years had been
70% in the combination group versus
50% in the monotherapy group. At
11 years, the prevalence of MDA was
74% in the combination group among
those who had MDA at 2 years versus
51% in the monotherapy group among
those who had MDA at 2 years
(p=0.024). Among patients with
MDA not present at 2 years, a similar
percentage of 34 and 35% had MDA at
11 years in the combination and mono-
therapy group, respectively. Therefore,
it appears that once MDA is achieved at
2 years by a combination treatment, it
can be sustained in three out of four
patients over the long term (11 years).
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Kari Puolakka (Lappeenranta Cen-
tral Hospital, Lappeenranta, Finland)
gave a plenary presentation of work
disability studies in the FIN-RACo
trial (113. Work disability is a major
problem in RA: until recently, 20-30%
of patients with early RA became work
disabled over 3 years and 50-60% over
10 years [12]. FIN-RACo patients in the
initial combination group were more
likely to maintain their capacity to
continue paid work over 5 years com-
pared with the monotherapy group [13].
Furthermore, 54% of patients who did
not have ACR20 responses over
6 months became permanently work
disabled over 5 years, compared with
22% of those who had ACR 20 or 50
responses. Most importantly, if inflam-
mation was controlled to a status of
remission at 6 months, no patient was
receiving work disability payments at
5 years [14,15]. This observation indi-
cates that improvement rates of
ACR20 or 50% are suboptimal goals of
therapies for patients with early RA.

Can traditional DMARDs or
prednisone be withdrawn?

Tarja Tiippana-Kinnunen (Helsinki
University Central Hospital, Helsinki,
Finland) presented an evaluation of the
influence of DMARD withdrawal on
15-year outcomes in a cohort of patients
with early RA [i6. A cohort of 87
DMARD-naive RA patients (disease
duration <1 year) was enrolled in an
observational study between 1986 and
1989 in the Helsinki area. A DMARD
was initiated in all patients according to
a saw-tooth strategy [177. DAS28 (0-10),
Larsen radiographic score (0-200) and
the Health Assessment Questionnaire
(0-3) were measured to assess outcomes
at 15 years.

During 15 years, ten patients had
died, six dropped out of follow-up, and
diagnosis had changed in one patient.
Thus, data from 70 patients were ana-
lyzed for the 15-year follow-up study.
Patients were classified into three
groups: 50 patients continued
DMARD:s throughout the follow-up
(group 1); nine patients discontinued
and restarted a DMARD owing to a
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flare (group I1); and 11 patients dis-
continued DMARDs permanently
(group H1).

At 15 years, the mean DAS28 was
highest in group 11 (3.68) compared with
3.36 in group | and 2.08 in group Il
(p=0.0018). Radiographic progression
was most extended in group | (mean
Larsen: 54), compared with 25 in
group Il and 12 in group I (p < 0.001).
Functional capacity (mean Health
Assessment  Questionnaire) remained
good in all groups: 0.60 in group 1, 0.38
in group Il and 0.24 in group Il
(p = 0.049).

In this cohort, DMARDs were dis-
continued in 29% of patients with low
disease activity or remission. However,
disease flared in approximately half of
these patients. Therefore, careful follow-
up is needed to respond rapidly to possi-
ble flares if a DMARD is discontinued.

Theodore Pincus (New York Univer-
sity Hospital for Joint Diseases, New
York, NY, USA) reported a randomized,
controlled, double-blind withdrawal
trial [18] in patients with RA who were
treated in standard clinical care with
low-dose prednisone of 1-4 mg/day
added to DMARDs. The protocol
included three phases:

e ‘Equivalence’ — each patient took
1 mg study prednisone tablets instead
of the usual 1 mg prednisone for
3 months, to ascertain efficacy prior
to randomization;

e ‘Transfer’ — patients who reported
equivalence were randomized to
either 1 mg prednisone or identical
placebo tablets, and transferred at
1 mg per month over 1-5 months,
according to baseline stable dosage;

e ‘Comparison’ — patients were main-
tained over 6 months after ‘transfer’
with either prednisone or placebo.

The primary outcome was withdrawal
due to lack of efficacy.

In total, 31 patients were randomized
into this clinical trial, 28 of whom com-
pleted the trial or withdrew owing to lack
of efficacy. A total of ten out of
13 patients who were randomized to
prednisone completed the study, com-
pared with four out of 15 patients who
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were randomized to placebo, while three
prednisone patients and 11 placebo
patients withdrew for lack of efficacy
(p = 0.02). No meaningful adverse events
were reported, as anticipated, as all
patients had taken stable doses of
1-4 mg of prednisone prior to the study.

The efficacy of a low dose (1-4 mg) of
prednisone was documented in this clini-
cal trial; the finding of statistically signif-
icant differences in only 28 patients may
suggest a robust treatment effect.

Adipokines

Adipokines are members of a family of
small bioactive molecules/peptides,
originally described as products of adi-
pose tissue regulating carbohydrate
metabolism. It has recently been recog-
nized that these molecules are produced
by leukocytes, and they have since
emerged as novel mediators of inflam-
matory processes and innate immune
responses. Studies on the role of leptin,
visfatin, adiponectin and resistin in the
development of autoimmune condi-
tions were presented and discussed at
the congress.

Eeva Moilanen (University of Tam-
pere, Tampere, Finland) [19] reported
studies concerning the proinflammatory
role of leptin, alone or in combination
with IL-1, on cartilage explants from
knee joints of patients with osteoarthritis.
Exposure of these cartilage explants to
recombinant leptin was associated with
the release of proinflammatory cytokines
and inducible nitric oxide synthase
(iNOS). Interestingly, the leptin-induced
expression of proinflammatory cytokines
was dependent on the presence of nitric
oxide, and could not be found in cartilage
explants treated with a selective iNOS-
inhibitor. The intracellular signaling
pathways activated by leptin and required
for cytokine expression and inflamma-
tory effects were found to be mediated by
Jun N-terminal kinase and p38 mitogen-
activated kinases, as well as the transcrip-
tion factor NF-«B.

Linda Nilsson Méllers [20] (University
of Goteborg, Goteborg, Sweden)
reported a study on interference between
different adipokines, using the intra-
articular expression pattern of visfatin
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and adiponectin as a working model.
Visfatin and adiponectin levels in paired
samples of blood and synovial fluid from
64 patients with RA were compared with
samples from 33 healthy controls and
19 individuals with knee trauma. It was
shown that visfatin and adiponectin had
different expression patterns inside the
inflamed RA joints. Visfatin levels were
significantly increased intra-articularly
compared with circulating levels in the
same patient. Vistafin levels were also sig-
nificantly correlated to the intensity of
inflammation in patients with RA,
reflected in leukocyte counts in synovial
fluid and levels of C-reactive protein. By
contrast, adiponectin levels were signifi-
cantly decreased in synovial fluid com-
pared with blood, suggesting local
consumption of adiponectin in intra-
articular inflammation.  Furthermore,
stimulation of human leukocytes with
visfatin showed an inhibitory effect on
the expression of leptin, resistin and
adiponectine, while stimulation with
adiponectin did not affect expression of
other adipokines.

Elisabeth Almer (University of Gote-
borg) [21] reported a role for resistin as a
novel marker of inflammation in patients
with primary Sjogren’s syndrome. Resis-
tin levels in saliva were directly related to
the inflammation scores of biopsies of
minor salivary glands and to acute-phase
reactants in the circulation. A strong cor-
relation was observed between secreted
resistin levels and the intensity of leuko-
cyte infiltration of the glands. An
attempt to alleviate resistin levels in
patients with Sjogren’s syndrome in vivo
using dehydroepiandrosterone was inef-
fective, suggesting the importance of
local, rather than systemic, mechanisms
in regulating resistin levels in saliva.
Resistin has previously been shown to be
a pro-inflammatory cytokine able to
induce local inflammation intra-articu-
larly, with accumulation in the synovial
fluid of patients with RA [221. This study
indicates that resistin is an important
local mediator of inflammation in
human salivary glands.

Human resistin has been previously
reported to upregulate inflammatory
responses by modulating expression of
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proinflammatory cytokines in human
leukocytes [22. Maria Bokarewa from
Anrej Tarkowski’s research group (Uni-
versity of Goteborg) presented results of
the structural requirements for resistin
interaction with the surface of leuko-
cytes. It was shown that Toll-like receptor
(TLR)-4 is a surface protein that medi-
ates the proinflammatory properties of
resistin. Different approaches, including
the introduction of neutralizing antibod-
ies targeting TLR-4 and resistin, respec-
tively,  immunoprecipitation,  short
inhibitory RNA and experiments with
genetically modified cells, indicate a spe-
cific interaction between resistin and
TLR-4 followed by MyD88 and NF-«B
activation. These data indicate that resis-
tin is an endogenous ligand of TLR-4.

Sports & keeping fit: useful for
patients with RA?

Traditionally, patients with RA were
advised to avoid or limit physical exer-
cise for fear that physical exercise might
increase disease activity and harm joints.
Patients with early RA have been shown
to have lower muscle strength compared
with control subjects already at the time
of diagnosis, indicating a lack of physi-
cal activity during early phases of the
disease [23].

Arja Hakkinen (Jyvaskyld Central
Hospital, Jyvaskyld, Finland) has ques-
tioned the traditional advice of caution
concerning physical exercise and sports
for patients with rheumatic diseases.
One of her studies demonstrated that a
2-year intensive strength and aerobic
training regime in early RA does not
increase joint damage over 5 years
[24,25]. Females with established RA are
able to increase their muscle strength
similarly to healthy control levels with
intensive  strength  training  over
21 weeks, with no detrimental effect on
disease activity [26].

Together with Kaisa Mannerkorpi
(University of Goteborg), Hakkinen
gave a hands-on workshop to rheumatol-
ogists in the utilization of gym training,
rubber bands and gym balls in a before-
daylight workshop [271. They emphasized
that the general principles of strength
training can be applied in patients with
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arthritis. Strength training with high
loads, using slow movement/action
velocities, primarily improves maximal
force and muscle mass. Explosive force
production is trained with higher move-
ment velocity, while muscular endurance
is improved using low loads with a high
number of repetitions. Progressive
increase in the overall amount of train-
ing volume (number of sets, repetitions)
will ensure the development. One repeti-
tion maximum method can be used to
find proper load.

Over the past decade, the importance
of exercise as a component of the man-
agement of RA has been recognized,
with recommendations of regular physi-
cal exercise [28]. Reminders of these rec-
ommendations are needed as, in many
countries, a low proportion of patients
with RA exercise [29]. In patients with
RA, physical training improves muscle
force, aerobic capacity, balance and
musculoskeletal functioning, and gener-
ates an improved sense of well-being,
while decreasing inflammation and pain
[24,30,31]. It is possible that regular physi-
cal exercise may have beneficial effects
concerning cardiovascular morbidity
and mortality in patients with RA,
although existing evidence does not
allow an estimate of the relative impact
of physical inactivity on cardiovascular
disease in RA [327. Muscle-strength
training and keeping fit might also post-
pone work disability in some RA
patients [33].

Rheumatoid arthritis registers
Scandinavia is the promised land of popu-
lation registers [34]. Registers date back to
the sixteenth century in the former Swe-
den—Finland. Genealogic information has
been collected by Icelanders through the
nation’s history for 11 centuries.

All Scandinavian countries have estab-
lished registers of patients who receive
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nificant differences were seen in the
lowest DAS28 between the first and the
second agent. These results suggest that
the switch from etanercept to infliximab
or from infliximab to etanercept might
provide additional therapeutic benefits
in many patients.

Conclusion
The Northern Highlights of Rheuma-
tology was enjoyed by almost

400 participants from Scandinavia and
from 20 other countries under the
Aurora Borealis in snowy Levi.

The value of small rheumatology
meetings may be questioned in view of
large, professionally conducted global
annual meetings of the ACR and the
EULAR, with excellent opportunities for
learning and socializing. However,
smaller meetings provide opportunities
for interactions among people from
nearby geographical areas, for presenta-
tions from younger individuals in the
early stages of career development, and an
ambience not available at large meetings.
Attendees at the 32nd Scandinavian Con-
gress found numerous opportunities to
increase their knowledge of rheumatology
and meet new colleagues.
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