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and ACR?70. The safety and tolerability profile was consistent with observations in
the Phase 2 studies with UPA.
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Background: Tofacitinib is an oral Janus kinase inhibitor for the treatment of
rheumatoid arthritis (RA). Given the chronic nature of RA, there may be situations
when therapy is temporarily discontinued. It is important to understand loss of
response during temporary discontinuation and the ability to regain disease con-
trol following treatment reinitiation. Re-establishment of tofacitinib efficacy follow-
ing temporary discontinuation/reinitiation has been previously demonstrated in
patients (pts) with RA participating in the vaccine sub-study of the long-term
extension (LTE) study ORAL Sequel."

Objectives: To further assess tofacitinib efficacy and safety after temporary dis-
continuation and reinitiation in pts with RA in LTE studies.

Methods: Data were pooled from two open-label LTE studies (NCT00413699
[database lock: March 2017] and NCT00661661) of pts with RA who had com-
pleted qualifying Phase 1/2/3 index studies. Pts received tofacitinib 5 or 10 mg
twice daily as monotherapy or with conventional synthetic disease-modifying anti-
rheumatic drugs. Pts who received continuous tofacitinib for >4 months, tempora-
rily discontinued tofacitinib for 14-30 days and then resumed treatment were
included in the analysis. Efficacy outcomes were analysed at the pre-interruption
visit (<90 days before discontinuation) and at the post-interruption visit (within 14—
42 days of resuming treatment); data from the interruption period were not ana-
lysed. Efficacy outcomes included: ACR20/50/70 response rates, mean tender
and swollen joint counts, mean C-reactive protein levels and mean DAS28-4
(ESR), CDAI, HAQ-DI, Patient Global Assessment of arthritis, Pain and Physician
Global Assessment of arthritis scores. Safety was analysed from Day 1 of tempo-
rary discontinuation to the post-interruption visit and included adverse events
(AEs), serious AEs (SAEs) and discontinuations due to AEs that occurred within
the time range.

Results: 261 pts met the criteria for temporary discontinuation. Median (range)
duration of temporary discontinuation was 19" days. Pt demographics are
shown in table 1. Efficacy outcomes were generally similar at pre- and post-inter-
ruption visits (table 2). From Day 1 of discontinuation to the post-interruption visit,
AEs, SAEs and discontinuations due to AEs occurred in 142 (54.4%), 29 (11.1%)
and 4 (1.5%) pts, respectively.

Abstract OP0037 — Table 1 Patients demographics and baseline disease characteristics'
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All tofacitinib
(N=261)

Age (years), mean (SD) 53.7(11.3)
Sex, n (%)

Female 224 (85.8)
Race, n (%)

White 173 (66.3)

Black 7.7

Asian 63(24.1)

Other 18 (6.9)
BMI (kg/m?), mean (SD) 26.8 (6.4)
Duration of disease (years), mean (SD) 94382
TIC, mean (SD) 25.1(15.2)
SJC, mean (SD) 154 (8.6)
CRP (mg/L), mean (SD) 20.6 23.9)
DAS28-4(ESR), mean (SD) 6.4 (1.0
CDALI mean (SD) 36.6 (12.1)
HAQ-DI, mean (SD) 1.50.7)
PtGA, mean (SD) 604 (22.1)
Pain-VAS, mean (SD) 58.8(23.3)
PGA, mean (SD) 61.1(16.9)
Background csDMARD use, n (%)® 181 (69.3)

*Baseline values were those of the index study if patients began LTE study treatment
<14 days from the last tofacitimb dose in the index study. Otherwise, LTE baseline

values were used; *At LTE baseline

BMI, body mass index; CDAI, Clinical Disease Activity Index; CRP, C-reactive
antirheumatic

protein; csDMARD, conventional synthetic disease-modifying

DAS28-4(ESR), Disease Activity Score in 28 joints, erythrocyte sedimentation rate;

HAQ-DI, Health Assessment Questionnaire-Disability Index; LTE, long-term

extension; PGA, Physician Global Assessment of arthritis; PtGA, Patient Global
thry iation; SJC, swollen joint count;

Assessment of is; SD, dard d

TIC, tender joint count; VAS, visual analogue scale

drug;

Abstract OP0037 — Table 2 Efficacy endpoints at the pre-interruption visit (<90 days before
temporary discontinuation) and post-interruption visit (within 14-42 days of resuming

treatment)
All tofacitinib (N=261)
Pre- Post-
interruption interruption

ACR20, % (95% CI) 75.5(698,806) 743 (68.6,79.5)
ACRS0, % (95% CI) 544(482,606) 510(44.7,572)
ACRT0, % (95% CI) 318(262,378) 314(258,374
TIC, (95% CT) 6.1(49,72) 80(64, 9.6)
SJC, mean (95% CI) 34(28.41) 50(39,62)
CRP (mg/L), mean (95% CI) 0.48(0.38,058) 046037, 0.56)
DAS28 A(ESR), mean (95% CT) 36(34,37) 39(3.7,40)
CDAT mean (95% CI) 100(89,11.1) 11.8(103,13.2)
HAQ-DI, mean (95% CI) 094(0.85,1.03) 098 (0.88 1.07)
PtGA, mean (95% CI) 284(258,31.00 293(266,32.1)
Pain (VAS), (95% CD) 28.1(254,308) 2B8(260,31.7)

PGA. mean (95% CT)

17.1(153,189)

18.0 (16.0, 19.9)

Median (range) time from the pre-intermuption visit to Day 1 of temporary
discontinnation was 43 (—90) days and the medisn (range) time from resuming
treatment to the post-intermuption visit was 28 (14—42) days

1 is the total oumber of patients in the analysis; the number of patients evaluable for

each endpoint may be fewer than I

ACE, American College of Rheumatology; CDAL Clinical Disease Activity Index;
CT, confidence interval; CRP, C-reactive protein; DASIE-4(ESR), Disease Activity
Score in 28 joints, erythrocyte sedimentation rate; HAQ-DI, Health Assessment
Questionnaire-Disability Index; PGA Physician Global Assessment of arthritis;
PrzA Patient Global Assessment of arthrits; STC, swollen joint coumnt;

TIC, tender joint count; WAS, visual analogue scale

Conclusions: In pts with RA who temporarily discontinued tofacitinib, similar effi-
cacy responses were observed at pre— and post—interruption visits, suggesting
that there is no loss of efficacy after temporary withdrawal and reinitiation of tofaci-
tinib. The safety profile was consistent with previous tofacitinib reports in LTE
studies over 9 years.?
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Background: Dual neutralisation of IL-17F, in addition to IL-17A, reduces inflam-
mation’ to a greater extent than inhibition of IL-17A alone in disease—relevant cell
models. Bimekizumab, a monoclonal antibody that potently and selectively neu-
tralises both IL-17A and IL-17F, provided rapid and substantial clinical improve-
ments in studies evaluating patients with psoriasis® and psoriatic arthritis.
Objectives: Assess 12 week efficacy and safety of bimekizumab in patients with
active AS; the primary objective was to assess the ASAS40 dose-response rela-
tionship at Week 12.

M Placebo;n=60 W C 18mg: n=81 84mg;: n=61

M Bimekizumab 160mg; n=60 M Bimekizumab 320mg: n=61

>

Response at Week 12, %

ASAS40 ASAS20

@

BASDAI

BASDAI, mean (SD)

Baseline Week 12

*p<0.05. **p<0.001; calculated from a logistic regression model including
fixed effects for treatment, geographic region and prior anti-TNF exposure
A: non-responder imputation. full analysis set; B: observed data, full analysis set

Abstract LB0001 — Figure 1 A) non-responder imputation, full analysis set; B) observed
data, full analysis set

Methods: In this ongoing 48 week study (NCT02963506: double blind to Week
12 then dose blind to Week 48), 303 patients with active (BASDAI >4; spinal
pain >4 [0—10 numerical rating scale]) AS, fulfilling the modified New York criteria,
were randomised 1:1:1:1:1 to receive subcutaneous bimekizumab 16 mg, 64 mg,
160 mg, 320 mg or placebo Q4W, for 12 weeks. Prior exposure to 1 anti-TNF
therapy was permitted. The primary endpoint was ASAS40 response rate at
Week 12. Secondary endpoints (ASAS20 and ASAS5/6 response rate and
change from baseline in BASDAI and ASDAS-CRP at Week 12) and safety were
also assessed.
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Results: Overall, 297 (98.0%) patients completed the 12 week double-blind
period. The majority of patients were male (84.5%) with a mean (SD) age of 42.2
(11.8) and median (min, max) symptom duration of 13.3 (0.3, 48.2) years; baseline
characteristics were similar among treatment groups (median [min, max] hs-CRP:
12.1[0.3, 130.6] mg/L; mean [SD] BASDAI: 6.5 [1.4]; ASDAS-CRP: 3.9 [0.8]; prior
anti-TNF exposure: 11.2%). At Week 12, there was a significant (p<0.001) dose-
response for ASAS40. A greater percentage of bimekizumab-treated patients
achieved ASAS40 (primary endpoint) than placebo (Figure: p<0.05, all doses).
More patients receiving bimekizumab than placebo also achieved ASAS20 (figure
1; p<0.05, 64 mg—320 mg doses) and ASAS5/6 (16mg: 29.5%; 64 mg: 39.3%;
160 mg: 50.0%; 320 mg: 52.5%; placebo: 5.0%; p<0.05, all comparisons). Com-
pared with placebo, greater reductions from baseline were achieved with bimeki-
zumab for both BASDAI (figure 1) and ASDAS-CRP (LS mean [SE] change from
baseline: 16 mg: —1.0 [0.15]; 64 mg: —1.6 [0.15]; 160 mg: —1.4 [0.16]; 320 mg:
—1.5 [0.16]; placebo: —0.4 [0.16]; p<0.001, all doses). The overall incidence of
TEAEs was 86/243 (35.4%) for bimekizumab-treated patients versus 22/60
(36.7%) for placebo. No unexpected safety risks were observed; the most fre-
quently reported events were nasopharyngitis and headache.

Conclusions: The primary and key secondary objectives were achieved; dual
neutralisation of IL-17A and IL-17F with bimekizumab provided clinically meaning-
ful improvements in disease outcome measures. No new safety signals were
observed versus previous studies." 2
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Doctor, how bad will my rheumatoid become? RA —
prognosis, predictors and outcomes

DOSE TAPERING AND DISCONTINUATION OF
BIOLOGICAL THERAPY IN RHEUMATOID ARTHRITIS
PATIENTS IN REMISSION IN ROUTINE CARE — 2-YEAR
OUTCOMES AND IDENTIFICATION OF PREDICTORS
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Background: A cohort of routine care rheumatoid arthritis (RA) patients in sus-
tained remission had biological disease-modifying anti-rheumatic drugs
(bDMARDs) tapered according to a treatment guideline. Little is known about pre-
dictors of successful tapering and discontinuation of bDMARDs.

Objectives: We studied: 1) the proportion of patients whose bDMARD could be
successfully tapered or discontinued; 2) unwanted consequences of tapering/dis-
continuation; 3) potential baseline predictors of successful tapering and
discontinuation.
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