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PATIENTS WITH ACTIVE PSORIATIC ARTHRITIS
WHO DEMONSTRATED INADEQUATE RESPONSE
TO TUMOR NECROSIS FACTOR INHIBITION: WEEK
24 RESULTS OF A PHASE 3B, RANDOMIZED,
CONTROLLED STUDY
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Background: Guselkumab (GUS), a selective monoclonal antibody targeting the
interleukin-23p19 subunit, has demonstrated efficacy in 2 pivotal Ph3 psoriatic
arthritis (PsA) studies (DISCOVER-1," DISCOVER-2?).

Objectives: Evaluate GUS efficacy and safety in PsA patients (pts) with inad-
equate response (IR) to tumor-necrosis-factor inhibition (TNFi) through Week24
(W24) of the Ph3b COSMOS studly.

Methods: In this randomized, double-blind, placebo (PBO)-controlled trial, 285
pts with active PsA (=3 swollen & >3 tender joints) who demonstrated lack of
benefit or intolerance to 1-2 TNFi were randomized 2:1 to subcutaneous GUS
100mg (n=189) or PBO (n=96) at WO, W4, then every 8 weeks (Q8W) through
W44 (with PBO crossover to GUS at W24). At W16, pts who met early escape
(EE) criteria (<5% improvement in both tender & swollen joint counts) also could
switch from PBO to GUS. The primary efficacy endpoint was ACR20 response
at W24 among randomized, treated pts. Pts missing ACR20 data at W24 or who
met treatment failure criteria (including meeting EE criteria at W16) were con-
sidered nonresponders (NRs). Subgroup analyses were performed to assess
consistency of primary treatment effect based on demographics, disease char-
acteristics, and medication use at baseline. Prespecified sensitivity analyses
included ‘Per-Protocol’ (PP) (excluded pts with major protocol deviations) and
‘EE-Correction’ (included pts incorrectly routed to EE) analyses. Adverse events
(AEs) were summarized by treatment received.

Results: Baseline characteristics were similar across GUS and PBO pts, though
a higher proportion of females and more severe joint symptoms were seen in
the GUS group. At W24, 44.4% of GUS vs 19.8% of PBO pts achieved ACR20
(p<0.001) (Figure). GUS was superior to PBO for all major secondary endpoints.
Efficacy was consistent across subgroups defined by baseline characteristics,
including in pts who discontinued prior TNFi use due to inadequate efficacy
(84% GUS vs 81% PBO) and safety (16% GUS vs 19% PBO) (Table). 20 pts
(12 GUS, 8 PBO) were incorrectly routed to EE. Results of PP (48.8% vs 23.8%)
and EE-correction (48.1% vs 19.8%) sensitivity analyses were consistent with
the primary analysis (Figure). AEs were similar between GUS- and PBO-treated
pts (Table).

Table 1. Baseline characteristics of, and adverse events reported by,
randomized and treated COSMOS pts

GUS 100mg Q8w PBO

(N=189) (N=96)

Age, y 49 49
Sex, Female 54% 46%
Duration of PsA, y 8.3 8.7
Body mass index, kg/m? 29 312
Swollen (0-66) / tender (0-68) joint count 10/21 9/18
Pt pain / Pt global arthritis / Physician global disease, 6.5/6.5/6.9 6.0/6.2

0-10cm VAS /6.4
Health Assessment Questionnaire-Disability Index, 0-3 1.3° 12
C-reactive protein, mg/dL 12° 12
Methotrexate use at baseline 56% 53%
Psoriatic body surface area, % 179 13.4
Number of prior TNFi: 1/2 88% / 12% 89% / 11%

Reason for prior TNFi discontinuation: Efficacy / Safety 84% / 16%* 81% /19%*

Pts with =21 AE | SAE 37% /3% 48% / 3%

Pts with =1 infection / serious infection 18% /0% 20% /0%

Pts with =1 AE leading to study agent 2% 2%
discontinuation

Pts with =1 malignancy 0.4% 0

Pts with 21 injection-site reaction 2% 1%

Data shown are mean or %. ®N=95; °N=188. *Missing for 1 pt. SAE — serious adverse events;
VAS - visual analog scale

Conclusion: In this Ph3b, placebo-controlled study of PsA pts with IR to 1-2
TNFi, GUS 100mg Q8W elicited a significantly higher ACR20 response rate vs.
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PBO at W24; results of prespecified sensitivity and subgroup analyses were con-
sistent. GUS safety in TNF-IR PsA pts through W24 is consistent with the favora-
ble GUS safety profile in psoriasis and biologic-naive PsA pts.®
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Figure. ACR 20 Response through Week 24 of COSMOS.
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OP0231 DIFFERENCES IN REAL-WORLD PATIENT

CHARACTERISTICS OF 8921 PSORIASIS PATIENTS
WITH AND WITHOUT COMORBID PSORIATIC
ARTHRITIS USING THE UK BADBIR DATABASE
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Background: Psoriatic arthritis (PsA) is a chronic inflammatory arthritis associ-
ated with psoriasis (PsO) and multiple comorbidities.” Approximately one-third of
PsO patients develop PsA during the course of their disease.? As patient cohorts
included in randomised clinical trials are not necessarily representative of the
real world, registry data can complement any information gained on patient
characteristics and disease outcomes.® The British Association of Dermatolo-
gists Biologic and Immunomodulators Register (BADBIR) is one such registry for
patients with plaque PsO, with PsA being one of the recorded comorbidities at
time of patient enrolment into the database.

Objectives: The primary objective of this study was to evaluate baseline char-
acteristics and comorbidities in PsO patients with and without a PsA diagnosis
using the BADBIR database. The hypothesis was that patients with both dis-
eases show a higher likelihood of being diagnosed with additional comorbid con-
ditions vs. PsO alone.

Methods: This was a retrospective observational study using two cohorts of
BADBIR data (i.e. adult PsO patients either receiving ustekinumab [UST] as their
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biologic treatment or receiving conventional systemic anti-psoriatic medication
[conventional systemic]). Comparisons were made between PsA and PsO alone
in each cohort at baseline, additionally stratifying by biologic experience in the
UST treatment group. Baseline characteristics of interest were evaluated, includ-
ing body mass index, smoking and employment status, as well as comorbidities
(i.e. diabetes, hypertension, myocardial infarction and depression). Effect sizes
and 95% confidence intervals were generated via matching with a two-sided
Fisher’s exact test.

Results: Cohort patient counts were as follows: 2697 UST treated without PsA;
590 UST treated with PsA; 5105 conventional systemic without PsA; 529 conven-
tional systemic with PsA. PsO patients with a PsA diagnosis had a higher prev-
alence of diabetes, obesity and hypertension across both conventional systemic
and UST cohorts vs. PsO alone (Table 1). Similarly, inability to work was notably
higher in PsO patients with PsA vs. PsO alone (Figure 1). Patients with PsO and
comorbid PsA who were receiving UST were more likely to have a diagnosis of
depression than those receiving conventional systemic treatment (Table 1).

Table 1. Prevalence odds ratio of baseline characteristics of patients with
PsO treated with either UST or a conventional systemic agent.

Baseline variable Treatment cohort Odds ratio 95% Cl
Ability to work UST 0.27 0.21-0.35
Conventional systemic 0.49 0.37-0.65
Smoking usT 0.94 0.76-1.17
Conventional systemic 0.72 0.58-0.89
Depression usT 1.54 1.25-1.88
Conventional systemic 114 0.91-1.42
Obesity* UST 1.34 1.11-1.62
Conventional systemic 121 1.01-1.46
Diabetes UST 145 1.10-1.89
Conventional systemic 1.51 1.11-2.04
Hypertension UST 1.54 1.26-1.87
Conventional systemic 1.30 1.03-1.62
Myocardial infarction UST 167 0.98-2.76
Conventional systemic 117 0.56-2.21

Odds ratios and 95% Cls are shown for the prevalence of each patient baseline characteristic
in the PsO with comorbid PsA group vs. the prevalence in the PsO group. *Obesity is defined
as a BMI =30kg/m?. BMI, body mass index; Cl, confidence interval; PsA, psoriatic arthritis;
PsO, psoriasis; UST, ustekinumab.

Conclusion: These results indicate that PsO patients with PsA had a higher preva-
lence of obesity, diabetes, hypertension and inability to work vs. PsO alone. Depres-
sion also seems to be more prevalent in PsO patients with comorbid PsA receiving
biologic treatment vs. those receiving conventional systemics. These results poten-
tially indicate a higher inflammatory and quality-of-life burden in PsO patients with
a PsA diagnosis, highlighting the need for adequate patient assessment and fol-
low-up to ensure a best possible holistic patient management approach.
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Figure 1: Employment status of patients with PsO by presence of comorbid PsA and treatment type

100

[+
o

o
o

IS
o

34

20.9
12.0 n.4

Proportion of patients (%)

(5]
o

38 57 56 6.6

M o s | - Izl

Unable to work

Unemployed but Working full time

seeking work
PsA, psoriatic arthritis; PsO, psoriasis.

DOI: 10.1136/annrheumdis-2021-eular.1018

“ybuAdoa Aq parosioid 1sanb Aq 20z ‘8T [1Mdy uo jwoo fwg ple//:dny woly papeojumoq 120z AelN 6T UO gt Jena-Tzogz-sipwnayluue/9eTT 0T Se payslignd 1si1 :SIg wnayy uuy


http://ard.bmj.com/

