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FOLLOWING ALL TREATMENT WITHDRAWAL IN MTX-NAÏVE
PATIENTS WITH RA IN REMISSION AFTER 12 MONTHS OF
ABATACEPT THERAPY IN THE AVERT TRIAL
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Background: Factors predictive of relapse need to be identified to aid therapy
withdrawal decisions for patients with RA achieving remission with treatment.
AVERT (NCT01142726) was a Phase IIIb, randomized, active-controlled trial in
patients with early RA.1 After a 12-month, double-blind treatment period with
abatacept + MTX, or abatacept or MTX monotherapy, patients with DAS28 [CRP]
<3.2 could enter a 12-month withdrawal period (all treatment stopped).
Objectives: To evaluate post hoc whether MRI scores, patient characteristics
and disease activity at Month 12 were predictors of clinical relapse at Month 18
and Month 24 after treatment withdrawal in AVERT.
Methods: Synovitis, erosion and bone oedema in the dominant hand and wrist
MRI were scored at Month 12 using the RA MRI scoring system (RAMRIS).
Patient characteristics (pain, age, weight, HAQ-DI) and disease measures (CRP,
SJC28, TJC28, DAS28 [CRP], CDAI, SDAI) were recorded at Month 12. The
influence of these factors on the proportion of patients who relapsed (doubling
of TJC28 and SJC28, and DAS28 [CRP] ≥1.2 increase relative to Month 12) by
Month 18 and Month 24 was assessed.
Results: A total of 172 patients achieving DAS28 remission (DAS28 [CRP] <2.6)
at Month 12 in any treatment group were included in the analysis. Numbers of
patients who relapsed at Month 18 and Month 24 were 100 and 113, respectively.
Of the patient characteristics, disease activity and imaging factors analysed at
Month 12, only MRI synovitis, erosion and oedema scores, as well as HAQ-DI
scores, were significantly associated (p<0.05) with relapse status at both Month
18 and Month 24 (Table).
Conclusions: MRI and HAQ-DI scores in patients in DAS28 remission predicted
clinical relapses 6 and 12 months after complete drug withdrawal in the AVERT
trial. The clinical decision on whether to withdraw therapy in MTX-naïve patients
with RA in remission may benefit from an assessment of imaging and physical
function prior to drug withdrawal.
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Abstract THU0104 – Table 1. MRI and HAQ-DI Scores at Month 12 in Patients With vs Without Relapse by Month 18 and Month 24*

Patients with vs without relapse at Month 18 Patients with vs without relapse at Month 24

Score Estimated difference in scores at Month 12 (95% CI) p value Estimated difference in scores at Month 12 (95% CI) p value

MRI synovitis 1.051 (0.291, 1.810) 0.0070 1.088 (0.256, 1.920) 0.0107
MRI erosion 3.244 (1.694, 4.795) <0.0001 3.076 (1.550, 4.601) 0.0001
MRI oedema 1.503 (0.650, 2.356) 0.0007 1.423 (0.644, 2.202) 0.0004
HAQ-DI 0.194 (0.050, 0.338) 0.0088 0.201 (0.050, 0.353) 0.0095

*Month 18: 92 with relapse, 63 without relapse; Month 24: 103 with relapse, 52 without relapse.
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Background: Tumor necrosis factor inhibitors (TNFi) signify a major advance in
the treatment of rheumatoid arthritis (RA). However, treatment success initially
remains uncertain as one third of patients do not respond adequately to TNFi.
Objectives: We investigated whether brain activity associated to arthritis mea-
sured by functional magnetic resonance imaging (fMRI) can function as a predictor
of response to TNFiin RA patients.
Methods: This is an interim analysis of the first 50 patients of the PreCePRA
trial, a multi-center, double-blind, placebo-controlled fMRI trial on patients with
RA. [1] [2] Active RA patients failing csDMARDs with a DAS28-ESR >3.2 and
at least three tender and/or swollen joints received a baseline brain BOLD
fMRI scan upon joint compression at screening. Patients werethen randomized
into a 12-week double-blinded treatment phase with placebo (arm 1) or 200mg
certolizumab-pegol eow (arm 2; fMRI Bold signal>2000 voxel i.e. 2cm3, arm 3;
fMRI Bold signal <2000 voxel). LDA 3mo. Primary end point was DAS28-ESR
low disease activity at 12 weeks. A 12 weeks follow-up phase in which patients
were switched from the placebo to the treatment arm folowed the blinded phase.
fMRIwas carried out at baseline as well as after 12 and 24 weeks of or placebo.
Results: In 31 patients (responders) baseline signal volume i.e. sum of
significantly coupled voxels after the FDR thresholding was significatly higher
compared to 19 patients (non-responders) (p<0.001) allowing discrimination
between the two groups prior to treatment. In responders we detected an
persitent decrease of the BOLD volume from baseline to week 12 and week 24
(r2=0.561) whereas the BOLD volume in non-responders persitently increased
(r2=0.589).

Conclusions: Based on this interim analysis we conclude that high BOLD
volumes in fMRI, indicating high-level brain representation of pain in arthritis.
These data represent the first encouring signal of the PreCePRA brain fMRI
study supporting the concept that increased RA-related brain activity is related to
response to TNFi.
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Background: Early treatment of rheumatoid arthritis (RA) with treat-to-target
strategies aims to reduce disease activity and to prevent joint damage. Assessment
of the quality of care is commonly based on measurements of disease activity,
functioning and well being. In clinical trials, radiographic scores are widely used
to assess structural joint damage, but these are not applicable in routine care
and limited to hands and feet. Only a few studies evaluated clinical assessment
of irreversible joint damage (e.g. surgery) as outcome. The RA articular damage
(RAAD) score counts structural damage in all joints that that are affected by RA1.
It correlates with radiographic damage2. We have applied this score since 2014
in routine care.


