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Axial spondyloarthritis (axSpA) encompasses 
both radiographic and non-radiographic axSpA. It 
represents a chronic inflammatory disorder with a 
predilection for affecting the axial skeleton. Predomi-
nant symptoms commonly include chronic back pain 
and spinal stiffness, while peripheral and extra-mus-
culoskeletal manifestations also frequently manifest 
[1]. Managing axSpA poses a challenge due to the 
complex nature of the diseases and the diversity of 
potential symptoms.

In recent years, novel biologic and targeted 
synthetic DMARDs have emerged as significant 
advancements in axSpA treatment, offering al-
ternatives for patients who exhibit inadequate re-
sponses to standard therapies. Among these new 

treatments, upadacitinib, a Janus kinase (JAK) 
inhibitor, stands out. This medication has demon-
strated its efficacy in various clinical trials for treat-
ing diverse forms of inflammatory joint disorders 
[2]. On the other hand, real-world clinical practice 
provides insights into patients’ actual experiences 
with upadacitinib in everyday medical practice. It 
encompasses patients with various characteristics 
and circumstances, mirroring the authentic diver-
sity of the patient population. In the real clinical 
context, various external factors can influence 
outcomes, making the data more representative 
of practical reality.

As of our current knowledge, there are no pub-
lished real-world clinical practice data pertaining to 
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Abstract. Introduction: Axial spondyloarthritis (axSpA) is an inflammatory disorder affecting the axial 
skeleton, accompanied by pain, restricted mobility, and other symptoms. The Ankylosing Spondylitis Disease 
Activity Score (ASDAS) is a metric expressing disease activity, assessing inflammation and symptoms. In 
clinical trials, upadacitinib has demonstrated reduced axSpA activity, but real-world evidence remains limited. 
Objective: The objective of this study is to evaluate the therapeutic effectiveness of upadacitinib in axSpA by 
analysing its impact on symptoms, activity, and inflammatory markers in real clinical practice. Additional goals 
include comparing outcomes between biologic-naive and biologic-experienced patients, as well as assessing 
the influence of radiographic stage on upadacitinib’s therapeutic response. Methods: Sixty-four patients with 
axSpA were enrolled in upadacitinib treatment. Among them, 42 were evaluated after 6 months and 13 after 
12 months of therapy. ASDAS was assessed at various time points and analyzed based on prior experience 
with biologic drugs and radiographic stage of sacroiliitis. Results: A notable reduction in mean ASDAS values 
was observed after 6 months of Upadacitinib treatment (3.5 vs. 1.9, p < 0.001), with this reduction being 
sustained after 12 months (1.6 vs. 1.9, p > 0.05). A substantial proportion of patients (80.9%) achieved ASDAS 
values below 2.1 after 6 months, and this achievement was maintained after 12 months (84.6%, p > 0.05). No 
significant differences were found between biologic-naive and biologic-experienced patient subgroups (84.2% 
vs. 78.3%, p > 0.05). Similar trends were observed in the analysis of other parameters such as BASDAI, 
fatigue, pain, CRP, haemoglobin, and ESR. Upadacitinib increased the number of patients with low disease 
activity regardless of radiographic stage after 6 and 12 months (23.7 vs. 83.3% and 5.7 vs. 85.3%, p < 0.001). 
Conclusion: Upadacitinib proves to be effective in axSpA treatment. Regardless of demographic, clinical, 
and radiographic disease characteristics, as well as “biologic-naive/biofailure” status, Upadacitinib leads to 
ASDAS improvement after 6 and 12 months of treatment. This medication represents an effective tool in real-
world clinical practice for controlling axSpA activity.
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the assessment of the therapeutic effectiveness of 
Upadacitinib for spondyloarthritis indication.

Objective

The aim of the study is to assess the therapeutic 
effectiveness of upadacitinib in patients with spondy-
loarthritis by analysing its impact on symptomatolo-
gy, disease activity, and inflammatory markers in real 
clinical practice conditions. Secondary objectives 
encompass comparing outcomes between patients 
with no prior experience of biological medications 
(bionaive) and those with previous unsuccessful ex-
periences (biofailure), as well as evaluating the in-
fluence of radiological changes on the therapeutic 
response to upadacitinib.

Materials and methods

Patient Selection: The study included patients 
with axSpA, aged 18 and above, who initiated treat-
ment with upadacitinib following a thorough clinical 
assessment, excluding other similar conditions, and 
in accordance with the current requirements of the 
NHIF (National Health Insurance Fund).

The diagnosis of axSpA is made based on the 
2009 criteria [3]. Patients with axSpA who have 
structural changes on X-ray images of the sacroiliac 
joints, showing sacroiliitis, are classified as having 
radiographic axSpA (raxSpA), which is essential-
ly the same as Ankylosing Spondylitis (AS) for all 
practical purposes. Those without such changes are 
classified as non-radiographic axSpA (nr-axSpA).

Study Design: The study is retrospective, en-
compassing data from the medical archive of the 
Rheumatology Clinic at UMHAT "Sv. Marina” – Var-
na. The data were collected during a specific period 
corresponding to the timeframe of upadacitinib appli-
cation (from May 2022 to July 2023).

Measurements and Follow-up: Demographic in-
dicators, initial and subsequent values of ASDAS, 
BASDAS, pain, fatigue, CRP, ESR, and haemoglo-
bin, as well as the radiographic stages of sacroilii-
tis, have been analyzed for each patient. The val-
ues of ASDAS and BASDAI are calculated using 
widely recognized formulas. ASDAS and BASDAI 
are categorized according to accepted thresholds 
for disease activity – remission, low, moderate, and 
high activity – allowing for a detailed and objective 
assessment of upadacitinib’s impact on axSpA ac-
tivity. This helps determine whether the treatment 
contributes to improvement or if additional measures 
are necessary to control disease activity. The inter-
pretation of results is facilitated, enabling adequate 

comparisons between different patient groups and 
different observation time points.

To examine the dynamics of fatigue and pain 
during Upadacitinib treatment, the first and second 
questions from the validated BASDAI scale were 
employed:

1.	 How would you describe the overall level of 
fatigue/tiredness you have experienced?

2.	 How would you describe the overall level of 
pain in your neck, back, or hip related to Ankylosing 
Spondylitis (AS) that you have experienced?

Values are collected using a Visual Analogue 
Scale (VAS), ranging from 0 to 10 for each question. 
To provide an objective assessment of upadacitinib’s 
impact, average values for fatigue and back pain are 
used.

Erythrocyte Sedimentation Rate (ESR) in mm/h, 
C-reactive protein (CRP) in mg/l, and haemoglobin 
(Hb) in g/l were analyzed through standard labora-
tory tests with customary reference values before 
treatment initiation, after 6 and 12 months.

For the purposes of the study, conventional ra-
diography of sacroiliac joints was analyzed for each 
patient, using a well-known classification in rheuma-
tological practice for sacroiliitis staging.

Study Groups: Patients were categorized into 
two groups based on their experience with biologi-
cal medications: those with no previous experience 
(bionaive) and those who had unsuccessful experi-
ences (bioexperience). A comparative analysis was 
conducted both for the entire group at three time 
points – before treatment initiation, after 6 and af-
ter 12 months of upadacitinib therapy – as well as 
between the two groups at the same time points: at 
the beginning of treatment, after the sixth, and after 
the twelfth month. Throughout the entire period, all 
patients received a daily dose of 15 mg upadacitinib.

Statistical analysis was conducted using SPSS 
v23 for Windows. Descriptive statistics, chi-square 
test, and other non-parametric tests were employed 
for qualitative variables as necessary. For quantitative 
variables, mean values and standard deviations were 
calculated, and Student’s t-test and analysis of vari-
ance were applied to determine the statistical signif-
icance of differences between groups and measure-
ment time points. Correlation analysis and binomial 
logistic regression were utilized to analyse relation-
ships and influences among different variables. The 
level of statistical significance was set at p < 0.05.

The results are presented using tabular and 
graphical methods.

The study was conducted in accordance with eth-
ical standards outlined in the Declaration of Helsinki.
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Results

The study included 64 patients with axSpA, di-
vided into two groups – those without prior experi-
ence with biologic treatments (bionaive) and those 
with treatment failure from bDMARDs (biofailure). 
The groups were comparable in terms of age, gen-
der, BMI, obesity status, duration of axSpA, and 
HLA-B27 positivity (Table 1). The mean age at diag-
nosis (44.8 vs. 40.4, p > 0.05) and the mean duration 
of axSpA before therapy initiation (6.5 vs. 7.4, p > 
0.05) were similar between the two groups. HLA-B27 
positivity was equally prevalent among bionaive and 
biofailure patients (66.7 vs. 85.7%, p > 0.05).

The subgroup named “Biofailure” includes pa-
tients who were primarily on previous therapy with 
TNFi (94.9%). Anti-IL17 therapy was only used in 
5.1% of cases (p < 0.001). The average duration of 
bDMARDs use was 4.5 years before a secondary 
inadequate response was observed.

Significantly more patients in the “Bionaive” sub-
group compared to the “Biofailure” subgroup have III 
and IV radiographic stages of sacroiliitis (96.0% vs. 
74.4%). This difference is statistically significant (p  

=  0.026). Between 8.9% and 14.5% of the changes 
in radiographic sacroiliitis stage are attributed to pre-
vious experience with biological medications across 
the entire study group. Treatment with biological 
medications (TNFi) is identified as a protective factor 
for the likelihood of patients having III/IV radiograph-
ic sacroiliitis stage (OR 0.121, 95% CI 0.014-1.012, 
p  =  0.051). 

A significantly higher proportion of bionaive pa-
tients compared to biofailure patients had arterial 
hypertension (AH) (56.0% vs. 28.2%, p  =  0.026).

Among the 62 axSpA patients, 42 completed 
a six-month treatment period, and 13 completed a 
twelve-month treatment period.

ASDAS-CRP
The mean value of ASDAS significantly de-

creased from 3.5 to 1.9 after 6 months of upadacitinib 
treatment (p < 0.001) and continued to decrease up 
to the 12th month (1.9 vs. 1.6, p = 0.02). Upadacitinib 
demonstrated comparable effectiveness both in bio-
logic-naive and biofailure patients (Table 2). A signif-
icant proportion of patients successfully achieved an 
ASDAS value below 2.1 after the 6th month; these 

Table 1. Clinical-Demographic Characteristics of Patients

BIONAIVE BIOFAILURE P VALUE
Number (%) 25 (39.1) 39 (60.9) NS
Age (yrs.) mean  ±  SD 52.7  ±  8.2 51.8  ±  12.0 NS
Gender Male (n, %) 14 (56.0) 24 (61.5) NS
BMI kg/m2 (mean  ±  SD) 26.8  ±  5.6 29.1  ±  6.0 NS
BMI > 30 kg/m2 5 (20.0) 15 (38.7) NS
Years at AS (mean  ±  SD) 44.8  ±  10.1 40.4  ±  12.1 NS
Duration of AS-yrs (mean  ±  SD) 9.6  ±  9.9 10.8  ±  12.5 NS
Duration of AS before treatment – years (mean  ±  SD) 6.5  ±  9.8 7.4  ±  12.3 NS
Duration of AS before bDMARDs – yrs (mean  ±  SD) NA 6.6  ±  11.9 NA
Time of bDMARDs – yrs (mean  ±  SD) NA 4.5  ±  3.6 NA
HLA B27 positive (n/N, %) 12/18 (66.7) 18 /23 (85.7) NS
X ray stage sacroiliitis (n, %)

nr-AxSpA 0 7 (17.9) 0.002
II 1 (4) 3 (7.7) NS
III 12 (48.0) 9 (23.1) 0.040
IV 12 (48.0) 20 (51.3) NS

AH (n, %) 14 (56) 11 (28.2) 0.026
Fatigue (Question 1) 6.5  ± 1.9 5.1 ± 2.6 0.025
Pain (Question 2) 8.0  ±  0.9 5.8  ±  2.1 < 0.001
BASDAI 6.5  ±  0.9 4.8  ±  2.1 < 0.001
ASDAS 3.7  ±  0.7 3.4  ±  1.2 NS

Abbreviations: Bionaive: Patients without prior experience with biologic medications. Biofailure: Patients with secondary non-responder 
status to biologic medications. SD: Standard Deviation. BMI: Body Mass Index.AS: Ankylosing Spondylitis. bDMARDs: Biologic Disease-
Modifying Anti-Rheumatic Drugs. HLA: Human Leukocyte Antigen.nr-AxSpA: Non-radiographic Axial Spondyloarthritis. AH: Arterial 
Hypertension. BASDAI: Bath Ankylosing Spondylitis Disease Activity Index. ASDAS: Ankylosing Spondylitis Disease Activity Score. NS: 
Non-significant, indicating that differences in the data obtained from the samples are not statistically significant.
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results remained consistent up to the 12th month 
(80.9% vs. 84.6%, respectively, p > 0.05), with no 
significant difference observed between biolog-
ic-naive and biofailure patient subgroups (84.2% vs. 
78.3%, respectively, p > 0.05) (Figure 1).

BASDAI
The mean value of BASDAI significantly de-

creased from 5.5 to 2.5 after 6 months of Upadaci-
tinib treatment (p < 0.001) and remained at this level 
up to the 12th month (2.5 vs. 2.25, p > 0.05). A signif-
icant number of patients achieved a BASDAI value 
below 4 after the 6th month, and all patients reached 
this level by the 12th month (90.4% vs. 100%, re-
spectively, p < 0.001), with no significant difference 
observed between biologic-naive and biofailure pa-
tient subgroups (94.7% vs. 95.4%, respectively, p > 
0.05) (Table 2, Figure 2).

Fatigue
The mean level of fatigue decreased by more 

than two-fold after 6 months of upadacitinib treat-

ment and remained at this level until the end of the 
study (5.6 vs. 2.5 vs. 2.5, p < 0.001, p > 0.05, re-
spectively). Throughout the analyzed period, no 
statistically significant difference in the therapeutic 
response to upadacitinib was observed between the 
studied groups for this indicator (Table 2).

Pain
Treatment with upadacitinib led to a remarkable 

reduction in the intensity of pain, with this effect be-
coming evident after 6 months and continuing after 
12 months (6.7 vs. 3.4 vs. 2.9; p < 0.001, p > 0.05, 
respectively). Notably, significantly more pain was 
reported by biologic-naive patients compared to bio-
failure patients after 12 months of treatment (3.6 vs. 
2.5, p < 0.001).

Biological response
A remarkable reduction in CRP levels is ob-

served after 6 months of treatment with Upadaci-
tinib. The mean value decreases from 14.8 to 6.0 
(p = 0.009). This effect is sustained after 12 months, 

    

    
Abbreviations: Panel A – change in mean values; Panel B – change in the proportion of patients in LDA; ASDAS, Ankylosing Spondylitis 
Disease Activity Score, LDA – low disease activity, BASDAI – Bath Ankylosing Spondylitis Disease Activity Index; X-ray stage of axSpa 
and therapeutic response to Upadacitinib

Fig. 1. Impact of Upadacitinib on AxSpA Activity (ASDAS, BASDAI) – Changes in Mean Values and Proportion of 
Patients with Low Disease Activity
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with the mean value further decreasing to 2.8 (p > 
0.05). No significant differences in mean CRP val-
ues are observed based on previous experience 
with biological medications (Table 2).

Similar effects are observed for ESR levels in 
patients with AxSpA treated with upadacitinib. A 
statistically significant reduction is recorded after 6 
months of upadacitinib treatment (30.6 vs 20.6, p = 
0.011), which is maintained after 12 months (20.6 vs 
15.1, p > 0.05). No significant differences in mean 
ESR values are observed between the compared 
groups during treatment (Table 2).

The mean haemoglobin value before starting up-
adacitinib treatment is 137.4 g/L. After 6 months of 
upadacitinib application, the mean haemoglobin val-
ue decreases to 135.5 g/L, with the difference not be-
ing statistically significant. After 12 months, it is 137.0 
g/L (p > 0.05). No significant difference in haemoglo-
bin levels is observed during upadacitinib treatment 
based on bionaive/biofailure status (Table 2).

Before initiating therapy with upadacitinib, pa-
tients with non-radiographic/Stage II axSpA exhibit 

lower disease activity (measured by ASDAS) com-
pared to patients with advanced structural changes 
in the disease (Stages III/IV axSpA) (ASDAS = 2.9 
versus 3.6, p = 0.046). After 6 months of Upadacitinib 
therapy, the activity of axSpA significantly decreas-
es in both subgroups, without observing a significant 
difference in ASDAS values between patients with 
non-radiographic/Stage II sacroiliitis and those with 
Stage III/IV sacroiliitis (1.7 versus 1.9, p > 0.05) (Fig-
ure 2, Panel A). Similar findings are observed at the 
12-month mark of upadacitinib treatment.

It is observed that a significant portion of pa-
tients undergoing a 6-month treatment with upad-
acitinib achieve low disease activity (ASDAS < 2.1), 
and these results are consistent both in patients with 
non-radiographic and II stages of sacroiliitis, as well 
as those with III and IV radiographic stages of sacro-
iliitis (66.7% versus 85.3%, p > 0.05). These findings 
remain consistent throughout the entire study period 
(see Figure 2, Panel B).

During the study period, the following adverse reac-
tions were reported with upadacitinib treatment: asymp-

Table 2. Indicators of axSpA activity in the studied groups during a one-year period of treatment with 15 mg/day. 
Upadacitinib

Analysis of 
therapeutic 
effectiveness

Before Upadacitinib
(n = 64)

On the 6th month
by Upadacitinib (n = 42)

p-value 
0-6 m 

At month 12 of Upadacitinib 
(n = 13)

p -value 
6-12 m

Bionaive  
n = 25

Biofailure  
(n = 39) p-value Bionaive  

(n = 19)
Biofailure 
 (n = 23) p -value Bionaive  

(n = 5)
Biofailure  

(n = 8) p-value

ASDAS -CRP
(mean ± SD)

3.5 ± 1.0 1.9 ± 0.6 < 0.001 1.6 ± 1.2 0.02

3.7 ± 0.7 3.4 ± 1.1 NS 1.8 ± 0.5 1.9 ± 0.5 NS 1.6 ± 0.2 1.6 ±0.2 NS

ASDAS-CRP
< 2.1 (n, %)

6 (9.4) 34 (80.9) < 0.001 11 (84.6) NS

0 (0) 6 (15.4) 0.04 16 (84.2) 18 (78.3) 0.72 4 (80.0) 7 (87.5) NS

BASDAI 
 (mean ± SD)

5.54 ± 1.8 2.58 ± 1.1 < 0.001 2.25 ± 0.6 NS

6.5 ± 0.9 4.8±2.1 < 0.001 2.6 ± 0.7 2.5 ± 1.4 NS 2.3 ± 0.7 2.2 ± 0.6 NS

BASDAI
< 4.0 (n, %)

12 (18.8) 38 (90.4) < 0.001 13 (100) < 0.001*

0 (0.0) 12 (30.7) 0.002 18 (94.7) 22 (95.4) NS 5 (100) 8 (100) NS

Fatigue
(mean ± SD)

5.6 ± 2.5 2.5 ± 1.3 < 0.001 2.5 ± 0.9 NS
6.5 ± 1.8 5.1 ± 2.6 0.025 2.6 ± 1.4 2.3 ± 1.3 NS 2.4 ± 1.5 2.6 ± 0.5 NS

Pain
(mean ± SD)

6.7 ± 2.1 3.4 ± 0.8 < 0.001 2.9 ± 0.9 NS
8.0 ± 0.9 5.8 ± 2.1 < 0.001 3.6 ± 0.9 3.1 ± 0.7 NS 3.6 ± 0.8 2.5 ± 0.7 0.036

CRP - mg/L  
(mean ± SD)

14.8 ± 23.0 6.0 ± 14.1 0.009 2.8 ± 4.0 NS
9.3 ± 14.2 14.9 ± 21.7 NS 4.0 ± 9.8 7.5 ± 16.5 NS 1.5 ± 2.4 3.0 ± 4.4 NS

Haemoglobin -g/L 
(mean ± SD)

137.4 ± 16.2 135.5 ± 12.9 NS 137.0 ± 11.2 NS

139.8 ± 12.8 137.1 ± 17.4 NS 136.7 ± 11.7 134.2 ± 13.6 NS 142.6±11.6 131.6 ± 9.8 NS

ESR mm/h  
(mean ± SD)

30.6 ± 25.6 20.6 ± 20.9 0.011 15.1 ± 22.1 NS
25.5 ± 22.6 35.2 ± 26.1 NS 14.1 ± 17.5 25.6 ± 21.7 NS 13.6 ± 15.5 15.8 ± 9.9 NS

Abbreviations: ASDAS-CRP, Ankylosing Spondylitis Disease Activity Score with CRP, BASDAI, Bath Ankylosing Spondylitis Disease 
Activity Index, CRP, C-reactive protein, ESR, erythrocyte sedimentation rate, p value 0-6, the comparison is between 6 months and before 
treatment, p -value 6-12 , the comparison is between 6 and 12 months of treatment
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tomatic urinary tract infections (4.7%), allergic reactions 
(2.4%). In two patients (4.7%), lack of efficacy was ob-
served as they continued to experience persistent pain 
symptoms, leading to discontinuation of treatment.

Discussion

The therapeutic strategy for Axial Spondyloar-
thritis (AxSpA) is of paramount importance in im-
proving the quality of life for patients and reducing 
symptoms, including fatigue, pain, limited mobility, 
and inflammation [3]. The field of AxSpA treatment is 
rapidly evolving, encompassing diverse therapeutic 
approaches as well as novel medications [1].

One of the key treatment strategies for AxSpA in-
volves the use of biologic (bDMARDs) and targeted 
synthetic drugs (tsDMARDs), which target specific 
molecules and pathways in the immune system [4]. 
The use of biologics and targeted synthetic drugs 
is based on results from clinical trials that highlight 
their effectiveness in reducing pain, inflammation, 
and improving functional ability.

Upadacitinib has been extensively studied in ax-
ial SpA through the broad clinical program SELECT 
AXIS 1, 2, PsA [5, 6, 7].

When discussing the therapeutic strategy, it is 
important to consider an individualized approach 
for each patient. This approach involves assess-
ing disease severity, sacroiliitis radiographic stage, 
comorbidities, and cardiovascular risk factors. Fur-
thermore, the decision to choose a specific therapy 
should be based on current national and internation-
al recommendations that are updated based on new 
scientific discoveries.

In recent years, aside from TNF and IL-17 in-
hibitors, JAK inhibitors are also being considered 
as potential treatment options for AxSpA [8]. At 
present, recommendations include the use of JAKi 
in treatment, but due to the lack of direct compara-
tive studies, establishing their efficacy priority over 
other AxSpA treatments is challenging. Current 
practice usually involves initiating treatment with 
TNFi or IL-17i, though recent recommendations do 
not exclude the possibility of selecting JAKi as an 
initial option [9].

The results from real-world clinical practice, pre-
sented by us in a cohort of 62 patients with AxSpA, 
reveal that within routine clinical practice, rheuma-
tologists engaged in systemic treatment have sig-
nificantly older patients compared to those in clinical 
trials [10].

Upadacitinib is considered for the treatment of 
axSpA in our real-world clinical setting relatively late 
after the diagnosis, with similar delays observed in 
bionaive patients and those with previous bDMARDs 
treatment failure. Similar findings are reported by 
other authors who observe that there is a period of 5 
to 7 years between the onset of symptoms and the 
diagnosis of axSpA, and treatment initiation occurs 
even later [11].

In the bioexperience subgroup, the average du-
ration of treatment with biologic agents before signs 
of an unsatisfactory response become apparent and 
established is 4.5 years. This represents a signifi-
cant difference between the subgroups. Within this 
subgroup, there is an essential period of successful 
condition management through biologic therapy, af-
ter which secondary treatment failure develops [12]. 

Abbreviations: Panel A – mean values, Panel B – LDA; nr-AxSpA – non-radiographic axial spondyloarthritis, II, III, IV stage – x-ray stage 
sacroiliitis, ASDAS – Ankylosing Spondylitis Disease Activity Score, LDA – low disease activity.

Fig. 2. Change in ASDAS according to the radiographic stage of sacroiliitis during treatment with Upadacitinib
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Only after this average 4.5-year period of bDMARDs 
application are JAKi introduced.

Out of all patients included in the study, 60.5% 
exhibit bioexperience and are suitable for upadaci-
tinib treatment. For patients without prior experience 
with biologic agents, upadacitinib is used as a first-
line DMARD.

Patients included in the Upadacitinib treatment 
predominantly exhibit advanced structural changes 
(82.8% have III/IV radiographic stages of sacroiliitis). 
Among patients with non-radiographic or II radio-
graphic stages of axSpA, those with prior experience 
in biologic therapy are mainly present (90.9%). Al-
though not our primary objective, it can be assumed 
that these observations are linked to the prolonged 
application of bDMARDs before secondary non-re-
sponder status develops. Similar results have already 
been published by other authors [13, 14, 15]. The 
patients with non-radiographic/II radiographic stage 
axSpA are significantly fewer compared to the total 
number of patients, which limits us from drawing de-
finitive conclusions about the relationship between 
biologic treatment and radiographic changes. It is im-
portant to emphasize that patients without prior treat-
ment experience (“Bionaive”) are more likely to have 
a more advanced stage of radiographic changes.

Delving deeper into the data, we can observe an 
intriguing aspect related to the presence of co-ex-
isting arterial hypertension (AH) in the two distinct 
patient subgroups. According to the data, over half 
of the patients without prior experience with biologic 
agents show signs of AH, which is nearly twice as 
much compared to those who have had prior experi-
ence with biologics. The inference that can be drawn 
is that the administration of the primary preceding 
biologic medication (TNFi) might be associated with 
a lower likelihood of AH. Such an association has 
already been identified, and there are available find-
ings indicating reduced cardiovascular risks in TNFi 
treatments [16, 17].

Upadacitinib demonstrates remarkable thera-
peutic effectiveness, reflected in ASDAS, BASDAI 
scores, levels of fatigue and pain, reductions in 
ESR and CRP values, both in patients without pri-
or experience with biologic drugs and those with 
secondary non-response to biologics. Our scientif-
ic findings from this study regarding the therapeutic 
effectiveness of upadacitinib in patients with axSpA 
in real-world clinical practice correspond to the re-
spective data derived from the SELECT AXIS clinical 
program. The proportion of patients achieving dis-
ease inactivity or low disease activity in axSpA when 
treated with 15 mg Upadacitinib for 6 and 12 months 

(according to ASDAS) align with the results reported 
in clinical trials of this medication. Within the frame-
work of the SELECT AXIS clinical program, 65% of 
patients treated with upadacitinib achieve ASDAS < 
2.1, which is entirely consistent with our reported re-
sults [18].

The results obtained from the 6 and 12-month 
treatment with Upadacitinib do not correlate with the 
previous treatment of patients with axSpA (bionaive/
bioexperience) (16 out of 19, 84.2% versus 18 out 
of 23, 78.3%, p > 0.05, respectively), suggesting 
that upadacitinib is equally effective both in patients 
without prior treatment and in those with secondary 
failure to bDMARDs. 

Similar trends are seen in the fully subjective 
composite measure BASDAI. The average change 
in BASDAI after 6 months of 15 mg upadacitinib ther-
apy is over 50% of the initial value and is sustained 
until the end of the study. The relative proportion of 
patients with BASDAI < 4 is 90.4%, an impressive 
result. Meanwhile, this outcome is better than the 
known data from SELECT AXIS 1 [17]. A possible 
explanation for this difference might be that over 
half of the patients in the present study have prior 
experience with biologic drugs. Their initial average 
BASDAI score is significantly lower compared to bi-
ologic-naive patients (4.8 vs. 6.5, p < 0.001, mean 
difference 1.68, 95% CI 0.7-2.62). These patients 
exhibit better initial results at the start of the study, 
which might contribute to the better therapeutic re-
sponse after Upadacitinib application. The degree 
of fatigue and intensity of spinal pain, included as 
questions 1 and 2 in the BASDAI and ASDAS as-
sessments, respectively, demonstrate a similar dy-
namic throughout the analyzed period.

Upadacitinib shows successful and comparable 
results both in patients with non-radiographic SpA 
and those with more advanced radiographic sacroi-
liitis scores. These observations align with the data 
from upadacitinib’s clinical program for the SpA indi-
cation. It has been proven to demonstrate effective-
ness in cases of both radiographic and non-radio-
graphic SpA [18].

In conclusion, the results of our study highlight 
the significant therapeutic effectiveness of upadaci-
tinib in patients with axial spondyloarthritis (axSpA) 
under real clinical conditions. Upadacitinib’s ability 
to reduce disease activity, measured by ASDAS and 
BASDAI, as well as its positive impact on pain, fa-
tigue, and inflammatory biomarkers, emphasizes its 
crucial role in improving patients’ quality of life.

The results also demonstrate that upadacitinib 
shows successful results both in patients who are 
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naïve (biologic naïve) and those who have previous-
ly failed other biologics (biofailure). This aspect un-
derscores the flexibility and potential of upadacitinib 
to be individually assessed when selecting a treat-
ment regimen for different patient subgroups.

In alignment with data from clinical programs 
and based on our results, it can be concluded that 
upadacitinib is a valuable tool in managing axial 
spondyloarthritis. This medication contributes to a 
significant improvement in disease activity, regard-
less of prior experience, and presents itself as a sig-
nificant contribution to best care for patients with this 
chronic and debilitating condition.
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