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changes using all diurnal and daily variation data. Bootstrapping was used to
validate the result.

Results: Of patients included in the analysis, 13 had moderate MBDA scores and
9 had high MBDA scores at baseline. Baseline demographics were: 73% women,
mean age 61.8 (SD: 12.1) years, mean MBDA score 43.9 (SD: 8.3), and mean
CDAI 20.2 (SD: 17.1). No patients were on glucocorticoids. Based on the analysis
of the absolute change of MBDA score in the data with daily and diurnal variation
combined, the mean was 3.4 (SD: 3.8), the median (Q1, Q3) was 2 (1, 5), and the
MID was calculated as 7. Similar results were obtained using a bootstrap method.
Minimal variability in mean MBDA scores was observed over 4 days for patients
with moderate and high baseline MBDA scores (Figure 1).

Conclusions: Based upon the short term biologic variability of moderate and high
MBDA scores, the MID was 7 units. An absolute change exceeding this threshold
is unlikely due to diurnal and daily biological variation of the MBDA scores.
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Background: Baricitinib (BARI), an oral inhibitor of Janus kinase (JAK) 1 and JAK
2, is being developed for the treatment of rheumatoid arthritis (RA). RA-BEGIN
was a phase 3 double-blind, three-arm multicentre study of BARI administered
as monotherapy or in combination with methotrexate (MTX) to patients (pts) with
early active RA who had no or limited treatment with DMARDs. Methotrexate
(MTX) monotherapy was the active comparator.

Objectives: To evaluate the proportion of pts with structural damage progression,
defined as change from baseline (CFB) greater than the smallest detectable
change (SDC) in mTSS at week (wk) 52, depending on their disease state as
measured by DAS28-CRP.

Methods: Pts were classified into two groups based on DAS28-CRP. Group A
included pts who achieved sustained DAS28-CRP <3.2 at weeks 16, 20 and 24.
Pts who did not achieve DAS28-CRP <3.2 consecutively at weeks 16, 20 and 24
and pts with missing DAS28-CRP at any of those 3 visits were included in Group
B. The proportion of pts with CFB mTSS > SDC at wk 52 was estimated for
each treatment arm for the two defined groups of response. The SDC in mTSS
in the RA-BEGIN population at wk 52 was 1.4. Missing mTSS at wk 52 were
imputed using linear extrapolation based on baseline data and the most recent
radiographic data prior to the missed radiograph. No formal statistical tests were
performed and comparisons are merely descriptive. All analyses were post-hoc.
Results: Out of the 584 pts of the modified-ITT population (all randomised pts who
received at least 1 dose of study drug) in the RA-BEGIN study, 212 were classified
in Group A: 21.4% (45/210), 42.1% (67/159), and 46.5% (100/215) for MTX,
BARI and BARI+MTX, respectively. The odds ratios for sustained DAS28-CRP
<3.2 response (weeks 16, 20 and 24) to BARI and BARI+MTX vs. MTX, were
respectively 2.8 (95% CIl 1.7-4.4) and 3.3 (95% CI 2.1-5.1). Pts classified in
Group A maintained an adequate level of response up to wk 52. Further, pts in
Group A (sustained DAS28-CRP <3.2) on either BARI + MTX or BARI, were
less likely to show structural progression than patients who achieved sustained
DAS28-CRP <3.2 on MTX. Pts in Group B on MTX or BARI monotherapy were
more likely to show structural progression than patients who did not achieve a
sustained DAS28-CRP <3.2 response on BARI + MTX (Figure 1).

Footnote: Group A: Patients who achieved sustained DAS28-CRP <3.2 (NRI) at
weeks 16, 20 and 24 (N=212); Group B: Complement group

Conclusions: In patients who achieved sustained low DAS28-CRP scores,
progression rates compared to MTX were reduced to a similar degree with BARI
as monotherapy or in combination with MTX. Compared to MTX in patients
who did not achieve sustained low DAS28-CRP scores, progression rates were
reduced most markedly with combination therapy.
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Background: Clinicians rely on time-efficient, validated disease activity assess-
ments to help predict disease progression accurately in patients (pts) with RA. The
utility in predicting structural damage progression for the Routine Assessment of
Patient Index Data 3 (RAPID3)! is largely unknown, while that of DAS28 (CRP)?
and modified (M-)DAS28 have been previously reported.®

Objectives: This post hoc analysis examined the relationship between baseline
disease activity measures and their ability to predict structural damage progression
in the Phase Ill AMPLE (NCT00929864) trial.*

Methods: AMPLE was a randomized, investigator-blinded study in which MTX-
experienced pts with active RA <5 years received SC abatacept 125 mg weekly
or adalimumab 40 mg every 2 weeks in combination with stable-dose MTX.
Logistic regression analysis was used to correlate the effect of disease activity at
baseline on radiographic (X-ray) progression at Months (M) 12 and 24. Disease
activity was assessed using M-DAS28,2 DAS28 (CRP), RAPID3, CDAI and
SDAI. Radiographs were scored using the modified Sharp/van der Heijde scoring
system; progression was defined as change from baseline in total score greater
than the smallest detectable change, which was calculated as SD/square root
(2) x 1.96 (where SD is standard deviation of paired differences of change from
baseline in total score between two readers).

Results: Logistic regression analysis was carried out for all randomized and
treated pts (abatacept, n=318; adalimumab, n=328). For these patients, M-DAS28,
DAS28 (CRP) and RAPID3 at baseline were significant predictors of radiographic
progression at M12 and M24, baseline SDAI was a significant predictor at M12
but not M24 and baseline CDAI was not a significant predictor at either time point

Logistic regression model and area under ROC curves for the impact of disease activity at base-
line on radiographic progression at M12 and M24 (all randomized and treated patients)

Disease activity measure M12 M24

OR(95% Cl) pvalue AUC OR(95%Cl) pvalue AUC
CDAI 1.02(1.00,1.04) NS 05762 1.01(0.99,1.03) NS 0.5416
SDAI 1.02(1.00,1.04) <0.05 0.5963 1.02(1.00,1.03) NS 0.5634
DAS28 (CRP) 1.47(1.15,1.90) <0.01 0.6271 1.31(1.03,1.67) <0.05 0.5911
RAPID3 1.26 (1.08,1.47) <0.01 0.6270 1.16 (1.01,1.34) <0.05 0.5871
M-DAS28 1.51(1.25,1.83) <0.001 0.6624 1.36 (1.13,1.63) <0.01 0.6208

AUC = area under the curve; M = month; NS = not statistically significant; OR = odds ratio; ROC
= receiver operating characteristic.



