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Background: TNF is a pivotal regulator of inflammation and the cytokine system.
Besides this, there is no doubt that TNF has a major role in cancer biology. TNF has
a dual defensive and offensive role in carcinogenesis (1). TNF-blocking treatment
has led to improvements in the management of inflammatory diseases.Even
though their efficacy as anti-inflammatory drugs is well-proven, there are some
concerns about the adverse effects of anti-TNF therapy (2). Basic research
suggests that the evaluation of infections and malignancy as major adverse
effects should be performed effectively (3). However, some studies conducted so
far have dubious notions that anti-TNF therapy increases the risk of cancer (3,4).
Objectives: Objective: The clinical importance of the thyroid nodules in patients
with axial spondyloarthritis (ax-SpA) rests with the need to exclude thyroid
malignancy. The aim of this study is to assess the risk of thyroid malignancy in
ax-SpA patients receiving anti-TNF therapy.
Methods: From September 2015 until December 2015, 70 patients diagnosed
with ax-SpA according to ASAS criteria, were included in the research. Forty
of the patients had received anti-TNF therapy, and 30 of the patients were
anti-TNF naive. A clinician from the Physical Medicine and Rehabilitation clinic
performed ultrasonography on all patients to screen for thyroid nodule(s). If
thyroid ultrasonography revealed an abnormal finding, the patient was referred to
a radiologist.
Results: The mean (SD) age was 38±9.87 years; % 75.7 of the patients were
male. None of the demographic differences between the groups were statistically
significant. Fifteen of the forty patients that received anti-TNF therapy and eleven
of the thirty anti-TNF naive patients had thyroid nodule(s). Four patients from
the anti-TNF group underwent fine needle aspiration biopsy, and two of them
were diagnosed with papillary thyroid carcinoma. None of the nodules in anti-TNF
naive patients required biopsy. When compared to the normal population, the
standardized incidence ratio (SIR) was found to be increased in both male (SIR:
2.03% 95 CI: 1.9 to 18) and female (SIR: 2.7% 95 CI: 2.6 to 24) cases.
Conclusions: We see a mild increase in thyroid malignancies in ax-SpA patients
that received anti-TNF therapy. Consequently, the thyroid gland should also be
taken into consideration while screening for malignancy before anti-TNF therapy.
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Background: Adalimumab (ADA) significantly improved clinical response at wk
12 vs placebo in patients (pts) with non-radiographic axial spondyloarthritis
(nr-axSpA) in the ABILITY-1 study. The subsequent, ongoing ABILITY-3 study is
assessing continuation vs withdrawal of ADA in nr-axSpA pts who respond to
ADA.

Objectives: Evaluate the efficacy and safety of ADA during the open-label lead-in
period of ABILITY-3.
Methods: ABILITY-3 has a 28-wk lead-in open-label ADA (40 mg every other
wk) period; pts who achieve sustained remission (Ankylosing Spondylitis Disease
Activity Score inactive disease [ASDAS ID] at wks 16, 20, 24 and 28) are
randomized to double-blind placebo (withdrawal) or ADA (continuation) for 40 wks
(ongoing). From wk 20–28, pts who did not achieve ASDAS ID were discontinued.
Adult pts with nr-axSpA (fulfilling Assessment of SpondyloArthritis international
Society [ASAS] criteria but not modified New York criteria) with objective evidence
of inflammation in the sacroiliac joints or spine on MRI or elevated hs-CRP at
screening; active disease at baseline (defined by ASDAS ≥2.1, BASDAI ≥4, and
total back pain score ≥4); and inadequate response to ≥2 NSAIDs were eligible.
Results: Of 673 pts enrolled, 51% were women and mean BASDAI was 7.0±1.4
(Table). At wk 28, 305 (45%) pts were randomized (ASDAS ID: 33% at wk 12, 44%
sustained at wk 28; nonresponder imputation) and 368 (55%) pts discontinued
(not achieving sustained remission, n=300 [45%]; other reasons, n=68 [10%]).
In observed analysis, 59%, 35%, and 22% of pts achieved ASAS40, ASDAS ID,
and ASAS partial remission, respectively, at wk 12, similar to wk 12 data from
ABILITY-1 pts with objective inflammation at baseline. The proportions of pts
achieving ASAS20, ASAS40, ASDAS ID, ASDAS CII, and ASDAS MI increased,
and mean BASDAI and back pain scores decreased over time (observed analysis;
Figure). Adverse events (AEs) were reported by 468 pts (70%), most commonly
nasopharyngitis (n=121 [18%]), upper respiratory tract infection (n=81 [12%]),
and headache (n=56 [8%]); serious AEs occurred in 19 (3%) pts.

Table 1. Baseline Characteristics

Mean ± SD (n=673)

Age 37.3±11.1
White, n (%) 651 (97)
Female, n (%) 343 (51)
Symptom duration, y 7.7±7.7
HLA-B27 positive, n (%) 515 (77)
TJC 6.5±10.4
SJC 1.9±4.0
MASES 3.4±3.5
PGA-disease activity 6.5±1.5 n=671
Patient-pain 7.4±1.7
BASDAI 7.0±1.4
ASDAS 3.6±0.8
hs-CRP 9.6±15.0
BASFI 5.3±2.2
HAQ-S 2.1±0.6

BASFI, Bath Ankylosing Spondylitis Functional Index; HAQ-S, Health Assessment Questionnaire
for the Spondyloarthropathies; hs-CRP, high-sensitivity C-reactive protein; MASES, Maastricht
Ankylosing Spondylitis Enthesitis Score; PGA, physician global assessment; SJC, swollen joint
count; TJC, tender joint count.

Conclusions: Baseline disease activity was higher in ABILITY-3 pts than reported
in prior trials. After 28 wks of open-label ADA therapy, disease activity improved
and sustained remission was achieved in 44% of pts. Efficacy and safety in this
nr-axSpA population were consistent with findings from ABILITY-1.
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Background: Although anti-tumour necrosis factor agents (anti-TNFs) are very
effective in most patients with ankylosing spondylitis (AS) significant proportion
of patients quit the treatment due to non-response or adverse events. The
development of anti-drug antibodies (ADAs) and low serum drug levels might
have a mechanistic role in loss of efficacy of or the development of adverse
events in patients treated with anti-TNFs. There is limited data regarding the
immunogenicity of anti-TNFs in patients with AS.
Objectives: Therefore the aim of this study was to evaluatethe relationship
between the formation of ADAs, serum through drug levels and clinical response
to anti-TNFs in patients with AS.
Methods: In total 350 AS patients with a new anti-TNF agent prescription in
the last two weeks period were planned to include this multi-center prospective
observational cohort study. Herein we are presenting the data of first 102 patients
who had >3months follow-up. Clinical data and serum samples were collected at
baseline and at every three months of treatment. Serum drug levels and ADAs
were measured by ELISA in one center to avoid inter-assay variability.
Results: 102 biologic naïve AS patients (75 [74%] male, mean (±SD) age;
37.2±10.7 years) who started anti-TNF agents (14 infliximab [13.7%], 27
adalimumab [26.5%], 33 etanercept [32.4%] and 28 golimumab [27.5%]) were
included in the present analysis. In comparison to baseline values BASDAI,
ASDAS-CRP and CRP values were significantly decreased in third months of
follow-up (P<0.001) (table). At 12 weeks of follow-up 9 patients (9%; 2 on
infliximab and 7 adalimumab) had ADAs and 20 (20%; 10 on adalimumab, 4

Table 1. Baseline and third month’s follow-up indicators of activity and response in AS patients
treated with anti-TNF agents

Baseline Third month

BASDAI 6.8±5.2 3.2±1.9
ASDAS-CRP 4.1±2.5 2.0±1.1
CRP 23.8±32.8 7.9±13.9

infliximab, 4 golimumab and 2 etanercept) had no detectable drug levels.The
presence of ADAs were significantly correlated with serum drug levels (P<0.001).
Up to 12 months of follow-up none of patients treated etanercept developed
ADAs. Third month BASDAI and ASDAS-CRP values were significantly higher
in patients with ADAs (BASDAI values were 5.2±1.4 vs 3.0±1.8; P<0.001 and
ASDAS-CRP values were 3.1±1.0 vs 1.9±1.1; P<0.001) (figure) and patients with
no detectable drug levels BASDAI values were 4.1±1.8 vs 2.9±1.8; P=0.012 and
ASDAS-CRP values were 2.7±1.3 vs 1.9±1.0; P=0.015).
Conclusions: ADAs against anti-TNF agents might develop as early as 12
weeks of treatment. Our results confirm that ADA development may hinder the
anticipated response to anti-TNF agents in patients with AS.
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Background: Ankylosing spondylitis (AS) is a form of chronic inflammatory
arthritis that leads to pain, stiffness, progressive spinal deformity, and spinal
fusion, limitation of the spine, rib cage motion and severe functional impairment.
Pulmonary function is altered in AS owing mainly to the limited chest expansion.
Objectives: The purpose of this study was to investigate the effect of rehabilitation
on the limited chest expansion measured by respiratory index and relationship
between duration of the rehabilitation and age, disease onset, disease duration and
respiratory index in patients with AS during physical treatment and rehabilitation.
Methods: The study was designed as a retrospective study that included 47
consecutive AS patients (33 male and 14 female), average age of 52.53±11.58
years that were hospitalized and treated in rehabilitation center. Average duration
of the rehabilitation was 17.77±5.92 days. Respiratory index was measured for
all AS patients at the beginning and at the end of rehabilitation with a centimeter
ribbon. Student’s t-test and Pearson’s test of correlation were used for statistically
analysis.
Results: Average disease duration was 13.35±8.74 years, disease onset was
at 39.64±12.87 years. Respiratory index was 1.98±1.34 cm at beginning of
rehabilitation and 3.01±1.75 cm at the end of rehabilitation. The difference was
statistically significant (t=8.025, p<0.001). Pearson’s test of correlation was shown
statistically significant correlation between value of respiratory index at beginning
and at the end of rehabilitation (r=0.872, p<0.001). Duration of the rehabilitation
(hospital days) statistically significant correlate with value of respiratory index at
beginning rehabilitation (r=-0.289, p<0.05), but not with age, disease duration
and disease onset (p>0.05).
Conclusions: The physical therapy and rehabilitation has led to the improvement
the respiratory index in patients with AS, which confirms its effectiveness. The
value of respiratory index at beginning rehabilitation is associated with duration of
the rehabilitation. Significant limitation in respiratory index indicates longer hospital
stay. These results could be having importance in planning of rehabilitation of
patients with AS.
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Background: Limited data are available on the influence of gender and lifestyle
factors, such as smoking, alcohol consumption and Body Mass Index (BMI) on
disease activity and response to TNF inhibitors (TNFi) in ankylosing spondylitis
(AS).
Objectives: This study aimed to determine whether these factors influence age
at diagnosis, disease activity and response to TNFi.
Methods: In a prospective study, clinical data (age, gender, C-reactive pro-
tein, Ankylosing Spondylitis Disease Activity Score (ASDAS), Bath Ankylosing
Spondylitis Disease Activity Score (BASDAI), Bath Ankylosing Spondylitis Func-
tional Index (BASFI) and Bath Ankylosing Spondylitis Metrology Index (BASMI),
smoking, alcohol consumption and BMI) were collected in AS patients from a
observational cohort, who started or switched treatment with TNFi. Data were
collected at baseline and after 6, 12 and 24 months. Independent T-tests and
linear regression analyses were performed to assess the influence of gender and
lifestyle factors on age at diagnosis and disease activity.


