
Abstract THU0184 – Figure 1. Effect of Anti-drug Antibody on ACR20 Response Rates

Conclusions: In a pooled analysis, the development of ADAbs to TNFi is associ-
ated with reduced clinical efficacy and increased incidence of ISR/IRR in patients
with RA.
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Background: Low trough levels of the tumour necrosis factor inhibitor, adalimu-
mab (ADL), and anti-ADL antibodies (AAA) were reported to be correlated with
lack of response at later time points in patients (pts) with rheumatoid arthritis
(RA).1

Objectives: To assess the ability of ADL trough levels and clinical assessments
at Week 12 to predict clinical remission (REM) after 24 weeks (wks) of treatment
with ADL ±methotrexate (MTX) in established RA pts.
Methods: Data from MTX inadequate responders (MTX-IR) pts with established
RA with available measurement of ADL trough levels and clinical assessments at
Wks 12 and 24 from several clinical trials were pooled: for pts who received ADL
+MTX combination therapy from DE009, DE019, M10–261 and M13–390; for pts
who received ADL monotherapy from DE011, M10–261 and M13–390. Efficacy
endpoints at Wk 24 were DAS28-CRP<2.6 and DAS28-CRP low disease activity
(LDA,<3.2), remission (REM) and LDA by simplified disease activity index
(SDAI,£3.3 and£11 respectively); REM and LDA by clinical disease activity index
(CDAI,£2.8 and£10 respectively). Each of the pooled datasets was randomly and
equally split into training and testing sets. Predictive modelling was performed on

the training set, and the best-performing model was selected and validated in the
testing set. The performance of the final model was reported based on the testing
set.
Results: Based on the cutoffs selected by the predictive model, ADL concentra-
tions at Wk 12 were only slightly predictive for Wk 24 clinical assessment in the
ADL monotherapy group, but not in the ADL+MTX group (table 1). However,
based on achievement of the specified CDAI, SDAI or DAS28-CRP score at Wk
12 (selected by the model), pts were correctly predicted to reach Wk 24 REM or
LDA with an accuracy of 80%–90% and area under the receiver operating charac-
teristic curve (AUC) of 75%–90% (table 2). As an example, pts on ADL monother-
apy with DAS28 <3.3 at Wk 12 had 60% and 70% chance of reaching Wk 24
DAS28-CRP<2.6 and LDA respectively, whereas pts with DAS28 �3.3 had 0%
and 7% chance of achieving Wk 24 DAS28-CRP<2.6 and LDA, respectively
(table 1). Pts on ADL+MTX with Wk 12 SDAI<12.5 had a 25% and 77% chance of
achieving SDAI REM and LDA at Wk 24, respectively.

Abstract THU0185 – Table 1

Conclusions: The ADL concentrations at Week 12 selected by the prediction
model were weak predictors of disease control at 6 months, especially for pts on
ADL+MTX combination therapy. However, using the model-selected cutoffs of
composite clinical endpoints at Wk 12, disease control after 6 months of ADL
±MTX treatment could be correctly predicted in 70%–80% of pts.
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