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Figure: Global OMERACT-US enthesitis scare change from baseline to Week 12 and from
Week12 to24
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Background: Tyrosine kinase 2 (TYK2) is an intracellular kinase that mediates
IL-23, IL-12, and IFNo/f3 signaling. Deucravacitinib is a novel, oral selective inhib-
itor of TYK2 acting via the TYK2 regulatory domain. Phase 2 results showed
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deucravacitinib was efficacious and well tolerated versus placebo (PBO) in
patients with active psoriatic arthritis (PsA).

Objectives: This analysis further evaluated improvements in musculoskeletal
disease manifestations in patients in the Phase 2 PsA trial.

Methods: The ongoing Phase 2 trial (NCT03881059) enrolled patients who had
a PsA diagnosis for =6 months, met CASPAR criteria, had active disease (=3 ten-
der joints, =3 swollen joints, C-reactive protein [CRP] =3mg/L), and had at least 1
active skin lesion. Patients either failed or were intolerant to at least 1 nonsteroi-
dal anti-inflammatory drug, corticosteroid, conventional synthetic disease-mod-
ifying antirheumatic drug, and/or 1 TNF inhibitor (TNFi; <30%). Patients were
randomized 1:1:1 to deucravacitinib 6mg QD or 12mg QD or PBO, and stratified
by TNFi status (experienced vs naive) and body weight (<90 vs =90kg). The pri-
mary endpoint, ACR20 response at Week 16, was met and significant improve-
ments in enthesitis vs PBO were observed. The current prespecified subgroup
analysis assessed the likelihood of achieving ACR20 response at Week 16 based
on study stratification factors. A post hoc analysis evaluated mean change from
baseline to Week 16 in ACR components (tender joint count, swollen joint count,
Physician’s Global Assessment of PsA, Patients’ Global Assessment of disease
activity, Patients’ Global Assessment of pain, high-sensitivity CRP [hCRP], and
HAQ-DI score). Analyses were descriptive using data as observed.

Results: Patients treated with deucravacitinib were numerically more likely
to achieve ACR20 response at Week 16 compared with PBO-treated patients
regardless of TNFi experience or body weight, although some of these groups
were small (Figure). Improvements for deucravacitinib 6mg and 12mg QD versus
PBO were observed in all ACR components, with apparent separation occurring
as early as Week 4 on, for example, HAQ-DI (mean change from baseline, -0.2
vs -0.2 vs -0.1, respectively) and hCRP (mean change from baseline, -7.4 vs -5.2
vs 0.3, respectively) and maintained through Week 16 (Table).

Figure. ACR20 subgroup analysis at Week 16
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Table 1. Mean (SD) change from baseline for ACR components

TC SJC PtGA Pain PGA HAQ-DI  hCRP

Baseline®

PBO 16.9(9.8) 10.5(77) 66.2(15.8) 64.9(18.2) 63.8(14.8) 13(0.6) 20.4(39.1)
DEUC6 18.1(10.3) 11.9(70) 68.2(16.8) 63.6(217) 68.2(14.7) 13(0.6) 176 (23.6)
DEUC12 19.4(11.8) 11.3(9.0) 63.6(15.6) 63.8 (15.9) 63.3(16.1) 13(0.6) 16.5(21.7)
Week 16°

PBO -46(9.7) -4.3(8.0) -13.4(23.5) -13.8(215) -19.9 (218) -0.1(0.4) -3.3(22.6)
DEUC6 -9.3(9.7) -77(5.8) -28.7 (23.1) -25.3(26.1) -33.6 (23.0) -0.4 (0.5) -14.2 (24.5)
DEUC 12 -12.2(10.2) -8.5(9.1) 276 (25.8) -275 (25.0) -32.2 (25.0) -0.4 (0.6) -10.9 (22.8)

PBO, n/N=58/66; DEUC 6, n/N=63/70; DEUC 12, n/N=59/67; n/N = number of patients who
completed treatment/number of patients randomized; the number of patients with data avail-
able for individual components at each time point may vary.*Mean (SD). "Mean (SD) change
from baseline.ACR, American College of Rheumatology; DEUC 6, deucravacitinib 6mg QD;
DEUC 12, deucravacitinib 12mg QD; HAQ-DI, Health Assessment Questionnaire-Disability
Index total score; hCRP, high-sensitivity C-reactive protein; PBO, placebo; PGA, Physician’s
Global Assessment of psoriatic arthritis; PtGA, Patients’ Global Assessment of disease activ-
ity; QD, once daily; SJC, swollen joint count; TJC, tender joint count.

Conclusion: Analyses confirmed the efficacy of deucravacitinib versus PBO
across TNFi and body weight subgroups. With deucravacitinib treatment,
improvements were displayed in all ACR components.
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Background: Risankizumab (RZB) is a humanized immunoglobin G1 monoclo-
nal antibody that specifically inhibits interleukin 23 by binding its p19 subunit.
RZB is being investigated as a treatment for adults with psoriatic arthritis (PsA).
Objectives: To compare the efficacy and safety of RZB vs placebo (PBO) for
the treatment of active PsA in patients who have had inadequate response or
intolerance to 1 or 2 biologic therapies (Bio-IR) or to > 1 conventional synthetic
disease modifying antirheumatic drug (csDMARD-IR).

Methods: KEEPSAKE 2 (NCT03671148) enrolled adults with active PsA (=
5 swollen joints [SJC] and = 5 tender joints [TJC]) who were Bio-IR or csD-
MARD-IR. Patients were randomized to receive blinded subcutaneous RZB
150 mg or PBO at weeks 0, 4, and 16. The primary endpoint was the propor-
tion of patients achieving > 20% improvement in American College of Rheu-
matology score (ACR20) at week 24. Ranked secondary endpoints and other
secondary endpoints are shown in the Table. Safety was assessed through-
out the study. Results reported here are from the 24-week double-blind
period; the open-label period with all patients receiving RZB is ongoing.
Results: A total of 443 patients (RZB, N = 224; PBO, N = 219) were included
in the analysis. Demographics and baseline disease characteristics were sim-
ilar across treatment arms (mean SJC: 13.3; mean TJC: 22.6; mean duration
of PsA: 8.2 years; mean body surface area involved with psoriasis [BSA] in
patients with BSA = 3%: 12.1%); 206 patients (46.5%) were Bio-IR. Signifi-
cantly greater proportions of RZB-treated patients vs PBO-treated patients
achieved the primary endpoint (51.3% vs 26.5%, respectively; P < .001) and all
ranked secondary endpoints (P < .001 for all except for Functional Assessment
of Chronic lliness Therapy-Fatigue [FACIT-Fatigue; P < .009]; Table). Other
secondary outcomes also showed improvement for RZB- vs PBO-treated
patients (Table). Serious adverse events were reported for 4.0% and 5.5% of
RZB- and PBO-treated patients, respectively; serious infections were reported
for 0.9% and 2.3%.

Conclusion: RZB resulted in significantly greater improvements in signs and
symptoms of PsA compared with PBO and was well tolerated in patients who
were Bio-IR or csDMARD-IR.
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Table. Efficacy Results

RZB 150 mg PBO
N=224 N=219

Difference

(85% Cl)

P value®

Primary endpoint
ACR20, % 51.3 26.5 245 (15.8, 33.0) <.001™"

Ranked secondary endpoints

HAQ-DI score, change -0.22 -0.05 -0.16 (-0.26, -0.07) < .001***
PASI 90,* % 55.0 102 443 (33.9, 54.6) < .001***
ACR20 at week 16, % 48.3 253 226 (13.8, 31.2) < 001
MDA, % 256 11.4 14.0(7.0,21.0) < 001
SF-36 PCS score, change 59 20 39(24,53) < 001
FACIT-Fatigue score, change 49 26 22(086,3.9) .009**
Other secondary endpoints
ACRS0, % 263 93 16.6 (9.7, 23.8) < 001t
ACR70, % 12.0 59 6.0 (0.8, 11.3) 0241
Resolution of enthesitis,* % 429 304 13.8(35,24.2) 009t
Resolution of dactylitis,* % 725 421 38.8 (22.9, 54.8) <.001t

ACR20/ACRSQ/ACRTO, = 20/50/70% improvement in American College of Rheumatology score, FACIT-Fatigue,
Functional Assessment of Chronic lliness Therapy-Fatigue; HAQ-DI, Health Assessment Questionnaire-Disability
Index: MDA, minimal disease activity, PASI 90, = 90% reduction in Psoriasis Area Severity Index; PBO, placebo;
RZB, risankizumab; SF-36 PCS, 36-ltem Short Form Health Survey Physical Component Summary.

All endpoints assessed at week 24 unless otherwise noted. All changes are mean changes from baseline

*=* statistically significant at 0.001 level, multiplicity controlled

** Statistically significant at 0.01 level, multiplicity controlled.

T: Nominal P value.

“For patients with involved body surface area = 3% (PASI 80; RZB N = 123; PBO N = 118), enthesitis (RZB N = 147;
PBO N = 158), or dactyliis (RZB N = 40; PBO N = 57) at baseline.
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