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FRI0511 SECUKINUMAB DEMONSTRATES CONSISTENT SAFETY OVER
LONG-TERM EXPOSURE IN PATIENTS WITH PSORIATIC
ARTHRITIS AND MODERATE-TO-SEVERE PLAQUE
PSORIASIS: UPDATED POOLED SAFETY ANALYSES
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Background: Pooled safety data from secukinumab psoriasis (PsO) and psoriatic
arthritis (PsA) clinical trial programs after ∼1 year of exposure have been
reported.1,2

Objectives: To report updated longer-term secukinumab exposure safety data
from PsO and PsA studies (data cut-off: 25 June 2016).
Methods: The PsO data pool consisted of 9 Phase III studies in moderate-to-
severe plaque PsO and PsA pool consisted of 3 Phase III studies in active PsA.
Secukinumab doses differed in the studies and included intravenous (up to 10
mg/kg) or subcutaneous (s.c.; 75–300 mg) loading, followed by s.c. maintenance
dosing (300, 150 or 75 mg). Placebo patients were re-randomised to secukinumab
at 12–24 weeks depending on study design. Only data for approved secukinumab
300 and 150mg doses were included in analysis. Exposure adjusted incident
rates (EAIR) were used to adjust for differences in exposure.
Results: In both PsO and PsA, the most frequently reported adverse events
(AEs) with secukinumab were non-serious infections of the upper respiratory
tract, headache and arthralgia (Table). The EAIRs of AEs of special interest with
secukinumab including Crohn’s disease, Candida infections, serious infections,
inflammatory bowel disease, major adverse cardiac events and neutropenia
(reported in the Table) were similar in both PSO and PsA indications, and
comparable to those reported previously.1,2 No cases of tuberculosis (new onset
or reactivation) were reported.

Table 1. Summary of pooled safety of secukinumab in PSO and PsA

PSO PsA
Any secukinumab Any secukinumab

N=3893 N=1128

Total exposure, patient-years ) 7769.0 1907.0
Min–max exposure (days) 1–1526 16–1464
Death, n (%) 7 (0.2) 4 (0.4)
AE’s by EAIR: AE per 100 Pt-years (95% Cl)

Any AE 196.9 (190.3, 203.6) 173.7 (162.5, 185.5)
Any serious AE 7.2 (6.6, 7.8) 8.5 (7.2, 10.0)

Frequent AEs1

Nasopharyngitis 18.2 (17.1, 19.3) 13.7 (12.0, 15.7)
Headache 6.3 (5.7, 6.9) 4.8 (3.9, 5.9)
Upper respiratory tract infections 6.2 (5.6, 6.8) 11.2 (9.6, 12.9)
Arthralgia 5.1 (4.6, 5.6) 4.3 (3.4, 5.3)

AEs of special interest
Candida infections 2.1 (1.8, 2.4) 2.3 (1.6, 3.1)
Serious infections 1.4 (1.2, 1.7) 1.8 (1.3, 2.5)

Inflammatory Bowel Disease 0.3 (0.2, 0.4) 0.5 (0.2, 0.9)
Crohn’s disease 0.1 (0.0, 0.1) 0
Ulcerative colitis 0.2 (0.1, 0.3) 0.1 (0.0, 0.4)
MACE 0.3 (0.2, 0.5) 0.3 (0.1, 0.6)
Neutropenia 0.4 (0.3, 0.5) 0.7 (0.4, 1.2)
1Adverse events in the secukinumab group that occurred with an IR >5.0 during the entire safety
period in either of the spooled groups; AE, adverse event; EAIR, exposure adjusted incidence
rate per 100 patient-years; MACE, major adverse cardiac event; N, number of patients in the
analysis.

Conclusions: The safety profile of secukinumab was similar for PsO and PsA
patients supporting its long-term use in these chronic conditions. Secukinumab
long-term exposure safety data is consistent with that previously reported with
shorter-term exposure, including being well tolerated, and without any new safety
signals identified.
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Background: In PALACE psoriatic arthritis (PsA) studies, the Bath Ankylosing
Spondylitis Disease Activity Index score (BASDAI) was used as an exploratory
measure in a subset of patients (pts) considered by investigators to have axial
involvement, although PsA spondylitis was not confirmed by imaging.
Objectives: Report the impact of apremilast 30 mg BID (APR) treatment on
BASDAI over 156 wks using pooled PALACE 1–3 data of pts with active PsA
despite prior conventional DMARDs and/or biologics.
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Methods: APR treatment outcomes were evaluated in a subset of pts with
baseline (BL) BASDAI ≥4 (“subset”) over 156 wks.
Results: BL BASDAI ≥4 was reported for 454/1493 (30%) pts. Mean PsA
duration was similar between the subset and rest of the PALACE 1–3 population
(n=1039); mean BL psoriasis body surface area (BSA) and percentage of pts
with BSA ≥3% were slightly higher. The subset had higher mean BL values vs
the rest of PALACE 1–3 pts for C-reactive protein (1.12 vs 0.93), pain VAS (63.6
vs 53.8 mm), pt’s global assessment of disease activity (62.2 vs 53.5 mm), and
physician’s global assessment of disease activity (PhGA; 59.0 vs 53.0 mm) and
markedly worse mean HAQ-DI (1.41 vs 1.08), SF-36v2 Physical Functioning (30.6
vs 35.8), and FACIT-F (25.7 vs 31.8) scores. Despite disease activity differences,
BL concomitant oral DMARDs were similar in both groups: 1 DMARD in 61.0%
(subset) vs 57.8% (rest of PALACE 1–3 pts); methotrexate was the most common
DMARD. In the subset, 73.6% had been treated with only oral DMARDs prestudy
(44.9% with only 1); 25.1% had prior biologic use. Mean BL BASDAI in the subset
was 6.6 with APR and 6.4 with placebo (PBO). Mean BL BASDAI question 2
score, referring directly to spinal and hip pain, was 6.7. APR resulted in greater
mean improvement in BASDAI vs PBO at Wk 16 (−1.53 vs −0.91; P=0.0173)
and Wk 24 (Table). As early as Wk 16, a 19% mean decrease in the question
2 score was seen with APR vs an increase with PBO. Other disease measures
significantly improved early in treatment, including HAQ-DI, fatigue, PhGA, and
mPsARC (Table). Long-term improvement was seen across measures, with mean
BASDAI reductions of 2.18 at Wk 52 and 2.19 at Wk 156 (Table) and question
2 reductions of 1.94 and 2.28, respectively; treatment resulted in a shift toward
lower BASDAI across the subset, with a significant proportion reaching BASDAI
<4.

Conclusions: In this post hoc analysis of pooled data, pts reporting BASDAI
≥4 at BL appear to experience greater disease burden, including disability, pain,
and fatigue; effective treatment strategies may not have been available. APR
treatment resulted in long-term improvements in BASDAI and other measures in
pts with clinically suspected axial disease.
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Background: Improving and preserving patient (pt) physical function is an
important goal for psoriatic arthritis (PsA).
Objectives: To evaluate apremilast’s (APR) effects on physical function/functional
status for up to 3 yrs in DMARD/biologic-experienced (PALACE 1–3 [PAL1–3]
pooled data) and DMARD-naive (PALACE 4 [PAL4]) pts with active PsA.
Methods: Pts were randomized (1:1:1) to placebo (PBO), APR 30 mg BID
(APR30), or 20 mg BID (APR20) at baseline (BL). The primary endpoint was
at Wk16; a long-term extension is ongoing. A detailed study design has been
previously presented. Assessed were mean change from BL HAQ-DI scores
and proportions of pts reaching HAQ-DI MCID and reaching scores ≤1.0 (below
clinically significant disability), ≤0.5 (minimal disability), and ≤0.25 (general
population). Wk16 data were analyzed by LOCF. Wk156 data are as observed.
Mean change and MCID outcomes are for all pts receiving APR30 at any time
during the study; disability level data are for pts randomized to APR30 at BL.
Results: PAL1–3 (biologic/DMARD-experienced) and PAL4 (DMARD-naïve) pts
had similar BL SJC/TJC and DAS-28 (CRP), indicating active PsA. PAL1–3 pts
had longer mean duration of PsA and psoriasis, higher PASI scores, and greater
corticosteroid use at BL. Despite differences, BL physical disability was clinically
significant in both populations (mean HAQ-DI, PAL1–3: 1.2; PAL4: 1.1). Marked
disability at BL was seen in some pts randomized to APR30, with HAQ-DI
scores up to 2.63–2.88. More PAL1–3 vs PAL4 APR30 pts had BL HAQ-DI >1.0
(60% vs 54%), >1.5 (marked difficulty/need for assistive devices, 31%vs 21%),
and >1.75 (major disability, 19% vs 10%), highlighting need for early, effective
treatment (tx). Few APR30 pts had BL scores ≤0.5 (18–22%) or ≤0.25 (10–14%).
At Wk16, physical function significantly improved with APR30 vs PBO (mean
HAQ-DI change, PAL1–3: −0.23 vs −0.08; PAL4: −0.21 vs 0.03; both P<0.0001)
and more APR30 vs PBO pts reached HAQ-DI MCID ≥0.30 and ≥0.35. As early
as Wk16, overall disability levels also shifted; more APR30 vs PBO pts achieved
HAQ-DI ≤1.0 (PAL1–3: 56% vs 48%; PAL4: 60% vs 52%). At Wk156, marked
achievement of HAQ-DI ≤1.0, ≤0.5, and ≤0.25 was observed in both populations
(Table). LOCF analyses confirmed Wk156 results.

Conclusions: With APR30 tx, physical disability improved early; functionality
was maintained for up to 3 yrs. Most pts achieved HAQ-DI ≤1.0; many attained
minimal/mild physical impairment. Over 40% of pts receiving APR30 earlier in the
tx paradigm had functional ability similar to population norms after 3 yrs; shorter
disease duration and no prior DMARD/biologics use in this population suggests
that earlier APR tx may increase the likelihood of maximal functionality for some
pts.
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