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Background: Therapeutic drug monitoring of TNF inhibitors (TNFi) may optimize
clinical benefits while at the same time reducing financial costs and risk of adverse
events’-2. Monitoring the TNFi trough levels (TLs) and the anti-drug antibodies

(ADAbs) can provide relevant information to make rational adjustments to therapy

if indicated.

Objectives: To identify distributions and trends in infliximab (IFX) and adalimumab

(ADL) TLs and ADAbs from clinically requested, real-life samples from Finnish

patients with rheumatoid arthritis (RA), spondyloarthropathies (SpA), or juvenile

idiopathic arthritis (JIA).

Methods: Samples for TL and ADAbs were taken on a clinical basis in daily

practice from four university hospitals and 15 central hospitals in Finland

and sent for analysis to United Medix Laboratories. Samples were collected
and analyzed from January 2012 to February 2016. TL measurements were
performed by enzyme-linked immunosorbent assay (either at Sanquin laboratories,

Amsterdam, The Netherlands, or in Helsinki, Finland using Promonitor ELISA,

Progenika Biopharma). TLs from 2—10 png/ml (IFX) or 5-10 pg/ml (ADL) were

considered as general target ranges. ADAb measurements were performed

by radioimmunoassay (Sanquin). 1762 TL (1241 patients), 1598 ADAb (1203

patients), and 860 combined TL and ADAb samples (718 patients) were analyzed.

Statistical analyses were performed by SPSS (IBM, Armonk, NY). p<0.05 was

considered statistically significant.

Results: The highest proportions of samples with very low TLs (<0.1 pg/ml) were

seen in IFX-treated RA patients (14.5%) and ADL-treated SpA patients (12.6%).

The proportion of all samples in the general target range was 51.3% (IFX) and

33.4% (ADL). A greater proportion of ADL RA and SpA samples had possibly

supratherapeutic (>10 pg/ml) TLs (RA: ADL, 22.9% vs IFX, 10.4%, p<0.01

and SpA: ADL, 21.4% vs IFX, 15.0%, p=0.05). A greater proportion of ADL JIA
samples had TLs >10 pg/ml (ADL, 54.5% vs IFX, 36.3%, p<0.01). Proportions
of samples with ADAbs (>12 AU/ml) ranged from 18.0% (IFX RA) to 28.6% (ADL

SpA). A greater proportion of ADL samples with TLs of 2-5 jg/ml and detectable

ADADbs (>12 AU/ml) (RA: ADL, 3.3% vs IFX, 0%; SpA: ADL, 5.6% vs IFX, 0%;

JIA: ADL, 3.4% vs IFX, 0.9%) was observed.

Conclusions: IFX RA and ADL SpA samples had the highest proportions of very

low TLs. Compared to IFX, greater proportions of ADL samples (all indications,

particularly JIA) had TLs >10pg/ml. Proportions of samples with ADAbs >12

AU/ml ranged from 18.0% to 28.6%. Compared to IFX, a greater proportion of

ADL samples with possibly therapeutic TLs had detectable ADAbs.
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Background: Combination therapy of methotrexate (MTX) with biologics results
in superior outcomes vs. monotherapy. Recent clinical trials have shown that
lower MTX doses may be sufficient in patients with rheumatoid arthritis (RA) to
achieve similar clinical and patient reported outcomes (PROs)'2.

Objectives: To evaluate whether high MTX dose in combination with adalimumab
(ADA) results in improved clinical and PROs compared with low MTX dose.
Methods: Adult RA subjects naive to other monoclonal antibodies, initiating
standard dose ADA (40mg g2w) in combination with oral MTX (low dose: <12.5
mgs and high dose: >15 mgs) during 2003-2016 and had a 6 month follow-up
visit were included. The primary outcomes were mean change in clinical disease
activity index (CDAI), and PROs (mHAQ, pain, fatigue, morning stiffness) from
baseline to 6 months. Secondary outcomes included achievement of remission
(CDAI<2.8)/low disease activity (CDAI<10). Outcomes were evaluated adjusting
for covariates that differed at baseline using mixed model linear regression.
Persistency of ADA between the two groups was examined using Kaplan-Meier
survival analysis.

Results: A total of 519 patients were included: N=101 and N=418 initiated ADA
with low and high dose MTX respectively. Patients on high dose MTX were
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significantly younger (53.3 vs 59.7 years), with lower disease duration of RA (8.8
vs 11.2 years) compared to low dose MTX group. Patients in the high dose group
also had higher disease activity (mean CDAI: 20.8 vs 15.4) and more likely to be
biologic-naive (71.3% vs 55.4%), compared to the low dose group (all p<0.05).
Unadjusted and adjusted analyses found no sufficient evidence that patients
on high dose MTX had a better improvement in the outcomes selected (table).
Persistency of ADA did not differ between the two groups.

Table: Outcomes at 6 months among ADA plus low (€12 mg) vs. high dose (215 mg) combination MTX
therapy

ADA+£125mg | ADA+215mg
(low dose) (high dose) Unadj it dj it

6 month outcomes Mean (SD) Mean (SD) B (95% Cl) B (95% CI)
Change in CDAI -5.1(13.1) -8.0 (14.2) -2.65 (-5.68, 0.38) | 2.70(0.27,5.12)
Change in mHAQ -0.04 (0.30) -0.09 (0.43) -0.05 (-0.14, 0.04) | 0.03 (-0.06, 0.13)
Change in pain -3.3 (26.9) -9.0 (28.1) -5.59 (-11.65, 0.46) | 2.25 (-3.21, 7.72)
Change in fatigue 1.8(23.3) -3(27.6) -4.81 (-12.54, 2.92) | -1.99(-9.96, 5.98)

Response rate | Responserate | Odds Ratio® (95% Odds Ratio™

n (%) n (%) [=)] (95% C1)

Achievement of
Remission (CDAIS2.8) | 7 (11.7%) 47 (15.1%) 1.17 (0.47, 2.88) 0.92 (0.36, 2.4)
Achievement of LDA
(CDAI£10) 28 (46.7%) 135 (43.3%) 0.841(0.47,1.49) | 0.63(0.31,1.26)

mHAQ: modified Health Assessment Questionnaire; LDA: Low Disease Activity; t Compared with low dose MTX group as a
reference; *Adjusted for age, duration of RA, work status, insurance status, prior biologic count, MTX continuation, baseline
CDAI and patient pain.

Conclusions: In this real world study, improvements in PROs and achievement
of LDA/remission at 6 months were similar in the groups initiating ADA in
combination with either low dose or high dose MTX.
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Background: CT-P13 is approved as a biosimilar of innovator infliximab for
marketing in 79 countries around the world. After approval, observational study
has been conducted in Republic of Korea in patients with Rheumatoid Arthritis
(RA), Ankylosing Spondylitis (AS), Psoriatic Arthritis (PsA) and Plaque Psoriasis
(PS).

Objectives: To evaluate the effectiveness and safety of CT-P13 under routine
care in Republic of Korea.

Methods: This observational study included both biologic naive patients (Naive
group) and patients who switched from other anti-tumor necrosis factor (TNF)s
to CT-P13 (Switch group). Effectiveness were evaluated based on remission
(DAS28<2.6 in RA, BASDAI<3 in AS and absence of swollen and tender joint
counts in PsA), and response (BASDAI 20/50/70 in AS and PASI 50/75 in PS).
Adverse events (AEs) were collected over 6 month period.

Results: Total 940 patients (400 with RA, 531 with AS, 3 with PsA and 6 with PS)
were registered and 338 (36.0%) patients (108 with RA, 228 with AS, 2 with PS)
who switched to CT-P13 were included.

The proportion of patients achieving remission was similar between Naive and
Switch groups in both RA and AS during post-baseline visits (Table 1). In RA, the
proportion of patients achieving each disease activity category by DAS28 was
similar between Naive and Switch groups (Figure 1). The proportion of patients



