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Abstract

Introduction: For patients with rheumatoid arthritis (RA) whose treatment with a tumour necrosis factor inhibitor
(TNFi) is failing, several biological treatment options are available. Often, another TNFi or a biological with another
mode of action is prescribed. The objective of this study was to compare the effectiveness and cost-effectiveness
of three biologic treatments with different modes of action in patients with RA whose TNFi therapy is failing.

Methods: We conducted a pragmatic, 1-year randomised trial in a multicentre setting. Patients with active RA
despite previous TNFi treatment were randomised to receive abatacept, rituximab or a different TNFi. The primary
outcome (Disease Activity Score in 28 joints) and the secondary outcomes (Health Assessment Questionnaire Disability
Index and 36-item Short Form Health Survey scores) were analysed using linear mixed models. Cost-effectiveness
was analysed on the basis of incremental net monetary benefit, which was based on quality-adjusted life-years
(calculated using EQ-5D scores), and all medication expenditures consumed in 1 year. All analyses were also
corrected for possible confounders.

Results: Of 144 randomised patients, 5 were excluded and 139 started taking abatacept (43 patients), rituximab
(46 patients) or a different TNFi (50 patients). There were no significant differences between the three groups with
respect to multiple measures of RA outcomes. However, our analysis revealed that rituximab therapy is significantly
more cost-effective than both abatacept and TNFi over a willingness-to-pay range of 0 to 80,000 euros.

Conclusions: All three treatment options were similarly effective; however, when costs were factored into the
treatment decision, rituximab was the best option available to patients whose first TNFi treatment failed. However,
generalization of these costs to other countries should be undertaken carefully.
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Introduction
In many countries, a tumour necrosis factor inhibitor
(TNFi) such as adalimumab, certolizumab, etanercept,
golimumab or infliximab is indicated for treating patients
with rheumatoid arthritis (RA) who have moderate to high
disease activity and whose treatment with methotrexate
and at least one other conventional synthetic disease-
modifying antirheumatic drug (csDMARD) has failed.
However, according to the European League Against
Rheumatism (EULAR), 30% to 50% of all patients treated
initially with a first TNFi do not respond to treatment
(that is, treatment failure); moreover, 20% to 45% of all pa-
tients discontinue treatment within 1 year [1-3]. Until re-
cently, the best treatment option after previous TNFi
treatment failure was to begin therapy with a different
TNFi, a strategy that has proven effective regardless of the
reason for the change in treatment [4-10]. However, after
the failure of one TNFi, biologic disease-modifying anti-
rheumatic drugs with a different mode of action can
also be considered. Examples of these include abatacept,
rituximab and tocilizumab. These biologic agents have
high clinical effectiveness compared with placebo and
csDMARDs. In addition, they have a good safety profile,
[11-13] and are approved for RA treatment in the
Netherlands and Belgium. In a recent study, researchers
indirectly compared randomised controlled trials and
found no difference in effectiveness between abatacept,
rituximab and a second TNFi therapy in patients whose
treatment with a first TNFi failed [14,15]. However, a
difference in effectiveness cannot be excluded with cer-
tainty, as no direct comparison was performed, and all
three treatment options differ with respect to their tar-
get and mechanism of action. Moreover, differences in
the mode and frequency of delivery can result in a con-
siderable variation in treatment costs. For example, aba-
tacept and TNF inhibitors have fixed frequencies of
administration, whereas rituximab can be given every
6 months or as dictated by disease activity. The object-
ive of this study was to compare the effectiveness and
cost-effectiveness of three treatment regimens (abata-
cept, rituximab or a different TNFi) after previous TNFi
treatment failure in patients with RA.

Methods
Study design
A pragmatic multicentre randomised trial was performed
to compare the effectiveness and cost-effectiveness of
treating patients with abatacept, rituximab or a TNFi.
Tocilizumab was not included, because it was not licensed
at the start of the study. Using a web-based programme,
patients with RA whose previous treatment with a TNFi
failed were randomly assigned to receive rituximab, abata-
cept or a different TNFi (at a randomisation ratio of 1:1:1).
Treatment failure was defined as either the physician or
patient terminating the initial TNFi treatment. The rea-
sons to terminate treatment included ineffectiveness or
the onset of adverse events. In the randomisation protocol,
each hospital was considered as a stratum, because pa-
tients in academic, teaching and general hospitals could
be different and should be equally divided. Thereafter,
treatment was not set to a specific protocol and was
therefore provided at the discretion of the treating phys-
ician. Consistent with a pragmatic trial, care providers,
participants and assessors were not blinded with respect
to the treatment given. This study was approved by the
Arnhem-Nijmegen regional ethics committee.
Participants
Patients who met the following criteria were included in
the study: previous treatment failure with their first TNFi,
moderate to high disease activity (Disease Activity Score
in 28 joints (DAS28) >3.2) and no previous treatment with
abatacept or rituximab. Patients were excluded if they had
a contraindication for treatment (for example, pregnancy,
the presence of a serious infection) based on the rheuma-
tologist’s judgment of if they had a strong preference or
dislike for one of the treatment agents or did not want to
be randomized. Patients were included between 2009 and
2012. Each patient signed an informed consent form for
participation in this study.
Interventions
The intervention was a treatment protocol using abata-
cept, rituximab or a different TNFi than the previous
TNFi treatment. At the time of this study, five TNF in-
hibitors were available. The choice of TNFi was left to
the discretion of the patient in the TNFi group and the
patient’s treating physician. In general, the patients began
their treatment with the Dutch or Belgian registered dose
as follows: adalimumab was administered at 40 mg every
2 weeks; etanercept was administered at 50 mg per week
or 25 mg twice per week; infliximab was administered at
3 mg/kg every 8 weeks after a loading dose given at weeks
0, 2 and 6; golimumab was administered at 50 mg every
4 weeks; and 400 mg of certolizumab was administered in
weeks 0, 2 and 4, followed by a 200-mg dose given every
2 weeks. The dose of abatacept was based on the patient’s
body weight as follows: patients who weighed <60 kg re-
ceived 500 mg, patients weighing 60 to 100 kg received
750 mg and patients who weighed >100 kg received
1,000 mg. The doses were delivered by infusion over
1 hour every 4 weeks. Rituximab was administered by in-
fusion (1,000 mg) at weeks 0 and 2. A second course could
be administered after 6 months in patients who responded
to the first course. The timing of the retreatment course
depended on the increase in disease symptoms and activ-
ity and was at the discretion of the physician and patient.
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All treatment options could be administered in combin-
ation with a csDMARD or corticosteroid.

Outcomes
The primary outcome for effectiveness was the DAS28
[16] over time. The secondary outcome measures were
functional ability measured using the Health Assessment
Questionnaire Disability Index (HAQ-DI) [17] and gen-
eric descriptive quality of life (36-item Short Form
Health Survey (SF-36)) [18]. All effectiveness outcomes
were measured at 0, 3, 6, 9 and 12 months. The out-
comes for the cost-effectiveness analysis were medica-
tion costs and quality-adjusted life-years (QALYs) over a
12-month period. QALYs were based on utilities (a nu-
meric value ranging from 0 to 1.0, reflecting health sta-
tus: 0 indicates death, and 1.0 indicates the best health
imaginable) calculated using the trapezium rule. The
trapezium rule is a way of estimating the area under a
curve. We know that the area under a curve is given by
integration, so the trapezium rule gives a method of es-
timating integrals. The trapezium rule works by splitting
the area under a curve into a number of trapeziums
whose area we know [19]. The utilities were calculated
using the EQ-5D score [20]. The EQ-5D is a generic
measure of health status that provides a simple descrip-
tive profile and a single index value that can be used in
the clinical and economic evaluation of health care and
in population health surveys. This questionnaire con-
sists of five questions attending to five dimensions: mo-
bility, self-care, usual activities, pain/discomfort and
anxiety/depression. Each dimension has three levels: no
problems, some problems and extreme problems [20,21].
Furthermore, all medication-related information was re-
corded, including the type of medication, start date, dose,
stop date, change in medication and/or dose, and the rea-
son for the change. Medication prices were obtained from
the Dutch National Information Centre [22] in October
2013 and from the hospital pharmacist at Radboud
University Medical Centre, Nijmegen, the Netherlands.
All prices were adjusted to 2013, and additional costs
were calculated for the infusion costs for the intramural
treatments with full-cost pricing (see Additional file 1).

Sample size
The three treatment options (abatacept, rituximab and
TNFi) were considered equivalent if the two-sided 95%
confidence interval (CI) showed that the treatments
were at least not more than 0.4 DAS28 values better or
worse than the comparator, using analysis of covariance
on the mean DAS28 of 6, 9 and 12 months. The equiva-
lence margin of 0.4 is one-third of a population standard
deviation (SD = 1.2) and two-thirds of a minimal clinically
important difference (0.6) for an individual patient [23].
Efficiency can be gained by analysing repeated measures;
therefore, the SD can be adjusted using the correlation
between the repeated measures [24]. The correlation
was 0.70 between repeated DAS28 measures based on
results from an inception cohort of patients with newly
diagnosed RA, and the SD was 1.2 [24,25], which results
in a SD of 0.67. This SD is used in a standard formula
for noninferiority power calculations for continuous
outcomes [26], leaving 44 evaluable patients per group
required for 80% power to show noninferiority within
the margin of 0.4 (see [27]).

Statistical analyses
The results were analysed in accordance with the
intention-to-treat principle, meaning that all patients
were analysed in the medication group in which they
initially started, regardless of whether they received and/or
adhered to that treatment for the full 12 months. We ex-
cluded patients who were initially assigned to a treatment
group but chose to continue taking their first TNFi treat-
ment, patients who chose not to participate in the study
and patients who developed a contraindication (and there-
fore no longer fulfilled the selection criteria).
The primary clinical outcome (mean DAS28) was ana-

lysed over time using linear mixed models. If a DAS28
score was missing because the erythrocyte sedimentation
rate (ESR) was missing, the ESR was imputed based on
other ESR values, the swollen joint count score, the ten-
der joint count score, the Visual Analogue Scale score of
the patient’s general health, age, and sex [28]. To handle
missing baseline measurements (and therefore increase
power), the missing indicator method was used in linear
mixed models analyses [29]. Because there was coinciden-
tal unbalanced allocation in some observed variables, both
corrected and uncorrected analyses were performed. In
the corrected analyses, variables were added to the linear
mixed model if they had a P-value <0.2 in the univariate
analyses (one-way analysis of variance, Kruskal-Wallis test
or χ2 test) and if they changed the β-coefficient of the vari-
able ‘medication’ (abatacept, rituximab or TNFi) by >10%
(a standard rule of thumb for this type of analysis). The
analyses were repeated for the HAQ-DI, the SF-36 com-
ponent scales and the EQ-5D scores. Moreover, the per-
centages of patients in remission (DAS28 <2.6) and low
disease activity (DAS28 <3.2 and >2.6) and the percentages
of patients with a good or moderate EULAR response
were analysed at 6 and 12 months [30].
‘Drug survival’ (that is, time to drug discontinuation)

was analysed with Kaplan-Meier and Cox proportional
hazards models to correct for possible confounders. Drug
survival was analysed only between TNFi and abatacept,
because rituximab follow-up infusions were given on de-
mand and a stop date was difficult to define.
A cost-effectiveness analysis was performed based on a

time frame of 1 year. Medication costs are believed to be
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the principal incremental cost drivers in RA care for pa-
tients who use biologic treatments. Therefore, the costs
used in the economic evaluation were based on the costs
of the medications and the costs associated with intra-
mural infusion of infliximab, rituximab or abatacept (see
Additional file 1). The net monetary benefit (NMB) statis-
tic was used because this is a regression-based approach
to analysis of cost-effectiveness and can correct for con-
founders. NMB can be calculated as follows: NMB
= (WTP × Effects) −Costs, where WTP is willingness to
pay (in euros). Incremental NMB (INMB) is the difference
between one NMB and another NMB. We used the fol-
lowing five threshold values for WTP for each QALY
gained: 0, 20,000, 40,000, 60,000 and 80,000 euros. Ac-
cording to the decision rule, the option with the highest
NMB is the most cost-effective, given that specific WTP.
Confounders were taken into account as described above.
The results were based on a general linear model that was
bootstrapped 1,000 times to correct for uncertainty.

Results
In our study, we randomly assigned 144 patients to one of
three treatment arms—abatacept, rituximab or TNFi—and
206 patients were switched to another biologic treatment
Figure 1 Inclusion and exclusion of patients in the study. aba, abatacept; r
inhibitor; toc, tocilizumab.
in the same period but did not participate in the study.
Figure 1 provides an overview of patient selection, as well
as the exclusion criteria that were applied throughout the
study. Five patients did not begin taking their randomly
assigned treatment; the reasons are shown in Figure 1.
Therefore, 139 patients were ultimately included in the
analyses. The TNFi group (n = 50) included patients who
took adalimumab (n = 21), etanercept (n = 19), infliximab
(n = 5), golimumab (n = 3) or certolizumab (n = 2). Figure 1
also shows that 59 patients stopped taking the medica-
tion or switched from their assigned treatment within
1 year—35 due to ineffectiveness, 14 due to side effects
and 5 for other reasons—with median (interquartile range)
durations on therapy of 6 (3 to 8) months, 2 (1 to 7)
months and 6 (3 to 8) months, respectively. The patient
baseline characteristics and comedications are summarised
in Table 1. Both rheumatoid factor (RF) and sex differed
between the three groups (P <0.2) and were therefore seen
as possible confounders.

Treatment effectiveness
The mean (SD) DAS28 scores at 12 months were 3.8
(1.2) for abatacept, 3.4 (1.2) for rituximab and 3.5 (1.5)
for TNFi (Figure 2a). Figure 3 presents the percentage of
it, rituximab; TNF, Tumour necrosis factor; TNFi, Tumour necrosis factor



Table 1 Patient characteristics at baselinea

Abatacept (n = 43) Rituximab (n = 46) TNFi (n = 50) Total (n = 139) P-value

Mean age (SD), yr 56.16 (9.95) 57.09 (11.08) 55.81 (12.53) 56.34 (11.24) 0.852

Female sex, % 88.4 (n = 38) 63.0 (n = 29) 74.0 (n = 37) 74.8 (n = 104) 0.022

Median disease duration (IQR), yr 6.56 (2.56 to 11.96) 7.60 (3.22 to 16.25) 5.64 (1.79 to 12.00) 6.25 (2.43 to 14.30) 0.174

RF-positive, % 56.4 (n = 22) 80.0 (n = 36) 62.5 (n = 30) 66.7 (n = 88) 0.054

Mean DAS28 (SD) 4.74 (1.46) 4.87 (1.24) 4.92 (1.11) 4.84 (1.26) 0.805

Mean HAQ-DI (SD) 1.46 (0.64) 1.39 (0.71) 1.37 (0.65) 1.40 (0.66) 0.822

Median previous csDMARDs (IQR), n 2 (2 to 3) 3 (2 to 3) 2 (2 to 3) 2 (2 to 3) 0.192

Comedication, % 0.894

csDMARD + Corticosteroidb 20.9 (n = 9) 28.3 (n = 11) 28.0 (n = 14) 25.9 (n = 36)

csDMARDb 41.9 (n = 18) 50.0 (n = 23) 38.0 (n = 19) 43.2 (n = 60)

Corticosteroid 11.6 (n = 5) 8.7 (n = 4) 10.0 (n = 5) 8.6 (n = 12)

None (biologic monotherapy) 25.6 (n = 11) 17.4 (n = 8) 24.0 (n = 12) 22.3 (n = 31)
acsDMARD, Conventional synthetic disease-modifying antirheumatic drug; DAS28, Disease Activity Score in 28 joints; HAQ-DI, Health Assessment Questionnaire
Disability Index; IQR, Interquartile range; RF, Rheumatoid factor; SD, Standard deviation. bOf the patients who took the biologic in combination with a csDMARD,
methotrexate was the comedication in 75.0% of patients in the abatacept group, in 91.4% in the rituximab group and in 86.0% in the TNFi group.
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patients in remission, low disease activity and EULAR
good or moderate response at 6 and 12 months for the
three groups. There were no significant differences be-
tween the three treatment groups with respect to DAS28,
HAQ-DI, EQ-5D or SF-36 over time (analysed using lin-
ear mixed models that were either uncorrected or cor-
rected for RF and sex) (see Figure 2).

Drug survival
The 1-year drug survival between TNFi and abatacept
was not significantly different for either the corrected
analyses (expβ = 0.697, 95% CI = 0.369 to 1.318, P = 0.267)
or the uncorrected analyses (expβ = 0.870, 95% CI = 0.489
to 1.546, P = 0.635).

Safety
Fifty-one patients (36.7%) in the study reported at least
one adverse event at 1 year (16 in the abatacept group,
15 in the rituximab group and 20 in the TNFi group)
(see Table 2). One suspected unexpected serious ad-
verse reaction (SUSAR) occurred within 1 year. This
patient, who was in the abatacept group, became psych-
otic 4 months after the start of the study. However, in
retrospect, this SUSAR did not appear to be related to
the medication.

Cost-effectiveness
In our analysis of cost-effectiveness, the costs were
dependent upon the medication used, the dose delivered,
the method of delivery and the frequency of administra-
tion. In the abatacept group, 3% of the patients started
with a 500-mg dose, 84% started with a 750-mg dose and
13% started with a 1,000-mg dose. All of these patients
started treatment with a frequency of one dose every
4 weeks. All of the patients in the rituximab group started
at the recommended dose of two doses of 1,000 mg. Eight
patients stopped the rituximab treatment and switched to
another biologic (see Figure 1), eight patients did not stop
but also did not receive a second dose within 1 year, and
thirty patients did receive a second dose. The mean
interval between the first and second rituximab treat-
ments was 9 months (11 patients received their second
dose at 6 months). In the TNFi group, all of the patients
except one started at the recommended dose and fre-
quency; this patient took adalimumab weekly rather than
once every 2 weeks.
The 1-year mean QALYs and medication-related costs

(in euros) are presented in Figure 4. The uncorrected
difference in cost was significant between the abatacept
and rituximab groups (mean difference = €5,586, 95%
CI = €3,681 to €7,491, P <0.001) and between the TNFi
and rituximab groups (mean difference = €3,758, 95%
CI = €1,661 to €5,856, P = 0.001), but not between the
TNFi and abatacept groups (mean difference = €1,828,
95% CI = −€294 to €3,950, P = 0.090).
A positive INMB can be interpreted as the added value

(in euros) of following one treatment versus another.
When uncorrected and corrected for sex and RF, over a
WTP range of 0 to 80,000 euros per QALY, INMB was
significantly different between the rituximab and abata-
cept groups (P <0.001) and between the rituximab and
TNFi groups (P <0.05), as the INMB of zero did not fall
within the 95% CI (that is, the zero data point on the y-
axis was below the dashed lines) (see Figure 5). In con-
trast, the difference between abatacept and TNFi was not
significant over the entire WTP range from 0 to 80,000
euros per QALY (that is, the lower 95% CI fell below 0
INMB over the entire WTP range). However, TNFi had a



Figure 2 Effectiveness outcomes over time with standard deviations. (a) Disease Activity Score in 28 joints (DAS28). (b) Health Assessment
Questionnaire Disability Index (HAQ-DI). (c) EQ-5D. (d) 36-item Short-Form Health Survey (SF-36). PCS, Physical Component Summary. Month 0
represents the start of the treatment.
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higher INMB than abatacept over the entire WTP range
of 0 to 80,000 euros per QALY; thus, with a WTP of 0,
40,000 and 80,000 euros, the probability of TNFi being
more cost-effective than abatacept was 97%, 75% and 50%,
respectively. The analyses performed to calculate these
percentages were uncorrected for confounders.

Discussion
The objective of this study was to compare the effective-
ness and cost-effectiveness of three standard treatments
for RA—abatacept, rituximab and TNFi—in patients with
RA whose previous TNFi treatments had failed. Our ana-
lysis revealed overall improvements over time, but no sig-
nificant differences between the three treatment groups
with respect to the DAS28, HAQ-DI or SF-36 outcome
measures. However, we found significant differences in
the costs and cost-effectiveness of the various treatments.
Specifically, of the three treatments, rituximab was the
most cost-effective. Moreover, treating patients with a sec-
ond TNFi was more cost-effective than treating patients
with abatacept.
This study provides important clinical insights, as it is

the first study to directly compare three different treat-
ment options for patients with RA whose first TNFi treat-
ment failed. Our results are consistent with previous
indirect and observational studies regarding the effective-
ness of abatacept, rituximab and TNFi in patients with RA
whose first TNFi treatment failed their [14,15,31]. How-
ever, Finckh et al. [32], in their observational study, con-
cluded that changing to rituximab after the ineffectiveness



Figure 3 Percentages of patients in remission, with low disease activity and with good or moderate European League Against Rheumatism
response criteria [30]. DA, Disease activity; EULAR, European League Against Rheumatism; TNFi, Tumour necrosis factor inhibitor.
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of a previous TNFi is more effective than switching to an
alternative TNFi. The results of the study by Finckh
et al. can also be explained by the higher DAS28 at base-
line in the rituximab group.
Our cost-effectiveness results are consistent with

those of previous studies. For example, Malottki et al. in
the United Kingdom and Hallinen et al. in Finland used
QALYs to analyse cost-effectiveness and also concluded
that rituximab was the most cost-effective treatment
[33,34]. However, in a recent review of the cost-
effectiveness of abatacept, Athanasakis et al. reported
inconclusive results regarding the comparative cost-
effectiveness of abatacept versus rituximab [35]. Their
review also included studies that cannot be compared
directly with our study; for example, some studies used
an outcome variable other than QALYs. In our analysis,
medication-related costs were dependent upon the price,
dose, route of delivery and dosing frequency of the



Table 2 Adverse events reported at the 1-year follow-up examination

Abatacept (n = 43) Rituximab (n = 46) TNFi (n = 50) Total (n = 139)

Number of
events

Number of
patients

Number of
events

Number of
patients

Number of
events

Number of
patients

Number of
events

Number of
patients

Cardiovascular event 1 1 2 2 2 2 5 5

Infection 9 6 5 4 11 7 25 18

Malignancy 0 0 3 3 0 0 3 3

Laboratory abnormalitiesa 1 1 0 0 2 2 3 3

Skin condition 3 3 3 3 6 5 12 11

Gastroenterological 2 2 3 3 0 0 5 5

Otherb 5 4 7 5 7 4 19 13

Total 21 16 23 15 28 20 78 51
aLiver function test elevations and leukopenia. bIn this group, the adverse effects consisted primarily of influenza, fever, fatigue, headache and/or dizziness. One
patient in the abatacept group developed psychosis 4 months after the start of the study.
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medication. These factors should be taken into account
when attempting to compare our cost-effectiveness data
with data from other countries.
A strength of our study lies in its pragmatic, rando-

mised, multicentre design [36], a design that provides a
suitable combination of internal and external validity
[37]. After randomisation (which minimises the potential
confounding by indication), treatments are provided as
normal daily clinical practice, which is often different from
strict protocols in controlled trials [3,38]. Thus, the exter-
nal validity is maximised. Moreover, in this multicentre
study, patients were recruited from a variety of hospitals
(including academic, general and teaching hospitals)
throughout the Netherlands and Belgium, with no strict
inclusion or exclusion criteria. Therefore, the results of
this study can be generalised to a broader population of
patients with RA whose first TNFi treatment failed.
Figure 4 Mean quality-adjusted life-years and medication-related costs in a
confidence intervals. QALY, Quality-adjusted life-year.
The generalisability of the cost-effectiveness is more
difficult because every country has its own agreements
about treatment prices. However, the main cost driver is
the cost per milligram of (biologic) treatment. By using
the data regarding doses, frequencies, means of delivery
and prices of the medications provided in this article, costs
can be calculated for other countries and compared with
our results.
This study also has some limitations. First, we did not

include tocilizumab therapy as a treatment arm, as this
treatment option was not licensed at the start of the study.
Tocilizumab has been reported to be effective for treating
RA [13], and its effectiveness is similar to that of other
biologic treatments [39] when given to patients whose first
TNFi treatment has failed [14,40]. The dose—and thus the
cost—of administering tocilizumab is dependent upon
body weight. For example, for a patient weighing 70 kg,
1-year period. Error bars represent the upper bars of the 95%



Figure 5 Mean incremental net monetary benefit (iNMB) with 95% confidence intervals (CIs). The location of the 95% CI lines below an INMB of
zero indicates that the two treatment groups differed significantly with respect to cost-effectiveness.
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the mean annual cost is approximately 15,000 euros,
which is similar to the cost of abatacept. Thus, toci-
lizumab may be a good alternative to the treatment op-
tions evaluated in this study. However, tocilizumab has
not been compared directly with other biologic medica-
tions for treatment of RA in patients whose first TNFi
treatment failed, thus warranting the need for future
studies. A second limitation is the unequal distribution
of RF among the three treatment groups, despite our
randomisation approach. Studies have shown that rituxi-
mab yields better results in RF-positive patients (a differ-
ence of 0.3 on the DAS28 score relative to RF-negative
patients) [41,42]. In our study cohort, there were fewer
RF-positive patients than usually seen in daily clinical
practice. The rituximab group contained a higher percent-
age of RF-positive patients than the other two groups;
therefore, the effects of rituximab might have been overes-
timated. However, in daily clinical practice, rituximab is
given primarily to RF-positive patients. To control for this,
we corrected for this difference in RF positivity in our
analyses and obtained the same results for the corrected
and uncorrected analyses. It would be interesting to per-
form subgroup analyses for RF-positive patients and RF-
negative patients, but the subgroups were too small to
make valid conclusions. With respect to abatacept and
TNFi treatment, the published literature has yielded no
evidence regarding different treatment effectiveness in
RF-positive versus RF-negative patients [42,43]. A third
caveat with regard to our study is that 22% of the pa-
tients used the biologic treatment as monotherapy. This
is different from what is suggested in the literature and
provides a possible explanation for the moderate effects
over time of all three groups. However, owing to the
pragmatic trial design, this is a good representation of
daily clinical practice.
It is difficult to perform a pragmatic trial. As we can
also see in this study, it is difficult to motivate patients
to participate in pragmatic studies. Patients do not have
to participate to receive the treatments that are studied.
If they do not want to be randomised, or if they have a
preference or dislike for one specific treatment, they do
not want to be included in the study. Fortunately, in this
study, the sample size was reached because multiple hos-
pitals included patients. With regard to patient character-
istics, the patients who did not participate in the study but
did change their TNFi treatment did not differ from in-
cluded patients. Another caveat that must be considered
regards our method of calculating medication-related
costs, which included only the medication and infusion
costs in our cost-effectiveness analysis. However, we found
no difference between the groups with respect to treat-
ment effectiveness, and there seem to have been no major
differences in adverse events. If we assume that health
care–related expenses are positively related to both dis-
ease activity and the development of adverse events, we
can also assume that other health care–related costs
would be similar between the three treatment groups. Al-
though travel costs are somewhat higher for patients who
require infusion treatments (that is, the patients in the ri-
tuximab and abatacept groups), only the patients in the
abatacept group received a large number of infusions.
Nevertheless, had we included travel expenses, the cost of
treatment in the abatacept group would have been higher.
After this study was concluded, abatacept became avail-
able as an injection therapy that can be administered at
home, reducing the administration cost by an estimated
6%; therefore, treatment with abatacept can become less
expensive while providing the same effectiveness [44]. The
average costs of rituximab are lower partly because it was
provided on demand and on average a second treatment
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was not provided at 6 months. Still, the effectiveness was
the same as that of abatacept and TNFi. Because we study
daily clinical practice, these kind of variations are detected.
Perhaps, in the current care paradigm, abatacept and
TNFi can also be provided less frequently or in lower
doses as stated in protocols. This will then also reduce the
health care costs.
In our study, all of the treatment options (including

the various TNF inhibitors) had a good safety profile,
and the short-term (1 year) occurrence of adverse events
seems similar between the abatacept, rituximab and
TNFi treatment groups, but the numbers were too small
to perform valid statistical analyses. Aaltonen et al. [45]
showed no significant difference between TNFi and ri-
tuximab treatment in patients with serious infections
and malignancies. To make valid conclusions about the
adverse events, another study that is powered on the
adverse events should be performed. With respect to
long-term safety, van Vollenhoven et al. [46] recently
reported that long-term biologic treatment did not in-
crease the risk of any type of adverse events during
9.5 years of follow-up observations. This supports our
assertion that the treatments studied here are also likely
to be equally safe in the long run. In addition, in a re-
cent study, researchers reported that the dose of rituxi-
mab can be decreased to a single 1,000-mg dose or two
500-mg doses [47] rather than two 1,000-mg doses, as
prescribed in our study. This decrease in dose can de-
crease the cost of rituximab by almost 50% if the time to
the second dose is the same, which would greatly benefit
rituximab’s cost-effectiveness and perhaps decrease the
adverse events. With the upcoming biosimilars for rituxi-
mab and TNF inhibitors, lower costs related to those
treatments are to be expected.

Conclusions
Compared with intravenous abatacept and the various
TNF inhibitors that were tested in this study, rituximab
is the most cost-effective treatment option for patients
whose first TNFi treatment has failed. This advantage
is due primarily to the differences in drug costs; thus,
because the effectiveness and safety are the same, the
costs of the medication can drive decision making
about a biologic treatment. Considering the clinical ef-
fectiveness and costs of pharmacologic treatments after
failure of the first TNFi in patients with RA over a 12-
month period, we found that rituximab was the most
favourable treatment.
This study should be considered as an early step that

needs to be confirmed by similar analyses with larger pop-
ulations, including tocilizumab, and followed over longer
periods of time so that the social and financial costs of dif-
ferent treatment regimens are also accounted for, includ-
ing adverse events and inconvenience for patients.
Additional file

Additional file 1: Medication costs.
Abbreviations
aba: Abatacept; CI: Confidence interval; csDMARD: Conventional synthetic
disease-modifying antirheumatic drug; DAS28: Disease Activity Score in 28
joints; ESR: Erythrocyte sedimentation rate; EULAR: European League Against
Rheumatism; HAQ-DI: Health Assessment Questionnaire Disability Index;
INMB: Incremental net monetary benefit; IQR: Interquartile range;
QALY: Quality-adjusted life-year; RA: Rheumatoid arthritis; RF: Rheumatoid
factor; rit: Rituximab; SD: Standard deviation; SF-36: 36-item Short Form
Health Survey; SUSAR: Suspected unexpected serious adverse reaction;
TNFi: Tumour necrosis factor inhibitor; toc: Tocilizumab; WTP: Willingness to pay.
Competing interests
TLJ is a member of the advisory boards of AbbVie, Ardea Biosciences,
AstraZeneca, Bristol-Myers Squibb, Janssen Pharmaceutica, Menarini, Novartis,
Pfizer, Roche Diagnostics and UCB and has received grant support for the
present study from AbbVie and UCB. RW has received honoraria for KU
Leuven for advice or public speaking from Bristol-Myers Squibb. JH has
received a grant and honoraria for advice and speaking (both related to
another project (i-control)). EB has received grant support from AbbVie
(Abbott), Pfizer and Merck (formerly Schering-Plough/MSD). PLCMvR has
received consulting honoraria from Abbott, Bristol-Myers Squibb, MSD
Pharmaceuticals, Pfizer and Roche; speaking honoraria from Abbott, Bristol-
Myers Squibb, Pfizer and Roche; and grants from Abbott, Bristol-Myers
Squibb, MSD Pharmaceuticals and Roche. The other authors declare that
they have no competing interests.
Authors’ contributions
All authors are responsible for the work presented in this manuscript, and all
were involved in at least one of the following: study conception and design,
acquisition of data, statistical analysis and interpretation of data. SHMM was
involved in the development of the database, the statistical analyses, the
interpretation of the data and the writing of the manuscript. WK participated
in the design of the study, the statistical analyses, the interpretation of the
data, the funding application, the drafting of the manuscript and revision of
the manuscript critically for important intellectual content. EA participated in
the design of the study, the statistical analyses, the interpretation of the data,
the funding application, the drafting of the manuscript and revision of the
manuscript critically for important intellectual content (mainly focussing on
the cost-effectiveness analyses). HLB, HJBM, AH, LH, EB, HV, HEV, TLJ and RW
were involved in the acquisition of data, the drafting of the manuscript and
revision of the manuscript critically for important intellectual content. JH was
involved in the design of the study, the funding application, the acquisition
of data, the drafting of the manuscript and revision of the manuscript
critically for important intellectual content. MAFJvdL initiated this study
and was involved in the acquisition of data, the drafting of the manuscript
and revision of the manuscript critically for important intellectual content.
PLCMvR initiated this study and was involved in the design of the study,
the statistical analyses, the interpretation of the data, the funding application,
the drafting of the manuscript and revision of the manuscript critically
for important intellectual content. All authors read and approved the
final manuscript.
Acknowledgements
We thank Sanne Rongen-van Dartel for management of the patient inclusion
and randomisation processes. We acknowledge all research nurses and
rheumatologists of the nine departments of rheumatology from the
Netherlands and Belgium in the study for their participation in the data
collection, and we acknowledge Erik Brummelkamp, Thea van Gaalen,
Lia Schalkwijk, and Marion de Lange-Brandt for data processing and manage-
ment. This work was supported by Netherlands Organisation for Health Re-
search and Development (ZonMw) grant number 170995001. No one except
the authors was involved in the study design, the analysis and
interpretation of the results or the writing of the manuscript.

http://arthritis-research.com/content/supplementary/s13075-015-0630-5-s1.docx


Manders et al. Arthritis Research & Therapy  (2015) 17:134 Page 11 of 12
Author details
1Department of IQ Healthcare, Radboud Institute for Health Sciences,
Radboud University Medical Centre, Postbus 9101, Geert Grooteplein Noord
21 (Route 114), 6500 HB Nijmegen, Netherlands. 2Department of Health
Evidence, Radboud University Medical Centre, Nijmegen, Netherlands.
3Department of Rheumatology, TweeSteden Hospital, Dr. Deelenlaan 5,
Tilburg 5042 AD, Netherlands. 4Department of Rheumatology,
Ziekenhuisgroep Twente, Zilvermeeuw 1, Almelo, 7609 PP, Netherlands.
5Department of Rheumatology, Jeroen Bosch Hospital, Henri Dunantstraat 1,
’s-Hertogenbosch, 5223 GZ, Netherlands. 6Department of Rheumatology,
Medical Centre Leeuwarden, Henri Dunantweg 2, Leeuwarden, 8934 AD,
Netherlands. 7Department of Rheumatology, University Medical Centre
Groningen, Hanzeplein 1, Groningen, 9700 RB, Netherlands. 8Department of
Rheumatology, Rijnstate Hospital, Postbus 9555, Arnhem, 6800 TA,
Netherlands. 9Department of Rheumatology and Clinical Immunology,
Medisch Spectrum Twente, Haaksbergerstraat 55, Enschede, 7513 ER,
Netherlands. 10Department of Rheumatic Diseases, Radboud University
Medical Centre, Nijmegen, Netherlands. 11Skeletal Biology and Engineering
Research Centre, Department of Development and Regeneration, KU Leuven,
Oude Markt 13, Leuven 3000, Belgium. 12Department of Rheumatology,
University Hospitals Leuven, Oude Markt 13, Leuven 3000, Belgium.

Received: 3 November 2014 Accepted: 17 April 2015

References
1. Jobanputra P, Maggs F, Deeming A, Carruthers D, Rankin E, Jordan AC, et al.

A randomised efficacy and discontinuation study of etanercept versus
adalimumab (RED SEA) for rheumatoid arthritis: a pragmatic, unblinded,
non-inferiority study of first TNF inhibitor use: outcomes over 2 years.
BMJ Open. 2012;2:e001395.

2. Hyrich KL, Watson KD, Lunt M, Symmons DPM, British Society for
Rheumatology Biologics Register (BSRBR). Changes in disease characteristics
and response rates among patients in the United Kingdom starting
anti-tumour necrosis factor therapy for rheumatoid arthritis between 2001
and 2008. Rheumatology. 2011;50:117–23.

3. 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;66:1473–8.

4. Haraoui B, Keystone EC, Thorne JC, Pope JE, Chen I, Asare CG, et al. Clinical
outcomes of patients with rheumatoid arthritis after switching from
infliximab to etanercept. J Rheumatol. 2004;31:2356–9.

5. Nikas SN, Voulgari PV, Alamanos Y, Papadopoulos CG, Venetsanopoulou AI,
Georgiadis AN, et al. Efficacy and safety of switching from infliximab to
adalimumab: a comparative controlled study. Ann Rheum Dis. 2006;65:257–60.

6. Wick MC, Ernestam S, Lindblad S, Bratt J, Klareskog L, van Vollenhoven RF.
Adalimumab (Humira) restores clinical response in patients with secondary
loss of efficacy from infliximab (Remicade) or etanercept (Enbrel): results
from the STURE registry at Karolinska University Hospital. Scand J
Rheumatol. 2005;34:353–8.

7. Cohen G, Courvoisier N, Cohen JD, Zaltni S, Sany J, Combe B. The efficiency
of switching from infliximab to etanercept and vice-versa in patients with
rheumatoid arthritis. Clin Exp Rheumatol. 2005;23:795–800.

8. Hjardem E, Østergaard M, Pødenphant J, Tarp U, Andersen LS, Bing J, et al.
Do rheumatoid arthritis patients in clinical practice benefit from switching
from infliximab to a second tumor necrosis factor α inhibitor? Ann Rheum
Dis. 2007;66:1184–9.

9. Buch MH, Bingham SJ, Bejarano V, Bryer D, White J, Reece R, et al. Therapy
of patients with rheumatoid arthritis: outcome of infliximab failures
switched to etanercept. Arthritis Rheum. 2007;57:448–53.

10. Blom M, Kievit W, Donders AR, den Broeder AA, Straten VH, Kuper I, et al.
Effectiveness of a third tumor necrosis factor-α-blocking agent compared
with rituximab after failure of 2 TNF-blocking agents in rheumatoid arthritis.
J Rheumatol. 2011;38:2355–61.

11. Genovese MC. Biologic therapies in clinical development for the treatment
of rheumatoid arthritis. J Clin Rheumatol. 2005;11:S45–54.

12. Cohen SB, Emery P, Greenwald MW, Dougados M, Furie RA, Genovese MC,
et al. Rituximab for rheumatoid arthritis refractory to anti-tumor necrosis
factor therapy: results of a multicenter, randomized, double-blind,
placebo-controlled, phase III trial evaluating primary efficacy and safety at
twenty-four weeks. Arthritis Rheum. 2006;54:2793–806.
13. Burmester GR, Feist E, Kellner H, Braun J, Iking-Konert C, Rubbert-Roth A.
Effectiveness and safety of the interleukin 6-receptor antagonist tocilizumab
after 4 and 24 weeks in patients with active rheumatoid arthritis: the first
phase IIIb real-life study (TAMARA). Ann Rheum Dis. 2011;70:755–9.

14. Schoels M, Aletaha D, Smolen JS, Wong JB. Comparative effectiveness and
safety of biological treatment options after tumour necrosis factor α
inhibitor failure in rheumatoid arthritis: systematic review and indirect
pairwise meta-analysis. Ann Rheum Dis. 2012;71:1303–8.

15. Salliot C, Finckh A, Katchamart W, Lu Y, Sun Y, Bombardier C, et al. Indirect
comparisons of the efficacy of biological antirheumatic agents in
rheumatoid arthritis in patients with an inadequate response to
conventional disease-modifying antirheumatic drugs or to an anti-tumour
necrosis factor agent: a meta-analysis. Ann Rheum Dis. 2011;70:266–71. A
published erratum appears in Ann Rheum Dis. 2011;70:560.

16. 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;38:44–8.

17. Fries JF, Spitz PW, Young DY. The dimensions of health outcomes: the
health assessment questionnaire, disability and pain scales. J Rheumatol.
1982;9:789–93.

18. Ware Jr JE, Sherbourne CD. The MOS 36-item Short-Form Health Survey (SF-36).
I. Conceptual framework and item selection. Med Care. 1992;30:473–83.

19. Drummond MF, O’Brien B, Stoddart GL, Torrance GW. Methods for the
economic evaluation of health care programmes. 2nd ed. New York: Oxford
University press; 1997.

20. Rabin R, de Charro F. EQ-5D: a measure of health status from the EuroQol
Group. Ann Med. 2001;33:337–43.

21. EuroQol Group. EuroQol—a new facility for the measurement of
health-related quality of life. Health Policy. 1990;16:199–208.

22. Care Institute Netherlands. Medication costs website. https://www.
medicijnkosten.nl/. Accessed 21 Apr 2015.

23. Prevoo MLL, van Gestel AM, van ’t Hof MA, van Rijswijk MH, van de Putte LBA,
van Riel PLCM. Remission in a prospective study of patients with rheumatoid
arthritis: American Rheumatism Association preliminary remission criteria in
relation to the Disease Activity Score. Br J Rheumatol. 1996;35:1101–5.

24. Borm GF, Fransen J, Lemmens WA. A simple sample size formula for
analysis of covariance in randomized clinical trials. J Clin Epidemiol.
2007;60:1234–8.

25. Welsing PM, van Riel PL. The Nijmegen inception cohort of early
rheumatoid arthritis. J Rheumatol Suppl. 2004;69:14–21.

26. Zhong B. How to calculate sample size in randomized controlled trial? J
Thorac Dis. 2009;1:51–4.

27. Cost-effectiveness of new medicines (Mabthera and Orencia) compared to a
second TNF blocking medicine, for patients with inadequate effect of a first
TNF blocking medicine. Dutch Trial Register number NTR1605. http://www.
trialregister.nl/trialreg/admin/rctview.asp?TC=1605. Accessed 21 Apr 2015.

28. Moons KG, Donders RA, Stijnen T, Harrell Jr FE. Using the outcome for imputation
of missing predictor values was preferred. J Clin Epidemiol. 2006;59:1092–101.

29. Groenwold RH, White IR, Donders AR, Carpenter JR, Altman DG, Moons KG.
Missing covariate data in clinical research: when and when not to use the
missing-indicator method for analysis. CMAJ. 2012;184:1265–9.

30. 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;39:34–40.

31. Harrold LR, Reed GW, Kremer JM, Curtis JR, Solomon DH, Hochberg MC, et al.
The comparative effectiveness of abatacept versus anti-tumour necrosis
factor switching for rheumatoid arthritis patients previously treated with an
anti-tumour necrosis factor. Ann Rheum Dis. 2015;74:430–6.

32. Finckh A, Ciurea A, Brulhart L, Möller B, Walker UA, Courvoisier D, et al. Which
subgroup of patients with rheumatoid arthritis benefits from switching to
rituximab versus alternative anti-tumour necrosis factor (TNF) agents after
previous failure of an anti-TNF agent? Ann Rheum Dis. 2010;69:387–93.

33. Malottki K, Barton P, Tsourapas A, Uthman AO, Liu Z, Routh K, et al.
Adalimumab, etanercept, infliximab, rituximab and abatacept for the
treatment of rheumatoid arthritis after the failure of a tumour necrosis
factor inhibitor: a systematic review and economic evaluation. Health
Technol Assess. 2011;15:1–278.

https://www.medicijnkosten.nl/
https://www.medicijnkosten.nl/
http://www.trialregister.nl/trialreg/admin/rctview.asp?TC=1605
http://www.trialregister.nl/trialreg/admin/rctview.asp?TC=1605


Manders et al. Arthritis Research & Therapy  (2015) 17:134 Page 12 of 12
34. Hallinen TA, Soini EJ, Eklund K, Puolakka K. Cost-utility of different treatment
strategies after the failure of tumour necrosis factor inhibitor in rheumatoid
arthritis in the Finnish setting. Rheumatology. 2010;49:767–77.

35. Athanasakis K, Petrakis I, Kyriopoulos J. Investigating the value of abatacept in
the treatment of rheumatoid arthritis: a systematic review of cost-effectiveness
studies. ISRN Rheumatol. 2013;2013:256871.

36. Schwartz D, Lellouch J. Explanatory and pragmatic attitudes in therapeutical
trials. J Clin Epidemiol. 2009;62:499–505.

37. Hotopf M. The pragmatic randomised controlled trial. Adv Psychiatr Treat.
2002;8:326–33.

38. 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;54:3399–407.

39. Bergman GJ, Hochberg MC, Boers M, Wintfeld N, Kielhorn A, Jansen JP.
Indirect comparison of tocilizumab and other biologic agents in patients
with rheumatoid arthritis and inadequate response to disease-modifying
antirheumatic drugs. Semin Arthritis Rheum. 2010;39:425–41.

40. Woodrick R, Ruderman EM. Anti-interleukin-6 therapy in rheumatoid arthritis.
Bull NYU Hosp Jt Dis. 2010;68:211–7.

41. Chatzidionysiou K, Lie E, Nasonov E, Lukina G, Hetland ML, Tarp U, et al.
Highest clinical effectiveness of rituximab in autoantibody-positive patients
with rheumatoid arthritis and in those for whom no more than one
previous TNF antagonist has failed: pooled data from 10 European registries.
Ann Rheum Dis. 2011;70:1575–80.

42. Maneiro RJ, Salgado E, Carmona L, Gomez-Reino JJ. Rheumatoid factor as
predictor of response to abatacept, rituximab and tocilizumab in
rheumatoid arthritis: systematic review and meta-analysis. Semin Arthritis
Rheum. 2013;43:9–17.

43. Daïen CI, Morel J. Predictive factors of response to biological disease
modifying antirheumatic drugs: towards personalized medicine. Mediators
Inflamm. 2014;2014:386148.

44. Wells AF, Jodat N, Schiff M. A critical evaluation of the role of subcutaneous
abatacept in the treatment of rheumatoid arthritis: patient considerations.
Biologics. 2014;8:41–55.

45. Aaltonen KJ, Joensuu JT, Virkki L, Sokka T, Aronen P, Relas H, et al. Rates of
serious infections and malignancies among patients with rheumatoid
arthritis receiving either tumor necrosis factor inhibitor or rituximab therapy.
J Rheumatol. 2015;42:372–8.

46. van Vollenhoven RF, Emery P, Bingham 3rd CO, Keystone EC, Fleischmann
RM, Furst DE, et al. Long-term safety of rituximab in rheumatoid arthritis:
9.5-year follow-up of the global clinical trial programme with a focus on
adverse events of interest in RA patients. Ann Rheum Dis. 2013;72:1496–502.

47. Bredemeier M, de Oliveira FK, Rocha CM. Low- versus high-dose rituximab
for rheumatoid arthritis: a systematic review and meta-analysis. Arthritis Care
Res. 2014;66:228–35.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Introduction
	Methods
	Results
	Conclusions
	Trial registration

	Introduction
	Methods
	Study design
	Participants
	Interventions
	Outcomes
	Sample size
	Statistical analyses

	Results
	Treatment effectiveness
	Drug survival
	Safety
	Cost-effectiveness

	Discussion
	Conclusions
	Additional file
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References

