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With Psoriatic Arthritis: Post-Hoc Analysis of Two Phase 3 Studies

Objective

To report post-hoc analysis results to 1 year using a Routine Assessment of Patient Index Data 3
(RAPID3) from two bimekizumab (BKZ) phase 3 studies in patients with active psoriatic arthritis (PsA)
who were biologic disease-modifying antirheumatic drug (0DMARD)-naive or had prior inadequate
response/intolerance to tumor necrosis factor inhibitors (TNFi-IR)

Background

BKZ, a monoclonal IgG1 antibody that selectively inhibits interleukin (IL)-17F in addition to IL-17A,
has shown greater efficacy and tolerability at 16 weeks versus placebo (PBO) and sustained efficacy
to Week 52 across disease domains in patients with active PsA who were bDMARD-naive

or TNFi-IR.*3

RAPID3, a composite index of patient-reported outcomes, assesses physical function, pain and
patient global estimate of disease activity (each scored 0-10, for a total of 0—30).

Methods

BE OPTIMAL (NCT03895203; bDMARD-naive) and BE COMPLETE (NCT03896581; TNFi-IR)
were phase 3 trials of BKZ 160 mg every 4 weeks (Q4W) in patients with active PsA. Both were
double-blind and PBO-controlled to Week 16, after which patients on PBO received BKZ (PBO/BKZ) .13

BE OPTIMAL included a reference arm (adalimumab 40 mg every 2 weeks; data not shown).

BE OPTIMAL Week 52 and BE COMPLETE Week 16 completers could enroll in BE VITAL
(NCT04009499; open-label extension); BE COMPLETE plus BE VITAL is hereafter referred to as
‘BE COMPLETE."?

In this post-hoc analysis, change from baseline in RAPID3 (calculated using the Health Assessment
Questionnaire-Disability Index [HAQ-DI] for physical function, scored 0-3, along with the pain
visual analog scale [VAS] and patient global assessment of PsA, both scored 0-100, all collected
separately and rescored from 0-10) was evaluated to Week 52 in patients on BKZ, including
stratification for patients with or without (+) concomitant methotrexate (MTX) use at baseline.
Disease activity states for RAPID3 were calculated to 1-year treatment with BKZ as remission (REM;
RAPID3 <3), low disease activity (LDA; 3< RAPID3 <6), moderate disease activity (MoDA; 6< RAPID3 <12)
or high disease activity (HDA; RAPID3 >12).

The proportion of patients achieving the minimal clinically important difference (MCID) for RAPID3
(score decrease of >3.8 points from baseline) to Week 52 was also measured.?

For each component variable of the RAPID3 endpoint, missing data or non-missing data preceded
by a treatment discontinuation were imputed before deriving RAPID3. Data were reported using
observed cases (OC), multiple imputation (Ml) or non-responder imputation (NRI) for continuous
variables and worst-category imputation (WCI) for RAPID3 categories.

Results

Patient disposition

In BE OPTIMAL, 388/431 (90.0%) BKZ and 257/281 (91.5%) PBO/BKZ patients completed
Week 52, while in BE COMPLETE, 236/267 (88.4%) BKZ and 111/133 (83.5%) PBO/BKZ patients
completed Week 52.

Change from baseline in RAPID3 to Week 52

Improvements in RAPID3 with BKZ were numerically larger by Week 4 compared with PBO,
continued to Week 16 and sustained to Week 52. PBO/BKZ patients achieved similar improvement
iIn RAPID3 to BKZ patients by Week 52 (Figure 1).

Change from baseline in RAPID3 to Week 52 + concomitant MTX

Improvements in RAPID3 were observed in BKZ-treated patients + concomitant MTX (Figure 2).

Disease activity states and MCID responders for RAPID3 at Week 52

Evaluation of RAPID3 disease activity states showed that at Week 52, REM or LDA was achieved by
235/431 (54.5%) BKZ and 151/281 (53.7%) PBO/BKZ patients in BE OPTIMAL, and by 131/267 (49.1%)
BKZ and 48/133 (36.1%) PBO/BKZ patients in BE COMPLETE (Figure 3).

At Week 52 in the BKZ group, 273/431 (63.3%) and 177/267 (66.3%) patients achieved the MCID for
RAPID3 in BE OPTIMAL and BE COMPLETE, respectively (Figure 4).

Conclusions

In this post-hoc analysis of BE OPTIMAL and BE COMPLETE, bimekizumab treatment resulted
in quick RAPID3 improvement that was sustained to 1 year in patients with active PsA who were
previously bDMARD-naive or TNFi-IR, regardless of concomitant MTX use.
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+: with or without; bDMARD: biologic disease-modifying antirheumatic drug; BKZ: bimekizumab; Cl: confidence interval; HAQ-DI: Health Assessment Questionnaire-Disability Index; HDA: high disease activity; IL: interleukin; LDA: low disease activity; MCID: minimal clinically important difference; MI: multiple imputation; MoDA: moderate disease activity; MTX: methotrexate; NRI: non-responder imputation; OC: observed cases; PBO: placebo; PBO/BKZ: patients who were PBO-controlled until Week 16, after which they received BKZ; PsA: psoriatic arthritis; Q4W: every 4 weeks; RAPID3: Routine Assessment of Patient Index Data 3; REM: remission; RS: randomized set;
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