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Background Inflammatory cell infiltration and synovial activa-
tion are important processes in rheumatoid arthritis. Chemotac-
tic gradients of various chemokines are responsible for cell
attraction and possibly for their activation. We have previously
detected strong expression of chemokine receptor CXCR3 in the
rheumatoid joint by immunostaining.
Objectives Characterisation of the cells expressing CXCR3 in
RA synovial membrane.
Methods Synovial tissue samples were obtained from RA patients
undergoing either synovectomy or a total joint replacement.
Cells were released by digestion with collagenase, DNAse and
briefly with hyaluronidase. A three colour fluorescence analysis
was performed with FITC conjugated anti-CXCR3 mouse MAb
(R&D) and with a panel of phycoerythrin (PE) conjugated MAb
(anti-CD3, CD4, CD8, CD19, CD55, CD31, CD68, CD14 and
CD45). Live cells were identified by propidium iodide. PBCs
were stained using the same protocol.
Results As expected, a proportion of CD3+ and CD4+ blood
and synovial cells was CXCR3 positive. In addition, CXCR3 was
also seen in synovial cells positive for CD55, CD14, CD8 and to
a less extent CD31. However, in contrast to the surface staining
of cells from peripheral blood, CXCR3 staining was identified
only intracellularly in synovial cells. No CXCR3 staining could
be detected on the surface of any type of viable synovial cell,
including CD3 positive lymphocytes.
Conclusion Flow cytometry identifies synovial cells that display
intracellular CXCR3 staining. These cells are comprised of T
lymphocytes, macrophages, possibly synovial fibroblasts and
endothelial cell populations. The intracellular presence of
CXCR3 suggests a possible internalisation of this molecule,
which may be a consequence of ligand binding. The significance
of this phenomenon and of CXCR3 expression in cell types
other than leukocytes remains to be determined.

This work was supported by a grant NI/6459 from IGA MZ
CR.

THU0020 ROLE OF FCGAMMARII AND FCGAMMARIII IN
INFLAMMATION AND CARTILAGE DAMAGE DURING
MURINE EXPERIMENTAL ANTIGEN-INDUCED ARTHRITIS

1PL Van Lent, 1KC Nabbe, 1AB Blom, 1AE Holthuysen, 1LB Van de Putte, 2S Verbeek,
1WB Van den Berg. 1Rheumatology, University Medical Centre Nijmegen, Nijmegen, The
Netherlands; 2Human and Clinical Genetics, University Medical Centre Leiden, Leiden, The
Netherlands

10.1136/annrheumdis-2001.529

Background IgG-containing immune complexes, which are
found in most RA joints, communicate with haematopoietic cells
using three classes of Fc receptors (FcgRI, II, III). In a previous
study we found that if an experimental arthritis was elicited in
knee joints of FcR g-chain deficient mice which lack functional
FcgRI and III, joint inflammation was lower and severe cartilage
destruction was absent.

Objectives To examine the role of FcgRII and III in inflamma-
tion and functional cartilage damage in knee joints with chronic
experimental antigen-induced arthritis (AIA) using FcgRIII and
FcgRII deficient mice.
Methods FcgRII and FcgRIII -/- mice and their controls were
immunised with methylated BSA in complete adjuvant followed
by induction of arthritis by local injection of mBSA into the right
knee joint. The course of inflammation was studied by 99mTc
uptake. Chronic inflammation and cartilage damage (depletion
of proteoglycans, chondrocyte death and matrix erosion) was
studied histologically in total knee joints sections stained with
haematoxylin or safranin-O. Aggrecan breakdown in cartilage
caused by metalloproteinases (MMP) was studied by immunoloc-
alisation (VDIPEN neoepitopes) and image analysis.
Results Three weeks after immunisation both humoral (total
IgG, IgG1, IgG2a and IgG2b levels) and cellular (T cell responses
as measured by lymphocyte proliferation) immunity raised
against mBSA was comparable in all groups examined. IgG2a
levels were comparable in FcgRIII-/- but higher in FcgRII-/- if
compared to controls. Joint swelling at day 1, 3 and 7 was simi-
lar in FcgRIII -/- mice and significantly (103%) higher in
FcgRII-/- on day 1 but not on later time-points. Histologically, at
day 7 after AIA induction, exudate and infiltrate in the knee
joint was similar in FcgRIII -/- and significantly higher (100%
and 388%) in FcgRII-/- mice if compared to controls. MMP-
induced neoepitopes determined in various cartilage layers (tibia
and femur) were comparable in FcgRIII-/- and higher (respec-
tively 155–360% and 67–75%) in FcgRII-/-. Initial depletion of
proteoglycans was similar (40–70%) in all groups. In the chronic
phase, chondrocyte and cartilage matrix erosion in tibia and
femur stage was significantly elevated in FcgRII -/- but not in
FcgRIII-/- mice.
Conclusion FcgRIII is redundant or not involved in the presence
of FcgRI whereas FcgRII is a crucial inhibiting factor in acute
and chronic inflammation and cartilage erosion during antigen-
induced arthritis.
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Background Rap1 is a small G-protein, member of the Ras
GTPase family. Rap1 has been linked to T cell anergy and it is
suggested that Rap1 has the potential to inhibit Ras-mediated
oncogenic or growth promoting activity. Synovial fluid (SF) T
cells from patients with rheumatoid arthritis (RA) display a
defective phosphorylation pattern of several pivotal signalling
proteins and severe hyporesponsiveness upon antigenic stimula-
tion. Our previous data showed that the hyporesponsive state of
the SF T cells in RA correlates with markers of oxidative stress
and replenishment of the intracellular level of the anti-oxidant
(GSH) by treatment of cells with N-acetyl-cysteine (NAC) seems
to partly restore the observed signalling defects.
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