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Background and Objectives

* Primary failure of advanced therapy (biologic or targeted
synthetic DMARDS) i1s common In rheumatologic practice

* Although multiple studies have explored the predictors of
response to biologics In psoriatic arthritis (PsA), most have
focused on TNFI and yielded divergent results

+ We aimed to define the incidence of primary failure in PsA S
patients and identify factors associated with Its occurrence

Patients and Methods

 Patients with PsA followed at our prospective observational cohort initiating advanced therapy
after clinic enrollment; medications were started between 2000 and 2023
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» Patients with primary failure were identified and compared to responders and to patients who
stopped for non-efficacy-related reasons (side effects, pregnancy, expense, or preference)

Statistical analysis
* Univariate and multivariate multinomial logistic regression to model the effects of each
variable on the outcome

Patient characteristics

» Baseline characteristics of the 3 groups of patients are shown In Table 1
* TNFI were the most used drugs (486 [82.2%]); 232 (39.3%) patients were on etanercept

o |L-171, IL-231 (and IL-12/1L-231), and tsDMARDs were prescribed to 49 (8.3%), 26 (4.4%),
and 30 (5.1%) patients, respectively

* Most of the medications were used as the first ever advanced therapy (480 [81.2%)])

Incidence of failure of advanced therapy In patients with PsA
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591 patients 209 (35.4%) developed | © Frequency of primary failure:
N y primary failure » TNFI 32.5%

» Non-TNFI biologics 50.7%
» tsDMARDSs 43.3%
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Significant variables in the univariate model: BMI, fibromyalgia, damaged joint

Predictors of primary failure of advanced therapy

count, HLA-B*27 positivity, and use as the first advanced therapy

In the multivariate regression model (Table 2), the following variables were
assoclated with primary failure: daily alcohol consumption (OR 3.52, 95% CI
[1.33, 9.31]), higher BMI (OR 1.04, 95% CI [1.01, 1.08]), and fibromyalgia (OR
2.07,95 % CI [1.03, 4.16])

Higher educational level (OR 0.51, 95% CI [0.38, 0.87]), a higher damaged joint
count (OR 0.95, 95% CI [0.93, 0.99]), and HLA-B*27 positivity (OR 0.40, 95%
Cl1[0.17, 0.97]) were assoclated with a reduced risk of primary failure

Table 1. Baseline characteristics and treatment regimens

Variable Overall, Response Primary Discontinued
n=591 group, failure group, due to
n=295 n=209 other reasons,
n=87
Age In years, mean (SD) 48.2 (13.0) 48.2 (13.8) 47.3 (11.8) 50.2 (12.7)
Sex (male), n (%) 329 (55.7) 173 (58.8) 114 (54.5) 42 (48.3)
Age at diagnosis of PsA, mean (SD) 37.3(13.2) 37.4 (13.7) 36.5(12.3) 38.8 (13.5)
Duration of PsA In years, mean (SD) 10.8 (9.8) 10.6 (9.2) 10.8 (10.0) 11.5 (11.3)
Education, n (%) College or higher 436 (75.7) 230 (79.6) 148 (74.0) 58 (66.7)
Employed, n (%) 382 (65.6) 201 (68.8) 131 (64.5) 50 (57.5)
Daily alcohol consumption, n (%) 35 (6.0) 12 (4.1) 19 (9.4) 4(4.7)
BMI in kg/m?, mean (SD) 29.6 (6.5) 28.9 (6.4) 30.7 (6.2) 29.3 (7.5)
Fibromyalgia, n (%) 72 (13.4) 24 (8.9) 32 (17.3) 16 (19.5)
SJC (0-68), median [IQR] 3.0[0.0,6.3] | 3.0[0.0,7.0] | 2.0[0.0,5.0] | 3.0[0.0,7.0]
AJC (0-68), median [IQR] 712, 14] 7.0[2, 14] 6[1, 13] 93, 18]
PASI (0-72), mean (SD) 5.0 (7.7) 4.8 (8.0) 5.0 (6.9) 5.2(8.3)
DAPSA score, mean (SD) 35.7 (27.8) 35.1 (29.6) 35.2 (25.6) 39.5 (27.1)
Damaged joint count, median [IQR] 2 [0, 7] 2.0 [0, 9] 1[0, 4] 2.0 [0, 6]
Syndesmophytes and/or sacroiliitis, n (%) 210 (39.5) 118 (43.5) 63 (35.0) 29 (35.8)
CRP in mg/L, mean (SD) 14.7 (17.2) 15.1 (16.1) 9.7 (10.1) 19.4 (24.6)
ESR in mm/hour, mean (SD) 21.7 (20.5) 20.9 (20.2) 22.9 (19.6) 21.4 (23.3)
HLA-B*27 positive, n (%) 50 (9.6) 33(12.5) 9(5.1) 8 (10.3)
HAQ score (0-3), mean (SD) 0.9 (0.7) 0.8 (0.6) 1.1 (0.7) 12 (0.7)
Use of csDMARDs, n (%) 366 (61.9) 188 (63.7) 125 (59.8) 53 (60.9)
Biologic & targeted synthetic DMARDS
First vs. subsequent-line, n (%) 480 (81.2) 249 (84.4) 157 (75.1) 74 (85.1)
TNFi, n (%) All 486 (82.2) 250 (84.7) 158 (75.6) 76 (87.4)
Infliximab 52 (8.8) 23 (7.8) 19 (9.1) 10 (11.5)
Adalimumab 137 (23.2) 72 (24.4) 43 (20.6) 20 (23.0)
Etanercept 232 (39.3) 124 (42.0) 69 (33.0) 39 (44.8)
Golimumab 47 (8.0) 26 (8.8) 15 (7.2) 6 (6.9)
Certolizumab 18 (3.0) 5(1.7) 12 (5.7) 1(1.1)
IL-171, n (%) All 49 (8.3) 25 (8.5) 21 (10.0) 3(3.4)
Secukinumab 32 (5.4) 15 (5.1) 15 (7.2) 2 (2.3)
Ixekizumab 16 (2.7) 10 (3.4) 5(2.4) 1(1.1)
Brodalumab 1(0.2) 0 (0.0) 1(0.5) 0 (0.0)
IL-23i (including | All 26 (4.4) 7(2.4) 17 (8.1) 2 (2.3)
IL12/231), Ustekinumab 20 (3.4) 6 (2.0) 12 (5.7) 2 (2.3)
n (%) Guselkumab 5 (0.8) 1(0.3) 4 (1.9) 0 (0.0)
Risankizumab 1(0.2) 0 (0.0) 1(0.5) 0 (0.0)
Targeted synthetic| All 30 (5.1) 11 (3.7) 13 (6.2) 6 (6.9)
DMARD:, Apremilast 26 (4.4) 9(3.1) 11 (5.3) 6 (6.9)
n (%) Tofacitinib 3 (0.5) 1(0.3) 2 (1.0) 0 (0.0)
Upadacitinib 1(0.2) 1 (0.3) 0 (0.0) 0 (0.0)

PsA, psoriatic arthritis; BMI, body mass index; SJC, swollen joint count; AJC, actively inflamed (tender or swollen)
joint count; DAPSA, Disease Activity Index for Psoriatic Arthritis; PASI, Psoriasis Area and Severity Index; CRP, C-
reactive protein; ESR, erythrocyte sedimentation rate; HLA, human leukocyte antigen; HAQ, Health Assessment
Questionnaire; cs, conventional synthetic; DMARDSs: disease-modifying anti-rheumatic drugs; TNFi, tumor necrosis
factor inhibitor; IL, interleukin
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Table 2. Multivariate multinomial logistic regression analysis of

predictors of primary failure

Variable~ Primary Failure Discontinued due to other Global p-

reasons value
OR 95% CI OR 95% CI

Age in years® 0.99 (0.97,1.01) 1.02 (0.99, 1.04) 0.10

Sex (male/female) 0.89 (0.55, 1.46) 0.80 (0.43, 1.46) 0.74

PsA duration in years”® 1.02 (0.99, 1.05) 1.02 (0.99, 1.06) 0.28

Psoriasis duration in years”® 1.00 (0.98, 1.03) 1.00 (0.97, 1.02) 0.84

Education (college or higher) 0.51 (0.30, 0.87) 0.46 (0.24, 0.87) 0.01*

Alcohol consumption | Social 0.92 (0.57, 1.49) 0.74 (0.40, 1.35) 0.06

Daily 3.52 (1.33,9.31) 1.12 (0.28, 4.58)

BMI#? 1.04 (1.01, 1.08) 0.98 (0.94, 1.03) 0.03*

Fibromyalgia (yes/no) 2.07 (1.03, 4.16) 1.88 (0.81, 4.39) 0.09

AJCAH 1.00 (0.98, 1.03) 1.02 (1.00, 1.05) 0.19

Damaged joint count” 0.95 (0.93, 0.99) 0.98 (0.95, 1.02) 0.01*

HLA-B*27 positivity (yes/no) 0.40 (0.17, 0.97) 0.84 (0.33, 2.15) 0.10

First vs. subsequent-line drug 0.74 (0.40, 1.39) 1.02 (0.44, 2.36) 0.61

(yes/no)

PsA, psoriatic arthritis; BMI, body mass index; AJC, actively inflamed (swollen or tender) joint count; HLA,

human leukocyte antigen

~ Variables were fitted into the multivariate model based on statistical and clinical significance

A 1-unit increase

* p < 0.05; statistically significant variables associated with primary failure in the multinomial model are bolded

Summary and Conclusions

* In our cohort, primary failure of advanced therapy was observed in

35.4% of the patients

* The Incidence rate was 0.35 per person-year

» Higher educational level, higher number of damaged joints, and HLA-
B*27 positivity were assoclated with a lower risk for primary failure of

advanced therapy

* On the other hand, daily alcohol consumption, higher BMI, and

fibromyalgia were associated with the development of primary failure

* Primary failure of advanced therapy is common in PsA and may be
socloeconomic
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