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Background: Sensitisation, a hyperexcitability of nociceptive pathways, contrib-
utes to pain severity in patients with knee osteoarthritis, but this association has
not yet been examined in patients with hand osteoarthritis (HOA).
Objectives: This study explored the occurrence of central and peripheral sensiti-
sation in patients with HOA and the relationship between sensitisation and hand
pain severity.
Methods: Three hundred subjects (89% women) with clinical and/or ultrasound-
verified HOA were included in this cross-sectional study. Hand pain severity was
assessed with the numeric rating scale (0–10 NRS) of hand pain during the last
24 hours, the pain subscale (0–20) of the Australian/Canadian (AUSCAN) hand
index and a modified version (0–42 scale) of the Intermittent and Constant Osteo-
Arthritis Pain (ICOAP) questionnaire.
Pressure pain thresholds (PPT) were measured with an algometer at two sites:
dorsum of the OA finger joint reported to be most painful to test peripheral sensiti-
sation, and at a remote site (mid-portion of tibialis anterior) to test widespread
hyperalgesia. Temporal summation (TS), the increase in perceived pain to repeti-
tive noxious stimuli reflecting central sensitisation, was assessed with a mechani-
cal probe at the right wrist. First, probes with increasing weight (32, 64, 128, 256
or 512 mN) were applied at the wrist until the patients reported pain of at least 4/
10. The selected probe was applied to the wrist ten times at 1 Hz. Subjects
reported NRS pain on the first, fifth and tenth touch. The magnitude of enhanced
TS was defined as TS-D: highest pain value of fifth or tenth touch minus the first
pain value.
Subjects were categorised into sex-specific PPT tertiles. We then used linear
regression to analyse whether PPT tertiles and TS-D were associated with pain
severity with and without adjustments for age, sex, BMI, use of analgesics
(NSAIDS, acetaminophen and opioid-like drugs) and several psychosocial factors
(highest degree of completed education (1–7 scale), sleep disturbance (0–4
scale), the Pain Catastrophizing Scale (PCS) and the Hospital Anxiety and
Depression Scale (HADS)).
Results: Median age was 61 (IQR 57, 67) years, symptom duration 6 (IQR 3, 13)
years, and mean body mass index (BMI) was 26.5 (SD 4.9) kg/m2). Median TS-D
among the participants was 1 (IQR 0, 2) and TS-D of 2 or more was found in 41%.
Subjects in the lowest PPT tertile of their painful OA joint and tibialis anterior
reported more hand pain than subjects in the highest PPT tertile. Unadjusted, the
relation of PPT to NRS and ICOAP were statistically significant, and for the tibialis
anterior only, it was also significantly associated with AUSCAN. After adjusting for
potential confounders, the relationships were only statistically significant for NRS
(Table).
We found positive adjusted associations between increasing TS-D and NRS (beta
0.18, 95% CI 0.04, 0.32) and ICOAP (beta 0.63, 95% CI �0.16, 0.3), but not for
AUSCAN pain (beta 0.12, 95% CI 0.11, 1.16).

Abstract SAT0574 – Table 1. Pain severity across different levels of pressure pain
thresholds.

Conclusions: In patients with HOA, sensitisation, as reflected by lower PPTs
and enhanced TS, was significantly associated with greater pain severity. Future
studies are needed to explore whether sensitisation is a result of OA pathology or
traits of certain patients, and whether treatments aiming to reduce sensitisation
might reduce pain in patients with HOA.
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Background: Animal studies suggested that inhibiting IL-1a/b with lutikizumab
(formerly, ABT-981) may reduce pain and slow structural progression in OA.
Objectives: This study (NCT02087904; ILLUSTRATE-K) assessed the safety
and efficacy of lutikizumab in subjects with knee OA.
Methods: Subjects (n=350; 347 analysed) with Kellgren-Lawrence (KL) grade 2–
3 knee OA, synovitis on MRI or US, and visual analogue scale knee pain score 4–
8 (range, 0–10) were randomised to receive placebo (PBO) or lutikizumab 25,
100, or 200 mg subcutaneously (sc) every 2 wk (E2W) for 50 wk. The primary
endpoints were change from baseline (BL) in WOMAC pain at wk 16 and change
from BL in MRI synovitis at wk 26. Other endpoints included WOMAC function
and OMERACT/OARSI response (wk 16, 26, and 52) MRI cartilage volume (wk
26 and 52), and x-ray joint space narrowing (JSN) (wk 52).

Abstract SAT0575 – Table 1. Changes From Baseline in Efficacy Endpoints (LOCF)

Results: BL demographics and disease characteristics were balanced (KL grade
3, 36.0%%–38.8%; mean WOMAC pain (scale 0–50), 26.2–28.4). The primary
endpoint of WOMAC pain at wk 16 improved significantly, compared with PBO,
with lutikizumab 100 mg (p=0.050;), but not 25 mg (p=0.834) or 200 mg
(p=0.415). WOMAC pain reduction in all lutikizumab groups was sustained from
wk 16 to 52, but differences between lutikizumab and PBO for WOMAC pain and
other key signs and symptoms were not significant (table 1). Synovitis-related
imaging, cartilage volume endpoints, and JSN were similar between lutikizumab
and PBO groups at wk 26 and 52. lutikizumab was well tolerated; serious adverse
events (SAEs), treatment-related SAEs, and infections and serious infections
were similar with lutikizumab vs PBO. Injection site reactions, grade 2/3 neutrope-
nia, and discontinuations due to neutropenia were more frequent with lutikizumab
vs PBO. Lutikizumab exposures reached steady state after wk 6 and were stable
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through wk 52. Pharmacodynamic responses (neutrophil and high-sensitivity
CRP levels) plateaued at the 100 mg dose and data were similar at 200 mg. The
low immunogenicity to lutikizumab did not meaningfully affect outcomes.
Conclusions: Lutikizumab was generally well tolerated and met the primary end-
point of reduction in WOMAC pain at wk 16 compared with placebo at a dose of
100 mg, but not at 25 mg or 200 mg; cartilage thickness, synovitis, and other
structural endpoints were similar between lutikizumab and PBO.
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Background: Development of disease-modifying drugs for OA has been chal-
lenging, partly due to lack of predictive biomarkers.
Objectives: Our primary objective was to identify baseline (BL) biomarkers pre-
dicting greater treatment effects on WOMAC pain among knee OA subjects in the
lutikizumab (formerly ABT-981) ILLUSTRATE-K trial (NCT02087904).
Methods: Subjects (n=347) with Kellgren-Lawrence (KL) grade 2–3 knee OA,
synovitis on MRI or ultrasound, and knee pain score 4–8 (range, 0–10) were rand-
omised to placebo (PBO) or lutikizumab 25, 100, or 200 mg subcutaneously every
2 wk for 50 wk. The primary endpoints were change from BL (CFB) in WOMAC
pain at wk 16 and CFB in MRI synovitis at wk 26. Demographics, patient-reported
outcomes (WOMAC, ICOAP, global assessment [PGA]), x-ray joint space width,
and Whole Organ MRI Score (WORMS) were determined at BL. The Patient Rule
Induction Method, Sequential Batting, and the Adaptive Index Model were used to
identify BL predictive biomarkers and OA subsets with greater lutikizumab treat-
ment effects. Continuous efficacy endpoints were assessed using ANCOVA with
treatment, age group, and KL grade as main factors and BL measurements as
covariates with LOCF imputation for WOMAC pain.
Results: WORMS Global Total Osteophyte Score (GTOS), which semi-quantita-
tively summates osteophyte severity from 14 regions of the knee, identified a sub-
set of subjects with a greater lutikizumab treatment effect vs PBO; the optimal
GTOS cutoff for discriminating treatment effects was 14 (figure 1). Among sub-
jects with a GTOS �14, the PBO WOMAC pain response was markedly reduced
and only marginally improved for ABT-981. At wk 16, among subjects with
GTOS �14, the standardised mean difference (95% CI) of WOMAC pain for the
lutikizumab 100 mg dose group vs PBO was �0.62 (�0.16 to �1.09) vs �0.30 (0
to �0.61) for all subjects. Compared with the total study population, the 41% of
subjects with GTOS�14 not only had a greater ABT-981 treatment effect vs PBO
onWOMAC pain, but also other measures of OA symptoms. BL systemic markers
of synovitis (serum C1M and C3M) and potential markers of macrophage activa-
tion by IL-1 (serum alkaline phosphatase) were positively associated with greater
lutikizumab treatment effects vs PBO but to a lesser extent than GTOS. Other
data supported the robustness of the GTOS predictive marker because 1) a priori,
KL grade was used to stratify subjects, 2) subject characteristics were balanced
and 3) osteophyte formation is directly linked with synovial macrophage numbers
in humans and OA synovial macrophages are the predominant source of IL-1,
which is an important mediator of pain.

Abstract SAT0576 – Figure 1

Conclusions: The GTOS biomarker predicted improvement of knee OA pain and
other symptoms with lutikizumab treatment. We hypothesise that subjects with
more severe osteophytes may have had more inflammation-dependent pain that
was less responsive to PBO, suggesting that IL-1 inhibitors should be studied fur-
ther as a treatment for knee OA symptoms in this subset of patients.
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Background: Osteoarthritis(OA) is a noninflammatory chronic degenerative dis-
ease.The rate of development of sarcopenia has been increased in patients with
OA.
Objectives: In this study,we evaluated the presence of sarcopenia multidimen-
sionally in patients with knee osteoarthritis (OA) using clinical,ultrasonographic
and biochemical parameters,and in this respect, it was aimed to investigate the
relation between OA and sarcopenia and to identify the most practical,easily
accessible and inexpensive method for investigating sarcopenia.
Methods: 102 patients with clinical and radiological diagnosis of knee osteoarthri-
tis and 33 healthy control subjects were included in the study.A total of 135 sub-
jects were evaluated by the European Working Group on Sarcopenia in Older
People (EWGSOP) for the diagnosis of sarcopenia.The first group consists of
(OA) patients with sarcopenia, the second group consist of OA patients without
sarcopenia and the third group is controls subjects.Dual-X-ray absorptiometry
(DEXA) is used to measure Body composition parameters and muscle mass
measurements, isometric muscle strength evaluations, hand grip strength and
walking speeds for diagnosis of sarcopenia. Short form �36 (SF-36) The Nutri-
tional Assesment-short form (MNA), the Western Ontario and McMaster Univer-
sities Osteoarthritis Index (WOMAC), the International Physical Assessment
Questionnaire Short Form (IPAQ-SF) and the Centre for Epidemiologic Studies
Depression Scale (CES-D scale) were administered to every patients.
Results: The mean age of the group with sarcopenia was statistically higher than
the other two groups (p<0.001). The weight, body mass index (BMI), waist circum-
ference, upper mid-arm circumference, thigh and leg circumference of osteoarthri-
tis (OA) patients with sarcopenia were statistically lower than those of non-
sarcopenic and control group (p<0.01 p<0.001).Body composition parameters
results showed that sarcopenic patients had statistically lower values as fat mass,
lean body mass and Skeletal Muscle Index (p<0.001, p=0.001, p<0.001, respec-
tively) than those of non-sarcopenic and control group.It was determined that
body composition values measured with DEXA, ultrasonogrphic measures,
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