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Lycka? Å, det är mycket enkelt! Det är bara god hälsa och dåligt minne!
- Ernest Hemingway

To my Family

ABSTRACT
Rheumatoid arthritis (RA) is a chronic inflammatory systemic autoimmune disorder
characterized by symmetric inflammation of synovial joints, leading to progressive
erosion of cartilage and bone. The impact of the disease is wide, not only resulting in
decreased quality of life (QoL), but also a loss of productivity and an increase in
healthcare costs
The aim of this thesis was to study the impact of treatment with tumour necrosis factorα inhibitors (TNF-inhibitors) on patients with RA in terms of risk for adverse events,
impact on work-force ability and the possibility to predict treatment outcome from
early patient reported data. The work is based on three studies using data from the
STURE-registry (Paper I, II, III/IV) and ARTIS combined with self-reported data from
personal digital assistants (Paper II/IV).
In paper I we investigated the underlying risk factors behind treatment-limiting infusion
reactions to infliximab. We found that high inflammatory burden resulting in decreased
function, high ESR and subsequently high disease activity together with a high number
of previously failed DMARDs increased the risk of experiencing a treatment-limiting
infusion reaction. However, daily low-dose prednisone was found to be protective. One
important unexplained finding was that the significant decrease in treatment-limiting
infusion reactions/year from 1999-2004.
In paper II we investigated the impact of TNF-inhibitor treatment on work-force
participation in patients with RA. At baseline patients worked a mean 20 hours/week,
in an unadjusted analysis an increase of 4 hours/week was seen after 1 year of treatment
followed by a yearly increase of 0.5 hours/week per year on treatment. This was
confirmed in a mixed linear regression model, adjusting for confounding factors. Over
five year of treatment the expected indirect cost gain corresponded to 40% of the
annual anti-TNF drug cost in patients continuing treatment.
In paper III/IV we wanted to explore the early treatment effects of adalimumab. We
also wanted to investigate whether early patient-reported data using a personal digital
assistant (PDA) could predict treatment outcome at three months and whether joint
counts performed by the treating physician could be replaced with patient-reported joint
counts. Improvement in pain, hand function, ability to perform basic activities, fatigue
and emotional wellbeing all correlated with a favourable treatment outcome at three
months. Patient-reported joint status correlated highly with physician reported joint
counts both at baseline and at three months. Using a PDA (or other digital instruments)
to detect patient-reported data could reveal early trends in treatment outcome and
improve standard care. The inclusion of patient-reported data on joint status and other
health measurements through digital solutions such as the internet would be both timesaving and give early and accurate information on the fluctuations of the patients
individual disease progress without risk of recall bias. If linked to the patient records
patient-reported data could give the treating physician a regular update on disease status
without time consuming logistics, for both patient and physician, of a scheduled
visit/phone consultation.

In summary, registries and observational studies offer an excellent opportunity to study
the effects of different treatment strategies in a clinically relevant setting, with full
information on and naturalistic managing of concomitant medication etc. The
experiences from these studies will lead to a more safe and effective use of the
available agents.
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1 INTRODUCTION
1.1

BACKGROUND

Rheumatoid arthritis (RA) is a chronic inflammatory systemic autoimmune disorder
characterized by symmetric inflammation of synovial joints, leading to progressive
erosion of cartilage and bone. The prevalence of the disease is approximately 1% of the
population, affecting women more often than men. The disease involves the synovial
membrane, which becomes inflamed and releases inflammatory cytokines, causing
damage to the joint components, cartilage and bone, and thus progressive joint
destruction [1]. Indeed, within the first years after the onset of symptoms, there is
evidence of joint erosion in most patients [2-4]. Patients with RA can also develop
extra-articular manifestations such as vasculitis, nodules, sicca syndrome, or cardiac or
lung involvement, particularly those patients who have severe disease [5]. Mortality is
increased in a subset of RA patients and this has been related to a high frequency of
cardiovascular disease [6]. Thus, the impact of the disease is wide, not only resulting in
decreased quality of life (QoL), but also a loss of productivity and an increase in
healthcare costs [7]. Tumour necrosis factor-α inhibitors (TNF-inhibitors) have set a
new standard in the treatment of RA demonstrating substantial improvement in signs
and symptoms, disability, and quality of life, while significantly inhibiting joint damage
in early and long-standing RA [8-21]. However careful evaluation at the treatment
initiation and long-term surveillance of the patients are necessary. A distinct concern is
represented by the high cost of these agents. As the biological therapies that are now
available for RA and other diseases are generally needed chronically in these
substantial patient populations, an ongoing debate regarding cost-effectiveness will be
required with input from clinicians, patients, government and the community.
1.2

EPIDEMIOLOGY

1.2.1 Incidence
In European and US studies an annual incidence of 0.15-0.46 per 1000 in males and in
females of between 0.2-0.88 per 1000 has been reported [22]. Similar numbers were
reported by Söderlin et al who found a yearly incidence of 25/100,000 in the adult
Swedish population [23]. The incidence rates are generally higher in the USA than in
European population based data. Women are affected 2-3 times more often than men,
he disease may occur in all age groups, but the average age of disease onset is between
45 and 65 years, in older age groups the incidence appear to decrease [22].

1.2.2 Prevalence
The prevalence has generally been estimated at 0.5-1% in western adult populations
[24], in Sweden, the prevalence has been estimated to about 0.5% [25]. The prevalence
is relatively similar across Europe, North America, Asia and South Africa. However,
certain native American Indians, for example Pima Indians, have a higher prevalence
[26] and in contrast RA appear to be very rare in rural African black populations [27].
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1.2.3 Mortality
Mortality is increased in a subset of RA patients and this has been related to a high
frequency of cardiovascular disease [6, 28]. The introduction of a more extensive
treatment and reduced disease activity does not appear to have an impact on the
increased cardiovascular mortality [29].
1.3

ETIOLOGY AND PATHOGENIC FACTORS

The etiology of RA is still unknown but is believed to be multifactorial, including
genetic, environmental and hormonal factors. The rheumatoid synovium is
characterized by dense cellular infiltrates, mainly composed of macrophages, T- and Bcells. T-cells play an important role in sustaining the inflammation of RA, with a
predominance of T-helper ((Th)1) cells in the synovial infiltrate. However, activated
monocyte/macrophage lineage cells also appear to play a major role, as reflected by the
presence of excessive quantities of interleukin IL-1, IL-6 and tumor necrosis factor
(TNF)-α in the synovium. Biological activities attributed to TNF include induction of
proinflammatory cytokines such as IL-1 and IL-6; enhancement of leukocyte migration
by increasing endothelial layer permeability and expression of adhesion molecules by
endothelial cells and leukocytes; stimulation of neutrophil and eosinophil functions;
and induction of acute-phase and other liver proteins. Formation and growth of new
capillary blood vessels or neoangiogenesis is also observed in the rheumatoid synovium
and is considered a key event in the development and persistence of inflammation.
Synovial cells and articular chondrocytes release tissue-damaging enzymes,
metalloproteinases, which are responsible for the progressive destruction of cartilage
and subchondral bone [30-32].
1.3.1 Genetics and Environmental factors.
With the identification of several environmental and genetic risk factors of developing
RA an increasing understanding of the pathogenesis is progressing. The shared epitope,
a specific sequence of amino acids on the HLA-DRB1 allele is the strongest genetic
risk factor of RA [33] and smoking remains the strongest individual environmental risk
factors. Smoking is associated with anti-citrullinated protein/peptide antibody (ACPA)positive RA [34] and a gene-environment interaction between the shared epitope and
risk of ACPA-positive RA has been observed in several studies [35-37]. The risk for
developing ACPA and RA for an individual who smokes and carries two copies of the
shared epitope is 21-fold higher than the risk of a non-smoker who does not carry the
shared epitope [38]. Other proposed environmental factors include the role of alcohol
consumption, vitamin D intake, intake of protein/red meat, oral contraceptives, birth
weight, breast feeding, socioeconomic status and geography [39].

1.4

CLINICAL FEATURES

1.4.1 Cardinal symptoms
The disease onset of RA can vary between acute, sub acute or gradual, the gradual
onset being the most common. Several different patterns of disease progression varying
from brief and self-limiting to episodic or prolonged and progressive can follow, and
long-term radiologic damage has been shown to be the same regardless of the type of
2

onset [40]. The most common early symptoms of RA with gradual onset consists of a
gradual pain and swelling of the small peripheral joints (MCPs, PIPs ankles or wrists)
usually in a symmetric pattern accompanied with morning stiffness. Besides pain and
stiffness of the joints most RA patients experience fatigue and sometimes depression
which can have a larger impact on function and quality of life than the symptoms of the
joints [41].
The inflammatory process in the joints causes pain and swelling thus affecting the joint
function. Moreover, the release of inflammatory cytokines causes damage to the joint
components, cartilage and bone, which leads to a progressive joint destruction [30].
Radiological evidence of joint erosion is present in most RA patients within the first
years after onset of symptoms [2-4]. The decreased function of the joints affects the
patient in several ways, firstly it’s painful and decreases the patients’ quality of life [42,
43] and secondly but with time more importantly it affects the patient’s ability to work
[44] and an increase in healthcare costs with an increased need for joint surgery,
rehabilitation etc [45].

1.5

CLASSIFICATION CRITERIA

The American Rheumatism Association 1987 revised criteria for the classification of
rheumatoid arthritis are as follows:
1) morning stiffness in and around joints lasting at least 1 hour before maximal
improvement
2) soft tissue swelling (arthritis) of 3 or more joint areas observed by a physician
3) swelling (arthritis) of the proximal inter phalangeal , metacarpophalangeal, or wrist
joints
4) symmetric swelling (arthritis)
5) rheumatoid nodules
6) the presence of rheumatoid factor and
7) radiographic erosions and/or periarticular osteopenia in hand and/or wrist joints.
Criterion 1 through 4 must have been present for at least 6 weeks. Rheumatoid arthritis
is defined by the presence of 4 or more criteria [46].
Although acknowledged in the original paper, the criteria have been criticised for not to
perform well in early arthritis. However, the criteria are often used as inclusion criteria
in clinical trials in early RA and thus we have very little evidence on treatment
outcomes in patients with early arthritis who do not satisfy the criteria set. For these
patients an inclusion of MRI [47,48] to detect bone changes before the development of
radiologically visible erosions or ultrasound to detect synovial inflammation before
clinically detectable swelling [49], might be more suitable criteria. MRI-data have been
used in a phase II trial on abatacept in undifferentiated arthritis/very early RA and the
results are encouraging [50]. However the study was small and further studies on larger
populations is needed for confirmation. The presence of rheumatoid factor have also
been questioned since it is not specific for RA but also present in several other
conditions associated with chronic inflammation as well as in 5% of the general
population[51]. Anti-citrullinated peptide antibodies (ACPA) have a higher specificity
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for RA than rheumatoid factor and are is also hypothesized to be involved in the
pathogenesis of RA thus making it more suitable as a criterion in early RA [52].
1.6

DEFINITIONS AND OUTCOME MEASUREMENTS

Since RA is a disease with multifactorial impact it is not possible to measure disease
activity or the effect of treatment with a single instrument. Therefore, several
instruments and diagnostic tools are used both to assess inflammatory disease activity,
radiological progression and function.
1.6.1 Inflammatory disease activity
The effects on the inflammatory process are measured using the American College of
Rheumatology (ACR) core set of outcomes [53], including swollen joint counts (SJCs),
tender joint counts (TJCs), physician’s global assessment by visual analogue scale
(VAS), patient’s global assessment by VAS, patient’s assessment of pain by VAS,
health-assessment questionnaire disability index (HAQ), and erythrocyte sedimentation
rate (ESR) or c-reactive protein (CRP). Based on these parameters, outcome criteria
have been developed, including the ACR response criterion, ACR20, ACR50 and
ACR70 [54]. The disease activity index (DAS44) [55] combines SJC, TJC, patient’s
global assessment and ESR into a single numerical value, and can in turn be used to
determine the European League Against Rheumatism (EULAR) response criterion
[56]. In clinical practice, the DAS based on 28 joints is usually used: the DAS28 [57].
1.6.2 Radiological progression
Damage progression in RA is usually measured by serial x-ray examination of the
hands and feet. Bony erosions and joint-space narrowing at specific joints are scored
using one of several systems, usually a modified Sharp method [58]. This score
provides a quantitative marker for joint damage, which is necessary in prospective RA
studies due to the prohibitively long time required to assess harder damage end points,
such as the requirement for joint replacement
1.6.3 Function
The HAQ (health-assessment questionnaire disability index) measures functional
capacity, giving information about the individual patient’s ability to maintain his or her
daily life in a standardized manner [59]. The HAQ has also been shown to be strongly
correlated with the patient’s perceived QoL [7, 42, 43] and, therefore, preservation of
functional status will lead to QoL gains. Preserved function will also decrease the total
cost of healthcare for the individual patient. Minimal functional disability (HAQ ≤ 0.5)
cost about 5000 €, in contrast a patient with severe disease (HAQ > 2) will cost the
society 20000 € per year (Swedish data) [60]. Loss of work capacity, most often due to
decreased function but in early disease also due to pain and active inflammation, is one
of the main contributing factors to the economic burden of RA [7, 42].
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2 TREATMENT
The main goals of treatment are to relieve pain, control inflammation and prevent joint
destruction. Achieving these goals involves the use of anti-inflammatory agents as well
as disease- modifying anti-rheumatic drugs (DMARDs). During the last two decades,
there has been a change in the general approach to the treatment of early RA. Prior to
the 1980s, the pyramid approach was used in the treatment of RA, beginning with nonsteroidal anti-inflammatory drugs (NSAIDs) as a base and then adding medication from
different classes and increasing toxicity in a step-wise manner. Today, the pyramid
approach has been replaced with a more direct approach that involves the start of
treatment with one or even several DMARDs at the time of diagnosis. Once the
patient’s symptoms have improved and the radiographic damage has ceased to
progress, a reduction is made in the dosages and/or number of drugs taken. This
paradigm change emerged with the realization that RA appears to be both aggressive
and responsive to treatment early in the course of disease and that DMARDs and anticytokine agents, such as TNF-inhibitors, control synovitis and slow or even stop
radiographic progression [61-64].
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Figure 1. A schematic showing the simplified pathophysiologic pathways in
rheumatoid arthritis and their main clinical consequences. Most traditional DMARDs
are thought to act broadly against multiple components in this model. Abbreviations:
ACPA, anti-citrullinated protein/peptide antibodies; AML, antimalarial drugs; APC,
antigen presenting cell; GM-CSF, granulocyte-macrophage colony-stimulating factor;
IL, interleukin; LEF, leflunomide; MTX, methotrexate; RF, rheumatoid arthritis; SSZ,
sulfasalazine; TNF, tumor necrosis factor; Treg, regulatory cell [65]. Printed with kind
permission of Ronald van Vollenhoven
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3 NEW TREATMENT APPROACHES: BIOLOGICS
Although DMARDs have resulted in a major improvement in the effective treatment of
RA over the past 30 years [66, 67], a sizeable proportion of patients fail to respond, or
exhibit a partial response, to these agents [68]. Thus, additional therapeutic options are
still needed in many cases. The development of recombinant DNA technology and the
possibility of creating monoclonal antibodies have substantially advanced the treatment
of human diseases such as RA. These technologies made it possible to clone cytokines
and cytokine receptors and to create proteins that specifically counteract the cytokines
involved in the inflammation of RA.
Currently approved biologics for the treatment of RA include the TNF inhibitors
etanercept [13], infliximab [8], adalimumab [18], golimumab) [69] and certolizumab
[70], one IL-1 receptor antagonist, anakinra [71], a chimeric monoclonal antibody to
the B-cell specific antigen CD20, rituximab [72], a T-cell-activation blocker, abatacept
[73] and a monoclonal antibody against IL-6, tocilizumab [74].
Other targets for cytokine-specific therapies include IL-15 [75], IL-18 [76], IL12/23
[77], B-cell directed therapies [78] as well as small molecule compounds such as
JAK3- and Syk-inhibitors [79], and these agents are in different stages of development.
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Figure 2. A schematic showing the simplified pathophysiologic pathways in
rheumatoid arthritis and their main clinical consequences. Most traditional DMARDs
are thought to act broadly against multiple components in this model. Abbreviations:
ACPA, anti-citrullinated protein/peptide antibodies; AML, antimalarial drugs; APC,
antigen presenting cell; GM-CSF, granulocyte-macrophage colony-stimulating factor;
IL, interleukin; RF, rheumatoid arthritis; SSZ, sulfasalazine; TNF, tumor necrosis
factor; Treg, regulatory cell [65]. Printed with kind permission of Ronald van
Vollenhoven
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3.1

3.1 TREATMENT WITH TNF-INHIBITORS

TNF is a central cytokine in the inflammatory cascade of RA, it is present in high
concentrations in the rheumatoid joint and it induces other inflammatory cytokines in
the synovial cytokine network [30-32]. This thesis focuses on adalimumab (a human
monoclonal antibody), etanercept (a human soluble TNF receptor) and infliximab (a
chimeric monoclonal antibody) which were all marketed in Sweden during the time
frame of the doctoral studies. A short overview of the characteristics:
3.1.1.1 Adalimumab
Adalimumab is given as a subcutaneous injection at a dosage of 40 mg every two
weeks either as monotherapy or in the combination with MTX. Adalimumab is a fully
humanised anti-TNF IgG1 monoclonal antibody that binds to both soluble and
membrane bound TNF.
3.1.1.2 Etanercept
Etanercept is administered as a subcutaneous injection at a dosage of 25 mg twice a
week or 50 mg once a week. It is not a monoclonal antibody but is comprised of the
extracellular domains of two soluble p75 TNF receptors that are coupled to the Fc
portion of IgG1. Etanercept prevents TNF from binding to cell-bound TNF receptors.
3.1.1.3 Infliximab
Infliximab neutralizes the biological activity of TNF by binding with high affinity to
the soluble and transmembrane forms of TNF and thereby inhibiting binding of TNF to
its receptors. The recommended dose of infliximab is 3 mg/kg given as an intravenous
infusion followed with additional similar doses at week 2 and 6 after the first infusion
then every 8 weeks thereafter, infliximab should be combined with methotrexate in the
treatment of RA.
3.2

CLINICAL EFFICACY

TNF-inhibitors have been studied in several clinical trials in RA including nearly 6000
patients. Most trials were designed to compare the TNF inhibitor with, or in addition to
MTX. The main outcomes in any RA clinical trials are: first, the effects on clinical
symptoms and signs, which is effect on the synovial and systemic inflammation;
second, effects on radiological progression; and third, effect on function which, as
mentioned earlier, has large impact on the quality of life and work ability.

3.2.1 3.1.1 Effect on inflammatory disease activity
3.2.1.1 Established RA
Adalimumab, etanercept and infliximab have all been shown to be effective in patients
with active RA despite treatment with MTX. In the ARMADA trial patents were
randomised to receive 20 mg, 40 mg or 80 mg of adalimumab or placebo every other
week while continuing with a stable dose of MTX. After 24 weeks 47.8%, 67.2% and
65.8% of the patients randomised to 20 mg, 40 mg and 80 mg adalimumab achieved an
ACR20 response compared to only 14.5% in the placebo plus MTX group (p < 0.001)
9

[18]. Patients on a stable dose of MTX were eligible for inclusion in a study comparing
MTX plus etanercept or placebo, after 6 months 71 % of the patients on etanercept
achieved ACR20 compared to 27% of the patients on placebo (p < 0.001) [14]. In the
ATTRACT trial, 428 patients treated previously with MTX were randomized to receive
placebo or one of 4 dosages/frequencies of infliximab. After 6 months, the proportion
of patients achieving the ACR20 response criterion was 53, 50, 58 and 52% of patients
receiving 3 mg/kg every 4 or 8 weeks or 10 mg/kg every 4 or 8 weeks respectively,
compared with 20% receiving placebo plus MTX (p<0.001) for each of the four
infliximab regimens vs. placebo) [8], these results were sustained at 54 weeks of
treatment [9].
3.2.1.2 Early RA
As radiographic progression can occur early in the disease it is logical to treat
proactively with a direct approach in hope of preserving joint function and decrease the
risk of co morbidities. The PREMIER study randomised methotrexate naive RA
patients with active disease < 3 years duration to 40 mg adalimumab every other week,
oral weekly methotrexate plus 40 mg adalimumab every other week or weekly
methotrexate. After 1 year 62% of the patients in the combination group achieved
ACR50 compared to patients on monotherapy with adalimumab or methotrexate (41%
and 46% respectively; both p < 0.001). The results were sustained at 2 years with 49%
of the patients on adalimumab + methotrexate achieving clinical remission (DAS < 2.6)
compared to 25% and 27% for adalimumab and methotrexate (p < 0.001 for both) [21].
The effect on clinical remission and radiographic non-progression of the combination
of etanercept + methotrexate or methotrexate monotherapy in early RA was studied in
the COMET trial. 50 % of the patients in the combination had achieved clinical
remission (DAS28 < 2.6) at the one year follow-up compared to 28% in the
monotherapy group [80]. In the ASPIRE clinical trial, patients with early active RA
who had not (yet) been treated with MTX, were randomized to receive MTX plus
3mg/kg infliximab, MTX plus 6mg/kg infliximab or MTX plus placebo and the
combination therapy proved to be significantly better also in this patient group) [10].
Sub analysis of the patients with disease duration < 3 years in the ATTRACT-cohort
showed similar results [81].

3.2.2 Effects on radiological progression
Preserving joint function is one of the key goals in treatment of RA. Methotrexate has
been shown to slow the progression of joint destruction [82, 83]. Most studies on
radiographic outcome with TNF inhibitors have MTX as an active comparator to
monotherapy with a TNF inhibitor or more commonly to a combination of TNF
inhibitor + MTX. In the PREMIER study, MTX naive RA patients treated with the
combination of adalimumab + MTX had significantly less radiographic progression at
both 52 and 104 weeks of treatment than either treatment in monotherapy. Adalimumab
in monotherapy also had significantly less radiographic progression than MTX in
monotherapy at both time points [21]. Similar favourable results were obtained for the
combination of adalimumab and MTX in a study on RA-patients with inadequate
response to MTX [84]. The TEMPO trial compared the combination of etanercept and
MTX to either therapy alone. The combination was more effective in retardation of
10

joint damage than etanercept and methotrexate in monotherapy and etanercept in
monotherapy was more efficacious than methotrexate in monotherapy [16]. 80% of
patients with early aggressive RA showed no progression of joint damage after 52
weeks of combination therapy with etanercept + methotrexate in comparison to 59% of
the patients on methotrexate monotherapy [80]. In the ATTRACT study, there was
significantly more progression of joint damage from baseline in the group given MTX
alone as compared to the groups given infliximab plus MTX at week 54 and 102 [9,85].
Infliximab was found to have a significant benefit on both erosions and on joint space
narrowing. Moreover, a significantly higher percentage of patients in the infliximab
plus MTX group had an improvement in radiographic scores after 54 weeks of
treatment compared to the placebo plus MTX group [9]. The favourable results for the
combination were repeated in early RA where two different doses of infliximab
(3mg/kg and 6 mg/kg) in combination with MTX were compared to MTX
monotherapy. No difference in radiographic progression could be seen between the two
doses of IFX but both of them had significantly less progression than MTX
monotherapy at the one year follow-up [10].
The favourable radiographic outcome of the combination of a TNF-inhibitor and MTX
has been shown to be independent of the clinical outcome measured by ACR20/50/70
or DAS28) [86-90]. However, this may not change physician decision making since a
poor clinical response will (and should!) provoke a change in therapy.

3.2.3 Effects on function
Functional capacity measured by HAQ gives information on the patient’s ability to
maintain daily life in a standardized manner [59]. However, as function primarily is
restricted by pain and joint swelling in active early RA and to a larger extent by joint
damage in established RA a positive treatment outcome is more likely to be seen in
early RA than in established RA with irreversible joint destruction [91].
That being said all three TNF inhibitors have shown favourable results in both early
and established RA in terms of HAQ. Patients not previously treated with MTX
achieved significantly better improvements in HAQ with the combination of
adalimumab and MTX than either agent alone. At the two year follow-up 33% in the
combination therapy arm had HAQ scores of 0 compared to 19% in each of the
monotherapy arms [21]. In established RA the combination of adalimumab (20 mg or
40 mg every other week) and methotrexate resulted in a mean improvement in HAQ
score at week 52 of -0.59 and -0.61 respectively compared to -0.25 in with MTX
monotherapy (p ≤ 0.001 for each comparison) [84]. The combination of etanercept and
MTX in early RA led to achievement of HAQ ≤0.5 in 55% of the patients at week 52 of
treatment compared to 39 % of the patients on MTX monotherapy (p = 0.0004) [80]. In
the TEMPO trial HAQ scores for patients with established RA improved from 1.8
(95%CI 1.7-1.8), 1.7(1.6-1.8) and 1.7(1.7-1.8) to 0.8(0.7-0.9), 1.1(1.0-1.1) and 1.0(1.11.1) at the one year follow up for the combination, methotrexate and etanercept
treatment arms. The combination was significantly better than either monotherapy (p <
0.0001 for both), there was no difference between the two monotherapy arms) [16].
The trend had also been seen in trials with infliximab. In the ASPIRE trial MTX naive
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patients with early RA achieved a significant improvement in HAQ in the combination
arms compared to MTX monotherapy with 76% (3mg/kg) and 75.5 % (6mg/kg)
achieving an improvement of -0.22 compared to 65.2% in the MTX monotherapy arm
(p = 0.003 and p = 0.004 respectively) [10]. Similar results were obtained in the
ATTRACT study with patients with established RA, The infliximab plus MTX
regimens resulted in significantly greater improvement in HAQ scores (P ≤ 0.006) at
the two year follow-up [85].
3.3

STRATEGY TRIALS

Classical randomized double blind studies however well designed and performed
cannot answer clinically relevant questions such as: should I treat my patient with
treatment X or Y? In an attempt to mimic the clinical reality several strategy trials have
been performed.
The BeSt Study, a randomized, single-blinded, 4-arm clinical trial in early RA, showed
better clinical and radiographic outcomes with initial combination therapy that included
either infliximab or high-dose prednisolone with a rapid taper, when compared to two
more traditional DMARD-based treatment strategies (sequentially or as step-up,
respectively) in patients with early RA. In the 1-2 year continuation of this trial, a very
intriguing observation was made: patients in the group initially treated with MTX +
infliximab, who achieved a sustained low level of disease activity (DAS44 ≤ 2.4), were
continued on MTX only (without infliximab) and yet, the vast majority of these patients
maintained their low-disease activity state [92]. At the 4 year follow-up 43% of the
patients were in remission (DAS < 1.6) and 13% were in drug-free remission (14%
sequential treatment, 12% step up treatment, 8% initial combination MTX +
prednisone, 18% initial combination MTX + infliximab). Clinical and functional
improvement was maintained by DAS-driven treatment regardless of therapy.
However, initial combination therapy (both prednisone and infliximab) were
significantly better in preventing joint damage progression compared with initial
monotherapy [93]. Similar observations had previously been reported, albeit based on
far fewer patients, by Quinn et al [11]. In the SWEFOT study patients with early RA
not achieving DAS28 3.2 after 3 months of MTX therapy were randomised to
combination of MTX with sulfasalazine and hydroxychloroquine or MTX plus
infliximab. After one year of combination therapy 25% (32/130) of the patients in the
sulfasalazine/ hydroxychloroquine group reached the primary outcome of EULAR
good response compared to 39% (50/128) in the infliximab group (risk ratio
1.59[95%CI 1.10 – 2.30], p = 0.016) [94]. After 24 months of treatment, the difference
in clinical response had decreased and was non significant. However, the combination
of infliximab + MTX had a better survival-on-drug (70% vs. 57% respectively, p <
0.05) and more importantly the radiographic progression was minimal for 24 month
completers in the infliximab group compared to the sulfasalazine/hydroxychloroquine
group (0.1±3.19vs 2.77±7.76, p = 0.013) [95]. Another important finding in this openlabel study is that even if early remission is important and the combination with a TNF
inhibitor is superior to conventional DMARDs, a substantial proportion of patients do
well on MTX monotherapy (30% (145/487) at the one year follow-up) [94]. In the
GUEPARD study, although an initial favourable response in DAS28 for the initial
combination of adalimumab + MTX compared to initial MTX monotherapy was seen
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at week 12 no difference in DAS28 or radiographic outcome was seen at the one year
follow up regardless of the 3 month delayed initiation of TNF- inhibitor in patients not
responding to MTX [96]. Although somewhat different in design, these open-label
studies support the “window-of-opportunity” hypothesis in early RA, shown earlier in
randomised controlled trials, and provide a new paradigm for treating patients
aggressively with close monitoring as soon as the diagnosis is established.
Survival-on-drug has been regarded as a valuable method to study the overall impact of
a drug in terms of efficacy and safety. In the ATTRACT study, completion of treatment
through week 102 was achieved by 55-68% of the infliximab plus MTX treated
patients, compared with 16% of the placebo plus MTX treated patients [85]. At the 4
year follow-up of the ARMADA 62% (162/262) patients had remained in the study and
received treatment for a mean of 3.4 years with sustained clinical response and
remission. Moreover, reduction of corticosteroid and/or MTX dosages did not
adversely affect long term efficacy [97]. In an open extension trial of seven initial trials
on etanercept enrolling 581 patients 61.3% (356/581) had 6 years of follow-up and
24.5% (167/581) had seven years of follow-up, the longest individual treatment was 8.2
years. Of the patients with 6 years of follow-up, response rates were ACR20 = 73% and
ACR50 = 52% [98].
3.4

POST-MARKETING SURVEILLANCE

3.4.1 Efficacy
Open-label extension studies and post-marketing studies complements the information
from traditional RCTs and provides efficacy and safety information in a more
naturalistic setting.
However, in daily clinical practice, patients with RA may differ considerably from
those in clinical trials – for example, in their co morbidity and concurrent drug
treatment. Population based registers have been developed in several countries to
monitor long term efficacy and safety of the biologics. They have provided and will
continue to provide information about both efficacy and the true incidence of adverse
events [99]. The combined knowledge provided by RCT, open-label extension studies,
post-marketing studies and registry data will enhance our understanding of the true
benefit of TNF-inhibitors in RA.
The survival-on-drug has been studied in registry studies as well as in RCTs as
mentioned above. In a study by Geborek et al, 75% of the patients were still on
treatment with infliximab after twenty months, although some had shortened their dose
interval or increased dose to sustain symptomatic control [100], and in a Dutch multicentre registry on biological agents in RA the drug survival rate of infliximab was 66%
after one year and approximately 56% after two years [101]. The LOHREN reported a
likelihood of continuing therapy with TNF-inhibitors to 78.8% after 12 months, 65.2%
after 24 months, and 52.9% after 36 months [102]. In our clinic we have experience of
patients with more than seven years of treatment with TNF-inhibitors, as can be seen in
paper II.
It has been suggested that the results from RCTs are not achieved in clinical practice
due to differences in study design patient inclusion and confounding factors such as
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concomitant therapy in clinical practice [103]. In two comparative studies patients from
the from the DREAM and RABBIT registry who matched the inclusion criteria in
pivotal RCTs (34-79% in DREAM and 21-33% in RABBIT) achieved comparable
results as the patients in the original RCTs. Data from these studies indicate that the
major reason for differences between observational studies and RCTs is the selection
towards a high disease activity in RCTs [104, 105]. Another possibly contributing
explanation is the fact that in clinical practice fewer patients used daily prednisone as
compared to RCTs were the daily prednisone dose is kept stable [105]. In contrast a
glucocorticoid sparing effect has been shown in several observational studies
[100,106].
3.4.2 Safety & tolerability
Extensive valuable safety information has been obtained from long term follow-up
registries as an addition to the clinical trials that are underpowered to detect rare
adverse events. Areas of special consideration for TNF-inhibitors are: infections,
lymphoma, congestive heart failure, a lupus-like syndrome, induction of autoantibodies and infusion reactions.
3.4.2.1 Infections
As TNF plays an important role in the immune response against infection [107] an
increase in infections was expected when treating RA patients with TNF inhibitors.
Patients with RA have been shown to be at increased risk of bacterial infections
compared with the general population in epidemiological studies, however influences
DMARD and/or steroid use are not always considered. For adalimumab, serious
infections occurred in the clinical trials at a rate of 5.1 per 100 patient-years (total
population of 78522 patient-years), which was comparable to RA populations naive to
anti-TNF therapy [108, 109]. In a open-label extension study of etanercept Lebwohl et
al reported on a frequency of infections requiring hospitalisation to be 4 per 100
patient-years in the total population (6654 patient-years) [110]. In the two year followup of ATTRACT the incidence of serious infections was reported to be 10-13 % in all 5
treatment arms [85]. However, in the ASPIRE trial serious infections were
significantly more common in the patients receiving infliximab than in those receiving
methotrexate alone (p<0.05 for both infliximab doses) [10]. Safety studies based on
national/regional registries indicate a similar incidence of serious infections ranging
from 6.4 (German register [111]) to 5.3 (British register [112]) and 5.4 (Swedish
register [113]). Overall the infections most frequently reported for all TNF inhibitors
were respiratory tract infections and urinary tract infections.
The importance of monitoring patients for signs and symptoms of infections while
receiving or after treatment with TNF inhibitors and, in the case of serious infections,
(temporary) discontinuation of TNF inhibitor therapy, has been emphasized. A study on
the effect of aging on anti-TNF therapy suggested that infections are more commonly
observed in elderly patients treated with such agents compared with younger patients
[114].
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3.4.2.2 Tuberculosis (TB)
TNF plays a major role in host defence against TB, in part through its ability to contain
Mycobacterium tuberculosis infections by stimulating granuloma formation [107].
Following the introduction of the TNF inhibitors, increasing numbers of TB were
reported, for instance by Keane and colleagues, who reviewed 70 cases reported to the
US FDA [115] and Gomez-Reino and colleagues, who analyzed data from the Base de
Datos de Productos Biologicos de la Sociedad Espanola de Reumatologia
(BIOBADASER) database in Spain [116]. The prevalence of TB with TNF-inhibitor
use appeared to exceed that of both the general population and that of RA patients.
Most of the cases reported were reactivation of latent TB infection [115,116]. These
observations have led to widespread implementation of TB screening before initiation
of TNF-inhibitors. The screening process should include three parts: thorough TBrelated history, skin testing with purified protein derivative (PPD, e.g., tuberculin) and
chest x-ray with specific query regarding changes indicative of prior TB. It has been
suggested that skin reactivity to PPD may be falsely negative due to the concurrent use
of anti-rheumatic drugs such as MTX [117], although experience at our clinic suggests
that the skin test may well be positive despite such medication [unpublished
observations]. Tuberculin testing may also be less useful in countries where TB
vaccination with Bacillus Calmette- Guérin (BCG) is common, giving a false positive
result. Clearly, patients with active TB should never be treated with anti-TNF agents.
Patients who have received full-course therapy for TB in the past may be treated with
such agents, but need to be monitored regularly. Patients with (the possibility of) latent
TB should be treated for this prior to initiation of anti-TNF. The exact details of such
therapy and appropriate time intervals remain a major challenge for the treating
physician. Following the implementation of routine screening practices, the number of
reported cases of TB has decreased [118]. Moreover, it has been suggested that RA
patients are at higher risk of developing TB irrespective of the administration of TNF
antagonists [119].
The risk of TB has been proposed to be lower with etanercept than with adalimumab
and infliximab. The differential risk is supported by data from the clinical trials with
multiple cases of TB in clinical trials and open label extension studies of both
adalimumab [21,84,108,120] and infliximab [12,85] but only one case in etanercept
trials [121]. A recent study from the French Research Axed on Tolerance of
Biotherapies (RATIO) registry also supports the lower risk of TB with etanercept as
compared to adalimumab and infliximab [122].
3.4.2.3 Lymphoma & malignancies
In 2002, Brown and colleagues published a case series of 26 lymphoma cases
diagnosed during or after treatment with TNF antagonists reported to the US FDA
[123]. A study from Sweden also showed that patients treated with anti-TNF therapy
had a high relative risk for development of lymphoma compared with healthy controls
[124]. However, RA is one of the few clearly identified risk factors for lymphoma, as
seen in a number of studies [125,126]. The association is not completely understood,
but there are studies that point out that disease severity, for example, high
immunological activation, leads to a higher risk of developing lymphoma [127].
Moreover, several older medications used in the treatment of RA have been associated
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with an increase in the risk of developing lymphoma (e.g., cyclophosphamide,
chlorambucil and azathioprine). Thus, it can be argued that increases in lymphoma risk
reflect the fact that the patients receiving these agents have more severe RA and thus
are at a higher risk of developing lymphoma to start with. In a Swedish study, Askling
and colleagues linked a population- based cohort study of patients with RA to the
Swedish Cancer Register [128]. They found that, overall RA patients are at elevated
risks for both lymphomas and leukaemia. In contrast, RA patients treated with TNFantagonists did not have higher lymphoma risks than other RA patients. Although
continued vigilance may be appropriate regarding this issue, the conclusion may be that
there is no indication that TNF-inhibitors increase the risk for lymphoma over and
above the risk conveyed by the disease itself. In a study with similar design comparing
RA patients starting anti-TNF therapy to biologic-naïve RA patients and RA patients
newly started on DMARDs over a 6 year period no overall elevation of cancer risk and
no increase with follow-up time were observed [129].
3.4.2.4 Cardiovascular disease
TNF has been presumed to play a leading role in the pathogenesis of congestive heart
failure (CHF) [131]. This led to several clinical trials with infliximab [131] and
etanercept [132] to investigate the effects of TNF inhibition in patients with CHF.
These trials were not successful. In trials with etanercept, a lack of efficacy was seen,
but in the Anti-TNF Therapy Against Congestive Heart failure (ATTACH) study with
infliximab, a concern of worsening of the disease in the treatment arms was raised;
CHF hospitalizations and deaths were higher in the high-dose treatment arm and this
led to discontinuation of the study in Phase II, a change in product label and a ‘Dear
Doctor’ letter warning clinicians of this association. However, post-marketing studies
and spontaneous reports to the medical agencies worldwide have not shown that TNF
inhibition in RA patients does increase the risk of developing CHF compared with RA
patients not treated with TNF-inhibitors [133,134]. Indeed, a study by Jacobsson and
colleagues has suggested that the risk of developing cardiovascular disease is decreased
in patients treated with TNF-antagonists compared with those patients with RA who are
not [135]. This has to be considered against the background of increasing data showing
that RA patients have a higher risk of developing cardiovascular disease than the
general population [6,136].
3.4.2.5 Demyelinating diseases
TNF-inhibitors have been associated in rare cases with optic neuritis, seizure and newonset or exacerbation of clinical symptoms and/or radiographic evidence of CNS
demyelinating disorders, including multiple sclerosis (MS) and CNS manifestations of
systemic vasculitis. In some cases, it was demonstrated that discontinuation of antiTNF therapy resulted in complete or partial resolution of the neurological symptoms
[137]. The mechanism behind the exacerbation or the de novo onset of symptoms is not
known, although several theories are discussed in the literature [138]. However, several
studies have pointed out that the numbers reported do not exceed the normal population
incidence of MS, and so, although prescribers should use caution in the use of TNF
antagonists in patient with pre-existing demyelinating or seizure disease, the
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attributable risk for demyelinating disorders with TNF antagonists may be very small
indeed [139, 140].
3.4.2.6

Systemic lupus erythematosus & auto-antibodies

The incidence of new antinuclear antibody (ANA) positivity was 26–62% in clinical
trials with infliximab and the incidence of new dsDNA was 15% [8,9]. Similar figures
have been found in post marketing studies [141]. Although the incidence of ANA and
dsDNA is quite high, the number of patients who developed drug-induced lupus
remains low. Drug-induced lupus is defined as the new occurrence of a lupus-specific
feature (e.g., serositis, cytopenia or arthritis) in the context of ANA-positivity and with
the resolution of symptoms upon withdrawal of the offending agent. Virtually all of
these cases resolved completely after stopping the treatment. Jonsdottir and colleagues
reported that the prevalence of anticardiolipin antibodies increased significantly during
the first 6 months of treatment with infliximab or etanercept [142]. In that study,
patients who developed anticardiolipin antibodies had somewhat worse clinical efficacy
of the treatment compared with those who did not.
3.4.2.7 Immunogenicity
In early clinical trials of infliximab, formation of human antichimeric antibodies
(HACA) was common in patients not receiving concomitant MTX (ranging from 7 to
53%), whereas in patients receiving MTX together with infliximab, the proportion of
patients with HACA was significantly lower (0–15%). However, the development of
HACA was also decreased in the higher dosage regimens [143]. Patients who were
antibody positive were also more likely to have higher rates of clearance, reduced
efficacy and to experience an infusion reaction (see below) than patients who were
antibody negative [8,9,143]. Treatment with adalimumab can induce the development
of human antihuman antibodies (HAHA) since the unique TNF-binding region as
“nonself”. The development of HAHA has been shown to have a negative impact on
treatment efficacy [144]. Immunogenicity has been shown as a response to etanercept
treatment in RA. However, no correlation has been observed between a positive
antibody response and decrease in efficacy [145].
3.4.2.8 Infusion reactions
Infusion reactions are a well-described complication of infliximab therapy
approximately 20% of infliximab-treated patients in all clinical trials experienced an
infusion reaction, with 3% discontinuing the treatment with infliximab due to this
reaction [9]. In our unit, several risk factors for infusion reactions have been identified,
such as anticardiolipin antibodies [142], high HAQ score at baseline and greater
number of DMARDs before treatment with infliximab [146]. In the latter study, we
also found that oral low-dose glucocorticoids reduced the risk of treatment-limiting
infusion reactions by approximately 50%. In patients with Crohn’s disease, retreatment
with infliximab after long intervals may cause a serum sickness-like reaction [147,
148]. It is unclear to what extent this risk is also present in the RA population. In view
of the risk for infusion reactions, emergency equipment (such as epinephrine,
antihistamines, corticosteroids and artificial airways) should always be available to treat

17

this rare but sometimes serious side effect. Interestingly, at our centre, the prevalence of
serious infusion reactions has decreased dramatically over the years [146].
Injection site reactions have been reported for both adalimumab [149] and etanercept
[150], however these injection site reactions tend to be mild and self-limiting.

18

4 HEALTH ECONOMY OF RA
Anti-TNF-treatment has been shown to be highly efficacious in several subgroups of
patients, but is also very costly [9,13,18,151]. TNF inhibitors are thus a natural
candidate for cost-effectiveness analysis with the aim of finding in which patient
subgroups their use provides good value for money. Different perspectives of costseffectiveness will give different cost estimations. When performed from the perspective
of the NHS (payer), as recommended by NICE, indirect costs are disregarded.
Reimbursement authorities in other countries, e.g. Sweden, require cost-effectiveness
analyses to be performed from the societal perspective, regarding non-medical cost to
communities, patients and families and productivity losses as well as the healthcare
costs. As the perspective on cost-effectiveness and the resources used for healthcare
varies across countries differs it is challenging to compare cost per patient between
countries. However, since the largest contributors to total costs regardless of
study/country have been identified as the loss of work-force capacity some cautious
assumptions can be made in this aspect.
In a recent cross-sectional study from the south of Sweden physical function measured
with HAQ was the main statistical predictor of all types of costs except sick leave
which was associated with global health as perceived by the patient [152]. This is in
line with other studies were HAQ has been shown to be strongly correlated with work
ability [44]. In the study by Jacobsson et al the total cost per patient was 108 370 SEK
(adjusted to year 2004 costs), direct costs represented 41% of the total and the use of
TNF inhibitors represented 13% of the total costs (or 32% of the direct costs). The
indirect costs were dominated by early retirement pensions representing 41% of the
total costs [152]. HAQ has been shown to be directly correlated to quality of life [7, 42,
43]. In early RA disease activity and pain have been shown to be important to quality
of life independently of HAQ, probably due to the fact that function is dependent on
disease activity and pain in early RA to a larger extent than joint destruction [153]. It
has also been shown that early suppression of disease activity is essential for
maintenance of work capacity in patients with recent-onset rheumatoid arthritis [154].
The disease leads to early consequences in the context of work capacity in the majority
of cases, as exemplified by a Swedish study with 15 years of follow-up reporting work
disability rates changing from 28% at study start to 44% at 15 years. HAQ was the only
correlating factor that remained significant at all time points during the study period
[44].
Direct data on productivity effects of anti-TNF-treatment have henceforth been scarce,
and indirect approaches have been used in modelling attempts: evidence of HAQreductions while on treatment has been coupled with other data sources showing a
relationship between HAQ and productivity [7]. The impact of anti-TNF treatment on
work outcomes has been studied RCTs as well as in short term observational studies,
but have generated inconclusive results. Yelin et al found significant improvements in
hours worked/week over one year in patients treated with etanercept compared to
untreated patients [155]. On the contrary, no substantial decrease in cost was found in a
recent observational study comparing work disability costs during the first year of
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treatment with infliximab to the costs incurred during the year before start of treatment
[156]. More recently employment loss was found not to differ between American RApatients treated with TNF inhibitors compared to matched controls, although it is
questionable if the groups were comparable in terms of disease activity. Moreover, in a
sub analysis of patients with disease > 11 years a significant benefit was found [157].
Mittendorf et al found sustained work ability over 144 weeks of treatment with
adalimumab in an open-label study, but no significant improvement [158]. In a recent
RCT treatment with adalimumab was associated with reduced job loss [159]. These
results were confirmed in an open-label extension study showing that patients who
were working at treatment initiation were able to work 7.3 months longer than the
matched control group [160]. One of the problems in the interpretation of these studies
is the lack of consensus on how to measure work-force ability, self-reported
employability (feeling well enough to work), number of lost workdays, number of
hours worked/week are just some of the different outcomes. Moreover, health
economic modelling using data from clinical trials gives an overestimation since the
design, with no data before baseline, of an RCT is biased towards a greater
responsiveness due to selection of patients, the high disease activity at baseline may
very well represent a flare in the disease not a chronic state. Secondly the patients in
RCT and clinical practice are different in terms of disease activity, co morbidities,
concomitant treatment etc [103].
The concept of quality adjusted life years (QALYs) have been developed as a diseasegeneric outcome measure in economic evaluations, Quality of life (QoL) is combined
with life expectancy by weighing life-years with a quality index called utility, defined
as the preference that patients have for a given health state. Utility is expressed as value
on a scale where 1 = perfect health and 0 = death. The utility can be derived from
health state systems which are done for the EQ5D or measured directly using decision
analysis techniques [161]. Although mortality is increased in RA the absolute impact in
life expectancy is small and therefore QALY gains mainly come from improvements in
QoL [162]. The OMERACT Economics workgroup has started an initiative to work
towards a consensus on how to calculate QALY in rheumatology. The initiative springs
from the fact that different approaches to calculate QALY can lead to different results
and thus counteract the original purpose of comparability and transparency between
cost-effectiveness ratios of competing interventions [163].
Efforts have been made to model cost-effectiveness of TNF inhibitors from registry
data [164,165]. Brennan et al used data from the British Society for Rheumatology
Biologics Registry (BSRBR) which at the time had up to 3 years of follow-up on nearly
8000 patients treated with TNF-inhibitors and 900 patients treated with conventional
DMARDs. With a life-time perspective the cost per gained QALY by using TNFinhibitors was estimated at £23 882 for the base case (start of TNF inhibitor therapy
after failure on two traditional DMARDs) which is considered cost-effective in the
perspective of NICE (only direct costs). The Swedish study by Kobelt et al, included
indirect cost. The 10-year costs in the base case (HAQ 1.33, disease duration 12 years,
age 55 years) were € 223 000, with a total of 4.4 gained QALYs. Over 5 years, the
costs were € 138 000 with a total of 2.5 gained QALYs. HAQ level at treatment start
had the highest impact on the result, but underlying disease progression, age, and
disease duration was also important. Starting treatment at a lower HAQ level (0.85)
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reduces costs by 10% and increased QALYs by 20%. Thus, early treatment leads to
reduced costs in patients with rheumatoid arthritis in a Swedish setting. In a recent
study on costs of treatment with infliximab in the STURE-registry a cost per QALY of
211 000 SEK was estimated which is well below the established limit of 600 000
SEK/QALY [166].
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5 AIMS
•

to investigate the role of glucocorticoid use and other predictors of
infusion reactions in treatment with infliximab

•

to determine whether treatment with etanercept, infliximab or
adalimumab over up to five years is associated with changes in work
force participation in a population-based patient cohort.
•

•

to describe the early self-reported short-term course of disease in patients
with RA starting treatment with adalimumab using a personal digital
assistant (PDA), a data-collection system that allows for daily input of
self-recorded assessments of the patient’s health status.
•

•

The secondary aim of the study was to evaluate the possibility to
predict treatment outcome at three months from diary entries after one
week of treatment. In addition, the study aims to explore whether
these self-recorded assessments can be useful as a tool in clinical
practice

to determine the utility of patient-derived 28-tender and swollen joint
counts using a tablet PC.
•
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If an increase in work force participation was present a secondary aim
was to explore the economic implications of treatment with TNFantagonists.

In the case of high correlations between physician and patient derived
joint counts a secondary aim was to explore the possibility to use
patient derived data to calculate DAS28 and EULAR response.

6 METHODOLOGICAL CONSIDERATIONS
The methods used in this thesis are briefly described below. Detailed information is
found in the individual papers.
6.1

PATIENTS

All patients in this thesis are registered in the the nation-wide registry for Anti
Rheumatic Therapies In Sweden, ARTIS [167].
The patients in paper I and II are collected from the STURE database (Stockholm TNFa follow-up registry).
The STURE database collects efficacy data, including employment status, and safety
data for all patients starting biological treatments at all major hospitals in Stockholm,
Sweden. STURE is part of ARTIS. Assessments are done at treatment initiation, and at
3, 6, and 12 months follow-up visits and annually thereafter. These include the ACR
core outcomes, i.e. visual analogue scales for global health and for pain, the health
assessment questionnaire (HAQ), ESR and CRP, physician’s global assessment of
disease activity, 28 swollen and tender joint counts and the 28-joint count based disease
activity score (DAS28) [55,57]. At each visit, employment status is ascertained in the
STURE by a multiple choice question providing the following response alternatives:”I
am retired since…….(year)……(month)”; “I work full time …..hours/week”; “I cannot
work full time due to my rheumatic disease; I’m currently working ….. hours/week”
(follow-up questions on type of sickness benefit/disability pension) or “I cannot state
my current work-force ability (unemployed, student, maternity leave)”.
In paper I a total of 672 patients treated with infliximab at Karolinska University
Hospital at some occasion between 1999 and 2004 were included. Data were obtained
from the STURE (Stockholm TNF-a follow-up) registry and by searching patient
records when data were missing. Forty-three patients with immediate-type infusion
reactions, defined as an anaphylactic reaction and/or urticaria and itching that resulted
in discontinuation of infliximab treatment, were compared with the entire cohort and, in
a separate analysis, to a nested control group (n=43).
In paper II recruitment from STURE into the study occurred between 1999 and 2007.
Therefore the duration of follow-up varied from six months to 8 years. A total of 594
(394 women, 200 men) patients were included. Follow-up after five years of treatment
were not analyzed. Only data from the first treatment period for each patient were used
since patients could have been treated with several TNF-inhibitors during the study
period (1999-2007).
The patients in paper III/IV are also registered in ARTIS, however they were recruited
prospectively in a multi-centre observational study including RA patients > 18 years
whose physicians had decided to start treatment with adalimumab at the standard dose
of 40 mg s.c. every other week.
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6.2

ETHICS

Study I was considered a quality assurance project by the regional ethics committee at
Karolinska Hospital whom had no ethical considerations regarding the project.
Study II was approved by the regional ethics committee in Stockholm.
Study III/ IV was approved by the regional ethics committee in Stockholm and the
Swedish Medical Products Agency.
All patients had given their consent to participate in ARTIS. Patients in study III/IV
also gave their written informed consent to participate in the study.
6.3

STUDY DESIGN

6.3.1 PAPER I
Forty-three patients with immediate-type infusion reactions, defined as an anaphylactic
reaction and/or urticaria and itching that resulted in discontinuation of infliximab
treatment, were compared with the entire cohort (n=672) and, in a separate analysis, to
a nested control group (n=43) matched for gender and age. Data were obtained from the
STURE (Stockholm TNF-a follow-up) registry and by searching patient records when
data were missing.
Comparisons of the following baseline variables were made: HAQ, DAS28, visual
analogue scale global and pain, number of swollen joints, number of tender joints,
duration of disease at start of treatment, number of failed DMARDs before start of
treatment and oral glucocorticoid dose.
6.3.2 PAPER II
Prospectively collected data in the STURE database were analyzed. Patients who were
old-age pensioners, on permanent work-disability pension, or those outside the usual
work-force (e.g. students, maternity leave etc) or over the age of 55 years at start of
treatment were excluded resulting in the cohort of 594 patients. Only data from the first
treatment period for each patient were used since patients could have been treated with
several TNF-antagonists during the study period (1999-2007).
6.3.3 PAPER III/IV
In this study patients were evaluated by the study physician at the time of inclusion and
at the final visit at three months. Swollen and tender joint counts (0-28) were registered
by the patients and thereafter by an experienced rheumatology specialist. Health
assessment questionnaire disability index (HAQ) and visual analogue scales (VAS) for
pain and global health were completed by the patient, and blood samples were taken in
accordance with standard practice. All of the data, both physician derived and patient
derived, were recorded on a tablet PC. The disease activity score based on a 28-joint
count (DAS28) was calculated using both physician and patient derived joint counts.
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During the course of the study the patients were requested to answer ten questions as
listed below, using a personal digital assistant (PDA). Patients entered data on a daily
basis during the week before and the week after start of therapy, and during the last
three weeks of the study. During the rest of the study period patients entered data on a
weekly basis. At the time of initiation of adalimumab treatment, the patients were
evaluated for understanding of and compliance with the self-reporting device (PDA).
6.3.3.1 Primary self-recorded entries
Patients entered data on a daily basis the week before, two weeks after start of therapy
and the last three weeks of study, during the rest of the study patients entered data on a
weekly basis.
•

Global assessment of disease activity
Considering all the ways your arthritis affects you, place a mark between
0 and 10 on the scale indicating how well you are doing today.
0 means “My arthritis does not affect at all affect how I am doing” & 10
means “My arthritis does affect maximally how I am doing”

•

Global assessment of pain
How would you generally describe the pain you are experiencing today?
Place a mark between 0 and 10 on the scale.
0 means “No pain at all” & 10 means “Maximal pain”

•

Assessment of ability to perform basic activities (eat, toilet, dress,
bathing)
How would you describe your own ability to perform basic activities such
as eating, bathing, dressing and using the toilet? Place a mark between 0
and 10 on the scale.
0 means that you are able to do these activities without problems & 10
means that you cannot do these activities at all.

•

Assessment of dependency of another person
How would you describe your need for help from another person to
perform basic activities as eating, bathing, dressing and using the toilet?
Place a mark between 0 and 10 on the scale.
0 means that you are able to do these activities by yourself &10 means
that you are completely dependent on another person for doing all these
activities.

•

Assessment of ability to use hands
How would you generally describe your ability to use your hands today?
Place a mark between 0 and 10 on the scale.
0 means “No problems with using my hands” & 10 means “Cannot use
my hands at all”

•

Assessment of ability to walk
How would you generally describe your walking ability today?
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Place a mark between 0 and 10 on the scale.
0 means “No problems with walking at all” & 10 means “Cannot walk”
•

Global assessment of morning stiffness
How would you generally describe the morning stiffness you experienced
today? Place a mark between 0 and 10 on the scale.
0 means “No morning stiffness at all” & 10 means “Severe morning
stiffness”

•

Duration of morning stiffness
Of what duration was your morning stiffness today? Check the box that
applies the best.
15-30 minutes
45-60 minutes
2 hours
3 hours
4 hours

q
q
q
q
q
•

Global assessment of fatigue
How would you generally describe the fatigue you are experiencing
today? Place a mark between 0 and 10 on the scale.
0 means “No fatigue at all” & 10 means “Maximal fatigue”

•

Global assessment of emotional well-being
How would you generally describe your emotional well-being today?
Place a mark between 0 and 10 on the scale.
0 means “No problems at all emotionally” & 10 means “Severe problems
emotionally”

6.4

6.4 STATISTICAL ANALYSIS

Statistical analysis was performed using Statview 5.0.1 software (SAS Corp, Cary,
NC), SAS (version 9, SAS Institute Inc, Cary, NC) and SPSS (version 15.0). A p-value
of <0.05 was considered statistically significant in all studies.
6.4.1 PAPER I
Comparisons were by the Fisher’s test for nominal variables, and by Mann–Whitney
test and Wilcoxon test for all other variables. Survival on drug without infusion
reaction was plotted according to Kaplan–Meier and compared by log rank test
(Mantel–Cox). Logistic regression was used to determine odds ratios for continuous
variables in the case-control study. The number needed to treat (NNT) [168] was
calculated over the study period.
6.4.2 PAPER II
Differences between males and females at baseline in age, HAQ, DAS 28, pain VAS
and hours worked/week were assessed using independent samples t-tests. Differences
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between patient groups defined by drug were investigated using analysis of variance
(ANOVA) with Bonferroni’s post-hoc test for multiple comparisons. Crude changes in
hours worked/week at 6 months, 1, 2, 3, 4 and 5 years were assessed by paired t-tests
using complete case analyses. Separate analyses were also performed for patients not
discontinuing biologic treatment during follow-up to account for the risk of informative
censoring due to drug discontinuation.
To model the trajectory of hours worked/week, a mixed piecewise linear regression
model with a random intercept was fitted. This method uses all repeated measurements,
taking unevenly spaced measurements and missing data into account and makes it
possible to estimate within-subject variations in hours worked/week with great
precision as each individual acts as his own control [169]. An attempt to approximate
the monetary value of changes in hours worked/week was made by using the mean
wage rate in Sweden, retrieved from Statistics Sweden (www.scb.se). The productivity
gains were estimated by using the most likely conservative assumption that without
treatment the hours worked/week would remain unchanged over five years.
6.4.3 PAPER III/IV
Changes from baseline of the clinical and patient-derived outcomes were assessed by
paired t-test. The relationship between the change in PDA measurements after 1 week
and changes in DAS28 and HAQ after 3 months were evaluated by Spearman
correlation as were the relationship between patient and physician reported
measurements; the latter was also evaluated by bivariate regression. Day to day
changes in each patient were inspected using individual scatter plots to detect patterns
of treatment response or/and problems with compliance.
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7 RESULTS
7.1

TREATMENT-LIMITING INFUSION REACTIONS TO INFLIXIMAB THE ROLE OF DAILY ORAL GLUCOCORTICOIDS (PAPER I)

Interestingly, the proportion of infusions associated with infusion reactions decreased
significantly during the study period, from nine out of 152 patients on infliximab
(5.92%) in the year 2000 as compared to five out of 438 patients (1.14%) in 2003 (p =
0.0024). The treatment-limiting infusion reactions were recorded at various time points
during therapy, slightly more frequent after five or more infusions, most patients
identified in our survey experienced several less severe infusion reactions before the
discontinuation of treatment. The symptoms were most commonly treated by stopping
the infusion and administering intravenous glucocorticoids and/or antihistamines
(clemastine). All patients who had experienced an infusion reaction were given
prophylactic treatment (intravenous steroids, hydrocortisone and/or antihistamines)
before their next infusion 1 h before treatment.
At baseline fifty per cent of the patients in the cohort were treated with daily low-dose
glucocorticoids. Of these patients 4.6% (15/326) had an infusion reaction as compared
with 8.6% (28/324) of patients without glucocorticoid treatment (p = 0.057). In the
matched comparison, 15/43 (35%) of the cases were on low-dose glucocorticoids as
compared with 27/43 (64%) of the controls (p = 0.017). Treatment with oral
prednisolone led to a 46.4% risk reduction (95% CI: 3.1 to 74.4%) and interestingly
dosage was not a significant predictor.
Patients with infusion reactions had higher HAQ-scores as compared with both the
matched control and the cohort: the case group had a median value of 1.75 with an
interquartile range of 1.13–2.25 vs. 1.5 (0.63–2.25) for the matched control and 1.38
(0.88–1.88) for the cohort.
In the matched comparison one additional risk factor for severe infusion reactions was
identified: the cases had failed to respond to treatment with a greater number of
DMARDs than the matched controls (cases 3.65±0.32 (mean±SEM) vs. controls
2.61±0.24 (mean±SEM), p=0.012) before the start of treatment with infliximab
The use of low-dose glucocorticoids was also associated with a significantly lower risk
for a treatment-limiting infusion reactions in a Kaplan–Meier analysis (p = 0.04).
7.2

7.2 WORK FORCE PARTICIPATION IN RA – THE IMPACT OF TNF
INHIBITORS (PAPER II)

At baseline patients the included patients worked a mean 20h/week (SD 18). Age,
disease duration and pain scores did not differ significantly between the sexes, but
females had significantly higher HAQ (0.21; p<0.001) and DAS 28 (0.60; p<0.001)
than males. No sex difference was detected in hours worked/week at baseline (-2.7h;
p=0.08).
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Patients treated with adalimumab had lower HAQ (adalimumab vs. infliximab -0.23,
p=0.02; adalimumab vs. etanercept -0.24, p=0.01) and higher number of hours
worked/week at baseline (adalimumab vs. infliximab 8h, p=0.001; adalimumab vs.
etanercept 7h, p=0.008), most likely reflecting the later market introduction of
adalimumab when an intention to treat earlier to prevent irreversible damage had
developed. No other between-drug differences were observed during the study period.
Significant improvements in hours worked/week were observed already at six months
in an unadjusted analysis:+2.4h (1.3 to 3.5; mean, 95% confidence interval (95%CI))
with further increases compared to baseline at the one-year (+4.0h, 2.4 to 5.6) and twoyear follow-up (+6.3h, 4.2 to 8.4). The trajectory appeared to stabilize at the 3 year
(+6.3h, 3.6 to 8.9), 4 year (+5.3h, 2.3 to 8.4) and 5 year follow-up (+6.6h, 3.3 to 10.0).
When restricting the analysis to only patients who did not discontinue treatment during
follow-up, greater increases were observed. The number of hours worked at baseline
was similar for patients followed for different durations, and significant increases in
productivity were observed irrespective of length of follow-up for the whole sample.
The results were sustained in a mixed piecewise linear regression model, adjusted for
age, sex, baseline disease activity, function and pain, were an improvement of
+4.2h/week was estimated for the first year followed by an added improvement of
+0.5h/week annually during the years thereafter. Restricting analysis to non
discontinuers, a greater increase of 5.3h/week was seen during the first year, and
0.9h/week in subsequent years. Adding anti-TNF drug did not improve model fit, and
no significant between-drug differences in productivity change could be detected
(pinteraction =0.79).
We based our economic estimation on the most likely conservative assumption that
patients’ productivity would not deteriorate from their baseline value over five years
without anti-TNF treatment, the productivity gains for society in patients continuing
treatment would total €27 000 over five years. This corresponds to approximately 40%
of the annual anti-TNF drug cost. When estimating the costs by using the unadjusted
data, a similar estimate of €28 000 over five years resulted. These estimates only apply
to patients who do not discontinue treatment, a group which may be difficult to identify
before treatment initiation.
7.3

SELF-REPORTED COURSE-OF-DISEASE IN RA REVEALS EARLY
TRENDS OF IMPROVEMENT (PAPER III)

A total of 47 patients were included and 43 patients completed the study. Significant
improvements were seen in DAS28, HAQ, ESR and joint index after three months of
treatment with adalimumab. The patient-derived data displayed considerable day-today variability in most disease domains during the first week of measurement, the
variability decreased after start of treatment. Despite this initial variability, results for 9
of 10 disease-domains demonstrated significant improvements already in the first week
of treatment for the total patient group and from pre-treatment to week 12; the
exception was “dependence on another person” which remained largely unchanged
throughout the study.
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One-week improvements in ability to perform basic activities (r = 0.40, p= 0.01), hand
function (r = 0.45, p= 0.005), morning stiffness (r 0.32, p = 0.04), fatigue (r = 0.32, p =
0.04) and emotional well-being all, albeit some of them only weakly, correlated with
the 3-month improvements in DAS28 whereas one-week improvements in global
assessment of disease activity, pain, basic activities, hand function, morning stiffness,
and emotional well-being were all correlated (r = 0.39, r = 0.43, r = 0.53, r = 0.47, r =
0.53, r = 0.53 p<0.05 for all) with 3-month improvement in HAQ.
The patients had no major problem using the PDA or completing the questionnaire,
although some data were missing due to technical problems in the transferring process.
The patients’ compliance with the protocol varied considerably, some patients
answering more often than requested and other less frequently. In general the
answering frequency tended to decline with time.
7.4

PATIENT REPORTED JOINT COUNTS – ACCURACY AND
CORRELATION WITH PHYSICIAN REPORTED JOINT COUNTS
(PAPER IV)

47 patients were included prior to initiation of adalimumab therapy and assessed at
baseline and after 3 months. The correlations between SJC/TJC derived by physician
and by patient at baseline were excellent (r=0.75 and 0.87, respectively p< 0.001). After
3 months, the correlations were less strong for swollen joints but remained excellent for
tender joints (0.58 and 0.87 respectively p < 0.001). The lower correlation for swollen
joints was more pronounced for patients with early RA (disease duration ≤ 2 years, r =
0.51, p = 0.2)
When using the patient-derived SJC/TJC for calculation of the DAS28 (DAS28-PAT),
similar values were obtained, and correlations between DAS28 and DAS28-PAT were
excellent (r=0.91 at baseline, r= 0.90 at 3 months). Patient and physician derived joint
counts showed similar correlations with DAS28 and patDAS28 as well as with
physician global VAS, acute phase reactants and HAQ.
According to the EULAR-criterion the percentage of responders at the group level was
nearly identical. However, there was some disagreement on the individual level when
DAS28 and DAS28-PAT where used to determine response to therapy. Patients who
differed in EULAR response when using the patDAS28 had a higher HAQ score at
baseline (mean difference 0.455 (95% CI 0.08 to 0.8), p < 0.02) but there were no
differences in disease duration or age indicating a more severe disease development.
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8 PRELIMINARY RESULTS
There is a growing proportion of patients with longstanding response to TNF-inhibitors
such as infliximab. There are indications from conceptional studies such as the BeSt
and the Quinn study that a subpopulation of patients treated with TNF-inhibitors early
in the disease can achieve prolonged remission [11,92]. However, the fact is that in
clinical practise the large majority of patients treatment with TNF-inhibitors has been
initiated in a later phase of the disease. Furthermore, for a large proportion of the
patients clinical experience does not support that achieved remission can be maintained
without prolonged maintenance treatment with TNF-inhibitors. Today there is a general
demand to optimize medical use, and a dose reduction strategy therefore needs to be
explored in the average RA patient population on biological treatment.
The aim of this multi-centre open-label study was to perform a pre-study in the format
of a patient-questionnaire combined with data from the Swedish Rheumatology
Register (SRR) and the South Swedish Arthritis Treatment Group (SSATG) [167].
Thereby exploring patients able to meet the inclusion/exclusion criteria of a dose
decrease study, both in terms of number of patients and need of dose adjustment in
clinical practice. A secondary objective was to describe patients being on maintenance
therapy with infliximab since at least 12 months and thus, characterizing the national
patient population on maintenance treatment with infliximab in terms of number of
patients with low disease activity, dose and experienced dose interval.
Patients who met the inclusion criteria received oral and written information about the
study during a pre-planned infliximab infusion visit and upon consent they also
received two questionnaires for completion (EQ5D and a questionnaire on their
experience of treatment with infliximab). Clinical data from start of treatment and the
two preceding visits was obtained from the SRR and the SSATG.
363 patients participated in this non-interventional study, 70% were women, mean age
61 years (range: 23-89) and the mean disease duration at start of treatment with
infliximab was 16.5 years (range: 3-61). Disease activity parameters as DAS28, HAQ,
CRP and ESR all improved significantly from start of treatment to the pre-planned
visit. 213 patients were assessed as having a low disease activity (DAS28<3.2) at the
pre-planned visit, however, 35.7% of the patients considered their disease activity as
moderately active. The majority of these patients had current dosing interval of 8
weeks, only 12.2% had a dose interval > 8 weeks. Furthermore, 74.9% of the 363
patients experienced an increase in disease symptoms when the up-coming infliximab
treatment was approaching. In contrast, a majority of the patients, regardless of current
disease activity, were positive to participate in a future dose reduction study.
In the light of these results it may be difficult to start a dose reduction study based on
data from the registries. However, in the individual patient it may be an attractive
option to try dose reduction with close monitoring if the patient has reached a stable
level of low disease activity/remission.
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9 DISCUSSION
9.1

PAPER I

This retrospective study of a large patient cohort provides important information about
the true incidence of treatment-limiting infusion reactions and individual risk factors at
baseline. We demonstrate a clear protective effect of daily low-dose oral prednisolone
which indicates a reduction in the risk for an infusion reaction by about half. The NNT
for a 5-year period to prevent a treatment-limiting infusion reaction was calculated as
25 for low-dose glucocorticoid treatment, which is on the same level as the summarized
NNT of 26 for ramipril in the HOPE study [170]. Patients with concurrent prednisolone
had a significantly lower risk of experiencing a treatment-limiting infusion reaction.
In the matched comparison, there was a clear statistical difference in glucocorticoid use
between the two groups, which further emphasizes that glucocorticoids have a
protective function. However, difference in glucocorticoid use did not affect the
treatment duration within the case group itself, indicating that several risk factors
interact. Hence, even though low-dose glucocorticoid use has a protective effect against
treatment-limiting infusion reactions to infliximab, it does not affect the timing of the
infusion reaction. Taken together, our results show that low-dose glucocorticoids have
several advantages for patients treated with infliximab. Many physicians tend to
decrease or stop treatment with glucocorticoids, due to a fear of long-term side effects,
when the patient receives a positive response to DMARD treatment. However, lowdose prednisolone has been shown to retard radiographic progression in patients with
early RA, albeit with no significant difference in bone mineral density between the
prednisolone and no-prednisolone group over the 2-year study period [171].
The prophylactic effect of betamethasone given just prior to the infusion with
infliximab was studied in a prospective manner by Sany et al [172]. In that study, the
occurrence of infusion reactions was lower in the placebo group, suggesting an
increased risk with corticosteroid pre-treatment, most likely explained by infusion
reactions caused by the betamethasone itself. The use of oral steroids did not
significantly affect the incidence of infusion reactions (14.3% with and 10.3% without
oral corticosteroids, respectively, p=0.28). However, this comparison did not correct for
study treatment (betamethasone vs. placebo), which did show a difference in use of oral
corticosteroids between the placebo (84.7%) and betamethasone (77.1%) group. Thus,
it appears that their results could well be consistent with ours. In a study by Wasserman
et al, pre-treatment with the antihistamine diphenhydramine did not reduce the
frequency of infusion reactions. In this study, a rather wide definition of infusion
reactions was used, and the conclusions might be biased by the known side effects of
diphenhydramine [173].
The formation of anti-infliximab antibodies, also known as human antichimeric
antibodies, is a possible risk-factor for the development of infusion reactions [143,174176]. A retrospective study by Haraoui et al found that RA patients who developed
anti-infliximab antibodies were about 10 years younger and were taking about half the
mean dose of prednisone [177]. In a previous study at our centre, it was found that the
presence of anticardiolipin (ACL) antibodies in patients treated with infliximab was a
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risk factor for treatment-limiting infusion reactions. Seventeen per cent of the ACLpositive patients experienced such a reaction, compared with 5% of the patients in the
whole registry [142]. A higher HAQ score and a higher number of previously failed
DMARDs were also predictors of treatment-limiting infusion reactions in this study. It
is possible that the patients who experience a treatment-limiting infusion reaction have
suffered a higher inflammatory burden and therefore may be more prone to adverse
events by various pharmacological agents, or that the chronic immunological activity
itself may predispose to immunological adverse events.
One important unexplained finding in this study was the sharply decreasing number of
treatment limiting infusion reactions in our cohort. Several explanations could be
considered. First, increased experience among physicians choosing the right
pharmacological treatment for each patient. Second, the staff at the day care ward now
has several years of experience and has learned to recognize the early signs of an
infusion reaction, thus lowering the infusion rate before the reactions develop into
something that might lead to discontinuation of treatment. Third, subtle changes in the
manufacturing process of the drug may decrease the risk of immunological reactions
[178] Our first assumption was that there could be an explanation in the fact that during
the first years with TNF-inhibitors, there was a positive selection of patients with high
disease activity, and this patient group could be more prone to have an adverse reaction.
This seems not to be the case in our cohort, since the median DAS28-scores are on the
same level when making a yearly comparison over the study period (not shown).
Similar results have been shown for etanercept by Feltelius et al [179]
9.2

PAPER II

In this observational study we investigated the development of hours worked/week in
RA patients treated for up to five years with TNF-antagonists. At baseline the average
patient worked half-time, but during the first year of treatment this was increased by
approximately four hours. After the first year smaller annual improvements occurred.
The shape of the trajectory was similar to the development in measures of disease
activity, physical function and pain, although these measures had a more rapid
improvement and had reached a more pronounced plateau at one year. Assuming that
the patients’ work ability had remained unchanged over five years without biologic
treatment, the indirect cost gains from improved work ability in continuers would offset
approximately 40% of the drug cost.
The results from the current study are congruent with some previous studies on effects
on work ability of anti-TNF-treatment. Yelin et al found significant improvements in
hours worked/week over one year in patients treated with etanercept compared to
untreated patients and Allaire et al found a significant benefit in the subgroup with a
disease duration <11years [155,157]. Recently a study on certolizumab pegol (CZP),
the combination of CZP plus MTX showed significant improvements in productivity
both outside and within the home and resulted in more participation in social activities
compared with placebo plus MTX [180]. The results do, however, conflict with the
findings of Mittendorf et al, who could not detect any improvements in hours
worked/week over three years of follow-up, although work ability did not deteriorate
either, and Laas et al who found no substantial decrease in work-disability costs during
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the first year of treatment with infliximab [156,158]. The sources of these discrepancies
may be different length of follow-up, differences in disease severity in the samples
investigated, and differences in the labour market in the respective countries.
Furthermore, the lack of or specific choice of control group may also contribute.
Anti-TNF-treatment led to large and sustained improvements in both disease activity
and disease function over up to five years in this study, which was paralleled by
improvements in work ability. The small increases in work ability observed beyond
year one, at which time the clinical effect of TNF-antagonists stabilized may reflect
inertia in the labour market or at the patients’ work place. However, these small
improvements are valuable especially if the improvement in working hours is sustained
over several years.
It has been shown that early suppression of disease activity is essential for maintenance
of work capacity in patients with recent-onset rheumatoid arthritis [154]. The disease
leads to early consequences in the context of work capacity in the majority of cases, as
exemplified by a Swedish study with 15 years of follow-up reporting work disability
rates changing from 28% at study start to 44% at 15 years. HAQ was the only factor
that remained significant at all time points during the study period [44]. In the present
study we found that several of the same factors are important in established RA. For
example, disease status measured by HAQ at baseline remained strongly correlated
with work ability.
Anti-TNF-treatment has been shown to be highly efficacious in several subgroups of
patients, but is also very costly [9,12,18,151]. This makes it a natural candidate for
cost-effectiveness analysis with the aim of finding in which patient subgroups their use
provides good value for money. When performed from the perspective of the NHS, as
recommended by NICE, indirect costs are disregarded. Reimbursement authorities in
other countries, e.g. Sweden, require cost-effectiveness analyses to be performed from
the societal perspective, including also productivity losses. Direct data on productivity
effects of anti-TNF-treatment have henceforth been scarce, and indirect approaches
have been used in modelling attempts: evidence of HAQ-reductions while on treatment
has been coupled with other data sources showing a relationship between HAQ and
productivity [7]. The results from the current study provide direct data indicating that
anti-TNF-treatment results in significant gains elsewhere in the societal budget for
patients of working age. These data are of importance to inform decision makers facing
reimbursement judgments.
The strengths of this study were its long follow-up, population-based design with
prospectively collected data and availability to data on all three TNF-antagonists. Its
external generalizability is also a strength, as it was based on data from actual clinical
practice and patients were not subjected to strict inclusion and exclusion criteria, as in
randomized controlled trials.
The study was also afflicted by limitations. Firstly, there was no control group to which
the work ability changes could be compared to assess what would have happened
without treatment. However, RA is a progressive disease and work ability in RA
patients has been shown to be characterized by deteriorating work ability over time
34

[181]. Still we could demonstrate increases in hours worked. Furthermore, the mean
number of hours worked/week in the general population remained stable at
approximately 30 hours/week during the study period [182]. In the current study, the
overall hours worked/week by RA patients were approximately 10h lower at baseline, a
difference that was about halved after treatment initiation.
Mittendorf et al, who did not detect increases in work ability but no deterioration either
in an observational study, argued that prevention of further work loss in this patient
group may be a worthwhile goal. Hence it is likely that the actual productivity gains are
larger than the ones calculated based on the assumption of unchanged work ability over
time. There is, however, a risk of effect overestimation in observational studies such as
this, if anti-TNF treatment is initiated during a flare, and the observed gain is caused
partly by regression to the mean.
Although more patients increased their number of hours worked per week, some also
decreased, not only among full time workers. This is not evidence of absence of
regression to the mean, but the fact that variations occurred in both directions indicates
that treatment initiation did not necessarily happen when work ability was at its
minimum.
Secondly, work ability was assessed by self-report. Objective assessment through
retrieval of register data could potentially provide better information. It could also
provide answers regarding the potential regression to the mean effect, as the long term
sick-leave trajectory would be available.
Thirdly, data were only collected while patients were still on anti-TNF-treatment, not
after withdrawal. Hence the patients still on drug after five years were not a random
sample of the initial population, i.e. differential dropout is likely. Indeed, the
productivity gains were greater in continuers than discontinuers, and the results
regarding drug cost offsets can only be applied to the selected group of continuers.
Finally, impaired productivity while at work [183] and unpaid work were not assessed
in this study.

9.3

PAPER III/IV

In this prospective open-label study we investigated if it was possible to analyze the
early day-to-day course-of-disease in patients with RA starting treatment with
adalimumab using self-reported data from a PDA and if patient-reported joint counts
correlate with physician reported joint counts and if it is possible to use self-reported
data to calculate an DAS28 and determine clinical response to a new therapeutic using
the EULAR criteria.
A striking and previously unreported finding was the marked day-to-day variability of
patient-reported outcomes at baseline. This finding raises a distinct concern pertaining
to – most clearly - clinical trials, where baseline data including patient-derived ones are
collected only once, with subsequent measures of response being related to those
baseline values. In view of our findings it might be more appropriate to request patients
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to report such patient-reported outcomes several times over the course of one or two
weeks, using the average to form a compiled baseline for comparisons in the follow-up
period. This is especially important with one-dimensional instruments such as the VAS.
Improvements in hand function and emotional well-being after one week of treatment
correlated with improvements in both DAS28 and HAQ after three months, suggesting
that these rapid changes could serve as predictors of subsequent therapeutic efficacy.
Likewise, one-week improvements in pain, the ability to perform basic activities and
the severity of morning stiffness all correlated with the three-month improvement in
HAQ. These disease dimensions are not specifically captured by DAS28 and HAQ and
thus not regularly measured in clinical trials. However, the possibility to predict
treatment outcome at three months already after one week of treatment is obviously of
interest.
Several explanations could be considered for the correlation between early
improvements in hand function and subsequent improvements in DAS28. Clearly, since
20 of the joints included in the DAS28 are located in the hands a strong relationship
between the two outcomes was expected. However, the functional impact of the disease
on the smaller joints may respond faster to therapy than other disease aspects. Other
possible explanations for the early changes in the hands may be related to the fact the
patients were using their hands while handling the PDA, which might emphasize any
improvement in hand function from the patients’ perspective and it is also possible that
questions on a specific symptom may be easier to grasp and relate to than a more
general question on disease activity.
Correlations between improvements in hand function and in HAQ have been
demonstrated in several studies. Both Björk et al and Eberhardt et al found that the
specific measure of hand function Signals of Functional Impairment (SOFI), grip
ability test (GAT) and grip force correlated significantly with HAQ [184, 185]. Our
data are in line with these studies since improvements in hand function and basic
activities correlated with improvements in HAQ. However, ours is the first study to
demonstrate that improvements in hand function precede and, as it were, predict those
in overall disease activity and function.
There was an excellent correlation between patient reported joint counts correlated and
physician joint counts at both baseline and at three months follow-up, although the
correlation at follow-up was lower than at baseline. The latter finding could be
attributed to the low levels of swollen and tender joints in many patients following
treatment the impact of a one-joint difference becoming disproportionately large in that
case. As shown in previous studies [186-188] the correlation was lower for swollen
joint counts than for tender joint counts reflecting the difficulty for an untrained person
to distinguish between a true swollen joint and a joint that is enlarged due to other
reasons (bony deformation, swelling of other structures near the joint etc). However,
using patient-reported joint counts resulted in similar improvements in DAS28 as when
using physician-reported joint counts. Physician global VAS and HAQ correlated with
joint counts regardless of reporter at both baseline and follow up. The correlation
between joint count and physician global VAS increased during the study period for
both patient reported and physician reported data.
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Patient reported joint counts have been studied previously and have been found to be
reproducible [186,189] and correlate with physician reported joint counts as well as be
responsive to natural changes in disease activity [186]. The reliability of patient
reported joint counts improves when patients receive a simple training [187]. In our
study the patients did not receive any training but most of the patients had established
RA which may explain the excellent correlation. The fact that in patients with early RA
the correlations were weaker suggests that patients learn to recognise a true swollen
joint with time. Our study also suggests that patient reported joint counts are as
sensitive to treatment response as physician reported joint counts as the number of
patients with good or no EULAR response did not differ at the group level. However
there where some differences at the individual level, many of them for patients close to
the cut offs. Another advantage of using patient-reported data is the possibility of an
increased reproducibility with the patient being the sole reporter. Especially since most
clinical trials and clinical research studies in RA require that the joint count is
performed by the same observer at each assessment due to lack of reproducibility
between physicians [190]. Using patient-derived joint counts might also save time in
the patient-physician encounter although this was not measured directly in our study.
The use of digital assistants to collect patient self-reported data has been validated in
patients with stable RA [191-193]. In a recent review on studies comparing PDAs to
pen and paper the former were found to outperform the latter in the collection of patient
data. The PDA method led to improved protocol compliance and PDAs were preferred
over pen and paper although the number of missing data may be higher due to technical
problems [194]. The patients in our study had no problems in accepting or using the
PDA as a way of collecting self-reported data, in fact several of the patients reported
more frequently than requested (omitted in the analyses) and expressed appreciation
over the instrument.
The prospectively collected data from a well defined population is one of the strengths
of this study. The external generalizability was high as the study was based on data
from actual clinical practice and patients were not subjected to strict inclusion and
exclusion criteria, as in randomized controlled trials. The fact that it was possible to
measure treatment response accurately when using patient reported joint counts is the
key result from this study. EULAR response by patient reported data was accurate and
in concordance with EULAR response by physician reported data. The study also had
limitations. Firstly, there was no control group to which the improvements could be
compared. There is, also, a risk of effect overestimation in observational studies such as
this, if anti-TNF treatment is initiated during a flare, and the observed gain is caused
partly by regression to the mean.
Being both time-saving and capturing the fluctuations of the disease progress without
risk of recall bias the use of PDAs or other digital instruments (such as websites [193])
could be very helpful in clinical practice. In the future patient self-reported data could
be linked to the patient records giving the treating physician a regular update on disease
status without the time consuming logistics of a scheduled visit/phone consultation.
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10 CONCLUDING REMARKS AND FUTURE
PERSPECTIVES
The development of biological agents has been a major breakthrough in the treatment
of RA and other types of inflammatory arthritis such as psoriatic arthritis and
ankylosing spondarthritis as well as other autoimmune diseases such as Crohn’s
disease. TNF-inhibitors for the treatment of RA have been extensively studied in RCTs,
open-label extension studies, strategy trials as well as registry studies, all of which have
given important contributions regarding the efficacy and safety of these agents. Careful
evaluation at treatment initiation and long-term surveillance of the patients will
continue to be important to monitor the TNF-inhibitors place in the treatment strategy
of RA.
A distinct concern is represented by the high cost of these agents. As the biological
therapies that are now available for RA and other diseases are generally needed
chronically in these substantial patient populations, an ongoing debate regarding costeffectiveness will be required with input from clinicians, patients, government and the
community. Our study on work-force participation gives promising indications that the
money may be very well spent. The increase in work-force participation over up to five
years in a group of patients typically expected to experience progressively deteriorating
work ability could lead to significant indirect cost benefits to both patients and society.
Other possibilities to cut direct costs may very well lie in developments in
biotechnology which may decrease production costs. In the longer term, the growth in
understanding of pathological mechanisms underlying RA at the genetic and
environmental level as well as the molecular and cellular level has triggered an
avalanche of new biological therapies for this disabling disease and there is hope that
the current biologic agents such as the TNF-inhibitors will eventually be replaced by
even more effective, safe and cost-effective therapies.
The opportunity to treat newly diagnosed RA aggressively in the early phase of the
disease and subsequently withdraw the treatment if the patient reaches remission is
exciting and may lead to further increases in quality of life at a lower direct cost. This
however needs to be studied more extensively and with a sufficient length and form of
follow-up. The inclusion of patient-reported data on joint status and other health
measurements through digital solutions such as the internet would be both time-saving
and give early and accurate information on the fluctuations of the patients individual
disease progress without risk of recall bias. If linked to the patient records patientreported data could give the treating physician a regular update on disease status
without time consuming logistics, for both patient and physician, of a scheduled
visit/phone consultation.
Registries and observational studies offer an excellent opportunity to study the effects
of different treatment strategies in a clinically relevant setting, with full information on
and naturalistic managing of concomitant medication etc. The experiences from these
studies will lead to a more safe and effective use of the available agents.
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11 SVENSK SAMMANFATTNING
Reumatoid artrit (RA) är en kronisk inflammatorisk ledsjukdom som karaktäriseras av
smärta, stelhet och svullnad i lederna samt en tilltagande funktionsnedsättning
allteftersom sjukdomen framåtskrider. Sjukdomen förekommer hos ca 1 % av
befolkningen och den drabbar i större utsträckning kvinnor än män (3:1).
Karaktäristiskt för sjukdomen är inflammation av synovialmembranet (ledernas tunna
inre hinna), men även andra organsystem (som tex lungsäck, njurar, blodkärl mfl) kan
drabbas. I den inflammatoriska processen frisätts proinflammatoriska signalsubstanser,
cytokiner, som ytterligare driver på inflammationen vilket leder till skador på ledens
brosk, senor och ben. De skador som uppstår i brosk och ben kan noteras via
röntgenundersökning, och de flesta patienter har röntgenförändringar redan inom ett
eller ett par år från symtomdebut. Sjukdomens förlopp är mycket individuellt med olika
grad av leddestruktion och funktionsnedsättning. Sjukdomens effekter är således
omfattande och resulterar inte bara i en sänkt livskvalitet för den enskilda patienten
utan innebär även stora kostnader för samhället i form av produktionsbortfall och
sjukvårdsbelastning.
På senare tid har det tack vare utvecklingen inom den biomolekylära teknologin
tillkommit nya möjligheter att behandla RA i och med möjligheten att klona de
cytokiner och receptorer som är involverade i den inflammatoriska processen och
därmed producera proteiner som specifikt motverkar deras effekt. Dessa läkemedel
kallas med ett samlingsnamn biologiska läkemedel. Den största nackdelen med
samtliga biologiska läkemedel är de höga kostnaderna. Ett års behandling kostar ca 140
000 kr i rena läkemedelskostnader. Den kostnaden bör dock inte vägas enbart mot den
påtagliga förbättringen i livskvalitet för patienterna, utan även mot vinster i form av
minskningar i andra sjukvårdskostnader (i synnerhet i samband med operationer),
minskad funktionsnedsättning, och därmed ökad arbetsförmåga, och ökat oberoende av
samhällets övriga resurser. Den här avhandlingen omfattar Enbrel (etanercept), Humira
(adalimumab), och Remicade (infliximab) som verkar genom att binda upp TNF (tumör
nekros faktor alfa, en av många proinflammatoriska cytokiner) och förhindra dess
bindning till receptorer och därigenom motverka dess biologiska effekter.
Huvudsyftet med den här avhandlingen är att undersöka hur dessa läkemedel fungerar i
en vanlig patientpopulation hämtad från STURE-registret i Stockholm som är en del av
det nationella registret ARTIS. De patienter som ingår i kliniska prövningar av
läkemedel motsvarar tyvärr inte alltid den kliniska verkligheten. Exklusionskriterierna
utesluter ofta patienter med mer än en sjukdom, hög ålder (eller för all del även låg
ålder) och andra faktorer som kan störa utfallet. Detta gör att den information man får
av prövningarna är begränsad och ytterligare uppföljning behövs för att kunna visa den
sanna bilden av ett läkemedels effekter. Genom att följa patienterna prospektivt i ett
register får man full insyn i övriga co morbiditeter, läkemedelsbehandling mm som kan
påverka behandlingsresultatet.
I den första studien har vi undersökt möjliga riskfaktorer till infusionsreaktioner vid
behandling med infliximab. Vi fann att samtidig användning av Prednisolon (kortison)
hade en skyddande inverkan medan hög funktionspåverkan, förhöjd sänka, hög
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sjukdomsaktivitet och behandling med flera sjukdomsmodifierande läkemedel innan
behandlingen med infliximab alla bidrog till att öka risken för infusionsreaktioner.
Glädjande nog har antalet infusionsreaktioner minskat med åren, vi kan bara spekulera i
orsaken till detta men troligen är det tätt sammankopplat med en ökad erfarenhet hos
behandlande läkare och sjuksköterskor.
I den andra studien har vi undersökt huruvida arbetsförmågan påverkades av
behandling med TNF-blockare. Patienter mellan 18 och 55 år ingick i studien och data
från deras första behandling med TNF-blockare (det är relativt vanligt att patienterna
kan ha behandlats med mer än en TNF-blockare) analyserades. Vi fann att
arbetsförmågan ökade med i snitt 4 timmar/vecka (från i medeltal 20 timmar/vecka)
under det första behandlingsåret och varje efterföljande behandlingsår gav ytterligare
30min/vecka. Ökningen i arbetsförmåga speglades av en motsvarande minskning i
sjukdomsaktivitet och smärta samt en ökad funktionsförmåga. Då arbetsförmågan i
allmänhet minskar pga RA så är detta mycket glädjande både för den enskilda patienten
och för samhället då produktionsbortfall är den enskilt största kostnaden för RA.
I studie tre och fyra har vi följt patienterna mycket intensivt under de tre första
månaderna av behandling med adalimumab. Vi har dessutom undersökt om
självrapporterade data från den första behandlingsveckan kan prediktera
behandlingssvar vid tre månader samt om självrapporterad ledstatus korrelerar med den
ledundersökning som doktorn gör. För att mäta tidiga behandlingseffekter utrustades
patienterna med handdatorer och fick svara på frågor om sin hälsostatus med täta
intervall, ledstatus fick de rapportera in innan behandlingsstart samt vid tre månader.
Redan efter en vecka såg man signifikanta förbättringar i flertalet av de
självrapporterade uppgifterna. Förbättring i handfunktion, förmåga att klara av basala
aktiveter, trötthet och emotionellt välmående korrelerade med en positiv
behandlingseffekt efter tre månader. I framtiden skulle dylika uppgifter kunna användas
till att på ett tidigare stadium fatta beslut om aktuell behandling. Självrapporterad
ledstatus överensstämde med den undersökning som behandlande doktor gjorde både
innan behandlingsstart och vid tre månader. Möjligheten för patienten att själv lämna
uppgifter om sin ledstatus har flera fördelar. Dels minskar variabiliteten då det är
samma person som utför undersökningen, dels är det tidsbesparande; patienten kan
själv ringa in och meddela sin ledstatus till behandlande doktor som utifrån detta kan
fatta beslut om ett besök är nödvändigt eller ej.
Sammanfattningsvis så bekräftar resultaten i denna avhandling att TNF-blockare utgör
en effektiv behandling av RA. Vi har dessutom visat på potentiella fördelar med
avseende på ökad arbetsförmåga samt utforskat möjligheten att tidigt få information om
behandlingseffekt genom självrapporterade data. Registerstudier är ett utmärkt verktyg
för att undersöka behandlingseffekter i en kliniskt relevant miljö, fortsatt uppföljning av
samtliga biologiska läkemedel kommer att ge värdefull kompletterande information om
deras plats i behandlingsstrategin för RA.

40

12 ACKNOWLEDGEMENTS
I wish to express my sincere gratitude to the following people who have supported me
throughout my PhD studies:
Ronald van Vollenhoven my main supervisor for all your support and patience while
showing me how to think, work and write like a scientist and guiding me through the
labyrinth of PhD studies. For always taking time to listen and give constructive
feedback and sharing your thoughts on both life and science with me. I have learned so
much from you and I will always be grateful.
Staffan Eksborg my co supervisor and statistical coach. For your support and
enthusiasm even in the smallest of matters. For always being there with a word of
advice – even the ones I didn’t want to hear at the time – and a contagious laugh to get
me through the day. I hereby promise to never use a comma in a table ever again!
Lars Klareskog my co supervisor for creating a good scientific atmosphere at the
clinic and for making it possible for so many students to be introduced to the world of
science.
Present and former Heads of the Rheumatology Clinic Johan Bratt and Ralph Nisell
for assuring a positive working atmosphere and support. A special thanks for the
opportunity to work clinically with patient education, it has been so much fun and also
a great learning experience.
Seija Johansson for making me feel so welcome at the clinic that first scary day in the
autumn of 2001. Without your kindness and support I would never have discovered the
intriguing world of rheumatology. Thank you!
Apoteket AB and Apoteket Farmaci AB for supporting me financially.
Ulrika Aronowitsh for making it possible to conduct my research as part of my
ordinary employment. For moral support in difficult carrier decisions and an extra
thanks for style advice when it comes to really important things such as shoes and
handbags.
My co-authors Sofia Ernestam, Martin Neovius, Lennart Jacobsson, Ingemar
Petersson, Solbritt Rantapää-Dahlqvist, Annika Teleman, Jan-Åke Nilsson,
Cheryl Cullinane-Carli, Thorunn Jonsdottir, Eleanor Gullström. I have learned so
much from you, thank you!
Colleagues and friends at the clinic for creating a good working environment and
making the Rheumatology Unit such an exciting and enjoyable place to work. I will
miss you all! A special thanks to UD: Birgitta and Cheryl for nice talks on science and
life in general and to the Rheumachor for making my last semester at the clinic a
harmonic one (at least every once in a while )

41

Gunnel Bemerfeldt and Susanne (Doris) Karlfeldt for always giving excellent
support and for being so patient with all my questions.
Friends and colleagues at Apoteket/Apoteket Farmaci
Carin, Christine, Ingrid, Karin, Malin och Nima för stöd och bollplankssupport både
vad det gäller arbetet och balansen med privatlivet. LIC (“past and present”) Gunilla,
Eva, Mohammad, Ali, Therese, Leif och Åsa. Ett särskilt tack till Leif för kloka råd
kring livet och till mina sambos Åsa och Therese för stöd och skratt under långa
arbetsdagar. ”Forsken”, tack för stöd och uppmuntran och utfodring med godis under
förmiddagsfikat, Carina: keep smiling och glöm inte tandtråden! 
Friends (or rather extended family):
Mina kära vänner: Tack för att ni alla påmint mig om livet utanför forskningsbubblan,
jag är så glad att det nu (äntligen!) finns mer tid för lek och umgänge!
Ett speciellt tack till: Erika, Lee, Karin, Martina och Anna från de gyllene åren på
Göteborgs Nation. Är det verkligen flera år sedan vi hade mellanfester i korridoren,
dansade runt Snerkes, gick på Lökmiddagar och lördagsfikade tills köket var tomt?
Chokladvänner i nöd och lust: Linnea, Lojs och Tesan må vi alltid fortsätta att
undersöka exakt hur mycket vin, oliver och choklad man kan inta på en kväll. Jag tror
svaret kräver mångåriga studier (tack och lov!).
Family
Yvonne, Tommy, Maria och Johan ni är världens bästa extrafamilj. Det känns så
lyxigt att ha fått er ”på köpet”.
Mamma och Pappa stort tack för alla godnattsagor när jag var liten! De lärde mig att
vara nyfiken på allt och alla! Tack för att ni alltid tror och lyssnar på mig i stort och
smått. John, bror och vän, nu kanske jag hinner bjuda på middag någon gång ibland .
Tack för att du vidgar mina vyer inom humaniora!
Daniel, Master of Excel, mästerkock, privat datakonsult, coach, bästa vän och underbar
make. Tack för allt stöd såväl själsligt som rent handgripligt när datafilerna och jag var
osams. Tack för alla roliga saker du får mig att prova när jag tror att jag inte törs, tack
för världens godaste lasagne och för att du alltid finns där. Utan dig skulle detta aldrig
ha gått vägen! Puss!

42

13 REFERENCES
1. Firestein G. Etiology of Rheumatoid Arthritis. In: Kelley's textbook of
Rheumatology. 7 ed: Elsevier Science, 2005.
2. Fex E, Jonsson K, Johnson U, Eberhardt K. Development of radiographic damage
during the first 5-6 yr of rheumatoid arthritis. A prospective follow-up study of a
Swedish cohort. Br J Rheumatol 1996;35(11):1106-15.
3. Fuchs HA, Kaye JJ, Callahan LF, Nance EP, Pincus T. Evidence of significant
radiographic damage in rheumatoid arthritis within the first 2 years of disease. J
Rheumatol 1989;16(5):585-91.
4. Mottonen TT. Prediction of erosiveness and rate of development of new erosions in
early rheumatoid arthritis. Ann Rheum Dis 1988;47(8):648-53.
5. Harris E. Clinical features of rheumatoid arthritis. In: Kelley's Textbook of
Rheumatology. 7 ed: Elsevier Science, 2005.
6. Watson DJ, Rhodes T, Guess HA. All-cause mortality and vascular events among
patients with rheumatoid arthritis, osteoarthritis, or no arthritis in the UK General
Practice Research Database. J Rheumatol 2003;30(6):1196-202.
7. Kobelt G, Eberhardt K, Jonsson L, Jonsson B. Economic consequences of the
progression of rheumatoid arthritis in Sweden. Arthritis Rheum 1999;42(2):347-56.
8. Maini R, St Clair EW, Breedveld F, Furst D, Kalden J, Weisman M, et al.
Infliximab (chimeric anti-tumour necrosis factor alpha monoclonal antibody) versus
placebo in rheumatoid arthritis patients receiving concomitant methotrexate: a
randomised phase III trial. ATTRACT Study Group. Lancet 1999;354(9194):1932-9.
9. Lipsky PE, van der Heijde DM, St Clair EW, Furst DE, Breedveld FC, Kalden JR,
et al. Infliximab and methotrexate in the treatment of rheumatoid arthritis. AntiTumor Necrosis Factor Trial in Rheumatoid Arthritis with Concomitant Therapy
Study Group. N Engl J Med 2000;343(22):1594-602.
10. St Clair EW, van der Heijde DM, Smolen JS, Maini RN, Bathon JM, Emery P, et
al. Combination of infliximab and methotrexate therapy for early rheumatoid arthritis:
a randomized, controlled trial. Arthritis Rheum 2004;50(11):3432-43.
11. Quinn MA, Conaghan PG, O'Connor PJ, Karim Z, Greenstein A, Brown A, et al.
Very early treatment with infliximab in addition to methotrexate in early, poorprognosis rheumatoid arthritis reduces magnetic resonance imaging evidence of
synovitis and damage, with sustained benefit after infliximab withdrawal: results
from a twelve-month randomized, double-blind, placebo-controlled trial. Arthritis
Rheum 2005;52(1):27-35.
12. Westhovens R, Yocum D, Han J, Berman A, Strusberg I, Geusens P, et al. The
safety of infliximab, combined with background treatments, among patients with
rheumatoid arthritis and various comorbidities: a large, randomized, placebocontrolled trial. Arthritis Rheum 2006;54(4):1075-86.

43

13. Moreland LW, Schiff MH, Baumgartner SW, Tindall EA, Fleischmann RM,
Bulpitt KJ, et al. Etanercept therapy in rheumatoid arthritis. A randomized, controlled
trial. Ann Intern Med 1999;130(6):478-86.
14. Weinblatt ME, Kremer JM, Bankhurst AD, Bulpitt KJ, Fleischmann RM, Fox RI,
et al. A trial of etanercept, a recombinant tumor necrosis factor receptor:Fc fusion
protein, in patients with rheumatoid arthritis receiving methotrexate. N Engl J Med
1999;340(4):253-9.
15. Bathon JM, Martin RW, Fleischmann RM, Tesser JR, Schiff MH, Keystone EC,
et al. A comparison of etanercept and methotrexate in patients with early rheumatoid
arthritis. N Engl J Med 2000;343(22):1586-93.
16. Klareskog L, van der Heijde D, de Jager JP, Gough A, Kalden J, Malaise M, et al.
Therapeutic effect of the combination of etanercept and methotrexate compared with
each treatment alone in patients with rheumatoid arthritis: double-blind randomised
controlled trial. Lancet 2004;363(9410):675-81.
17. van der Heijde D, Klareskog L, Rodriguez-Valverde V, Codreanu C, Bolosiu H,
Melo-Gomes J, et al. Comparison of etanercept and methotrexate, alone and
combined, in the treatment of rheumatoid arthritis: two-year clinical and radiographic
results from the TEMPO study, a double-blind, randomized trial. Arthritis Rheum
2006;54(4):1063-74.
18. Weinblatt ME, Keystone EC, Furst DE, Moreland LW, Weisman MH, Birbara
CA, et al. Adalimumab, a fully human anti-tumor necrosis factor alpha monoclonal
antibody, for the treatment of rheumatoid arthritis in patients taking concomitant
methotrexate: the ARMADA trial. Arthritis Rheum 2003;48(1):35-45.
19. van de Putte LB, Atkins C, Malaise M, Sany J, Russell AS, van Riel PL, et al.
Efficacy and safety of adalimumab as monotherapy in patients with rheumatoid
arthritis for whom previous disease modifying antirheumatic drug treatment has
failed. Ann Rheum Dis 2004;63(5):508-16.
20. Furst DE, Schiff MH, Fleischmann RM, Strand V, Birbara CA, Compagnone D,
et al. Adalimumab, a fully human anti tumor necrosis factor-alpha monoclonal
antibody, and concomitant standard antirheumatic therapy for the treatment of
rheumatoid arthritis: results of STAR (Safety Trial of Adalimumab in Rheumatoid
Arthritis). J Rheumatol 2003;30(12):2563-71.
21. Breedveld FC, Weisman MH, Kavanaugh AF, Cohen SB, Pavelka K, van
Vollenhoven R, et al. The PREMIER study: A multicenter, randomized, double-blind
clinical trial of combination therapy with adalimumab plus methotrexate versus
methotrexate alone or adalimumab alone in patients with early, aggressive
rheumatoid arthritis who had not had previous methotrexate treatment. Arthritis
Rheum 2006;54(1):26-37.
22. Silman AJ HM. Epidemiology of the rheumatic diseases. 2 ed. Oxford: Oxford
University Press, 2001.
23. Soderlin MK, Borjesson O, Kautiainen H, Skogh T, Leirisalo-Repo M. Annual
incidence of inflammatory joint diseases in a population based study in southern
Sweden. Ann Rheum Dis 2002;61(10):911-5.

44

24. Gabriel SE, Michaud K. Epidemiological studies in incidence, prevalence,
mortality, and comorbidity of the rheumatic diseases. Arthritis Res Ther
2009;11(3):229.
25. Simonsson M, Bergman S, Jacobsson LT, Petersson IF, Svensson B. The
prevalence of rheumatoid arthritis in Sweden. Scand J Rheumatol 1999;28(6):340-3.
26. Jacobsson LT, Hanson RL, Knowler WC, Pillemer S, Pettitt DJ, McCance DR, et
al. Decreasing incidence and prevalence of rheumatoid arthritis in Pima Indians over
a twenty-five-year period. Arthritis Rheum 1994;37(8):1158-65.
27. Silman AJ, Ollier W, Holligan S, Birrell F, Adebajo A, Asuzu MC, et al. Absence
of rheumatoid arthritis in a rural Nigerian population. J Rheumatol 1993;20(4):61822.
28. Sokka T, Abelson B, Pincus T. Mortality in rheumatoid arthritis: 2008 update.
Clin Exp Rheumatol 2008;26(5 Suppl 51):S35-61.
29. Bergstrom U, Jacobsson LT, Turesson C. Cardiovascular morbidity and mortality
remain similar in two cohorts of patients with long-standing rheumatoid arthritis seen
in 1978 and 1995 in Malmo, Sweden. Rheumatology (Oxford) 2009;48(12):1600-5.
30. Choy EH, Panayi GS. Cytokine pathways and joint inflammation in rheumatoid
arthritis. N Engl J Med 2001;344(12):907-16.
31. Feldmann M, Maini RN. The role of cytokines in the pathogenesis of rheumatoid
arthritis. Rheumatology (Oxford) 1999;38 Suppl 2:3-7.
32. Smith JB, Haynes MK. Rheumatoid arthritis--a molecular understanding. Ann
Intern Med 2002;136(12):908-22.
33. Jawaheer D, Gregersen PK. Rheumatoid arthritis. The genetic components.
Rheum Dis Clin North Am 2002;28(1):1-15, v.
34. Pedersen M, Jacobsen S, Klarlund M, Pedersen BV, Wiik A, Wohlfahrt J, et al.
Environmental risk factors differ between rheumatoid arthritis with and without autoantibodies against cyclic citrullinated peptides. Arthritis Res Ther 2006;8(4):R133.
35. Pedersen M, Jacobsen S, Garred P, Madsen HO, Klarlund M, Svejgaard A, et al.
Strong combined gene-environment effects in anti-cyclic citrullinated peptidepositive rheumatoid arthritis: a nationwide case-control study in Denmark. Arthritis
Rheum 2007;56(5):1446-53.
36. Linn-Rasker SP, van der Helm-van Mil AH, van Gaalen FA, Kloppenburg M, de
Vries RR, le Cessie S, et al. Smoking is a risk factor for anti-CCP antibodies only in
rheumatoid arthritis patients who carry HLA-DRB1 shared epitope alleles. Ann
Rheum Dis 2006;65(3):366-71.
37. van der Helm-van Mil AH, Verpoort KN, le Cessie S, Huizinga TW, de Vries RR,
Toes RE. The HLA-DRB1 shared epitope alleles differ in the interaction with
smoking and predisposition to antibodies to cyclic citrullinated peptide. Arthritis
Rheum 2007;56(2):425-32.
38. Klareskog L, Stolt P, Lundberg K, Kallberg H, Bengtsson C, Grunewald J, et al.
A new model for an etiology of rheumatoid arthritis: smoking may trigger HLA-DR

45

(shared epitope)-restricted immune reactions to autoantigens modified by
citrullination. Arthritis Rheum 2006;54(1):38-46.
39. Liao KP, Alfredsson L, Karlson EW. Environmental influences on risk for
rheumatoid arthritis. Curr Opin Rheumatol 2009;21(3):279-83.
40. Luukkainen R, Isomaki H, Kajander A. Prognostic value of the type of onset of
rheumatoid arthritis. Ann Rheum Dis 1983;42(3):274-5.
41. Rupp I, Boshuizen HC, Dinant HJ, Jacobi CE, van den Bos GA. Disability and
health-related quality of life among patients with rheumatoid arthritis: association
with radiographic joint damage, disease activity, pain, and depressive symptoms.
Scand J Rheumatol 2006;35(3):175-81.
42. Kobelt G, Jonsson L, Lindgren P, Young A, Eberhardt K. Modeling the
progression of rheumatoid arthritis: a two-country model to estimate costs and
consequences of rheumatoid arthritis. Arthritis Rheum 2002;46(9):2310-9.
43. Hurst NP, Kind P, Ruta D, Hunter M, Stubbings A. Measuring health-related
quality of life in rheumatoid arthritis: validity, responsiveness and reliability of
EuroQol (EQ-5D). Br J Rheumatol 1997;36(5):551-9.
44. Eberhardt K, Larsson BM, Nived K, Lindqvist E. Work disability in rheumatoid
arthritis--development over 15 years and evaluation of predictive factors over time. J
Rheumatol 2007;34(3):481-7.
45. Kobelt G. Health economic issues in rheumatoid arthritis. Scand J Rheumatol
2006;35(6):415-25.
46. Arnett FC, Edworthy SM, Bloch DA, McShane DJ, Fries JF, Cooper NS, et al.
The American Rheumatism Association 1987 revised criteria for the classification of
rheumatoid arthritis. Arthritis Rheum 1988;31(3):315-24.
47. McQueen FM. The MRI view of synovitis and tenosynovitis in inflammatory
arthritis: implications for diagnosis and management. Ann N Y Acad Sci
2009;1154:21-34.
48. Marzo-Ortega H, Tanner SF, Rhodes LA, Tan AL, Conaghan PG, Hensor EM, et
al. Magnetic resonance imaging in the assessment of metacarpophalangeal joint
disease in early psoriatic and rheumatoid arthritis. Scand J Rheumatol 2009;38(2):7983.
49. Dougados M, Jousse-Joulin S, Mistretta F, D'Agostino MA, Backhaus M, Bentin
J, et al. Evaluation of several ultrasonography scoring systems of synovitis and
comparison to clinical examination: Results from a prospective multi-center study of
rheumatoid arthritis. Ann Rheum Dis 2009.
50. Emery P, Durez P, Dougados M, Legerton CW, Becker JC, Vratsanos G, et al.
The impact of T-cell co-stimulation modulation in patients with undifferentiated
inflammatory arthritis or very early rheumatoid arthritis: a clinical and imaging study
of abatacept. Ann Rheum Dis 2009.
51. Lisse JR. Does rheumatoid factor always mean arthritis? Postgrad Med
1993;94(6):133-4, 39.

46

52. Rantapaa-Dahlqvist S, de Jong BA, Berglin E, Hallmans G, Wadell G, Stenlund
H, et al. Antibodies against cyclic citrullinated peptide and IgA rheumatoid factor
predict the development of rheumatoid arthritis. Arthritis Rheum 2003;48(10):27419.
53. Felson DT, Anderson JJ, Boers M, Bombardier C, Chernoff M, Fried B, et al. The
American College of Rheumatology preliminary core set of disease activity measures
for rheumatoid arthritis clinical trials. The Committee on Outcome Measures in
Rheumatoid Arthritis Clinical Trials. Arthritis Rheum 1993;36(6):729-40.
54. Felson DT, Anderson JJ, Boers M, Bombardier C, Furst D, Goldsmith C, et al.
American College of Rheumatology. Preliminary definition of improvement in
rheumatoid arthritis. Arthritis Rheum 1995;38(6):727-35.
55. van der Heijde DM, van 't Hof M, van Riel PL, van de Putte LB. Development of
a disease activity score based on judgment in clinical practice by rheumatologists. J
Rheumatol 1993;20(3):579-81.
56. van Gestel AM, Prevoo ML, van 't Hof MA, van Rijswijk MH, van de Putte LB,
van Riel PL. Development and validation of the European League Against
Rheumatism response criteria for rheumatoid arthritis. Comparison with the
preliminary American College of Rheumatology and the World Health
Organization/International League Against Rheumatism Criteria. Arthritis Rheum
1996;39(1):34-40.
57. Prevoo ML, van 't Hof MA, Kuper HH, van Leeuwen MA, van de Putte LB, van
Riel PL. Modified disease activity scores that include twenty-eight-joint counts.
Development and validation in a prospective longitudinal study of patients with
rheumatoid arthritis. Arthritis Rheum 1995;38(1):44-8.
58. van der Heijde DM, van Leeuwen MA, van Riel PL, Koster AM, van 't Hof MA,
van Rijswijk MH, et al. Biannual radiographic assessments of hands and feet in a
three-year prospective followup of patients with early rheumatoid arthritis. Arthritis
Rheum 1992;35(1):26-34.
59. Fries JF, Spitz P, Kraines RG, Holman HR. Measurement of patient outcome in
arthritis. Arthritis Rheum 1980;23(2):137-45.
60. Kobelt G, Lindgren P, Lindroth Y, Jacobson L, Eberhardt K. Modelling the effect
of function and disease activity on costs and quality of life in rheumatoid arthritis.
Rheumatology (Oxford) 2005;44(9):1169-75.
61. Mottonen T, Hannonen P, Leirisalo-Repo M, Nissila M, Kautiainen H, Korpela
M, et al. Comparison of combination therapy with single-drug therapy in early
rheumatoid arthritis: a randomised trial. FIN-RACo trial group. Lancet
1999;353(9164):1568-73.
62. Boers M, Verhoeven AC, Markusse HM, van de Laar MA, Westhovens R, van
Denderen JC, et al. Randomised comparison of combined step-down prednisolone,
methotrexate and sulphasalazine with sulphasalazine alone in early rheumatoid
arthritis. Lancet 1997;350(9074):309-18.
63. Lard LR, Boers M, Verhoeven A, Vos K, Visser H, Hazes JM, et al. Early and
aggressive treatment of rheumatoid arthritis patients affects the association of HLA

47

class II antigens with progression of joint damage. Arthritis Rheum 2002;46(4):899905.
64. Landewe RB, Geusens P, van der Heijde DM, Boers M, van der Linden SJ,
Garnero P. Arthritis instantaneously causes collagen type I and type II degradation in
patients with early rheumatoid arthritis: a longitudinal analysis. Ann Rheum Dis
2006;65(1):40-4.
65. van Vollenhoven RF. Treatment of rheumatoid arthritis: state of the art 2009. Nat
Rev Rheumatol 2009;5(10):531-41.
66. Pincus T, Sokka T, Kautiainen H. Patients seen for standard rheumatoid arthritis
care have significantly better articular, radiographic, laboratory, and functional status
in 2000 than in 1985. Arthritis Rheum 2005;52(4):1009-19.
67. van Vollenhoven RF, Klareskog L. The treatment of rheumatoid arthritis: getting
better all the time? Arthritis Rheum 2005;52(4):991-4.
68. Wolfe F, Hawley DJ, Cathey MA. Termination of slow acting antirheumatic
therapy in rheumatoid arthritis: a 14-year prospective evaluation of 1017 consecutive
starts. J Rheumatol 1990;17(8):994-1002.
69. Keystone EC, Genovese MC, Klareskog L, Hsia EC, Hall ST, Miranda PC, et al.
Golimumab, a human antibody to tumour necrosis factor {alpha} given by monthly
subcutaneous injections, in active rheumatoid arthritis despite methotrexate therapy:
the GO-FORWARD Study. Ann Rheum Dis 2009;68(6):789-96.
70. Smolen J, Landewe RB, Mease P, Brzezicki J, Mason D, Luijtens K, et al.
Efficacy and safety of certolizumab pegol plus methotrexate in active rheumatoid
arthritis: the RAPID 2 study. A randomised controlled trial. Ann Rheum Dis
2009;68(6):797-804.
71. Fleischmann RM, Schechtman J, Bennett R, Handel ML, Burmester GR, Tesser J,
et al. Anakinra, a recombinant human interleukin-1 receptor antagonist (r-metHuIL1ra), in patients with rheumatoid arthritis: A large, international, multicenter, placebocontrolled trial. Arthritis Rheum 2003;48(4):927-34.
72. Edwards JC, Szczepanski L, Szechinski J, Filipowicz-Sosnowska A, Emery P,
Close DR, et al. Efficacy of B-cell-targeted therapy with rituximab in patients with
rheumatoid arthritis. N Engl J Med 2004;350(25):2572-81.
73. Kremer JM, Westhovens R, Leon M, Di Giorgio E, Alten R, Steinfeld S, et al.
Treatment of rheumatoid arthritis by selective inhibition of T-cell activation with
fusion protein CTLA4Ig. N Engl J Med 2003;349(20):1907-15.
74. Smolen JS, Beaulieu A, Rubbert-Roth A, Ramos-Remus C, Rovensky J, Alecock
E, et al. Effect of interleukin-6 receptor inhibition with tocilizumab in patients with
rheumatoid arthritis (OPTION study): a double-blind, placebo-controlled, randomised
trial. Lancet 2008;371(9617):987-97.
75. Baslund B, Tvede N, Danneskiold-Samsoe B, Larsson P, Panayi G, Petersen J, et
al. Targeting interleukin-15 in patients with rheumatoid arthritis: a proof-of-concept
study. Arthritis Rheum 2005;52(9):2686-92.

48

76. Smeets RL, van de Loo FA, Arntz OJ, Bennink MB, Joosten LA, van den Berg
WB. Adenoviral delivery of IL-18 binding protein C ameliorates collagen-induced
arthritis in mice. Gene Ther 2003;10(12):1004-11.
77. Gottlieb A, Menter A, Mendelsohn A, Shen YK, Li S, Guzzo C, et al.
Ustekinumab, a human interleukin 12/23 monoclonal antibody, for psoriatic arthritis:
randomised, double-blind, placebo-controlled, crossover trial. Lancet
2009;373(9664):633-40.
78. Dorner T, Burmester GR. New approaches of B-cell-directed therapy: beyond
rituximab. Curr Opin Rheumatol 2008;20(3):263-8.
79. Stanczyk J OC, Gay S. Is there a future for small molecule drugs in the treatment
of rheumatic diseases? Curr Opin Rheumatol. 2008;3:257-62.
80. Emery P, Breedveld FC, Hall S, Durez P, Chang DJ, Robertson D, et al.
Comparison of methotrexate monotherapy with a combination of methotrexate and
etanercept in active, early, moderate to severe rheumatoid arthritis (COMET): a
randomised, double-blind, parallel treatment trial. Lancet 2008;372(9636):375-82.
81. Breedveld FC, Emery P, Keystone E, Patel K, Furst DE, Kalden JR, et al.
Infliximab in active early rheumatoid arthritis. Ann Rheum Dis 2004;63(2):149-55.
82. Kremer JM, Lee JK. The safety and efficacy of the use of methotrexate in longterm therapy for rheumatoid arthritis. Arthritis Rheum 1986;29(7):822-31.
83. Weinblatt ME, Polisson R, Blotner SD, Sosman JL, Aliabadi P, Baker N, et al.
The effects of drug therapy on radiographic progression of rheumatoid arthritis.
Results of a 36-week randomized trial comparing methotrexate and auranofin.
Arthritis Rheum 1993;36(5):613-9.
84. Keystone EC, Kavanaugh AF, Sharp JT, Tannenbaum H, Hua Y, Teoh LS, et al.
Radiographic, clinical, and functional outcomes of treatment with adalimumab (a
human anti-tumor necrosis factor monoclonal antibody) in patients with active
rheumatoid arthritis receiving concomitant methotrexate therapy: a randomized,
placebo-controlled, 52-week trial. Arthritis Rheum 2004;50(5):1400-11.
85. Maini RN, Breedveld FC, Kalden JR, Smolen JS, Furst D, Weisman MH, et al.
Sustained improvement over two years in physical function, structural damage, and
signs and symptoms among patients with rheumatoid arthritis treated with infliximab
and methotrexate. Arthritis Rheum 2004;50(4):1051-65.
86. Smolen JS, Han C, Bala M, Maini RN, Kalden JR, van der Heijde D, et al.
Evidence of radiographic benefit of treatment with infliximab plus methotrexate in
rheumatoid arthritis patients who had no clinical improvement: a detailed subanalysis
of data from the anti-tumor necrosis factor trial in rheumatoid arthritis with
concomitant therapy study. Arthritis Rheum 2005;52(4):1020-30.
87. Smolen JS, Van Der Heijde DM, St Clair EW, Emery P, Bathon JM, Keystone E,
et al. Predictors of joint damage in patients with early rheumatoid arthritis treated
with high-dose methotrexate with or without concomitant infliximab: results from the
ASPIRE trial. Arthritis Rheum 2006;54(3):702-10.
88. Smolen JS, Han C, van der Heijde DM, Emery P, Bathon JM, Keystone E, et al.
Radiographic changes in rheumatoid arthritis patients attaining different disease
49

activity states with methotrexate monotherapy and infliximab plus methotrexate: the
impacts of remission and tumour necrosis factor blockade. Ann Rheum Dis
2009;68(6):823-7.
89. Landewe R, van der Heijde D, Klareskog L, van Vollenhoven R, Fatenejad S.
Disconnect between inflammation and joint destruction after treatment with
etanercept plus methotrexate: results from the trial of etanercept and methotrexate
with radiographic and patient outcomes. Arthritis Rheum 2006;54(10):3119-25.
90. Emery P, Genovese MC, van Vollenhoven R, Sharp JT, Patra K, Sasso EH. Less
radiographic progression with adalimumab plus methotrexate versus methotrexate
monotherapy across the spectrum of clinical response in early rheumatoid arthritis. J
Rheumatol 2009;36(7):1429-41.
91. Aletaha D, Smolen J, Ward MM. Measuring function in rheumatoid arthritis:
Identifying reversible and irreversible components. Arthritis Rheum
2006;54(9):2784-92.
92. Goekoop-Ruiterman YP, de Vries-Bouwstra JK, Allaart CF, van Zeben D,
Kerstens PJ, Hazes JM, et al. Comparison of treatment strategies in early rheumatoid
arthritis: a randomized trial. Ann Intern Med 2007;146(6):406-15.
93. van der Kooij SM, Goekoop-Ruiterman YP, de Vries-Bouwstra JK, Guler-Yuksel
M, Zwinderman AH, Kerstens PJ, et al. Drug-free remission, functioning and
radiographic damage after 4 years of response-driven treatment in patients with
recent-onset rheumatoid arthritis. Ann Rheum Dis 2009;68(6):914-21.
94. van Vollenhoven RF, Ernestam S, Geborek P, Petersson IF, Coster L, Waltbrand
E, et al. Addition of infliximab compared with addition of sulfasalazine and
hydroxychloroquine to methotrexate in patients with early rheumatoid arthritis
(Swefot trial): 1-year results of a randomised trial. Lancet 2009;374(9688):459-66.
95. van Vollenhoven RF, Ernestam, Sofia, Geborek, P., Petersson, Ingemar, Bratt,
Johan, SWEFOT Study Group, . . In Early RA, Conventional DMARD or Anti-TNF
Add-On to MTX Provides Stable Benefits From 12 to 24 Months of Follow-up: TwoYear Results of the SWEFOT Clinical Trial [abstract]. Arthritis Rheum 2009;60
Suppl 10 :1010 DOI: 10.1002/art.26087 2009.
96. Soubrier M, Puechal X, Sibilia J, Mariette X, Meyer O, Combe B, et al.
Evaluation of two strategies (initial methotrexate monotherapy vs its combination
with adalimumab) in management of early active rheumatoid arthritis: data from the
GUEPARD trial. Rheumatology (Oxford) 2009;48(11):1429-34.
97. Weinblatt ME, Keystone EC, Furst DE, Kavanaugh AF, Chartash EK, Segurado
OG. Long term efficacy and safety of adalimumab plus methotrexate in patients with
rheumatoid arthritis: ARMADA 4 year extended study. Ann Rheum Dis
2006;65(6):753-9.
98. Moreland LW, Weinblatt ME, Keystone EC, Kremer JM, Martin RW, Schiff MH,
et al. Etanercept treatment in adults with established rheumatoid arthritis: 7 years of
clinical experience. J Rheumatol 2006;33(5):854-61.
99. Zink A, Askling J, Dixon WG, Klareskog L, Silman AJ, Symmons DP. European
biologicals registers: methodology, selected results and perspectives. Ann Rheum Dis
2009;68(8):1240-6.
50

100. Geborek P, Crnkic M, Petersson IF, Saxne T. Etanercept, infliximab, and
leflunomide in established rheumatoid arthritis: clinical experience using a structured
follow up programme in southern Sweden. Ann Rheum Dis 2002;61(9):793-8.
101. Flendrie M, Creemers MC, Welsing PM, den Broeder AA, van Riel PL. Survival
during treatment with tumour necrosis factor blocking agents in rheumatoid arthritis.
Ann Rheum Dis 2003;62 Suppl 2:ii30-3.
102. Marchesoni A, Zaccara E, Gorla R, Bazzani C, Sarzi-Puttini P, Atzeni F, et al.
TNF-alpha antagonist survival rate in a cohort of rheumatoid arthritis patients
observed under conditions of standard clinical practice. Ann N Y Acad Sci
2009;1173:837-46.
103. Wolfe F, Michaud K, Dewitt EM. Why results of clinical trials and observational
studies of antitumour necrosis factor (anti-TNF) therapy differ: methodological and
interpretive issues. Ann Rheum Dis 2004;63 Suppl 2:ii13-ii17.
104. Zink A, Strangfeld A, Schneider M, Herzer P, Hierse F, Stoyanova-Scholz M, et
al. Effectiveness of tumor necrosis factor inhibitors in rheumatoid arthritis in an
observational cohort study: comparison of patients according to their eligibility for
major randomized clinical trials. Arthritis Rheum 2006;54(11):3399-407.
105. Kievit W, Fransen J, Oerlemans AJ, Kuper HH, van der Laar MA, de Rooij DJ,
et al. The efficacy of anti-TNF in rheumatoid arthritis, a comparison between
randomised controlled trials and clinical practice. Ann Rheum Dis 2007;66(11):14738.
106. Seror R, Dougados M, Gossec L. Glucocorticoid sparing effect of tumour
necrosis factor alpha inhibitors in rheumatoid arthritis in real life practice. Clin Exp
Rheumatol 2009;27(5):807-13.
107. Furst DE. The Risk of Infections with Biologic Therapies for Rheumatoid
Arthritis. Semin Arthritis Rheum 2008.
108. Schiff MH, Burmester GR, Kent JD, Pangan AL, Kupper H, Fitzpatrick SB, et
al. Safety analyses of adalimumab (HUMIRA) in global clinical trials and US
postmarketing surveillance of patients with rheumatoid arthritis. Ann Rheum Dis
2006;65(7):889-94.
109. Doran MF, Crowson CS, Pond GR, O'Fallon WM, Gabriel SE. Frequency of
infection in patients with rheumatoid arthritis compared with controls: a populationbased study. Arthritis Rheum 2002;46(9):2287-93.
110. Lebwohl M GA, Wallis W, Zitnik R. Global safety of more than 5 years of
etanercept treatment in rheumatoid arthritis [Abstract]. P550. American Academy of
Dermatology Annual Scientific Meeting. New Orleans, 2004.
111. Listing J, Strangfeld A, Kary S, Rau R, von Hinueber U, Stoyanova-Scholz M,
et al. Infections in patients with rheumatoid arthritis treated with biologic agents.
Arthritis Rheum 2005;52(11):3403-12.
112. Dixon WG, Watson K, Lunt M, Hyrich KL, Silman AJ, Symmons DP. Rates of
serious infection, including site-specific and bacterial intracellular infection, in
rheumatoid arthritis patients receiving anti-tumor necrosis factor therapy: results from

51

the British Society for Rheumatology Biologics Register. Arthritis Rheum
2006;54(8):2368-76.
113. Askling J, Fored CM, Brandt L, Baecklund E, Bertilsson L, Feltelius N, et al.
Time-dependent increase in risk of hospitalisation with infection among Swedish RA
patients treated with TNF antagonists. Ann Rheum Dis 2007;66(10):1339-44.
114. Chevillotte-Maillard H, Ornetti P, Mistrih R, Sidot C, Dupuis J, Dellas JA, et al.
Survival and safety of treatment with infliximab in the elderly population.
Rheumatology (Oxford) 2005;44(5):695-6.
115. Keane J, Gershon S, Wise RP, Mirabile-Levens E, Kasznica J, Schwieterman
WD, et al. Tuberculosis associated with infliximab, a tumor necrosis factor alphaneutralizing agent. N Engl J Med 2001;345(15):1098-104.
116. Gomez-Reino JJ, Carmona L, Valverde VR, Mola EM, Montero MD. Treatment
of rheumatoid arthritis with tumor necrosis factor inhibitors may predispose to
significant increase in tuberculosis risk: a multicenter active-surveillance report.
Arthritis Rheum 2003;48(8):2122-7.
117. Ehlers S. Role of tumour necrosis factor (TNF) in host defence against
tuberculosis: implications for immunotherapies targeting TNF. Ann Rheum Dis
2003;62 Suppl 2:ii37-42.
118. Carmona L, Gomez-Reino JJ, Rodriguez-Valverde V, Montero D, PascualGomez E, Mola EM, et al. Effectiveness of recommendations to prevent reactivation
of latent tuberculosis infection in patients treated with tumor necrosis factor
antagonists. Arthritis Rheum 2005;52(6):1766-72.
119. Askling J, Fored CM, Brandt L, Baecklund E, Bertilsson L, Coster L, et al. Risk
and case characteristics of tuberculosis in rheumatoid arthritis associated with tumor
necrosis factor antagonists in Sweden. Arthritis Rheum 2005;52(7):1986-92.
120. Burmester GR, Mariette X, Montecucco C, Monteagudo-Saez I, Malaise M,
Tzioufas AG, et al. Adalimumab alone and in combination with disease-modifying
antirheumatic drugs for the treatment of rheumatoid arthritis in clinical practice: the
Research in Active Rheumatoid Arthritis (ReAct) trial. Ann Rheum Dis
2007;66(6):732-9.
121. van der Heijde D, Klareskog L, Landewe R, Bruyn GA, Cantagrel A, Durez P, et
al. Disease remission and sustained halting of radiographic progression with
combination etanercept and methotrexate in patients with rheumatoid arthritis.
Arthritis Rheum 2007;56(12):3928-39.
122. Tubach F, Salmon D, Ravaud P, Allanore Y, Goupille P, Breban M, et al. Risk
of tuberculosis is higher with anti-tumor necrosis factor monoclonal antibody therapy
than with soluble tumor necrosis factor receptor therapy: The three-year prospective
French Research Axed on Tolerance of Biotherapies registry. Arthritis Rheum
2009;60(7):1884-94.
123. Brown SL, Greene MH, Gershon SK, Edwards ET, Braun MM. Tumor necrosis
factor antagonist therapy and lymphoma development: twenty-six cases reported to
the Food and Drug Administration. Arthritis Rheum 2002;46(12):3151-8.

52

124. Geborek P, Bladstrom A, Turesson C, Gulfe A, Petersson IF, Saxne T, et al.
Tumour necrosis factor blockers do not increase overall tumour risk in patients with
rheumatoid arthritis, but may be associated with an increased risk of lymphomas. Ann
Rheum Dis 2005;64(5):699-703.
125. Mellemkjaer L, Linet MS, Gridley G, Frisch M, Moller H, Olsen JH.
Rheumatoid arthritis and cancer risk. Eur J Cancer 1996;32A(10):1753-7.
126. Ekstrom K, Hjalgrim H, Brandt L, Baecklund E, Klareskog L, Ekbom A, et al.
Risk of malignant lymphomas in patients with rheumatoid arthritis and in their firstdegree relatives. Arthritis Rheum 2003;48(4):963-70.
127. Baecklund E, Ekbom A, Sparen P, Feltelius N, Klareskog L. Disease activity
and risk of lymphoma in patients with rheumatoid arthritis: nested case-control study.
BMJ 1998;317(7152):180-1.
128. Askling J, Fored CM, Baecklund E, Brandt L, Backlin C, Ekbom A, et al.
Haematopoietic malignancies in rheumatoid arthritis: lymphoma risk and
characteristics after exposure to tumour necrosis factor antagonists. Ann Rheum Dis
2005;64(10):1414-20.
129. Askling J, van Vollenhoven RF, Granath F, Raaschou P, Fored CM, Baecklund
E, et al. Cancer risk in patients with rheumatoid arthritis treated with anti-tumor
necrosis factor alpha therapies: does the risk change with the time since start of
treatment? Arthritis Rheum 2009;60(11):3180-9.
130. Cush J. Cytokine inhibitors: In Rheumatology. 3 ed. Edinburg: Mosby, 2003.
131. Chung ES, Packer M, Lo KH, Fasanmade AA, Willerson JT. Randomized,
double-blind, placebo-controlled, pilot trial of infliximab, a chimeric monoclonal
antibody to tumor necrosis factor-alpha, in patients with moderate-to-severe heart
failure: results of the anti-TNF Therapy Against Congestive Heart Failure
(ATTACH) trial. Circulation 2003;107(25):3133-40.
132. Mann DL, McMurray JJ, Packer M, Swedberg K, Borer JS, Colucci WS, et al.
Targeted anticytokine therapy in patients with chronic heart failure: results of the
Randomized Etanercept Worldwide Evaluation (RENEWAL). Circulation
2004;109(13):1594-602.
133. Wolfe F, Michaud K. Heart failure in rheumatoid arthritis: rates, predictors, and
the effect of anti-tumor necrosis factor therapy. Am J Med 2004;116(5):305-11.
134. Khanna D, McMahon M, Furst DE. Anti-tumor necrosis factor alpha therapy
and heart failure: what have we learned and where do we go from here? Arthritis
Rheum 2004;50(4):1040-50.
135. Jacobsson LT, Turesson C, Gulfe A, Kapetanovic MC, Petersson IF, Saxne T, et
al. Treatment with tumor necrosis factor blockers is associated with a lower incidence
of first cardiovascular events in patients with rheumatoid arthritis. J Rheumatol
2005;32(7):1213-8.
136. Solomon DH, Karlson EW, Rimm EB, Cannuscio CC, Mandl LA, Manson JE,
et al. Cardiovascular morbidity and mortality in women diagnosed with rheumatoid
arthritis. Circulation 2003;107(9):1303-7.

53

137. Mohan N, Edwards ET, Cupps TR, Oliverio PJ, Sandberg G, Crayton H, et al.
Demyelination occurring during anti-tumor necrosis factor alpha therapy for
inflammatory arthritides. Arthritis Rheum 2001;44(12):2862-9.
138. Robinson WH, Genovese MC, Moreland LW. Demyelinating and neurologic
events reported in association with tumor necrosis factor alpha antagonism: by what
mechanisms could tumor necrosis factor alpha antagonists improve rheumatoid
arthritis but exacerbate multiple sclerosis? Arthritis Rheum 2001;44(9):1977-83.
139. Noonan CW, Kathman SJ, White MC. Prevalence estimates for MS in the
United States and evidence of an increasing trend for women. Neurology
2002;58(1):136-8.
140. Noseworthy JH, Lucchinetti C, Rodriguez M, Weinshenker BG. Multiple
sclerosis. N Engl J Med 2000;343(13):938-52.
141. Bobbio-Pallavicini F, Alpini C, Caporali R, Avalle S, Bugatti S, Montecucco C.
Autoantibody profile in rheumatoid arthritis during long-term infliximab treatment.
Arthritis Res Ther 2004;6(3):R264-72.
142. Jonsdottir T, Forslid J, van Vollenhoven A, Harju A, Brannemark S, Klareskog
L, et al. Treatment with tumour necrosis factor alpha antagonists in patients with
rheumatoid arthritis induces anticardiolipin antibodies. Ann Rheum Dis
2004;63(9):1075-8.
143. Maini RN, Breedveld FC, Kalden JR, Smolen JS, Davis D, Macfarlane JD, et al.
Therapeutic efficacy of multiple intravenous infusions of anti-tumor necrosis factor
alpha monoclonal antibody combined with low-dose weekly methotrexate in
rheumatoid arthritis. Arthritis Rheum 1998;41(9):1552-63.
144. Kress S. Adalimumab for use in the treatment of rheumatoid arthritis: clinical
review. Abbott Laboratories Bologic Licensing Application,: Office of Therapeutics
and Research and Review, Division of Clinical Trial Design an Analysis,
Immunology Infection Diseases Branch, 2002:1-136.
145. Immunogenicity of Enbrel (etanercept): clinical trial observations
[abstractTHU0032]. Annual European Congress of Rheumatology; 2002; Stockholm.
146. Augustsson J, Eksborg S, Ernestam S, Gullstrom E, van Vollenhoven R. Lowdose glucocorticoid therapy decreases risk for treatment-limiting infusion reaction to
infliximab in patients with rheumatoid arthritis. Ann Rheum Dis 2007;66(11):1462-6.
147. Crandall WV, Mackner LM. Infusion reactions to infliximab in children and
adolescents: frequency, outcome and a predictive model. Aliment Pharmacol Ther
2003;17(1):75-84.
148. Kugathasan S, Levy MB, Saeian K, Vasilopoulos S, Kim JP, Prajapati D, et al.
Infliximab retreatment in adults and children with Crohn's disease: risk factors for the
development of delayed severe systemic reaction. Am J Gastroenterol
2002;97(6):1408-14.
149. Alonso-Ruiz A, Pijoan JI, Ansuategui E, Urkaregi A, Calabozo M, Quintana A.
Tumor necrosis factor alpha drugs in rheumatoid arthritis: systematic review and
metaanalysis of efficacy and safety. BMC Musculoskelet Disord 2008;9:52.

54

150. Rajakulendran S, Deighton C. Adverse dermatological reactions in rheumatoid
arthritis patients treated with etanercept, an anti-TNFalpha drug. Curr Drug Saf
2006;1(3):259-64.
151. Chen YF, Jobanputra P, Barton P, Jowett S, Bryan S, Clark W, et al. A
systematic review of the effectiveness of adalimumab, etanercept and infliximab for
the treatment of rheumatoid arthritis in adults and an economic evaluation of their
cost-effectiveness. Health Technol Assess 2006;10(42):iii-iv, xi-xiii, 1-229.
152. Jacobsson LT, Lindroth Y, Marsal L, Juran E, Bergstrom U, Kobelt G.
Rheumatoid arthritis: what does it cost and what factors are driving those costs?
Results of a survey in a community-derived population in Malmo, Sweden. Scand J
Rheumatol 2007;36(3):179-83.
153. Guillemin F, Briancon S, Pourel J. Functional disability in rheumatoid arthritis:
two different models in early and established disease. J Rheumatol 1992;19(3):366-9.
154. Puolakka K, Kautiainen H, Mottonen T, Hannonen P, Korpela M, Hakala M, et
al. Early suppression of disease activity is essential for maintenance of work capacity
in patients with recent-onset rheumatoid arthritis: five-year experience from the FINRACo trial. Arthritis Rheum 2005;52(1):36-41.
155. Yelin E, Trupin L, Katz P, Lubeck D, Rush S, Wanke L. Association between
etanercept use and employment outcomes among patients with rheumatoid arthritis.
Arthritis Rheum 2003;48(11):3046-54.
156. Laas K, Peltomaa R, Kautiainen H, Puolakka K, Leirisalo-Repo M.
Pharmacoeconomic study of patients with chronic inflammatory joint disease before
and during infliximab treatment. Ann Rheum Dis 2006;65(7):924-8.
157. Allaire S, Wolfe F, Niu J, Zhang Y, Zhang B, LaValley M. Evaluation of the
effect of anti-tumor necrosis factor agent use on rheumatoid arthritis work disability:
the jury is still out. Arthritis Rheum 2008;59(8):1082-9.
158. Mittendorf T, Dietz B, Sterz R, Cifaldi MA, Kupper H, von der Schulenburg JM.
Personal and economic burden of late-stage rheumatoid arthritis among patients
treated with adalimumab: an evaluation from a patient's perspective. Rheumatology
(Oxford) 2008;47(2):188-93.
159. Bejarano V, Quinn M, Conaghan PG, Reece R, Keenan AM, Walker D, et al.
Effect of the early use of the anti-tumor necrosis factor adalimumab on the prevention
of job loss in patients with early rheumatoid arthritis. Arthritis Rheum
2008;59(10):1467-74.
160. Halpern MT, Cifaldi MA, Kvien TK. Impact of adalimumab on work
participation in rheumatoid arthritis: comparison of an open-label extension study and
a registry-based control group. Ann Rheum Dis 2009;68(6):930-7.
161. MF Drummond MS, GW Torrance. Methods for the economic evaluation of the
health care programmes. Oxford: Oxford Medical Publications, 2005.
162. Kobelt G. Thoughts on health economics in rheumatoid arthritis. Ann Rheum
Dis 2007;66 Suppl 3:iii35-9.

55

163. Boonen A, Maetzel A, Drummond M, Suarez-Almazor M, Harrison M, Welch
V, et al. The OMERACT Initiative. Towards a reference approach to derive QALY
for economic evaluations in rheumatology. J Rheumatol 2009;36(9):2045-9.
164. Brennan A, Bansback N, Nixon R, Madan J, Harrison M, Watson K, et al.
Modelling the cost effectiveness of TNF-alpha antagonists in the management of
rheumatoid arthritis: results from the British Society for Rheumatology Biologics
Registry. Rheumatology (Oxford) 2007;46(8):1345-54.
165. Kobelt G, Lindgren P, Geborek P. Costs and outcomes for patients with
rheumatoid arthritis treated with biological drugs in Sweden: a model based on
registry data. Scand J Rheumatol 2009;38(6):409-18.
166. Lekander I, data presented at the ISPOR (International Society for
Pharmacoeconomics and Outcomes Research) congress in Athens, Greece, 2009
167. Askling J, Fored CM, Geborek P, Jacobsson LT, van Vollenhoven R, Feltelius
N, et al. Swedish registers to examine drug safety and clinical issues in RA. Ann
Rheum Dis 2006;65(6):707-12.
168. McQuay HJ, Moore RA. Using numerical results from systematic reviews in
clinical practice. Ann Intern Med 1997;126(9):712-20.
169. Fitzmaurice GM LN, Ware JH Applied Longitudinal Analysis: John Wiley &
Sons, Inc, 2004.
170. Smith MG, Neville AM, Middleton JC. Clinical and economic benefits of
ramipril: an Australian analysis of the HOPE study. Intern Med J 2003;33(9-10):4149.
171. Svensson B, Boonen A, Albertsson K, van der Heijde D, Keller C, Hafstrom I.
Low-dose prednisolone in addition to the initial disease-modifying antirheumatic
drug in patients with early active rheumatoid arthritis reduces joint destruction and
increases the remission rate: a two-year randomized trial. Arthritis Rheum
2005;52(11):3360-70.
172. Sany J, Kaiser MJ, Jorgensen C, Trape G. Study of the tolerance of infliximab
infusions with or without betamethasone premedication in patients with active
rheumatoid arthritis. Ann Rheum Dis 2005;64(11):1647-9.
173. Wasserman MJ, Weber DA, Guthrie JA, Bykerk VP, Lee P, Keystone EC.
Infusion-related reactions to infliximab in patients with rheumatoid arthritis in a
clinical practice setting: relationship to dose, antihistamine pretreatment, and infusion
number. J Rheumatol 2004;31(10):1912-7.
174. Baert F, Noman M, Vermeire S, Van Assche G, G DH, Carbonez A, et al.
Influence of immunogenicity on the long-term efficacy of infliximab in Crohn's
disease. N Engl J Med 2003;348(7):601-8.
175. Farrell RJ, Alsahli M, Jeen YT, Falchuk KR, Peppercorn MA, Michetti P.
Intravenous hydrocortisone premedication reduces antibodies to infliximab in Crohn's
disease: a randomized controlled trial. Gastroenterology 2003;124(4):917-24.
176. Sandborn WJ. Preventing antibodies to infliximab in patients with Crohn's
disease: optimize not immunize. Gastroenterology 2003;124(4):1140-5.

56

177. Haraoui B, Cameron L, Ouellet M, White B. Anti-infliximab antibodies in
patients with rheumatoid arthritis who require higher doses of infliximab to achieve
or maintain a clinical response. J Rheumatol 2006;33(1):31-6.
178. EMEA. Available from:
http://www.emea.europa.eu/humandocs/Humans/EPAR/remicade/remicade.htm, 8b.
Procedural steps taken and scientific information after cut-off date (accessed 20 Dec
2006)
179. Feltelius N, Fored CM, Blomqvist P, Bertilsson L, Geborek P, Jacobsson LT, et
al. Results from a nationwide postmarketing cohort study of patients in Sweden
treated with etanercept. Ann Rheum Dis 2005;64(2):246-52.
180. Kavanaugh A, Smolen JS, Emery P, Purcaru O, Keystone E, Richard L, et al.
Effect of certolizumab pegol with methotrexate on home and work place productivity
and social activities in patients with active rheumatoid arthritis. Arthritis Rheum
2009;61(11):1592-600.
181. Verstappen SM, Bijlsma JW, Verkleij H, Buskens E, Blaauw AA, ter Borg EJ, et
al. Overview of work disability in rheumatoid arthritis patients as observed in crosssectional and longitudinal surveys. Arthritis Rheum 2004;51(3):488-97.
182. SCB. www.scb.se
183. Li X, Gignac MA, Anis AH. The indirect costs of arthritis resulting from
unemployment, reduced performance, and occupational changes while at work. Med
Care 2006;44(4):304-10.
184. Bjork MA, Thyberg IS, Skogh T, Gerdle BU. Hand function and activity
limitation according to health assessment questionnaire in patients with rheumatoid
arthritis and healthy referents: 5-year followup of predictors of activity limitation
(The Swedish TIRA Project). J Rheumatol 2007;34(2):296-302.
185. Eberhardt K, Sandqvist G, Geborek P. Hand function tests are important and
sensitive tools for assessment of treatment response in patients with rheumatoid
arthritis. Scand J Rheumatol 2008;37(2):109-12.
186. Figueroa F, Braun-Moscovici Y, Khanna D, Voon E, Gallardo L, Luinstra D, et
al. Patient self-administered joint tenderness counts in rheumatoid arthritis are
reliable and responsive to changes in disease activity. J Rheumatol 2007;34(1):54-6.
187. Levy G, Cheetham C, Cheatwood A, Burchette R. Validation of patient-reported
joint counts in rheumatoid arthritis and the role of training. J Rheumatol
2007;34(6):1261-5.
188. Hanly JG, Mosher D, Sutton E, Weerasinghe S, Theriault D. Self-assessment of
disease activity by patients with rheumatoid arthritis. J Rheumatol 1996;23(9):15318.
189. Prevoo ML, Kuper IH, van't Hof MA, van Leeuwen MA, van de Putte LB, van
Riel PL. Validity and reproducibility of self-administered joint counts. A prospective
longitudinal followup study in patients with rheumatoid arthritis. J Rheumatol
1996;23(5):841-5.

57

190. Pincus T. Limitations of a quantitative swollen and tender joint count to assess
and monitor patients with rheumatoid arthritis. Bull NYU Hosp Jt Dis
2008;66(3):216-23.
191. Kvien TK, Mowinckel P, Heiberg T, Dammann KL, Dale O, Aanerud GJ, et al.
Performance of health status measures with a pen based personal digital assistant.
Ann Rheum Dis 2005;64(10):1480-4.
192. Richter JG, Becker A, Koch T, Nixdorf M, Willers R, Monser R, et al. Selfassessments of patients via Tablet PC in routine patient care: comparison with
standardised paper questionnaires. Ann Rheum Dis 2008;67(12):1739-41.
193. Athale N, Sturley A, Skoczen S, Kavanaugh A, Lenert L. A web-compatible
instrument for measuring self-reported disease activity in arthritis. J Rheumatol
2004;31(2):223-8.
194. Dale O, Hagen KB. Despite technical problems personal digital assistants
outperform pen and paper when collecting patient diary data. J Clin Epidemiol
2007;60(1):8-17.

58

