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with administration of IVGC. Use of steroid sparing drugs Six patients used 
methotrexate for other diseases before their GCA diagnosis. Among the remain-
ing patients, 6 out of 56 patients with documented LV-GCA received a steroid 
sparing drug within the first 30 days after diagnosis, while this was only true for 
3 out of 194 patients without documented LV-GCA (p=0.005). All nine patients 
who received a steroid sparing agent received methotrexate. One of them also 
received tocilizumab.
Conclusion: In our study visual symptoms seem to most strongly influence the 
initial treatment decisions regarding GC. Paradoxically, scalp tenderness, also a 
cranial symptom, was the only factor associated with a lower initial oral GC-dose. 
The presence or absence of documented LV-GCA showed no statistical associ-
ation with GC-treatment, although the number of patients were rather low. How-
ever, a higher proportion of patients with LV-GCA received a steroid sparing drug 
within the first 30 days after diagnosis.
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Background: Interleukin-17A inhibitors (IL-17Ai) have emerged as an 
additional therapeutic option for the management of axial spondyloarthritis 
(axSpA) and, together with tumor necrosis factor inhibitors, are currently posi-
tioned as first-line treatment in patients who have an inadequate response to 
nonsteroidal anti-inflammatory drugs, according to the latest ASAS-EULAR 
recommendations. However, evidence on the use of IL-17Ai in real life is still 
limited.
Objectives: The ESPADA study evaluated the use of ixekizumab (IXE) for the 
treatment of axSpA in routine clinical practice in Spain.
Methods: A retrospective observational study was carried out in ten Span-
ish hospitals. Patients aged ≥18 years diagnosed with axSpA [radiographic 

(r-axSpA) or non-radiographic (nr-axSpA)] according to their rheumatologist 
who also met the ASAS criteria were included. Patients must have started 
IXE between June 2020 and August 2023, having a minimum follow-up of 12 
weeks and at least one follow-up visit available, regardless of whether they 
continued with IXE. Demographic and clinical characteristics, treatment pat-
terns, total and subgroup persistence assessed using Kaplan-Meier, as well 
as effectiveness at 12, 24, and 52 weeks according to BASDAI and ASDAS 
were evaluated.
Results: A total of 106 patients were included, mostly men (58.5%) and with a 
mean (SD) age of 51.9 (12.1 years). 69.8% presented r-axSpA; nearly one-third 
had psoriasis, and more than half had peripheral arthritis. The median (IQR) time 
from diagnosis to IXE initiation was 9.4 (3.2 - 20.3) years (Table 1). At IXE initia-
tion, 31.1% of patients also exhibited peripheral involvement. Mean (SD) BASDAI 
score (n=86) was 6.4 (2.0), and 95.1% of patients showed high/very high dis-
ease activity according to ASDAS (n=81). Most patients (98.1%) had previously 
received a biological (b) or targeted synthetic (ts) DMARD (b/tsDMARD); with a 
mean (SD) of 2.3 (1.4) previous b/tsDMARDs. One-third of patients were receiv-
ing concomitant treatment with conventional synthetic DMARDs (csDMARDs) at 
the start of IXE treatment. Among the patients with effectiveness data available 
at week 52, 18.9% had improved their BASDAI score ≥50% (n=37) and 38.2% 
had low/inactive disease according to ASDAS criteria (n=34). The Kaplan-Meier 
analysis showed a treatment persistence of 56.3% at week 52 (Figure 1), with 
the median survival not having been reached. On the other hand, no statistically 
significant differences in persistence were observed in the analyzed subgroups: 
baseline C-reactive protein levels (normal: 52.8%; elevated: 47.0%), HLA-B27 
status (negative: 53.9%; positive: 50.1%), number of previous b/tsDMARDs (1: 
65.6%; ≥2: 51.8%), previous secukinumab treatment (no: 56.1%; yes: 56.2%). 
Among those patients who discontinued IXE, the most frequently reported rea-
sons for discontinuation were lack of effectiveness (72.5%, n=29) and adverse 
events (22.5%, n=9).
Conclusion: Most axSpA patients treated with IXE in the study cohort had 
long-standing, highly active disease, involving multiple domains and a history of 
prior b/tsDMARD treatment. Despite these characteristics, more than half of the 
patients maintained one-year treatment persistence with IXE, highlighting IXE as 
a viable therapeutic option.

Table 1. Demographic and clinical characteristics at IXE initiation (n=106).
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Figure 1. Time to discontinuation: Kaplan-Meier curve. 
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Background: The major role of type I IFN in systemic lupus erythematosus 
(SLE) pathophysiology has been extensively studied and resulted in the market-
ing of anifrolumab. However, the pre-SLE stages are also characterized by alter-
ations in type II IFN-γ activity followed by auto-antibodies (autoAb) detection [1], 
and accumulation and fluctuations in type II IFN-γ signatures are associated with 
disease activity and autoAb production [2–4]. As such, the whole blood IFN-γ 
release assay (IGRA) can facilitate the monitoring of type II IFN-γ levels among 
SLE patients by providing insights into both spontaneous IFN-γ release through 
the IGRA-nil tube result used as a negative control; and from phytohemagglutinin 

(PHA)-stimulated T cells through the IGRA-PHA tube used as a positive control 
[5]. It is unclear whether data established among Asian patients are also valid for 
French, primarily Caucasian, patients; whether IGRA is independent from other 
biomarkers of SLE (i.e., anti-dsDNA, complement…), and whether it could be a 
predictor of achieving remission on treatment.
Objectives: To investigate the ex vivo IFN-γ release assay (IGRA) as a bio-
marker of SLE activity and disease outcome.
Methods: A retrospective study conducted between 2008 and 2024 at a single 
French tertiary care center, included 145 SLE patients at various disease stages 
(diagnosis, relapse, and remission) and 145 age-/sex-matched healthcare work-
ers as controls. Data were collected on spontaneous IFN-γ release (IGRA-nil) 
and on phytohemagglutinin-induced IFN-γ release (IGRA-PHA, after subtracting 
IGRA-nil result). In clinically active patients, the test was performed at initiation 
or intensification of treatment. All the SLE patients met the 2019 ACR/EULAR 
classification criteria. Clinically active patients had a cSLEDAI-2k score > 0. Dis-
ease remission status was adapted from the 2021 definition of remission in SLE 
(DORIS) criteria as follows: (i) cSLEDAI-2k score = 0; (ii) prednisone prescribed 
at 5 mg/day or less, with stable antimalarials, immunosuppressive drugs and 
biologics; and (iii) the global physician assessment was considered to be <0.5 
when the disease was described as ‘clinically inactive’ or ‘in remission’ or ‘asymp-
tomatic’. Patients were categorized according to their glucocorticoid (GC) intake 
at the time of the sampling into three prednisone groups: negative/low (≤5mg/
day, n=88 including 49 in the active group), medium (6-49 mg/day, n=44), or high 
(≥50mg/day, n=13). Patients were followed up as part of their routine care, at the 
rate of a visit every 1, 3, 6 or 12 months depending on their disease activity, and 
at the time of relapse.
Results: The ex vivo spontaneous IFN-γ release was increased (p=0.004), 
and the PHA-induced IFN-γ release (IGRA-PHA) was decreased in active 
SLE patients (p<0.01) compared to inactive SLE patients and controls (Figure 
1). In multivariate logistic regression analysis cSLEDAI2K score influence on 
IFN-γ production (OR= 1.5 [1.29;1.75]) was independent from GC prescribed 
doses (OR 0.954 [0.392;2.32] for 5-50 mg/d prednisone; OR 1.37 [0.17;11.06] if 
prednisone > 50 mg/d, prednisone ≤5 mg/d being the reference). A diminished 
response in IGRA-PHA testing was associated with an elevated median cSLE-
DAI score and more constitutional (p<10-4), mucocutaneous (p=0.004), renal 
(p=0.04), and serositis manifestations (p=0.0003). IGRA-PHA predicted clini-
cally inactive SLE better than IGRA-nil (ROC AUC= 0.853 versus 0.722), 8 IU/
ml corresponding to the optimal Youden index and level <1.6 IU/ml indicating 
100% specificity for active disease. IGRA-PHA ≥ 8 IU/ml was an independent 
predictor of clinically inactive SLE (OR= 10.6 [95% CI: 3.72-30.17]; p=9.7x10-6) in 
multivariate regression analysis including anti-DNA dosage, low CH50, albumin 
< 40 g/L and urinary protein/creatinine ratio as co-variables (Table 1). Based on 
the IGRA-PHA responses, patients not in remission at inclusion were catego-
rized into low responders (IGRA-PHA < 1.6 IU/mL, n=50), medium responders 
(1.6 ≤ IGRA-PHA < 8 IU/mL, n=25), and high responders (IGRA-PHA ≥ 8 IU/mL, 
n=21). Low responders had a median time to achieve remission of 1252 days, 
compared to 711 days for medium responders, and 582 days for high responders 
(log-rank test: p=2.4x10-6).
Conclusion: In primarily Caucasian patients, IGRA-PHA appears as a pow-
erful, not influenced by GC prescription, independent biomarker of SLE clinical 
activity, and as a predictor of treatment-induced remission when performed at the 
initiation or intensification of therapy.

REFERENCES: 
[1]	 Chiche L et al. Arthritis Rheumatol 2014;66(6):1583-95.
[2]	 Bettacchioli E et al. J Transl Autoimmun 2021;4:100090.
[3]	 Siddiqi KZ et al. J Autoimmun 2022;132:102869.
[4]	 Zhang et al. Pediatr Rheumatol Online J 2024;22(1):70.
[5]	 Ahn SS et al. Arthritis Res Ther 2017;19(1):193.

Table 1.  Multivariate logistic regression modeling the relation between various 
biomarkers and clinical disease inactivity (cSLEDAI2K= 0).

variable odds ratio p-value 

Model 1 (relation between SLE remission and covariables including IGRA-nil)
Intercept 0.000337 [2.8x10-6;0.0406] 0.0011
IGRA-nil 1.1x10-9 [7.3x10-17;0.0168] 0.0145
Anti-dsDNA (<10 IU/mL) 1.06 [0.38;2.97] 0.907
CH50 (%) 1.04 [1.01;1.08] 0.026
Albumin (≥40 g/L) 1.17 [1.06;1.3] 0.003
Urinary PCR (<0.5 g/g) 1.07 [0.271;4.25] 0.920
Model 2 (relation between SLE remission and covariables including IGRA-PHA)
Intercept 0.000557 [4.1x10-6;0.076] 0.0028
IGRA-PHA (≥8.0 IU/mL) 10.6 [3.72; 30.17] 9.7x10-6

Anti-dsDNA (<10 IU/mL) 0.81, [0.29; 2.29] 0.697
CH50 (%) 1.01 [0.98; 1.04] 0.459
Albumin (≥40 g/L) 1.14 [1.02; 1.28] 0.023
Urinary PCR (<0.5 g/g) 0.69 [0.17; 2.77] 0.605

http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/

	EUROABV01N04_Text.pdf



