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	Collagen induced arthritis (CIA) is an experimental mouse autoimmune disease sharing common characteristics with human rheumatoid arthritis. Fas/FasL system is involved primarily in T cell homeostasis, and also in mesenchymal cell differentiation. Hyperplastic synovia in CIA contains mesenchymal cells with reduced ability to differentiate into osteoblasts, chondroblasts or adipocytes, and regulatory effects of Fas on mesenchymal cell differentiation may have a role in the pathogenesis of CIA. To estimate the role of Fas in the pathogenesis of CIA, we induced CIA in mice with gene knockout for Fas gene (Fas -/-).  

Wild-type (C57BL/6) and Fas -/- mice were immunized with chicken collagen type II and clinically scored for 40 days. Knee joint histology and differentiation of osteoblasts and osteoclasts from bone marrow progenitors were assessed at day 40. 

All immunized mice developed CIA but the onset of CIA was delayed in Fas -/- mice (14±4.6 days vs. 8.5±3.1 in wt mice), and their final clinical score was lower (7.4±3.3 vs. 9.2±2.1 in wt mice). Osteoblastogenesis was stimulated in both immunized groups, and higher in Fas -/- mice regardless of the immunization (41.25±2.9 vs. 24.25±2.5 osteoblast colonies/well for non-immunized and 60.5±3.1 vs. 41±3.7 osteoblast colonies/well for immunized mice). 

Our study revealed that mice with complete absence of Fas had attenuated clinical development of CIA accompanied by increased osteoblastogenic response. Further research on the mechanisms of this phenomenon could reveal novel therapeutic targets for rheumatoid arthritis.     
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	Hypothesis of higher CVD risk in PTSD is supported by findings of an increased sympathetic activity, higher concentrations of circulating catecholamines (including adrenaline) and exaggerated catecholamine responses to trauma-related stimuli.  Studies also indicate higher alpha2-adrenoreceptor density on the platelets of PTSD patients. We assumed that platelets from PTSD patients may be more reactive to endogenous adrenaline which could lead to more frequent formation of platelet-leukocyte aggregates.  Our aim was to determine whether adrenaline can induce formation of leukocyte-platelet aggregates in vitro, especially upon administration of small doses of adrenaline comparable to those observed ex vivo during acute stress reaction. We also wanted to test whether this effect is alpha2-adrenoreceptor specific by addition of alpha2-antagonist, yohimbine. Finally, we wanted to determine whether PTSD patients have exaggerated adrenaline induced in vitro platelet reactivity. Platelet reactivity in PTSD patients (n=8) and healthy controls (n=7) to increasing concentrations of adenosine-diphosphate (ADP), adrenaline, or their combination was tested using whole-blood flow cytometry technique. Dose dependent formation of monocyte-platelet and neutrophil-platelet aggregates could be induced by adrenaline only if subliminal concentrations of adenosine-diphosphate (ADP) were added prior to stimulation. However, adrenaline induced platelet reactivity and aggregates formation in PTSD patients did not differ from controls.


