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Abstract The objective of this study is to apply therapeutic
drug monitoring (TDM) as an objective tool to monitor the
switch from infliximab innovator (INX) to infliximab
biosimilar (INB) in our diverse rheumatic cohort in daily clin-
ical practice. All rheumatic patients on INX treatment
(Remicade®) and >18 years were switched to INB
(Inflectra®) as part of routine care, but in a controlled setting.
Patients were monitored by taking blood samples just before
the first infusion of INB (T1), and after the second (T2), fourth
(T3), and seventh (T4) infusion of INB. T4 reflects the pa-
tients’ status after ~12 months. Infliximab trough levels,
antibodies-to-infliximab (ATI), C-reactive protein (CRP),
erythrocyte sedimentation rate (ESR), and validated disease
activity scores (if possible) were measured. Our population
consisted of 27 patients with seven different rheumatic dis-
eases who had received INX for 143 (58—161) months (medi-
an (IQR)). Half of the patients (52%) received concomitant
immunosuppressives. We found widely varying infliximab
levels, with only 56% within the proposed therapeutic range
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of 1-5 pg/mL. One patient had very high ATT levels (>880 au/
mL), and two had low ATT levels (<30 au/mL). After switching
to INB, seven patients (26%) discontinued the therapy, partial-
ly due to subjective reasons. No difference in infliximab levels,
CRP levels, and disease activity scores was found between the
four time points (p > 0.2460). In conclusion, no pharmacoki-
netic or clinical differences were found between INX and INB
in our diverse rtheumatic cohort. TDM is a helpful tool to mon-
itor patients switching from INX to INB.

Keywords Biosimilars - Infliximab - Rheumatology - Switch
study - Therapeutic drug monitoring

Abbreviations

ATI Antibodies to infliximab
CRP  C-reactive protein

ESR  Erythrocyte sedimentation rate
IFX Infliximab

INX Infliximab innovator

INB Infliximab biosimilar

IQR Interquartile range

TDM  Therapeutic drug monitoring
TNFx  Tumor necrosis factor alpha
Introduction

Infliximab (IFX), a therapeutic antibody against tumor necro-
sis factor alpha (TNFx), has been successfully used to treat
patients suffering from inflammatory disorders for many
years. It is very effective in those who did not respond well
to conventional immunosuppressive medication. Although
the majority of patients does well on IFX therapy, non-
response or loss of response is common [1]. This can be due
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to different reasons, e.g., the formation of antibodies-to-
infliximab (ATI), inadequate dosing, or pharmacodynamic
problems. Moreover, IFX therapy is expensive and thus a
burden on healthcare costs.

In February 2015, the patent of IFX innovator (INX;
Remicade®) expired, and much cheaper IFX biosimilars
(INB; CTP-13, brand names Inflectra® and Remsima®) en-
tered the market. Registration studies in rheumatic popula-
tions showed comparable pharmacokinetics, efficacy, safety,
and immunogenicity for INX and INB, both on short- and
long-term [2—7]. However, data from daily, more diverse clin-
ical practice is still scarce.

Therapeutic drug monitoring (TDM) is widely advocated
in literature to optimize IFX therapy and can serve as an ob-
jective tool to monitor patients who are switched from INX to
INB [8]. In many hospitals, including ours, this is not yet
routine practice though. In this study, we used TDM of IFX
to monitor the switch of INX to INB in our diverse rheumatic
cohort to register their clinical performance.

Materials and methods
Patients and study design

All patients from the Department of Rheumatology of
Méxima Medical Center on Remicade® treatment and
>18 years were included. The switch to biosimilar Inflectra®
was introduced as part of routine care. All patients agreed to
this change in treatment after being informed by their rheuma-
tologist. The switch was done in a controlled setting: blood
samples were taken just before the first infusion (just before
switch; T1), and after the second (just after switch; T2), fourth
(~6 months after switch; T3), and seventh (~12 months after
switch; T4) infusion of Inflectra®. IFX trough levels, ATI, C-
reactive protein (CRP), erythrocyte sedimentation rate (ESR),
and validated disease activity scores (if possible) were mea-
sured at these time points.

Infliximab and ATI measurements

IFX levels were measured using an Infliximab ELISA kit
(apDia, Turnhout, Belgium), which was implemented on an
automated ELISA processor in our lab [9]. When a patient’s
IFX concentration was <0.5 pg/mL, ATI were determined by
the in-house ELISA of Sanquin Diagnostics (Amsterdam, the
Netherlands) [10].

Disease activity scores
For rheumatoid arthritis patients, DAS28 scores were calcu-

lated using the ESR value, the visual analogue scale, and the
swollenness/tenderness of 28 joints. For ankylosing
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spondylitis patients, ASDAS scores were calculated using
the amount of back pain, duration of morning stiffness, pe-
ripheral pain/swelling, the patient’s global health, and CRP
value.

Statistical analysis

Infliximab, CRP, ESR levels, and disease activity scores were
compared between the different time points using non-
parametric Friedman analysis, the Wilcoxon signed rank test,
and the Wilcoxon Mann-Whitney test.

Results
Patients

Our cohort of rheumatic patients receiving infliximab innova-
tor (INX) consisted of 27 patients. All were switched to the
biosimilar (INB) as part of routine care. Our population suf-
fered from different rheumatic diseases and had been using
INX for many years. Half of the patients received immuno-
suppressives (see Table 1).

Status on Remicade therapy

The first measurement (T1) was immediately before switching
to INB and reflected the patients’ status at INX therapy. [FX
levels ranged from very low to very high (see Fig. 1, black
columns). Three patients had IFX levels >12 pg/mL (upper

Table 1  Demographics of our rheumatic cohort. Data are represented
as “number (percentage)” or “median (interquartile range)”

Sex [n (%)]

Male 10 (37%)
Female 17 (63%)
Age (years) 60 (48-68)

Indication [n (%)]
Rheumatoid arthritis (RA) 14 (52%)
Psoriatic arthritis (PsA) 5 (19%)
Ankylosing spondylitis (AS) 4 (15%)
Spondylo arthritis (SpA) 1 (3.7%)
Psoriasis (PsO) 1 (3.7%)
Polyarthritis with ulcerative colitis 1 (3.7%)
Periferal arthritis with ulcerative colitis 1 (3.7%)
IFX dose (mg) 300 (300—400)
Interval (weeks) 7 (6-8)
Immunosuppressive comedication
Methotrexate 13 (48%)
Azathioprine 1 (3.7%)

Duration IFX therapy (months) 143 (58-161)
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Fig. 1 Infliximab levels of our 12 1
rheumatic cohort on infliximab

innovator (INX, T1, black) and 10
after switching to infliximab
biosimilar (INB, T2-T4, gray).
The proposed therapeutic range
(1-5 pg/mL) is depicted with the
gray rectangle. Antibodies-to-
infliximab (ATT) are depicted with
stars above the columns; a big 2
star indicates high ATI levels;

small stars indicate low ATI 0
levels 12 3

Infliximab (pg/mL)

limit of the assay). Five patients had IFX concentrations
<0.5 pg/mL, of which one patient had very high ATI
(>880 au/mL), two had low ATI levels (<30 au/mL), and
two had no detectable ATI. Infliximab therapy was immedi-
ately discontinued for the patient with very high ATI. Therapy
was continued for the two patients with low ATT levels, since
it was shown that these can be transient and thus not neces-
sarily have negative influence on the therapy [11, 12].

Disease activity was monitored by measuring CRP and
ESR and calculation of disease activity scores. CRP or ESR
levels were elevated for nine patients (six patients had both
elevated). A slight negative correlation of CRP with IFX
levels could be observed, but this was not the case for ESR
and IFX levels. DAS28 scores were calculated for 14 patients
and ASDAS scores for five patients. Median DAS28 and
ASDAS values were 2.6 and 1.8, respectively. No correlation
between disease activity scores and IFX levels could be ob-
served, but there was association between disease activity
scores and CRP and ESR levels.

Switching to IFX biosimilar: comparison of different time
points

After switching to INB, patients were monitored three
times during the first year. The therapy was discontinued
by seven patients (26%), which happened mostly during
the first 6 months after switching. Characteristics of these

Patients

patients can be found in Table 2. Only one had undetect-
able levels of IFX, while three had IFX levels above the
therapeutic range. Three patients used immunosuppressive
co-medication. Interestingly, one of these patients devel-
oped high ATI levels. Two patients experienced high dis-
ease activity after switching to INB, which indicates lower
response to INB than to INX or subjective increase in dis-
ease activity. For one of these patients, this was objectified
(DAS28 increased from 2.3 (T1) to 4.5 (T2) to 6.3 at (T3)),
but for the other patient, there was no DAS28 score mea-
sured before discontinuation. However, this patient had
already reported higher disease activity on INX treatment.
One patient discontinued INB due to suspected vasculitis.
This could be switch related; however, this patient had
already high drug levels on INX therapy. In one case, hy-
perventilation occurred during the first infusion of INB.
This could be related to the switch but could also a subjec-
tive response. In three cases, discontinuation was not
switch-related (2x different disease, 1x high ATI to INX).

Infliximab levels before switching (T1) were no predictor
of subsequent failure of switching. The median INX level of
patients who continued INB therapy (2.0 nug/mL, IQR 1.3—
2.9) was not different from patients who discontinued INB
therapy (1.4 pg/mL, IQR 1.1-10) (p = 0.1819). ATI levels
were also no predictor of switch failure, both patients with
low ATI levels at T1 successfully continued biosimilar
therapy.

Table 2 Characterization of the patients who discontinued biosimilar therapy

Disease Co-medication Infliximab level

ATIlevel Drop-out switch related Reason drop-out

(ng/mL)
PsA None 1.1 n.a. Possibly related Hyperventilation
PsA None 1.7 n.a. Not related Different disease
PsA Methotrexate ~ >12 n.a. Possibly related Suspected vasculitis
RA Methotrexate 1.0 n.a. Not related Different disease
RA None 6.4 n.a. Probably related Higher disease activity (DAS28 2.3 — 6.3)
PsO Methotrexate ~ <0.5 >880 Not related High ATI level
SpA None >12 n.a. Not related Higher disease activity, but not in remission with Remicade either
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IFX levels were very constant for some patients, while they
varied between the four time points for others (see Fig. 1).
Median IFX levels were not statistically significantly different
at the four time points (p = 0.3487, see Fig. 2). One patient
with low ATT at T1 had also continuously low ATI levels after
switching to INB. The other patient with low ATI at T1 had a
prolonged dosing interval at T1; after switching to INB, drug
levels increased to >0.5 pug/mL (see patient 4 in Fig. 1). None
of the patients developed ATI after switching to INB.

CRP and disease activity scores were not significantly dif-
ferent at the four time points (DAS28: p = 0.4779; ASDAS:
p = 0.3916; CRP: p = 0.2460, see Fig. 2). It has to be noted
that there were very few data points for the ASDAS scores
though. ESR levels were significantly higher at T3 than at T1
(p=0.0056) and T2 (p = 0.0077), although median ESR levels
did not show much variation (see Fig. 2). Disease activity

scores, CRP and ESR, did not correlate with IFX levels.
However, both CRP and ESR were associated with disease
activity scores: patients with elevated CRP or ESR had higher
disease activity scores than patients with normal CRP or ESR
(p £0.0173, except for ESR vs ASDAS p = 0.0593).

Discussion

In this study, TDM was used as a tool to monitor patients who
were switched from infliximab innovator to biosimilar. Despite
(empiric) optimization of infliximab therapy by our rtheumatolo-
gists, we found a broad range of IFX concentrations, ranging
from very high to very low. In literature, a therapeutic range
between ~1-5 pg/mL has been suggested [13]. Only 56% (15
patients) in our cohort had IFX levels within this range. Also, one

Infliximab (ug/mL) DAS28 score ASDAS score
T1 vl
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Fig. 2 Infliximab concentrations, DAS28 scores, ASDAS scores, CRP, and ESR values on IFX innovator (T1, black) and after switching to IFX
biosimilar (T2-T4, gray). Boxplots show the median values, interquartile range, and total range
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patient with very high ATI and two patients with low ATI were
identified. This shows that TDM can aid to further optimize
infliximab therapy, also in patients who seem clinically stable
and have received IFX for a long time. When patients have
higher disease activity, TDM aids to optimize therapy efficiently.
Patients with low IFX levels (<1 pg/mL) and no or low ATI
levels could receive dose escalation to achieve therapeutic levels,
while patients with high ATI levels should be switched to a
different anti-TNF« drug. Patients with high IFX levels
(>5 pg/mL) could be switched to a different drug. If patients feel
well while they have high IFX levels, they could receive dose
reduction, since this reduces costs while clinical efficacy is main-
tained [14—16]. Complete discontinuation of anti-TNF«x therapy
while maintaining remission is possible for some but not for all
patients [17-19].

Upon switching to INB, no significant differences in drug
levels and disease activity scores were observed. This is in
accordance with recent literature. However, one-quarter of
our patients discontinued INB therapy during the first year
after switching. This happened mostly during the first
6 months after switching. These numbers are similar to those
reported in literature [18-20]. All switch studies we found
reported that discontinuation of biosimilar therapy was partly
due to subjective reasons, which could be due to the “nocebo
effect” (disease worsening due to negative expectations). In
our study, this was probably the case for one or two patients,
which is not as much as reported in other studies. The nocebo
effect could be reduced by routinely performing TDM and
measurement of disease activity scores can serve as an objec-
tive tool to diminish this effect.

A noticeable difference between our switch study and those
reported in literature [19-23] is that we had very few patients
with ATI. This could be due to the fact that our population was
receiving INX for the longest time, leading to a selection bias
in favor of pharmacologically stable patients.

In conclusion, we found that TDM is a helpful tool to
monitor patients switching from innovator infliximab to
biosimilars, and we believe thus that TDM should always
guide dosing of IFX therapy. No differences in drug levels
and disease activity scores were observed between INX and
INB in our small but diverse cohort of patients with rheumatic
diseases. Switching to biosimilar and performing TDM can
make IFX therapy much more cost-effective.

Compliance with ethical standards

Disclosures None.

References

1. Krintel SB, Grunert VP, Hetland ML, Johansen JS, Rothfuss M,
Palermo G et al (2013) The frequency of anti-infliximab antibodies

11.

12.

13.

14.

in patients with rheumatoid arthritis treated in routine care and the
associations with adverse drug reactions and treatment failure.
Rheumatol Oxf Engl 52(7):1245-1253

Park W, Hrycaj P, Jeka S, Kovalenko V, Lysenko G, Miranda P et al
(2013) A randomised, double-blind, multicentre, parallel-group,
prospective study comparing the pharmacokinetics, safety, and ef-
ficacy of CT-P13 and innovator infliximab in patients with anky-
losing spondylitis: the PLANETAS study. Ann Rheum Dis 72(10):
1605-1612

Yoo DH, Hrycaj P, Miranda P, Ramiterre E, Piotrowski M,
Shevchuk S et al (2013) A randomised, double-blind, parallel-
group study to demonstrate equivalence in efficacy and safety of
CT-P13 compared with innovator infliximab when coadministered
with methotrexate in patients with active rheumatoid arthritis: the
PLANETRA study. Ann Rheum Dis 72(10):1613-1620

Park W, Lee SJ, Yun J, Yoo DH (2015) Comparison of the phar-
macokinetics and safety of three formulations of infliximab (CT-
P13, EU-approved reference infliximab and the US-licensed refer-
ence infliximab) in healthy subjects: a randomized, double-blind,
three-arm, parallel-group, single-dose, Phase I study. Expert Rev
Clin Immunol 11(Suppl 1):S25-S31

Yoo DH, Racewicz A, Brzezicki J, Yatsyshyn R, Arteaga ET,
Baranauskaite A et al (2015) A phase III randomized study to
evaluate the efficacy and safety of CT-P13 compared with reference
infliximab in patients with active rheumatoid arthritis: 54-week
results from the PLANETRA study. Arthritis Res Ther 18:82
Park W, Yoo DH, Miranda P, Brzosko M, Wiland P, Gutierrez-
Urefia S, et al. (2016) Efficacy and safety of switching from refer-
ence infliximab to CT-P13 compared with maintenance of CT-P13
in ankylosing spondylitis: 102-week data from the PLANETAS
extension study. Ann Rheum Dis 26

Yoo DH, Prodanovic N, Jaworski J, Miranda P, Ramiterre E, Lanzon
A, et al. (2016) Efficacy and safety of CT-P13 (biosimilar infliximab)
in patients with theumatoid arthritis: comparison between switching
from reference infliximab to CT-P13 and continuing CT-P13 in the
PLANETRA extension study. Ann Rheum Dis 29

Gils A (2017) Combining therapeutic drug monitoring with
biosimilars, a strategy to improve the efficacy of biologicals for
treating inflammatory bowel diseases at an affordable cost. Dig
Dis Basel Switz 35(1-2):61-68

Schmitz EMH, van de Kerkhof D, Hamann D, van Dongen JLJ,
Kuijper PHM, Brunsveld L, et al. (2015) Therapeutic drug moni-
toring of infliximab: performance evaluation of three commercial
ELISA kits. Clin Chem Lab Med CCLM FESCC 20

Wolbink GJ, Vis M, Lems W, Voskuyl AE, de Groot E,
Nurmohamed MT et al (2006) Development of antiinfliximab an-
tibodies and relationship to clinical response in patients with rheu-
matoid arthritis. Arthritis Rheum 54(3):711-715

Vande Casteele N, Gils A, Singh S, Ohrmund L, Hauenstein S,
Rutgeerts P et al (2013) Antibody response to infliximab and its
impact on pharmacokinetics can be transient. Am J Gastroenterol
108(6):962-971

Ungar B, Chowers Y, Yavzori M, Picard O, Fudim E, Har-Noy O
et al (2014) The temporal evolution of antidrug antibodies in pa-
tients with inflammatory bowel disease treated with infliximab. Gut
63(8):1258-1264

Wolbink GJ, Voskuyl AE, Lems WEF, de Groot E, Nurmohamed
MT, Tak PP et al (2005) Relationship between serum trough
infliximab levels, pretreatment C reactive protein levels, and clini-
cal response to infliximab treatment in patients with rheumatoid
arthritis. Ann Rheum Dis 64(5):704-707

Baraliakos X, Heldmann F, van den Bosch F, Burmester G, Gaston
H, van der Horst-Bruinsma IE et al (2016) Long-term efficiency of
infliximab in patients with ankylosing spondylitis: real life data
confirm the potential for dose reduction. RMD Open 2(2):¢000272

@ Springer



Clin Rheumatol

15.

16.

17.

18.

19.

Plasencia C, Kneepkens EL, Wolbink G, Krieckaert CLM, Turk S,
Navarro-Compéan V et al (2015) Comparing tapering strategy to
standard dosing regimen of tumor necrosis factor inhibitors in pa-
tients with spondyloarthritis in low disease activity. J Rheumatol
42(9):1638-1646

Pascual-Salcedo D, Plasencia C, Jurado T, Valle LG del, Sabina P,
Diego C, et al. Dose-tapering of TNF inhibitors in daily rheumatol-
ogy practice enables the maintenance of clinical efficacy while im-
proving cost-effectiveness. J Pharmacovigil [Internet]. 2015 Aug 5
[cited 2017]; Available from: https://www.esciencecentral.org/
journals/dosetapering-of-tnf-inhibitors-in-daily-rheumatology-
practice-enables-the-maintenance-of-clinical-efficacy-while-
improving-costeffectiveness-2329-6887-1000172.php?aid=58635
Ghiti Moghadam M, Vonkeman HE, Ten Klooster PM, Tekstra J,
van Schaardenburg D, Starmans-Kool M et al (2016) Stopping
tumor necrosis factor inhibitor treatment in patients with established
rheumatoid arthritis in remission or with stable low disease activity:
a pragmatic multicenter, open-label randomized controlled trial.
Arthritis Rheumatol Hoboken NJ 68(8):1810-1817

Tanaka Y, Takeuchi T, Mimori T, Saito K, Nawata M, Kameda H et al
(2010) Discontinuation of infliximab after attaining low disease ac-
tivity in patients with rheumatoid arthritis: RRR (remission induction
by Remicade in RA) study. Ann Rheum Dis 69(7):1286-1291

den Broeder AA, van Herwaarden N, van der Maas A, van den
Hoogen FHJ, Bijlsma JW, van Vollenhoven RF et al (2013) Dose

@ Springer

20.

21.

22.

23.

REduction strategy of subcutaneous TNF inhibitors in rheumatoid
arthritis: design of a pragmatic randomised non inferiority trial, the
DRESS study. BMC Musculoskelet Disord 14:299

Nikiphorou E, Kautiainen H, Hannonen P, Asikainen J, Kokko A,
Rannio T, et al. (2015) Clinical effectiveness of CT-P13 (infliximab
biosimilar) used as a switch from Remicade (infliximab) in patients
with established rheumatic disease. Report of clinical experience
based on prospective observational data. Expert Opin Biol Ther 1-7
Gentileschi S, Barreca C, Bellisai F, Biasi G, Brizi MG, Stefano RD
et al (2016) Switch from infliximab to infliximab biosimilar: effi-
cacy and safety in a cohort of patients with different rheumatic
diseases. Expert Opin Biol Ther 16(10):1311-1312

Tweehuysen L, van den Bemt B.J.F., van Ingen I.L., de Jong A.J.L.,
van der Laan W.H., van den Hoogen F.H.J., den Broeder A.A.
Clinical and immunogenicity outcomes after switching treatment
from innovator infliximab to biosimilar infliximab in rheumatic
diseases in daily clinical practice [Internet]. ACR Meeting
Abstracts. [cited 2017 Feb 16] Available from: http:/acrabstracts.
org/abstract/clinical-and-immunogenicity-outcomes-after-
switching-treatment-from-innovator-infliximab-to-biosimilar-
infliximab-in-rheumatic-diseases-in-daily-clinical-practice/
Benucci M, Gobbi FL, Bandinelli F, Damiani A, Infantino M, Grossi
Vet al (2016) Safety, efficacy and immunogenicity of switching from
innovator to biosimilar infliximab in patients with spondyloarthritis: a
6-month real-life observational study. Immunol Res 23


https://www.esciencecentral.org/journals/dosetapering-of-tnf-inhibitors-in-daily-rheumatology-practice-enables-the-maintenance-of-clinical-efficacy-while-improving-costeffectiveness-2329-6887-1000172.php?aid=58635
https://www.esciencecentral.org/journals/dosetapering-of-tnf-inhibitors-in-daily-rheumatology-practice-enables-the-maintenance-of-clinical-efficacy-while-improving-costeffectiveness-2329-6887-1000172.php?aid=58635
https://www.esciencecentral.org/journals/dosetapering-of-tnf-inhibitors-in-daily-rheumatology-practice-enables-the-maintenance-of-clinical-efficacy-while-improving-costeffectiveness-2329-6887-1000172.php?aid=58635
https://www.esciencecentral.org/journals/dosetapering-of-tnf-inhibitors-in-daily-rheumatology-practice-enables-the-maintenance-of-clinical-efficacy-while-improving-costeffectiveness-2329-6887-1000172.php?aid=58635
http://acrabstracts.org/abstract/clinical-and-immunogenicity-outcomes-after-switching-treatment-from-innovator-infliximab-to-biosimilar-infliximab-in-rheumatic-diseases-in-daily-clinical-practice/
http://acrabstracts.org/abstract/clinical-and-immunogenicity-outcomes-after-switching-treatment-from-innovator-infliximab-to-biosimilar-infliximab-in-rheumatic-diseases-in-daily-clinical-practice/
http://acrabstracts.org/abstract/clinical-and-immunogenicity-outcomes-after-switching-treatment-from-innovator-infliximab-to-biosimilar-infliximab-in-rheumatic-diseases-in-daily-clinical-practice/
http://acrabstracts.org/abstract/clinical-and-immunogenicity-outcomes-after-switching-treatment-from-innovator-infliximab-to-biosimilar-infliximab-in-rheumatic-diseases-in-daily-clinical-practice/

	Therapeutic...
	Abstract
	Introduction
	Materials and methods
	Patients and study design
	Infliximab and ATI measurements
	Disease activity scores
	Statistical analysis

	Results
	Patients
	Status on Remicade therapy
	Switching to IFX biosimilar: comparison of different time points

	Discussion
	References


