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Background: Treatment with adalimumab (ADA) has been reported to improve
work productivity and reduce indirect cost due to work impairment in patients with
rheumatoid arthritis (RA). The impact of disease duration at the time of treatment
initiation on work impairment is less well understood.

Objectives: To assess the impact of disease duration before starting treatment
with ADA on work productivity and economic benefit in Japanese patients with
RA.

Methods: Data were taken from the first 24 weeks of a 48-week, multicenter,
prospective, single-cohort study of self-reported work productivity and activity
impairment in 897 Japanese patients with RA receiving ADA." Patients were
divided by quartiles (Q) based on disease duration at the time of ADA initiation.
Work-related outcomes (absenteeism, presenteeism, overall work impairment
[OWI], and activity impairment [Al]) were measured using the Work Productivity
and Activity Impairment questionnaire for rheumatoid arthritis (WPAI/RA). Disease
activity score based on 28 joint counts (DAS28) and the Health Assessment
Questionnaire Disability Index (HAQ-DI) were used to assess clinical and
functional response, respectively. For the comparison of changes in clinical
response and WPAI domain scores by quartiles of disease duration, contrast test
(linear trend) was performed with adjustments for baseline factors. Life saved
productivity loss was estimated using OWI score and basic wages in Japanese
workers 2012 by Ministry of Health Labor and Welfare.

Results: At week 24, disease activity measures and WPAI/RA domain scores
were significantly improved across quartiles. There were statistically significant
decreasing trends in the percentage of patients achieving DAS28-ESR and
HAQ-DI remission after 24 weeks of treatment with longer disease duration.
Similarly, there were statistically significant decreasing trends in changes of OWI
and Al (activity impairment) from baseline to week 24 with increasing disease
duration (table). The estimated life saved productivity losses due to OWI for paid
workers in this analysis were €88,292 for Q1, €61,541 for Q2, €55,677 for Q3
and €36,177 for Q4 (€1 = $1.40).

Quartiles Q1 2 Q3 Q4 p*
Disease duration (vears) =13 132=4 [4==1] 1=

n 224 232 227 214

Remission rare®* DAS28-ESR. | 43.2 40.2 329 209 00144
(%) HAQ-DI 196 51.8 412 19.3 <0.0001
Changes  from | ow] 189 16.7 12.0 9.2 0.0240
baseline to week = e e i e
Ateee 3 Al 238 178 15 12 0.023

*: contrag test (inear trend) was performed by adjusted for following baseline factors; disease duration, DAS2E-
ESE, HAQ-DI, Absenteeism, Prior biclogics for DASIS-ESE ; disease duration, HAQ-DI, EQ3D, PSL for HAQ-
DI ; disease duration, HAQ-DI, OWI, Absentesism, MTX for OWI ; disease duration. DASISESE, HAQ-DI
Presentesiam, Al MTX, Prior biologics for Al **: percentage of patients achieving remission (DASIS.ESR <16,
HAQ-DI 20.5) after 24 week of treatment, ***: data areindicated asmean
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Conclusions: Shorter disease duration before starting ADA treatment leads to
better clinical response and work related outcomes in Japanese patients with RA.
Earlier ADA treatment has an economic impact on lifetime benefit in Japanese
RA patients.
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Background: Long-term treatment of anti-TNF agents in patients with immune
mediated disease can increase the risk of active tuberculosis infection (ATBI) by
reactivation of latent tuberculosis infection (LTBI) or de novo infection. CT-P13 is
a biosimilar of innovator infliximab (INX), approved by the EMA in 2013 based on
the studies PLANETAS and PLANETRA.

Objectives: To identify the risk of positive conversion in the QuantiFERON®-TB
Gold in-tube (QTF) test over 2 years in ankylosing spondylitis (AS) and rheumatoid
arthritis (RA) patients receiving CT-P13 or INX in the extension studies of
PLANETAS and PLANETRA, in 17 countries with various TB incidences.
Methods: Of 476 enrolled subjects in extension studies of PLANETAS or
PLANETRA, all patients had QTF test at baseline and at least one follow-up
QTF result after study drug exposure for a 110-week period. Patients with
positive QTF result at baseline received prophylaxis before study drug exposure.
Patients received either CT-P13 or INX (5mg/kg in AS; 3mg/kg in RA) by usual
schedule up to week 102. Countries were divided into four risk groups according
to TB incidence, as listed in the 2013 WHO TB report: very low (0—19/100000
population), low (20—49), intermediate (50-124) and high (>125). In prevalent
countries, QTF was performed at weeks 14, 30, 54, 62 and 110. In countries with
low risk, QTF was performed at weeks 62 and 110 (or the end of the study visit).
To identify the positive conversion in QTF test, patients with negative result at
baseline were included in this analysis.

Results: Among 458 patients with negative QTF at baseline, median dose is
15 (range 9 to 15) and all patients had at least one QTF result after 9th dose
exposure. Positive conversion of QTF was observed in 16.6% (76/458) of patients
(AS 18.5% [31/168]; RA 15.5% [45/290]). The results showed a tendency of
higher positive conversion rate in the region where the TB incidence is high (very
low 9.3%, low 11.4%, intermediate 21.7%, high 52.0%). Relative risk (RR) of
positive conversion in intermediate and high vs. very low and low TB incidence
countries was 2.37 (95% Cl 1.57 to 3.59). Non-white ethnicity had higher RR of
positive conversion in very low and low TB incidence countries (RR 3.83, 95%
Cl 2.04 to 7.21), and intermediate and high TB incidence countries (RR 3.11,
95% Cl 1.89 to 5.10) as well. In very low, low, intermediate and high incidence
countries, positive conversion was observed in 9.3%, 8.5%, 19.6% and 48.0% of
patients at week 62, and 0%, 3.0%, 2.1% and 4.0% of patients after week 62
over 2 years, respectively. Amongst patients who had positive conversion, 76.3%
(58/76) of patients received prophylactic TB medication.

Conclusions: To reduce TB incidence in patients receiving anti-TNF agents,
appropriate screening and serial QTF tests at least during the first two years of
treatment are necessary to reduce and minimize the risk of TB in patients residing
in intermediate and high TB endemic regions.
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