
In those patients who progressed to RA, we only found a statistical association
with the presence of high RF +and with the presence of doppler at the carpal level
(p=0.048).
Conclusions: The results of our study suggest that the EULAR definition of CSA,
although more useful when used by rheumatologists, does not reach sufficient
accuracy for the diagnosis of RA, while the presence of subclinical synovitis
detected by UsMD could be useful. The highest levels of RF were related to the
presence of synovitis in our cohort, unlike ACPA. Further studies would be
needed to recommend its introduction into clinical practice and, in our opinion
should be considered in future sets of classification criteria.
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AB0246 GENETIC VARIABILITY WITH TOLL-LIKE RECEPTOR 10
AFFECTS SUSCEPTIBILITY TO RHEUMATOID
ARTHRITIS AND MODULATES RESPONSE TO
BIOLOGICAL TREATMENT

B. Wysoczanska1, J. Swierkot2, M. Puchala1, K. Kolossa3, S. Jeka3, P. Wiland2,
K. Bogunia-Kubik1. 1Laboratory of Clinical Immunogenetics and
Pharmacogenetics, Hirszfeld Institute of Immunology and Experimental Therapy,
Polish Academy of Sciences; 2Department of Rheumatology and Internal Medicine,
Medical University, Wroclaw; 3Department of Rheumatology and Connective
Tissue Diseases, Collegium Medicum of Nicolaus Copernicus University,
Bydgoszcz, Poland

Background: Genetic variability in Toll-like receptor 10 (TLR10) may change the
balance between pro- and anti-inflammatory responses, and hence modulate the
susceptibility to infection and to autoimmune disease including rheumatoid arthri-
tis (RA).
Objectives: Therefore we aimed to assess the possible associations of the
TLR10 genetic variants with RA susceptibility and/or response to treatment
Methods : TLR10 gene (rs 11096957, N241H, A>C) polymorphism was geno-
typed by LightSNiP assay in 303 RA patients (237F/66M) and in 140 healthy indi-
viduals from Polish population.
Results: RA patients with the AC genotype showed predisposition to disease
development [OR 1.99 (1.32–3.01); p=0.001], while the AA homozygosity seemed
to play a protective role [OR 0.63 (0.42–0.95); p=0.034]. Response to treatment
with TNF-alpha inhibitors was more effective after 6 months as compared to 3
months (p=0.001), especially in female patients (p=0.05). Women carrying the A
allele responded better to treatment after 6 months of anti-TNF treatment as com-
pared to those with the CC genotype (p=0.053). Response to biological treatment
was more effective in patients with low stage of disease (p=0,01), with rheumatoid
factor (RF) positivity (p=0.01) and with double positivity against cytrulinated
(CCP) protein and RF (p=0.003). RF-positive patients (especially women,
p=0.001) characterised with a higher degree of the disease as compared to RF-
negative cases (p=0.01). Men had a higher activity of the disease before anti-TNF
treatment (p=0.05), therefore the remission of the disease was more common in
women (p=0.04).
Conclusions: These results imply that the TLR10 polymorphism has an impor-
tant role in RA and may potentially influence risk of the disease and effectiveness
of biological treatment.
Acknowledgements: Supported by the National Science Centre grant No. 2016/21/B/
NZ5/01901.
Disclosure of Interest: None declared
DOI: 10.1136/annrheumdis-2018-eular.6579

AB0247 LACK OF AGEING WITH LONG TERM METHOTREXATE:
OBJECTIVE MEASUREMENTS OF COGNITION,
AUDIOMETRY, AND SLEEP

K. Greenwald, J. Ball, M. Greenwald, on behalf of Methotrexate and aging.
Rheumatology, Desert Medical Advances, Palm Desert, USA

Background: Methotrexate (MTX) has long been known to improve the cardio-
vascular system. Myocardial infarction, strokes, and mortality are significantly
reduced in patients compliant with long term MTX(.1 Hearing loss at middle age is
an independent major risk factor for dementia,2 and sleep over 8 hours is associ-
ated with better health. MTX use may affect all of these risk factors.
Objectives: Our hypothesis is that the cardiovascular benefits of long term MTX
treatment would translate into improved cognition, improved hearing, and better
sleep patterns.

Methods: Cambridge Cognition (CamCog based in Cambridge)developed cogni-
tive objective testing to study brain function. Camcog is widely used to assess
cognitive function in atherosclerotic disease, dementia and ageing. The CamCog
tests are computer based. Programs used in this trial included “PAL”, paired asso-
ciates learning for new learning memory and “SWM”, spatial working memory
along with new strategic thinking during the test. These tests provide 22 assess-
ments per patient. In separate testing, each patient was scored on the mini-mental
state examination, including serial 7’s, WORLD spelled backward, memory reten-
tion of 3 items, and drawn forms such as clock faces(.2 Sleep patterns were
assessed by questionnaire.
Results: There were 88 patients with RA between the ages of 80–101 years who
had been treated with MTX a minimum of 20 years. The average PALFAM score
for the group was 16.3 (sd 2.7) with a maximum score of 20. The SWMBE score
for errors for the group was 2.2 (sd 4.4) with the best score 0 errors. In all 22 scor-
ing categories of the CamCog tests, the 88 long term MTX users scored in the top
quintile, and better than average for published results for healthy people at age
65. All scores were statistically significant (p<0.01) compared to healthy 65 year
olds. It was not possible to compare age, sex matched normal individuals because
the normative CamCog database only extends to age 90. All 88 subjects scored
above 24 on the mini-mental testing (reflecting no cognitive impairment on that
test). The audiometry testing was much better than expected for age, in the top
tertile. Of the 88 patients on long term MTX, 3 had hearing aides. Sleep duration
averaged 8.5 hours/pm which is considered excellent for maintaining cognition.3

Conclusions: This is a subset of people with cardiovascular risk due to age and
RA. The CV risk assessment tool* for our subgroup predicted 10 year risk for MI
or CVA at 54%. We did not see MI or CVA over 20 years, despite RA. Expanding
on that physiology, we found 88 RA patients on long termMTX had above average
cognitive testing, completed mini-mental test, drawings, audiometry close to the
scores expected for people 3 decades younger. One reason these preliminary
results cannot be generalised to other populations is that only RA patients were
studied with long term MTX. Also our group were 80–101 years old and there may
be a survival advantage in this subgroup since all were healthy at age 65. A study
in a larger general population given MTX for several years would be needed to
evaluate the benefit in cognition, hearing, and sleep.
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AB0248 EVALUATION OF SUBCUTANEOUSLY (SC) INJECTED
TC 99M TILMANOCEPT LOCALIZATION IN ACTIVE
RHEUMATOID ARTHRITIS (RA) SUBJECTS BY PLANAR
AND SPECT/CT

J. Graf1, B. Abbruzzese2, F. Cope2, S. Behr1, J. Sanders2, A. Kissling2, D. Ralph2,
J. Shuping2, M. Blue2, C. Hartings2, R. Hershey2, H. Bailey2, A. spaulding2,
M. haynam2, A. Ismail2. 1Medicine, University of California San Francisco, San
Francisco; 2Navidea Biopharmaceuticals, Dublin, USA

Background: In rheumatoid arthritis (RA), infiltrating macrophages play a critical
role in the immunopathogenesis of the disease by generating pro-inflammatory
cytokines and chemokines and by contributing directly to joint damage. Current
imaging modalities do not directly assess activated macrophage-mediated dis-
ease processes in RA. Use of non-invasive imaging to detect macrophage infiltra-
tion of synovial joints may allow for more sensitive identification of synovitis and
earlier recognition of RA, identify joints at risk for progressive inflammation and
destruction, provide a better means of quantifying joint inflammation and disease
activity, and measure or even predict response to macrophage-directed therapy.
Tc 99 m tilmanocept is a synthetic radiopharmaceutical imaging agent that binds
with high affinity to the mannose receptor (CD206) located on the cell surface of
synovial macrophages. We investigated whether subcutaneous (SC) administra-
tion of tilmanocept labelled with Tc 99 m could specially image macrophage medi-
ated inflammation in RA but not in healthy control (HC) subjects.
Objectives: To investigate whether subcutaneous (SC) administration of tilmano-
cept labelled with Tc 99 m could specially imagemacrophagemediated inflamma-
tion in RA but not in healthy control (HC) subjects.
Methods: Subjects received a SC injection of either 50 mg or 200 mg tilmanocept
radiolabeled with 2mCi Tc99m in 0.4 mL. 18 subjects were enrolled as follows –
Cohort 1: HC: 50 mg/2mCi; n=5; Cohort 2: HC: 200 mg/2mCi; n=4; Cohort 3: RA
50 mg/2mCi; n=4; Cohort 4: RA 200 mg/2mCi; n=5. Subjects were imaged with
whole body planar scans at 2–3 hours and 4–6 hours post injection as well as
separate 5 min planar images of both hands. If there were areas of increased
localization, SPECT images were obtained.
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