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Background: The regulatory phase III trial supporting the approval of biosimilar
infliximab (BOW015) in India included only rheumatoid arthritis patients. Conse-
quently there is paucity of data on the effectiveness of BOW015 in Ankylosing
Spondylitis (AS).1,2,3 Hence, we decided to objectively quantify the effectiveness
and safety of BOW015 in AS patients.
Objectives: To determine safety, efficacy and tolerability of BOW015 in Indian AS
patients.
Methods: We retrospectively collected data from seven centres to get a compre-
hensive picture of the Indian population. The protocol along with data collection
form was designed by the investigators and ethics committee approval was ob-
tained. Biologic naïve patients diagnosed with AS as per Assessment of Spondylo
Arthritis International Society criteria who were having six months of follow up
data during January-November 2016 were included in the study. Percentage of
patients achieving major clinical improvement (Ankylosing Spondylitis Disease
Activity Score C-reactive protein (ASDASC R P ) >2 from the baseline to six months
of follow up) was the primary variable. Secondary variables included; clinical
improvement criteria (ASDASCRP>1.1 from the baseline to six months of follow
up), change in ASDASCRP, Bath Ankylosing Spondylitis Disease Activity Index
(BASDAI), CRP and Erythrocyte Sedimentation Rate (ESR) from the baseline to
six months. Variables were reported as mean ± Standard Deviation (SD), absolute
change in variable were reported along with their Confidence Interval (CI) and
data was analyzed using Statistical Package for the Social Science V-22.
Results: A total of 68 patients treated with BOW015 having follow-up data for
six months were analyzed. Mean age of patients was 32.63±11.73 (SD) years
with mean body mass index of 25.72±7.48 (SD) kg/m2 and about 32 (47%)
patients had peripheral arthritis. Of the treated patients, 52 (76%) patients were
administered four doses while 6 (9%) patients administered three doses, 3
(5%) patients administered two doses and 7 (10%) patients administered single
dose as they were loss to follow up. As per the primary variable, 67.9% patients
achieved major clinical improvement, 9.4% patients achieved clinical improvement
and 22.6% were non-responders. There was an absolute change of -2.54 (95%
CI -1.92, -3.17) in BASDAI and -1.77 (95% CI -1.43, -2.11) in ASDASCRP right
from first follow up corresponding to post 1st dose visit which was statistically
significant (see Table-1). This trend was observed in the subsequent visits in
BASDAI, ASDASCRP, ESR and CRP which continued till the end of six months.
One patient developed pulmonary tuberculosis and marginally elevated liver
enzymes were seen in two patients.

Conclusions: BOW015 showed significant improvement in ASDASCRP and
BASDAI in patients with AS on a six month follow up period and the clinical
benefits were apparent as early as first dose of BOW015.
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AB0691 METFORMIN THERAPY CAN RESTORE THE BALANCE OF TH17
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Background: Spondyloarthrit (SpA) is a chronic autoimmune disease and is
associated with immunological function disorder. Previous studies have observed
that increased number of T17 cells and decreased number of Regulatory T (Treg)
cell in patients with S [1,2]. However, the current therapy for SpA, focusedon
NSAID, biological agents and glucocorticoid, can’t correct the imbalance of Th17
and Treg cells. Metformin has been demonstrated a reducing effect on Th17 cells
but an increasing effect on Treg cells, regulating the Thl7/Treg ratio [3].
Objectives: The study is to explore the effect of metformin therapy on the balance
of Th17 and Treg cells in patients with SpA.
Methods: SpA patients (n=27) (from August 1st to November 30th in 2016, both
outpatients and inpatients in our department, according to American-European
Consensus Group criteria for SpA), who were given metformin (750mg/day for
6 weeks). Laboratory indicators were compared before and after metformin
treatment.
Results: The number of Treg cells [25.37 (18.31,45.78) vs.34.43 (25.91,50.31),
P=0.015] significantly increased after the treatment. At the same time, there was
a significantly decrease in the ratio of Th17/Treg cells [0.26 (0.15,0.48) vs. 0.22
(0.1,0.33), P+0.037]. Besides, Th17 cells were also decreased [7.85 (4.95,10.65)
vs. 6.42 (3.7,10.63)].
Conclusions: Metformin can restore and maintain the balance of Th17 and Treg
cells in the patients with SpA. And it may be a potential therapy for SpA.
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Objectives: To evaluate patient-reported outcomes (PRO) of physical functioning,
mental health functioning, health state, and health-related quality of life (HRQoL)
in patients (pts) w/active Ankylosing Spondylitis (AS) treated w/intravenously
administered (IV) golimumab (GLM), an anti-TNFα monoclonal antibody.
Methods: GO-ALIVE is a Phase 3, multicenter, randomized, double-blind,
placebo-controlled trial. Pts (aged ≥18 years) had a diagnosis of definite AS (per
modified New York criteria) and BASDAI ≥4, total back pain visual analogue scale
≥4, and CRP ≥0.3mg/dL. At baseline, 208 pts were randomized either to IV GLM
2mg/kg (N=105) at Wks 0, 4, and every 8 wks or placebo (PBO, N=103) at Wks
0, 4, and 12, w/crossover to GLM at Wk 16.
Three PRO instruments were included: 1) SF-36, a generic instrument designed
to measure physical & mental health functioning, 2) EQ-5D visual analogue scale
(VAS), a generic measure of current health state & 3) Ankylosing Spondylitis
Quality of Life (ASQoL) questionnaire, a disease-specific instrument designed
to measure the impact of AS on HRQoL. The scores for SF-36 range from
0–100 w/higher scores indicating better functioning. It has Physical (PCS) and
Mental Component Summary (MCS) and eight subscales (physical functioning,
role-physical, body pain, general health, vitality, social functioning, role-emotional,
& mental health). EQ-5D has a scale of 0–100 (0=worst health you can imagine
to 100=best health you can imagine). ASQoL assesses sleep, mood, motivation,
ability to cope, activities of daily living, independence, relationships, & social
life in pts w/AS. The scores range from 0–18 w/higher scores indicating worse
HRQoL. Unadjusted p-values of least square mean differences (LSMD) between
treatment groups were based on analysis of covariance (ANCOVA) controlling for
prior anti-TNF therapy.
Results: Table 1 summarizes the mean changes from baseline at Wks 8, 16,
& 28. Improvements from baseline in SF-36 PCS & MCS were greater in the
GLM group than PBO at Wk 8 (6.83 vs. 2.07, p<0.001; 5.56 vs. 1.67, p=0.006,
respectively) and maintained through Wk 16 (8.52 vs. 2.87, p<0.001; 6.47 vs.
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0.84, p<0.001, respectively). Improvements in all SF-36 subscales were observed
in the GLM group at Wks 8 & 16 compared to PBO (p<0.01, with the exception of
the role-emotional subscale [p=0.058]). The percentage of pts achieving clinically
meaningful change (5 points or greater) in SF-36 PCS & MCS were higher in
GLM than PBO in Wks 8 & 16 (PCS: 58.1 vs. 27.2, 67.6 vs. 35.9, respectively;
MCS: 48.6 vs. 34.0, 54.3 vs. 29.1, respectively; p<0.05 for all). Mean EQ-5D
VAS improvements were greater (p<0.001) in GLM than PBO at Wks 8 & 16
(17.61 vs. 6.63, 20.32 vs. 4.79, respectively). Greater improvements in ASQoL
were observed in GLM compared to PBO at Wks 8 & 16 (-4.5 vs. -1.5, p<0.001,
-5.4 vs. -1.8, p<0.001, respectively). By Wk 28, after PBO crossed-over to GLM,
improvement in PCS, MCS, EQ-5D VAS, & ASQoL were similar between the two
treatment arms.

Conclusions: Adult pts w/active AS treated w/IV GLM showed marked im-
provements in physical functioning, mental health functioning, health state, &
HRQoL.
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Objectives: To know the influence of the order of introduction of Golimumab
(GLM), on clinical efficacy in ankylosing spondylitis (AS), psoriatic arthritis (PSA)
and rheumatoid arthritis (RA).
Methods: A prospective, observational study, in 46 consecutive patients with AS,
APS and RA, treated with GLM. Data: epidemiological, concomitant DMARD, time
of disease evolution, HLA-B27, RF and ACPA; from GLM: order of introduction,
time in treatment, serum level and anti-GLM Ab. The clinical response was
assessed in AS patients using BASDAI, BASFI, ASDAS-VSG. In patients with
RA or peripheral APS, DAS28-VSG, DAS28-PCR and SDAI. Serum levels of
GLM and anti-GLM Ab were determined by ELISA (Progenika, Grifols SA, Spain).
Serum cutoff levels for serum GLM levels: 36 ng/mL and for anti-GLM Ab: UA>20
AU/mL. Samples were extracted just prior GLM administration (trough level) and
stored frozen at -80°C until analysis.
Results: Of 33 (72%) AS patients: 52% were males, mean age 53±12 years,
mean BMI 28±4, disease mean evolution 16±12 years and in GLM: 1.3±1.1
years, 30% received DMARD, being GLM the first anti-TNF in 25%, second 37%,
third 25% and fourth in 13%. The mean GLM level was 0.77±0.62 mg/mL and
the prevalence of anti-GLM antibodies was 6%. In the 5 patients with RA and 8
with APS: 23% were men, mean age of 55±11 years, mean BMI 28±6, mean
disease evolution of 10.5±8 years and in GLM of 2±1.5 years, the 85% of patients

received DMARD, being GLM the first anti-TNF in 31%, second 15%, third 31%
and fourth 23%. The mean GLM level was 0.703±0.53 mg/L. No anti-GLM Ab
were detected.

Table 1. Characteristics of patients with receiving GLM, according to the order of introduction

Golimumab (GLM) RA-APS (n: 13) 1°–2°anti-TNF (n: 7) 3°–4°Anti-TNF (n: 6) p

BMI, kg/m2: mean (SD) 28,72 (6,62) 28,93 (6,66) 0,95
Disease evolution (years): mean (SD) 10,1 (7,64) 11,53 (10) 0,78
DMARD, n (%) 7 (100) 4 (67) 0,13
Years on GLM: mean (SD) 2,27 (1,86) 2,5 (2,04) 0,84
anti-GLM Ab, U/L, n (%) 0 0 –
DAS28-VSG, mean (SD) 1,74 (0,83) 2,12 (0,94) 0,47
DAS28-PCR, mean (SD) 1,82 (0,85) 2,28 (0,93) 0,39
SDAI, mean (SD) 3,92 (5,17) 7,67 (6,58) 0,30

Golimumab (GLM) AS (n: 33) 1°–2°anti-TNF (n: 21) 3°–4°anti-TNF (n: 12) p

BMI, kg/m2: mean (SD) 27,46 (4,20) 29,26 (3,09) 0,16
Disease evolution (years): mean (SD) 14,25 (10,55) 20,65 (14,27) 0,21
DMARD, n (%) 8 (38%) 2 (17) 0,57
Years on GLM: mean (SD) 1,75 (1,47) 1,13 (0,89) 0,14
GLM level, mg/dL: mean (SD) 0,919 (0,63) 0,448 (0,47) 0,025
anti-GLM Ab, U/L, n (%) 0 2 (17) –
BASDAI: mean (SD) 5,96 (2,48) 6,10 (2,23) 0,86
ASDAS: mean (SD) 2,92 (0,87) 3,79 (2,68) 0,64

Conclusions: 1. The overall prevalence of anti-GLM Ab was 6% and 17% in
AS patients. Not detecting in patients with RA or PSA. 2. Serum GLM level was
higher among the patients receiving it as the 1st or 2nd anti-TNF. 3. In AS GLM
as 3rd or 4th anti-TNF were able to achieve clinical remission, similar to that
achieved as 1st or 2nd drug.
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Background: In axSpA, treatment decisions are mainly based on patient-reported
symptoms: recommendations are to initiate TNFi in patients with active disease
and with physician conviction that treatment is needed (ref). However, the
attribution of symptoms to inflammation is difficult to establish in axSpA.
Objectives: The objective of the present analysis was to explore the link between
physician-attributed causality for symptoms and treatment response to TNFi.
Methods: The PredictSpA study (ClinicalTrials.gov: NCT03039088) was a
longitudinal observational multicenter study in France in 2015. Patients with
physician-defined definite axSpA and starting a TNFi treatment were included,
a TNFi was prescribed according to usual practice and efficacy was assessed
at 12 weeks by BASDAI50 response. At baseline, symptoms levels including
BASDAI and ASDAS were collected and the physician evaluated the causality of
symptoms by answering the following 3 questions: how convinced are you that
the symptoms of this patient are due to (A) inflammatory axSpA activity (B) to
axSpA severity (eg syndesmophytes, kyphosis) and NOT to disease activity and
(C) to other diseases and NOT axSpA. Each question was assessed 0–10 (not
convinced at all to absolutely convinced). The link between a score ≥4/10 on each
of the 3 questions and BASDAI50 response was assessed by univariate logistic
regression. Patients interrupting the TNFi before 3 months were considered as
non-responders and missing data were imputed using non-responder imputation.
Results: In all, 519 patients were included and 508 had data over 3 months:
mean age 41.3 (SD 11.6) years, mean disease duration 6.1 (SD 8.4) years, 237
(46.7%) were women, 424 (83.5%) satisfied the ASAS criteria for axSpA of whom
379 (74.6%) were in the imaging arm and 45 (8.9%) in the clinical arm. Symptom
levels were high: mean BASDAI was 5.7 (SD 1.8) and mean ASDAS-CRP was
3.3 (SD 0.9) with only 6 (1.2%) patients in inactive disease state according to
ASDAS. The physician-attributed causality of symptoms was mostly related to
inflammatory activity: mean scores for (A), (B) and (C) were respectively, 7.4
(SD 2.0), 2.3 (SD 2.5) and 2.1 (SD 2.2). When physicians attributed causality
to non-axSpA (score (C) ≥4/10), BASDAI50 response was less frequent: 45/118
(38.4%) vs 213/390 (54.6%), odds ratio 0.5 [95% CI 0.3, 0.8].
Conclusions: In axSpA patients starting a TNFi with high symptom levels,
physician-attributed causality of symptoms was mainly related to inflammatory
activity of the axSpA. When physician-attributed causality was more oriented
towards non-axSpA causes, BASDAI50 response after 3 months of a TNFi
was lower. This confirms the validity of the ASAS-EULAR recommendations for
starting a TNFi which rest on a level of symptoms but associated to physician
conviction of the indication.
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