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Background: Sporadic inclusion body myositis (IBM) is the most common
acquired muscle disease in adults over the age of 50, yet the underlying cause of
the disease is unknown, and there are no disease-modifying therapies1. The
robust endomysial inflammation in addition to an increased association of IBM
with specific HLA haplotypes and other autoimmune diseases suggests that IBM
is primarily an autoimmune disease3. However, an association with ageing, a lack
of response to immunotherapy, and presence of pathological features such as
ubiquitinated protein aggregates seen in neurodegenerative diseases suggest
the immune response may be secondary to myodegeneration. Thus, the relation-
ship between inflammation, inclusions, and myodegeneration in IBM is poorly
understood.
Objectives: Fundamental obstacles to therapeutic development for IBM include
the limited understanding of disease pathogenesis as well as a lack of animal
models. It is our objective to address these deficiencies by developing a novel
mouse xenograft model of IBM.
Methods: In this xenograft model, human muscle biopsy specimens are trans-
planted into immunodeficient mice. The human myofibers cut during the biopsy
procedure degenerate, but new muscle fibres regenerate from the patient’s satel-
lite cells. This newly regenerated muscle is revascularized and innervated by the
mouse host2. Xenografts are collected at various post-operative timepoints rang-
ing from three to eleven months and cryosectioned to carry out histochemical and
immunohistochemical analysis.
Results: Our preliminary data show that IBM xenografts develop pathologic fea-
tures of the human disease.
At 4 months, collections of xenografts from a patient with healthy muscle, a der-
matomyositis patient, and an IBM patient display successful regeneration. Regen-
eration appears less robust in IBM xenografts and is inversely associated with
number of human CD3 +cells and sarcoplasmic MHC-I upregulation. A proportion
of the CD8 +T cells within the IBM xenografts are proliferative at 4 months, and
this is significantly reduced at 6 months (Fisher exact test, p<0.0001). In addition,
at 8.5 months, the IBM xenograft shows rare fibres containing p62 positive punta.
Conclusions: This xenograft model will allow us to investigate the interactions
between human muscle and immune system in a mouse host. We are using this
model for mechanistic studies and preclinical therapeutic testing in IBM.
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Background: Aberrant activation of profibrotic pathways is a key feature of sys-
temic sclerosis (SSc). Extensive evidence characterises TGFb- and canonical
WNT-signalling as key drivers of fibroblast activation. The crosstalk between
those pathways, however, remains largely unknown. A better understanding of
the interplay of different profibrotic pathways may be the key to the development
of effective targeted therapies. XIAP (X-linked inhibitor of apoptosis protein) is an
ubiquitously expressed member of the IAP protein family with important functions
in tissue turnover. XIAP was recently described to be implicated in canonical Wnt
signalling and TGFb signalling.

Objectives: The aim of this study is to characterise the role of XIAP in fibrotic
disease.
Methods: XIAP-expression was analysed by qPCR, IF and Western blot. XIAP
was targeted pharmacologically with Embelin. The activation of the canonical Wnt
pathway was assessed by analyses of Wnt target genes and by TOPflash/FOP-
flash luciferase reporter assay. In vivo, XIAP inhibition was analysed in two differ-
ent models of fibrosis.
Results: The expression of XIAP is increased in the skin of SSc patients com-
pared to matched healthy individuals with a particularly prominent expression in
fibroblasts. The overexpression of XIAP is more pronounced in SSc patients with
diffuse and active skin fibrosis compared to SSc patients with limited and inactive
disease. The overexpression of XIAP is also reflected in several experimental fib-
rosis models: the model of sclerodermatous graft versus host disease, the model
of bleomycin induced skin fibrosis and in Wnt10b transgenic mice. Stimulation
with either recombinant Wnt1 or TGFb cytokine induces the expression of XIAP in
cultured fibroblasts. Inhibition of XIAP reduced the Wnt1- and TGFb induced acti-
vation of fibroblasts with reduced collagen release and expression of myofibro-
blast markers. In addition, XIAP inhibition reverted the activated fibroblast
phenotype in SSc fibroblasts with reduced expression of stress fibres and aSMA.
The antifibrotic effects of XIAP inhibition occurred in non-toxic doses. Mechanisti-
cally, XIAP inhibition reduced the activation of canonical Wnt signalling as demon-
strated by TOPflash reporter assays and by the analysis of canonical Wnt target
genes. XIAP inhibition also reduced the expression of canonical Wnt target genes
in Wnt10b transgenic mice. To analyse the effects of XIAP inhibition in vivo, two
mouse models were used: the model of bleomycin-induced dermal fibrosis and
Wnt10b-transgenic mice. In both models, the pharmacological inhibition of XIAP
exerted anti-fibrotic effects with reduced dermal thickening, reduced myofibroblast
counts and reduced hydroxyproline contents.
Conclusions: XIAP is upregulated in SSc fibroblasts in a TGFb-dependent man-
ner and promotes fibroblast activation by fostering canonical WNT signalling. Our
data suggest that XIAP mediates an amplification loop between TGF-b and can-
onical Wnt signalling. Inhibition of XIAP may thus be a novel approach to target
aberrant canonical WNT signalling in fibrotic diseases.
Disclosure of Interest: None declared
DOI: 10.1136/annrheumdis-2018-eular.7299

FRI0417 CD86 EXPRESSION ON CULTURED SKIN FIBROBLASTS
FROM SYSTEMIC SCLEROSIS PATIENTS: IN VITRO
EFFECTS OF CTLA4-IG

M. Cutolo1, P. Montagna1, S. Soldano1, A.C. Trombetta1, P. Contini2, B. Ruaro1,
A. Sulli1, S. Scabini3, E. Stratta3, R. Brizzolara1. 1Research Laboratory and
Academic Division of Clinical Rheumatology, Department of Internal Medicine,
University of Genoa, IRCCS Polyclinic San Martino, Genoa; 2Division of Clinical
Immunology, Department of Internal Medicine, University of Genoa, IRCCS
Polyclinic San Martino, Genoa; 3Oncologic Surgery, Department of Surgery,
IRCCS Polyclinic San Martino, Genoa, Italy

Background: Skin fibroblasts (SFs) are involved in the excessive production of
extracellular matrix (ECM) proteins which characterises fibrosis in systemic scle-
rosis (SSc).1 Myofibroblasts which are characterised by a higher expression of
pro-fibrotic molecules (a-SMA: alpha-smooth muscle actin; S100A4: fibroblast-
specific protein-1) as well as by the over-production of ECM proteins (FN: fibro-
nectin; collagens type I and III), may originate from the activation and differentia-
tion of resident fibroblasts after multiple profibrotic stimuli.2

CTLA4-Ig interacts with the cell surface costimulatory molecule CD86 and can
downregulate the target cell activation.3

Objectives: To evaluate CD86 expression and the in vitro effects of CTLA4-Ig on
skin fibroblasts (SFs).
Methods: Skin biopsies were obtained from 8 “limited” cutaneous SSc patients
(treated only with vasodilators, mainly cyclic prostanoids) and 4 healthy subjects
(HSs), after EC and patient informed consent. After 8 days (T8) of culture, SFs
obtained from biopsies were treated for 24 and 48 hours, in the absence or in the
presence of CTLA4-Ig (10, 50, 100 and 500 micrograms/ml). Evaluation of CD86
expression was performed by quantitative real-time polymerase chain reaction
(qRT-PCR). In addition, also human macrophages obtained from PBMCs of SSc
patients, were cultured. The statistical analysis was carried out by the non-para-
metric Mann-Whitney U test.
Results: Cultured SSc fibroblasts showed a very low gene expression level of
CD86, compared to cultured macrophages of SSc patients, taken as positive con-
trol for CD86 expression (99% less). Therefore, cultured SSc fibroblasts treated
for 24 hours and for 48 hours with CTLA4-Ig (10, 50, 100 and 500 micrograms/ml)
did not show any significant modulation in the gene expression levels of CD86,
compared to untreated fibroblasts (CNT). Interestingly, cultured HSs fibroblasts
treated with CTLA4-Ig for 24 hours and for 48 hours showed a significant
decrease in the gene expression of CD86, limited to the highest dose (500 micro-
grams/ml), compared to CNT (0.16% and 0.64% less, respectively) (p<0.05).
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